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Appendix C Guideline scope 1 


NATIONAL INSTITUTE FOR HEALTH AND 2 


CLINICAL EXCELLENCE 3 


SCOPE 4 


1 Guideline title 5 


Neuropathic pain – pharmacological management: the pharmacological 6 


management of neuropathic pain in adults in non-specialist settings 7 


1.1 Short title 8 


Neuropathic pain – pharmacological management 9 


2 The remit 10 


The Department of Health has asked NICE: ‘To prepare a short clinical 11 


guideline on the pharmacological management of neuropathic pain in adults, 12 


in non-specialist settings.’ [Update]   13 


3 Clinical need for the guideline  14 


3.1 Epidemiology 15 


a) Neuropathic pain refers to pain caused by a lesion or disease of the 16 


somatosensory nervous system. This can result from a 17 


heterogeneous group of disorders affecting the peripheral and 18 


central nervous systems. Common examples of peripheral 19 


neuropathic pain include painful diabetic neuropathy, post-herpetic 20 


neuralgia, radiculopathy, and trigeminal neuralgia. Common 21 


examples of central neuropathic pain include multiple sclerosis, 22 


pain after stroke and after spinal cord injury.  23 


b) The main clinical features of neuropathic pain are continuous or 24 


intermittent spontaneous pain, typically described as burning, 25 


aching or shooting in quality. It is an unpleasant sensory and 26 
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emotional experience and can have a significant impact on the 1 


quality of life, general health, psychological health, and social and 2 


economic wellbeing of people with neuropathic pain. 3 


c) Neuropathic pain is an important cause of chronic pain and 4 


commonly occurs in people with diabetes and following herpes 5 


zoster infection. Neuropathic pain is diagnosed and managed in 6 


primary care and secondary care as well as by specialist pain 7 


management services (services that provide comprehensive 8 


assessment and multi-modal management of all types of pain, 9 


including neuropathic pain). However, there is limited evidence on 10 


the incidence and prevalence of neuropathic pain outside of 11 


specialist pain management services. A descriptive epidemiological 12 


study of neuropathic pain in a UK general practice population 13 


shows that post-herpetic neuralgia has the highest incidence (40 14 


per 100,000 person years observation) followed by trigeminal 15 


neuralgia (27 per 100,000 person years observation) and painful 16 


diabetic neuropathy (15 per 100,000 person years observation). 17 


This is likely to be an underestimate because not all cases will have 18 


been correctly identified.  19 


d) There is also evidence that the incidence of post-herpetic neuralgia 20 


and painful diabetic neuropathy increases with age and, in the case 21 


of the latter, the duration of diabetes.  22 


3.2 Current practice 23 


a) Several pharmacological treatments are commonly used to 24 


manage neuropathic pain outside of specialist pain management 25 


services. These include antidepressants (tricyclic antidepressants 26 


[TCAs] and selective serotonin reuptake inhibitors [SSRIs]) and 27 


anti-epileptic drugs (such as gabapentin, pregabalin and 28 


carbamazepine). Topical agents (capsaicin and lidocaine) can also 29 


be used. Opioids can also be used to treat neuropathic pain, but 30 


not all neuropathic pain is opioid-responsive. The use of strong 31 


opioids for treating non-malignant chronic pain conditions is 32 
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controversial because of concerns about the long-term side effect 1 


profile of the drugs. Some commonly used treatments (such as 2 


amitriptyline) are unlicensed for use in neuropathic pain, which may 3 


limit prescription by practitioners. There is uncertainty about which 4 


drugs should be used for neuropathic pain, and in what order 5 


(sequence). 6 


b) There is evidence that neuropathic pain is commonly managed in 7 


primary care and other settings outside of specialist pain 8 


management services. However, there is considerable variation in 9 


practice in terms of how therapy is initiated, whether therapeutic 10 


doses are achieved, the concomitant use of different drugs, and 11 


whether the different types of drugs are used in the correct 12 


sequence. This may lead to inadequate pain control and 13 


considerable morbidity. Better management of neuropathic pain in 14 


non-specialist settings could not only reduce such variation but also 15 


ensure that only those people who need specialist assessment and 16 


interventions are referred on. 17 


4 The guideline 18 


The guideline development process is described in detail on the NICE website 19 


(see section 6, ‘Further information’). 20 


This scope defines what the guideline will (and will not) examine, and what the 21 


guideline developers will consider. The scope is based on the referral from the 22 


Department of Health. 23 


The areas that will be addressed by the guideline are described in the 24 


following sections. 25 


4.1 Population  26 


4.1.1 Groups that will be covered 27 


a) Adults with neuropathic pain.  28 
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4.1.2 Groups that will not be covered 1 


a) Children and young people with neuropathic pain. 2 


4.2 Settings 3 


4.2.1 Healthcare settings that will be covered 4 


a) All settings where care is delivered for NHS patients, except 5 


specialist pain management services. 6 


4.2.2 Healthcare settings that will not be covered 7 


a) Specialist pain management services. 8 


4.3 Clinical management 9 


4.3.1 Key clinical issues that will be covered 10 


a) Use of the drug therapeutic classes detailed below, and their 11 


positioning within the care pathway for the management of 12 


neuropathic pain outside of specialist pain management services. 13 


This will include use of individual drugs as monotherapy and/or in 14 


combination, if clearly supported by evidence. 15 


b) Note that guideline recommendations will normally fall within 16 


licensed indications; recommendations outside of a licensed 17 


indication may be made but only if clearly supported by the 18 


evidence. The guideline will assume that prescribers will use a 19 


drug’s summary of product characteristics to inform decisions made 20 


with individual patients.  It is noted that a number of drugs are used 21 


for neuropathic pain that do not have a UK marketing authorisation 22 


(licence) for this use and so are considered to be used 'off-label'. 23 


This is indicated in the text. 24 


c) The following antidepressants will be considered: 25 


 Tricyclic antidepressants (TCAs): 26 


 amitriptyline (off-label use) 27 


 clomipramine (off-label use) 28 
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 dosulepin (off-label use) 1 


 doxepin (off-label use) 2 


 imipramine (off-label use) 3 


 lofepramine (off-label use) 4 


 nortriptyline (off-label use) 5 


 trimipramine (off-label use). 6 


 Selective serotonin reuptake inhibitors (SSRIs): 7 


 citalopram (off-label use) 8 


 escitalopram (off-label use) 9 


 fluoxetine (off-label use) 10 


 paroxetine (off-label use) 11 


 sertraline (off-label use). 12 


 Other antidepressants: 13 


 duloxetine (licensed for diabetic peripheral neuropathic pain 14 


only) 15 


 mirtazapine (off-label use) 16 


 reboxetine (off-label use) 17 


 trazodone (off-label use) 18 


 venlafaxine (off-label use). 19 


d) The following anti-epileptics (anticonvulsants) will be considered: 20 


 carbamazepine (licensed for use in paroxysmal pain of 21 


trigeminal neuralgia only) 22 


 oxcarbazepine (off-label use) 23 


 gabapentin (licensed for use in peripheral neuropathic pain such 24 


as painful diabetic neuropathy and post-herpetic neuralgia only) 25 


 pregabalin (licensed for use in central and peripheral 26 


neuropathic pain) 27 


 phenytoin (licensed for use in trigeminal neuralgia only as 28 


second-line therapy if carbamazepine is ineffective or patients 29 


cannot tolerate carbamazepine) 30 


 lacosamide (off-label use) 31 


 lamotrigine (off-label use) 32 
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 levetiracetam (off-label use) 1 


 sodium valproate (off-label use) 2 


 topiramate (off-label use). 3 


e) The following opioid analgesics will be considered: 4 


(Please note that for this section, the summary product characteristics (SPC) 5 


varies according to the individual manufacturer end drug, please refer to the 6 


SPC for full details) 7 


 paracetamol and opioid combinations: 8 


 co-codamol (licensed for mild, moderate, and severe pain) 9 


 co-dydramol (licensed for mild to moderate pain) 10 


 morphine (licensed for chronic pain) 11 


 dihydrocodeine (licensed for moderate to severe pain) 12 


 oxycodone (licensed for severe pain, post-operative pain, and 13 


also moderate pain in patients with cancer) 14 


 oxycodone with naloxone (licensed for severe pain which can be 15 


adequately managed only with opioid analgesics) 16 


 tapentadol (licensed for moderate to severe acute pain or severe 17 


chronic pain in adults, which can be adequately managed only 18 


with opioid analgesics) 19 


 tramadol (licensed for moderate to severe pain) 20 


 buprenorphine (licensed for moderate to severe pain) 21 


 fentanyl (licensed for severe pain or breakthrough cancer pain). 22 


f) The following additional drugs will be considered: 23 


 cannabis sativa extract (Sativex; off-label use, although it is 24 


licensed as an adjunct in moderate to severe spasticity in 25 


multiple sclerosis) 26 


 flecainide (off-label use)  27 


 5-HT1-receptor agonists (such as sumatriptan; off-label use for 28 


each of these) 29 
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 topical lidocaine (lidocaine medicated plaster, Versatis, is 1 


licensed for neuropathic pain associated with previous herpes 2 


zoster infection [post-herpetic neuralgia only]) 3 


 topical capsaicin (Axsain cream is licensed for the treatment of 4 


neuralgia associated with and following Herpes Zoster infections 5 


[post-herpetic neuralgia] and diabetic peripheral polyneuropathy 6 


only; Qutenza patch is licensed for peripheral neuropathic pain 7 


in non-diabetic adults only). 8 


g) The above listed interventions will be compared with: 9 


 placebo 10 


 each other, if relevant evidence is available. 11 


4.3.2 Clinical issues that will not be covered 12 


a) Diagnosis and assessment of neuropathic pain. 13 


b) Treatments other than those listed in 4.3.1 a–e. 14 


c) Treatment of the underlying causes of neuropathic pain and any 15 


associated disease-specific management. 16 


d) Acute post-surgical pain. 17 


e) Treatment of pain other than neuropathic pain. 18 


4.4 Main outcomes 19 


a) Patient-reported global improvement, patient-reported pain relief, or 20 


both, measured on any standard subjective scales for pain intensity 21 


or pain relief (global improvement or pain relief of 30% or 50% or 22 


greater, or 50% or more reduction of the score on a validated pain 23 


scale). 24 


b) Patient-reported improvement in daily physical and emotional 25 


functioning, including sleep. 26 
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c) Major adverse effects (defined as leading to withdrawal from 1 


treatment), and minor adverse effects (all adverse effects noted in 2 


patients’ reports). 3 


d) Overall improvement in quality of life. 4 


e) Resource use and costs. 5 


4.5 Review questions 6 


a) What is the clinical effectiveness of different pharmacological 7 


treatments as monotherapy compared with each other or placebo 8 


for the management of neuropathic pain in adults, outside of 9 


specialist pain management services? 10 


b) What is the clinical effectiveness of different pharmacological 11 


treatments as combination therapy compared with other 12 


combination therapies, monotherapy or placebo for the 13 


management of neuropathic pain in adults, outside of specialist 14 


pain management services? 15 


4.6 Economic aspects 16 


Developers will take into account both clinical and cost effectiveness when 17 


making recommendations involving a choice between alternative 18 


interventions. A review of the economic evidence will be conducted and 19 


analyses will be carried out as appropriate. The preferred unit of effectiveness 20 


is the quality-adjusted life year (QALY), and the costs considered will usually 21 


be only from an NHS and personal social services (PSS) perspective. Further 22 


detail on the methods can be found in 'The guidelines manual' (see ‘Further 23 


information’). 24 


4.7 Status 25 


4.7.1 Scope 26 


This is the final version of the scope.  27 
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4.7.2 Timing 1 


The development of the guideline recommendations will begin in July 2012. 2 


5 Related NICE guidance 3 


5.1 Published guidance  4 


5.1.1 NICE guidance to be updated 5 


This guideline will update and replace the following NICE guidance:  6 


 Neuropathic pain – pharmacological management. NICE clinical guideline 7 


96 (2010). 8 


5.1.2 Other related NICE guidance 9 


 Opioids in palliative care. NICE clinical guideline 140 (2012) 10 


 Low back pain. NICE clinical guideline 88 (2009).  11 


 Multiple sclerosis. NICE clinical guideline 8 (2003).  12 


5.2 Guidance under development 13 


NICE is currently developing the following related guidance (details available 14 


from the NICE website): 15 


 Type 1 diabetes (update). NICE clinical guideline. Publication expected 16 


2014. 17 


 Type 2 diabetes (update). NICE clinical guideline. Publication expected 18 


2014. 19 


6 Further information 20 


Information on the guideline development process is provided in the following 21 


documents, available from the NICE website:  22 


 How NICE clinical guidelines are developed: an overview for stakeholders 23 


the public and the NHS  24 


 The guidelines manual. 25 



http://guidance.nice.org.uk/CG96

http://guidance.nice.org.uk/CG140

http://guidance.nice.org.uk/CG88

http://guidance.nice.org.uk/CG8

http://www.nice.org.uk/GuidelinesManual?domedia=1&mid=68D7BD41-19B9-E0B5-D4FC2E4C41FBFB7A

http://www.nice.org.uk/GuidelinesManual?domedia=1&mid=68D7BD41-19B9-E0B5-D4FC2E4C41FBFB7A

http://www.nice.org.uk/GuidelinesManual
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Information on the progress of the guideline will also be available from the 1 


NICE website. 2 


3 



http://www.nice.org.uk/
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Appendix D How this guideline was developed  1 


This guideline was developed in accordance with the process for short clinical 2 


guidelines set out in The guidelines manual (2012). There is more information 3 


about how NICE clinical guidelines are developed on the NICE website. A 4 


booklet, ‘How NICE clinical guidelines are developed: an overview for 5 


stakeholders, the public and the NHS’ is available. 6 


Additional methods used 7 


Please see appendix L for a full summary of the additional methods used. 8 


Search strategies 9 


The evidence reviews used to develop the guideline recommendations were 10 


underpinned by systematic literature searches, following the methods 11 


described in The guidelines manual (2012). The aim of the systematic 12 


searches was to comprehensively identify the published evidence to answer 13 


the review questions developed by the Guideline Development Group and 14 


Internal Clinical Guidelines Technical Team. 15 


The search strategies for the review questions were developed by the 16 


Information Services Team with advice from the Internal Clinical Guidelines 17 


Technical Team. Structured questions were developed using the PICO 18 


(population, intervention, comparison, outcome) model and translated into 19 


search strategies using subject heading and free text terms. The strategies 20 


were run across a number of databases with no date restrictions imposed on 21 


the searches. 22 


The NHS Economic Evaluation Database (NHS EED) and the Health 23 


Economic Evaluations Database (HEED) were searched for economic 24 


evaluations. Search filters for economic evaluations and quality of life studies 25 


were used on bibliographic databases. There were no date restrictions 26 


imposed on the searches. 27 



http://www.nice.org.uk/GuidelinesManual

http://www.nice.org.uk/HowWeWork

http://www.nice.org.uk/aboutnice/howwework/developingniceclinicalguidelines/developing_nice_clinical_guidelines.jsp?domedia=1&mid=62F02D9B-19B9-E0B5-D4A26EC9A934FDC7

http://www.nice.org.uk/GuidelinesManual
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Guideline Development Group members were also asked to alert the Internal 1 


Clinical Guidelines Technical Team to any additional evidence, published, 2 


unpublished or in press, that met the inclusion criteria. 3 


Scoping searches 4 


When the guideline was initially referred to NICE, scoping searches were 5 


undertaken on the following websites and databases between October 28th 6 


and November 3rd 2008 to provide information for scope development and 7 


project planning. Browsing or simple search strategies were employed.  8 


The search results were used to provide information for scope development 9 


and project planning. 10 


Guidance/guidelines Systematic reviews/economic 
evaluations 


Canadian Medical Association 
Infobase 


Cochrane Database of Systematic 
Reviews (CDSR) 
 


Clinical Evidence Database of Abstracts of Reviews of 
Effects (DARE) 
 


Clinical Knowledge Summaries 
(Prodigy) 


Health Economic Evaluations 
Database (HEED) 
 


Department of Health Health Technology Assessment 
(HTA) Database 
 


Guidelines International Network 
(GIN) 


National Institute for Health Research 
(NIHR) Health Technology 
Assessment Programme 
 


National Health and Medical NHS Economic Evaluation Database 
(NHS EED) 
 


National Institute for Health and 
Clinical Excellence (NICE) - published 
& in development 


NHS R&D Service Delivery and 
Organisation Programme 
 


New Zealand Guidelines Group The NIHR Health Services and 
Delivery Research (HS&DR) 
 


NLH Guidelines Finder Trip Database 


NLH Specialist Libraries  


Professional 
bodies/associations/societies (British 
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Pain Society, International 
Association for the Study of Pain, 
Chronic Pain Policy Society, Diabetes 
UK, Multiple Sclerosis Society)  


Protocols and Care Pathways 
Database 


 


Research Council (Australia)  


Royal Colleges   


Scottish Intercollegiate Guidelines 
Network (SIGN) 


 


US National Guideline Clearinghouse  


 1 


Ahead of the development searches in 2012 for the full update of the 2 


guideline, additional scoping searches were conducted to identify any new 3 


drugs that had been licensed since the initial scoping in 2008. The BNF, New 4 


Drugs Online and the electronic Medicines Compendium websites were 5 


searched between 26th and 27th April 2012.  6 


Main searches 7 


The following sources were searched for the topics presented in the sections 8 


below. 9 


 CINAHL (EBSCO) 10 


 Cochrane Central Register of Controlled Trials – CENTRAL (Wiley) 11 


 Cochrane Database of Systematic Reviews – CDSR (Wiley) 12 


 Database of Abstracts of Reviews of Effects – DARE (CRD up to May 2009 13 


and Wiley after May 2009) 14 


 EMBASE (Ovid) 15 


 Health Economic Evaluations Database – HEED (Wiley) 16 


 Health Technology Assessment Database – HTA (CRD up to May 2009 17 


and Wiley after May 2009) 18 


 MEDLINE (Ovid) 19 


 MEDLINE In-Process (Ovid) 20 


 NHS Economic Evaluations Database – NHS EED (CRD up to May 2009 21 


and Wiley after May 2009) 22 
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Systematic review searches  1 


The searches were conducted between 17th and 31st July 2012 and one 2 


strategy was designed to identify evidence on the following clinical questions: 3 


1. What is the clinical effectiveness of different pharmacological 4 


treatments as monotherapy compared with each other or placebo for 5 


the management of neuropathic pain in adults, outside of specialist 6 


pain management services? 7 


2. What is the clinical effectiveness of different pharmacological 8 


treatments as combination therapy compared with other combination 9 


therapies, monotherapy or placebo for the management of neuropathic 10 


pain in adults, outside of specialist pain management services? 11 


The MEDLINE search strategy is presented below and was translated for use 12 


in all of the databases listed above.  13 


1. (neuropathic* adj3 pain*).tw.  14 


2. Diabetic Neuropathies/  15 


3. (diabet* adj3 neurop*).tw.  16 


4. Neuralgia, Postherpetic/  17 


5. (postherp* adj3 neuralg*).tw.  18 


6. Trigeminal Neuralgia/  19 


7. (trigemin* adj3 neuralg*).tw.  20 


8. (central* adj3 pain).tw.  21 


9. Facial Pain/  22 


10. Facial Neuralgia/  23 


11. ((facial* or face) adj3 (pain* or neuralg*)).tw.  24 


12. Burning Mouth Syndrome/  25 


13. (burning adj3 mouth*).tw.  26 


14. (HIV adj3 neuropath*).tw.  27 


15. (neuropath* adj3 cancer* adj3 pain*).tw.  28 


16. Pain, Postoperative/  29 


17. (pain* adj3 (post-treatment* or post treatment* or posttreatment* or 30 


surg* or post-op* or postop* or post op*)).tw.  31 


18. Phantom Limb/  32 


19. (phantom adj3 limb*).tw.  33 


20. Polyneuropathies/  34 


21. (pain* adj3 polyneuropath*).tw.  35 


22. (mixed adj3 neuropath* adj3 pain*).tw.  36 


23. exp Nerve Compression Syndromes/ 37 


24. exp Peripheral Nervous System Diseases/  38 


25. ((compress* or peripher*) adj3 (neurop* or nerv*)).tw.  39 


26. Spinal Cord Injuries/  40 


27. (spinal cord adj3 (injury or injuries or injured)).tw.  41 


28. ((post amputation or post-amputation or postamputation) adj3 pain*).tw.  42 


29. (stroke* adj3 pain*).tw.  43 


30. (idiopathic* adj3 (pain* or neuropath*)).tw.  44 


31. exp Multiple Sclerosis/  45 


32. (MS or multiple sclerosis).tw.  46 
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33. Stroke/  1 


34. Radiculopathy/  2 


35. (radiculopath* or radicular pain*).tw.  3 


36. exp Complex regional pain syndromes/  4 


37. (complex adj3 region* adj3 pain*).tw.  5 


38. CRPS.tw.  6 


39. (sympathetic* adj3 dystroph*).tw.  7 


40. (hand* adj3 shoulder* adj3 syndrom*).tw.  8 


41. (sudek* adj3 atroph*).tw.  9 


42. causalgi*.tw.  10 


43. (neurogen* adj3 pain*).tw.  11 


44. or/1-43 12 


45. anticonvulsants/  13 


46. (Anti convulsant* or anticonvulsant* or anti-convulsant* or anti 14 


epileptic* or antiepileptic* or anti-epileptic*).ti,ab.  15 


47. Carbamazepine/  16 


48. (Carbamazepine or Amizepin or Amizepine or Atretol or Biston or 17 


Calepsin or Carbamazepin or Carbategral or Carbatrol or Convuline or 18 


Epimax or Epitol or Equetro or Finlepsin or Lexin or Mazepine or 19 


Neurotol or Neurotop or Servimazepin or Sirtal or Tegral or Tegretal or 20 


Tegretol or Tegrital or Telesmin or Teril or Timonil).ti,ab.  21 


49. (Oxcarbazepine or Apydan or Oxocarbamazepine or Oxocarbazepine 22 


or Timox or Trileptal).ti,ab.  23 


50. (Gabapentin or Neurontin or Neurotonin).ti,ab.  24 


51. (Pregabalin or Lyrica).ti,ab.  25 


52. Phenytoin/  26 


53. (Phenytoin or Alepsin or Aleviatin or Antilepsin or Antisacer or Cansoin 27 


or Citrullamon or Comital or Danten or Dantoin or Denyl or Difetoin or 28 


Differenin or Difhydan or Di Hydan or Dihydan or Dilantin or Dintoin or 29 


Dintoina or Diphantoin or Diphantoine or Diphantoin or Diphedal or 30 


Diphedan or Diphenin or Diphenine or Diphentoin or Diphenylan or 31 


Diphenytoin or Ekko or Epanutin or Epelin or Epilantin or Eptal or 32 


Eptoin or Fenantoin or Fenitoin or Fenytoin or Fenytoine or Hidantal or 33 


Hydantin or Hydantinal or Hydantoinal or Idantoin or Lepitoin or 34 


Minetoin or Neosidantoina or Phenhydan or Phenhydane or Phenybin 35 


or Phenydan or Phenydantin or Phenytoine or Phenytoin or 36 


Phenytoinum or Phenytonium or Sanepil or Sodantoin or Sodanton or 37 


Solantoin or Solantyl or Tacosal or Zentropil).ti,ab.  38 


54. (Lamotrigine or Labileno or Lamictal).ti,ab.  39 


55. Valproic acid/  40 


56. (Sodium valproate or Alpha Propylvalerate or Alpha Propylvaleric Acid 41 


or Apilepsin or Convulex or Depacon or Depakene or Depakin or 42 


Depakine or Deprakine or Dipropylacetate or Dipropylacetatic Acid or 43 


Dipropyl Acetic Acid or Dipropylacetic Acid or Diprosin or Epilim or 44 


Ergenyl or Everiden or Goilim or Labazene or Leptilan or Leptilanil or 45 


Mylproin or Myproic Acid or Orfiril or Orlept or Propymal or Valerin or 46 


Valparin or Valpro or Valproate or Valproate Sodium or Vupral).ti,ab.  47 


57. (Topiramate or Epitomax or Topamax or Topimax).ti,ab. 48 


58. (lacosamide* or vimpat* or erlosamide* or harkoseride*).tw.  49 


59. (levetiracetam* or keppra* or etiracetam*).tw.  50 
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60. or/45-59 1 


61. exp Antidepressive Agents, Tricyclic/  2 


62. tricyclic*.ti.  3 


63. tetracyclic*.ti,ab.  4 


64. (tricyclic* adj2 (antidepress* or drug*)).ti,ab.  5 


65. (tricyclic* adj2 (antidepress* or agent*)).ti,ab.  6 


66. (tricyclic* adj2 (antidepress* or med*)).ti,ab.  7 


67. (tetracyclic* adj2 (antidepress* or drug*)).ti,ab.  8 


68. (tetracyclic* adj2 (antidepress* or agent*)).ti,ab.  9 


69. (tetracyclic* adj2 (antidepress* or med*)).ti,ab.  10 


70. Amitriptyline/  11 


71. (adepress or adepril or ambivalon or amitid or amitril or amitriptylene or 12 


amitriptylin* or amitryptiline or amitryptilline or amitryptine or 13 


amitryptyline or amytriptiline or amytriptyline or amytryptiline or 14 


antitriptyline or damilene or damylene or elatrol or elavil or endep or 15 


enovil or etafon or etafron or euplit or lantron or laroxal or laroxyl or 16 


lentizol or propheptadien redomex or sarboten or saroten* or sarotex or 17 


stelminal or sylvemid or teperin or terepin or triptanol or triptizol or 18 


triptyl* or triptyline or tryptanol or tryptizol).tw.  19 


72. (triptafen or triptafen-M).tw.  20 


73. Clomipramine/  21 


74. (clomipramin* or anafranil or anafranilin or anafranyl or chlomipramine 22 


or chloroimipramine or domipramine or hydiphen or monochlor 23 


imipramine or monochlorimipramine or monochloroimipramine).tw. 24 


75. Dothiepin/  25 


76. (dothiepin or dosulepin* or altapin or depresym or idom or prothiaden* 26 


or prothiadiene or prothiadine or protiaden).tw.  27 


77. Doxepin/  28 


78. (doxepin* or adapin* or aponal or co dox or curatin or deptran or 29 


desidax or quitaxon or silenor or sinequan or sinquan* or zonalon or 30 


sinepin).tw.  31 


79. Imipramine/  32 


80. (imipramin* or antideprin or berkomin or chrytemin or deprinol or Ia 33 


pram or imavate or imidol or imipramide or imiprimin or imizin or 34 


janimine or melopramin* or norpramine or presamine or pryleugan or 35 


psychoforin* or servipromine or sk pramine or tofranil or trofranil).tw.  36 


81. Lofepramine/  37 


82. (lofepramine or gamanil or gamonil or amplit or lopramine or tymelyt or 38 


feprapax or lomont).tw.  39 


83. Nortriptyline/  40 


84. (nortriptylin* or acetexa or allegron or atilev or altilev or avantyl or 41 


aventyl or desitriptyline or desmethylamitriptyline or martimil or 42 


noramitriptyline or noritren or nortrilen* or nortryptilin* or nortryptyline or 43 


pamelor or paxtibi or psychostyl or sensaval).tw.  44 


85. Trimipramine/  45 


86. (trimipramine or herphonal or stangyl or trimepramine or trimiprimin* or 46 


trimepropimine or trimoprimine or surmontil).tw.  47 


87. Citalopram/  48 


88. (citalopram or celexa or cipramil or cytalopram or elopram or 49 


nitalapram or sepram or seropram).tw.  50 
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89. Fluoxetine/  1 


90. (fluoxetine or fluctin* or flunirin or fluoxifar or lovan or prosac or prozac 2 


or prozamin or sarafem).tw.  3 


91. Paroxetine/  4 


92. (paroxetine or aropax or deroxat or dexorat or motivan or paxil or 5 


pexeva or tagonis or seroxat).tw.  6 


93. Sertraline/  7 


94. (sertraline or gladen or lustral or serad or serlain or tresleen or 8 


zoloft).tw.  9 


95. (duloxetin* or cymbalta or ariclaim or xeristar or yentreve).tw.  10 


96. (venlafaxine or effexor or efexor or trevilor).tw.  11 


97. Desipramine/  12 


98. (demethylimipramine or desipramine or desimipramine or 13 


desipramin or desmethyl imipramin or desmethylimipramin or desmethyl 14 


imipramine or desmethylimipramine or despiramine or dmi or 15 


norimipramine or norpramin or norpramine or nortimil or pentrofane or 16 


pertofran or pertofrane or pertofrin or pertrofran or petrofran or petrofrane 17 


or petylyl or sertofran).tw.  18 


99. (Escitalopram* or Cipralex*or Lexapro*).tw.  19 


100. Trazodone/  20 


101. (Trazodone* or molipaxin* or Desyrel* or Oleptro* or 21 


Trialodine*).tw.  22 


102. (Mirtazapine* or zispin* or soltab* or Remeron*).tw.  23 


103. (reboxetine* or edronax*).tw.  24 


104. or/61-103 25 


105. Analgesics, Opioid/  26 


106. (opioid adj3 analgesic*).tw.  27 


107. opioids.tw.  28 


108. Acetaminophen/  29 


109. (acetaminophen or paracetamol or percogesic).tw.  30 


110. 108 or 109  31 


111. Codeine/  32 


112. codeine.tw.  33 


113. 111 or 112 34 


114. 110 and 113 35 


115. (co codamol or cocodamol or co-codamol or codipar or empracet or 36 


hypertussin K or hypertussin S or kapake or lindilane or medocodene 37 


or nedolon or panadeine or paracodal or solpadol or talvosilen or 38 


treuphadol or tylex).tw. 39 


116. dihydrocodeine.tw.  40 


117. 110 and 116  41 


118. (codydramol or co-dydramol or co dydramol or codidramol or 42 


paramol).tw.  43 


119. 105 or 106 or 107 or 114 or 115 or 117 or 118  44 


120. Morphine/  45 


121. (anpec or cis morphine or cyclimorph or duromorph or epimorph or 46 


microcrystalline morphine suspension or minijet or miro or morfin or 47 


morfine or morphgesic or morphin or morphine or morphia or morphinium 48 


or morphium or mst continus or mxl or opso or oramorph or sevredol or 49 


skenan or trans morphine or zomorph).tw.  50 
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122. dihydrocodeine.tw.  1 


123. Oxycodone/  2 


124. (bionine or bionone or bolodorm or broncodal or bucodal or 3 


cafacodal or cardanon or codenon or dihydrone or 4 


dihydrohydroxycodeinone or dihydrohydroxydodeinone or dinarkon or 5 


endone or eubine or eucodal or eucodale or eudin or eukdin or eukodal or 6 


eumorphal or eurodamine or eutagen or hydrocodal or hydroxycodeinoma 7 


or ludonal or medicodal or narcobasina or narcobasine or narcosin or 8 


nargenol or narodal or nucodan or opton or ossicodone or oxanest or 9 


oxicone or oxiconum or oxikon or oxycodeinonhydrochloride or oxycodone 10 


hydrochloride or oxycodonhydrochlorid or oxycodone or oxycodyl or 11 


oxycone or oxycontin or oxygesic or oxykon or oxynorm or pancodine or 12 


pavinal or pronarcin or remoxy or roxicodone or roxycodone or sinthiodal 13 


or stupenal or tebodal or tekodin or thecodin).tw.  14 


125. Tramadol/  15 


126. (contramal or dolzam or dromadol or kontram XL or larapam or 16 


mabron or melanate or nobligan or topalgic or tradorec XL or tramadol 17 


hydrochloride or tramadolium chloride or tramagit or tramake or tramal or 18 


tramundin or tramundin retard or trodon or trondon or ultram or zamadol or 19 


zydol).tw.  20 


127. Buprenorphine/  21 


128. (buprenorphine or buprenex or buprex or butrans or finibron or 22 


lepetan or subutex or temgesic or transtec).tw.  23 


129. Fentanyl/  24 


130. (actiq or duragesic or durogesic or fentamyl or fentanil or fentanyl 25 


or leptanal or matrifen or phentanyl or tilofyl or transfenta).tw.  26 


131. (tapentadol* or palexia* or nucynta*).tw. 27 


132. (targinact* or suboxone*) 28 


133. or/119-132 29 


134. phosphate.tw.  30 


135. Phosphates/  31 


136. 134 or 135  32 


137. 114 and 136  33 


138. (codein phosphate or codicompren retard or colrex compound or 34 


galcodine or kodein or tricodein or tussipect).tw.  35 


139. 133 or 137 or 138  36 


140. Lidocaine/  37 


141. (Anestacon or Anestacone or Aritmal or Astracaine or Betacaine or 38 


Cidancaina or Corus or Dalcaine or Dolicaine or Duncaine or Esracain or 39 


Gravocain or Isicaine or Leostesin or Lida Mantle or Lidocain or Lidocaine 40 


or Lidocaton or Lidocor or Lidocorit or Lidoderm or Lidopain or Lidothesin 41 


or Lignocaine or Lignostab or Lincaine or Liquocaine or Maricaine or 42 


Neolidocaton or Novutox or Penles or Rucaina or Ruciana or Solcaine or 43 


Vasocaine or Versatis or Xidocaine or Xiline or Xilyne or Xylcaine or 44 


Xylestesin or Xylocain or Xylocaine or Xylocard or Xylocitin or Xyloneural 45 


or Xylonor or Xyloproct or Xyloton or Xylotox or Xylyne).ti,ab.  46 


142. Capsaicin/  47 


143. (Algrx or Axsain or Biozone or Capsaicine or Capsaicin or 48 


Capsicaine or Capsidol or Capsig or Captrix or Dolenon or Dolorac or 49 


Styptysat or Zostrix).ti,ab.  50 
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144. or/140-143 1 


145. Flecainide/  2 


146. (flecainide* or tambocor*).tw.  3 


147. Serotonin 5-HT1 Receptor Agonists/  4 


148. ((5ht1 or 5-ht1) adj3 (agonist* or block* or receptor*)).tw.  5 


149. (almotriptan* or almogran* or axert*).tw.  6 


150. (eletriptan* or relpax*).tw.  7 


151. (frovatriptan* or migard* or frova*).tw.  8 


152. (naratriptan* or naramig* or amerge*).tw.  9 


153. (rizatriptan* or maxalt*).tw.  10 


154. Sumatriptan/ 11 


155. (sumatriptan* or imigran* or imitrex or sumavel*).tw.  12 


156. (zolmitriptan* or zomig*).tw.  13 


157. (nabiximols* or sativex*).tw.  14 


158. (cannab* adj3 extract*).tw. 15 


159. or/145-158 16 


160. 60 or 104 or 139 or 144 or 159 17 


161. 44 and 160 18 


162. Animals/ not Humans/ 19 


163. 160 not 162 20 


164. Limit 162 to English language 21 
 22 


Search filters to retrieve reports of randomised controlled trials and systematic 23 


reviews were appended to identify relevant evidence.  24 


In addition search filters were also applied to separately identify economic 25 


evaluations and quality of life evidence. These searches were conducted 26 


between 23rd and 29th August 2012. 27 


RCT and SR filters 28 


 29 


1. Randomized Controlled Trial.pt.  30 


2. Controlled Clinical Trial.pt.  31 


3. Clinical Trial.pt.  32 


4. exp Clinical Trials as Topic/  33 


5. Placebos/  34 


6. Random Allocation/  35 


7. Double-Blind Method/  36 


8. Single-Blind Method/  37 


9. Cross-Over Studies/  38 


10. ((random* or control* or clinical*) adj2 (trial* or stud*)).tw.  39 


11. (random* adj2 allocat*).tw.  40 


12. placebo*.tw.  41 


13. ((singl* or doubl* or trebl* or tripl*) adj (blind* or mask*)).tw.  42 


14. (crossover* or (cross adj over*)).tw.  43 


15. or/1-15  44 


16. Meta-Analysis.pt.  45 


17. Meta-Analysis as Topic/  46 
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18. Review.pt.  1 


19. exp Review Literature as Topic/  2 


20. (metaanaly* or metanaly* or (meta adj2 analy*)).tw.  3 


21. (review* or overview*).ti.  4 


22. (systematic* adj4 (review* or overview*)).tw.  5 


23. ((quantitative* or qualitative*) adj4 (review* or overview*)).tw.  6 


24. ((studies or trial*) adj1 (review* or overview*)).tw.  7 


25. (integrat* adj2 (research or review* or literature)).tw.  8 


26. (pool* adj1 (analy* or data)).tw.  9 


27. (handsearch* or (hand adj2 search*)).tw.  10 


28. (manual* adj2 search*).tw.  11 


29. or/16-28  12 


30. 15 or 29  13 


 14 


Economic filters 15 


 16 


1. Economics/  17 


2. exp "Costs and Cost Analysis"/  18 


3. Economics, Dental/  19 


4. exp Economics, Hospital/  20 


5. exp Economics, Medical/  21 


6. Economics, Nursing/  22 


7. Economics, Pharmaceutical/  23 


8. Budgets/  24 


9. exp Models, Economic/  25 


10. Markov Chains/  26 


11. Monte Carlo Method/  27 


12. Decision Trees/  28 


13. econom*.tw.  29 


14. cba.tw.  30 


15. cea.tw.  31 


16. cua.tw.  32 


17. markov*.tw.  33 


18. (monte adj carlo).tw.  34 


19. (decision adj2 (tree* or analys*)).tw.  35 


20. (cost or costs or costing* or costly or costed).tw.  36 


21. (price* or pricing*).tw.  37 


22. budget*.tw.  38 


23. expenditure*.tw.  39 


24. (value adj2 (money or monetary)).tw.  40 


25. (pharmacoeconomic* or (pharmaco adj economic*)).tw.  41 


26. or/1-25  42 


27. "Quality of Life"/  43 


28. quality of life.tw. 44 


29. "Value of Life"/  45 


30. Quality-Adjusted Life Years/  46 


31. quality adjusted life.tw.  47 


32. (qaly* or qald* or qale* or qtime*).tw.  48 


33. disability adjusted life.tw.  49 


34. daly*.tw.  50 
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35. Health Status Indicators/  1 


36. (sf36 or sf 36 or short form 36 or shortform 36 or sf thirtysix or sf thirty 2 


six or sortform thirtysix or shortform thirty six or short form thirtysix or 3 


short form thirty six).tw.  4 


37. (sf6 or sf 6 or short form 6 or shortform 6 or sf six or sfsix or shortform 5 


six or short form six).tw.  6 


38. (sf12 or sf 12 or short form 12 or shortform 12 or sf twelve or sftwelve 7 


or shortform twelve or short form twelve).tw.  8 


39. (sf16 or sf 16 or short form 16 or shortform 16 or sf sixteen or sfsixteen 9 


or shortform sixteen or short form sixteen).tw.  10 


40. (sf20 or sf 20 or short form 20 or shortform 20 or sf twenty or sftwenty 11 


or shortform twenty or short form twenty).tw.  12 


41. (euroqol or euro qol or eq5d or eq 5d).tw.  13 


42. (qol or hql or hqol or hrqol).tw.  14 


43. (hye or hyes).tw.  15 


44. health* year* equivalent*.tw.  16 


45. utilit*.tw.  17 


46. (hui or hui1 or hui2 or hui3).tw.  18 


47. disutili*.tw.  19 


48. rosser.tw.  20 


49. quality of wellbeing.tw.  21 


50. quality of well-being.tw.  22 


51. qwb.tw.  23 


52. willingness to pay.tw.  24 


53. standard gamble*.tw.  25 


54. time trade off.tw.  26 


55. time tradeoff.tw.  27 


56. tto.tw.  28 


57. or/26-56 29 


58. 25 or 57 30 


 31 


 32 


. 33 


34 
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Review questions and review protocols  1 


List of key clinical issues and review questions 2 


Key Clinical Issues Review Questions 


The following to manage neuropathic pain 
outside specialist pain management services: 


 The use of antidepressants, antiepileptics 
(anticonvulsants), opioid analgesics, 
flecainide, 5HT1-receptor agonists, 
topical lidocaine, and topical capsaisin as 
monotherapy. 


 The use of antidepressants, antiepileptics 
(anticonvulsants), opioid analgesics, 
cannabis sativa, flecainide, 5HT1-
receptor agonists, topical lidocaine, and 
topical capsaisin as combination (or 
adjunct) therapy. 


 The positioning of the above 
pharmacological treatments as 
monotherapy and/or combination therapy 
within the care pathway. 


c) What is the clinical effectiveness of 
different pharmacological treatments as 
monotherapy compared with each other 
or placebo for the management of 
neuropathic pain in adults, outside of 
specialist pain management services? 


d) What is the clinical effectiveness of 
different pharmacological treatments as 
combination therapy compared with other 
combination therapies, monotherapy or 
placebo for the management of 
neuropathic pain in adults, outside of 
specialist pain management services? 


 


 3 
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 Details Additional comments Status 


Review question 1 


What is the clinical effectiveness of different pharmacological treatments as 
monotherapy compared with each other or placebo for the management of 
neuropathic pain in adults, outside of specialist pain management services? 


  


  


Objectives 
To review the clinical effectiveness of different pharmacological treatments as 
monotherapy compared with each other or placebo for the management of 
neuropathic pain conditions in adults, outside of specialist pain management 
services. 


  


Language English only   


Study design 


RCTs, systematic reviews 


Exclusion:  


RCTs with enriched enrolment or single-blind placebo run-in period 


While enriched enrollment 
studies may help determine 
the true biological effect of a 
drug, they can reduce the 
generalisability of clinical trial 
results. This is because the 
patients being compared in the 
studies do not necessarily 
represent those who present in 
practice. Including these 
studies could potentially 
introduce bias into the review 
and the analysis. 


After the review 
protocol was 
agreed, the GDG 
agreed to exclude 
studies with a 
single-blind placebo 
run-in period 
(where only 
patients with 
symptoms after this 
period were 
randomised); there 
are similar 
concerns about the 
generalisability of 
these studies to 
enriched enrolment 
studies.  


Status Full, published papers only   
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Population 


Inclusion: 


 Adults (aged ≥ 18 years old) with neuropathic pain managed in settings 
other than specialist pain management services. 


 
Exclusion: 


 Children and adolescents (aged < 18 years old) with neuropathic pain. 
 


Neuropathic pain conditions or 
search terms to include in the 
search strategy: 


 Neuropathic pain 


 Neurogenic pain 


 Mixed neuropathic pain 


 Painful/Diabetic 
neuropathies 


 Postherpetic neuralgia 


 Trigeminal Neuralgia 


 Central pain 


 Facial Neuralgia 


 HIV-related neuropathy 


 Cancer pain  


 Postoperative pain 


 Phantom limb pain 


 Polyneuropathies 


 Nerve Compression 
Syndromes 


 Peripheral Nervous 
System Diseases 


 Spinal Cord Injuries 


 Post amputation pain  


 Post stroke pain  


 Multiple Sclerosis 


 Radiculopathy or radicular 
pain  


 Complex regional pain 
syndrome 


After the review 
protocol was 
agreed, the GDG 
agreed to exclude 
atypical facial pain, 
burning mouth 
syndrome, and 
idiopathic pain as 
there is controversy 
about whether or 
not the pain is 
neuropathic.  


Studies on 
fibromyalgia were 
also excluded; 
studies on carpal 
tunnel syndrome 
were excluded if it 
was not clear if the 
pain was 
neuropathic. 


Intervention 


Inclusion: 
Drugs listed below as monotherapy: 
 
1) Tricyclic antidepressants (TCAs): 


amitriptyline doxepin nortriptyline 
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clomipramine  imipramine trimipramine 


dosulepin lofepramine  


 
2) Selective serotonin reuptake inhibitors (SSRIs): 


citalopram fluoxetine sertraline 


escitalopram paroxetine  


 
3) Other antidepressant drugs: 


duloxetine trazodone 


mirtazapine venlafaxine 


reboxetine  


 
4) Antiepileptics (anticonvulsants): 


carbamazepine phenytoin sodium valproate  


oxcarbazepine lacosamide topiramate 


gabapentin lamotrigine   


pregabalin levetiracetam  


 
5) Opioid analgesics: 


co-codamol  oxycodone buprenorphine 


co-dydramol  oxycodone with 
naloxone 


fentanyl 


morphine tapentadol  


dihydrocodeine tramadol  


 
6) Additional drugs: 


flecainide topical lidocaine 


5HT1-receptor agonists 
(almotriptan, eletriptan, 
frovatriptan, naratriptan, 
rizatriptan, sumatriptan, 
and zolmitriptan) 


topical capsaicin  


 
Exclusion: 


 Treatments other than those listed above. 
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Comparator 


Head-to-head comparisons of the individuals drugs listed above or compared 
with placebo/active placebo 


For the possibility of providing 
indirect comparisons between 
the treatments of interest (for 
the network metaanalysis), we 
may consider including studies 
with additional comparators 
outside this decision dataset 
(ie. in the synthesis dataset).    


 


Outcomes 


 Patient-reported pain relief/intensity reduction measured on any standard 
subjective scale such as: 
 Visual analogue scales (VAS), verbal rating scales (VRS), and 


numerical rating scales (NRS) (against baseline) 
 Proportion of patients who attained a particular level of global 


improvement or pain relief/intensity reduction (ie. 30% or 50% or 
greater from baseline) 


 Patient-reported global improvement. 


 Patient-reported improvement in daily physical and emotional functioning, 
including sleep. 


 Major adverse effects (defined as leading to withdrawal from treatment), 
and minor adverse effects (all adverse effects noted in patients’ reports). 


[based on the IMMPACT Recommendations, Dworkin et al. (2005)] 


 Overall improvement in quality of life. 


 Treatment withdrawal 


 Use of rescue medication 
 


 
Note: a separate review of health economics and cost-effectiveness will 
include the following outcomes: 


 Resource use and costs. 


Where appropriate or if 
sufficient data available, 
outcomes will be pooled by 
meta-analysis: 


 For 7-point scale of 
patient-reported global 
impression of change 
(PGIC), the top 2 
categories (very much or 
much improved) were 
considered clinically 
significant.  


 Pain relief/reduction scales 
will be presented as 
continuous outcomes 
(mean difference) and 
dichotomized as 30% or 
50% or greater as cut-off 
points (odds ratios). 


 For VASpi, VASpr, VRSpi, 
VRSpi, and NRS, the 
results will be reported in 
GRADE profiles. 


 Improvement of sleep 
(dichotomized as ‘yes’ or 
‘no’) will be pooled as 
odds ratios if there is 


PGIC – only data 
from studies 
reporting 7-point 
scales were 
extracted (as other 
scales could not be 
meaningfully 
synthesised with 
the 7-point scores). 
 
After the review 
protocol was 
agreed, the GDG 
agreed that it was 
okay to combine 
results from tools to 
a common scale for 
10-point or 100-
point scales.  
 
The GDG also 
agreed it was okay 
to combine 30% 
and 50% response 
rates from different 
studies, regardless 
of the tool used to 
measure this (ie. 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological pain: NICE clinical guideline DRAFT appendix D (June 2013)     
 Page 27 of 112 


sufficient data. 


Adverse effects (leading to 
withdrawals and/or incidence 
rates) will be pooled as hazard 
ratios, if possible.(please also 
see ‘review strategies’ for 
synthesising different types of 
outcomes) 


VAS, NRS, VRS). 
 
The GDG felt that 
the various tools for 
measuring physical 
and emotional 
functioning are 
quite different and it 
is inappropriate to 
combine results 
from any of these 
tools together into a 
standardised mean 
difference.  


Other criteria for 


inclusion/exclusion 


of studies 


Inclusion: 


 Only RCTs comply with the criteria stated in the above sections will be 
included. 


 Only studies with at least 4 weeks study period will be included. 


 For crossover studies, only studies with at least 1 week washout period, 
or with analysis of carry-over effects will be included. 


 
Exclusion: 


 Diagnosis and assessment of neuropathic pain. 


 Service delivery issues. 


 Studies on non-pharmacological treatment. 


 Treatment of the underlying causes of neuropathic pain and any 
associated disease-specific management. 


 Treatment of pain other than neuropathic pain. 


 Treatment of acute post-surgical  pain 


 Studies on terminal pain, psychogenic pain, somatoform pain, 
musculoskeletal pain, but not neuropathic pain. 


 Studies on experimentally induced pain. 


 Pre-emptive/prevention analgesia studies (eg: pre-emptive analgesia 
studies on medical/surgical operations with 24-hour or 1 week post-
operation as end-point). 


 Lidocaine and 
capsaicin spray 
were considered to 
act differently than 
other topic 
medications applied 
to the skin (ie. 
through the blood 
stream) so were 
excluded. 
 
Pre-emptive 
analgesia studies 
were later excluded 
all together, 
regardless of 
follow-up period as 
studies with the 
intention of 
prevention rather 
than treatment are 
quite different in 
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 Single-dose rescue analgesic studies with follow-up less than 72 hours. 


 Studies on the treatment of spasticity or spasm (but not neuropathic pain) 
and that measure spasticity or spasm (but not neuropathic pain). 
 


 Concentration-response pharmacokinetic studies. 


 For antidepressants and anticonvulsants, administration of drugs through 
IV or epidural or topical application (but no restriction on the route of 
administration for opioid analgesics). 


 Lidocaine and capsaicin spray. 
 


 Open-label trials or not RCT 


 Studies with study sample < 10 


nature and it would 
be inappropriate to 
synthesise these 
studies together. 


Search strategies 


RCTs, systematic reviews 


 


No date restriction for drugs 
newly added to the scope. 
However, for drugs that were 
in the previous guidance, 
searches will be performed 
since the last search only. 


For the possibility of providing 
indirect comparisons between 
treatments of interest (for the 
network metaanalysis), we 
may consider performing 
another search later for 
additional comparators outside 
this decision dataset. 


 


Review strategies 


 The NICE Methodology Checklist for Randomised Controlled Trials will 
be used as a guide to appraise the quality of individual studies. 


 Data on all included studies will be summarised in evidence tables. 


 All key outcomes from evidence will be presented in GRADE profiles and 
further summarized in evidence statements. 


 Where statistically possible, a meta-analytical approach will be used to 
give an overall summary effect (it is likely that network meta-
analysis/meta-analyses will be performed). 


The GDG agreed that the most 
appropriate presentation of the 
data is in three categories: 
central pain, peripheral pain 
and trigeminal neuralgia. 


In order to minimize 
the time involved 
with extracting 
multiple time points, 
while maintaining 
the ability to 
compare studies at 
different time 
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 To maximise the amount of study data that can be synthesised into an 
overall treatment effect, conversion of dichotomous measures into 
continuous measures will be explored (ie. converting odds ratios into 
standardised mean differences). 


 Outcomes will be extracted for multiple time points, starting from 4 weeks 
and for as many points afterwards to enable common time points of 
comparison between studies. 


 If possible, subgroup analysis will be undertaken on underlying causes of 
neuropathic pain. 


points, an analysis 
of the available 
data was 
performed. Data 
was extracted at: 


 4 weeks +/- 7 
days 


 8 weeks +/- 7 
days 


 12 weeks +/- 
14 days 


 study endpoint 
(if not one of 
the above) 


Identified key 


studies 


Please see earlier version of this guideline. 


None known for 5Ht1-receptor agonists or other drugs newly added. 


  


 1 


 2 


 Details Additional comments Status 


Review question 2 
What is the clinical effectiveness of different pharmacological treatments as 
combination therapy compared with other combination therapies, 
monotherapy or placebo for the management of neuropathic pain in adults, 
outside of specialist pain management services? 


  


Objectives To review the clinical effectiveness of different pharmacological treatments as 
combination therapy compared with other combination therapies, 
monotherapy or placebo for the management of neuropathic pain conditions 
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in adults, outside of specialist pain management services. 


Language English only   


Study design 


RCTs, systematic reviews 


Exclusion:  


RCTs with enriched enrolment or single-blind placebo run-in period 


While enriched enrollment 
studies may help determine 
the true biological effect of a 
drug, they can reduce the 
generalisability of clinical trial 
results as the patients being 
compared in the studies do not 
necessarily represent those 
who present in practice. 
Including these studies could 
potentially introduce bias into 
the review and the analysis. 


After the review 
protocol was 
agreed, the GDG 
agreed to exclude 
studies with a 
single-blind placebo 
run-in period 
(where only 
patients with 
symptoms after this 
period were 
randomised); there 
are similar 
concerns about the 
generalisability of 
these studies to 
enriched enrolment 
studies. 


Status Full, published papers only   


Population 


Inclusion: 


 Adults (aged ≥ 18 years old) with neuropathic pain managed in settings 
other than specialist pain management services. 


 
Exclusion: 


 Children and adolescents (aged < 18 years old) with neuropathic pain. 
 


Neuropathic pain conditions or 
search terms to include in the 
search strategy: 


 Neuropathic pain 


 Neurogenic pain 


 Mixed neuropathic pain 


 Painful/Diabetic 
neuropathies 


 Postherpetic neuralgia 


 Trigeminal Neuralgia 


After the review 
protocol was 
agreed, the GDG 
agreed to exclude 
atypical facial pain, 
burning mouth 
syndrome, and 
idiopathic pain as 
there is controversy 
about whether or 
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 Central pain 


 Facial Neuralgia 


 HIV-related neuropathy 


 Cancer pain  


 Postoperative pain 


 Phantom limb pain 


 Polyneuropathies 


 Nerve Compression 
Syndromes 


 Peripheral Nervous 
System Diseases 


 Spinal Cord Injuries 


 Post amputation pain  


 Post stroke pain  


 Multiple Sclerosis 


 Radiculopathy or radicular 
pain 


 Complex regional pain 
syndrome 


not the pain is 
neuropathic.  


Studies on 
fibromyalgia were 
also excluded; 
studies on carpal 
tunnel syndrome 
were excluded if it 
was not clear if the 
pain was 
neuropathic. 


Intervention 


Inclusion: 
Drugs listed below as combination therapy: 
 
1) Tricyclic antidepressants (TCAs): 


amitriptyline doxepin nortriptyline 


clomipramine  imipramine trimipramine 


dosulepin lofepramine  


 
2) Selective serotonin reuptake inhibitors (SSRIs): 


citalopram fluoxetine sertraline 


escitalopram paroxetine  


 
3) Other antidepressant drugs: 


duloxetine trazodone 


mirtazapine venlafaxine 


 Sativex/ nabiximol 
was the primary 
cannabis extract 
considered. 
Dronabinol (a pure 
isomer of THC that 
is generated 
synthetically) and 
nabilone (a 
synthetic molecule) 
were not 
considered. 
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reboxetine  


 
4) Antiepileptics (anticonvulsants): 


carbamazepine phenytoin sodium valproate  


oxcarbazepine lacosamide topiramate 


gabapentin lamotrigine   


pregabalin levetriracetam  


 
5) Opioid analgesics: 


co-codamol  oxycodone buprenorphine 


co-dydramol  oxycodone with 
naloxone 


fentanyl 


morphine tapentadol  


dihydrocodeine tramadol  


 
6) Additional drugs: 


Cannabis sativa extract topical lidocaine 


flecainide topical capsaicin  


5HT1-receptor agonists 
(almotriptan, eletriptan, 
frovatriptan, naratriptan, 
rizatriptan, sumatriptan, 
and zolmitriptan) 


 


 
Exclusion: 


 Treatments other than those listed above. 


Comparator 


Other combination therapies, monotherapy or placebo/active placebo For the possibility of providing 
indirect comparisons outside of 
the decision dataset (for the 
network metaanalysis), we 
may consider including studies 
with additional comparators 
outside the decision dataset 
(ie. in the synthesis dataset).    
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Outcomes 


 Patient-reported pain relief/intensity reduction measured on any standard 
subjective scale such as: 
 Visual analogue scales (VAS), verbal rating scales (VRS), and 


numerical rating scales (NRS) (against baseline) 
 Proportion of patients who attained a particular level of global 


improvement or pain relief/intensity reduction (ie. 30% or 50% or 
greater from baseline) 


 Patient-reported global improvement. 


 Patient-reported improvement in daily physical and emotional functioning, 
including sleep. 


 Major adverse effects (defined as leading to withdrawal from treatment), 
and minor adverse effects (all adverse effects noted in patients’ reports). 


[based on the IMMPACT Recommendations, Dworkin et al. (2005)] 
 


 Overall improvement in quality of life. 


 Treatment withdrawal 


 Use of rescue medication 
 
Note: a separate review of health economics and cost-effectiveness will 
include the following outcomes: 


 Resource use and costs. 


Where appropriate or if 
sufficient data available, 
outcomes will be pooled by 
meta-analysis: 


 For 7-point scale of 
patient-reported global 
impression of change 
(PGIC), the top 2 
categories (very much or 
much improved) were 
considered clinically 
significant.  


 Pain relief/reduction scales 
will be presented as 
continuous outcomes 
(mean difference) and 
dichotomized as 30% or 
50% or greater as cut-off 
points (odds ratios). 


 For VASpi, VASpr, VRSpi, 
VRSpi, and NRS, the 
results will be reported in 
GRADE profiles. 


 Improvement of sleep 
(dichotomized as ‘yes’ or 
‘no’) will be pooled as 
odds ratios if there is 
sufficient data. 


Adverse effects (leading to 
withdrawals and/or incidence 
rates) will be pooled as hazard 
ratios, if possible. (please also 
see ‘review strategies’ for 
synthesising different types of 
outcomes) 


PGIC – only data 
from studies 
reporting 7-point 
scales were 
extracted (as other 
scales could not be 
meaningfully 
synthesised with 
the 7-point scores). 


After the review 
protocol was 
agreed, the GDG 
agreed that it was 
okay to combine 
results from tools to 
a common scale for 
10-point or 100-
point scales. 
 
The GDG also 
agreed it was okay 
to combine 30% 
and 50% response 
rates from different 
studies, regardless 
of the tool used to 
measure this (ie. 
VAS, NRS, VRS). 


The GDG felt that 
the various tools for 
measuring physical 
and emotional 
functioning are 
quite different and it 
is inappropriate to 
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combine results 
from any of these 
tools together into a 
standardised mean 
difference. 


Other criteria for 


inclusion/exclusion 


of studies 


Inclusion: 


 Only RCTs comply with the criteria stated in the above sections will be 
included. 


 Only studies with at least 4 weeks study period will be included. 


 For crossover studies, only studies with at least 1 week washout period, 
or with analysis of carry-over effects will be included. 


 
Exclusion: 


 Diagnosis and assessment of neuropathic pain. 


 Service delivery issues. 


 Studies on non-pharmacological treatment. 


 Treatment of the underlying causes of neuropathic pain and any 
associated disease-specific management. 


 Treatment of pain other than neuropathic pain. 


 Treatment of acute post-surgical neuropathic pain 


 Studies on terminal pain, psychogenic pain, somatoform pain, 
musculoskeletal pain, but not neuropathic pain. 


 Studies on experimentally induced pain. 


 Pre-emptive/preventive analgesia studies with follow-up less than 4 
weeks (eg: pre-emptive analgesia studies on medical/surgical operations 
with 24-hour or 1 week post-operation as end-point). 


 Single-dose rescue analgesic studies with follow-up less than 72 hours. 


 Studies on the treatment of spasticity or spasm (but not neuropathic pain) 
and that measure spasticity or spasm (but not neuropathic pain). 
 


 Concentration-response pharmacokinetic studies. 


 For antidepressants and anticonvulsants, administration of drugs through 
IV or epidural or topical application (but no restriction on the route of 
administration for opioid analgesics). 


 For cannabis 
extract, smoked 
cannabis was 
excluded. 


Lidocaine and 
capsaicin spray 
were considered to 
act differently than 
other topic 
medications applied 
to the skin (ie. 
through the blood 
stream) so were 
excluded. 


Pre-emptive 
analgesia studies 
were later excluded 
all together, 
regardless of 
follow-up period as 
studies with the 
intention of 
prevention rather 
than treatment are 
quite different in 
nature and it would 
be inappropriate to 
synthesise these 
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 Smoked cannabis 


 Lidocaine and capsaicin spray. 
 


 Open-label trials or not RCT 


 Studies with study sample < 10 


studies. 


Search strategies 


RCTs, systematic reviews 


 


No date restriction for drugs 
newly added to the scope. 
However, for drugs that were 
in the previous guidance, 
searches will be performed 
since the last search only. 


For the possibility of providing 
indirect comparisons between 
the treatments of interest (for 
the network metaanalysis), we 
may consider performing 
another search later for 
additional comparators outside 
this decision dataset.    


 


Review strategies 


 The NICE Methodology Checklist for Randomised Controlled Trials will 
be used as a guide to appraise the quality of individual studies. 


 Data on all included studies will be summarised in evidence tables. 


 All key outcomes from evidence will be presented in GRADE profiles and 
further summarized in evidence statements. 


 Where statistically possible, a meta-analytical approach will be used to 
give an overall summary effect (it is likely that network meta-
analysis/meta-analyses will be performed). 


 To maximise the amount of study data that can be synthesised into an 
overall treatment effect, conversion of dichotomous measures into 
continuous measures will be explored (ie. converting odds ratios into 
standardised mean differences). 


 Outcomes will be extracted for multiple time points, starting from 4 weeks 
and for as many points afterwards to enable common time points of 
comparison between studies. 


The GDG agreed that the most 
appropriate presentation of the 
data is in three categories: 
central pain, peripheral pain 
and trigeminal neuralgia. 


In order to minimize 
the time involved 
with extracting 
multiple time points, 
while maintaining 
the ability to 
compare studies at 
different time 
points, an analysis 
of the available 
data was 
performed. Data 
was extracted at: 


 4 weeks +/- 7 
days 
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 If possible, subgroup analysis will be undertaken on underlying causes of 
neuropathic pain. 


 8 weeks +/- 7 
days 


 12 weeks +/- 
14 days 


study endpoint (if 
not one of the 
above) 


Identified key 


studies 


Please see earlier version of this guideline. 


For cannabis sativa:  


Nurmikko TJ, Serpell MG, Hoggart B, Toomey PJ, Morlion BJ, Haines D. 
Sativex successfully treats neuropathic pain characterised by allodynia: a 
randomised, double-blind, placebo-controlled clinical trial. Pain. 2007 Dec 
15;133(1-3):210-20. Epub 2007 Nov 7. 


Rog DJ, Nurmikko TJ, Young CA. Randomized controlled study of cannabis-
based medicine in central pain in multiple sclerosis. Neurology. 2005; 65:812-
819. 


Berman JS, Symonds C, Birch R.  Efficacy of two cannabis-based medicinal 
extracts for relief of central neuropathic pain from brachial plexus avulsion: 
results of a randomised controlled trial.  Pain 2004;112: 299-306 


Rog DJ. Nurmikko TJ, Young CA.  Oromucosal delta-9-tetrahydrocannabinol 
and cannabidiol for neuropathic pain associated with multiple sclerosis;an 
uncontrolled, open-label 2 year extension trial.  Clin Ther 2007;29:2068-2079. 


Johnson JR, Burnell-Nugent M, Lossignol D et al.  Multi-center, double-blind, 
randomised, placebo-controlled, parallel group study of the efficacy, safety 
and tolerability of THC:CBD extract and THC extract in patients with 
intractable cancer pain.  J Pain Sympt Management 2010; 39: 167-179 


Portenoy RK, Ganae-Motan E, Allende S et al.  Nabiximols for opioid treated 
canbcer patient with poorly controlled chronic pain:  a randomised parallel 
group, graded-dose study.  J Pain 2012; 13: 438-449. 


None known for 5Ht1-receptor agonists or other drugs newly added. 


  



http://www.ncbi.nlm.nih.gov/pubmed?term=Nurmikko%20TJ%5BAuthor%5D&cauthor=true&cauthor_uid=17997224

http://www.ncbi.nlm.nih.gov/pubmed?term=Serpell%20MG%5BAuthor%5D&cauthor=true&cauthor_uid=17997224

http://www.ncbi.nlm.nih.gov/pubmed?term=Hoggart%20B%5BAuthor%5D&cauthor=true&cauthor_uid=17997224

http://www.ncbi.nlm.nih.gov/pubmed?term=Toomey%20PJ%5BAuthor%5D&cauthor=true&cauthor_uid=17997224

http://www.ncbi.nlm.nih.gov/pubmed?term=Morlion%20BJ%5BAuthor%5D&cauthor=true&cauthor_uid=17997224

http://www.ncbi.nlm.nih.gov/pubmed?term=Haines%20D%5BAuthor%5D&cauthor=true&cauthor_uid=17997224

http://www.ncbi.nlm.nih.gov/pubmed/17997224
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Excluded studies (2013) 1 


 (please see last few pages for studies in existing guideline which are now 2 


excluded) 3 


Excluded studies from updated and new searches 4 


Abrams D.I., Jay C.A., Shade S.B., Vizoso H., Reda H., Press S., et al.  5 


Cannabis in painful HIV-associated sensory neuropathy: a randomized 6 


placebo-controlled trial.  Neurology 2007;68(7):515-21. Exclude on 7 


intervention: administration other than oral for anti-depressants and anti-8 


convulsants, other than topical lidocaine/capsaicin, or other than cannabis 9 


extract (ie. not smoked cannabis) 10 


Achar A., Chakraborty P.P., Bisai S., Biswas A., Guharay T.  Comparative 11 


study of clinical efficacy of amitriptyline and pregabalin in postherpetic 12 


neuralgia.  Acta Dermatovenerologica Croatica 2012;20(2):89-94. Exclude on 13 


study design: 'enriched' or open-label RCT 14 


Affaitati G, Fabrizio A, Savini A et al. (2009) A randomized, controlled study 15 


comparing a lidocaine patch, a placebo patch, and anesthetic injection for 16 


treatment of trigger points in patients with myofascial pain syndrome: 17 


evaluation of pain and somatic pain thresholds. Clinical Therapeutics 31: 705-18 


20. Exclude on population: not NP (or something other than chronic 19 


postoperative surgical NP) or for underlying cause of NP 20 


Agarwal S, Polydefkis M, Block B et al. (2007) Transdermal fentanyl reduces 21 


pain and improves functional activity in neuropathic pain states. Pain Medicine 22 


8: 554-62. Exclude on study design: not RCT or SR of RCTs 23 


Ahuja R.B., Gupta R., Gupta G., Shrivastava P.  A comparative analysis of 24 


cetirizine, gabapentin and their combination in the relief of post-burn pruritus.  25 


Burns 2011;37(2):203-07. Exclude on population: not NP (or something other 26 


than chronic postoperative surgical NP) or for underlying cause of NP 27 


al Balawi S., Tariq M., Feinmann C.  A double-blind, placebo-controlled, 28 


crossover, study to evaluate the efficacy of subcutaneous sumatriptan in the 29 


treatment of atypical facial pain.  International Journal of Neuroscience 30 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological pain: NICE clinical guideline DRAFT appendix D (June 
2013)      Page 38 of 112 


1996;86(3-4):301-09.  Exclude on study characteristics: study length < 4 1 


weeks 2 


Alper B.S.  Evidence-based medicine. Lidocaine and sumatriptan each reduce 3 


pain in trigeminal neuralgia.  Clinical Advisor for Nurse Practitioners 4 


2007;10(3):174-76. Exclude on study characteristics: narrative review, 5 


commentary, or editorial 6 


Alviar M.J., Hale T., Dungca M.  Pharmacologic interventions for treating 7 


phantom limb pain. [Review]. Cochrane Database of Systematic Reviews 8 


2011;12:CD006380. Exclude on study design: systematic review or meta-9 


analysis that does not include all comparators or indications of interest, or 10 


includes comparators or indications that are not of interest 11 


Ammendolia C., Stuber K., de Bruin L.K., Furlan A.D., Kennedy C.A., 12 


Rampersaud Y.R., et al.  Nonoperative treatment of lumbar spinal stenosis 13 


with neurogenic claudication: a systematic review.  Spine 2012;37(10):E609-14 


16. Administration exclusion: unable to obtain from British Library 15 


Ananth K., Richeimer S., Durham M.J.  Managing chronic pain: Consider 16 


psychotropics and other non-opioids.  Current Psychiatry.11 (2) (pp 38-43), 17 


2012.Date of Publication: February 2012. 2012;(2):38-43. Exclude on study 18 


characteristics: narrative review, commentary, or editorial 19 


Anon.  BET 3: Can pregabalin effectively diminish acute herpetic pain and 20 


reduce the incidence of post-herpetic neuralgia?  Emergency Medicine 21 


Journal 2012;29(2):166-67. Exclude on study design: not RCT or SR of RCTs 22 


Anon.  Duloxetine (Cymbalta) for diabetic neuropathic pain.  Medical Letter on 23 


Drugs and Therapeutics.47 (1215-1216) (pp 67-68), 2005.Date of Publication: 24 


2005. 2005;(1215-1216):67-68. Exclude on study characteristics: narrative 25 


review, commentary, or editorial 26 


Anon.  Flecainide in cancer nerve pain.  Lancet 1991;337(8753):1347.  27 


Exclude on study characteristics: narrative review, commentary, or editorial 28 
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Al-Mujadi H, Refai AR, Katzarov MG et al. (2006) Preemptive gabapentin 1 


reduces postoperative pain and opioid demand following thyroid surgery. 2 


Canadian Journal of Anesthesia 53: 268-73. Exclude on population: not NP 3 


(or something other than chronic postoperative surgical NP) or for underlying 4 


cause of NP 5 


Anon.  Fluoxetine enhances motor recovery if given soon after an ischaemic 6 


stroke.  Australian Journal of Pharmacy.92 (1094) (pp 91), 2011.Date of 7 


Publication: July 2011. 2011;(1094):91. Exclude on study characteristics: 8 


narrative review, commentary, or editorial 9 


Anon.  Gabapentin for neuropathic pain.  Drug and Therapeutics Bulletin.49 10 


(5) (pp 50), 2011.Date of Publication: May 2011. 2011;(5):50. Exclude on 11 


study characteristics: narrative review, commentary, or editorial 12 


Anon.  Review: Pregabalin and other drugs reduce pain in patients with 13 


painful diabetic neuropathy.  Annals of Internal Medicine 2011;155(10):JC508. 14 


Exclude on study design: systematic review or meta-analysis that does not 15 


include all comparators or indications of interest, or includes comparators or 16 


indications that are not of interest 17 


Aragona M., Onesti E., Tomassini V., Conte A., Gupta S., Gilio F., et al.  18 


Psychopathological and cognitive effects of therapeutic cannabinoids in 19 


multiple sclerosis: a double-blind, placebo controlled, crossover study.  20 


Clinical Neuropharmacology 2009;32(1):41-47. Exclude on population: not NP 21 


(or something other than chronic postoperative surgical pain) or treating the 22 


underlying cause of NP 23 


Arai YC, Matsubara T, Shimo K et al. (2010) Low-dose gabapentin as useful 24 


adjuvant to opioids for neuropathic cancer pain when combined with low-dose 25 


imipramine. Journal of Anesthesia 24: 407-10. Exclude on outcomes: Results 26 


not interpretable (Median with IQR). 27 


Argoff CE, Galer BS, Jensen MP et al. (2004) Effectiveness of the lidocaine 28 


patch 5% on pain qualities in three chronic pain states: assessment with the 29 
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Neuropathic Pain Scale. Current Medical Research & Opinion 20: Suppl-8.   1 


Exclude on study design: not RCT or SR of RCTs 2 


Arkinstall W.W., Goughnour B.R., White J.A., Stewart J.H.  Control of severe 3 


pain with sustained-release morphine tablets v. oral morphine solution.  4 


CMAJ.140 (6) (pp 653-657), 1989.Date of Publication: 1989. 1989;(6):653-57. 5 


Exclude on study characteristics: study length < 4 weeks 6 


Attal N.  Is pregabalin ineffective in poststroke pain?  Pain.152 (5) (pp 969-7 


970), 2011.Date of Publication: May 2011. 2011;(5):969-70. Exclude on study 8 


characteristics: narrative review, commentary, or editorial 9 


Attal N.  Neuropathic pain: Mechanisms, therapeutic approach, and 10 


interpretation of clinical trials.  CONTINUUM Lifelong Learning in 11 


Neurology.18 (1) (pp 161-175), 2012.Date of Publication: February 2012. 12 


2012;(1):161-75. Exclude on study design: systematic review or meta-analysis 13 


that does not include all comparators or indications of interest, or includes 14 


comparators or indications that are not of interest 15 


Attal N., Cruccu G., Baron R., Haanpaa M., Hansson P., Jensen T.S., et al.  16 


EFNS guidelines on the pharmacological treatment of neuropathic pain: 2010 17 


revision. [Review].  European Journal of Neurology 2010;17(9):1113-e888. 18 


Exclude on study design: systematic review or meta-analysis that does not 19 


include all comparators or indications of interest, or includes comparators or 20 


indications that are not of interest 21 


Attal N., Mazaltarine G., Perrouin-Verbe B., Albert T.  Chronic neuropathic 22 


pain management in spinal cord injury patients. What is the efficacy of 23 


pharmacological treatments with a general mode of administration? (oral, 24 


transdermal, intravenous).  Annals of Physical and Rehabilitation Medicine.52 25 


(2) (pp 124-141), 2009.Date of Publication: March 2009. 2009;(2):124-41. 26 


Exclude on study design: systematic review or meta-analysis that does not 27 


include all comparators or indications of interest, or includes comparators or 28 


indications that are not of interest 29 
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Attal N, Gaude V, Brasseur L et al. (2000) Intravenous lidocaine in central 1 


pain: a double-blind, placebo-controlled, psychophysical study. Neurology 54: 2 


564-74. Exclude on intervention: administration other than oral for anti-3 


depressants & anti-convulsants or other than topical lidocaine/capsaicin 4 


Attal N, Guirimand F, Brasseur L et al. (2002) Effects of IV morphine in central 5 


pain: a randomized placebo-controlled study.[see comment]. Neurology 58: 6 


554-63. Exclude on intervention: Pre-emptive/prevention analgesia study with 7 


follow-up < 4 weeks. 8 


Ayad A.E. & El Masry A.  Epidural steroid and clonidine for chronic intractable 9 


post-thoracotomy pain: a pilot study.  Pain Practice 2012;12(1):7-13. Exclude 10 


on study design: not RCT or SR of RCTs 11 


Backonja M.M., Canafax D.M., Cundy K.C.  Efficacy of gabapentin enacarbil 12 


vs placebo in patients with postherpetic neuralgia and a pharmacokinetic 13 


comparison with oral gabapentin.  Pain Medicine 2011;12(7):1098-1008. 14 


Exclude on study characteristics: study length < 4 weeks 15 


Backonja M.M. & Serra J.  Pharmacologic management part 2: lesser-studied 16 


neuropathic pain diseases.  Pain Medicine 2004;5:Suppl-59. narrative review 17 


or commentary 18 


Backonja M, Gombar KA (1992) Response of central pain syndromes to 19 


intravenous lidocaine. Journal of Pain and Symptom Management 7: 172-8.   20 


Exclude on intervention: administration other than oral for anti-depres&anti-21 


convuls or other than topical lidocaine/capsaicin 22 


Badran AM, Aly MA, Sous ES (1975) A clinical trial of carbamazepine in the 23 


symptomatic treatment of diabetic peripheral neuropathy. Journal of the 24 


Egyptian Medical Association 58: 627-31.   Exclude on study design: not RCT 25 


or SR of RCTs 26 


Baranowski AP, De Courcey J, Bonello E (1999) A trial of intravenous 27 


lidocaine on the pain and allodynia of postherpetic neuralgia. Journal of Pain 28 


& Symptom Management 17: 429-33.  Exclude on intervention: administration 29 
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other than oral for anti-depressants & anti-convulsants or other than topical 1 


lidocaine/capsaicin 2 


Barbano RL, Herrmann DN, Hart-Gouleau S et al. (2004) Effectiveness, 3 


tolerability, and impact on quality of life of the 5% lidocaine patch in diabetic 4 


polyneuropathy. Archives of Neurology 61: 914-8. Exclude on study design: 5 


not RCT or SR of RCTs 6 


Baron R, Mayoral V, Leijon G et al. (2009) 5% lidocaine medicated plaster 7 


versus pregabalin in post-herpetic neuralgia and diabetic polyneuropathy: an 8 


open-label, non-inferiority two-stage RCT study. Current Medical Research & 9 


Opinion 25: 1663-76. Exclude on study design: 'enriched' or open-label RCT 10 


Baron R, Mayoral V, Leijon G et al. (2009) Efficacy and safety of combination 11 


therapy with 5% lidocaine medicated plaster and pregabalin in post-herpetic 12 


neuralgia and diabetic polyneuropathy. Current Medical Research & Opinion 13 


25: 1677-87. Exclude on study design: 'enriched' or open-label RCT 14 


Baron R, Mayoral V, Leijon G et al. (2009) Efficacy and safety of 5% lidocaine 15 


(lignocaine) medicated plaster in comparison with pregabalin in patients with 16 


postherpetic neuralgia and diabetic polyneuropathy: interim analysis from an 17 


open-label, two-stage adaptive, randomized, controlled trial. Clinical Drug 18 


Investigation 29: 231-41. Administrative exclusion: Interim report of the Binder 19 


study (duplication) 20 
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Conference Publication: 63.    Exclude on study characteristics: not full-text 1 


publication (ie. conference abstract) 2 


Hota D, Jose V, Bhannsali A et al. (2009) Randomized double-blind clinical 3 


trial comparing efficacy and safety of lamotrigine vs. amitriptyline in painful 4 


diabetic neuropathy. Pain Practice Conference: 5th World Congress - World 5 


Institute of Pain. Conference: 5th World Congress - World Institute of Pain. 6 


Conference Publication: 39.Huot M-P, Chouinard P, Girard F et al. (2008) 7 


Gabapentin does not reduce post-thoracotomy shoulder pain: A randomized, 8 


double-blind placebo-controlled study. Canadian Journal of Anesthesia 55: 9 


337-43.   Exclude on study characteristics: not full-text publication (ie. 10 


conference abstract) 11 


Hota D, Jose V, Bhannsali A et al. (2009) Randomized double-blind clinical 12 


trial comparing efficacy and safety of lamotrigine vs. amitriptyline in painful 13 


diabetic neuropathy. Pain Practice Conference: 5th World Congress - World 14 


Institute of Pain. Conference: 5th World Congress - World Institute of Pain. 15 


Conference Publication: 39.   Exclude on study characteristics: not full-text 16 


publication (ie. conference abstract) 17 


Hota D, Kaur H, Bansal D et al. (2010) Randomised double-blind clinical trial 18 


comparing efficacy and safety of duloxetine vs. amitriptyline in painful diabetic 19 


neuropathy. European Journal of Pain Supplements Conference: 3rd 20 


International Congress on Neuropathic Pain Athens Greece. Conference 21 


Start: 20100527 Conference End: 20100530. Conference: 3rd International 22 


Congress on Neuropathic Pain Athens Greece. Conference Start: 20100527 23 


Conference End: 20100530. Conference Publication: 82.   Exclude on study 24 


characteristics: not full-text publication (ie. conference abstract) 25 


Hoy S.M.  Tapentadol extended release: in adults with chronic pain. [Review].  26 


Drugs 2012;72(3):375-93. Exclude on study design: systematic review or 27 


meta-analysis that does not include all comparators or indications of interest, 28 


or includes comparators or indications that are not of interest 29 


Hui A.C., Wong S.M., Leung H.W., Man B.L., Yu E., Wong L.K.  Gabapentin 30 


for the treatment of carpal tunnel syndrome: a randomized controlled trial.  31 
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European Journal of Neurology 2011;18(5):726-30. Exclude on population: 1 


not NP (or something other than chronic postoperative surgical NP) or for 2 


underlying cause of NP 3 


Ifuku Masataka, Iseki Masako, Hidaka Ikuhiro, Morita Yoshihito, Komatus 4 


Syuji, Inada Eiichi.  Replacement of Gabapentin with Pregabalin in 5 


Postherpetic Neuralgia Therapy.  Pain Medicine 2011;12(7):1112-16. Exclude 6 


on study design: not RCT or SR of RCTs 7 


Iohom G., Abdalla H., O'Brien J., Szarvas S., Larney V., Buckley E., et al.  8 


The associations between severity of early postoperative pain, chronic 9 


postsurgical pain and plasma concentration of stable nitric oxide products 10 


after breast surgery.  Anesthesia and Analgesia.103 (4) (pp 995-1000), 11 


2006.Date of Publication: October 2006. 2006;(4):995-1000. Exclude on 12 


population: not NP (or something other than chronic postoperative surgical 13 


NP) or for underlying cause of NP 14 


Iskedjian M., Bereza B., Gordon A., Piwko C., Einarson T.R.  Meta-analysis of 15 


cannabis based treatments for neuropathic and multiple sclerosis-related pain.  16 


Current Medical Research & Opinion 2007;23(1):17-24. Exclude on study 17 


design: systematic review or meta-analysis that does not include all 18 


comparators or indications of interest, or includes comparators or indications 19 


that are not of interest 20 


Jadad AR, Carroll D, Glynn CJ et al. (1992) Morphine responsiveness of 21 


chronic pain: double-blind randomised crossover study with patient-controlled 22 


analgesia.[see comment]. Lancet 339: 1367-71.   Exclude on study design: 23 


Study period less than 4 weeks 24 


Jenkins T, Smart T, Hackman F et al. (2010) Pregabalin in post-traumatic 25 


peripheral neuropathic pain: Efficient assessment of efficacy in a randomised, 26 


double-blind, placebo-controlled crossover study. European Journal of Pain 27 


Supplements Conference: 3rd International Congress on Neuropathic Pain 28 


Athens Greece. Conference Start: 20100527 Conference End: 20100530. 29 


Conference: 3rd International Congress on Neuropathic Pain Athens Greece. 30 


Conference Start: 20100527 Conference End: 20100530. Conference 31 
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Publication: 89.   Exclude on study characteristics: not full-text publication (ie. 1 


conference abstract) 2 


Jensen MP, Chiang YK, Wu J (2009) Assessment of pain quality in a clinical 3 


trial of gabapentin extended release for postherpetic neuralgia. Clinical 4 


Journal of Pain 25: 286-92.   Exclude on intervention: not drug of interest / 5 


non-pharmacological treatment 6 


Jenson MG, Royal MA, Mowa V et al. (2001) Gabapentin and levetiracetam 7 


for the treatment of neuropathic pain: a prospective open-label trial. American 8 


Journal of Pain Management 11: 125-8.   Exclude on study characteristics: 9 


open-label 10 


Jensen TS, Backonja M-M, Hernandez JS et al. (2006) New perspectives on 11 


the management of diabetic peripheral neuropathic pain. Diabetes and 12 


Vascular Disease Research 3: 108-19.   Administrative exclusion: Duplication 13 


of publication - Gimbel 2003 study. 14 


Jia H-Y, Li Q-F, Song D-P et al. (2006) Effects of venlafaxine and 15 


carbamazepine for painful peripheral diabetic neuropathy: A randomized, 16 


double-blind and double-dummy, controlled multi-center trial. Chinese Journal 17 


of Evidence-Based Medicine 6: 321-8.   Exclude on study design: Study 18 


period less than 4 weeks. 19 


Jones V.M., Moore K.A., Peterson D.M.  Capsaicin 8% topical patch 20 


(Qutenza)--a review of the evidence.  Journal of Pain & Palliative Care 21 


Pharmacotherapy 2011;25(1):32-41. Exclude on study design: systematic 22 


review or meta-analysis that does not include all comparators or indications of 23 


interest, or includes comparators or indications that are not of interest 24 


Jose VM, Bhansali A, Hota D et al. (2007) Randomized double-blind study 25 


comparing the efficacy and safety of lamotrigine and amitriptyline in painful 26 


diabetic neuropathy. Diabetic medicine: a journal of the British Diabetic 27 


Association 24: 377-83.   Exclude on study characteristics: narrative review, 28 


commentary, or editorial 29 
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Jose VM, Bhansali A, Hota D et al. (2007) Randomized double-blind study 1 


comparing the efficacy and safety of lamotrigine and amitriptyline in painful 2 


diabetic neuropathy. Diabetic Medicine 24: 377-83.   Exclude on study 3 


characteristics: narrative review, commentary, or editorial 4 


Joshi G.P., Rawal N., Kehlet H., PROSPECT collaboration, Bonnet F., Camu 5 


F., et al.  Evidence-based management of postoperative pain in adults 6 


undergoing open inguinal hernia surgery. [Review].  British Journal of Surgery 7 


2012;99(2):168-85. Exclude on population: not NP (or something other than 8 


chronic postoperative surgical NP) or for underlying cause of NP 9 


Kadiroglu AK, Sit D, Kayabasi H et al. (2008) The effect of venlafaxine HCl on 10 


painful peripheral diabetic neuropathy in patients with type 2 diabetes mellitus. 11 


Journal of Diabetes & its Complications 22: 241-5.   Exclude on quality: Low 12 


quality, inappropriate randomisation method, blinding not clear, no report on 13 


withdrawals or dropouts. 14 


"Kahan M., Mailis-Gagnon A., Wilson L., Srivastava A.  Canadian guideline for 15 


safe and effective use of opioids for chronic noncancer pain - Clinical 16 


summary for family physicians. Part 1: General population. [French, English] 17 


OT - Lignes directrices canadiennes sur l'utilisation securitaire et efficace des 18 


opioides pour la douleur chronique non cancereuse - Resume clinique pour 19 


les medecins de famille. Partie 1: Population en general.  Canadian Family 20 


Physician.57 (11) (pp 1257-1266), 2011.Date of Publication: November 2011. 21 


2011;(11):1257-66." Exclude on study design: systematic review or meta-22 


analysis that does not include all comparators or indications of interest, or 23 


includes comparators or indications that are not of interest 24 


Kahan M., Wilson L., Mailis-Gagnon A., Srivastava A., National Opioid Use 25 


Guideline Group.  Canadian guideline for safe and effective use of opioids for 26 


chronic noncancer pain: clinical summary for family physicians. Part 2: special 27 


populations.  Canadian Family Physician 2011;57(11):1269-76. Exclude on 28 


study design: systematic review or meta-analysis that does not include all 29 


comparators or indications of interest, or includes comparators or indications 30 


that are not of interest 31 
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Kajdasz D.K., Iyengar S., Desaiah D., Backonja M.-M., Farrar J.T., Fishbain 1 


D.A., et al.  Duloxetine for the Management of Diabetic Peripheral 2 


Neuropathic Pain: Evidence-Based Findings from Post Hoc Analysis of Three 3 


Multicenter, Randomized, Double-Blind, Placebo-Controlled, Parallel-Group 4 


Studies.  Clinical Therapeutics.29 (11 SUPPL.1) (pp 2536-2546), 2007.Date 5 


of Publication: 2007. 2007;(11 SUPPL. 1):2536-46. Exclude on study 6 


design: systematic review or meta-analysis that does not include all 7 


comparators or indications of interest, or includes comparators or indications 8 


that are not of interest 9 


Kanai A., Suzuki A., Kobayashi M., Hoka S.  Intranasal lidocaine 8% spray for 10 


second-division trigeminal neuralgia.  British Journal of Anaesthesia.97 (4) (pp 11 


559-563), 2006.Date of Publication: 15 Oct 2006. 2006;(4):559-63. Exclude on 12 


intervention: administration other than oral for anti-depressants and anti-13 


convulsants or other than topical lidocaine/capsaicin 14 


Kastrup J, Petersen P, Dejgard A et al. (1987) Intravenous lidocaine infusion--15 


a new treatment of chronic painful diabetic neuropathy? Pain 28: 69-75.   16 


Exclude on intervention: administration other than oral for anti-depres&anti-17 


convuls or other than topical lidocaine/capsaicin 18 


Katz NP (2000) MorphiDex() (MS:DM) double-blind, multiple-dose studies in 19 


chronic pain patients. Journal of Pain and Symptom Management 19: 37-41.   20 


Exclude on intervention: combination treatment includes drugs not in scope 21 


Katz N., Hale M., Morris D., Stauffer J.  Morphine sulfate and naltrexone 22 


hydrochloride extended release capsules in patients with chronic osteoarthritis 23 


pain.  Postgraduate Medicine.122 (4) (pp 112-128), 2010.Date of Publication: 24 


July 2010. 2010;(4):112-28. Exclude on population: not NP (or something 25 


other than chronic postoperative surgical NP) or for underlying cause of NP 26 


Kaur,H.,  Hota,D.,  Bhansali,A.,  Dutta,P.,  Bansal,D.,  Chakrabarti,A..  A 27 


comparative evaluation of amitriptyline and duloxetine in painful diabetic 28 


neuropathy: a randomized, double-blind, cross-over clinical trial.  Diabetes 29 


Care 2011;34(4):818-22. Exclude on study design: use of placebo run-in 30 


period 31 
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Kavia R.B., De Ridder D., Constantinescu C.S., Stott C.G., Fowler C.J.  1 


Randomized controlled trial of Sativex to treat detrusor overactivity in multiple 2 


sclerosis.  Multiple Sclerosis 2010;16(11):1349-59. Exclude on population: 3 


not NP (or something other than chronic postoperative surgical pain) or 4 


treating the underlying cause of NP 5 


Keitel W., Frerick H., Kuhn U., Schmidt U., Kuhlmann M., Bredehorst A.  6 


Capsicum pain plaster in chronic non-specific low back pain.  Arzneimittel-7 


Forschung/Drug Research.51 (11) (pp 896-903), 2001.Date of Publication: 8 


2001. 2001;(11):896-903. Exclude on study characteristics: study length < 4 9 


weeks 10 


Keskinbora K, Pekel AF, Aydinli I (2007) Gabapentin and an opioid 11 


combination versus opioid alone for the management of neuropathic cancer 12 


pain: a randomized open trial. Journal of Pain & Symptom Management  34: 13 


183-9.   Exclude on intervention: unclear intervention (did not specify which 14 


opioid analgesics were used in the trial). 15 


Killian JM, Fromm GH (1968) Carbamazepine in the treatment of neuralgia. 16 


Use of side effects. Archives of Neurology 19: 129-36.   Exclude on study 17 


design: Study period less than 4 weeks. 18 


King Steven.  Diabetic Peripheral Neuropathic Pain: Effective Management.  19 


Consultant (00107069) 2011;51(4):197-200. Exclude on study characteristics: 20 


narrative review, commentary, or editorial 21 


Kingery W.S.  A critical review of controlled clinical trials for peripheral 22 


neuropathic pain and complex regional pain syndromes.  Pain 23 


1997;73(2):123-39. Exclude on study design: systematic review or meta-24 


analysis that does not include all comparators or studies of interest 25 


Kinney M.A., Mantilla C.B., Carns P.E., Passe M.A., Brown M.J., Hooten 26 


W.M., et al.  Preoperative gabapentin for acute post-thoracotomy analgesia: a 27 


randomized, double-blinded, active placebo-controlled study.  Pain Practice 28 


2012;12(3):175-83. Exclude on population: not NP (or something other than 29 


chronic postoperative surgical NP) or for underlying cause of NP 30 
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Ko S.H., Kwon H.S., Yu J.M., Baik S.H., Park I.B., Lee J.H., et al.  1 


Comparison of the efficacy and safety of tramadol/acetaminophen 2 


combination therapy and gabapentin in the treatment of painful diabetic 3 


neuropathy.  Diabetic Medicine 2010;27(9):1033-40. Exclude on intervention: 4 


not drug of interest / non-pharmacological treatment 5 


Kokki H., Kokki M., Sjovall S.  Oxycodone for the treatment of postoperative 6 


pain.  Expert Opinion on Pharmacotherapy.13 (7) (pp 1045-1058), 2012.Date 7 


of Publication: May 2012. 2012;(7):1045-58. Exclude on study characteristics: 8 


narrative review, commentary, or editorial 9 


Kopsky D.J. & Hesselink J.M.  High doses of topical amitriptyline in 10 


neuropathic pain: two cases and literature review. [Review].  Pain Practice 11 


2012;12(2):148-53. Exclude on study design: systematic review or meta-12 


analysis that does not include all comparators or indications of interest, or 13 


includes comparators or indications that are not of interest 14 


Krcevski SN, Kamenik M (2010) Effects of pregabalin on acute herpetic pain 15 


and postherpetic neuralgia incidence. Wiener Klinische Wochenschrift 122: 16 


Suppl-53.   Exclude on population: not NP (or something other than chronic 17 


postoperative surgical NP) or for underlying cause of NP 18 


Kupers RC, Konings H, Adriaensen H et al. (1991) Morphine differentially 19 


affects the sensory and affective pain ratings in neurogenic and idiopathic 20 


forms of pain. Pain 47: 5-12. Exclude on intervention: Pre-emptive/prevention 21 


analgesia study with follow-up < 4 weeks 22 


Kvinesdal B, Molin J, Froland A et al. (1984) Imipramine treatment of painful 23 


diabetic neuropathy. JAMA 251: 1727-30.   Exclude on study design: 24 


Crossover study with no washout and no analysis of carry over effect. 25 


Lampl C, Yazdi K, Roper C (2002) Amitriptyline in the prophylaxis of central 26 


poststroke pain. Preliminary results of 39 patients in a placebo-controlled, 27 


long-term study. Stroke 33: 3030-2.   Exclude on intervention: Study on 28 


prophylaxis, main outcome is 'time to pain'. 29 
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Langohr HD, Stohr M, Petruch F (1982) An open and double-blind cross-over 1 


study on the efficacy of clomipramine (Anafranil) in patients with painful mono- 2 


and polyneuropathies. European Neurology 21: 309-17.   Exclude on study 3 


design: 'enriched' or open-label RCT 4 


Lemos L, Fontes R, Flores S et al. (2010) Effectiveness of the association 5 


between carbamazepine and peripheral analgesic block with ropivacaine for 6 


the treatment of trigeminal neuralgia. Journal of pain research 3: 201-12.   7 


Exclude on intervention: not drug of interest / non-pharmacological treatment. 8 


Exclude on population: children/young people 9 


Leppert W (2001) Analgesic efficacy and side effects of oral tramadol and 10 


morphine administered orally in the treatment of cancer pain. Nowotwory 51: 11 


257-66.    Exclude on study population: mixed neuropathic and non-12 


neuropathic pain (or likely to include a mix of both) 13 


Lieberman D.Z. & Massey S.H.  Desvenlafaxine in major depressive disorder: 14 


an evidence-based review of its place in therapy.  Core Evidence 2010;4:67-15 


82. Exclude on population: not NP (or something other than chronic 16 


postoperative surgical NP) or for underlying cause of NP 17 


Liebregts R., Kopsky D.J., Keppel Hesselink J.M.  Topical amitriptyline in 18 


post-traumatic neuropathic pain.  Journal of Pain & Symptom Management 19 


2011;41(4):e6-e7. Exclude on study design: not RCT or SR of RCTs 20 


Lin PL, Fan SZ, Huang CH et al. (2008) Analgesic effect of lidocaine patch 5% 21 


in the treatment of acute herpes zoster: a double-blind and vehicle-controlled 22 


study. Regional Anesthesia and Pain Medicine 33: 320-5.   Exclude on study 23 


design: Study period less than 4 weeks. 24 


List T., Leijon G., Helkimo M., Oster A., Svensson P.  Effect of local 25 


anesthesia on atypical odontalgia - A randomized controlled trial.  Pain.122 (3) 26 


(pp 306-314), 2006.Date of Publication: June 2006. 2006;(3):306-14. Exclude 27 


on study characteristics: study length < 4 weeks 28 
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Liu R., Moizuddin M., Hung S.  Painful legs and moving toes - case report and 1 


review of literature.  British Journal of Medical Practitioners.4 (3) , 2011.Date 2 


of Publication: SEPTEMBER 2011. 2011;(3):n. pag. Exclude on study 3 


design: systematic review or meta-analysis that does not include all 4 


comparators or indications of interest, or includes comparators or indications 5 


that are not of interest 6 


Loldrup D, Langemark M, Hansen HJ et al. (1989) Clomipramine and 7 


mianserin in chronic idiopathic pain syndrome. A placebo controlled study. 8 


Psychopharmacology 99: 1-7.   Exclude on study population: mixed 9 


neuropathic and non-neuropathic pain (or likely to include a mix of both) 10 


Lopez-D'alessandro E. & Escovich L.  Combination of alpha lipoic acid and 11 


gabapentin, its efficacy in the treatment of Burning Mouth Syndrome: a 12 


randomized, double-blind, placebo controlled trial.  Medicina Oral, Patologia 13 


Oral y Cirugia Bucal 2011;16(5):e635-40. Exclude on population: not NP (or 14 


something other than chronic postoperative surgical NP) or for underlying 15 


cause of NP 16 


Luchetti M., Zanarella C., Moretti C., Marraro G.  Cannabinoids for the 17 


treatment of neuropathic pain. [Italian, English] OT - I cannabinoidi per il 18 


trattamento del dolore neuropatico.  Acta Anaesthesiologica Italica / 19 


Anaesthesia and Intensive Care in Italy.59 (2) (pp 187-195), 2008.Date of 20 


Publication: 2008. 2008;(2):187-95. Exclude on study characteristics: narrative 21 


review, commentary, or editorial 22 


Lunn-Michael P.T., Hughes-Richard A.C., Wiffen Philip J.  Duloxetine for 23 


treating painful neuropathy or chronic pain.  Cochrane Database of 24 


Systematic Reviews 2009;(4):n. pag. Exclude on population: includes patients 25 


without neuropathic pain 26 


Lynch M.E. & Campbell F.  Cannabinoids for treatment of chronic non-cancer 27 


pain; a systematic review of randomized trials. [Review].  British Journal of 28 


Clinical Pharmacology 2011;72(5):735-44. Exclude on study population: mixed 29 


neuropathic and non-neuropathic pain (or likely to include a mix of both) 30 
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Lynch ME, Clark AJ, Sawynok J (2003) A pilot study examining topical 1 


amitriptyline, ketamine, and a combination of both in the treatment of 2 


neuropathic pain. Clinical Journal of Pain 19: 323-8.   Exclude on intervention: 3 


administration other than oral for anti-depressants & anti-convulsants or other 4 


than topical lidocaine/capsaicin 5 


Lynch ME, Clark AJ, Sawynok J et al. (2005) Topical amitriptyline and 6 


ketamine in neuropathic pain syndromes: an open-label study. Journal of Pain 7 


6: 644-9.   Exclude on intervention: administration other than oral for anti-8 


depressants & anti-convulsants or other than topical lidocaine/capsaicin 9 


Majeed F. & Kamal A.K.  Can selective serotonin reuptake inhibitors (SSRI) 10 


improve motor recovery after stroke? What is the role of neuroplasticity?  11 


JPMA - Journal of the Pakistan Medical Association 2011;61(11):1147-48. 12 


Exclude on study characteristics: narrative review, commentary, or editorial 13 


Malemud C.J.  Focus on pain mechanisms and pharmacotherapy in the 14 


treatment of fibromyalgia syndrome.  Clinical & Experimental Rheumatology 15 


2009;27(5:Suppl 56):Suppl-91. Exclude on population: not NP (or something 16 


other than chronic postoperative surgical pain) or treating the underlying 17 


cause of NP 18 


Manfredi PL (2003) Opioids versus antidepressants in postherpetic neuralgia: 19 


a randomized, placebo-controlled trial.[comment]. Neurology 60: 1052-3.    20 


Exclude on study characteristics: narrative review, commentary, or editorial 21 


Manchikanti L., Ailinani H., Koyyalagunta D., Datta S., Singh V., Eriator I., et 22 


al.  A systematic review of randomized trials of long-term opioid management 23 


for chronic non-cancer pain.  Pain Physician.14 (2) (pp 91-121), 2011.Date of 24 


Publication: March/April 2011. 2011;(2):91-121. Exclude on study design: 25 


systematic review or meta-analysis that does not include all comparators or 26 


indications of interest, or includes comparators or indications that are not of 27 


interest 28 


Manchikanti L., Malla Y., Cash K.A., McManus C.D., Pampati V.  Fluoroscopic 29 


cervical interlaminar epidural injections in managing chronic pain of cervical 30 
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active control trial.  Pain Physician 2012;15(1):13-25. Exclude on intervention: 2 


not drug of interest / non-pharmacological treatment 3 


Manchikanti L., Singh V., Cash K.A., Pampati V., Datta S.  Management of 4 


pain of post lumbar surgery syndrome: one-year results of a randomized, 5 
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Pain Physician 2010;13(6):509-21. Exclude on intervention: not drug of 7 


interest / non-pharmacological treatment 8 


Manchikanti L., Vallejo R., Manchikanti IV K.N., Benyamin R.M., Datta S., 9 


Christo P.J.  Effectiveness of long-term opioid therapy for chronic non-cancer 10 


pain.  Pain Physician.14 (2) (pp E133-E156), 2011.Date of Publication: 11 


March/April 2011. 2011;(2):E133-56. Exclude on study design: systematic 12 


review or meta-analysis that does not include all comparators or indications of 13 


interest, or includes comparators or indications that are not of interest 14 
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neuralgia. Pain 48: 377-82.   Exclude on intervention: administration other 16 


than oral for anti-depressants & anti-convulsants or other than topical 17 


lidocaine/capsaicin 18 


Mariconti P, Collini R (2008) Tramadol SR in arthrosic and neuropathic 19 


pain.[see comment]. Minerva Anestesiologica 74: 63-8.   Exclude on study 20 


design: not RCT or SR of RCTs 21 
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intervention: administration other than oral for anti-depressants & anti-25 


convulsants or other than topical lidocaine/capsaicin 26 
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pain: a systematic review. [Review].  Oral Surgery Oral Medicine Oral 28 


Pathology Oral Radiology & Endodontics 2011;111(5):627-33. Exclude on 29 


study design: systematic review or meta-analysis that does not include all 30 
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that are not of interest 2 
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pain: a randomized, double-blinded, placebo-controlled, crossover study.[see 11 
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administration other than oral for anti-depressants & anti-convulsants or other 13 


than topical lidocaine/capsaicin 14 


McCleane GJ (2000) Topical doxepin hydrochloride reduces neuropathic pain: 15 


A randomized, double-blind, placebo controlled study. Pain Clinic 12: 47-50.   16 


Exclude on intervention: administration other than oral for anti-depressants & 17 


anti-convulsants or other than topical lidocaine/capsaicin 18 


McCleane G.  Lacosamide for pain. [Review].  Expert Opinion on 19 


Investigational Drugs 2010;19(9):1129-34. Exclude on study design: 20 


systematic review or meta-analysis that does not include all comparators or 21 


indications of interest, or includes comparators or indications that are not of 22 


interest 23 
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condition.  Dental Nursing 2011;7(11):618-23. Exclude on study 2 


characteristics: narrative review, commentary, or editorial 3 
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B.  NSAIDS or paracetamol, alone or combined with opioids, for cancer pain.  5 


Cochrane Database of Systematic Reviews 2005;(2):n. pag. Exclude on 6 
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randomized, controlled study. Regional Anesthesia and Pain Medicine 24: 10 
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depres&anti-convuls or other than topical lidocaine/capsaicin 12 
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Italica / Anaesthesia and Intensive Care in Italy 59: 62-76.   Exclude on 20 


population: not NP (or something other than chronic postoperative surgical 21 


NP) or for underlying cause of NP 22 


Mick G. & Correa-Illanes G.  Topical pain management with the 5% lidocaine 23 


medicated plaster - a review.  Current Medical Research & Opinion 24 


2012;28(6):937-51. Exclude on study design: systematic review or meta-25 


analysis that does not include all comparators or indications of interest, or 26 


includes comparators or indications that are not of interest 27 
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surgical NP) or for underlying cause of NP 3 


Milligan T.A., Hurwitz S., Bromfield E.B.  Efficacy and tolerability of 4 
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analysis that does not include all comparators or indications of interest, or 22 
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Mucci-LoRusso P, Berman BS, Silberstein PT et al. (1998) Controlled-release 24 
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and non-neuropathic pain (or likely to include a mix of both) 28 


Mueller ME, Gruenthal M, Olson WL et al. (1997) Gabapentin for relief of 29 


upper motor neuron symptoms in multiple sclerosis. Archives of Physical 30 



http://www.nelm.nhs.uk/en/NeLM-Area/Evidence/Drug-Specific-Reviews/Amitriptyline-for-neuropathic-pain-and-fibromyalgia-in-adults/

http://www.nelm.nhs.uk/en/NeLM-Area/Evidence/Drug-Specific-Reviews/Amitriptyline-for-neuropathic-pain-and-fibromyalgia-in-adults/





DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological pain: NICE clinical guideline DRAFT appendix D (June 
2013)      Page 81 of 112 
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Related Research 2012;470(4):1151-57. Exclude on population: not NP (or 6 


something other than chronic postoperative surgical NP) or for underlying 7 
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interest / non-pharmacological treatment 25 
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PeriAnesthesia Nursing 2011;26(5):343-47. Exclude on study characteristics: 18 
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2006;(6):683-86. Exclude on population: not NP (or something other than 26 


chronic postoperative surgical NP) or for underlying cause of NP 27 
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Systematic Reviews 2007;(3):n. pag. Exclude on population: not NP (or 2 


something other than chronic postoperative surgical NP) or for underlying 3 


cause of NP 4 
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Perras C.  Sativex for the management of multiple sclerosis symptoms.  19 


Issues in Emerging Health Technologies 2005;(72):1-4. Exclude on study 20 
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duloxetine in patients with refractory neuropathic pain: A systematic review.  17 


BMC Neurology.10 , 2010.Article Number: 116.Date of Publication: 19 Nov 18 


2010. 2010;:n. pag. Exclude on study design: systematic review or meta-19 


analysis that does not include all comparators or indications of interest, or 20 


includes comparators or indications that are not of interest 21 


Portenoy RK, Farrar JT, Backonja MM et al. (2007) Long-term use of 22 
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design: not RCT or SR of RCTs 25 
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Poland.  Pharmacological Reports.63 (4) (pp 935-948), 2011.Date of 28 
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randomized, triple-blind, placebo-controlled trial.  Archives of Physical 3 


Medicine and Rehabilitation.93 (6) (pp 949-956), 2012.Date of Publication: 4 
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lidocaine/capsaicin 7 
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Archives of Gerontology and Geriatrics.40 (3) (pp 275-285), 2005.Date of 16 


Publication: May/June 2005. 2005;(3):275-85. Exclude on population: not NP 17 


(or something other than chronic postoperative surgical NP) or for underlying 18 


cause of NP 19 
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American Journal of Geriatric Psychiatry.19 (12) (pp 985-988), 2011.Date of 21 


Publication: December 2011. 2011;(12):985-88. Exclude on study 22 


characteristics: narrative review, commentary, or editorial 23 
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Rehm S, Binder A, Baron R (2010) Post-herpetic neuralgia: 5% lidocaine 1 
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clinical effectiveness study. Current Medical Research & Opinion 26: 1607-19.   3 


Exclude on study design: 'enriched' or open-label RCT 4 


Reuben SS, Makari-Judson G, Lurie SD (2004) Evaluation of efficacy of the 5 


perioperative administration of venlafaxine XR in the prevention of 6 


postmastectomy pain syndrome. Journal of Pain & Symptom Management 27: 7 


133-9.   Exclude on study design: Study period less than 4 weeks. 8 


Reuben S.S., Rosenthal E.A., Steinberg R.B., Faruqi S., Kilaru P.A.  Surgery 9 


on the affected upper extremity of patients with a history of complex regional 10 


pain syndrome: The use of intravenous regional anesthesia with clonidine 11 


(Retraction in: Journal of Clinical Anesthesia (2009) 21:3 (237)).  Journal of 12 


Clinical Anesthesia.16 (7) (pp 517-522), 2004.Date of Publication: November 13 


2004. 2004;(7):517-22. Exclude on intervention: not drug of interest / non-14 


pharmacological treatment 15 
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diseases 46: 667-9.   Exclude on population: not NP (or something other than 18 


chronic postoperative surgical NP) or for underlying cause of NP 19 


Riemsma R., Forbes C., Harker J., Worthy G., Misso K., Schafer M., et al.  20 


Systematic review of tapentadol in chronic severe pain.  Current Medical 21 


Research and Opinion.27 (10) (pp 1907-1930), 2011.Date of Publication: 22 


October 2011. 2011;(10):1907-30. Exclude on study population: mixed 23 


neuropathic and non-neuropathic pain (or likely to include a mix of both) 24 


Robson P.  Abuse potential and psychoactive effects of delta-9-25 


tetrahydrocannabinol and cannabidiol oromucosal spray (Sativex), a new 26 


cannabinoid medicine. [Review].  Expert Opinion on Drug Safety 27 
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trigeminal neuralgia. Archives of Neurology 15: 129-36.   Exclude on study 2 
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Rog D.J.  Cannabis-based medicines in multiple sclerosis - A review of clinical 4 
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August 2010. 2010;(8):658-72. Exclude on study design: systematic review or 6 
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Exclude on study characteristics: narrative review, commentary, or editorial 10 
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diabetic symmetrical polyneuropathy. Clinical Pharmacology and Therapeutics 21 


22: 196-9.   Exclude on study design: Crossover study with no washout, and 22 


no analysis of carry over effect. 23 


 24 


Savoia G., Coluzzi F., Mattia C.  Tramadol-morphine association.  Minerva 25 
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Study Agrawal et al. (2009) 


Pain category Peripheral pain 


Study design Country: India 


Design: Parallel 


Inclusion criteria: Diabetic at least 6 months with good glycaemic control, daily pain of at least moderate severity for >3months, pain intensity of >4 on 
VASpi, HbA1c <11 


Exclusion criteria: Patients with erratic glycaemic control, peripheral vascular disease with absent foot pulses, prescence of foot ulceration, treatment with 
sublingual glyceryl trinitrate, males on concommitant sildenafil therapy, presence of other causes of neuropathy 


Study length (days): 84 


Intention-to-treat analysis? No 


Participants Total number of patients: 83 


Number of males: not reported 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 7.68 (VASpi) 


Mean age: 60.74 


Intervention(s) (1) Sodium valproate (fixed dose) + Placebo spray 


Intervention: valproate 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 1400mg/d 
Notes: dose was 20 mg/kg/day 


(2) Placebo + placebo spray 


Intervention: placebo 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? No (and no rescue analgesics allowed either) 


Outcomes 
measures and 
effect sizes 


   
SODIUM VALPROATE (FIXED DOSE)  
+ PLACEBO SPRAY  PLACEBO + PLACEBO SPRAY   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  20  6.9 (SD 0.447)  20  6.65 (SD 1.12)   
NRS/NRS Pain – 84d Continuous  20  4.3 (SD 0.85)  20  4.15 (SD 1.12)  MD=0.150 (CI: -0.465, 0.765) 
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VAS – 0d Continuous  20  8 (SD 0.805)  20  7.35 (SD 1.16)   
VAS – 84d Continuous  20  6.15 (SD 1.43)  20  6.9 (SD 1.03)  MD=-0.750 (CI: -1.522, 0.022) 
PPI (from MPQ) – 0d Continuous  20  3.4 (SD 0.492)  20  2.85 (SD 0.626)   
PPI (from MPQ) – 84d Continuous  20  2.7 (SD 0.671)  20  2.55 (SD 0.581)  MD=0.150 (CI: -0.239, 0.539) 
SF McGill – 0d Continuous  20  24.8 (SD 4.96)  20  22.4 (SD 4.25)   
SF McGill – 84d Continuous  20  20.4 (SD 5.99)  20  22.1 (SD 4.38)  MD=-1.750 (CI: -5.004, 1.504) 


adverse events: 
any adverse event – 84d Dichotomous  20 4 (20.0%)  21 1 (4.8%)  OR=4.750 (CI: 0.481, 46.906) 
any adverse event – 84d Dichotomous  20 4 (20.0%)  20 1 (4.8%)  OR=4.750 (CI: 0.481, 46.906) 
headache – 84d Dichotomous  20 0 (0.0%)  20 0 (0.0%)  OR=1.000 (CI: 0.019, 52.849) 
headache – 84d Dichotomous  20 0 (0.0%)  21 0 (0.0%)  OR=1.000 (CI: 0.019, 52.849) 
Nausea – 84d Dichotomous  20 2 (10.0%)  21 1 (4.8%)  OR=2.111 (CI: 0.176, 25.349) 
Nausea – 84d Dichotomous  20 2 (10.0%)  20 1 (4.8%)  OR=2.111 (CI: 0.176, 25.349) 
Sedation – 84d Dichotomous  20 1 (5.0%)  21 0 (0.0%)  OR=3.154 (CI: 0.121, 82.165) 
Sedation – 84d Dichotomous  20 1 (5.0%)  20 0 (0.0%)  OR=3.154 (CI: 0.121, 82.165) 
Weight gain – 84d Dichotomous  20 0 (0.0%)  20 0 (0.0%)  OR=1.000 (CI: 0.019, 52.849) 
Weight gain – 84d Dichotomous  20 0 (0.0%)  21 0 (0.0%)  OR=1.000 (CI: 0.019, 52.849) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  20 0 (0.0%)  20 1 (4.8%)  OR=0.317 (CI: 0.012, 8.260) 
due to lack of efficacy – 84d Dichotomous  20 0 (0.0%)  21 1 (4.8%)  OR=0.317 (CI: 0.012, 8.260) 


 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Arbaiza & Vidal (2007) 


Pain category Peripheral pain 


Study design Country: Peru 


Design: Parallel 


Inclusion criteria: NCP of moderate to severe intensity with a duration of at least 3 months 


Exclusion criteria: Patients who were unable to provide adequate information about their pain, or had mainly somatic, visceral or sympathetically 
maintained pain. Also excluded were those scheduled for surgery, radiotherapy, chemotherapy or hormone therapy, use of tricyclic antidepressants, 
tramadol or othe types of opioid, change in dosage of antiepileptics within 30 days prior to the study, respiratory failure, COPD, intracranial hypertension, 
dependance on opioid analgesics, alcohol or other drugs, history of psychiatric illness 


Study length (days): 42 


Intention-to-treat analysis? No 


Participants Total number of patients: 36 


Number of males: 14 (38.9%) 


Underlying cause of neuropathic pain: Mixed pain (incl cancer&chemotherpy-induced) 


Mean duration of NP (in months): 4 


Baseline pain severity: 7 (NRS (average of arm means)) 
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Mean age: 49.86 


Intervention(s) (1) Tramadol 2.5mg drops (flexible dose) 


Intervention: tramadol 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 254mg/d 
Range: 239.8–359.7 
Notes: Tramadol was administered 1mg/kg of bodyweight every 6 hours (concentration 2.5mg per drop). Mean number of drops every 6 hours was 27.5 
(tramadol) and 25.4 (placebo) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Previous anticonvulsants, paracetamol as rescue analgesic) 


Outcomes 
measures and 
effect sizes 


   TRAMADOL 2.5MG DROPS (FLEXIBLE DOSE)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  18  6.8  18  7   
VAS – 42d Continuous  13  2.9  12  4.3  MD=-1.400 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 42d Dichotomous  13 3 (23.1%)  12 8 (66.7%)  OR=0.150 (CI: 0.026, 0.874) 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  18 3 (16.7%)  18 0 (0.0%)  OR=8.355 (CI: 0.400, 174.498) 
adverse events: 


any adverse event – 42d Dichotomous  18 7 (38.9%)  18 0 (0.0%)  OR=24.130 (CI: 1.256, 463.720) 
 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Arezzo et al. (2008) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 
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Inclusion criteria: Duration of PDN >3months, VASpi >40mm (greater than or equal to 4 on NRS over last 7 days), 18 years or older 


Exclusion criteria: creatinine clearance rates of 60 ml/min or less, conditions that could confound assessment of pain due to PDN, prior use of potential 
retinotoxins, use of medications and supplemens commonly used for relief of pain, antiepileptics, anti-depressants (except stable SSRIs for anxiety or 
depression), NSAIDs 


Study length (days): 91 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 167 


Number of males: 103 (61.7%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 55.8 


Baseline pain severity: 6.43 (NRS) 


Mean age: 58 


Intervention(s) (1) Pregabalin 600mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 13 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 
Notes: taken in 2 tablets each day; 1 week titration period - starting with single dose of 150 mg/d on day 1, 2-150 mg/d on day 2-6, and 2-300 mg/d on 
day 7 and continued for remainder of the study 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Yes (medications to treat NP excluded (including anti-epileptics, anti-depressants, NSAIDs); however, aspirin for 
cardiac and stroke prophylaxis (up to 325 mg/d), acetaminophen (up to 4 g/d) also allowed, SSRIs for depression or anxiety (if stable), benzodiazepines 
such as lorazepam for sleep problems (stable dose for greater than 30 days); SSRIs could be considered concomitant medications) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN 600MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  82  6.28 (SD 1.47)  85  6.58 (SD 1.58)   


patient-reported global improvement: 
PGIC - much worse – 91d Dichotomous  82 0 (0.0%)  85 0 (0.0%)  OR=1.036 (CI: 0.020, 52.842) 
PGIC - moderately worse – 91d Dichotomous  82 0 (0.0%)  85 2 (2.4%)  OR=0.202 (CI: 0.010, 4.281) 
PGIC - minimally worse – 91d Dichotomous  82 5 (6.1%)  85 10 (11.8%)  OR=0.487 (CI: 0.159, 1.492) 
PGIC - no change – 91d Dichotomous  82 11 (13.4%)  85 28 (32.9%)  OR=0.315 (CI: 0.145, 0.688) 
PGIC - minimally better – 91d Dichotomous  82 14 (17.1%)  85 10 (11.8%)  OR=1.544 (CI: 0.643, 3.705) 
PGIC - moderately better – 91d Dichotomous  82 28 (34.1%)  85 19 (22.4%)  OR=1.801 (CI: 0.908, 3.572) 
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PGIC - at least moderately better – 91d Dichotomous  82 52 (63.4%)  85 35 (41.2%)  OR=2.476 (CI: 1.328, 4.618) 
PGIC - much better – 91d Dichotomous  82 24 (29.3%)  85 16 (18.8%)  OR=1.784 (CI: 0.866, 3.675) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 91d Continuous  82  2.64  85  3.72  MD=-1.080 (CI: -1.750, -0.410) 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 91d Dichotomous  82 14 (17.1%)  85 10 (11.8%)  OR=1.544 (CI: 0.643, 3.705) 
adverse events: 


Dizziness – 91d Dichotomous  82 27 (32.9%)  85 5 (5.9%)  OR=7.855 (CI: 2.849, 21.654) 
Dry mouth – 91d Dichotomous  82 1 (1.2%)  85 4 (4.7%)  OR=0.250 (CI: 0.027, 2.285) 
euphoria – 91d Dichotomous  82 0 (0.0%)  85 3 (3.5%)  OR=0.143 (CI: 0.007, 2.809) 
oedema – 91d Dichotomous  82 0 (0.0%)  85 3 (3.5%)  OR=0.143 (CI: 0.007, 2.809) 
Peripheral oedema – 91d Dichotomous  82 30 (36.6%)  85 27 (31.8%)  OR=1.239 (CI: 0.653, 2.352) 
Somnolence – 91d Dichotomous  82 11 (13.4%)  85 5 (5.9%)  OR=2.479 (CI: 0.822, 7.480) 
Weight gain – 91d Dichotomous  82 12 (14.6%)  85 1 (1.2%)  OR=14.400 (CI: 1.827, 113.492) 


treatment withdrawal: 
unspecified/other reason – 91d Dichotomous  82 28 (34.1%)  85 24 (28.2%)  OR=1.318 (CI: 0.683, 2.542) 


use of rescue medication: 
proportion taking up to 4 g/d of paracetamol – 91d Dichotomous  82 6 (7.3%)  85 7 (8.2%)  OR=0.880 (CI: 0.283, 2.738) 


ITT/LOCF (last-observation carried forward) 
pain score: 


NRS/NRS Pain – 91d Continuous  82  3.54  85  4.82  MD=-1.280 (CI: -1.960, -0.600) 
NRS/NRS Pain – 91d Mean change  82  -2.74  85  -1.76  MD=-0.980 


ITT/BOCF (baseline observation carried forward) 
pain score: 


NRS/NRS Pain – 91d Continuous  82  4.32  85  5.03  MD=-0.710 (CI: -1.390, -0.030) 
 


Comments no comments 


Definitions of abbreviations are given at the end of this document. 


 


Study Backonja et al. (1998) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Painful diabetic neuropathy for of 1-5 years, Pain score VAS at least 40mm 


Exclusion criteria: Presence of other severe pain that could confound assessment or self evaluation of the pain due to diabetic neuropathy, receipt of any 
investigational drug within 30 days prior to screening, amputation other than toes, creatinine clearance of less than 60mL/min. 


Study length (days): 56 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 165 
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Number of males: 99 (60.0%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.45 (NRS (average of arm means)) 


Mean age: 53 


Intervention(s) (1) Gabapentin 3600mg/d 


Intervention: gabapentin 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 3600mg/d 
Notes: 4 week titration: week 1: 900 mg/d, week 2: 1800 mg/d, week 3: 2400 mg/d, week 4: 3600 mg/d 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (SSRIs (which could be considered concomitant medications) but others which could affect symptoms of PDN 
were prohibited; paracetamol or asprin were allowed) 


Outcomes 
measures and 
effect sizes 


   GABAPENTIN 3600MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
McGill VAS – 0d Continuous  82  67.7  79  71.2   
McGill VAS – 56d Continuous  82  36.9  79  53.8  MD=-16.900 
PPI (from MPQ) – 0d Continuous  81  2.4  79  2.4   
PPI (from MPQ) – 56d Continuous  81  1.2  79  1.8  MD=-0.600 
SF McGill – 0d Continuous  82  20.5  79  21   
SF McGill – 56d Continuous  82  10.9  79  16.8  MD=-5.900 


patient-reported global improvement: 
PGIC - worse (all grades) – 56d Dichotomous  79 2 (2.5%)  76 13 (17.1%)  OR=0.126 (CI: 0.027, 0.579) 
PGIC - no change or minimally better – 56d Dichotomous  79 30 (38.0%)  76 38 (50.0%)  OR=0.612 (CI: 0.323, 1.160) 
PGIC - at least moderately better – 56d Dichotomous  79 47 (59.5%)  76 25 (32.9%)  OR=2.996 (CI: 1.554, 5.776) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


POMS – 0d Continuous  76  33  73  40   
POMS – 56d Continuous  76  22.8  73  31.9  MD=-9.140 (CI: -17.290, -0.990) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  84 7 (8.3%)  81 5 (6.2%)  OR=1.382 (CI: 0.420, 4.545) 
adverse events: 


Confusion Dichotomous  84 7 (8.3%)  81 1 (1.2%)  OR=7.273 (CI: 0.874, 60.501) 
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Diarrhoea Dichotomous  84 9 (10.7%)  81 7 (8.6%)  OR=1.269 (CI: 0.449, 3.584) 
Dizziness – 56d Dichotomous  84 20 (23.8%)  81 4 (4.9%)  OR=6.016 (CI: 1.956, 18.502) 
headache Dichotomous  84 9 (10.7%)  81 3 (3.7%)  OR=3.120 (CI: 0.813, 11.970) 
Nausea – 56d Dichotomous  84 7 (8.3%)  81 4 (4.9%)  OR=1.750 (CI: 0.492, 6.222) 
Somnolence – 56d Dichotomous  84 19 (22.6%)  81 5 (6.2%)  OR=4.443 (CI: 1.572, 12.561) 


overall improvement in quality of life: 
SF36 bodily pain – 0d Continuous  77  40.6  76  37.5   
SF36 bodily pain – 56d Continuous  77  55.2  76  47.4  MD=7.800 
SF36 vitality – 0d Continuous  78  41.5  76  40.8   
SF36 vitality – 56d Continuous  78  53.5  76  43.7  MD=9.800 
SF36 mental health – 0d Continuous  78  72  76  66.5   
SF36 mental health – 56d Continuous  78  75.7  76  70.4  MD=5.300 


treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  84 1 (1.2%)  81 5 (6.2%)  OR=0.183 (CI: 0.021, 1.603) 
unspecified/other reason – 56d Dichotomous  84 3 (3.6%)  81 3 (3.7%)  OR=0.963 (CI: 0.189, 4.916) 
protocol deviation – 56d Dichotomous  84 3 (3.6%)  81 3 (3.7%)  OR=0.963 (CI: 0.189, 4.916) 


ITT/LOCF (last-observation carried forward) 
pain score: 


NRS/NRS Pain – 0d
a
 Continuous  82  6.4 (SD 1.36)  80  6.5 (SD 1.57)   


NRS/NRS Pain – 56d Continuous  82  3.9  80  5.1  MD=-1.200 (CI: -1.840, -0.560) 
patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 0d Continuous  82  5.2  80  5.1   
NRS Sleep – 56d Continuous  82  2.3  80  3.8  MD=-1.470 (CI: -2.170, -0.770) 


Observed cases 
pain score: 


NRS/NRS Pain – 0d
a
 Continuous  82  6.4 (SD 1.36)  80  6.5 (SD 1.57)   


NRS/NRS Pain – 28d
a
 Continuous  70  4.1 (SD 2.38)  65  5 (SD 2.24)  MD=-0.900 (CI: -1.262, -0.538) 


NRS/NRS Pain – 56d
a
 Continuous  70  3.6 (SD 2.3)  65  4.55 (SD 2.42)  MD=-0.950 (CI: -1.357, -0.543) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
b
 Continuous  82  5.2 (SD 2.26)  80  5.1 (SD 2.24)   


Normalised (10-pt) sleep interference measure – 56d
b
 Continuous  70  1.9 (SD 2.51)  65  2.95 (SD 2.22)   


NRS Sleep – 0d
a
 Continuous  82  5.2 (SD 2.26)  80  5.1 (SD 2.24)   


NRS Sleep – 56d
a
 Continuous  70  1.9 (SD 2.51)  65  2.95 (SD 2.22)  MD=-1.050 (CI: -1.474, -0.626) 


a
 SD calculated from unlabelled error bars (assumed to be SEMs) 


b
 SD calculated from unlabelled error bars (assumed to be SEMs); based on NRS Sleep 


Comments there was a 1 week baseline period but it is not clear if this was drug-free; ITT analysis included all patients randomised who received at least 1 dose of 
study medication (however, patients with no data recorded for a particular parameter were automatically excluded from analyses of that parameter) 


Definitions of abbreviations are given at the end of this document. 


 


Study Backonja et al. (2008) 


Pain category Peripheral pain 
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Study design Country: USA 


Design: Parallel 


Inclusion criteria: Aged 18 and over with a diagnosis of PHN and an average NPRS score of 3-9 (inclusive) were eligible if at least 6 months had elapsed 
since vesicle crusting 


Exclusion criteria: Pain at or around facial area 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 402 


Number of males: 190 (47.3%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 46.8 


Baseline pain severity: 5.9 (NRS (average of arm means)) 


Mean age: 71.1 


Intervention(s) (1) Capasaicin 8% patch (60 minutes only) 


Intervention: capsaicin patch 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: Study reports 8% capsaicin patch, applied for 60 minutes once (topical anaesthetic cream applied 60 mins before patches) 


(2) Active placebo patch 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: As with capsaicin patch, this was applied for 1 hr then removed (topical anaesthetic cream applied 60 mins before patches) 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (stable dosages of long-term pain medications for at least 21 days before treatment and must stay on a stable 
dose during the study duration; opioids rescue meds only up to 5 days after application and then as needed but not permited after day 5, topical 
medications not allowed) 


Outcomes 
measures and 
effect sizes 


   
CAPASAICIN 8% PATCH (60 
MINUTES ONLY)  


ACTIVE PLACEBO 
PATCH   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 28d


a
 


Percentage change from 
baseline  190  -30 (SD 2)  202  -22 (SD 1.5)  


MD=-8.000 (CI: -8.352, -
7.648) 


NRS/NRS Pain – 56d
a
 


Percentage change from 
baseline  184  -31.5 (SD 2)  196  -21 (SD 2)  


MD=-10.500 (CI: -10.902, 
-10.098) 


NRS/NRS Pain – 84d
a
 


Percentage change from 
baseline  172  -32 (SD 2.5)  185  -23 (SD 3)  


MD=-9.000 (CI: -9.571, -
8.429) 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     10 of 283 
 
 


at least 30% pain reduction (NRS) 
– 56d


b
 


Dichotomous from baseline to 
average f-u  205 87   197 63   


OR=1.568 (CI: 1.043, 
2.358) 


at least 30% pain reduction (NRS) 
– 84d


c
 


Dichotomous from baseline to 
average f-u  205 91   197 69   


OR=1.481 (CI: 0.991, 
2.213) 


patient-reported global improvement: 
PGIC - worse (all grades) or no 
change – 84d Dichotomous  205 92 (44.9%)  197 111 (56.3%)  


OR=0.631 (CI: 0.425, 
0.935) 


PGIC - better (all grades) – 84d Dichotomous  205 114 (55.6%)  197 85 (43.1%)  
OR=1.651 (CI: 1.113, 
2.448) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  205 1 (0.5%)  197 0 (0.0%)  
OR=2.897 (CI: 0.117, 
71.547) 


adverse events: 
Dizziness – 84d Dichotomous  205 5 (2.4%)  197 6 (3.0%)  


OR=0.796 (CI: 0.239, 
2.651) 


headache – 84d Dichotomous  205 7 (3.4%)  197 8 (4.1%)  
OR=0.835 (CI: 0.297, 
2.348) 


Nausea – 84d Dichotomous  205 8 (3.9%)  197 2 (1.0%)  
OR=3.959 (CI: 0.830, 
18.881) 


oedema – 84d Dichotomous  205 12 (5.9%)  197 2 (1.0%)  
OR=6.062 (CI: 1.339, 
27.445) 


Pruritus – 84d Dichotomous  205 10 (4.9%)  197 6 (3.0%)  
OR=1.632 (CI: 0.582, 
4.580) 


site erythema – 84d Dichotomous  205 193 (94.1%)  197 128 (65.0%)  
OR=8.670 (CI: 4.515, 
16.649) 


site pain – 84d Dichotomous  205 114 (55.6%)  197 43 (21.8%)  
OR=4.487 (CI: 2.901, 
6.939) 


Vomiting – 84d Dichotomous  205 6 (2.9%)  197 3 (1.5%)  
OR=1.950 (CI: 0.481, 
7.906) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  205 10 (4.9%)  197 9 (4.6%)  


OR=1.071 (CI: 0.426, 
2.695) 


unspecified/other reason – 84d Dichotomous  205 4 (2.0%)  197 6 (3.0%)  
OR=0.633 (CI: 0.176, 
2.280) 


lost to follow-up – 84d Dichotomous  205 3 (1.5%)  197 2 (1.0%)  
OR=1.448 (CI: 0.239, 
8.760) 


poor compliance – 84d Dichotomous  205 1 (0.5%)  197 1 (0.5%)  
OR=0.961 (CI: 0.060, 
15.467) 


All withdrawals – 84d Dichotomous  205 19 (9.3%)  197 18 (9.1%)  
OR=1.016 (CI: 0.516, 
1.998) 


a
 extracted from graph 


b
 Baseline to weeks 2-8 


c
 Baseline to weeks 2-12 


 


Graph from which NRS data extracted appeared to have an error: the key appeared reversed with control doing better than the intervention group. 
However, as the data in the text stated that the intervention group had better pain relief, it was presumed that the key on the graph was incorrect. 


Comments study had a baseline screening period of at least 14 days (unclear if any of this was drug-free); 1 patient randomised to intervention had the control patch 
instead - they were included in the intervention group for efficacy analyses but in the control group for safety analyses; authors did not use week 1 scores 
so as to avoid potentially confounding effect of opioid rescue medications taken during days 0 to 5 


Definitions of abbreviations are given at the end of this document. 
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Study Bansal et al. (2009) 


Pain category Peripheral pain 


Study design Country: India 


Design: Crossover 


Inclusion criteria: 18 and 75 years with PDN from Type 2 diabetes mellitus for at least 1 month, and having pain of more than 50% as assessed by VAS 
were eligible to be recruited in the study 


Exclusion criteria: clinically significant or unstable medical or psychiatric illnesses, history of renal or liver disease, epilepsy, psychiatric illness, 
uncontrolled hypertension, malignancy and substance abuse, pregnancy, women intending to become pregnant, lactating mothers, patietns with 
evidence of other causes of neuropathy and painful conditions, those taking anticonvulsants, antidepressants, local anaesthetics and opioids, and recent 
treatment with any investigational drugs within the last 30 days 


Study length (days): 98 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 51 


Number of males: 19 (37.3%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 12 


Baseline pain severity: 70 (VAS (median)) 


Mean age: 54.5 


Intervention(s) (1) Amitriptyline flexi-dose (10-50mg) 


Intervention: amitriptyline 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 16mg/d 
Range: 10–50 
Notes: starting dose was 10 mg and upward titration (if required) after 1 week and then after 3 weeks, depending on therapeutic response 


(2) Pregabalin flexi-dose (150-600mg) 


Intervention: pregabalin 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 218mg/d 
Range: 150–600 
Notes: starting dose was 75 mg and upward titration (if required) after 1 week and then after 3 weeks, depending on therapeutic response 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? No (those taking anti-convulsants, anti-depressants, local anaesthetics and opioids were all excluded; any 
treatments for DPN were discontinued for 1 week; rescue medications allowed (up to 3g/day of paracetamol) during the run-in period and washout 
period.) 
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Outcomes 
measures and 
effect sizes 


   
AMITRIPTYLINE FLEXI-DOSE (10-
50MG)  


PREGABALIN FLEXI-DOSE (150-
600MG)   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  44  med: 70


a
  44  med: 70


b
   


VAS – 35d Continuous  44  med: 42.5
c
  44  med: 40


d
   


at least 50% pain reduction (VAS) – 35d Dichotomous  51 15 (29.4%)  51 21 (41.2%)   
SF McGill – 0d Continuous  44  med: 9


e
  44  med: 9


f
   


SF McGill – 35d Continuous  44  med: 5
g
  44  med: 4


h
   


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 35d Dichotomous  51 17
i
 (33.3%)  51 6


j
 (11.8%)  


OR=3.988 (CI: 1.391, 
11.434) 


any major adverse event – 35d Dichotomous  44 17
i
 (33.3%)  44 6


j
 (11.8%)  


OR=3.988 (CI: 1.391, 
11.434) 


adverse events: 
Confusion – 35d Dichotomous  44 0 (0.0%)  44 1 (2.0%)  


OR=0.326 (CI: 0.013, 
8.219) 


Confusion – 35d Dichotomous  51 0 (0.0%)  51 1 (2.0%)  
OR=0.326 (CI: 0.013, 
8.219) 


Constipation – 35d Dichotomous  44 2 (3.9%)  44 3 (5.9%)  
OR=0.651 (CI: 0.103, 
4.099) 


Constipation – 35d Dichotomous  51 2 (3.9%)  51 3 (5.9%)  
OR=0.651 (CI: 0.103, 
4.099) 


daytime somnolence – 35d Dichotomous  51 2 (3.9%)  51 3 (5.9%)  
OR=0.651 (CI: 0.103, 
4.099) 


daytime somnolence – 35d Dichotomous  44 2 (3.9%)  44 3 (5.9%)  
OR=0.651 (CI: 0.103, 
4.099) 


Dizziness – 35d Dichotomous  51 2 (3.9%)  51 3 (5.9%)  
OR=0.651 (CI: 0.103, 
4.099) 


Dizziness – 35d Dichotomous  44 2 (3.9%)  44 3 (5.9%)  
OR=0.651 (CI: 0.103, 
4.099) 


Dry mouth – 35d Dichotomous  51 2 (3.9%)  51 0 (0.0%)  
OR=5.235 (CI: 0.244, 
112.252) 


Dry mouth – 35d Dichotomous  44 2 (3.9%)  44 0 (0.0%)  
OR=5.235 (CI: 0.244, 
112.252) 


flu-like symptoms – 35d Dichotomous  51 0 (0.0%)  51 1 (2.0%)  
OR=0.326 (CI: 0.013, 
8.219) 


flu-like symptoms – 35d Dichotomous  44 0 (0.0%)  44 1 (2.0%)  
OR=0.326 (CI: 0.013, 
8.219) 


headache – 35d Dichotomous  51 0 (0.0%)  51 1 (2.0%)  
OR=0.326 (CI: 0.013, 
8.219) 


headache – 35d Dichotomous  44 0 (0.0%)  44 1 (2.0%)  
OR=0.326 (CI: 0.013, 
8.219) 


increase in sleep duration – 35d Dichotomous  44 18 (35.3%)  44 6 (11.8%)  
OR=4.385 (CI: 1.534, 
12.530) 


increase in sleep duration – 35d Dichotomous  51 18 (35.3%)  51 6 (11.8%)  
OR=4.385 (CI: 1.534, 
12.530) 


Peripheral oedema – 35d Dichotomous  51 0 (0.0%)  51 2 (3.9%)  
OR=0.191 (CI: 0.009, 
4.096) 
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Peripheral oedema – 35d Dichotomous  44 0 (0.0%)  44 2 (3.9%)  
OR=0.191 (CI: 0.009, 
4.096) 


Postural hypotension – 35d Dichotomous  51 1 (2.0%)  51 0 (0.0%)  
OR=3.069 (CI: 0.122, 
77.410) 


Postural hypotension – 35d Dichotomous  44 1 (2.0%)  44 0 (0.0%)  
OR=3.069 (CI: 0.122, 
77.410) 


tiredness – 35d Dichotomous  44 5 (9.8%)  44 0 (0.0%)  
OR=12.392 (CI: 0.664, 
231.291) 


tiredness – 35d Dichotomous  51 5 (9.8%)  51 0 (0.0%)  
OR=12.392 (CI: 0.664, 
231.291) 


Urine retention – 35d
k
 Dichotomous  44 2 (3.9%)  44 0 (0.0%)  


OR=5.235 (CI: 0.244, 
112.252) 


Urine retention – 35d
k
 Dichotomous  51 2 (3.9%)  51 0 (0.0%)  


OR=5.235 (CI: 0.244, 
112.252) 


use of rescue medication: 
proportion taking up to 3 g/d of 
paracetamol – 35d Dichotomous  51 2 (3.9%)  51 0 (0.0%)  


OR=5.235 (CI: 0.244, 
112.252) 


proportion taking up to 3 g/d of 
paracetamol – 35d Dichotomous  44 2 (3.9%)  44 0 (0.0%)  


OR=5.235 (CI: 0.244, 
112.252) 


a
 IQR: 70-80 


b
 IQR: 65-75 


c
 IQR: 30-57 


d
 IQR: 30-60 


e
 IQR: 9-11 


f
 IQR: 8-11 


g
 IQR: 3-6 


h
 IQR: 3-7 


i
 due to dizziness, postural hypotension, difficulty with urination and constipation, dry mouth, daytime somnolence and increased sleep 
j
 due to daytime somnolence, peripheral oedema and constipation 
k
 defined as difficulty in urination 


Comments patients with prior exposure to gabapentin, pregabalin, amitriptyline, or other medications for DPN were permitted to enter (regardless of dose used and 
duration of treatment); authors report that ITT was performed but 7 dropouts were not included in the ITT analysis as they did not receive a single dose of 
both treatments 


Definitions of abbreviations are given at the end of this document. 


 


Study Bernstein et al. (1989) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Aged 54 and 90 years with severe intractable PHN for at least 12 months poorly or incompletely controlled with oral analgesics, 
antidepressants or anticonvulsants 


Exclusion criteria: None described 


Study length (days): 42 
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Intention-to-treat analysis? No 


Participants Total number of patients: 32 


Number of males: 12 (37.5%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 35.9 


Baseline pain severity: 71.25 (VAS (average of arm means)) 


Mean age: 72.45 


Intervention(s) (1) Capsaicin 0.075% applied 3-4 times per day 


Intervention: capsaicin cream 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Notes: patients were instructed to use the cream 3-4 times per day 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Notes: Unclear if the placebo was active or not 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (previous oral medications for pain) 


Outcomes 
measures and 
effect sizes 


   CAPSAICIN 0.075% APPLIED 3-4 TIMES PER DAY  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  16  71  16  71.5   
VAS – 42d Continuous  16  50  16  72.5  MD=-22.500 
at least 30% pain reduction (VAS) – 28d


a
 Dichotomous  16 9 (56.3%)  16 3 (18.8%)   


at least 30% pain reduction (VAS) – 42d
a
 Dichotomous  16 9 (56.3%)  16 1 (6.3%)  OR=11.667 (CI: 1.227, 110.953) 


adverse events: 
Burning pain – 42d


b
 Dichotomous  16 5 (31.3%)  16 2 (12.5%)  OR=3.182 (CI: 0.516, 19.639) 


a
 40% reduction recorded as 30% reduction 


b
 Ns estimated as exact numbers not reported 


Comments while there was no drug-free baseline period, all topical medications were discontinued at least 7 days before the study (oral medications were allowed); 
3 patients were lost to follow-up but it was not clear what group they were in and no reasons were given 


Definitions of abbreviations are given at the end of this document. 


 


Study Beydoun et al. (2006) 
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Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Painful diabetic neuropathy of 6 month to 5 years VASpi at least 50mm 


Exclusion criteria: Patients with other types of pain, clinically significant medical or psychiatric illness, history of hyponatremia or non compliance, drug or 
alcohol abuse in the past year, amputations other than toes, treatment with lithium or MAOI, previous treatment with oxcarbazepine, or history of 
sensitivity to carbamazepine or its metabolites 


Study length (days): 112 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 347 


Number of males: 192 (55.3%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 33.3 


Baseline pain severity: 74.35 (VAS (mean of arm means)) 


Mean age: 60.7 


Intervention(s) (1) oxcarbazepine 600 mg/d 


Intervention: oxcarbazepine 
Length of treatment (weeks): 16 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 
Notes: 4 week titration, 12 week maintenance 


(2) oxcarbazepine 1200 mg/d 


Intervention: oxcarbazepine 
Length of treatment (weeks): 16 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 1200mg/d 
Notes: 4 week titration, 12 week maintenance 


(3) oxcarbazepine 1800 mg/d 


Intervention: oxcarbazepine 
Length of treatment (weeks): 16 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 1800mg/d 
Notes: 4 week titration, 12 week maintenance 


(4) Placebo 


Intervention: placebo 
Length of treatment (weeks): 16 
Fixed/flexible dose regimen: Fixed dose 
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Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? Yes (current neuropathic pain treatment regimen must be stopped 2 weeks before entry; however SSRIs (which 
could be considered concomitant medications) and benzodiazepines were allowed; paracetamol as rescue only) 


Outcomes 
measures and 
effect sizes 


   OXCARBAZEPINE 600 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  83  76.9 (SD 14.2)  89  70.8 (SD 13.2)   
VAS – 112d Mean change  83  -25.9  89  -19.1  MD=-6.800 


patient-reported global improvement: 
GATE- much/very much improved – 112d


a
 Dichotomous  83 30 (36.1%)  89 33 (37.1%)  OR=0.961 (CI: 0.516, 1.787) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 112d Dichotomous  83 9 (10.8%)  89 6 (6.7%)  OR=1.682 (CI: 0.572, 4.952) 
adverse events: 


Dizziness – 112d Dichotomous  83 5 (6.0%)  89 2 (2.2%)  OR=2.788 (CI: 0.526, 14.784) 
Fatigue – 112d Dichotomous  83 4 (4.8%)  89 6 (6.7%)  OR=0.700 (CI: 0.190, 2.576) 
headache – 112d Dichotomous  83 9 (10.8%)  89 7 (7.9%)  OR=1.425 (CI: 0.505, 4.017) 
Nausea – 112d Dichotomous  83 2 (2.4%)  89 5 (5.6%)  OR=0.415 (CI: 0.078, 2.199) 
Somnolence – 112d Dichotomous  83 2 (2.4%)  89 3 (3.4%)  OR=0.708 (CI: 0.115, 4.346) 


treatment withdrawal: 
due to lack of efficacy – 112d Dichotomous  83 2 (2.4%)  89 5 (5.6%)  OR=0.415 (CI: 0.078, 2.199) 
unspecified/other reason – 112d Dichotomous  83 4 (4.8%)  89 5 (5.6%)  OR=0.851 (CI: 0.220, 3.282) 
protocol deviation – 112d Dichotomous  83 1 (1.2%)  89 1 (1.1%)  OR=1.073 (CI: 0.066, 17.439) 


a
 approximated to nearest integer (percentages only presented in text) 


 


   OXCARBAZEPINE 1200 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  87  75.7 (SD 13.8)  89  70.8 (SD 13.2)   
VAS – 112d Mean change  87  -29  89  -19.1  MD=-9.900 


patient-reported global improvement: 
GATE- much/very much improved – 112d


a
 Dichotomous  87 44 (50.6%)  89 33 (37.1%)  OR=1.736 (CI: 0.952, 3.168) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 112d Dichotomous  87 20 (23.0%)  89 6 (6.7%)  OR=4.129 (CI: 1.569, 10.865) 
adverse events: 


Dizziness – 112d Dichotomous  87 16 (18.4%)  89 2 (2.2%)  OR=9.803 (CI: 2.181, 44.066) 
Fatigue – 112d Dichotomous  87 11 (12.6%)  89 6 (6.7%)  OR=2.002 (CI: 0.706, 5.677) 
headache – 112d Dichotomous  87 9 (10.3%)  89 7 (7.9%)  OR=1.352 (CI: 0.480, 3.806) 
Nausea – 112d Dichotomous  87 13 (14.9%)  89 5 (5.6%)  OR=2.951 (CI: 1.005, 8.671) 
Somnolence – 112d Dichotomous  87 5 (5.7%)  89 3 (3.4%)  OR=1.748 (CI: 0.405, 7.549) 


treatment withdrawal: 
due to lack of efficacy – 112d Dichotomous  87 4 (4.6%)  89 5 (5.6%)  OR=0.810 (CI: 0.210, 3.121) 
unspecified/other reason – 112d Dichotomous  87 5 (5.7%)  89 5 (5.6%)  OR=1.024 (CI: 0.286, 3.671) 
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protocol deviation – 112d Dichotomous  87 5 (5.7%)  89 1 (1.1%)  OR=5.366 (CI: 0.614, 46.902) 


a
 approximated to nearest integer (percentages only presented in text) 


 


   OXCARBAZEPINE 1800 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  88  71.3 (SD 15.6)  89  70.8 (SD 13.2)   
VAS – 112d Mean change  88  -26.5  89  -19.1  MD=-7.400 


patient-reported global improvement: 
GATE- much/very much improved – 112d


a
 Dichotomous  88 43 (48.9%)  89 33 (37.1%)  OR=1.622 (CI: 0.890, 2.954) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 112d Dichotomous  88 36 (40.9%)  89 6 (6.7%)  OR=9.577 (CI: 3.774, 24.302) 
adverse events: 


Dizziness – 112d Dichotomous  88 30 (34.1%)  89 2 (2.2%)  OR=22.500 (CI: 5.176, 97.800) 
Fatigue – 112d Dichotomous  88 13 (14.8%)  89 6 (6.7%)  OR=2.398 (CI: 0.868, 6.626) 
headache – 112d Dichotomous  88 10 (11.4%)  89 7 (7.9%)  OR=1.502 (CI: 0.545, 4.142) 
Nausea – 112d Dichotomous  88 17 (19.3%)  89 5 (5.6%)  OR=4.023 (CI: 1.413, 11.449) 
Somnolence – 112d Dichotomous  88 9 (10.2%)  89 3 (3.4%)  OR=3.266 (CI: 0.854, 12.496) 


treatment withdrawal: 
due to lack of efficacy – 112d Dichotomous  88 2 (2.3%)  89 5 (5.6%)  OR=0.391 (CI: 0.074, 2.070) 
unspecified/other reason – 112d Dichotomous  88 8 (9.1%)  89 5 (5.6%)  OR=1.680 (CI: 0.527, 5.351) 
protocol deviation – 112d Dichotomous  88 2 (2.3%)  89 1 (1.1%)  OR=2.047 (CI: 0.182, 22.987) 


a
 approximated to nearest integer (percentages only presented in text) 


Comments ITT population included all patients that were randomised and had provided at least one day of electronic diary data for the VAS during treatment 
(dichotomous outcomes were recorded by reviewers as patient randomised, regardless of data available) 


Definitions of abbreviations are given at the end of this document. 


 


Study Biesbroeck et al. (1995) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: PDN of at least 24 months aged between 21 and 85, with at least moderate daily pain interfering with activities or sleep 


Exclusion criteria: - 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 235 


Number of males: 132 (56.2%) 
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Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 105.96 


Baseline pain severity: 63.1 (VAS) 


Mean age: 60 


Intervention(s) (1) Amitriptyline 125mg/d + placebo cream 


Intervention: amitriptyline 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Range: 25–125 
Notes: maximum of 5 25 mg capsules per day (ie. 125 mg) 


(2) Topical capasaicin 0.075% applied 4 times per day + placebo capsules 


Intervention: capsaicin cream 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Notes: cream applied to painful area four times daily during the study 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Yes (amitriptyline or other trycyclics and all topical medicines for the affected area were discontinued at least 7 
days before the study enrollment but any other long-term therapy associated with neuropathy could be continued without change in dosage or frequency 
during the study) 


Outcomes 
measures and 
effect sizes 


   
AMITRIPTYLINE 125MG/D + 
PLACEBO CREAM  


TOPICAL CAPASAICIN 0.075% APPLIED 4 TIMES PER 
DAY + PLACEBO CAPSULES   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  108  64.5  104  61.7   


VAS – 56d 
Mean 
change  108  -29.1 (SD 3)  104  -26.1 (SD 2.9)  


MD=-3.000 (CI: -3.794, -
2.206) 


pain relief: 
VAS/VASpr – 
56d Continuous  108  57 (SD 3.6)  104  55.1 (SD 3.5)  


MD=1.900 (CI: 0.944, 
2.856) 


adverse events: 
Burning pain – 
56d Dichotomous  117 2 (1.7%)  118 68 (57.6%)  


OR=0.003 (CI: 0.000, 
0.052) 


Sedation – 56d Dichotomous  117 69 (59.0%)  118 0 (0.0%)  
OR=339.619 (CI: 20.616, 
5594.699) 


a
 change from baseline 


Comments - 


Definitions of abbreviations are given at the end of this document. 
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Study Bone et al. (2002) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: UK & Ireland 


Design: Crossover 


Inclusion criteria: Phantom limb pain >6 months duration after a previous surgical amputation, aged 18-75 years, pain score of at least 40mm on 100mm 
VAS 


Exclusion criteria: Coexisting epilepsy, known allergy to gabapentin, significant hepatic or renal insufficiency, severe hematologic disease, history of illicit 
drug or alcohol abuse, serious psychiatric condition, severe pain that could confound the assessment 


Study length (days): 91 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 19 


Number of males: 15 (78.9%) 


Underlying cause of neuropathic pain: Phantomb limb pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.4 (VAS (average of arm means); duration of time since amputation 18 months) 


Mean age: 56.25 (SD: 17.5) 


Intervention(s) (1) Gabapentin flexible dose 


Intervention: gabapentin 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Range: 300–2400 
Notes: Titrated from 300mg to 2,400mg or maximum tolerated dose 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (tricyclics allowed if stable and did not change during the study period; however, any other anti-convulsant 
therapy was discontinued before treatment; codeine(30g)/paracetamol(500g) combined tablet was allowed as rescue analgesia (max 2 tablets in 4 
hours)) 


Outcomes 
measures and 
effect sizes 


   
GABAPENTIN FLEXIBLE 
DOSE  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  19  6.1 (SD 1.8)  19  6.7 (SD 1.9)   
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VAS – 28d Continuous  19  4.1 (SD 2.7)  19  4.4 (SD 2.1)  MD=-0.300 (CI: -1.838, 1.238) 


VAS – 28d 
Mean 
change  19  -2 (SD 1.2)  19  


-2.3 (SD 
1.1)  MD=-0.300 (CI: -1.032, 0.432) 


VAS – 42d Continuous  19  2.9 (SD 2.2)  19  5.1 (SD 2.2)  MD=-2.200 (CI: -3.599, -0.801) 


VAS – 42d 
Mean 
change  19  -3.2 (SD 2.1)  19  


-1.6 (SD 
0.7)  MD=1.600 (CI: 0.605, 2.595) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 0d
a
 Continuous  19  4  19  4   


NRS Sleep – 42d
b
 Continuous  19  3  19  4  MD=-1.000 


HADS-D – 0d
c
 Continuous  19  14  19  15   


HADS-D – 42d Continuous  19  12
d
  19  14


c
  MD=-2.000 


adverse events: 
Dizziness – 42d Dichotomous  19 2 (10.5%)  19 1 (5.3%)  OR=2.118 (CI: 0.176, 25.549) 
headache – 42d Dichotomous  19 2 (10.5%)  19 1 (5.3%)  OR=2.118 (CI: 0.176, 25.549) 
Nausea – 42d Dichotomous  19 1 (5.3%)  19 1 (5.3%)  OR=1.000 (CI: 0.058, 17.249) 
Somnolence – 42d Dichotomous  19 7 (36.8%)  19 2 (10.5%)  OR=4.958 (CI: 0.873, 28.152) 


use of rescue medication: 
number of tablets (30mg codeine+500mg paracetamol) – 
42d Continuous  19  177 (SD 71)  19  187 (SD 80)  


MD=-10.000 (CI: -58.095, 
38.095) 


a
 IQR: 2-5 


b
 IQR: 1-5 


c
 IQR: 5-25 


d
 IQR: 4-22 


Comments Authors state they use ITT analyses with all randomised patients; 5 patients dropped out of the study (1 protocol violation, 1 withdrew consent and 3 did 
not complete) but it was not clear which treatment these patients were having when they dropped out 


Definitions of abbreviations are given at the end of this document. 


 


Study Boureau et al. (2003) 


Pain category Peripheral pain 


Study design Country: France 


Design: Parallel 


Inclusion criteria: Aged between 18 and 85 years with PHN for at least 3 months for a maximum of 1 year 


Exclusion criteria: Patients with symptoms or history of depression, immune depression, seizures, illicit drug abuse or recent cranial traumatism, severe 
renal, hepatic, cardiac, or respiratory pathology, hypersensitivity to tramadol or to opioids, pregnant or breastfeeding women, those on monoamine 
oxidase inhibitors within 15 days of inclusion visit or antidepressants, anticonvulsants, opioids or local/general anaesthesia within 7 days 


Study length (days): 43 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 127 


Number of males: 31 (24.4%) 
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Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 6.85 


Baseline pain severity: 60.45 (VAS (average of arm means)) 


Mean age: 66.8 


Intervention(s) (1) Tramadol up to 400 mg/d 


Intervention: tramadol 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 275.5mg/d 
Range: 100–400 
Notes: started on 100 mg/d and daily dose was increased depending on therapeutic response and on treatment acceptability (but it could not be 
decreased) - this increased from 1 tablet per day (in the evening) to 4 tablets in those aged up to 75 years and up to 3 tablets in those older than 75 
years. Maximum was 400 mgd/ in those 75 or younger and 300 mg/d in those 75 years and older. 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 307.3mg/d 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? No (those on monoamine oxidase inhibitors within 15 days of inclusion visit or antidepressants, anticonvulsants, 
opioids or local/general anaesthesia within 7 days were all excluded; Paracetamol up to 3g/d was allowed as rescue medication) 


Outcomes 
measures and 
effect sizes 


   TRAMADOL UP TO 400 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


ITT/LOCF (last-observation carried forward) 
pain score: 


VAS – 0d Continuous  63  60.5 (SD 13.8)  62  60.4 (SD 13.5)   
VAS – 43d Continuous  63  25.3 (SD 23)  62  33.6 (SD 25.4)  MD=-8.300 (CI: -16.799, 0.199) 
at least 50% pain reduction (VAS) – 43d Dichotomous  63 41 (65.1%)  62 31 (50.0%)  OR=1.864 (CI: 0.909, 3.823) 


adverse events: 
arrhthmias/dysrhythmias – 43d


a
 Dichotomous  63 1 (1.6%)  62 0 (0.0%)  OR=3.000 (CI: 0.120, 75.066) 


Nausea – 43d
b
 Dichotomous  63 11 (17.5%)  62 5 (8.1%)  OR=2.412 (CI: 0.785, 7.405) 


Urine retention – 43d
c
 Dichotomous  63 1 (1.6%)  62 1 (1.6%)  OR=0.984 (CI: 0.060, 16.087) 


treatment withdrawal: 
lost to follow-up – 43d Dichotomous  64 1 (1.6%)  63 1 (1.6%)  OR=0.984 (CI: 0.060, 16.085) 


use of rescue medication: 
proportion taking up to 3 g/d of paracetamol – 43d Dichotomous  63 14 (22.2%)  62 25 (40.3%)  OR=0.423 (CI: 0.194, 0.924) 


Per Protocol 
pain score: 


VAS – 0d Continuous  53  60.8 (SD 12.1)  55  60 (SD 13.8)   
VAS – 15d


d
 Continuous  53  35 (SD 21.1)  55  44 (SD 21.5)  MD=-9.000 (CI: -17.038, -0.962) 
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VAS – 22d
d
 Continuous  53  31 (SD 21.1)  55  40 (SD 21.5)  MD=-9.000 (CI: -17.038, -0.962) 


VAS – 43d Continuous  53  24.6 (SD 22.4)  55  31.8 (SD 25.3)  MD=-7.200 (CI: -16.204, 1.804) 


a
 described in paper as adverse effects 'Cardiovascular System' 


b
 described in paper as adverse effects 'Digestive System' 


c
 described in paper as adverse effects 'Urogenital System' 


d
 extracted from graph; dispersion in graph assumed to be SE (SD was calculated from this) 


Comments as concomitant drugs were not permitted, those taking monoamine oxidase inhibitors within 15 days of inclusion visit or antidepressants, anti-
convulsants, opioids or local/general anaesthesia within 7 days were excluded; ITT population had those from the safety population having at least one 
VAS measurement at day 43 visit (or at the final visit in case of premature discontinuation) (1 patient from each group was excluded from the efficacy 
analyses as they had no VAS measurement over the 13 days before the end visit); the per protocol population was those in the ITT population without 
major protocol deviation) 


Definitions of abbreviations are given at the end of this document. 


 


Study Breuer et al. (2007) 


Pain category Central pain 


Study design Country: USA 


Design: Crossover 


Inclusion criteria: At least 18 years of age, had a diagnosis of probable or definite MS, and reported pain with neuropathic features for at least 3 months, 
Score of 4 or higher on the 11-point Neuropathic Pain Scale (0=none, 10=the worst imaginable) 


Exclusion criteria: central pain from another condition, 2 more more MS relapses within the prior 6 months, rapid progressive course of MS, recevied 
corticosteroids for MS in the 30 days before screening, treatment of epilepsy with anticonvulsants other than lamotrigine, clinically relevant hepatic or 
renal function, neurologic or psychiatric disease sufficient to potentially compromise compliance or data collection, history of failure ot respond to 
treatment with lamotrigine, experience with lamotrigine of an adverse event preventing titration to a dose that would have provided pain relief, history of 
hypersensitivity or serious adverse event to lamotrigine 


Study length (days): 203 


Intention-to-treat analysis? No 


Participants Total number of patients: 18 


Number of males: 2 (11.1%) 


Underlying cause of neuropathic pain: MS neuropathic pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: not reported (not reported) 


Mean age: 49.3 


Intervention(s) (1) Lamotrigine flexible dose 


Intervention: lamotrigine 
Length of treatment (weeks): 13 
Fixed/flexible dose regimen: Flexible dose 
Set dose: 400mg/d 
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Range: 25–400 
Notes: 8 weeks titration, 3 weeks maintenance, 2 weeks tapering; average dose not reported but 8 of 11 study completers reached the maximum dosage 
during each of the 2 study periods, of the remaining 3 - dosages of lamotrigine were 50, 100, 300 mg/d 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks): 13 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (opioids, non-opioid analgesics (ie. NSAIDs, acetaminophen, lidocaine patch), gabapentin if doses were stable 
for at least 2 weeks prior to study enrollment and expected to remain stable throughout treatment (use of another anti-convulsants not permitted)) 


Outcomes 
measures and 
effect sizes 


   LAMOTRIGINE FLEXIBLE DOSE  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 77d Continuous  15    15    MD=0.820 (CI: -1.532, 3.172) 
at least 30% pain reduction (NRS) – 77d Dichotomous  18 5 (27.8%)  18 2 (11.1%)  OR=3.077 (CI: 0.511, 18.535) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BPI Sleep – 77d Continuous  15    15    MD=-0.020 (CI: -1.784, 1.744) 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 77d Dichotomous  18 2 (11.1%)  18 0 (0.0%)  OR=5.606 (CI: 0.251, 125.449) 
adverse events: 


Blurred vision – 77d Dichotomous  18 0 (0.0%)  18 0 (0.0%)  OR=1.000 (CI: 0.019, 53.120) 
Constipation – 77d Dichotomous  18 1 (5.6%)  18 0 (0.0%)  OR=3.171 (CI: 0.121, 83.166) 
Dizziness – 77d Dichotomous  18 0 (0.0%)  18 1 (5.6%)  OR=0.315 (CI: 0.012, 8.269) 
feeling drunk/drugged – 77d Dichotomous  18 1 (5.6%)  18 0 (0.0%)  OR=3.171 (CI: 0.121, 83.166) 
frequent urination – 77d Dichotomous  18 1 (5.6%)  18 0 (0.0%)  OR=3.171 (CI: 0.121, 83.166) 
oedema – 77d Dichotomous  18 1 (5.6%)  18 3 (16.7%)  OR=0.294 (CI: 0.028, 3.138) 
Rash – 77d Dichotomous  18 1 (5.6%)  18 0 (0.0%)  OR=3.171 (CI: 0.121, 83.166) 
Sedation – 77d Dichotomous  18 1 (5.6%)  18 0 (0.0%)  OR=3.171 (CI: 0.121, 83.166) 
vertigo – 77d Dichotomous  18 0 (0.0%)  18 0 (0.0%)  OR=1.000 (CI: 0.019, 53.120) 


overall improvement in quality of life: 
MSQoL-54 overall rating – 77d Continuous  15    15    MD=0.050 (CI: -0.930, 1.030) 


 


Comments study reported use of 1 week baseline period but not clear if this was a drug-free period; total drop-outs (6/18) were reported (2 due to adverse events, 1 
receving a corticosteroid and 3 withdrer) but it was not recorded which treatment drug these patients were receiving; one person included had a 
carryover effect from one treatment ot another; study also reported different aspects of the Neuropathic Pain Scale (NPS) but did not report a summary 
NPS score; there was a 7-day baseline period; all patients who completed at least one treatment period were included in the analysis; 1 patient withdrew 
before randomisation, 2 after randomisation but before taking any drugs because of either non compliance or an unknown reason (the remaining 15 
patients were included in the authors' safety analysis) 


Definitions of abbreviations are given at the end of this document. 
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Study Cardenas et al. (2002) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Age 18 to 65 years, injury more than 6 months ago, duration of pain at least 3 months averaging at least 3 on a 0 to 10 scale 


Exclusion criteria: history of cardiovascular disease, absnormal ECG, seizures, hyperthyroidism, glaucoma, pregnancy or ineffective contraception 
method, any type of antidepressant medication, consumption of more than 2 alcoholic drinks per day, met psychiatric diagnostic criteria for major 
depressive episode 


Study length (days): 42 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 84 


Number of males: 67 (79.8%) 


Underlying cause of neuropathic pain: Spinal cord injury pain 


Mean duration of NP (in months): 168.25 


Baseline pain severity: 5.25 (NRS (average of arm means)) 


Mean age: 41.45 


Intervention(s) (1) Amitriptyline (10-125mg/d) 


Intervention: amitriptyline 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Median dose: 50mg/d 
Range: 10–125 
Notes: week 1: 10 mg/d, week 2: 25 mg/d then increasing weekly by 25 mg/d to a possible maximum of 125 mg/d (50 mg/d was the median maximum 
and week 6 dose) 


(2) Placebo (active benztropine 0.5mg/d) 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 0.5mg/d 
Notes: benztropine was used to mimic dry mouth associated with amitriptyline 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear (current use of any antidepressant medication was exclusion criteria but it was not clear about permissions 
for other pain medications) 


Outcomes 
measures and 
effect sizes 


   
AMITRIPTYLINE (10-
125MG/D)  


PLACEBO (ACTIVE BENZTROPINE 
0.5MG/D)   
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   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  44  5.5 (SD 1.8)  40  5 (SD 1.7)   
NRS/NRS Pain – 42d Continuous  44  4.5 (SD 1.9)  40  4 (SD 2)  MD=0.500 (CI: -0.336, 1.336) 
SF McGill – 0d Continuous  44  17.5 (SD 9.8)  40  15.7 (SD 7.4)   
SF McGill – 42d Continuous  44  14.6 (SD 9.7)  40  12.8 (SD 8)  MD=1.800 (CI: -1.990, 5.590) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


CES-D – 0d Continuous  44  17.1 (SD 9.7)  40  13.3 (SD 8.6)   
CES-D – 42d Continuous  44  13.4 (SD 10.9)  40  11.2 (SD 8.6)  MD=2.200 (CI: -1.980, 6.380) 
BPI (modified) – 0d Continuous  44  34.8 (SD 24.5)


a
  40  34.7 (SD 24.3)


b
   


BPI (modified) – 42d Continuous  44  29.8 (SD 22.4)
a
  40  24.4 (SD 20.4)


b
  


MD=5.400 (CI: -3.753, 
14.553) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  44 7 (15.9%)  40 2 (5.0%)  OR=3.595 (CI: 0.701, 18.445) 
adverse events: 


Blurred vision – 42d Dichotomous  44 3 (6.8%)  40 0 (0.0%)  
OR=6.831 (CI: 0.342, 
136.478) 


Constipation Dichotomous  44 14 (31.8%)  40 9 (22.5%)  OR=1.607 (CI: 0.606, 4.267) 
Diarrhoea Dichotomous  44 4 (9.1%)  40 3 (7.5%)  OR=1.233 (CI: 0.259, 5.883) 
Dizziness


c
 Dichotomous  44 0 (0.0%)  40 3 (7.5%)  OR=0.120 (CI: 0.006, 2.406) 


drowsiness/tiredness/fatigue – 
42d Dichotomous  44 14 (31.8%)  40 10 (25.0%)  OR=1.400 (CI: 0.538, 3.643) 
Dry mouth – 42d Dichotomous  44 17 (38.6%)  40 14 (35.0%)  OR=1.169 (CI: 0.481, 2.845) 


headache Dichotomous  44 4 (9.1%)  40 0 (0.0%)  
OR=9.000 (CI: 0.469, 
172.647) 


irritability Dichotomous  44 4 (9.1%)  40 0 (0.0%)  
OR=9.000 (CI: 0.469, 
172.647) 


nausea/vomiting Dichotomous  44 0 (0.0%)  40 3 (7.5%)  OR=0.120 (CI: 0.006, 2.406) 


palpitation Dichotomous  44 4 (9.1%)  40 0 (0.0%)  
OR=9.000 (CI: 0.469, 
172.647) 


sleep disturbance Dichotomous  44 0 (0.0%)  40 3 (7.5%)  OR=0.120 (CI: 0.006, 2.406) 
Urine retention Dichotomous  44 5 (11.4%)  40 5 (12.5%)  OR=0.897 (CI: 0.240, 3.363) 


treatment withdrawal: 
unspecified/other reason – 42d Dichotomous  44 0 (0.0%)  40 1 (2.5%)  OR=0.296 (CI: 0.012, 7.473) 
lost to follow-up – 42d Dichotomous  44 1 (2.3%)  40 0 (0.0%)  OR=2.793 (CI: 0.111, 70.545) 


a
 BPI form was modified by: assessing interference with mobility instead of interference with walking ability (as some participants were non-ambulatory), adding 3 items: 
pain interference with self-care, recreational activities, and social activities 


b
 BPI form was modified by: assessing interference with mobility instead of interference with walking ability (as some participants were non-ambulatory), adding 3 items: 
pain interference with self-care, recreational activities, and social activities 


c
 defined as 'dizziness/light-headedness' 


Comments some participants did have depression (score of 16 or greater on CES-D) but randomisation was stratified so these patients were split equallly between 
the groups 


Definitions of abbreviations are given at the end of this document. 
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Study Chandra et al. (2006) 


Pain category Peripheral pain 


Study design Country: India 


Design: Parallel 


Inclusion criteria: Participants with at least 8 week history of PHN after healing of rash with at least 40mm on 100mm VAS 


Exclusion criteria: Prior treatment with nortriptyline, gabapentin or demonstrated hypersensitivity to the drugs or their ingredients, neurolytic or 
neurosurgical therapy for PHN, immunocompromised state, hepatic or renal insufficiency, significant haemotological disease, history of severe pain other 
than that caused by PHN, history of use of experimental drugs or participation in a clinical study within 2 months of screening, a history of ilicit drug or 
alcohol abuse within the last year, any serious medical or psychological condition, muscle relaxants, anti-convulsants, topical analgesics and anti-viral 
agents were discontinued for at least 1 week prior to screening 


Study length (days): 63 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 76 


Number of males: 34 (44.7%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): not reported 


Baseline pain severity: 5.7 (NRS (average of arm means) (5.05 is average VAS score)) 


Mean age: 54 


Intervention(s) (1) Nortriptyline 100mg/d 


Intervention: nortriptyline 
Length of treatment (weeks): 9 
Fixed/flexible dose regimen: Flexible dose 
Notes: started at 25 mg twice daily and escalated every 2 weeks if drugs were well-tolerated: 25 mg 3x per day at 2 week and 2-25 mg 3x per day at 4 
weeks; 2/3 of patients responded at a daily dose of 75 mg 


(2) Gabapentin 2700mg/d 


Intervention: gabapentin 
Length of treatment (weeks): 9 
Fixed/flexible dose regimen: Flexible dose 
Notes: started at 300 mg 3x daily and escalated every 2 weeks if drugs were well-tolerated: 2-300 mg 3x per day at 2 week and 3-300 mg 3x per day at 4 
weeks; nearly 80% of patients responded at a daily dose of 2700 mg 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Unclear (muscle relaxants, anti-convulsants, topical analgesics and anti-viral agents were discontinued for at least 
1 week prior to screening but there is no comment about whether or not other anti-depressants were allowed during treatment; non-opioids were allowed 
as rescue analgesics) 


Outcomes 
measures and 


   NORTRIPTYLINE 100MG/D  GABAPENTIN 2700MG/D   
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effect sizes    N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  36  5.8 (SD 1.4)  34  5.6 (SD 1.1)   
NRS/NRS Pain – 63d Mean change  36  -2.18 (SD 1.9)  34  -1.97 (SD 1.68)  MD=-0.210 (CI: -1.049, 0.629) 
VAS – 0d Continuous  36  5.3 (SD 1.3)  34  4.8 (SD 1.2)   
VAS – 63d Mean change  36  -2.37 (SD 2.22)  34  -2 (SD 1.99)  MD=-0.370 (CI: -1.357, 0.617) 
at least 50% pain reduction (NRS) – 63d Dichotomous  36 9 (25.0%)  34 7 (20.6%)  OR=1.286 (CI: 0.418, 3.951) 
SF McGill – 0d Continuous  36  10.8 (SD 4)  34  10.4 (SD 4.4)   
SF McGill – 63d Mean change  36  -3.8 (SD 2.94)  34  -3.44 (SD 3.52)  MD=-0.360 (CI: -1.884, 1.164) 


adverse events: 
Constipation – 63d Dichotomous  36 8 (22.2%)  34 0 (0.0%)  OR=20.579 (CI: 1.138, 372.137) 
Drowsiness – 63d


a
 Dichotomous  36 6 (16.7%)  34 4 (11.8%)  OR=1.500 (CI: 0.384, 5.860) 


Dry mouth – 63d Dichotomous  36 18 (50.0%)  34 0 (0.0%)  OR=69.000 (CI: 3.931, 1211.166) 
Fatigue – 63d Dichotomous  36 0 (0.0%)  34 1 (2.9%)  OR=0.306 (CI: 0.012, 7.771) 
Postural hypotension – 63d Dichotomous  36 12 (33.3%)  34 0 (0.0%)  OR=35.204 (CI: 1.989, 623.221) 


treatment withdrawal: 
unspecified/other reason – 63d Dichotomous  36 0 (0.0%)  34 1 (2.9%)  OR=0.306 (CI: 0.012, 7.771) 
lost to follow-up – 63d Dichotomous  36 2 (5.6%)  34 3 (8.8%)  OR=0.608 (CI: 0.095, 3.882) 


a
 described in paper as sleepiness 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Cheville et al. (2009) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Crossover 


Inclusion criteria: persistent postsurgical neuropathic pain for at least one month, at least 4 (of 10) neuropathic features, age 18 years or greater 


Exclusion criteria: recent history of drug or alcohol abuse, life expectation >6 months, without clinical evident cognitive or psychiatric morbidity, pregnancy 
or nursing, non-surgical pain etiologies (ie. Malignancy, dermal pathology, etc), concurrent radiation therapy to painful area, skin problems at the site, use 
of topical medicines on the site, history of allergy or intolerance to amide local anaesthetics, use of class 1 antiarrhythmic drugs 


Study length (days): 56 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 28 


Number of males: 9 (32.1%) 


Underlying cause of neuropathic pain: Post-surgical pain after surgery for cancer 


Mean duration of NP (in months): not reported 


Baseline pain severity: 4.9 (NRS) 


Mean age: 61.8 
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Intervention(s) (1) Lidocaine patch 5% - flexible dose 


Intervention: lidocaine (topical) 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Notes: maximum of 3 patches for 18 hours or their bedtime during study period 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (any stable, pre-existing oral analgesics (including opioid, non-opioid and adjuvant analgesics) but introduction 
of new analgesics or adjuvant drugs led to study withdrawal; participants were allowed to stop or decrease analgesic use) 


Outcomes 
measures and 
effect sizes 


   
LIDOCAINE PATCH 5% - FLEXIBLE 
DOSE  PLACEBO   


   N k mean  N k mean  Δ 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BPI – 28d
a
 Mean change  28  -1.8  28  -0.1  


MD=-
1.700 


BPI Mood – 28d
a
 Mean change  28  -2.5  28  -0.5  


MD=-
2.000 


BPI Sleep – 28d
a
 Mean change  28  -0.9  28  0.3  


MD=-
1.200 


BPI general activity – 28d
a
 Mean change  28  -1.6  28  -0.2  


MD=-
1.400 


BPI walking ability – 28d
a
 Mean change  28  -1.8  28  -0.6  


MD=-
1.200 


BPI normal work – 28d
a
 Mean change  28  -2.3  28  0  


MD=-
2.300 


BPI relationship with other people – 28d
a
 Mean change  28  -1.5  28  0.8  


MD=-
2.300 


BPI enjoyment of life – 28d
a
 Mean change  28  -1.9  28  -0.4  


MD=-
1.500 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  28 2 (7.1%)  28 0 (0.0%)  


OR=5.377 
(CI: 
0.247, 
117.247) 


treatment withdrawal: 
unspecified/other reason – 28d Dichotomous  28 5 (17.9%)  28 3 (10.7%)  


OR=1.812 
(CI: 
0.389, 
8.444) 
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treatment phase 1 
pain score: 


NRS/NRS Pain – 0d
b
 Continuous  14  


4.6 (SD 
1.8)  14  


5.1 (SD 
1.9)   


NRS/NRS Pain – 28d
c
 Continuous  14  


4.4 (SD 
2.12)  14  


4.8 (SD 
1.71)  


MD=-
0.400 (CI: 
-1.827, 
1.027) 


NRS/NRS Pain – 28d
d
 Mean change  13  


-0.85 
(SD 1)  8  


-0.6 
(SD 
1.1)  


MD=-
0.250 (CI: 
-1.186, 
0.686) 


treatment phase 2 
pain score: 


NRS/NRS Pain – 28d
d
 Continuous  10  


-1.5 (SD 
1.4)  7  


-0.8 
(SD 2)  


MD=-
0.700 (CI: 
-2.417, 
1.017) 


a
 not certain of denominator 


b
 first randomisation period only 


c
 not certain of denominator; first randomisation period only 


d
 estimated from graph 


Comments no washout, but analysis of carry over effects showed no significant interactions; the study was stopped early due to a slow recruitment rate - it is not clear 
if the study reached an adequate sample size as the sample size calculation was not provided; 2 patients of the 30 randomised dropped out before using 
the study medication 


Definitions of abbreviations are given at the end of this document. 


 


Study Clifford et al. (2012) 


Pain category Peripheral pain 


Study design Country: not clear 


Design: Parallel 


Inclusion criteria: =18 years with HIV distal sensory polyneuropathy for =2 months and average baseline NRS of 3-9 


Exclusion criteria: prior use of the study drug, topically applied pain medication, initiation or cesstion of treatment with neurotoxic ARVs, parenteral 
opioids, other possible cause of peripheral neuropathy, implanted device for NP 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 494 


Number of males: 432 (87.4%) 


Underlying cause of neuropathic pain: HIV-related neuropathy 


Mean duration of NP (in months): 72.6 


Baseline pain severity: 6 (NRS (average of arm means)) 


Mean age: 49.7 
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Intervention(s) (1) Capsaicin 8% (60 minutes) 


Intervention: capsaicin patch 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: study reports 8% capsaicin patch applied for 60 minutes once 


(2) Capsaicin 8% (30 minutes) 


Intervention: capsaicin patch 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: study reports 8% capsaicin patch applied for 30 minutes once 


(3) Active placebo (0.04% capaicin) (60 minutes) 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 


(4) Active placebo (0.04% capsaicin) (30 minutes) 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 


(5) Capsaicin 8% (30 or 60 minutes) 


Intervention: capsaicin patch 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: both 60 and 30 minute patches combined 


(6) Active placebo (0.04%) (30 or 60 minutes) 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: both 60 and 30 minute patches combined 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (stable dosages of chronic pain medications such as anticonvulsants, SSRIs, opioids, NSAIDs, or salicylates 
at least 21 days before the patch application and for the study duration; acetaminophen up to 3g/d as rescue analgesics, opioid oral pain medication for 
up to 5 days after treatment for treatment-associated discomfort) 


Outcomes 
measures and 
effect sizes 


   
CAPSAICIN 8% (60 
MINUTES)  


CAPSAICIN 8% (30 
MINUTES)   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  165  6.2 (SD 1.28)  167  6 (SD 1.29)   


NRS/NRS Pain – 28d
a
 Percentage change from baseline  165  -32.7 (SD 39.2)  167  -29 (SD 32.3)  


MD=-3.700 (CI: -11.429, 
4.029) 
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NRS/NRS Pain – 49d
b
 Percentage change from baseline  165  -32.8 (SD 15.4)  167  -26.2 (SD 15.5)  


MD=-6.600 (CI: -9.926, -
3.274) 


NRS/NRS Pain – 56d
a
 Percentage change from baseline  165  -35.1 (SD 47.5)  167  -25.9 (SD 31.7)  


MD=-9.200 (CI: -17.898, -
0.502) 


NRS/NRS Pain – 84d
a
 Percentage change from baseline  165  -36.4 (SD 50.1)  167  -25.8 (SD 32.3)  


MD=-10.600 (CI: -19.680, 
-1.520) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 70d Dichotomous  165 1 (0.6%)  167 0 (0.0%)  
OR=3.055 (CI: 0.124, 
75.529) 


adverse events: 
Diarrhoea – 70d Dichotomous  165 7 (4.2%)  167 6 (3.6%)  


OR=1.189 (CI: 0.391, 
3.616) 


erythema (not restricted to site) – 70d Dichotomous  165 2 (1.2%)  167 3 (1.8%)  
OR=0.671 (CI: 0.111, 
4.067) 


Nausea – 70d Dichotomous  165 6 (3.6%)  167 5 (3.0%)  
OR=1.223 (CI: 0.366, 
4.087) 


Peripheral oedema – 70d Dichotomous  165 3 (1.8%)  167 1 (0.6%)  
OR=3.074 (CI: 0.316, 
29.860) 


Pruritus – 70d Dichotomous  165 4 (2.4%)  167 8 (4.8%)  
OR=0.494 (CI: 0.146, 
1.673) 


site erythema – 70d Dichotomous  165 97 (58.8%)  167 79 (47.3%)  
OR=1.589 (CI: 1.029, 
2.453) 


site pain – 70d Dichotomous  165 139 (84.2%)  167 135 (80.8%)  
OR=1.267 (CI: 0.717, 
2.239) 


site papules – 70d Dichotomous  165 7 (4.2%)  167 5 (3.0%)  
OR=1.435 (CI: 0.446, 
4.617) 


treatment withdrawal: 
due to lack of efficacy – 70d Dichotomous  165 1 (0.6%)  167 0 (0.0%)  


OR=3.055 (CI: 0.124, 
75.529) 


unspecified/other reason – 70d Dichotomous  165 6 (3.6%)  167 7 (4.2%)  
OR=0.863 (CI: 0.284, 
2.623) 


lost to follow-up – 70d Dichotomous  165 2 (1.2%)  167 3 (1.8%)  
OR=0.671 (CI: 0.111, 
4.067) 


poor compliance – 70d Dichotomous  165 1 (0.6%)  167 1 (0.6%)  
OR=1.012 (CI: 0.063, 
16.319) 


ITT/LOCF (last-observation carried 
forward) 
pain score: 


NRS/NRS Pain – 49d
c
 Mean value over whole trial period  165  4.1 (SD 2.57)  167  4.5 (SD 1.29)  


MD=-0.400 (CI: -0.838, 
0.038) 


NRS/NRS Pain – 49d
d
 


Mean difference from baseline to 
average f-u  165  -2 (SD 2.57)  167  -1.6 (SD 1.29)  


MD=-0.400 (CI: -0.838, 
0.038) 


at least 30% pain reduction (NRS) – 
84d


e
 


Dichotomous from baseline to 
average f-u  165 79   167 65   


OR=1.442 (CI: 0.932, 
2.229) 


patient-reported global improvement: 
PGIC - worse (all grades) or no 
change – 70d Dichotomous  165 99 (60.0%)  167 102 (61.1%)  


OR=0.956 (CI: 0.616, 
1.484) 


PGIC - better (all grades) – 70d Dichotomous  165 66 (40.0%)  167 65 (38.9%)  
OR=1.046 (CI: 0.674, 
1.625) 


a
 %age change from baseline and SEs estimated from graph; denominators are estimates 


b
 %age change in LS mean from baseline; from baseline to weeks 2 to 12 


c
 least squares mean; mean value from weeks 2 to 12 
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d
 least squares; mean difference from baseline to weeks 2 to 12 


e
 least squares; mean difference from baseline to weeks 2 to 12; approximated to nearest integer (percentages only presented in text) 


 


   
CAPSAICIN 8% (60 
MINUTES)  


ACTIVE PLACEBO (0.04% 
CAPAICIN) (60 MINUTES)   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  165  6.2 (SD 1.28)  89  5.9 (SD 1.89)   


NRS/NRS Pain – 28d
a
 


Percentage change from 
baseline  165  


-32.7 (SD 
39.2)  89  -27.7 (SD 25.5)  


MD=-5.000 (CI: -
12.984, 2.984) 


NRS/NRS Pain – 49d
b
 


Percentage change from 
baseline  165  


-32.8 (SD 
15.4)  89  -30 (SD 15.6)  


MD=-2.800 (CI: -6.799, 
1.199) 


NRS/NRS Pain – 56d
a
 


Percentage change from 
baseline  165  


-35.1 (SD 
47.5)  89  -35.1 (SD 27.4)  


MD=0.000 (CI: -9.214, 
9.214) 


NRS/NRS Pain – 84d
a
 


Percentage change from 
baseline  165  


-36.4 (SD 
50.1)  89  -37.1 (SD 26.4)  


MD=0.700 (CI: -8.710, 
10.110) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 70d Dichotomous  165 1 (0.6%)  90 1 (1.1%)  
OR=0.543 (CI: 0.034, 
8.781) 


adverse events: 
Diarrhoea – 70d Dichotomous  165 7 (4.2%)  90 1 (1.1%)  


OR=3.943 (CI: 0.477, 
32.566) 


erythema (not restricted to site) – 
70d Dichotomous  165 2 (1.2%)  90 5 (5.6%)  


OR=0.209 (CI: 0.040, 
1.098) 


Nausea – 70d Dichotomous  165 6 (3.6%)  90 3 (3.3%)  
OR=1.094 (CI: 0.267, 
4.484) 


Peripheral oedema – 70d Dichotomous  165 3 (1.8%)  90 2 (2.2%)  
OR=0.815 (CI: 0.134, 
4.969) 


Pruritus – 70d Dichotomous  165 4 (2.4%)  90 2 (2.2%)  
OR=1.093 (CI: 0.196, 
6.087) 


site erythema – 70d Dichotomous  165 97 (58.8%)  90 34 (37.8%)  
OR=2.349 (CI: 1.387, 
3.979) 


site pain – 70d Dichotomous  165 139 (84.2%)  90 29 (32.2%)  
OR=11.245 (CI: 6.117, 
20.675) 


site papules – 70d Dichotomous  165 7 (4.2%)  90 0 (0.0%)  
OR=8.565 (CI: 0.484, 
151.711) 


treatment withdrawal: 
due to lack of efficacy – 70d Dichotomous  165 1 (0.6%)  90 1 (1.1%)  


OR=0.543 (CI: 0.034, 
8.781) 


unspecified/other reason – 70d Dichotomous  165 6 (3.6%)  90 4 (4.4%)  
OR=0.811 (CI: 0.223, 
2.953) 


lost to follow-up – 70d Dichotomous  165 2 (1.2%)  90 0 (0.0%)  
OR=2.768 (CI: 0.131, 
58.275) 


poor compliance – 70d Dichotomous  165 1 (0.6%)  90 2 (2.2%)  
OR=0.268 (CI: 0.024, 
3.000) 


ITT/LOCF (last-observation 
carried forward) 
pain score: 


NRS/NRS Pain – 49d
c
 


Mean value over whole trial 
period  165  4.1 (SD 2.57)  89  4.2 (SD 1.89)  


MD=-0.100 (CI: -0.654, 
0.454) 
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NRS/NRS Pain – 49d
d
 


Mean difference from baseline 
to average f-u  165  -2 (SD 2.57)  89  -1.8 (SD 1.89)  


MD=-0.200 (CI: -0.754, 
0.354) 


at least 30% pain reduction (NRS) 
– 84d 


Dichotomous from baseline to 
average f-u  165 79 


e 
 90 40 


d 
 


OR=1.148 (CI: 0.685, 
1.924) 


patient-reported global 
improvement: 


PGIC - worse (all grades) or no 
change – 70d Dichotomous  165 99 (60.0%)  90 26 (28.9%)  


OR=3.692 (CI: 2.126, 
6.413) 


PGIC - better (all grades) – 70d Dichotomous  165 66 (40.0%)  90 63 (70.0%)  
OR=0.286 (CI: 0.165, 
0.494) 


a
 %age change from baseline and SEs estimated from graph; denominators are estimates 


b
 %age change in LS mean from baseline; from baseline to weeks 2 to 12 


c
 least squares mean; mean value from weeks 2 to 12 


d
 least squares; mean difference from baseline to weeks 2 to 12 


e
 least squares; mean difference from baseline to weeks 2 to 12; approximated to nearest integer (percentages only presented in text) 


 


   
CAPSAICIN 8% (30 
MINUTES)  


ACTIVE PLACEBO (0.04% 
CAPSAICIN) (30 MINUTES)   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  167  6 (SD 1.29)  73  5.9 (SD 1.71)   


NRS/NRS Pain – 28d
a
 


Percentage change from 
baseline  167  -29 (SD 32.3)  73  -20.4 (SD 13.7)  


MD=-8.600 (CI: -
14.417, -2.783) 


NRS/NRS Pain – 49d
b
 


Percentage change from 
baseline  167  


-26.2 (SD 
15.5)  73  -19.1 (SD 15.4)  


MD=-7.100 (CI: -
11.340, -2.860) 


NRS/NRS Pain – 56d
a
 


Percentage change from 
baseline  167  


-25.9 (SD 
31.7)  73  -19.7 (SD 13.7)  


MD=-6.200 (CI: -
11.935, -0.465) 


NRS/NRS Pain – 84d
a
 


Percentage change from 
baseline  167  


-25.8 (SD 
32.3)  73  -17.3 (SD 13.2)  


MD=-8.500 (CI: -
14.265, -2.735) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 70d Dichotomous  167 0 (0.0%)  72 0 (0.0%)  
OR=0.433 (CI: 0.009, 
22.026) 


adverse events: 
Diarrhoea – 70d Dichotomous  167 6 (3.6%)  72 1 (1.4%)  


OR=2.646 (CI: 0.313, 
22.385) 


erythema (not restricted to site) – 
70d Dichotomous  167 3 (1.8%)  72 4 (5.6%)  


OR=0.311 (CI: 0.068, 
1.427) 


Nausea – 70d Dichotomous  167 5 (3.0%)  72 1 (1.4%)  
OR=2.191 (CI: 0.251, 
19.098) 


Peripheral oedema – 70d Dichotomous  167 1 (0.6%)  72 3 (4.2%)  
OR=0.139 (CI: 0.014, 
1.355) 


Pruritus – 70d Dichotomous  167 8 (4.8%)  72 0 (0.0%)  
OR=7.727 (CI: 0.440, 
135.694) 


site erythema – 70d Dichotomous  167 79 (47.3%)  72 24 (33.3%)  
OR=1.795 (CI: 1.009, 
3.196) 


site pain – 70d Dichotomous  167 135 (80.8%)  72 33 (45.8%)  
OR=4.986 (CI: 2.729, 
9.110) 


site papules – 70d Dichotomous  167 5 (3.0%)  72 0 (0.0%)  
OR=4.908 (CI: 0.268, 
89.933) 
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treatment withdrawal: 
due to lack of efficacy – 70d Dichotomous  167 0 (0.0%)  72 0 (0.0%)  


OR=0.433 (CI: 0.009, 
22.026) 


unspecified/other reason – 70d Dichotomous  167 7 (4.2%)  72 0 (0.0%)  
OR=6.776 (CI: 0.382, 
120.236) 


lost to follow-up – 70d Dichotomous  167 3 (1.8%)  72 2 (2.8%)  
OR=0.640 (CI: 0.105, 
3.916) 


poor compliance – 70d Dichotomous  167 1 (0.6%)  72 0 (0.0%)  
OR=1.306 (CI: 0.053, 
32.449) 


ITT/LOCF (last-observation 
carried forward) 
pain score: 


NRS/NRS Pain – 49d
c
 


Mean value over whole trial 
period  167  4.5 (SD 1.29)  73  4.9 (SD 1.71)  


MD=-0.400 (CI: -0.838, 
0.038) 


NRS/NRS Pain – 49d
d
 


Mean difference from baseline 
to average f-u  167  -1.6 (SD 1.29)  73  -1.1 (SD 1.71)  


MD=-0.500 (CI: -0.938, 
-0.062) 


at least 30% pain reduction 
(NRS) – 84d 


Dichotomous from baseline to 
average f-u  167 65 


e 
 72 19 


d 
 


OR=1.778 (CI: 0.966, 
3.270) 


patient-reported global 
improvement: 


PGIC - worse (all grades) or no 
change – 70d Dichotomous  167 102 (61.1%)  72 34 (47.2%)  


OR=1.754 (CI: 1.004, 
3.063) 


PGIC - better (all grades) – 70d Dichotomous  167 65 (38.9%)  72 39 (54.2%)  
OR=0.539 (CI: 0.309, 
0.942) 


overall improvement in quality of 
life: 


SF36 Physical – 70d Mean change  167  9  73  -1.7  MD=10.700 
SF36 role physical – 70d Mean change  167  11.5  73  3.5  MD=8.000 
SF36 social functioning – 70d Mean change  167  11  73  1.3  MD=9.700 


a
 %age change from baseline and SEs estimated from graph; denominators are estimates 


b
 %age change in LS mean from baseline; from baseline to weeks 2 to 12 


c
 least squares mean; mean value from weeks 2 to 12 


d
 least squares; mean difference from baseline to weeks 2 to 12 


e
 least squares; mean difference from baseline to weeks 2 to 12; approximated to nearest integer (percentages only presented in text) 


 


   
CAPSAICIN 8% (30 OR 60 
MINUTES)  


ACTIVE PLACEBO (0.04%) (30 OR 
60 MINUTES)   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  332  6.1 (SD 1.82)  162  5.9 (SD 1.27)   


NRS/NRS Pain – 49d
a
 


Percentage change from 
baseline  332  -29.5 (SD 28.2)  162  -24.5 (SD 15.3)  


MD=-5.000 (CI: -8.842, 
-1.158) 


major adverse events 
(defined as leading to 
withdrawal): 


any major adverse event – 70d Dichotomous  332 2 (0.6%)  162 0 (0.0%)  
OR=2.458 (CI: 0.117, 
51.505) 


adverse events: 
Diarrhoea – 70d Dichotomous  332 13 (3.9%)  162 2 (1.2%)  


OR=3.260 (CI: 0.727, 
14.622) 
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erythema (not restricted to site) 
– 70d Dichotomous  332 5 (1.5%)  162 9 (5.6%)  


OR=0.260 (CI: 0.086, 
0.789) 


Nausea – 70d Dichotomous  332 11 (3.3%)  162 4 (2.5%)  
OR=1.354 (CI: 0.424, 
4.318) 


Peripheral oedema – 70d Dichotomous  332 4 (1.2%)  162 5 (3.1%)  
OR=0.383 (CI: 0.101, 
1.446) 


Pruritus – 70d Dichotomous  332 12 (3.6%)  162 2 (1.2%)  
OR=3.000 (CI: 0.663, 
13.566) 


site erythema – 70d Dichotomous  332 176 (53.0%)  162 58 (35.8%)  
OR=2.023 (CI: 1.374, 
2.978) 


site pain – 70d Dichotomous  332 274 (82.5%)  162 62 (38.3%)  
OR=7.620 (CI: 4.981, 
11.655) 


site papules – 70d Dichotomous  332 12 (3.6%)  162 0 (0.0%)  
OR=12.676 (CI: 0.746, 
215.437) 


ITT/LOCF (last-observation 
carried forward) 
pain score: 


NRS/NRS Pain – 49d
b
 


Mean value over whole trial 
period  332  4.3 (SD 1.82)  162  4.6 (SD 2.55)  


MD=-0.300 (CI: -0.738, 
0.138) 


NRS/NRS Pain – 49d
c
 


Mean difference from baseline 
to average f-u  332  -1.8 (SD 1.82)  162  -1.4 (SD 2.55)  


MD=-0.400 (CI: -0.838, 
0.038) 


at least 30% pain reduction 
(NRS) – 84d


d
 


Dichotomous from baseline to 
average f-u  332 143   162 58   


OR=1.357 (CI: 0.921, 
1.999) 


patient-reported global 
improvement: 


PGIC - worse (all grades) or no 
change – 70d Dichotomous  332 265 (79.8%)  162 107 (66.0%)  


OR=2.033 (CI: 1.334, 
3.099) 


PGIC - better (all grades) – 70d Dichotomous  332 67 (20.2%)  162 55 (34.0%)  
OR=0.492 (CI: 0.323, 
0.750) 


a
 %age change in LS mean from baseline; from baseline to weeks 2 to 12 


b
 least squares mean; mean value from weeks 2 to 12 


c
 least squares; mean difference from baseline to weeks 2 to 12 


d
 least squares; mean difference from baseline to weeks 2 to 12; approximated to nearest integer (percentages only presented in text) 


 


authors state that covariate analysis found use of concomitant NP medication usage, age, baseline pain and percent decrease in pain during the patch 
application had significant affects on pain reduction. 


Comments 14 day baseline screening period; pre-treatment with lidocaine; McGill Pain Questionnaire also administered but differences were not significant; 
covariate analysis found concomitant medication use, age, pre-lidocaine pain, % decrease of pain during lidocaine application were all significant; one 
patient randomised to receive 30-minute control patch actually was treated with 60-minute control patch - this patient was included as randomised in the 
efficacy analyses but in the 60-minute group for the safety analyses 


Definitions of abbreviations are given at the end of this document. 


 


Study Davidoff et al. (1987) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: USA 
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Design: Parallel 


Inclusion criteria: Patients with dysesthetic pain following traumatic myelopathy for at least 1 month, and initial onset within the first post injury year. 
Patients had failed to respond to conventional treatment, and had a pain induced functional impairment 


Exclusion criteria: Under 18 years of age, lacked English fluency, recent history of alcohol or substance abuse 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 18 


Number of males: 16 (88.9%) 


Underlying cause of neuropathic pain: Spinal cord injury pain 


Mean duration of NP (in months): 49.3 


Baseline pain severity: 2.25 (PPI from MPQ (average of arm means) 


(duration of NP and age are average of arm means)) 


Mean age: 39.1 


Intervention(s) (1) Trazodone hydrochloride 150mg/d 


Intervention: trazodone 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 150mg/d 
Notes: 1 capsule per day for 3 days, 2 capsules per day for the next 4 days, 3 per day for the remaining 5 weeks of the study 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear 


Outcomes 
measures and 
effect sizes 


   TRAZODONE HYDROCHLORIDE 150MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
PPI (from MPQ) – 0d Continuous  9  2.1 (SD 0.45)  9  2.4 (SD 0.45)   
PPI (from MPQ) – 42d Continuous  9  2.6 (SD 0.3)  9  1.7 (SD 0.3)  MD=0.900 (CI: 0.623, 1.177) 


adverse events: 
any adverse event – 42d Dichotomous  9 4 (44.4%)  9 1 (11.1%)  OR=6.400 (CI: 0.547, 74.891) 
Constipation – 42d Dichotomous  9 0 (0.0%)  9 0 (0.0%)  OR=1.000 (CI: 0.018, 55.799) 
Dizziness – 42d Dichotomous  9 2 (22.2%)  9 0 (0.0%)  OR=6.333 (CI: 0.262, 152.863) 
Drowsiness – 42d Dichotomous  9 4 (44.4%)  9 1 (11.1%)  OR=6.400 (CI: 0.547, 74.891) 
Dry mouth – 42d Dichotomous  9 2 (22.2%)  9 0 (0.0%)  OR=6.333 (CI: 0.262, 152.863) 
Infection – 42d


a
 Dichotomous  9 2 (22.2%)  9 0 (0.0%)  OR=6.333 (CI: 0.262, 152.863) 
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Urine retention – 42d Dichotomous  9 1 (11.1%)  9 0 (0.0%)  OR=3.353 (CI: 0.120, 93.835) 


average per day 
pain score: 


Sternbach Pain Intensity (1-100) – 0d Continuous  9  57.9 (SD 33.3)  9  55.7 (SD 31.2)   
Sternbach Pain Intensity (1-100) – 42d Continuous  9  61.7 (SD 20.4)  9  63.4 (SD 25.2)  MD=-1.700 (CI: -22.882, 19.482) 


average per week 
pain score: 


Sternbach Pain Intensity (1-100) – 0d Continuous  9  69.7 (SD 26.1)  9  65.6 (SD 28.8)   
Sternbach Pain Intensity (1-100) – 42d Continuous  9  73.9 (SD 14.1)  9  68.3 (SD 20.7)  MD=5.600 (CI: -10.763, 21.963) 


a
 urinary tract infection 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Dogra et al. (2005) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: 6 months to 5 years history of PDN, at least 50mm on VAS-100mm 


Exclusion criteria: Other types of pain, current or prior use of oxcarbazepine, presence of skin lesions that could affect the ability to assess their 
neuropathic pain, amputation (other than toes), renal insufficiency, Hyponatraemia, chronic infectios diseases, hypersensitivity to oxcarbazepine or 
carbamazepine. 


Study length (days): 112 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 146 


Number of males: 85 (58.2%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 31.8 


Baseline pain severity: 72.9 (VAS (average of arm means)) 


Mean age: 60.1 


Intervention(s) (1) Oxcarbazepine flexible dose (300-1800mg/d) 


Intervention: oxcarbazepine 
Length of treatment (weeks): 16 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 1445mg/d 
Range: 300–1800 
Notes: 4 week titration, 12 week maintenance; started on 300 mg/d and increased after 3 days to 300 mg 2x per day, then titrated as tolerated to a 
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maximum of 900 mg 2x per day in increments of 300 mg every 5 days over the 4 week titration period 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 16 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? Yes (clonazepam, oral corticosteroids, TCAs, AEDs, mexiletine hydrochloride, dextromethorphan, capsaicin or any 
other medication that could affect neuropathic pain were not permitted; however, SSRIs and benzodiazepines apart from clonazepam were permitted; 
Paracetamol 2000mg/d (as rescue medication)) 


Outcomes 
measures and 
effect sizes 


   
OXCARBAZEPINE FLEXIBLE DOSE (300-
1800MG/D)  PLACEBO   


   N k mean  N k mean  Δ 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


POMS – 0d Continuous  59  31.5 (SD 11)
a
  69  


32.9 (SD 
16.4)


b
   


POMS – 122d Continuous  59  31.5 (SD 15.4)
a
  69  


26.2 (SD 
13.5)


b
   


ITT/LOCF (last-observation carried 
forward) 
pain score: 


VAS – 0d Continuous  69  71.5 (SD 15.8)  77  
74.3 (SD 
13.7)   


VAS – 28d
c
 Continuous  69  55 (SD 24.5)  77  65 (SD 22)  


MD=-10.000 (CI: -17.587, -
2.413) 


VAS – 56d
c
 Continuous  69  49.5 (SD 29)  77  


61.5 (SD 
23.5)  


MD=-12.000 (CI: -20.624, -
3.376) 


VAS – 84d
c
 Continuous  69  50 (SD 29.5)  77  61 (SD 26)  


MD=-11.000 (CI: -20.065, -
1.935) 


VAS – 122d 
Mean 
change  69  -24.3 (SD 27.2)  77  


-14.7 (SD 
26.4)  


MD=-9.600 (CI: -18.316, -
0.884) 


VAS – 122d Continuous  69  47.2 (SD 27.8)  77  
59.6 (SD 
27.4)  


MD=-12.400 (CI: -21.371, -
3.429) 


at least 30% pain reduction (VAS) – 
122d Dichotomous  69 31 (44.9%)  77 22 (28.6%)  OR=2.039 (CI: 1.028, 4.047) 
at least 50% pain reduction (VAS) – 
122d Dichotomous  69 24 (34.8%)  77 14 (18.2%)  OR=2.400 (CI: 1.120, 5.143) 


patient-reported global improvement: 
GATE- at least much improved – 122d Dichotomous  69 33 (47.8%)  77 17 (22.1%)  OR=3.235 (CI: 1.581, 6.622) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 122d Dichotomous  69 19 (27.5%)  77 6 (7.8%)  OR=4.497 (CI: 1.677, 12.060) 
adverse events: 


Blurred vision Dichotomous  69 1 (1.4%)  77 1 (1.3%)  OR=1.118 (CI: 0.069, 18.216) 
Diarrhoea Dichotomous  69 1 (1.4%)  77 4 (5.2%)  OR=0.268 (CI: 0.029, 2.461) 
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 Dizziness – 122d Dichotomous  69 7 (10.1%)  77 1 (1.3%)  OR=8.581 (CI: 1.028, 71.627) 
Fatigue – 122d Dichotomous  69 3 (4.3%)  77 1 (1.3%)  OR=3.455 (CI: 0.351, 34.014) 
headache Dichotomous  69 5 (7.2%)  77 1 (1.3%)  OR=5.938 (CI: 0.676, 52.139) 
Nausea – 122d Dichotomous  69 2 (2.9%)  77 1 (1.3%)  OR=2.269 (CI: 0.201, 25.585) 


Somnolence – 122d Dichotomous  69 5 (7.2%)  77 0 (0.0%)  
OR=13.217 (CI: 0.717, 
243.557) 


Vomiting Dichotomous  69 2 (2.9%)  77 1 (1.3%)  OR=2.269 (CI: 0.201, 25.585) 
treatment withdrawal: 


due to lack of efficacy – 122d Dichotomous  69 0 (0.0%)  77 2 (2.6%)  OR=0.217 (CI: 0.010, 4.605) 
unspecified/other reason – 122d Dichotomous  69 5 (7.2%)  77 6 (7.8%)  OR=0.924 (CI: 0.269, 3.175) 
protocol deviation – 122d Dichotomous  69 1 (1.4%)  77 1 (1.3%)  OR=1.118 (CI: 0.069, 18.216) 


use of rescue medication: 
mean daily dose


d
 Continuous  69  915 (SD 895)  77  947 (SD 970)  


MD=-32.000 (CI: -334.550, 
270.550) 


Treatment completers 
pain score: 


VAS – 0d Continuous  44  69 (SD 16)  58  73 (SD 12.5)   


VAS – 122d Continuous  44  39.6 (SD 25.9)  58  
56.1 (SD 
27.4)  


MD=-16.500 (CI: -26.906, -
6.094) 


VAS – 122d 
Mean 
change  44  -29.4 (SD 27.1)  58  


-16.9 (SD 
28.1)  


MD=-12.500 (CI: -23.290, -
1.710) 


a
 includes patients who completed this survey (n = 59) 


b
 includes patients who completed this survey (n = 69) 


c
 Estimated from graph 


d
 mg/d 


Comments there was a 2 week screening phase - unclear if this included a drug-free phase (however, as concomitant medications were not allowed) 
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Definitions of abbreviations are given at the end of this document. 


 


Study Donofrio & Capsaicin study (1992) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Participants with PDN or radiculopathy aged between 18 and 85 years 


Exclusion criteria: pregnancy, another skin condition in the area affected by the enruopathy, unstable or uncontrolled diabetes, another organic disease 
or disorder not under long-term control 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 277 


Number of males: 139 (50.2%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy or radiculopathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 76 (VAS (89% had peripheral polyneuroapthy with 5 year mean pain duration, 7% had radiculopathy with 3 year mean pain 
duration, 4% had both peripheral polyneuropathy and radiculopathy with 2 year mean pain duration)) 


Mean age: 60 


Intervention(s) (1) Capsaicin 0.075% fixed dosage (applied 4x per day) 


Intervention: capsaicin cream 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


(2) Placebo (vehicle) 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (medication dosage of previous oral pain medications that were not expected to change (otherwise, ineligible 
for study)) 


Outcomes 
measures and 
effect sizes 


   
CAPSAICIN 0.075% FIXED DOSAGE (APPLIED 
4X PER DAY)  


PLACEBO 
(VEHICLE)   


   N k mean  N k mean  Δ 


pain score: 
VAS – 56d


a
 


Percentage change from 
baseline  119  -38.1  131  -27.4  MD=-10.700 
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VAS – 56d Continuous  120  58.4  131  45.2  MD=13.200 
major adverse events 
(defined as leading to 
withdrawal): 


any major adverse event – 
56d Dichotomous  138 18 (13.0%)  139 5 (3.6%)  


OR=4.020 (CI: 1.448, 
11.159) 


adverse events: 
Burning pain – 56d Dichotomous  138 87 (63.0%)  139 23 (16.5%)  


OR=8.604 (CI: 4.888, 
15.143) 


Rash – 56d Dichotomous  138 10 (7.2%)  139 4 (2.9%)  
OR=2.637 (CI: 0.807, 
8.619) 


treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  138 0 (0.0%)  139 2 (1.4%)  


OR=0.199 (CI: 0.009, 
4.174) 


unspecified/other reason – 
56d Dichotomous  138 13 (9.4%)  139 7 (5.0%)  


OR=1.961 (CI: 0.758, 
5.075) 


poor compliance – 56d Dichotomous  138 7 (5.1%)  139 6 (4.3%)  
OR=1.184 (CI: 0.388, 
3.619) 


a
 percentage improvement from baseline 


Comments new oral analgesic usage, antiinflammatories or CNS-acting drugs were not allowed during the study, topic medications previously applied were 
discontinued for at least 7 days before the study 


Definitions of abbreviations are given at the end of this document. 


 


Study Dworkin et al. (2003) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Pain for 3 or more months following herpes zoster rash healing, at least 40mm on the VAS100mm 


Exclusion criteria: Those who had previously failed to respond to gabapentin 


Study length (days): 56 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 173 


Number of males: 81 (46.8%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 33.8 


Baseline pain severity: 6.4 (NRS) 


Mean age: 71.5 


Intervention(s) (1) Pregabalin 300 mgd or 600mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 8 
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Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 
Notes: start at 150 mg/d (50 mg 3x) for first 3 days and 300 mg/d (100 mg 3x) for remainder at firset treatment week; those with creatinine clearance > 60 
ml/min were given 300 mg/d (200 mg 3x) at the start of the 2nd week 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Yes (Some existing medications allowed if stable doses for at least 30 day: narcotic and non-narcotic analgesics, 
NSAIDs, antidepressants, acetaminophen (no more than 4g/d), aspirin, anti-depressants including SSRIs; prohibited medications requiring 7 day 
washout included: benzodiazepine, skeletal muscle relaxant, orallly administered steroids, local and topical agents for PHN and anti-convulsants 
(including gabapentin) (injected local anaesthetics or steroids were not permitted within one month of baseline)) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN 300 MGD OR 600MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  89  6.3 (SD 1.4)  84  6.4 (SD 1.5)   
NRS/NRS Pain – 56d Continuous  88  3.6 (SD 2.25)  84  5.29 (SD 2.2)  MD=-1.690 (CI: -2.330, -1.050) 
at least 30% pain reduction – 56d


a
 Dichotomous  89 56 (62.9%)  84 21 (25.0%)  OR=5.091 (CI: 2.645, 9.800) 


at least 50% pain reduction – 56d
a
 Dichotomous  89 44 (49.4%)  84 17 (20.2%)  OR=3.854 (CI: 1.962, 7.571) 


McGill VAS – 56d
b
 Continuous  89  38.7 (SD 27.4)  84  56.3 (SD 26.9)  MD=-17.620 (CI: -25.375, -9.865) 


PPI (from MPQ) – 56d
b
 Continuous  89  1.58 (SD 1.13)  84  1.98 (SD 1.1)  MD=-0.400 (CI: -0.710, -0.090) 


patient-reported global improvement: 
PGIC - worse (all grades) – 56d Dichotomous  89 3 (3.4%)  84 12 (14.3%)  OR=0.209 (CI: 0.057, 0.771) 
PGIC - no change – 56d Dichotomous  89 11 (12.4%)  84 50 (59.5%)  OR=0.096 (CI: 0.045, 0.206) 
PGIC - better (all grades) – 56d Dichotomous  89 71 (79.8%)  84 22 (26.2%)  OR=11.116 (CI: 5.465, 22.610) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


MOS sleep problems index – 56d
b
 Continuous  85  26.6 (SD 16.3)  82  36.4 (SD 15.8)  MD=-9.800 (CI: -14.490, -5.110) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  89 28 (31.5%)  84 4 (4.8%)  OR=9.180 (CI: 3.058, 27.561) 
adverse events: 


Confusion – 56d Dichotomous  89 6 (6.7%)  84 0 (0.0%)  OR=13.156 (CI: 0.729, 237.259) 
Diarrhoea – 56d Dichotomous  89 6 (6.7%)  84 4 (4.8%)  OR=1.446 (CI: 0.393, 5.315) 
Dizziness – 56d Dichotomous  89 25 (28.1%)  84 10 (11.9%)  OR=2.891 (CI: 1.291, 6.472) 
Dry mouth – 56d Dichotomous  89 10 (11.2%)  84 2 (2.4%)  OR=5.190 (CI: 1.102, 24.435) 
Gait disturbance – 56d Dichotomous  89 7 (7.9%)  84 1 (1.2%)  OR=7.085 (CI: 0.853, 58.876) 
headache – 56d Dichotomous  89 7 (7.9%)  84 7 (8.3%)  OR=0.939 (CI: 0.315, 2.801) 
Peripheral oedema – 56d Dichotomous  89 17 (19.1%)  84 2 (2.4%)  OR=9.681 (CI: 2.162, 43.340) 
Somnolence – 56d Dichotomous  89 22 (24.7%)  84 6 (7.1%)  OR=4.269 (CI: 1.635, 11.148) 


overall improvement in quality of life: 
SF36 Mental – 56d


b
 Continuous  86  77.5 (SD 14.3)  83  73.7 (SD 14)  MD=3.810 (CI: -0.275, 7.895) 
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SF36 Physical – 56d
b
 Continuous  85  62.2 (SD 18.1)  83  61.4 (SD 17.3)  MD=0.840 (CI: -4.600, 6.280) 


treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  89 0 (0.0%)  84 6 (7.1%)  OR=0.067 (CI: 0.004, 1.217) 
withdrawal of consent – 56d Dichotomous  89 1 (1.1%)  84 0 (0.0%)  OR=2.864 (CI: 0.115, 71.295) 
poor compliance – 56d Dichotomous  89 2 (2.2%)  84 0 (0.0%)  OR=4.829 (CI: 0.228, 102.063) 


a
 calculated from percentages 


b
 baseline not reported 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Eisenberg et al. (2001) 


Pain category Peripheral pain 


Study design Country: Israel 


Design: Parallel 


Inclusion criteria: People with Type 1 or 2 diabetes, with evidence of peripheral neuropathy, and with no changes in their anithyperglycaemic medications 
within 


Exclusion criteria: Under the age of 18, older than 75 years, impaired renal or liver function, known epilepsy, presence for other painful conditions, receipt 
of anticonvulsants antidepressants or membrane stablilising agents for reasons other than pain relief, opioids, participation in any clinical trial in the 30 
days prior to screening. 


Study length (days): 77 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 53 


Number of males: 33 (62.3%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 44.4 


Baseline pain severity: 6.5 (NRS) 


Mean age: 55.25 


Intervention(s) (1) Lamotrigine 400 mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 400mg/d 
Notes: titrated from 25 to 400 mg over a 6-week period 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
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Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 3d) 


Concomitant pain treatment allowed? No (analgesics (including anti-convulsants, anti-depressants, membrane stablizers and opioids) were discontinued 
at least 3 days before treatment; Paracetamol, dipyrone or NSAIDs as rescue) 


Outcomes 
measures and 
effect sizes 


   LAMOTRIGINE 400 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  27  6.4 (SD 0.52)  26  6.5 (SD 0.51)   
NRS/NRS Pain – 56d Continuous  27  4.2 (SD 0.52)  26  5.3 (SD 0.51)  MD=-1.100 (CI: -1.376, -0.824) 
at least 50% pain reduction – 46d


a
 Dichotomous  27 12 (44.4%)  26 5 (19.2%)  OR=3.360 (CI: 0.976, 11.563) 


McGill Pain Questionnaire – 0d
b
 Continuous  27  12 (SD 3.92)  26  11.1 (SD 3.75)   


McGill Pain Questionnaire – 56d
b
 Continuous  27  12.5 (SD 4.41)  26  10.7 (SD 4.69)  MD=1.800 (CI: -0.653, 4.253) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BDI – 0d Continuous  27  14.1 (SD 7.35)  26  17.1 (SD 10.3)   
BDI – 56d Continuous  27  14.5 (SD 10.3)  26  15.9 (SD 10.3)  MD=-1.400 (CI: -6.949, 4.149) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  27 2 (7.4%)  26 2 (7.7%)  OR=0.960 (CI: 0.125, 7.371) 
adverse events: 


Dizziness – 56d Dichotomous  27 3 (11.1%)  26 4 (15.4%)  OR=0.688 (CI: 0.138, 3.422) 
Drowsiness Dichotomous  27 1 (3.7%)  26 4 (15.4%)  OR=0.212 (CI: 0.022, 2.035) 
epigastric pain Dichotomous  27 3 (11.1%)  26 1 (3.8%)  OR=3.125 (CI: 0.304, 32.165) 
headache Dichotomous  27 2 (7.4%)  26 2 (7.7%)  OR=0.960 (CI: 0.125, 7.371) 
Nausea – 56d Dichotomous  27 4 (14.8%)  26 4 (15.4%)  OR=0.957 (CI: 0.213, 4.305) 
Rash – 56d Dichotomous  27 2 (7.4%)  26 0 (0.0%)  OR=5.196 (CI: 0.238, 113.586) 


treatment withdrawal: 
unspecified/other reason – 56d Dichotomous  27 1


c
 (3.7%)  26 2


d
 (7.7%)  OR=0.462 (CI: 0.039, 5.422) 


protocol deviation Dichotomous  27 0 (0.0%)  26 1 (3.8%)  OR=0.309 (CI: 0.012, 7.937) 
poor compliance Dichotomous  27 2 (7.4%)  26 3 (11.5%)  OR=0.613 (CI: 0.094, 4.006) 


use of rescue medication: 
proportion requiring at least 1 tablet of rescue medication Dichotomous  24 7 (29.2%)  26 3 (11.5%)   
proportion requiring at least 1 tablet of rescue medication Dichotomous  27 2 (7.4%)  26 3 (11.5%)  OR=0.613 (CI: 0.094, 4.006) 


a
 Measured during last 3 weeks of treatment  


b
 MPQ words 


c
 personal reasons 


d
 personal reasons or car accident 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Falah et al. (2012) 
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Pain category Central pain 


Study design Country: Denmark 


Design: Crossover 


Inclusion criteria: 18 years and older with signs and symptoms consistent with central neuropathic pain due to multiple sclerosis (MS confirmed by a 
specialist in neurology using Poser criteria as patients were typically recruited before McDonald criteria were used; central NP signs and symptoms 
included pain in a body area with sensory abnormality on clinical examination or quantitative sensory examination corresponding to at least one lesion of 
the CNS), median total pain of at least 5 on 11-point NRS 


Exclusion criteria: causes other than central NP due to MS, previous allergic reaction/severe adverse reactions to levetiracetam, pregnancy and lactation, 
severe terminal illness or concomitant treatment with antidepressants, other anticonvulsants or opioids that could not be discontinued 


Study length (days): 105 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 30 


Number of males: 22 (73.3%) 


Underlying cause of neuropathic pain: MS neuropathic pain 


Mean duration of NP (in months): 60 


Baseline pain severity: 5.8 (NRS (median) 


(also, median duration of NP and age)) 


Mean age: 47 


Intervention(s) (1) levetiracetam flexible dose 


Intervention: levetiracetam 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Range: 2000–3000 
Notes: slow titration in the first 15 days up to 3000 mg/d but those with unacceptable side effects were permitted to lower their dose to 2000-2500 mg/d; 
actual numbers of patients achieving these different dosage levels was not reported; 7 of 37 eligible patients were withdrawan prior to randomisation for 
reasons including that they could not stop current pain treatment or failed to meet inclusion criteria 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? No (all concomitant treatments for NP (anti-depressants, other anti-convulsants, opioids) were either discontinued 
or patients on these were excluded; up to six tablets of 500 mg paracetamol and one tablet of 50 mg of tramadol could be used daily as escape 
medication) 


Outcomes 
measures and 
effect sizes 


   
LEVETIRACETAM FLEXIBLE 
DOSE  PLACEBO   
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   N k mean  N k mean  Δ 


ITT/LOCF (last-observation carried forward) 
pain score: 


NRS/NRS Pain – 0d Continuous  27  5.8 (SD 1.4)  27  5.8 (SD 1.4)   
NRS/NRS Pain – 42d Continuous  27  5.3 (SD 2)  27  5.7 (SD 1.8)  MD=-0.400 (CI: -1.415, 0.615) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
a
 Continuous  27  4.4 (SD 2.5)  27  4.4 (SD 2.5)   


Normalised (10-pt) sleep interference measure – 
42d


a
 Continuous  27  3.6 (SD 2.8)  27  4.1 (SD 2.9)   


NRS Sleep – 0d Continuous  27  4.4 (SD 2.5)  27  4.4 (SD 2.5)   
NRS Sleep – 42d Continuous  27  3.6 (SD 2.8)  27  4.1 (SD 2.9)  MD=-0.500 (CI: -2.021, 1.021) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  30 4
b
 (13.3%)  30 1


c
 (3.3%)  OR=4.462 (CI: 0.468, 42.514) 


adverse events: 
Blurred vision – 42d


d
 Dichotomous  30 1 (3.3%)  30 0 (0.0%)  OR=3.102 (CI: 0.121, 79.228) 


Constipation – 42d Dichotomous  30 1 (3.3%)  30 3 (10.0%)  OR=0.310 (CI: 0.030, 3.168) 
Diarrhoea – 42d Dichotomous  30 2 (6.7%)  30 2 (6.7%)  OR=1.000 (CI: 0.131, 7.605) 


Dizziness – 42d Dichotomous  30 8 (26.7%)  30 0 (0.0%)  
OR=23.044 (CI: 1.263, 
420.370) 


Drowsiness – 42d
e
 Dichotomous  30 9 (30.0%)  30 5 (16.7%)  OR=2.143 (CI: 0.622, 7.387) 


Fatigue – 42d Dichotomous  30 6 (20.0%)  30 1 (3.3%)  OR=7.250 (CI: 0.815, 64.457) 
headache – 42d Dichotomous  30 6 (20.0%)  30 3 (10.0%)  OR=2.250 (CI: 0.507, 9.993) 
mental change – 42d Dichotomous  30 3 (10.0%)  30 0 (0.0%)  OR=7.764 (CI: 0.384, 157.138) 
mood disturbance – 42d


f
 Dichotomous  30 5 (16.7%)  30 1 (3.3%)  OR=5.800 (CI: 0.635, 53.012) 


Nausea – 42d Dichotomous  30 4 (13.3%)  30 1 (3.3%)  OR=4.462 (CI: 0.468, 42.514) 
other – 42d


g
 Dichotomous  30 13 (43.3%)  30 4 (13.3%)  OR=4.971 (CI: 1.387, 17.816) 


parasthesia – 42d Dichotomous  30 3 (10.0%)  30 2 (6.7%)  OR=1.556 (CI: 0.241, 10.049) 
sleep disturbance – 42d Dichotomous  30 2 (6.7%)  30 0 (0.0%)  OR=5.351 (CI: 0.246, 116.310) 
vertigo – 42d


h
 Dichotomous  30 2 (6.7%)  30 1 (3.3%)  OR=2.071 (CI: 0.178, 24.148) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  30 1 (3.3%)  30 0 (0.0%)  OR=3.102 (CI: 0.121, 79.228) 
unspecified/other reason – 42d Dichotomous  30 1


i
 (3.3%)  30 0 (0.0%)  OR=3.102 (CI: 0.121, 79.228) 


use of rescue medication: 
500 mg paracetamol tablets per week – 0d Continuous  27  16.8 (SD 16.9)  27  


16.8 (SD 
16.9)   


500 mg paracetamol tablets per week – 42d Continuous  27  17.6 (SD 17.7)  27  
18.2 (SD 
17.6)  MD=-0.600 (CI: -10.015, 8.815) 


50 mg tramadol tablets per week – 0d Continuous  27  1.4 (SD 3)  27  1.4 (SD 3)   
50 mg tramadol tablets per week – 42d Continuous  27  0.9 (SD 2.4)  27  1.3 (SD 2.5)  MD=-0.400 (CI: -1.707, 0.907) 


Per Protocol 
pain score: 


NRS/NRS Pain – 0d Continuous  23  5.8 (SD 1.5)  23  5.8 (SD 1.5)   
NRS/NRS Pain – 42d Continuous  23  5.4 (SD 2.1)  23  5.7 (SD 1.9)  MD=-0.300 (CI: -1.457, 0.857) 


a
 based on NRS Sleep 


b
 1 fatigue, 2 dizziness, 1 tiredness 
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c
 influenza and tiredness 


d
 defined in study as 'double vision' 


e
 defined in study as 'tiredness' 


f
 defined in study as 'mood swings' 


g
 no other details provided 


h
 defined in study as 'balance problems' 


i
 because of MS attack 


Comments Study reports the use of tramadol (one of the other drugs being considered in this guideline) as rescue medication - there were a number of patients who 
were receiving this at baseline as a rescue medication (but it was not clear how many exactly); ITT analysis seems to have been done but not all patients 
randomised were included in the analysis; 19 patients had prior treatment with drugs specific for NP (ie. Antidepressants, etc) and 3 had been treatd with 
more than three different drugs; 27 patients were included in the data analysis (4 of the 23 who completed the study had sufficient data from both 
treatment periods to be included) 


Definitions of abbreviations are given at the end of this document. 


 


Study Finnerup et al. (2002) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: Denmark 


Design: Crossover 


Inclusion criteria: neurpathic pain after traumatic SCI or at below level of spinal lesion, aged 18-70 and pain intensity of 3 or more on the 0-10 point 
numeric rating scale. 


Exclusion criteria: Concomitant cerebral damage or dementia, pregnant or lactating women and fertile women with inappropriate contraception, previous 
allergic reaction or hypersensitivity to lamotrigine, serious hepatic or renal disease or other significant illness 


Study length (days): 147 


Intention-to-treat analysis? Unclear 


Participants Total number of patients: 30 


Number of males: 18 (60.0%) 


Underlying cause of neuropathic pain: Spinal cord injury pain 


Mean duration of NP (in months): 84 


Baseline pain severity: 5 (median NRS (and median duration of NP)) 


Mean age: 49 


Intervention(s) (1) lamotrigine 200 mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 9 
Fixed/flexible dose regimen: Flexible dose 
Range: 200–400 
Notes: tablets containing 25mg or 100mg  were administered as single or divided doses. The dose was gradually increased from 25mg to 400mg. 
Patients were permitted to reduce the dose if they experience adverse events, but the final dose had to be at least 200mg and continued for at least 2 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     48 of 283 
 
 


weeks to complete the trial. 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 9 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (treatment with spasmolytics, sedatives for insomnia and simple analgesics for other type of pain was allowed 
in a constant and unchanged dose during the trial.) 


Outcomes 
measures and 
effect sizes 


   LAMOTRIGINE 200 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  22  med: 5  22  med: 5   


NRS/NRS Pain – 28d
b
 Continuous  22  med: 4  22  med: 4.5   


NRS/NRS Pain – 56d
b
 Continuous  22  med: 3  22  med: 4   


NRS/NRS Pain – 63d Mean change  22  med: 1  22  med: 0   
NRS/NRS Pain – 63d


b
 Continuous  22  med: 3  22  med: 4   


McGill Pain Questionnaire – 0d
c
 Continuous  22  med: 21.5  22  med: 21.5   


McGill Pain Questionnaire – 63d Continuous  22  med: 19
d
  22  med: 18.5


e
   


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 0d
f
 Continuous  22  med: 1.5  22  med: 1.5   


NRS Sleep – 63d
g
 Continuous  22  med: 0  22  med: 1   


major adverse events 
(defined as leading to withdrawal): 


any major adverse event Dichotomous  30 1 (3.3%)  30 2 (6.7%)  OR=0.483 (CI: 0.041, 5.628) 
adverse events: 


any adverse event – 63d Dichotomous  30 13 (43.3%)  30 14 (46.7%)  OR=0.874 (CI: 0.316, 2.418) 
moderate to severe – 63d Dichotomous  30 5 (16.7%)  30 4 (13.3%)  OR=1.300 (CI: 0.313, 5.404) 
skin-related side effects – 63d Dichotomous  30 4 (13.3%)  30 4 (13.3%)  OR=1.000 (CI: 0.226, 4.431) 


overall improvement in quality of life: 
SF36 Mental – 0d


h
 Continuous  22  med: 60.7  22  med: 60.7   


SF36 Mental – 63d Continuous  22  med: 60.7
i
  22  med: 61.9


j
   


SF36 Physical – 0d
k
 Continuous  22  med: 33.5  22  med: 33.5   


SF36 Physical – 63d Continuous  22  med: 32.6
l
  22  med: 33.9


m
   


treatment withdrawal: 
unspecified/other reason Dichotomous  30 2


n
 (6.7%)  30 1


o
 (3.3%)  OR=2.071 (CI: 0.178, 24.148) 


withdrawal of consent Dichotomous  30 0 (0.0%)  30 1 (3.3%)  OR=0.322 (CI: 0.013, 8.235) 
protocol deviation Dichotomous  30 0 (0.0%)  30 1 (3.3%)  OR=0.322 (CI: 0.013, 8.235) 


use of rescue medication: 
number of people using paracetamol weekly – 0d


p
 Continuous  22  med: 0  22  med: 0   


number of people using paracetamol weekly – 63d Continuous  22  med: 0
f
  22  med: 0


q
   


a
 IQR: 3-8 (value for all patients in both groups) 


b
 estimated from graph 
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c
 IQR: 11-31 


d
 IQR: 13-27 


e
 IQR: 9-32 


f
 IQR: 0-4 


g
 IQR: 0-3 


h
 IQR: 58-67 


i
 IQR: 54-67 
j
 IQR: 58-68 
k
 IQR: 30-38 


l
 IQR: 28-42 
m
 IQR: 29-37 


n
 one patient left the country and another patient had a new trauma 


o
 patient was unable to complete without usual medication 


p
 IQR: 0-7 


q
 IQR: 0-6 


Comments Analyses were made on patients who achieved at least 200mg/d for at least 2 weeks (study population). The last observation carried over method was 
implemented to the diary account for early discontinuation; other missing data were not replaced. Dichotomous outcomes have been reported as 
intention-to-treat here (with patients randomised as denominator). There is some inconsistency between the flow diagram of patients in the study and the 
text regarding the reasons why 8 patients withdrew from the study - the reasons which were in the flow diagram were extracted here. 


Definitions of abbreviations are given at the end of this document. 


 


Study Finnerup et al. (2009) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: Denmark 


Design: Crossover 


Inclusion criteria: 18 years and older with at and/or below level neuropathic pain for at least 3 months due to trauma or disease of the spinal cord or 
cauda equina with a median pain intensity of 4 or more on a 0-10 point NRS during a 1 week baseline period. 


Exclusion criteria: Concomitant cerebral damage, pregancy or lactation, alcohol or substance abuse, hypersensitivity to levetriacetam or pyrrolidine 
derivates, epilepsy, psychiatric disease, depression, severe liver disease or impaired renal function. 


Study length (days): 84 


Intention-to-treat analysis? No 


Participants Total number of patients: 24 


Number of males: 21 (87.5%) 


Underlying cause of neuropathic pain: Spinal cord injury pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6 (NRS) 


Mean age: 51 (SD: 11.2) 


Intervention(s) (1) levetiracetam 


Intervention: levetiracetam 
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Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Flexible dose 
Range: 2000–3000 
Notes: the dose was gradually increased from 1000mg (wk 1), 2000 mg (wk 2), and 3000mg (wk 3). 


Patients were permitted to reduce the final dose to 2000 or 2500mg daily if they experienced adverse effects. The final dose had to be at least 2000mg to 
be included in the trial (21 achieved maximum dosage and 3 had 2000 mg/d) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (spasmolytics, gabapentin, pregabalin, opioids and simple analgesics for pain (NSAIDs, paracetamol, 
acetylsalicylic acid) were allowed in a constant and unchanged dose during the trial (anti-depressants were slowly tapered off at least 1 week before 
entering the trial)) 


Outcomes 
measures and 
effect sizes 


   LEVETIRACETAM  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  24  med: 6 [rng 4–9]  24  med: 6 [rng 4–9]   


NRS/NRS Pain – 35d Continuous  24  med: 6 [rng 3–9.5]  24  med: 7 [rng 3–9.5]   
at least 30% pain reduction (NRS)


b
 Dichotomous  36 3 (8.3%)  36 4 (11.1%)  OR=0.727 (CI: 0.151, 3.510) 


at least 50% pain reduction (NRS) Dichotomous  36 1 (2.8%)  36 1 (2.8%)  OR=1.000 (CI: 0.060, 16.629) 
patient-reported global improvement: 


PGIC - worse (all grades)
c
 Dichotomous  36 7 (19.4%)  36 2 (5.6%)  OR=4.103 (CI: 0.790, 21.318) 


PGIC - no change
c
 Dichotomous  36 16 (44.4%)  36 20 (55.6%)  OR=0.640 (CI: 0.253, 1.622) 


PGIC - minimally better
d
 Dichotomous  36 2 (5.6%)  36 1 (2.8%)  OR=2.059 (CI: 0.178, 23.773) 


PGIC - moderately better
e
 Dichotomous  36 1 (2.8%)  36 1 (2.8%)  OR=1.000 (CI: 0.060, 16.629) 


PGIC - at least moderately better
f
 Dichotomous  36 1 (2.8%)  36 1 (2.8%)  OR=1.000 (CI: 0.060, 16.629) 


PGIC - much better
g
 Dichotomous  36 0 (0.0%)  36 0 (0.0%)  OR=1.000 (CI: 0.019, 51.764) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 0d
a
 Continuous  24  med: 4 [rng 0–8]  24  med: 4 [rng 0–8]   


NRS Sleep – 35d Continuous  24  med: 3 [rng 0–9]  24  med: 3.5 [rng 0–9]   
major adverse events 
(defined as leading to withdrawal): 


any major adverse event Dichotomous  36 7 (19.4%)  36 2 (5.6%)  OR=4.103 (CI: 0.790, 21.318) 
adverse events: 


any adverse event – 35d Dichotomous  36 14 (38.9%)  36 11 (30.6%)  OR=1.446 (CI: 0.545, 3.837) 
balance disorder – 35d Dichotomous  36 5 (13.9%)  36 1 (2.8%)  OR=5.645 (CI: 0.625, 50.987) 
Dizziness – 35d Dichotomous  36 6 (16.7%)  36 2 (5.6%)  OR=3.400 (CI: 0.638, 18.132) 
Dry mouth – 35d Dichotomous  36 1 (2.8%)  36 2 (5.6%)  OR=0.486 (CI: 0.042, 5.608) 
headache – 35d Dichotomous  36 0 (0.0%)  36 1 (2.8%)  OR=0.324 (CI: 0.013, 8.227) 
moderate to severe – 35d Dichotomous  36 9 (25.0%)  36 4 (11.1%)  OR=2.667 (CI: 0.738, 9.633) 
Somnolence – 35d Dichotomous  36 11 (30.6%)  36 4 (11.1%)  OR=3.520 (CI: 1.000, 12.388) 
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treatment withdrawal: 
unspecified/other reason Dichotomous  36 1


h
 (2.8%)  36 1


i
 (2.8%)  OR=1.000 (CI: 0.060, 16.629) 


protocol deviation Dichotomous  36 1 (2.8%)  36 0 (0.0%)  OR=3.085 (CI: 0.122, 78.271) 
use of rescue medication: 


proportion taking up to 3 g/d of paracetamol – 0d
a
 Continuous  24  med: 0 [rng 0–56]  24  med: 0 [rng 0–56]   


proportion taking up to 3 g/d of paracetamol – 35d Continuous  24  med: 0 [rng 0–56]  24  med: 0 [rng 0–56]   


a
 average of patients in both groups at baseline 


b
 33% pain reduction 


c
 estimated from graph 


d
 defined in study as 'slight'; estimated from graph 


e
 defined in study as 'some'; estimated from graph 


f
 combined 'some' with 'a lot'; estimated from graph 


g
 defined in study as 'a lot'; estimated from graph 


h
 patient had an 'accident with fracture' 


i
 increased pain 


Comments 2 dropped out before randomisation because they could not be effectively tapered from amitriptyline or escitalopram; 12 dropped out after randomisation 
- only 24 patients achieved 2000 mg/d for at least 2 weeks and these comprise the study population (however, we have recorded the dichotomous 
outcomes using intention-to-treat analysis with all those randomised in the denominator) 


Definitions of abbreviations are given at the end of this document. 


 


Study Freynhagen et al. (2005) 


Pain category Peripheral pain 


Study design Country: USA, Germany, Poland 


Design: Parallel 


Inclusion criteria: participants with PDN for at least 6 months or PHN for at least 3 months, scoring at least 40mm on VAS 


Exclusion criteria: unstable medical or psychiatric condition, malignancy within the past 2 years (except basal cell carcinoma), abnormal ECG, ellicit 
drugs or alcohol abuse in last 2 years, hepatitis B or C or HIV, neurologic disorders, severe pain unrelated to primary diagnosis (ie. PDN/PHN), any 
potentially sensiation-altering skin conditions that could confound assessment of NP, amputations other than toes, untreated hyperthyroidism (if PDN), 
neurolytic or neurosurgical therapy (PHN), drugs commonly used to treat NP (including non-SSRIs, benzodiazepines, capsaicin, opiods, NSAIDs, etc - 
see list of permitted drug use under 'notes') 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 338 


Number of males: 183 (54.1%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy or PHN 


Mean duration of NP (in months): 46.8 


Baseline pain severity: 6.85 (NRS (average of means)) 


Mean age: 62.2 
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Intervention(s) (1) Pregabalin (flexible dose) 


Intervention: pregabalin 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 372.2mg/d 
Range: 150–600 
Notes: weekly dosage escalation based on patients tolerability and individual response; single downward dosage titration was allowed after week 1 or at 
or after week 2, 3, or 4 (and then the patient remained on that dosage for the remainder of the study) 


(2) Pregabalin (600 mg/d) 


Intervention: pregabalin 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 
Mean dose: 481.5mg/d 
Notes: 300 mg/d for 1 week and then 600 mg/d for remaining period 


(3) Placebo 


Intervention: placebo 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 


(4) Pregabalin (flexi and fixed dosages) 


Intervention: pregabalin 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Yes (drugs commonly used to treat NP excluded including non-SSRIs, benzodiazepines, capsaicin, opiods, 
NSAIDs; SSRIs for depression, aspirin for MI and stroke prophylaxis, short-acting benzodiazepines for insomnia were allowed during the study (SSRIs 
could be considered concomitant medications); Paracetamol as rescue analgesics) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN (FLEXIBLE DOSE)  PREGABALIN (600 MG/D)   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 84d Dichotomous  141 83 (58.9%)  132 88 (66.7%)  OR=0.716 (CI: 0.437, 1.172) 
at least 50% pain reduction (NRS) – 84d Dichotomous  141 68 (48.2%)  132 69 (52.3%)  OR=0.851 (CI: 0.529, 1.368) 


patient-reported global improvement: 
PGIC - worse (all grades) – 84d Dichotomous  141 13 (9.2%)  132 16 (12.1%)  OR=0.736 (CI: 0.340, 1.596) 
PGIC - no change – 84d Dichotomous  141 24 (17.0%)  132 21 (15.9%)  OR=1.084 (CI: 0.571, 2.058) 
PGIC - minimally better – 84d Dichotomous  141 31 (22.0%)  132 24 (18.2%)  OR=1.268 (CI: 0.699, 2.300) 
PGIC - at least moderately better – 84d Dichotomous  141 73 (51.8%)  132 71 (53.8%)  OR=0.922 (CI: 0.573, 1.484) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  141 24 (17.0%)  132 33 (25.0%)  OR=0.615 (CI: 0.341, 1.110) 
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adverse events: 
Dizziness – 84d Dichotomous  141 27 (19.1%)  132 38 (28.8%)  OR=0.586 (CI: 0.333, 1.030) 
Nausea – 84d Dichotomous  141 7 (5.0%)  132 14 (10.6%)  OR=0.440 (CI: 0.172, 1.128) 
Peripheral oedema – 84d Dichotomous  141 23 (16.3%)  132 10 (7.6%)  OR=2.378 (CI: 1.085, 5.210) 
Somnolence – 84d Dichotomous  141 15 (10.6%)  132 17 (12.9%)  OR=0.805 (CI: 0.385, 1.686) 
Weight gain – 84d Dichotomous  141 17 (12.1%)  132 18 (13.6%)  OR=0.868 (CI: 0.427, 1.766) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  141 12 (8.5%)  132 11 (8.3%)  OR=1.023 (CI: 0.435, 2.406) 
unspecified/other reason – 84d Dichotomous  141 10 (7.1%)  132 3 (2.3%)  OR=3.282 (CI: 0.883, 12.201) 
poor compliance – 84d Dichotomous  141 3 (2.1%)  132 3 (2.3%)  OR=0.935 (CI: 0.185, 4.715) 


 


   PREGABALIN (FLEXIBLE DOSE)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 84d Dichotomous  141 83 (58.9%)  65 24 (36.9%)  OR=2.445 (CI: 1.335, 4.478) 
at least 50% pain reduction (NRS) – 84d Dichotomous  141 68 (48.2%)  65 16 (24.6%)  OR=2.853 (CI: 1.483, 5.486) 


patient-reported global improvement: 
PGIC - worse (all grades) – 84d Dichotomous  141 13 (9.2%)  65 11 (16.9%)  OR=0.499 (CI: 0.210, 1.183) 
PGIC - no change – 84d Dichotomous  141 24 (17.0%)  65 23 (35.4%)  OR=0.375 (CI: 0.191, 0.733) 
PGIC - minimally better – 84d Dichotomous  141 31 (22.0%)  65 11 (16.9%)  OR=1.383 (CI: 0.646, 2.961) 
PGIC - at least moderately better – 84d Dichotomous  141 73 (51.8%)  65 20 (30.8%)  OR=2.415 (CI: 1.297, 4.498) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  141 24 (17.0%)  65 5 (7.7%)  OR=2.462 (CI: 0.894, 6.775) 
adverse events: 


Dizziness – 84d Dichotomous  141 27 (19.1%)  65 3 (4.6%)  OR=4.895 (CI: 1.427, 16.784) 
Nausea – 84d Dichotomous  141 7 (5.0%)  65 1 (1.5%)  OR=3.343 (CI: 0.403, 27.752) 
Peripheral oedema – 84d Dichotomous  141 23 (16.3%)  65 2 (3.1%)  OR=6.140 (CI: 1.402, 26.889) 
Somnolence – 84d Dichotomous  141 15 (10.6%)  65 0 (0.0%)  OR=16.051 (CI: 0.945, 272.521) 
Weight gain – 84d Dichotomous  141 17 (12.1%)  65 2 (3.1%)  OR=4.319 (CI: 0.967, 19.281) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  141 12 (8.5%)  65 19 (29.2%)  OR=0.225 (CI: 0.101, 0.500) 
unspecified/other reason – 84d Dichotomous  141 10 (7.1%)  65 4 (6.2%)  OR=1.164 (CI: 0.351, 3.860) 
poor compliance – 84d Dichotomous  141 3 (2.1%)  65 2 (3.1%)  OR=0.685 (CI: 0.112, 4.200) 


 


   PREGABALIN (600 MG/D)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 84d Dichotomous  132 88 (66.7%)  65 24 (36.9%)  OR=3.417 (CI: 1.838, 6.353) 
at least 50% pain reduction (NRS) – 84d Dichotomous  132 69 (52.3%)  65 16 (24.6%)  OR=3.354 (CI: 1.734, 6.487) 


patient-reported global improvement: 
PGIC - worse (all grades) – 84d Dichotomous  132 16 (12.1%)  65 11 (16.9%)  OR=0.677 (CI: 0.294, 1.557) 
PGIC - no change – 84d Dichotomous  132 21 (15.9%)  65 23 (35.4%)  OR=0.345 (CI: 0.173, 0.689) 
PGIC - minimally better – 84d Dichotomous  132 24 (18.2%)  65 11 (16.9%)  OR=1.091 (CI: 0.498, 2.391) 
PGIC - at least moderately better – 84d Dichotomous  132 71 (53.8%)  65 20 (30.8%)  OR=2.619 (CI: 1.397, 4.908) 
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major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  132 33 (25.0%)  65 5 (7.7%)  OR=4.000 (CI: 1.481, 10.805) 
adverse events: 


Dizziness – 84d Dichotomous  132 38 (28.8%)  65 3 (4.6%)  OR=8.355 (CI: 2.471, 28.252) 
Nausea – 84d Dichotomous  132 14 (10.6%)  65 1 (1.5%)  OR=7.593 (CI: 0.976, 59.069) 
Peripheral oedema – 84d Dichotomous  132 10 (7.6%)  65 2 (3.1%)  OR=2.582 (CI: 0.549, 12.145) 
Somnolence – 84d Dichotomous  132 17 (12.9%)  65 0 (0.0%)  OR=19.848 (CI: 1.174, 335.477) 
Weight gain – 84d Dichotomous  132 18 (13.6%)  65 2 (3.1%)  OR=4.974 (CI: 1.118, 22.133) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  132 11 (8.3%)  65 19 (29.2%)  OR=0.220 (CI: 0.097, 0.498) 
unspecified/other reason – 84d Dichotomous  132 3 (2.3%)  65 4 (6.2%)  OR=0.355 (CI: 0.077, 1.634) 
poor compliance – 84d Dichotomous  132 3 (2.3%)  65 2 (3.1%)  OR=0.733 (CI: 0.119, 4.496) 


 


   PLACEBO  PREGABALIN (FLEXI AND FIXED DOSAGES)   


   N k mean  N k mean  Δ 


patient-reported global improvement: 
PGIC - worse (all grades) – 84d Dichotomous  65 11 (16.9%)  273 29 (10.6%)   
PGIC - no change – 84d Dichotomous  65 23 (35.4%)  273 45 (16.5%)   
PGIC - minimally better – 84d Dichotomous  65 11 (16.9%)  273 76 (27.8%)   
PGIC - at least moderately better – 84d Dichotomous  65 20 (30.8%)  273 149 (54.6%)   


 


Comments patients with previous exposure to gabapentin was permitted to enter the study; SSRIs for depression, aspirin for MI and stroke prophylaxis, short-acting 
benzodiazepines for insomnia were allowed during the study 


Definitions of abbreviations are given at the end of this document. 


 


Study Gao et al. (2010) 


Pain category Peripheral pain 


Study design Country: China 


Design: Parallel 


Inclusion criteria: Patients 18 years or older with a diagnosos of PDN and an average brief pain inventory (BPI) score of 4 or higher were eligible if they 
have daily pain for at least 6 months 


Exclusion criteria: If they had mania, bipolar disorder, psychosis, or were at risk of suicide as judged by the investigator or had a rating of >2 on question 
9 of the BDI-II, taking any monoamine oxidase inhibitors within 14 days before visit 2 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 215 


Number of males: 101 (47.0%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 
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Mean duration of NP (in months): 3.2 


Baseline pain severity: 5.5 (BPI average pain) 


Mean age: 59.25 


Intervention(s) (1) Duloxetine (flexible dose 30-120mg/d) 


Intervention: duloxetine 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Flexible dose 
Range: 60–120 
Notes: started at 30 mg/d for 1 week, then increased to 60 mg/d, then increased to 120 mg once daily any time after 2 weeks if patients did not respond 
to 60mg/d 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear (authors appear to only state that use of monoamine oxidase inhibitors within 14 days of randomisation 
were excluded; unclear if others were permitted) 


Outcomes 
measures and 
effect sizes 


   
DULOXETINE (FLEXIBLE DOSE 30-
120MG/D)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction – 84d


a
 Dichotomous  106 74 (69.8%)  109 67 (61.5%)  


OR=1.450 (CI: 0.823, 
2.554) 


at least 50% pain reduction – 84d
a
 Dichotomous  106 57 (53.8%)  109 55 (50.5%)  


OR=1.142 (CI: 0.669, 
1.951) 


BPI (severity) – 84d Continuous  106  -2.72 (SD 2.68)  109  
-1.99 (SD 
2.61)  


MD=-0.730 (CI: -1.437, -
0.023) 


BPI average pain – 84d
b
 Continuous  106  -2.69 (SD 1.96)  109  


-2.31 (SD 
1.88)  


MD=-0.380 (CI: -0.893, 
0.133) 


patient-reported global improvement: 
PGI-I – 84d


b
 


Mean 
change  106  2.32 (SD 1.13)  109  2.64 (SD 1.04)  


MD=-0.320 (CI: -0.611, -
0.029) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure 
– 84d


c
 


Mean 
change  106  -2.85 (SD 2.88)  109  


-2.67 (SD 
2.82)   


BPI – 84d 
Mean 
change  106  -2.28 (SD 2.16)  109  


-1.88 (SD 
2.09)  


MD=-0.400 (CI: -0.968, 
0.168) 


BPI Mood – 84d 
Mean 
change  106  -2.32 (SD 2.47)  109  -1.85 (SD 2.4)  


MD=-0.470 (CI: -1.122, 
0.182) 


BPI Sleep – 84d 
Mean 
change  106  -2.85 (SD 2.88)  109  


-2.67 (SD 
2.82)  


MD=-0.180 (CI: -0.942, 
0.582) 
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BPI general activity – 84d 
Mean 
change  106  -2.5 (SD 2.57)  109  


-1.96 (SD 
2.51)  


MD=-0.540 (CI: -1.219, 
0.139) 


BPI walking ability – 84d 
Mean 
change  106  -2.45 (SD 2.47)  109  -1.82 (SD 2.4)  


MD=-0.630 (CI: -1.282, 
0.022) 


BPI normal work – 84d 
Mean 
change  106  -2.01 (SD 2.37)  109  -1.7 (SD 2.3)  


MD=-0.310 (CI: -0.934, 
0.314) 


BPI relationship with other people – 84d 
Mean 
change  106  -1.45 (SD 2.27)  109  


-1.13 (SD 
2.19)  


MD=-0.320 (CI: -0.916, 
0.276) 


BPI enjoyment of life – 84d Continuous  106  -1.94 (SD 2.47)  109  -1.65 (SD 2.4)  
MD=-0.290 (CI: -0.942, 
0.362) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  106 15 (14.2%)  109 4 (3.7%)  
OR=4.327 (CI: 1.386, 
13.504) 


adverse events: 
asthenia – 84d Dichotomous  106 6 (5.7%)  109 1 (0.9%)  


OR=6.480 (CI: 0.767, 
54.769) 


Constipation – 84d Dichotomous  106 11 (10.4%)  109 9 (8.3%)  
OR=1.287 (CI: 0.510, 
3.243) 


Diarrhoea – 84d Dichotomous  106 10 (9.4%)  109 6 (5.5%)  
OR=1.788 (CI: 0.626, 
5.108) 


Dizziness – 84d Dichotomous  106 16 (15.1%)  109 12 (11.0%)  
OR=1.437 (CI: 0.645, 
3.203) 


Dry mouth – 84d Dichotomous  106 6 (5.7%)  109 3 (2.8%)  
OR=2.120 (CI: 0.516, 
8.706) 


Fatigue – 84d Dichotomous  106 8 (7.5%)  109 8 (7.3%)  
OR=1.031 (CI: 0.372, 
2.854) 


headache – 84d Dichotomous  106 6 (5.7%)  109 6 (5.5%)  
OR=1.030 (CI: 0.321, 
3.301) 


lethargy – 84d Dichotomous  106 11 (10.4%)  109 4 (3.7%)  
OR=3.039 (CI: 0.936, 
9.867) 


Nausea – 84d Dichotomous  106 32 (30.2%)  109 13 (11.9%)  
OR=3.193 (CI: 1.566, 
6.511) 


Pruritus – 84d Dichotomous  106 3 (2.8%)  109 8 (7.3%)  
OR=0.368 (CI: 0.095, 
1.426) 


Somnolence – 84d Dichotomous  106 17 (16.0%)  109 6 (5.5%)  
OR=3.279 (CI: 1.239, 
8.676) 


Vomiting – 84d Dichotomous  106 6 (5.7%)  109 5 (4.6%)  
OR=1.248 (CI: 0.369, 
4.219) 


overall improvement in quality of life: 
EQ-5D - health status index – 84d 


Mean 
change  106  0.12 (SD 0.206)


d
  109  


0.14 (SD 
0.209)


e
  


MD=-0.020 (CI: -0.075, 
0.035) 


EQ-5D - health status index – 84d 
Mean 
change  106  0.12 (SD 0.206)


d
  109  


0.14 (SD 
0.209)


e
  


MD=0.030 (CI: -0.025, 
0.085) 


EQ-5D - health status index – 84d 
Mean 
change  106  0.17 (SD 0.206)


e
  109  


0.1 (SD 
0.209)


d
  


MD=-0.020 (CI: -0.075, 
0.035) 


EQ-5D - health status index – 84d 
Mean 
change  106  0.17 (SD 0.206)


e
  109  


0.1 (SD 
0.209)


d
  


MD=0.030 (CI: -0.025, 
0.085) 


EQ-5D - health status index – 84d
e
 


Mean 
change  106  0.17 (SD 0.206)  109  


0.14 (SD 
0.209)  


MD=-0.020 (CI: -0.075, 
0.035) 


EQ-5D - health status index – 84d
e
 


Mean 
change  106  0.17 (SD 0.206)  109  


0.14 (SD 
0.209)  


MD=0.030 (CI: -0.025, 
0.085) 


EQ-5D - health status index – 84d
d
 


Mean 
change  106  0.12 (SD 0.206)  109  0.1 (SD 0.209)  


MD=-0.020 (CI: -0.075, 
0.035) 
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EQ-5D - health status index – 84d
d
 


Mean 
change  106  0.12 (SD 0.206)  109  0.1 (SD 0.209)  


MD=0.030 (CI: -0.025, 
0.085) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  106 1 (0.9%)  109 4 (3.7%)  


OR=0.250 (CI: 0.027, 
2.274) 


withdrawal of consent – 84d Dichotomous  106 2 (1.9%)  109 3 (2.8%)  
OR=0.679 (CI: 0.111, 
4.150) 


protocol deviation – 84d Dichotomous  106 1 (0.9%)  109 6 (5.5%)  
OR=0.163 (CI: 0.019, 
1.382) 


a
 this is based on BPI average pain 


b
 least squares mean change 


c
 based on BPI Sleep 


d
 EQ-5D US 


e
 EQ-5D UK 


Comments screening period for 3 to 30 days before randomisation - unclear if any part of this was drug-free (unclear if many concomitant drugs were allowed) 


Definitions of abbreviations are given at the end of this document. 


 


Study Gilron et al. (2012) 


Pain category Peripheral pain 


Study design Country: Canada 


Design: Crossover 


Inclusion criteria: PHN or PDN, daily pain score of at least 4 (on NRS 0-10) for at least 6 months prior to trial, aspartate aminotransferase and alanine 
aminotransferase concentration of 120% of the upper limit of normal or less, serum creatinine concentration of 150% fo the upper limit of normal or less 
and haemoglobin A1c conctration of less than 13% 


Exclusion criteria: patient history or lab results suggestion inherited neuropathy or neuropathy from other causes, major organ system disease, 
cardiovascular autonomic neuropathy, baseline postrual hypotension of more than 20 mm Hg, sedation or ataxia dur to concomitant drugs or other 
caseus, urinary symptoms indicatve of benign prostatic hyupertrophy, psychiatric or substance abuse disorder, hypersensitivyt toa ny of the study drugs 
or coexisting disorder causing pain as severe as neuropathic pain, no use of contraception in women of child-bearing age 


Study length (days): 133 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 56 


Number of males: 35 (62.5%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy or PHN 


Mean duration of NP (in months): 48 


Baseline pain severity: 5.4 (NRS) 


Mean age: 64.5 


Intervention(s) (1) Gabapentin flexible-dose 


Intervention: gabapentin 
Length of treatment (weeks): 5 
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Fixed/flexible dose regimen: Flexible dose 
Mean dose: 2433mg/d (SD: 106) 
Notes: First 24 days of the 6 week period was titration, days 25-31 was the maintenance phase (at max tolerated dose), days 32-35 were dose taper 
phase and days 36-42 were drug washout phase; (dispersion given is SE, not SD) 


(2) Nortriptyline flexible-dose 


Intervention: nortriptyline 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 61.6mg/d (SD: 3.6) 
Notes: First 24 days of the 6 week period was titration, days 25-31 was the maintenance phase (at max tolerated dose), days 32-35 were dose taper 
phase and days 36-42 were drug washout phase; (dispersion given is SE, not SD) 


(3) Gabapentin and nortriptyline flexible-dose 


Intervention: gabapentin+nortriptyline 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Flexible dose 
Notes: First 24 days of the 6 week period was titration, days 25-31 was the maintenance phase (at max tolerated dose), days 32-35 were dose taper 
phase and days 36-42 were drug washout phase; mean amximum tolerated dose was 2180 mg (SE 108) of gabapentin and 50.1 mg (SE 3.5) 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Yes (only steady dosages of opioids, NSAIDs, or paracetamol (not tricyclics, gabapentin or pregabalin or 
procedural pain treatments like nerve blocks)) 


Outcomes 
measures and 
effect sizes 


   
GABAPENTIN FLEXIBLE-
DOSE  


NORTRIPTYLINE FLEXIBLE-
DOSE   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  56  5.4 (SD 1.53)  56  5.4 (SD 1.53)   
NRS/NRS Pain – 35d Continuous  46  3.2 (SD 2.42)  50  2.9 (SD 1.8)  MD=0.300 (CI: -0.560, 1.160) 
BPI average pain – 0d Continuous  56  4.9 (SD 1.5)  56  4.9 (SD 1.5)   
BPI average pain – 35d Continuous  46  3.3 (SD 2.03)  50  3.1 (SD 1.41)  MD=0.200 (CI: -0.507, 0.907) 
McGill VAS – 0d Continuous  56  4.3 (SD 2.99)  56  4.3 (SD 2.99)   


McGill VAS – 35d Continuous  46  2.4 (SD 2.03)  50  2.5 (SD 2.12)  
MD=-0.100 (CI: -0.932, 
0.732) 


PPI (from MPQ) – 0d Continuous  56  2 (SD 1.5)  56  2 (SD 1.5)   


PPI (from MPQ) – 35d Continuous  46  1.5 (SD 1.36)  50  1.6 (SD 0.707)  
MD=-0.100 (CI: -0.538, 
0.338) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 
0d


a
 Continuous  56  5.1 (SD 2.99)  56  5.1 (SD 2.99)   


Normalised (10-pt) sleep interference measure – 
35d


a
 Continuous  46  2.2 (SD 2.03)  50  2.3 (SD 2.12)  


MD=-0.100 (CI: -0.930, 
0.730) 


BDI – 0d Continuous  56  8.3 (SD 5.24)  56  8.3 (SD 5.24)   
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BDI – 35d Continuous  46  5.8 (SD 3.39)  50  6.8 (SD 3.54)  
MD=-1.000 (CI: -2.386, 
0.386) 


BPI Sleep – 0d Continuous  56  5.1 (SD 2.99)  56  5.1 (SD 2.99)   


BPI Sleep – 35d Continuous  46  2.2 (SD 2.03)  50  2.3 (SD 2.12)  
MD=-0.100 (CI: -0.932, 
0.732) 


overall improvement in quality of life: 
SF36 – 0d Continuous  56  56.8 (SD 15.7)  56  56.8 (SD 15.7)   
SF36 – 35d Continuous  46  65.4 (SD 12.2)  50  63.1 (SD 12.7)  MD=2.300 (CI: -2.689, 7.289) 


treatment withdrawal: 
due to lack of efficacy – 35d Dichotomous  56 0 (0.0%)  56 1 (1.8%)  OR=0.327 (CI: 0.013, 8.211) 


unspecified/other reason – 35d Dichotomous  56 2
b
 (3.6%)  56 1


c
 (1.8%)  


OR=2.037 (CI: 0.179, 
23.130) 


protocol deviation – 35d Dichotomous  56 1 (1.8%)  56 0 (0.0%)  
OR=3.054 (CI: 0.122, 
76.588) 


during dose titration 
adverse events: 


Blurred vision – 35d Dichotomous  56 3 (5.4%)  56 0 (0.0%)  
OR=7.393 (CI: 0.373, 
146.518) 


Constipation – 35d Dichotomous  56 44 (78.6%)  56 6 (10.7%)  
OR=30.556 (CI: 10.582, 
88.232) 


Dizziness – 35d Dichotomous  56 7 (12.5%)  56 6 (10.7%)  OR=1.190 (CI: 0.373, 3.795) 
Dry mouth – 35d Dichotomous  56 11 (19.6%)  56 29 (51.8%)  OR=0.228 (CI: 0.098, 0.528) 
Fatigue – 35d Dichotomous  56 7 (12.5%)  56 9 (16.1%)  OR=0.746 (CI: 0.257, 2.166) 


feeling drunk/drugged – 35d Dichotomous  56 6 (10.7%)  56 1 (1.8%)  
OR=6.600 (CI: 0.768, 
56.738) 


headache – 35d Dichotomous  56 7 (12.5%)  56 5 (8.9%)  OR=1.457 (CI: 0.433, 4.900) 


impaired attention – 35d Dichotomous  56 6 (10.7%)  56 0 (0.0%)  
OR=14.545 (CI: 0.799, 
264.698) 


mood disturbance – 35d Dichotomous  56 1 (1.8%)  56 4 (7.1%)  OR=0.236 (CI: 0.026, 2.185) 


oedema – 35d Dichotomous  56 5 (8.9%)  56 2 (3.6%)  
OR=2.647 (CI: 0.491, 
14.258) 


Pruritus – 35d Dichotomous  56 0 (0.0%)  56 3 (5.4%)  OR=0.135 (CI: 0.007, 2.681) 
Somnolence – 35d Dichotomous  56 9 (16.1%)  56 8 (14.3%)  OR=1.149 (CI: 0.409, 3.231) 
Urine retention – 35d Dichotomous  56 2 (3.6%)  56 4 (7.1%)  OR=0.481 (CI: 0.085, 2.742) 


Weight gain – 35d Dichotomous  56 3 (5.4%)  56 1 (1.8%)  
OR=3.113 (CI: 0.314, 
30.878) 


at maximum tolerated dose 
adverse events: 


Blurred vision – 35d Dichotomous  56 1 (1.8%)  56 0 (0.0%)  
OR=3.054 (CI: 0.122, 
76.588) 


Constipation – 35d Dichotomous  56 1 (1.8%)  56 1 (1.8%)  
OR=1.000 (CI: 0.061, 
16.394) 


Dizziness – 35d Dichotomous  56 4 (7.1%)  56 2 (3.6%)  
OR=2.077 (CI: 0.365, 
11.828) 


Dry mouth – 35d Dichotomous  56 8 (14.3%)  56 29 (51.8%)  OR=0.155 (CI: 0.062, 0.387) 
Fatigue – 35d Dichotomous  56 2 (3.6%)  56 6 (10.7%)  OR=0.309 (CI: 0.060, 1.600) 


feeling drunk/drugged – 35d Dichotomous  56 1 (1.8%)  56 0 (0.0%)  
OR=3.054 (CI: 0.122, 
76.588) 


headache – 35d Dichotomous  56 2 (3.6%)  56 2 (3.6%)  OR=1.000 (CI: 0.136, 7.359) 


impaired attention – 35d Dichotomous  56 2 (3.6%)  56 0 (0.0%)  
OR=5.183 (CI: 0.243, 
110.450) 


mood disturbance – 35d Dichotomous  56 1 (1.8%)  56 3 (5.4%)  OR=0.321 (CI: 0.032, 3.186) 
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oedema – 35d Dichotomous  56 4 (7.1%)  56 2 (3.6%)  
OR=2.077 (CI: 0.365, 
11.828) 


Pruritus – 35d Dichotomous  56 1 (1.8%)  56 1 (1.8%)  
OR=1.000 (CI: 0.061, 
16.394) 


Somnolence – 35d Dichotomous  56 1 (1.8%)  56 1 (1.8%)  
OR=1.000 (CI: 0.061, 
16.394) 


Urine retention – 35d Dichotomous  56 1 (1.8%)  56 3 (5.4%)  OR=0.321 (CI: 0.032, 3.186) 


Weight gain – 35d Dichotomous  56 1 (1.8%)  56 1 (1.8%)  
OR=1.000 (CI: 0.061, 
16.394) 


a
 based on BPI Sleep 


b
 depression and development of painful arthritic disorder (likely unrelated) 


c
 onset of sciatica (likely unrelated) 


 


   
GABAPENTIN FLEXIBLE-
DOSE  


GABAPENTIN AND NORTRIPTYLINE 
FLEXIBLE-DOSE   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  56  5.4 (SD 1.53)  56  5.4 (SD 1.53)   


NRS/NRS Pain – 35d Continuous  46  3.2 (SD 2.42)  50  2.3 (SD 1.8)  
MD=0.900 (CI: 0.040, 
1.760) 


BPI average pain – 0d Continuous  56  4.9 (SD 1.5)  56  4.9 (SD 1.5)   


BPI average pain – 35d Continuous  46  3.3 (SD 2.03)  50  2.5 (SD 1.41)  
MD=0.800 (CI: 0.093, 
1.507) 


McGill VAS – 0d Continuous  56  4.3 (SD 2.99)  56  4.3 (SD 2.99)   


McGill VAS – 35d Continuous  46  2.4 (SD 2.03)  50  2 (SD 2.12)  
MD=0.400 (CI: -0.432, 
1.232) 


PPI (from MPQ) – 0d Continuous  56  2 (SD 1.5)  56  2 (SD 1.5)   


PPI (from MPQ) – 35d Continuous  46  1.5 (SD 1.36)  50  1.3 (SD 0.707)  
MD=0.200 (CI: -0.238, 
0.638) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference 
measure – 0d


a
 Continuous  56  5.1 (SD 2.99)  56  5.1 (SD 2.99)   


Normalised (10-pt) sleep interference 
measure – 35d


a
 Continuous  46  2.2 (SD 2.03)  50  1 (SD 2.12)  


MD=1.200 (CI: 0.370, 
2.030) 


BDI – 0d Continuous  56  8.3 (SD 5.24)  56  8.3 (SD 5.24)   


BDI – 35d Continuous  46  5.8 (SD 3.39)  50  5.4 (SD 3.54)  
MD=0.400 (CI: -0.986, 
1.786) 


BPI Sleep – 0d Continuous  56  5.1 (SD 2.99)  56  5.1 (SD 2.99)   


BPI Sleep – 35d Continuous  46  2.2 (SD 2.03)  50  1 (SD 2.12)  
MD=1.200 (CI: 0.368, 
2.032) 


overall improvement in quality of life: 
SF36 – 0d Continuous  56  56.8 (SD 15.7)  56  56.8 (SD 15.7)   


SF36 – 35d Continuous  46  65.4 (SD 12.2)  50  66.3 (SD 12.7)  
MD=-0.900 (CI: -5.889, 
4.089) 


treatment withdrawal: 
due to lack of efficacy – 35d Dichotomous  56 0 (0.0%)  56 0 (0.0%)  


OR=1.000 (CI: 0.020, 
51.277) 
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unspecified/other reason – 35d Dichotomous  56 2
b
 (3.6%)  56 0 (0.0%)  


OR=5.183 (CI: 0.243, 
110.450) 


protocol deviation – 35d Dichotomous  56 1 (1.8%)  56 0 (0.0%)  
OR=3.054 (CI: 0.122, 
76.588) 


during dose titration 
adverse events: 


Blurred vision – 35d Dichotomous  56 3 (5.4%)  56 0 (0.0%)  
OR=7.393 (CI: 0.373, 
146.518) 


Constipation – 35d Dichotomous  56 44 (78.6%)  56 5 (8.9%)  
OR=37.400 (CI: 12.221, 
114.454) 


Dizziness – 35d Dichotomous  56 7 (12.5%)  56 6 (10.7%)  
OR=1.190 (CI: 0.373, 
3.795) 


Dry mouth – 35d Dichotomous  56 11 (19.6%)  56 27 (48.2%)  
OR=0.263 (CI: 0.113, 
0.610) 


Fatigue – 35d Dichotomous  56 7 (12.5%)  56 6 (10.7%)  
OR=1.190 (CI: 0.373, 
3.795) 


feeling drunk/drugged – 35d Dichotomous  56 6 (10.7%)  56 4 (7.1%)  
OR=1.560 (CI: 0.415, 
5.859) 


headache – 35d Dichotomous  56 7 (12.5%)  56 2 (3.6%)  
OR=3.857 (CI: 0.765, 
19.458) 


impaired attention – 35d Dichotomous  56 6 (10.7%)  56 3 (5.4%)  
OR=2.120 (CI: 0.503, 
8.937) 


mood disturbance – 35d Dichotomous  56 1 (1.8%)  56 1 (1.8%)  
OR=1.000 (CI: 0.061, 
16.394) 


oedema – 35d Dichotomous  56 5 (8.9%)  56 3 (5.4%)  
OR=1.732 (CI: 0.393, 
7.625) 


Pruritus – 35d Dichotomous  56 0 (0.0%)  56 0 (0.0%)  
OR=1.000 (CI: 0.020, 
51.277) 


Somnolence – 35d Dichotomous  56 9 (16.1%)  56 9 (16.1%)  
OR=1.000 (CI: 0.365, 
2.742) 


Urine retention – 35d Dichotomous  56 2 (3.6%)  56 3 (5.4%)  
OR=0.654 (CI: 0.105, 
4.074) 


Weight gain – 35d Dichotomous  56 3 (5.4%)  56 3 (5.4%)  
OR=1.000 (CI: 0.193, 
5.181) 


at maximum tolerated dose 
adverse events: 


Blurred vision – 35d Dichotomous  56 1 (1.8%)  56 1 (1.8%)  
OR=1.000 (CI: 0.061, 
16.394) 


Constipation – 35d Dichotomous  56 1 (1.8%)  56 1 (1.8%)  
OR=1.000 (CI: 0.061, 
16.394) 


Dizziness – 35d Dichotomous  56 4 (7.1%)  56 4 (7.1%)  
OR=1.000 (CI: 0.237, 
4.213) 


Dry mouth – 35d Dichotomous  56 8 (14.3%)  56 30 (53.6%)  
OR=0.144 (CI: 0.058, 
0.360) 


Fatigue – 35d Dichotomous  56 2 (3.6%)  56 4 (7.1%)  
OR=0.481 (CI: 0.085, 
2.742) 


feeling drunk/drugged – 35d Dichotomous  56 1 (1.8%)  56 2 (3.6%)  
OR=0.491 (CI: 0.043, 
5.574) 


headache – 35d Dichotomous  56 2 (3.6%)  56 1 (1.8%)  
OR=2.037 (CI: 0.179, 
23.130) 


impaired attention – 35d Dichotomous  56 2 (3.6%)  56 2 (3.6%)  
OR=1.000 (CI: 0.136, 
7.359) 
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mood disturbance – 35d Dichotomous  56 1 (1.8%)  56 0 (0.0%)  
OR=3.054 (CI: 0.122, 
76.588) 


oedema – 35d Dichotomous  56 4 (7.1%)  56 4 (7.1%)  
OR=1.000 (CI: 0.237, 
4.213) 


Pruritus – 35d Dichotomous  56 1 (1.8%)  56 0 (0.0%)  
OR=3.054 (CI: 0.122, 
76.588) 


Somnolence – 35d Dichotomous  56 1 (1.8%)  56 4 (7.1%)  
OR=0.236 (CI: 0.026, 
2.185) 


Urine retention – 35d Dichotomous  56 1 (1.8%)  56 2 (3.6%)  
OR=0.491 (CI: 0.043, 
5.574) 


Weight gain – 35d Dichotomous  56 1 (1.8%)  56 0 (0.0%)  
OR=3.054 (CI: 0.122, 
76.588) 


a
 based on BPI Sleep 


b
 depression and development of painful arthritic disorder (likely unrelated) 


 


   
NORTRIPTYLINE FLEXIBLE-
DOSE  


GABAPENTIN AND NORTRIPTYLINE 
FLEXIBLE-DOSE   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  56  5.4 (SD 1.53)  56  5.4 (SD 1.53)   


NRS/NRS Pain – 35d Continuous  50  2.9 (SD 1.8)  50  2.3 (SD 1.8)  
MD=0.600 (CI: -0.107, 
1.307) 


BPI average pain – 0d Continuous  56  4.9 (SD 1.5)  56  4.9 (SD 1.5)   


BPI average pain – 35d Continuous  50  3.1 (SD 1.41)  50  2.5 (SD 1.41)  
MD=0.600 (CI: 0.046, 
1.154) 


McGill VAS – 0d Continuous  56  4.3 (SD 2.99)  56  4.3 (SD 2.99)   


McGill VAS – 35d Continuous  50  2.5 (SD 2.12)  50  2 (SD 2.12)  
MD=0.500 (CI: -0.332, 
1.332) 


PPI (from MPQ) – 0d Continuous  56  2 (SD 1.5)  56  2 (SD 1.5)   


PPI (from MPQ) – 35d Continuous  50  1.6 (SD 0.707)  50  1.3 (SD 0.707)  
MD=0.300 (CI: 0.023, 
0.577) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference 
measure – 0d


a
 Continuous  56  5.1 (SD 2.99)  56  5.1 (SD 2.99)   


Normalised (10-pt) sleep interference 
measure – 35d


a
 Continuous  50  2.3 (SD 2.12)  50  1 (SD 2.12)  


MD=1.300 (CI: 0.469, 
2.131) 


BDI – 0d Continuous  56  8.3 (SD 5.24)  56  8.3 (SD 5.24)   


BDI – 35d Continuous  50  6.8 (SD 3.54)  50  5.4 (SD 3.54)  
MD=1.400 (CI: 0.014, 
2.786) 


BPI Sleep – 0d Continuous  56  5.1 (SD 2.99)  56  5.1 (SD 2.99)   


BPI Sleep – 35d Continuous  50  2.3 (SD 2.12)  50  1 (SD 2.12)  
MD=1.300 (CI: 0.468, 
2.132) 


overall improvement in quality of life: 
SF36 – 0d Continuous  56  56.8 (SD 15.7)  56  56.8 (SD 15.7)   


SF36 – 35d Continuous  50  63.1 (SD 12.7)  50  66.3 (SD 12.7)  
MD=-3.200 (CI: -8.189, 
1.789) 
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treatment withdrawal: 
due to lack of efficacy – 35d Dichotomous  56 1 (1.8%)  56 0 (0.0%)  


OR=3.054 (CI: 0.122, 
76.588) 


unspecified/other reason – 35d Dichotomous  56 1
b
 (1.8%)  56 0 (0.0%)  


OR=3.054 (CI: 0.122, 
76.588) 


protocol deviation – 35d Dichotomous  56 0 (0.0%)  56 0 (0.0%)  
OR=1.000 (CI: 0.020, 
51.277) 


during dose titration 
adverse events: 


Blurred vision – 35d Dichotomous  56 0 (0.0%)  56 0 (0.0%)  
OR=1.000 (CI: 0.020, 
51.277) 


Constipation – 35d Dichotomous  56 6 (10.7%)  56 5 (8.9%)  
OR=1.224 (CI: 0.351, 
4.269) 


Dizziness – 35d Dichotomous  56 6 (10.7%)  56 6 (10.7%)  
OR=1.000 (CI: 0.302, 
3.312) 


Dry mouth – 35d Dichotomous  56 29 (51.8%)  56 27 (48.2%)  
OR=1.154 (CI: 0.550, 
2.421) 


Fatigue – 35d Dichotomous  56 9 (16.1%)  56 6 (10.7%)  
OR=1.596 (CI: 0.527, 
4.828) 


feeling drunk/drugged – 35d Dichotomous  56 1 (1.8%)  56 4 (7.1%)  
OR=0.236 (CI: 0.026, 
2.185) 


headache – 35d Dichotomous  56 5 (8.9%)  56 2 (3.6%)  
OR=2.647 (CI: 0.491, 
14.258) 


impaired attention – 35d Dichotomous  56 0 (0.0%)  56 3 (5.4%)  
OR=0.135 (CI: 0.007, 
2.681) 


mood disturbance – 35d Dichotomous  56 4 (7.1%)  56 1 (1.8%)  
OR=4.231 (CI: 0.458, 
39.105) 


oedema – 35d Dichotomous  56 2 (3.6%)  56 3 (5.4%)  
OR=0.654 (CI: 0.105, 
4.074) 


Pruritus – 35d Dichotomous  56 3 (5.4%)  56 0 (0.0%)  
OR=7.393 (CI: 0.373, 
146.518) 


Somnolence – 35d Dichotomous  56 8 (14.3%)  56 9 (16.1%)  
OR=0.870 (CI: 0.310, 
2.447) 


Urine retention – 35d Dichotomous  56 4 (7.1%)  56 3 (5.4%)  
OR=1.359 (CI: 0.290, 
6.371) 


Weight gain – 35d Dichotomous  56 1 (1.8%)  56 3 (5.4%)  
OR=0.321 (CI: 0.032, 
3.186) 


at maximum tolerated dose 
adverse events: 


Blurred vision – 35d Dichotomous  56 0 (0.0%)  56 1 (1.8%)  
OR=0.327 (CI: 0.013, 
8.211) 


Constipation – 35d Dichotomous  56 1 (1.8%)  56 1 (1.8%)  
OR=1.000 (CI: 0.061, 
16.394) 


Dizziness – 35d Dichotomous  56 2 (3.6%)  56 4 (7.1%)  
OR=0.481 (CI: 0.085, 
2.742) 


Dry mouth – 35d Dichotomous  56 29 (51.8%)  56 30 (53.6%)  
OR=0.931 (CI: 0.443, 
1.955) 


Fatigue – 35d Dichotomous  56 6 (10.7%)  56 4 (7.1%)  
OR=1.560 (CI: 0.415, 
5.859) 


feeling drunk/drugged – 35d Dichotomous  56 0 (0.0%)  56 2 (3.6%)  
OR=0.193 (CI: 0.009, 
4.111) 


headache – 35d Dichotomous  56 2 (3.6%)  56 1 (1.8%)  
OR=2.037 (CI: 0.179, 
23.130) 
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impaired attention – 35d Dichotomous  56 0 (0.0%)  56 2 (3.6%)  
OR=0.193 (CI: 0.009, 
4.111) 


mood disturbance – 35d Dichotomous  56 3 (5.4%)  56 0 (0.0%)  
OR=7.393 (CI: 0.373, 
146.518) 


oedema – 35d Dichotomous  56 2 (3.6%)  56 4 (7.1%)  
OR=0.481 (CI: 0.085, 
2.742) 


Pruritus – 35d Dichotomous  56 1 (1.8%)  56 0 (0.0%)  
OR=3.054 (CI: 0.122, 
76.588) 


Somnolence – 35d Dichotomous  56 1 (1.8%)  56 4 (7.1%)  
OR=0.236 (CI: 0.026, 
2.185) 


Urine retention – 35d Dichotomous  56 3 (5.4%)  56 2 (3.6%)  
OR=1.528 (CI: 0.245, 
9.517) 


Weight gain – 35d Dichotomous  56 1 (1.8%)  56 0 (0.0%)  
OR=3.054 (CI: 0.122, 
76.588) 


a
 based on BPI Sleep 


b
 onset of sciatica (likely unrelated) 


Comments only 


Definitions of abbreviations are given at the end of this document. 


 


Study Gimbel et al. (2003) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: PDN in both feet, average of at least 5 on an NRS 11 point for more than half a day for at least 3 months 


Exclusion criteria: unstable or poorly controlled diabetes, chronic pain unrelated to PDN, history of substance or alcohol abuse in last 10 years, =2.5 
mg/dl serum creatinine levels, =3 times the upper limit of normal hepatic dysfunction, hypersensitivity to oxycodone or opioids, rapidly escalating pain or 
recent neurologic deficit in previous month, total fo more than 3 doses per day or short-acting opioids formulation in preceeding 2 weeks, pregnancy, 
breastfeeding, autonomic neuropathy or gastrointestinal dysfunction that could compromise drug absorportion or increase risk from therapy 


Study length (days): 42 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 159 


Number of males: 83 (52.2%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.9 (NRS) 


Mean age: 58.9 (SD: 11.3) 


Intervention(s) (1) Oxycodone (oral) (flexible dose 60 to 120 mg/d) 


Intervention: oxycodone 
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Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 37mg/d (SD: 21) 
Range: 10–120 
Notes: 10 mg every 12 hours to start to a maximum of 6 tablets (or 60 mg) every 12 hours 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 3d) 


Concomitant pain treatment allowed? Unclear (all pre-study opioids were discontinued (those on long-acting opioid formulations were excluded); non-
opioid analgesics (ie. NSAIDs or acetaminophen) could be continued if they were at stable dosages for at least 3 weeks before the study and this was 
monitored at least study visit; unclear about other drugs (ie. Anti-depressants)) 


Outcomes 
measures and 
effect sizes 


   
OXYCODONE (ORAL) (FLEXIBLE DOSE 60 TO 
120 MG/D)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  82  7 (SD 2.35)  77  


6.9 (SD 
2.28)   


NRS/NRS Pain – 28d
a
 Continuous  82  4.1 (SD 2.35)  77  


4.7 (SD 
2.28)  


MD=-0.600 (CI: -1.321, 
0.121) 


NRS/NRS Pain – 42d
b
 


Mean 
change  82  -2.1 (SD 2.28)  77  


-1.1 (SD 
2.28)  


MD=-1.000 (CI: -1.710, -
0.290) 


NRS/NRS Pain – 42d
b
 Continuous  82  4.1 (SD 2.35)  77  


5.3 (SD 
2.28)  


MD=-1.200 (CI: -1.921, -
0.479) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference 
measure – 0d


c
 Continuous  82  6.1 (SD 2.17)  77  


5.4 (SD 
2.11)   


Normalised (10-pt) sleep interference 
measure – 42d


c
 Continuous  82  1.2 (SD 2.17)  77  


0.5 (SD 
2.11)   


BPI Mood – 0d Continuous  82  3.2 (SD 2.9)  77  
3.7 (SD 
2.81)   


BPI Mood – 42d 
Mean 
change  82  -2.6 (SD 2.81)  77  


-2.1 (SD 
2.81)  


MD=-0.500 (CI: -1.373, 
0.373) 


BPI Sleep – 0d Continuous  82  3.6 (SD 2.9)  77  
5.3 (SD 
2.72)   


BPI Sleep – 42d 
Mean 
change  82  -3.3 (SD 2.9)  77  


-1.5 (SD 
2.81)  


MD=-1.800 (CI: -2.687, -
0.913) 


NRS Sleep – 42d
b
 


Mean 
change  82  1.2 (SD 2.17)  77  


0.5 (SD 
2.11)  


MD=0.700 (CI: 0.035, 
1.365) 


NRS Sleep – 42d
b
 Continuous  82  6.1 (SD 2.17)  77  


5.4 (SD 
2.11)  


MD=0.700 (CI: 0.035, 
1.365) 
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BPI general activity – 0d Continuous  82  3.5 (SD 2.63)  77  
4.1 (SD 
2.54)   


BPI general activity – 42d 
Mean 
change  82  -2.4 (SD 2.63)  77  


-1.8 (SD 
2.54)  


MD=-0.600 (CI: -1.404, 
0.204) 


BPI walking ability – 0d Continuous  82  4.2 (SD 2.9)  77  
4.5 (SD 
2.81)   


BPI walking ability – 42d 
Mean 
change  82  -2.4 (SD 2.99)  77  -2 (SD 2.9)  


MD=-0.400 (CI: -1.315, 
0.515) 


BPI normal work – 0d Continuous  82  3.9 (SD 2.81)  77  
4.4 (SD 
2.72)   


BPI normal work – 42d 
Mean 
change  82  -2.4 (SD 2.81)  77  


-1.9 (SD 
2.81)  


MD=-0.500 (CI: -1.373, 
0.373) 


BPI relationship with other people – 0d Continuous  82  2.4 (SD 2.44)  77  
3.2 (SD 
2.37)   


BPI relationship with other people – 42d 
Mean 
change  82  -2 (SD 2.44)  77  


-1.3 (SD 
2.37)  


MD=-0.700 (CI: -1.448, 
0.048) 


BPI enjoyment of life – 0d Continuous  82  3.6 (SD 2.81)  77  
4.6 (SD 
2.81)   


BPI enjoyment of life – 42d 
Mean 
change  82  -3.2 (SD 2.81)  77  


-2.2 (SD 
2.81)  


MD=-1.000 (CI: -1.873, -
0.127) 


BPI interference score – 0d Continuous  82  3.5 (SD 2.35)  77  
4.3 (SD 
2.37)   


BPI interference score – 42d 
Mean 
change  82  -2.6 (SD 2.35)  77  


-1.8 (SD 
2.37)  


MD=-0.800 (CI: -1.535, -
0.065) 


BPI average pain intensity – 0d Continuous  82  4.2 (SD 2.54)  77  
5.2 (SD 
2.46)   


BPI average pain intensity – 42d 
Mean 
change  82  -2.6 (SD 2.54)  77  


-1.5 (SD 
2.54)  


MD=-1.100 (CI: -1.890, -
0.310) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  82 7 (8.5%)  77 4 (5.2%)  
OR=1.703 (CI: 0.478, 
6.066) 


adverse events: 
asthenia – 42d Dichotomous  82 12 (14.6%)  77 5 (6.5%)  


OR=2.469 (CI: 0.827, 
7.371) 


Constipation – 42d Dichotomous  82 35 (42.7%)  77 11 (14.3%)  
OR=4.468 (CI: 2.061, 
9.688) 


Dizziness – 42d Dichotomous  82 26 (31.7%)  77 8 (10.4%)  
OR=4.004 (CI: 1.682, 
9.532) 


Dry mouth – 42d Dichotomous  82 13 (15.9%)  77 2 (2.6%)  
OR=7.065 (CI: 1.539, 
32.439) 


headache – 42d Dichotomous  82 9 (11.0%)  77 18 (23.4%)  
OR=0.404 (CI: 0.169, 
0.965) 


Nausea – 42d Dichotomous  82 30 (36.6%)  77 6 (7.8%)  
OR=6.827 (CI: 2.649, 
17.595) 


Pruritus – 42d Dichotomous  82 20 (24.4%)  77 6 (7.8%)  
OR=3.817 (CI: 1.441, 
10.108) 


Somnolence – 42d Dichotomous  82 33 (40.2%)  77 1 (1.3%)  
OR=51.184 (CI: 6.779, 
386.452) 


Vomiting – 42d Dichotomous  82 17 (20.7%)  77 2 (2.6%)  
OR=9.808 (CI: 2.183, 
44.058) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  82 1 (1.2%)  77 11 (14.3%)  


OR=0.074 (CI: 0.009, 
0.589) 
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unspecified/other reason – 42d Dichotomous  82 7 (8.5%)  77 5 (6.5%)  
OR=1.344 (CI: 0.408, 
4.428) 


protocol deviation – 42d Dichotomous  82 2 (2.4%)  77 5 (6.5%)  
OR=0.360 (CI: 0.068, 
1.913) 


lost to follow-up – 42d Dichotomous  82 2 (2.4%)  77 0 (0.0%)  
OR=4.814 (CI: 0.227, 
101.880) 


a
 least squares mean; estimated from graph 


b
 least squares mean 


c
 least squares mean; based on NRS Sleep 


Comments initial washout/screening phase was 3-7 days 


Definitions of abbreviations are given at the end of this document. 


 


Study Goldstein et al. (2005) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Participants with PDN with at least 4 on the 24h Average Pain Score (NRS 11-point), With a mean duration of PDN for at least 6 
months which had to have begun in the feet with symetrical onset 


Exclusion criteria: Particpants who met DSM-IV criteria for axis 1 diagnosis of major depressive disorder, depression-partial remission, dysthymic 
disorder, Generalised anxiety disorder, alcohol or eating disorders, pain that was not distinguishable from or unrelated to dabetic neuropathy. Patients 
were also excluded if they has a history of substance abuse, taken excluded medications within 7 days of study, received treatment with MAOI or 
fluoxetine within 30 days of study, or had opioid use within 3 days of study 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 457 


Number of males: 281 (61.5%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 44.4 


Baseline pain severity: 5.9 (NRS) 


Mean age: 60.1 (SD: 10.9) 


Intervention(s) (1) duloxetine 20mg/d 


Intervention: duloxetine 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 20mg/d 


(2) duloxetine 60mg/d 


Intervention: duloxetine 
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Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 60mg/d 


(3) duloxetine 120mg/d 


Intervention: duloxetine 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 120mg/d 


(4) placebo 


Intervention: placebo 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Unclear (Paracetamol (max 4g/d) but no other analgesics medications for PDN (unclear about anti-depressants but 
patients considered depressed were excluded)) 


Outcomes 
measures and 
effect sizes 


   DULOXETINE 20MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  115  5.9 (SD 1.6)  115  5.8 (SD 1.5)   
NRS/NRS Pain – 84d Mean change  91  -2.36 (SD 2)  88  -1.91 (SD 2.06)  MD=-0.450 (CI: -1.046, 0.146) 
at least 50% pain reduction (NRS) – 84d Dichotomous  115 46 (40.0%)  115 29 (25.2%)  OR=1.977 (CI: 1.127, 3.469) 
BPI (severity) – 84d Mean change  110  -2.25 (SD 2.2)  112  -2.04 (SD 2.22)  MD=-0.210 (CI: -0.792, 0.372) 
SF McGill – 84d Mean change  88  -7.23 (SD 6.29)  96  -5.39 (SD 6.47)  MD=-1.840 (CI: -3.683, 0.003) 


patient-reported global improvement: 
PGI-I – 84d Continuous  108  2.68 (SD 1.25)  111  2.91 (SD 1.26)  MD=-0.230 (CI: -0.563, 0.103) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BDI – 84d Continuous  82  -2.44 (SD 4.35)  79  -1.74 (SD 4.27)  MD=-0.700 (CI: -2.030, 0.630) 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  115 5 (4.3%)  115 6 (5.2%)  OR=0.826 (CI: 0.245, 2.786) 
adverse events: 


Constipation Dichotomous  115 6 (5.2%)  115 4 (3.5%)  OR=1.528 (CI: 0.419, 5.563) 
Dizziness – 84d Dichotomous  115 7 (6.1%)  115 8 (7.0%)  OR=0.867 (CI: 0.304, 2.475) 
Dry mouth – 84d Dichotomous  115 6 (5.2%)  115 7 (6.1%)  OR=0.849 (CI: 0.276, 2.609) 
Nausea – 84d Dichotomous  115 16 (13.9%)  115 11 (9.6%)  OR=1.528 (CI: 0.676, 3.454) 
Somnolence – 84d Dichotomous  115 9 (7.8%)  115 9 (7.8%)  OR=1.000 (CI: 0.382, 2.618) 


overall improvement in quality of life: 
SF36 Mental – 84d Continuous  102  0.02 (SD 7.68)  102  -1.09 (SD 7.76)  MD=1.110 (CI: -1.008, 3.228) 
SF36 Physical – 84d Continuous  98  3.67 (SD 7.72)  102  3.94 (SD 7.78)  MD=-0.270 (CI: -2.418, 1.878) 
EQ-5D - health status index – 84d Continuous  101  0.1 (SD 0.201)  107  0.08 (SD 0.207)  MD=0.020 (CI: -0.035, 0.075) 
SF36 bodily pain – 84d Continuous  102  13.2 (SD 19.3)  107  10.3 (SD 19.6)  MD=2.900 (CI: -2.367, 8.167) 
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SF36 general health – 84d Continuous  100  3.94 (SD 16.5)  106  2.03 (SD 16.7)  MD=1.910 (CI: -2.613, 6.433) 
SF36 mental health – 84d Continuous  102  0.74 (SD 17)  107  -2.63 (SD 17.5)  MD=3.370 (CI: -1.301, 8.041) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  115 2 (1.7%)  115 4 (3.5%)  OR=0.491 (CI: 0.088, 2.736) 
unspecified/other reason – 84d Dichotomous  115 7 (6.1%)  115 14 (12.2%)  OR=0.468 (CI: 0.181, 1.205) 
protocol deviation – 84d Dichotomous  115 6 (5.2%)  115 3 (2.6%)  OR=2.055 (CI: 0.501, 8.424) 
lost to follow-up – 84d Dichotomous  115 4 (3.5%)  115 1 (0.9%)  OR=4.108 (CI: 0.452, 37.330) 


 


   DULOXETINE 60MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  114  6 (SD 1.7)  115  5.8 (SD 1.5)   


NRS/NRS Pain – 84d 
Mean difference over whole trial 
period  88    88    


MD=-1.170 (CI: -1.840, -
0.500) 


NRS/NRS Pain – 84d Mean change  88  -2.89 (SD 2.06)  88  -1.91 (SD 2.06)  
MD=-0.980 (CI: -1.590, -
0.370) 


at least 50% pain reduction (NRS) – 
84d Dichotomous  114 55 (48.2%)  115 29 (25.2%)  OR=2.764 (CI: 1.581, 4.833) 


BPI (severity) – 84d Mean change  113  -2.81 (SD 2.23)  112  -2.04 (SD 2.22)  
MD=-0.770 (CI: -1.352, -
0.188) 


SF McGill – 84d Mean change  95  -8.25 (SD 6.34)  96  -5.39 (SD 6.47)  
MD=-2.860 (CI: -4.676, -
1.044) 


patient-reported global improvement: 
PGI-I – 84d Continuous  111  2.21 (SD 1.26)  111  2.91 (SD 1.26)  


MD=-0.700 (CI: -1.033, -
0.367) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BDI – 84d Continuous  78  -2.71 (SD 4.33)  79  -1.74 (SD 4.27)  
MD=-0.970 (CI: -2.314, 
0.374) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  114 15 (13.2%)  115 6 (5.2%)  OR=2.753 (CI: 1.028, 7.371) 
adverse events: 


Constipation Dichotomous  114 17 (14.9%)  115 4 (3.5%)  OR=4.863 (CI: 1.582, 14.947) 
Dizziness – 84d Dichotomous  114 11 (9.6%)  115 8 (7.0%)  OR=1.428 (CI: 0.552, 3.694) 
Dry mouth – 84d Dichotomous  114 8 (7.0%)  115 7 (6.1%)  OR=1.164 (CI: 0.408, 3.325) 
Nausea – 84d Dichotomous  114 19 (16.7%)  115 11 (9.6%)  OR=1.891 (CI: 0.856, 4.179) 
Somnolence – 84d Dichotomous  114 23 (20.2%)  115 9 (7.8%)  OR=2.977 (CI: 1.311, 6.758) 


overall improvement in quality of life: 
SF36 Mental – 84d Continuous  101  0.63 (SD 7.75)  102  -1.09 (SD 7.76)  MD=1.720 (CI: -0.413, 3.853) 
SF36 Physical – 84d Continuous  101  5.86 (SD 7.74)  102  3.94 (SD 7.78)  MD=1.920 (CI: -0.214, 4.054) 


EQ-5D - health status index – 84d Continuous  104  
0.13 (SD 
0.204)  107  


0.08 (SD 
0.207)  MD=0.050 (CI: -0.005, 0.105) 


SF36 bodily pain – 84d Continuous  104  18 (SD 19.3)  107  10.3 (SD 19.6)  
MD=7.680 (CI: 2.441, 
12.919) 


SF36 general health – 84d Continuous  103  5.66 (SD 16.5)  106  2.03 (SD 16.7)  MD=3.630 (CI: -0.868, 8.128) 


SF36 mental health – 84d Continuous  104  2.99 (SD 16.8)  107  -2.63 (SD 17.5)  
MD=5.620 (CI: 0.991, 
10.249) 
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treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  114 1 (0.9%)  115 4 (3.5%)  OR=0.246 (CI: 0.027, 2.232) 
unspecified/other reason – 84d Dichotomous  114 7 (6.1%)  115 14 (12.2%)  OR=0.472 (CI: 0.183, 1.217) 
protocol deviation – 84d Dichotomous  114 2 (1.8%)  115 3 (2.6%)  OR=0.667 (CI: 0.109, 4.067) 
lost to follow-up – 84d Dichotomous  114 3 (2.6%)  115 1 (0.9%)  OR=3.081 (CI: 0.316, 30.069) 


 


   DULOXETINE 120MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  113  5.9 (SD 1.4)  115  5.8 (SD 1.5)   


NRS/NRS Pain – 84d Mean change  80    88    
MD=-1.330 (CI: -1.954, -
0.706) 


NRS/NRS Pain – 84d 
Mean difference over whole trial 
period  113    115    


MD=-1.450 (CI: -2.125, -
0.775) 


at least 50% pain reduction (NRS) – 
84d Dichotomous  113 57 (50.4%)  115 29 (25.2%)  OR=3.018 (CI: 1.725, 5.282) 


BPI (severity) – 84d Mean change  109  -3.07 (SD 2.3)  112  -2.04 (SD 2.22)  
MD=-1.030 (CI: -1.626, -
0.434) 


SF McGill – 84d Mean change  99  -9.18 (SD 6.37)  96  -5.39 (SD 6.47)  
MD=-3.790 (CI: -5.592, -
1.988) 


patient-reported global improvement: 
PGI-I – 84d Continuous  109  2.24 (SD 1.25)  111  2.91 (SD 1.26)  


MD=-0.670 (CI: -1.003, -
0.337) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BDI – 84d Continuous  74  -3.11 (SD 4.3)  79  -1.74 (SD 4.27)  
MD=-1.370 (CI: -2.728, -
0.012) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  113 22 (19.5%)  115 6 (5.2%)  OR=4.392 (CI: 1.708, 11.295) 
adverse events: 


Constipation Dichotomous  113 12 (10.6%)  115 4 (3.5%)  OR=3.297 (CI: 1.030, 10.551) 
Dizziness – 84d Dichotomous  113 26 (23.0%)  115 8 (7.0%)  OR=3.997 (CI: 1.723, 9.272) 
Dry mouth – 84d Dichotomous  113 17 (15.0%)  115 7 (6.1%)  OR=2.732 (CI: 1.086, 6.870) 
Nausea – 84d Dichotomous  113 31 (27.4%)  115 11 (9.6%)  OR=3.574 (CI: 1.695, 7.539) 
Somnolence – 84d Dichotomous  113 32 (28.3%)  115 9 (7.8%)  OR=4.653 (CI: 2.103, 10.294) 


overall improvement in quality of life: 
SF36 Mental – 84d Continuous  101  1.84 (SD 7.69)  102  -1.09 (SD 7.76)  MD=2.930 (CI: 0.806, 5.054) 
SF36 Physical – 84d Continuous  101  5.58 (SD 7.64)  102  3.94 (SD 7.78)  MD=1.640 (CI: -0.480, 3.760) 


EQ-5D - health status index – 84d Continuous  105  
0.13 (SD 
0.205)  107  


0.08 (SD 
0.207)  MD=0.050 (CI: -0.005, 0.105) 


SF36 bodily pain – 84d Continuous  105  18.3 (SD 19.3)  107  10.3 (SD 19.6)  
MD=8.000 (CI: 2.775, 
13.225) 


SF36 general health – 84d Continuous  102  9.56 (SD 16.6)  106  2.03 (SD 16.7)  
MD=7.530 (CI: 3.010, 
12.050) 


SF36 mental health – 84d Continuous  105  5.14 (SD 16.6)  107  -2.63 (SD 17.5)  
MD=7.770 (CI: 3.182, 
12.358) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  113 2 (1.8%)  115 4 (3.5%)  OR=0.500 (CI: 0.090, 2.786) 
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unspecified/other reason – 84d Dichotomous  113 5 (4.4%)  115 14 (12.2%)  OR=0.334 (CI: 0.116, 0.961) 
protocol deviation – 84d Dichotomous  113 2 (1.8%)  115 3 (2.6%)  OR=0.673 (CI: 0.110, 4.104) 
lost to follow-up – 84d Dichotomous  113 2 (1.8%)  115 1 (0.9%)  OR=2.054 (CI: 0.184, 22.976) 


 


Comments there was a 1-2 week screening phase (unclear if this included a drug-free phase); unspecified reason' for withdrawal includes 'sponsor's decision', 
'personal conflict'/'patients decision', 'physician's decision'; ITT included all randomised patients in the safety analyses and all randomised patients with at 
least one post-baseline assessment in the efficacy assessment 


Definitions of abbreviations are given at the end of this document. 


 


Study Gordh et al. (2008) 


Pain category Peripheral pain 


Study design Country: Denmark, Sweden, Finland, Norway 


Design: Crossover 


Inclusion criteria: neuropathic pain for at least 6 months, with pain intensity at least 30m on VAS-100mm, at least 18 years old, either hyper- or hypo-
phenomena on sensibility tests 


Exclusion criteria: pregnancy, lactating, previous treatment with gabapentin, decreased renal function, serious hepatic, respiratory or haematologic 
disease, unstable cardiovascular disease, other pain that could confound assessment of neuropathic pain, history of chronic alcohol or drug abuse within 
previous 3 years 


Study length (days): 35 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 120 


Number of males: 56 (46.7%) 


Underlying cause of neuropathic pain: Nerve injury neuropathic pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 53.15 (VAS (average of arm means) (duration of pain was 6-12 months in 13 patients, more than 5 years in another 13 patients, 
and between 1 and 5 years for the remaining patients)) 


Mean age: 48.8 


Intervention(s) (1) gabapentin (flexible dose) 


Intervention: gabapentin 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 2243mg/d 
Notes: paper says it is a fixed dose treatment phase but then states the dose was increased until maximum pain relief at a tolerable dose was achieved 
and gave a maximum daily dose; titration started at 300 mg 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks): 5 
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Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? No (TENS, daily intake of opioids and drugs that might affect the neuropathic pain (ie. Anti-depressants, skeletal 
muscle relaxants with centrally acting probabilities, antiepileptic drugs, mexiletine, dextromethorphan, capsaicin, anxiolytics) were prohibited; however, 
occasional use of NSAIDs for other types of pain and the use of benzodiazepines, zolpidem or zopiclon was allowed if they were prescribed before 
screening; paracetamol with codeine and dextropropoxyphene allowed as rescue medication) 


Outcomes 
measures and 
effect sizes 


   
GABAPENTIN 
(FLEXIBLE DOSE)  PLACEBO   


   N k mean  N k mean  Δ 


ITT population 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 35d Dichotomous  120 7 (5.8%)  120 4 (3.3%)  OR=1.796 (CI: 0.512, 6.305) 
adverse events: 


Confusion – 35d Dichotomous  120 16 (13.3%)  120 2 (1.7%)  OR=9.077 (CI: 2.039, 40.413) 
dizziness or vertigo – 35d Dichotomous  120 39 (32.5%)  120 9 (7.5%)  OR=5.938 (CI: 2.724, 12.946) 
Dry mouth – 35d Dichotomous  120 9 (7.5%)  120 3 (2.5%)  OR=3.162 (CI: 0.834, 11.983) 
headache – 35d


a
 Dichotomous  120 18 (15.0%)  120 20 (16.7%)  OR=0.882 (CI: 0.441, 1.766) 


Infection – 35d Dichotomous  120 10 (8.3%)  120 15 (12.5%)  OR=0.636 (CI: 0.274, 1.479) 
nausea/vomiting – 35d Dichotomous  120 8 (6.7%)  120 10 (8.3%)  OR=0.786 (CI: 0.299, 2.065) 
skin-related side effects – 35d


b
 Dichotomous  120 10 (8.3%)  120 5 (4.2%)  OR=2.091 (CI: 0.693, 6.312) 


tiredness – 35d
c
 Dichotomous  120 31 (25.8%)  120 17 (14.2%)  OR=2.110 (CI: 1.095, 4.067) 


treatment withdrawal: 
due to lack of efficacy – 35d Dichotomous  120 1 (0.8%)  120 2 (1.7%)  OR=0.496 (CI: 0.044, 5.542) 
unspecified/other reason – 35d Dichotomous  120 1 (0.8%)  120 5 (4.2%)  OR=0.193 (CI: 0.022, 1.680) 
withdrawal of consent – 35d Dichotomous  120 1 (0.8%)  120 1 (0.8%)  OR=1.000 (CI: 0.062, 16.174) 
poor compliance – 35d Dichotomous  120 2 (1.7%)  120 1 (0.8%)  OR=2.017 (CI: 0.180, 22.545) 


use of rescue medication: 
proportion taking NSAIDs – 35d Dichotomous  120 10 (8.3%)  120 7 (5.8%)  OR=1.468 (CI: 0.539, 3.993) 
proportion using pain medication – 35d


d
 Dichotomous  120 40 (33.3%)  120 45 (37.5%)  OR=0.833 (CI: 0.491, 1.415) 


treatment phase 1 
pain score: 


VAS – 0d Continuous  48  52.2 (SD 16.4)  50  54.1 (SD 15.4)   
VAS – 35d Mean change  48  7.2 (SD 17.8)  50  6.9 (SD 15.5)  MD=0.300 (CI: -6.319, 6.919) 
VAS – 35d Continuous  48  45.2 (SD 23.6)  50  47.1 (SD 22.2)  MD=-1.900 (CI: -10.980, 7.180) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d Continuous  48  3.79 (SD 2.6)  50  3.74 (SD 2.18)   
Normalised (10-pt) sleep interference measure – 35d Continuous  48  2.8 (SD 2.61)  50  3.14 (SD 2.09)  MD=-0.340 (CI: -1.278, 0.598) 
Normalised (10-pt) sleep interference measure – 35d Mean change  48  -1.02 (SD 1.56)  50  -0.63 (SD 1.25)  MD=-0.390 (CI: -0.951, 0.171) 
VAS Sleep – 0d Continuous  48  37.9 (SD 26)  50  37.4 (SD 21.8)   
VAS Sleep – 35d Mean change  48  -10.2 (SD 15.6)  50  -6.3 (SD 12.5)  MD=3.900 (CI: -1.711, 9.511) 
VAS Sleep – 35d Continuous  48  28 (SD 26.1)  50  31.4 (SD 20.9)  MD=-3.400 (CI: -12.785, 5.985) 
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treatment phase 2 
pain score: 


VAS – 0d Continuous  50  52.6 (SD 21.1)  48  50.9 (SD 21.6)   
VAS – 35d Continuous  50  47.2 (SD 25.1)  48  49.9 (SD 24.3)  MD=46.700 (CI: 39.221, 54.179) 
VAS – 35d Continuous  50  47.2 (SD 25.1)  48  0.5 (SD 9.7)  MD=46.700 (CI: 39.221, 54.179) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d Continuous  50  3.29 (SD 2.11)  48  3.23 (SD 2.55)   
Normalised (10-pt) sleep interference measure – 35d Continuous  50  2.86 (SD 2.26)  48  3.1 (SD 2.65)  MD=-0.240 (CI: -1.217, 0.737) 
Normalised (10-pt) sleep interference measure – 35d Mean change  50  -0.38 (SD 0.93)  48  -0.05 (SD 1.05)  MD=-0.330 (CI: -0.723, 0.063) 
VAS Sleep – 0d Continuous  50  32.9 (SD 21.1)  48  32.3 (SD 25.5)   
VAS Sleep – 35d Mean change  50  -3.8 (SD 9.3)  48  -0.5 (SD 10.5)  MD=3.300 (CI: -0.633, 7.233) 
VAS Sleep – 35d Continuous  50  28.6 (SD 22.6)  48  31 (SD 26.5)  MD=-2.400 (CI: -12.169, 7.369) 


a
 including migraine 


b
 'skin disorders' 


c
 malaise and tiredness 


d
 estimated from a percentage 


Comments it was unclear if the run-in period of 2 weeks included a drug-free period (it might have as concomitant drugs were not permitted); At baseline, 38% used 
analgesics, 11% NSAIDs, 10% sedatives and 9% anti-depressants (those in the placebo-gabapentin arm were the majority of those taking analgesics 
during treatment periods and also took more NSAIDs during treatment periods); PGIC data collected and authors state that more patients state that they 
improved during gabapentin than placebo but actual data not shown; ITT population used for continuous outcomes is all the patients who had completed 
both treatment periods (per protocol was all those in the ITT population with no major protocol deviations); all dichotomous outcomes use all patients 
randomised as the denominator; the study reported that statistically more patients responded to gabapentin if response was defined as 30% or more 
reduction in pain intensity but there was no difference if 50% or more reduction was considered a response (actual data was not reported in the study) 


Definitions of abbreviations are given at the end of this document. 


 


Study Graff-Radford et al. (2000) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Duration of pain for at least 6 months 


Exclusion criteria: Not described 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 50 


Number of males: 27 (54.0%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 24.25 
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Baseline pain severity: 54.91 (VAS (average of arm means) (duration of NP is also average of arm means)) 


Mean age: 72.9 (SD: 10.1) 


Intervention(s) (1) Amitriptyline up to 200mg/d 


Intervention: amitriptyline 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Notes: maximum of 200 mg or maximum tolerated dosage 


(2) active placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Notes: aim to produce dry mouth and constipation 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear 


Outcomes 
measures and 
effect sizes 


   AMITRIPTYLINE UP TO 200MG/D  ACTIVE PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  11  55.9 (SD 19.6)  13  53.9 (SD 17)   
VAS – 56d Continuous  11  26.6 (SD 16.8)  13  48.5 (SD 25)  MD=-21.930 (CI: -38.745, -5.115) 
McGill Pain Questionnaire – 0d Continuous  11  22.5 (SD 14)  13  21.5 (SD 10.9)   
McGill Pain Questionnaire – 56d Continuous  11  17.4 (SD 10.9)  13  17.8 (SD 13.9)  MD=-0.470 (CI: -10.423, 9.483) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BDI – 0d
a
 Continuous  11  12.1 (SD 7.3)  13  13.2 (SD 6.7)   


BDI – 56d
a
 Continuous  11  11.1 (SD 7.5)  13  14 (SD 14.3)  MD=-2.900 (CI: -11.848, 6.048) 


adverse events: 
Sedation – 56d Dichotomous  12 1 (8.3%)  13 0 (0.0%)  OR=3.522 (CI: 0.130, 95.086) 


treatment withdrawal: 
unspecified/other reason – 56d Dichotomous  12 1 (8.3%)  13 0 (0.0%)  OR=3.522 (CI: 0.130, 95.086) 


a
 Ns inferred 


Comments the patient who withdrew because of an adverse event had excessive sedation (same patient recorded for adverse event and withdrawal above); 
amitriptyline group had significantly more occurences of dry mouth but actual figures were not reported 


Definitions of abbreviations are given at the end of this document. 


 


Study Grosskopf et al. (2006) 


Pain category Peripheral pain 
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Study design Country: USA, Germany, UK 


Design: Parallel 


Inclusion criteria: PDN for at least 6 months to 5 years, with at least pain rating of 50mm on the VAS-100mm, and stable glycaemic control 


Exclusion criteria: Other pain that could confound assessment, previous or current oxcarbazepine treatment, skin conditions that could affect assessment 
of pain, amputations (except toes), renal insufficiency, serum sodium levels <135mmol/l, chronic infectiois disease, hypersensitivity to oxcarbazepine or 
carbamazepine.  


Study length (days): 112 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 141 


Number of males: 78 (55.3%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 34.8 


Baseline pain severity: 71.4 (VAS) 


Mean age: 61.1 (SD: 10.5) 


Intervention(s) (1) oxcarbazepine (flexible dose) 


Intervention: oxcarbazepine 
Length of treatment (weeks): 16 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 1091mg/d (SD: 222) 
Range: 300–1200 
Notes: 4 week titration, 12 week maintenance; started at 300 mg/d and then increased over 4 weeks to a maximum tolerated dose or a mximum of 600 
mg twice per day (1200 mg) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? No (Paracetamol only (up to 4g/d). No other analgesics (or drugs with analgesics or anti-hyperalgesic properties) 
allowed) 


Outcomes 
measures and 
effect sizes 


   
OXCARBAZEPINE (FLEXIBLE 
DOSE)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  71  72 (SD 14.2)  70  


70.7 (SD 
13.6)   


VAS – 112d
a
 


Percentage change from 
baseline  42  27.9  53  31.1  MD=-3.200 
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adverse events: 
Dizziness


b
 Dichotomous  71 4 (5.6%)  70 1 (1.4%)  OR=4.119 (CI: 0.449, 37.813) 


headache
b
 Dichotomous  71 3 (4.2%)  70 0 (0.0%)  


OR=7.204 (CI: 0.365, 
142.092) 


Nausea
b
 Dichotomous  71 2 (2.8%)  70 1 (1.4%)  OR=2.000 (CI: 0.177, 22.571) 


treatment withdrawal: 
due to lack of efficacy – 112d Dichotomous  71 3 (4.2%)  70 3 (4.3%)  OR=0.985 (CI: 0.192, 5.056) 
unspecified/other reason – 
112d Dichotomous  71 4 (5.6%)  70 5 (7.1%)  OR=0.776 (CI: 0.200, 3.019) 
protocol deviation – 112d Dichotomous  71 4 (5.6%)  70 5 (7.1%)  OR=0.776 (CI: 0.200, 3.019) 
Adverse events – 112d Dichotomous  71 18 (25.4%)  70 4 (5.7%)  OR=5.604 (CI: 1.788, 17.559) 


a
 numerators not reported for this outcome so they are estimates (as completed, not ITT population) 


b
 estimated from percentage bar chart 


Comments ITT population consisted fo all randomised patients who provided at least  1 day of electronic diary data for the VAS during treatment 


Definitions of abbreviations are given at the end of this document. 


 


Study Guan et al. (2011) 


Pain category Peripheral pain 


Study design Country: China 


Design: Parallel 


Inclusion criteria: 18-75 years with moderate to severe neuropathic pain caused by PHN or PDN (PDN: HBA1c =11% and between 1 and 5 years of 
distal, symmetrical sensorimotor polyneuropathy; PHN: pain for at least 3 months after herpes virus), mean score over 4 days =40 cm on MPQ VAS 


Exclusion criteria: other unrelated neurological disorders, clinically significant or unstable medical or psychiatric conditions, abnormal ECG or hematology 
findings, creatinin clearance <60ml/min,taking other drugs for neuropathic pain (apart from SSRIs being used for depression lasting 30 days or NSAIDs 
for 7 days if on stable dose) or therapies (massage, mind care, bodybuilding, yoga, Chinese traditional medicine) for 30 days before treatment 


Study length (days): 63 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 309 


Number of males: 99 (32.0%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy or PHN 


Mean duration of NP (in months): 25.2 


Baseline pain severity: 6.35 (NRS (average of arm means)) 


Mean age: 60.05 


Intervention(s) (1) pregabalin (flexible dose) 


Intervention: pregabalin 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Range: 150–600 
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Notes: dosages only flexible for first 4 weeks, after which they were maintained on the same dosage 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Yes (most drugs used to treat NP excluded, however, those already on stable doses of SSRI for depression lasting 
30 days (SSRIs could be considered concomitant medications) or NSAIDs for 7 days were allowed to continue with this stable dose (other treatments, 
like traditional Chinese medicines, physical therapies, massage, yoga, etc were not allowed)) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN (FLEXIBLE DOSE)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  206  6.3 (SD 1.58)  102  6.4 (SD 1.53)   


NRS/NRS Pain – 28d
b
 Continuous  196  4.2 (SD 1.96)  93  4.6 (SD 1.83)  MD=-0.400 (CI: -0.863, 0.063) 


NRS/NRS Pain – 56d
a
 Continuous  186  3.7 (SD 1.91)  85  4.3 (SD 1.75)  MD=-0.600 (CI: -1.063, -0.137) 


at least 30% pain reduction (NRS) – 56d Dichotomous  203 130 (64.0%)  102 53 (52.0%)  OR=1.646 (CI: 1.016, 2.668) 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  206 11 (5.3%)  102 4 (3.9%)  OR=1.382 (CI: 0.429, 4.452) 
adverse events: 


Dizziness – 56d Dichotomous  206 23 (11.2%)  102 7 (6.9%)  OR=1.706 (CI: 0.706, 4.119) 
lethargy – 56d Dichotomous  206 16 (7.8%)  102 3 (2.9%)  OR=2.779 (CI: 0.791, 9.766) 
oedema Dichotomous  206 15 (7.3%)  102 2 (2.0%)  OR=3.927 (CI: 0.880, 17.512) 
Somnolence – 56d Dichotomous  206 10 (4.9%)  102 1 (1.0%)  OR=5.153 (CI: 0.651, 40.821) 
Weight gain – 56d Dichotomous  206 5 (2.4%)  102 1 (1.0%)  OR=2.512 (CI: 0.290, 21.792) 


treatment withdrawal: 
unspecified/other reason – 56d Dichotomous  206 2 (1.0%)  102 0 (0.0%)  OR=2.506 (CI: 0.119, 52.686) 
withdrawal of consent – 56d Dichotomous  206 5 (2.4%)  102 3 (2.9%)  OR=0.821 (CI: 0.192, 3.505) 
protocol deviation – 56d Dichotomous  206 2 (1.0%)  102 3 (2.9%)  OR=0.324 (CI: 0.053, 1.967) 
lost to follow-up – 56d Dichotomous  206 5 (2.4%)  102 7 (6.9%)  OR=0.338 (CI: 0.104, 1.091) 


ITT/LOCF (last-observation carried forward) 
pain score: 


NRS/NRS Pain – 56d Continuous  206    102    MD=-0.600 (CI: -1.050, -0.150) 
McGill VAS – 56d Continuous  206    102    MD=-6.560 (CI: -11.650, -1.470) 
PPI (from MPQ) – 56d Continuous  206    102    MD=-0.350 (CI: -0.580, -0.120) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 56d Continuous  206    102    MD=-0.500 (CI: -0.930, -0.070) 


a
 least squares mean 


b
 least squares mean; estimated from graph 


Comments duration of PDN (2.9 years) was longer than PHN (1.3 years); 1 patient in the pregabalin arm dropped out after randomisation but before receiving study 
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medication 


Definitions of abbreviations are given at the end of this document. 


 


Study Hahn et al. (2004) 


Pain category Peripheral pain 


Study design Country: Germany 


Design: Parallel 


Inclusion criteria: HIV related sensory neuropathies, =18 years old, completed baseline pain diary 


Exclusion criteria: pregnancy, alternative causes for neuropathy, acute or chronic pancreatitis or chronic renal insufficiency, elevated parameters of 
lipase and/or amylase, use of tricyclic or tetracyclic antidepressants, other anticonvulsants, topical capsaicin, mexiletine, alpha-liponic acid, systemtic 
corticosteroids or immunie modulators, central analgesics, had previously had nerve blocks or acupuncture (NSAIDs were discontinued or reduced to a 
minimum) 


Study length (days): 42 


Intention-to-treat analysis? No 


Participants Total number of patients: 26 


Number of males: 20 (76.9%) 


Underlying cause of neuropathic pain: HIV-related neuropathy 


Mean duration of NP (in months): 152 


Baseline pain severity: 4.9 (10-cm VAS (mean of medians for each arm)) 


Mean age: 45 


Intervention(s) (1) Gabapentin flexible (up to 2400 mg/d) 


Intervention: gabapentin 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Range: 1200–2400 
Notes: dose escalated from 400mg to 1200mg over 2 weeks then maintained this if beneficial. If not dose increased to 2400mg. 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? No (NSAIDs were either discontinued or reduced to a minimum (so some may still be on NSAIDs); tricyclic or 
tetracyclic antidepressants, other anticonvulsants, topical capsaicin, mexiletine, alpha-liponic acid, systemtic corticosteroids or immunie modulators, 
central analgesics were all excluded) 
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Outcomes 
measures and 
effect sizes 


   GABAPENTIN FLEXIBLE (UP TO 2400 MG/D)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  15  med: 5.1 [rng 1.7–8.7]  11  med: 4.7 [rng 1.5–9.3]   
VAS – 28d Continuous  15  med: 2.85  11  med: 3.3   
VAS – 28d Mean change  15  med: -2.25  11  med: -1.4   


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


VAS Sleep – 0d Continuous  15  med: 4.5 [rng 1.6–7]  11  med: 5.6 [rng 0.2–7.8]   
VAS Sleep – 28d Continuous  15  med: 2.3  11  med: 4.95   


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  15 1 (6.7%)  11 0 (0.0%)  OR=2.379 (CI: 0.088, 64.050) 
adverse events: 


Dizziness – 28d Dichotomous  15 9 (60.0%)  11 5 (45.5%)  OR=1.800 (CI: 0.373, 8.681) 
Gait disturbance – 28d Dichotomous  15 7 (46.7%)  11 3 (27.3%)  OR=2.333 (CI: 0.439, 12.398) 
Nausea – 28d Dichotomous  15 5 (33.3%)  11 2 (18.2%)  OR=2.250 (CI: 0.346, 14.611) 
Somnolence – 28d Dichotomous  15 12 (80.0%)  11 2 (18.2%)  OR=18.000 (CI: 2.468, 131.285) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  15 1 (6.7%)  11 0 (0.0%)  OR=2.379 (CI: 0.088, 64.050) 
unspecified/other reason – 42d Dichotomous  15 0 (0.0%)  11 1 (9.1%)  OR=0.226 (CI: 0.008, 6.092) 


 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Hanna et al. (2008) 


Pain category Peripheral pain 


Study design Country: Australia and Europe 


Design: Parallel 


Inclusion criteria: PDN of at least 3 months who were on a stable max tolerated dose of gabapentin for at least 1 month but were still experiencing 
moderate to severe pain (score s of at least 5 on the SF-BPI 11 point scale) 


Exclusion criteria: >11% HbA1c, long-acting opioids in the previous month or previous use of oxycodone in combination with gabapentin 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 338 


Number of males: 210 (62.1%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 
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Baseline pain severity: not reported (baseline pain severity and mean duration of NP not reported) 


Mean age: 60.1 


Intervention(s) (1) Gabapentin (flexible dose) + placebo 


Intervention: gabapentin 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 1383.625731mg/d 
Median dose: 1383.625731mg/d 
Range: 1383.625731–1383.625731 
Notes: Maximum tolerated dose from previous gabapentin treatment. Most participants on 600mg/d to 1800 mg/d 


(2) Gabapentin (flexible dose) + Oxycodone 


Intervention: gabapentin+oxycodone 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Flexible dose 
Notes: Unclear dose (max tolerated). Escalated from 5mg/d to 80mg/d for some patients. No mean. Unclear how many achielved min max dose. 


Mean gabapentin dose = 1447.27mg/d 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (use of tricyclics or NSAIDs at least 3 weeks before screening and on a stable dose (6.4% were on amitiptyline 
for depression) or those on aspirin for cardiovascular indication was allowed. Paracetamol allowed as rescue medication; those on long-acting opioids in 
the previous month or had previously used oxycodone with gabapentin were excluded) 


Outcomes 
measures and 
effect sizes 


   
GABAPENTIN (FLEXIBLE DOSE) + 
PLACEBO  


GABAPENTIN (FLEXIBLE DOSE) + 
OXYCODONE   


   N k mean  N k mean  Δ 


pain score: 
Box NRS – 0d Continuous  165  6.5 (SD 1.71)  163  6.4 (SD 1.76)   


Box NRS – 28d 
Mean 
change  165  -0.9 (SD 1.73)  163  -1.7 (SD 2.14)  


MD=0.800 (CI: 0.379, 
1.221) 


Box NRS – 56d 
Mean 
change  165  -1.4 (SD 2.2)  163  -2.2 (SD 2.49)  


MD=0.800 (CI: 0.291, 
1.309) 


Box NRS – 84d 
Mean 
change  165  -1.5 (SD 2.38)  163  -2.1 (SD 2.61)  


MD=0.600 (CI: 0.059, 
1.141) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  169 9
a
 (5.3%)  169 27


b
 (16.0%)  


OR=0.296 (CI: 0.135, 
0.650) 


adverse events: 
any adverse event – 84d Dichotomous  169 119 (70.4%)  169 147 (87.0%)  


OR=0.356 (CI: 0.204, 
0.621) 


Constipation – 84d Dichotomous  169 10 (5.9%)  169 45 (26.6%)  
OR=0.173 (CI: 0.084, 
0.358) 


Dizziness – 84d Dichotomous  169 6 (3.6%)  169 25 (14.8%)  
OR=0.212 (CI: 0.085, 
0.531) 
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Fatigue – 84d Dichotomous  169 14 (8.3%)  169 31 (18.3%)  
OR=0.402 (CI: 0.205, 
0.787) 


GI disorders – 84d Dichotomous  169 45 (26.6%)  169 91 (53.8%)  
OR=0.311 (CI: 0.197, 
0.491) 


headache – 84d Dichotomous  169 17 (10.1%)  169 17 (10.1%)  
OR=1.000 (CI: 0.492, 
2.032) 


Infection – 84d Dichotomous  169 30 (17.8%)  169 50 (29.6%)  
OR=0.514 (CI: 0.307, 
0.859) 


Nausea – 84d Dichotomous  169 18 (10.7%)  169 43 (25.4%)  
OR=0.349 (CI: 0.192, 
0.636) 


skin-related side effects – 84d Dichotomous  169 19 (11.2%)  169 34 (20.1%)  
OR=0.503 (CI: 0.274, 
0.923) 


Somnolence – 84d Dichotomous  169 9 (5.3%)  169 37 (21.9%)  
OR=0.201 (CI: 0.093, 
0.431) 


Vomiting – 84d Dichotomous  169 7 (4.1%)  169 16 (9.5%)  
OR=0.413 (CI: 0.165, 
1.032) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  169 20 (11.8%)  169 6 (3.6%)  


OR=3.647 (CI: 1.426, 
9.325) 


unspecified/other reason – 84d Dichotomous  169 8 (4.7%)  169 9 (5.3%)  
OR=0.883 (CI: 0.332, 
2.347) 


use of rescue medication: 
average tablets used per 2 week 
period Continuous  162  2.1 (SD 2.41)  160  1.6 (SD 2.09)  


MD=0.500 (CI: 0.007, 
0.993) 


a
 16 had toxicity 


b
 12 had toxicity 


Comments LOCF was used for pain scores, escape medication and sleep assessments - however, it is not clear why denominators reported for efficacy analyses 
were different than patients randomised 


Definitions of abbreviations are given at the end of this document. 


 


Study Harati et al. (1998) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: diabetes mellitus with acceptable glycemic control, distal symmetric diabetic neuropathy, moderate pain (on Likert scale) in the lower 
extremeties for previous 3 months, 19 years or older 


Exclusion criteria: known contraindication to or prior use of tramadol, peripheral neuropathy from other causes (ie. Alcoholism, connective tissues 
disease, toxic exposure), severe depression, pain more severe than the neuropathic pain, <30ml/min creatinine clearance, clinical significant medical 
conditions, history of narcotic or alcohol abuse, use of multiple daily doses of narcotic analgesics or mexiletine on a regular basis, amputations, open 
ulcers, Charcot joint 


Study length (days): 42 


Intention-to-treat analysis? No 
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Participants Total number of patients: 131 


Number of males: 78 (59.5%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 2.55 (VRS (5-point Likert)) 


Mean age: 59 


Intervention(s) (1) Tramadol (oral) up to 400 mg/d 


Intervention: tramadol 
Length of treatment (weeks): 7 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 210mg/d (SD: 113) 
Notes: started at 50 mg/d and increased in 50 mg increments every 3 days up to 200 mg/d on day 10 - this was maintained until day 14; from day 14-28, 
dosage could be icnreased by 50 mg/d to obtain optimal pain relief up to 400 mg/d; after day 28, dosage could not be reduced; an alternative scheduled 
was permitted if patients experienced inadequate pain releif at any time (day 1-4, tramadol was titrated up to 200 mg/d, then from day 5, patients could 
increase dosage by 50 mg/d but still not to exceed 400 mg/d) 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks): 7 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? No (no pain medications other the study meds were permitted (tricyclics, anticonvulsants were discontinued 21 
days before randomisation and shorter-acting analgesics were stopped 7 days before randomisation)) 


Outcomes 
measures and 
effect sizes 


   TRAMADOL (ORAL) UP TO 400 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VRS – 0d


a
 Continuous  65  2.5 (SD 0.806)  66  2.6 (SD 0.812)   


VRS – 42d
a
 Continuous  65  1.4 (SD 0.806)  66  2.2 (SD 0.812)  MD=-0.800 (CI: -1.077, -0.523) 


pain relief: 
VRS/VRSpr – 42d


b
 Continuous  65  2.1 (SD 1.61)  66  0.9 (SD 1.62)  MD=1.200 (CI: 0.646, 1.754) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  65 9 (13.8%)  66 1 (1.5%)  OR=10.446 (CI: 1.284, 85.023) 
adverse events: 


Constipation – 42d Dichotomous  65 14 (21.5%)  66 2 (3.0%)  OR=8.784 (CI: 1.909, 40.429) 
Diarrhoea – 42d Dichotomous  65 2 (3.1%)  66 5 (7.6%)  OR=0.387 (CI: 0.072, 2.072) 
Dizziness – 42d Dichotomous  65 3 (4.6%)  66 0 (0.0%)  OR=7.448 (CI: 0.377, 147.110) 
dyspepsia – 42d Dichotomous  65 6 (9.2%)  66 2 (3.0%)  OR=3.254 (CI: 0.632, 16.758) 
Fatigue – 42d Dichotomous  65 3 (4.6%)  66 0 (0.0%)  OR=7.448 (CI: 0.377, 147.110) 
Nausea – 42d Dichotomous  65 15 (23.1%)  66 2 (3.0%)  OR=9.600 (CI: 2.097, 43.941) 
Pruritus – 42d Dichotomous  65 4 (6.2%)  66 0 (0.0%)  OR=9.732 (CI: 0.513, 184.497) 
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Rash – 42d Dichotomous  65 4 (6.2%)  66 0 (0.0%)  OR=9.732 (CI: 0.513, 184.497) 
Somnolence – 42d Dichotomous  65 8 (12.3%)  66 4 (6.1%)  OR=2.175 (CI: 0.621, 7.616) 
Vomiting – 42d Dichotomous  65 3 (4.6%)  66 0 (0.0%)  OR=7.448 (CI: 0.377, 147.110) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  65 9 (13.8%)  66 22 (33.3%)  OR=0.321 (CI: 0.135, 0.767) 
unspecified/other reason – 42d Dichotomous  65 2 (3.1%)  66 2 (3.0%)  OR=1.016 (CI: 0.139, 7.436) 


a
 5-point Likert scale 


b
 6-point Likert scale 


Comments study appeared to use MOS approach to assess quality of life, evaluating activities of daily living and sleep - results for sleep were not reported and 
results for other aspects of daily living have not been extracted 


Definitions of abbreviations are given at the end of this document. 


 


Study Holbech et al. (2011) 


Pain category Peripheral pain 


Study design Country: Denmark 


Design: Crossover 


Inclusion criteria: 20-80 years with symptoms compatible with polyneuropathy for more than 6 months (distal symmetric pain localisation) plus sensory 
disturbance in area of pain (polyneuropathy had to be confirmed by clinical signs such as decreased deep tendon reflexes and/or electrophysiological 
tests and/or quantitative sensory testing), median total pain rating of at least 4 on 11-point NRS after 1 week off pain medication (for those with 
polyneuropathy due to diabetes, hypothyroidism, etc, the underlying cause had to be stable for at least 3 months before inclusion) 


Exclusion criteria: causes of pain other than polyneuropathy, previous allergic reactions/severe adverse events to levetiracetam, pregnancy and lactation, 
severe terminal illness, concomitant use of antidepressants, other anticonvulsants, opioids that could not be discontinued 


Study length (days): 105 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 92 


Number of males: 22 (23.9%) 


Underlying cause of neuropathic pain: Polyneuropathy 


Mean duration of NP (in months): 49 


Baseline pain severity: 5.7 (median NRS 


(also, median duration of NP and age)) 


Mean age: 57 


Intervention(s) (1) Levetiracetam flexible-dose 


Intervention: levetiracetam 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Range: 2000–3000 
Notes: slow titration in the first 15 days up to 3000 mg/d but those with unacceptable side effects were permitted to lower their dose to 2000-2500 mg/d; 
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actual numbers of patients achieving these different dosage levels was not reported 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? No (all concomitant treatments for NP were either discontinued or patients excluded (ie. Anti-depressants, other 
anti-convulsants, opioids); up to 5 500mg tablets of paracetamol and one tablet of 50 mg tramadol were permitted as escape medication) 


Outcomes 
measures and 
effect sizes 


   
LEVETIRACETAM FLEXIBLE-
DOSE  PLACEBO   


   N k mean  N k mean  Δ 


ITT/LOCF (last-observation carried forward) 
pain score: 


NRS/NRS Pain – 0d Continuous  35  5.2 (SD 1.6)  35  5.2 (SD 1.6)   
NRS/NRS Pain – 42d Continuous  35  5.5 (SD 2.5)  35  5.3 (SD 2.3)  MD=0.200 (CI: -0.925, 1.325) 


pain relief: 
VRS/VRSpr – 42d Continuous  35  2.29 (SD 1.13)  35  


2.28 (SD 
1.19)  MD=0.010 (CI: -0.534, 0.554) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
a
 Continuous  35  4.8 (SD 2.5)  35  4.8 (SD 2.5)   


Normalised (10-pt) sleep interference measure – 
42d


a
 Continuous  35  3.9 (SD 3)  35  4 (SD 2.9)   


NRS Sleep – 0d Continuous  35  4.8 (SD 2.5)  35  4.8 (SD 2.5)   
NRS Sleep – 42d Continuous  35  3.8 (SD 3)  35  4 (SD 2.9)  MD=-0.200 (CI: -1.582, 1.182) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  39 3
b
 (7.7%)  35 0 (0.0%)  


OR=6.808 (CI: 0.339, 
136.609) 


adverse events: 
any adverse event – 42d Dichotomous  39 22 (56.4%)  39 17 (43.6%)  OR=1.675 (CI: 0.684, 4.099) 
Blurred vision – 42d


c
 Dichotomous  39 1 (2.6%)  39 0 (0.0%)  OR=3.078 (CI: 0.122, 77.905) 


Constipation – 42d Dichotomous  39 4 (10.3%)  39 2 (5.1%)  OR=2.114 (CI: 0.364, 12.279) 
Dizziness – 42d Dichotomous  39 5 (12.8%)  39 1 (2.6%)  OR=5.588 (CI: 0.621, 50.249) 
Drowsiness – 42d


d
 Dichotomous  39 14 (35.9%)  39 4 (10.3%)  OR=4.900 (CI: 1.441, 16.664) 


Dry mouth – 42d Dichotomous  39 0 (0.0%)  39 1 (2.6%)  OR=0.325 (CI: 0.013, 8.223) 
headache – 42d Dichotomous  39 2 (5.1%)  39 3 (7.7%)  OR=0.649 (CI: 0.102, 4.113) 


mental change – 42d
e
 Dichotomous  39 3 (7.7%)  39 0 (0.0%)  


OR=7.575 (CI: 0.378, 
151.723) 


mood disturbance – 42d Dichotomous  39 1 (2.6%)  39 1 (2.6%)  OR=1.000 (CI: 0.060, 16.577) 
Nausea – 42d Dichotomous  39 3 (7.7%)  39 2 (5.1%)  OR=1.542 (CI: 0.243, 9.776) 
oedema – 42d Dichotomous  39 1 (2.6%)  39 1 (2.6%)  OR=1.000 (CI: 0.060, 16.577) 
sleep disturbance – 42d Dichotomous  39 1 (2.6%)  39 0 (0.0%)  OR=3.078 (CI: 0.122, 77.905) 
urination difficulties – 42d


f
 Dichotomous  39 6 (15.4%)  39 1 (2.6%)  OR=6.909 (CI: 0.791, 60.377) 


Urine retention – 42d Dichotomous  39 1 (2.6%)  39 0 (0.0%)  OR=3.078 (CI: 0.122, 77.905) 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     85 of 283 
 
 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  39 5


g
 (12.8%)  39 5 (12.8%)  OR=1.000 (CI: 0.265, 3.772) 


unspecified/other reason – 42d Dichotomous  39 1
h
 (2.6%)  39 0 (0.0%)  OR=3.078 (CI: 0.122, 77.905) 


use of rescue medication: 
500 mg paracetamol tablets per week – 0d Continuous  35  14.3 (SD 13.9)  35  


12.9 (SD 
12.7)   


500 mg paracetamol tablets per week – 0d Continuous  35  14.3 (SD 13.9)  35  
16.3 (SD 
15.4)   


500 mg paracetamol tablets per week – 0d Continuous  35  16.3 (SD 15.4)  35  
12.9 (SD 
12.7)   


500 mg paracetamol tablets per week – 0d Continuous  35  16.3 (SD 15.4)  35  
16.3 (SD 
15.4)   


500 mg paracetamol tablets per week – 42d Continuous  0    0     
50 mg tramadol tablets per week – 0d Continuous  35  2.6 (SD 3.6)  35  2.6 (SD 3.6)   
50 mg tramadol tablets per week – 42d Continuous  35  2 (SD 2.6)  35  1.8 (SD 2.9)  MD=0.200 (CI: -1.090, 1.490) 


Per Protocol 
pain score: 


NRS/NRS Pain – 0d Continuous  26  5.7 (SD 1.7)  26  5.7 (SD 1.7)   
NRS/NRS Pain – 42d Continuous  26  5 (SD 2.4)  26  5.1 (SD 2.5)  MD=-0.100 (CI: -1.432, 1.232) 


a
 based on NRS Sleep 


b
 fatigue for all and both fatigue and sleep disturbance for one patient (one of the patients with fatigue also withdrew because of lack of efficacy) 


c
 reported as 'double vision' 


d
 reported as 'tiredness' 


e
 not otherwise specified 


f
 'micturition difficulties' 


g
 1 of these patients also withdrew because of an adverse event (fatigue) 


h
 due to logistic problem (not otherwise described) 


Comments Study reports the use of tramadol (one of the other drugs being considered in this guideline) as rescue medication - there were a number of patients who 
were receiving this at baseline as a rescue medication (but it was not clear how many exactly); authors report pain relief on a 6-point categorical scale 
ranging from complete to worse as primary outcome; ITT performed with 35 patients for which data was available for both treatment periods using last 
observation carried forward (4 withdrew in the first treatment period and were not included in the ITT); 24 patients had previously been treated for 
polyneuropathic pain and 10 had tried several different types of drugs without success (ie. Imipramine, gabapentoids, SSRI, other anticonvulsants);  
authors recorded SF-36 scores but did not report the actual figures in the study 


Definitions of abbreviations are given at the end of this document. 


 


Study Huse et al. (2001) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: Germany 


Design: Crossover 


Inclusion criteria: Unilateral amputees. Presence of phantom limb pain with an intensity of at least 3 on 10cm VAS with the end points no pain and 
unbearable pain aged between 18 and 75 years 


Exclusion criteria: neurological and psychiatric disorders, presence of severe illness, pregnancy or breastfeeding, women with insufficient contraceptive 
protection, presence of morphine-specific risk factors (known sensitivity, heightened brain pressure, hypotension with hypovolemia, hyperplasia of the 
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prostate, biliary disease, obstructive and inflammatory bowel disease, pheochromocytoma, hypothyreosis) 


Study length (days): 70 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 12 


Number of males: 10 (83.3%) 


Underlying cause of neuropathic pain: Phantomb limb pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 3.335 (VAS (average of means of phantomb limb [4.65] and stump pain [2.02])) 


Mean age: 50.58 (SD: 14.01) 


Intervention(s) (1) Morphine sulphate (oral) 


Intervention: morphine 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Range: 70–300 
Notes: oral retarded morphine sulphate - treatment phase began with an intravenous morphine test to check response and to confirm no serious side 
effects before treatment commenced (70-100 mg in 7, 120-160 mg in 4, 300 mg in 1) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Notes: also began with a intravenous test phase 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 28d) 


Concomitant pain treatment allowed? Unclear (The following description is provided 'the use of all analgesic and psychotropic medication were also 
noted in a pain diary'. Acetylsalicylic acid or paracetamol up to 6 times 100 mg per day was allowed as rescue medication.) 


Outcomes 
measures and 
effect sizes 


   MORPHINE SULPHATE (ORAL)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  12  4.05 (SD 1.06)  12  4.05 (SD 1.06)   


VAS – 28d
b
 Continuous  12  3.26 (SD 1.59)  12  3.99 (SD 1.23)  MD=-0.730 (CI: -1.867, 0.407) 


at least 50% pain reduction (VAS) – 28d
b
 Dichotomous  12 5 (41.7%)  12 1 (8.3%)  OR=7.857 (CI: 0.752, 82.128) 


adverse events: 
Constipation – 28d Continuous  12  0.03 (SD 0.02)  12  0.02 (SD 0.02)  MD=0.010 (CI: -0.006, 0.026) 
Dizziness – 28d Continuous  12  1.27 (SD 1.8)  12  0.71 (SD 1.47)  MD=0.560 (CI: -0.755, 1.875) 
Nausea – 28d Continuous  12  0.74 (SD 1.24)  12  0.4 (SD 0.66)  MD=0.340 (CI: -0.455, 1.135) 
tiredness – 28d Continuous  12  2.21 (SD 1.84)  12  1.33 (SD 1.79)  MD=0.880 (CI: -0.572, 2.332) 
urination difficulties – 28d Continuous  12  0.01 (SD 0.01)  12  0 (SD 0)  MD=0.010 (CI: 0.004, 0.016) 
vertigo – 28d Continuous  12  0.98 (SD 1.4)  12  0.42 (SD 0.92)  MD=0.560 (CI: -0.388, 1.508) 


a
 baseline for patients in all arms 
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b
 authors transformed 2cm scales into 10cm scales 


Comments The study was 12 weeks in duration, with a 4 week drug free baseline, 2 treatment phases of 4 weeks (including a titration period of 2 weeks) seperated 
by a washout period of 1-2 weeks. Follow up at 6 and 12 months. Authors transformed results from 2cm VAS scales into 10cm scales - this may affect 
the precision of scale 


Definitions of abbreviations are given at the end of this document. 


 


Study Irving et al. (2011) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Aged 18 and over with a diagnosis of PHN and an average NPRS score of 3-9 (inclusive) were eligible if at least 6 months had elapsed 
since vesicle crusting 


Exclusion criteria: Use of any topically applied pain medication on the painful area within 21 days before application of study patch. Pain at or around 
facial area, pregnancy or use of ineffective method of contraception, significant pain of an etiology other than PHN, current use of an investigational drug 
or class 1 antiarrhythmic drugs, uncontrolled hypertension, hypersensitivity to capsaicin, local anaesthetics, oxycodone hydrochloride, hydrocodone or 
adhesives, use of high-dose (> 60 mg/day morphine) opioids not orally or transdermally administered 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 416 


Number of males: 190 (45.7%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 22.4 


Baseline pain severity: 5.75 (NRS (average of arm means)) 


Mean age: 70.3 


Intervention(s) (1) Capasaicin 8% single patch (60 minutes) 


Intervention: capsaicin patch 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: Study reports 8% capsaicin patch, applied for 60 minutes once then removed (topical anaesthetic cream applied 60 mins before patches) 


(2) Placebo patch (60 minutes) 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: applied for 1 hr then removed (topical anaesthetic cream applied 60 mins before patches) 


Concomitant Drug free baseline period? No 
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treatments Concomitant pain treatment allowed? Yes (Paracetamol up to 3g/d (as rescue medications), stable dosage of anti-convulsants, non-SSRIs, opioids, 
NSAIDs, salicylates, or paracetamol for at least 21 days before the study patch application and through the study) 


Outcomes 
measures and 
effect sizes 


   
CAPASAICIN 8% SINGLE PATCH 
(60 MINUTES)  


PLACEBO PATCH (60 
MINUTES)   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  212  5.7 (SD 1.6)  204  5.8 (SD 1.57)   


NRS/NRS Pain – 28d
a
 


Percentage change from 
baseline  212  -33 (SD 36.4)  204  -23 (SD 35.7)  


MD=-10.000 (CI: -
16.930, -3.070) 


NRS/NRS Pain – 35d
b
 


Mean difference from baseline 
to average f-u  212  -1.7 (SD 1.75)  204  -1.3 (SD 1.71)  


MD=-0.400 (CI: -0.733, -
0.067) 


NRS/NRS Pain – 49d
c
 


Mean difference from baseline 
to average f-u  212  -1.7 (SD 1.75)  204  -1.4 (SD 1.71)  


MD=-0.300 (CI: -0.633, 
0.033) 


NRS/NRS Pain – 56d
a
 


Percentage change from 
baseline  212  -34.5 (SD 36.4)  204  -27 (SD 35.7)  


MD=-7.500 (CI: -14.430, 
-0.570) 


NRS/NRS Pain – 84d
a
 


Percentage change from 
baseline  212  -34 (SD 36.4)  204  -27 (SD 35.7)  


MD=-7.000 (CI: -13.930, 
-0.070) 


at least 30% pain reduction (NRS) 
– 84d Dichotomous  212 100 (47.2%)  204 71 (34.8%)  


OR=1.673 (CI: 1.127, 
2.482) 


at least 50% pain reduction (NRS) 
– 84d Dichotomous  212 63 (29.7%)  204 43 (21.1%)  


OR=1.583 (CI: 1.012, 
2.476) 


patient-reported global 
improvement: 


PGIC - worse (all grades) or no 
change – 56d


d
 Dichotomous  212 73 (34.4%)  204 93 (45.6%)  


OR=0.653 (CI: 0.435, 
0.980) 


PGIC - worse (all grades) or no 
change – 56d


d
 Dichotomous  192 73 (34.4%)  192 93 (45.6%)  


OR=0.653 (CI: 0.435, 
0.980) 


PGIC - worse (all grades) or no 
change – 84d


d
 Dichotomous  212 79 (37.3%)  204 103 (50.5%)  


OR=0.567 (CI: 0.381, 
0.846) 


PGIC - worse (all grades) or no 
change – 84d


d
 Dichotomous  202 79 (37.3%)  194 103 (50.5%)  


OR=0.567 (CI: 0.381, 
0.846) 


PGIC - minimally better – 56d
d
 Dichotomous  212 48 (22.6%)  204 50 (24.5%)  


OR=0.947 (CI: 0.598, 
1.498) 


PGIC - minimally better – 56d
d
 Dichotomous  192 48 (22.6%)  192 50 (24.5%)  


OR=0.947 (CI: 0.598, 
1.498) 


PGIC - minimally better – 84d
d
 Dichotomous  212 40 (18.9%)  204 41 (20.1%)  


OR=0.921 (CI: 0.565, 
1.502) 


PGIC - minimally better – 84d
d
 Dichotomous  202 40 (18.9%)  194 41 (20.1%)  


OR=0.921 (CI: 0.565, 
1.502) 


PGIC - at least moderately better 
– 56d


d
 Dichotomous  192 71 (33.5%)  192 49 (24.0%)  


OR=1.712 (CI: 1.106, 
2.651) 


PGIC - at least moderately better 
– 56d


d
 Dichotomous  212 71 (33.5%)  204 49 (24.0%)  


OR=1.712 (CI: 1.106, 
2.651) 


PGIC - at least moderately better 
– 84d


d
 Dichotomous  202 83 (39.2%)  194 50 (24.5%)  


OR=2.009 (CI: 1.311, 
3.078) 


PGIC - at least moderately better 
– 84d


d
 Dichotomous  212 83 (39.2%)  204 50 (24.5%)  


OR=2.009 (CI: 1.311, 
3.078) 
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major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  212 3 (1.4%)  204 3 (1.5%)  
OR=0.962 (CI: 0.192, 
4.821) 


adverse events: 
any adverse event – 84d Dichotomous  212 208 (98.1%)  204 177 (86.8%)  


OR=7.932 (CI: 2.723, 
23.103) 


Dizziness – 84d Dichotomous  212 3 (1.4%)  204 6 (2.9%)  
OR=0.474 (CI: 0.117, 
1.920) 


GI disorders – 84d
e
 Dichotomous  212 21 (9.9%)  204 22 (10.8%)  


OR=0.910 (CI: 0.484, 
1.710) 


headache – 84d Dichotomous  212 4 (1.9%)  204 10 (4.9%)  
OR=0.373 (CI: 0.115, 
1.209) 


Infection – 84d Dichotomous  212 37
f
 (17.5%)  204 37 (18.1%)  


OR=0.954 (CI: 0.577, 
1.577) 


Nausea – 84d Dichotomous  212 11 (5.2%)  204 5 (2.5%)  
OR=2.178 (CI: 0.743, 
6.383) 


oedema – 84d Dichotomous  212 13 (6.1%)  204 0 (0.0%)  
OR=27.677 (CI: 1.634, 
468.713) 


Pruritus – 84d Dichotomous  212 6 (2.8%)  204 3 (1.5%)  
OR=1.951 (CI: 0.481, 
7.909) 


Rash – 84d
g
 Dichotomous  212 194 (91.5%)  204 141 (69.1%)  


OR=4.816 (CI: 2.732, 
8.489) 


site erythema – 84d Dichotomous  212 194 (91.5%)  204 141 (69.1%)  
OR=4.816 (CI: 2.732, 
8.489) 


site pain – 84d Dichotomous  212 134 (63.2%)  204 57 (27.9%)  
OR=4.430 (CI: 2.928, 
6.703) 


Vomiting – 84d Dichotomous  212 6 (2.8%)  204 0 (0.0%)  
OR=12.874 (CI: 0.721, 
230.016) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  212 1 (0.5%)  204 5 (2.5%)  


OR=0.189 (CI: 0.022, 
1.629) 


unspecified/other reason – 84d Dichotomous  212 7 (3.3%)  204 1 (0.5%)  
OR=6.932 (CI: 0.845, 
56.847) 


lost to follow-up – 84d Dichotomous  212 4 (1.9%)  204 5 (2.5%)  
OR=0.765 (CI: 0.203, 
2.891) 


poor compliance – 84d Dichotomous  212 3 (1.4%)  204 4 (2.0%)  
OR=0.718 (CI: 0.159, 
3.247) 


a
 percentage change from baseline; estimated from graph 


b
 baseline to weeks 2 to 8 


c
 baseline to weeks 2 to 12 


d
 denominators inferred from percentages and appear to be subject to some rounding error 


e
 includes nausea and vomiting 


f
 includes sinusitis and upper respiratory tract infection 


g
 described as site erythema in paper 


Comments while there was no drug-free baseline period, those on topical medications were required to stop 21 days before treatment with patch 


Definitions of abbreviations are given at the end of this document. 


 


Study Irving et al. (2012) 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     90 of 283 
 
 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: 18-90 years, average daily NRS score 3 to 9, at least 6 months since herpes zoster vesicle crusting (1 study 3 months) 


Exclusion criteria: pregnancy or possibility of becoming pregnant, use of any topically applied pain medication on the area within 21 days before 
application of the patch, use of any investigational drug or class 1 antiarrhthmic drug, uncontrolled diabetes mellitus or hypertension, pain of an etiology 
other than PHN, PHN areas located only on the face, on scalp hairline or near mucous membrains, hypersensitivity to capsaicin, local anaesthetics, or 
adhesives, conomitant opiod medicine other than oral or transdermal > 60 mg/d 


Study length (days): 98 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 1127 


Number of males: 543 (48.2%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 41.4 


Baseline pain severity: 5.7 (NRS) 


Mean age: 71 (SD: 12) 


Intervention(s) (1) Capsaicin 8% patch (60 minutes) 


Intervention: capsaicin patch 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Flexible dose 
Notes: 30, 60 or 90 minutes 


(2) Active placebo (0.04%)  


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (paracetamol up to 2-3 mg/d or short-acting opioids for up to 3 to 5 days were permitted during study; stable 
dose at least 21 days before patch application of opioids, anti-convulsants, non-SSRI anti-depressants, NSAIDs, salicylates, paracetamol) 


Outcomes 
measures and 
effect sizes 


   
CAPSAICIN 8% PATCH (60 
MINUTES)  


ACTIVE PLACEBO 
(0.04%)    


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  597  5.7 (SD 2.44)  530  5.7 (SD 2.3)   


NRS/NRS Pain – 35d
a
 


Percentage change from 
baseline to average f-u  597  -31.2 (SD 31.8)  530  


-22.3 (SD 
32.2)  


MD=-8.900 (CI: -
12.645, -5.155) 
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NRS/NRS Pain – 49d
b
 


Percentage change from 
baseline to average f-u  597  -31.3 (SD 31.8)  530  


-22.6 (SD 
32.2)  


MD=-8.700 (CI: -
12.445, -4.955) 


at least 30% pain reduction (NRS) – 56d
c
 


Dichotomous from baseline to 
average f-u  597 260   530 178   


OR=1.526 (CI: 1.197, 
1.944) 


at least 30% pain reduction (NRS) – 84d
d
 


Dichotomous from baseline to 
average f-u  597 268   530 187   


OR=1.494 (CI: 1.175, 
1.900) 


at least 50% pain reduction (NRS) – 56d
c
 


Dichotomous from baseline to 
average f-u  597 169   530 106   


OR=1.579 (CI: 1.197, 
2.085) 


at least 50% pain reduction (NRS) – 84d
d
 


Dichotomous from baseline to 
average f-u  597 176   530 111   


OR=1.578 (CI: 1.201, 
2.074) 


patient-reported global improvement: 
PGIC - worse (all grades), no change or 
minimally better – 56d Dichotomous  597 340 (57.0%)  530 367 (69.2%)  


OR=0.588 (CI: 0.460, 
0.751) 


PGIC - worse (all grades), no change or 
minimally better – 84d


e
 Dichotomous  597 358 (60.0%)  530 380 (71.7%)  


OR=0.591 (CI: 0.460, 
0.759) 


PGIC - at least moderately better – 56d Dichotomous  597 202 (33.8%)  530 121 (22.8%)  
OR=1.729 (CI: 1.327, 
2.252) 


PGIC - at least moderately better – 84d
e
 Dichotomous  597 206 (34.5%)  530 118 (22.3%)  


OR=1.840 (CI: 1.411, 
2.398) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  597 4 (0.7%)  530 3 (0.6%)  
OR=1.185 (CI: 0.264, 
5.319) 


adverse events: 
Nausea – 84d Dichotomous  596 29 (4.9%)  531 15 (2.8%)  


OR=1.759 (CI: 0.933, 
3.319) 


Pruritus – 84d Dichotomous  596 37 (6.2%)  531 25 (4.7%)  
OR=1.340 (CI: 0.795, 
2.257) 


site erythema – 84d Dichotomous  596 391 (65.6%)  531 270 (50.8%)  
OR=1.844 (CI: 1.451, 
2.343) 


site pain – 84d Dichotomous  596 260 (43.6%)  531 104 (19.6%)  
OR=3.177 (CI: 2.429, 
4.156) 


site papules – 84d Dichotomous  596 40 (6.7%)  531 15 (2.8%)  
OR=2.475 (CI: 1.351, 
4.534) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  597 16 (2.7%)  530 22 (4.2%)  


OR=0.636 (CI: 0.330, 
1.224) 


unspecified/other reason – 84d Dichotomous  597 14 (2.3%)  530 9 (1.7%)  
OR=1.390 (CI: 0.597, 
3.238) 


lost to follow-up – 84d Dichotomous  597 13 (2.2%)  530 7 (1.3%)  
OR=1.663 (CI: 0.659, 
4.200) 


poor compliance – 84d Dichotomous  597 5 (0.8%)  530 8 (1.5%)  
OR=0.551 (CI: 0.179, 
1.695) 


Death unrelated to treatment – 84d Dichotomous  597 1 (0.2%)  530 1 (0.2%)  
OR=0.888 (CI: 0.055, 
14.225) 


concomitant systemic NP medication 
pain score: 


NRS/NRS Pain – 0d Continuous  302  5.9 (SD 1.74)  250  
5.7 (SD 
1.58)   


NRS/NRS Pain – 35d
a
 


Percentage change from 
baseline to average f-u  302  -26.1 (SD 27.8)  250  


-18.1 (SD 
28.5)  


MD=-8.000 (CI: -
12.720, -3.280) 


NRS/NRS Pain – 49d
b
 


Percentage change from 
baseline to average f-u  302  -25.8 (SD 29.5)  250  


-18.3 (SD 
28.5)  


MD=-7.500 (CI: -
12.353, -2.647) 
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at least 30% pain reduction (NRS) – 56d
c
 


Dichotomous from baseline to 
average f-u  302 108   250 69   


OR=1.460 (CI: 1.015, 
2.101) 


at least 30% pain reduction (NRS) – 84d
d
 


Dichotomous from baseline to 
average f-u  302 110   250 70   


OR=1.473 (CI: 1.026, 
2.116) 


at least 50% pain reduction (NRS) – 56d
c
 


Dichotomous from baseline to 
average f-u  302 70   250 40   


OR=1.584 (CI: 1.029, 
2.438) 


at least 50% pain reduction (NRS) – 84d
d
 


Dichotomous from baseline to 
average f-u  302 69   250 42   


OR=1.467 (CI: 0.957, 
2.247) 


patient-reported global improvement: 
PGIC - worse (all grades), no change or 
minimally better – 56d Dichotomous  302 190 (62.9%)  250 182 (72.8%)  


OR=0.634 (CI: 0.441, 
0.912) 


PGIC - worse (all grades), no change or 
minimally better – 84d


e
 Dichotomous  302 197 (65.2%)  250 188 (75.2%)  


OR=0.619 (CI: 0.426, 
0.898) 


PGIC - at least moderately better – 56d Dichotomous  302 78 (25.8%)  250 44 (17.6%)  
OR=1.630 (CI: 1.076, 
2.469) 


PGIC - at least moderately better – 84d
e
 Dichotomous  302 85 (28.1%)  250 46 (18.4%)  


OR=1.737 (CI: 1.157, 
2.608) 


adverse events: 
Nausea – 84d Dichotomous  302 20 (6.6%)  250 9 (3.6%)  


OR=1.899 (CI: 0.849, 
4.249) 


Pruritus – 84d Dichotomous  302 11 (3.6%)  250 9 (3.6%)  
OR=1.012 (CI: 0.413, 
2.483) 


site erythema – 84d Dichotomous  302 204 (67.5%)  250 126 (50.4%)  
OR=2.049 (CI: 1.450, 
2.895) 


site pain – 84d Dichotomous  302 135 (44.7%)  250 57 (22.8%)  
OR=2.737 (CI: 1.886, 
3.973) 


site papules – 84d Dichotomous  302 20 (6.6%)  250 7 (2.8%)  
OR=2.462 (CI: 1.024, 
5.922) 


no comcomitant systemic NP medication 
pain score: 


NRS/NRS Pain – 0d Continuous  295  5.5 (SD 1.72)  280  
5.6 (SD 
1.67)   


NRS/NRS Pain – 35d
a
 


Percentage change from 
baseline to average f-u  295  -36.5 (SD 32.6)  280  


-26.2 (SD 
33.5)  


MD=-10.300 (CI: -
15.707, -4.893) 


NRS/NRS Pain – 49d
b
 


Percentage change from 
baseline to average f-u  295  -36.9 (SD 34.4)  280  


-26.5 (SD 
33.5)  


MD=-10.400 (CI: -
15.944, -4.856) 


at least 30% pain reduction (NRS) – 56d
c
 


Dichotomous from baseline to 
average f-u  295 152   280 109   


OR=1.668 (CI: 1.197, 
2.323) 


at least 30% pain reduction (NRS) – 84d
d
 


Dichotomous from baseline to 
average f-u  295 158   280 117   


OR=1.607 (CI: 1.155, 
2.234) 


at least 50% pain reduction (NRS) – 56d
c
 


Dichotomous from baseline to 
average f-u  295 99   280 66   


OR=1.638 (CI: 1.135, 
2.364) 


at least 50% pain reduction (NRS) – 84d
d
 


Dichotomous from baseline to 
average f-u  295 107   280 69   


OR=1.740 (CI: 1.213, 
2.497) 


patient-reported global improvement: 
PGIC - worse (all grades), no change or 
minimally better – 56d Dichotomous  295 150 (50.8%)  280 185 (66.1%)  


OR=0.531 (CI: 0.379, 
0.744) 


PGIC - worse (all grades), no change or 
minimally better – 84d


e
 Dichotomous  295 161 (54.6%)  280 192 (68.6%)  


OR=0.551 (CI: 0.392, 
0.774) 


PGIC - at least moderately better – 56d Dichotomous  295 124 (42.0%)  280 77 (27.5%)  
OR=1.912 (CI: 1.348, 
2.712) 
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PGIC - at least moderately better – 84d
e
 Dichotomous  295 121 (41.0%)  280 72 (25.7%)  


OR=2.009 (CI: 1.409, 
2.864) 


adverse events: 
Nausea – 84d Dichotomous  294 9 (3.1%)  281 6 (2.1%)  


OR=1.447 (CI: 0.508, 
4.120) 


Pruritus – 84d Dichotomous  294 26 (8.8%)  281 16 (5.7%)  
OR=1.607 (CI: 0.843, 
3.064) 


site erythema – 84d Dichotomous  294 187 (63.6%)  281 144 (51.2%)  
OR=1.663 (CI: 1.191, 
2.321) 


site pain – 84d Dichotomous  294 125 (42.5%)  281 47 (16.7%)  
OR=3.682 (CI: 2.495, 
5.436) 


site papules – 84d Dichotomous  294 20 (6.8%)  281 8 (2.8%)  
OR=2.491 (CI: 1.079, 
5.752) 


a
 least squares mean; baseline to weeks 2-8 


b
 least squares mean; baseline to weeks 2-12 


c
 baseline to weeks 2-8 


d
 baseline to weeks 2-12 


e
 unclear why denominators are higher than at 8 weeks for this outcome 


Comments results from 4 studies; pre-treatment with 1 hour lidocaine; 2 week screening period; 1 patient randomised to capsaicin mistakenly received control - this 
patient was included as randomised in the efficacy outcomes but included as treated in the safety outcomes. 


Definitions of abbreviations are given at the end of this document. 


 


Study Kalso et al. (1995) 


Pain category Peripheral pain 


Study design Country: Finland 


Design: Crossover 


Inclusion criteria: patients recruited from a previous questionnaire study with neuropathic pain of moderate severity following treatment for breast cancer 
in the anterior chest wall, and/or axilla and/or medial upper arm in an area with sensory disturbance 


Exclusion criteria: relapses or metastases of breast cancer, clinically overt cardiac, renal or hepatic disease 


Study length (days): 70 


Intention-to-treat analysis? No 


Participants Total number of patients: 20 


Number of males: 0 (0.0%) 


Underlying cause of neuropathic pain: Post-surgical pain after surgery for cancer 


Mean duration of NP (in months): not reported 


Baseline pain severity: 4.15 (VAS (average of means of those in scar vs arm group) 


(age is median; median time since breast surgery was 45 months but it was not clear if the pain had existing throughout this period)) 


Mean age: 56 


Intervention(s) (1) Amitriptyline flexible dose 
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Intervention: amitriptyline 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Range: 50–100 
Notes: up to maximum tolerated dosage; 13 increased to 100 mg/d (4 tablets) while 2 stayed on 50 mg/d (2 tables) until the end of the study 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Unclear (patients were asked to refrain from using other pain killers during the study but if it was unavoidable that 
patients must take these, it was recorded in their diary (not clear if this included anti-convulsants or other anti-depressants)) 


Outcomes 
measures and 
effect sizes 


   AMITRIPTYLINE FLEXIBLE DOSE  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VRS – 28d Continuous  11    11    MD=-1.838 (CI: -2.961, -0.715) 


adverse events: 
Constipation – 28d Dichotomous  13 8 (61.5%)  13 1 (7.7%)  OR=19.200 (CI: 1.876, 196.539) 
Dizziness Dichotomous  13 1 (7.7%)  13 0 (0.0%)  OR=3.240 (CI: 0.120, 87.125) 
Drowsiness


a
 Dichotomous  13 12 (92.3%)  13 8 (61.5%)  OR=7.500 (CI: 0.733, 76.773) 


Dry mouth Dichotomous  13 12 (92.3%)  13 5 (38.5%)  OR=19.200 (CI: 1.876, 196.539) 
headache Dichotomous  13 2 (15.4%)  13 5 (38.5%)  OR=0.291 (CI: 0.045, 1.898) 
loss of appetite Dichotomous  13 3 (23.1%)  13 3 (23.1%)  OR=1.000 (CI: 0.161, 6.200) 
Nausea Dichotomous  13 0 (0.0%)  13 2 (15.4%)  OR=0.170 (CI: 0.007, 3.923) 
nightmares Dichotomous  13 6 (46.2%)  13 5 (38.5%)  OR=1.371 (CI: 0.288, 6.535) 
palpitation Dichotomous  13 6 (46.2%)  13 4 (30.8%)  OR=1.929 (CI: 0.387, 9.601) 
urination difficulties Dichotomous  13 3 (23.1%)  13 1 (7.7%)  OR=3.600 (CI: 0.322, 40.233) 


patients with ipsilateral arm pain 
pain score: 


VAS – 0d Continuous  13  med: 5 [rng 1.7–7.1]  13  med: 5 [rng 1.7–7.1]   
VAS – 28d Continuous  11  med: 0.5 [rng 0–3]  11  med: 5 [rng 0–9.4]   
McGill Pain Questionnaire – 0d Continuous  13  med: 275 [rng 49–654]  13  med: 275 [rng 49–654]   
McGill Pain Questionnaire – 28d Continuous  11  med: 205 [rng 0–404]  11  med: 165 [rng 0–582]   
VRS – 0d


b
 Continuous  13  3.2 (SD 1.08)  13  3.2 (SD 1.44)   


VRS – 28d
b
 Continuous  11  0.9 (SD 0.995)  11  3.2 (SD 1.99)  MD=-2.300 (CI: -3.615, -0.985) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


disturbed sleep – 0d Dichotomous  13 8 (61.5%)  13 8 (61.5%)   
disturbed sleep – 28d Dichotomous  11 1 (9.1%)  11 6 (54.5%)  OR=0.083 (CI: 0.008, 0.895) 


patients with breast scar pain 
pain score: 


VAS – 0d Continuous  12  med: 3.3 [rng 1.4–6.2]  12  med: 3.3 [rng 1.4–6.2]   
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VAS – 28d Continuous  10  med: 0.2 [rng 0–4.3]  10  med: 3.1 [rng 0.7–5.5]   
McGill Pain Questionnaire – 0d Continuous  12  med: 326 [rng 154–618]  12  med: 326 [rng 154–618]   
McGill Pain Questionnaire – 28d Continuous  10  med: 58 [rng 0–305]  10  med: 235 [rng 59–661]   
VRS – 0d


b
 Continuous  12  2.8 (SD 1.04)  12  2.7 (SD 1.04)   


VRS – 28d
b
 Continuous  10  1.15 (SD 1.11)  10  2.48 (SD 0.949)  MD=-1.330 (CI: -2.233, -0.427) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


disturbed sleep – 0d Dichotomous  12 6 (50.0%)  12 6 (50.0%)   
disturbed sleep – 28d Dichotomous  10 0 (0.0%)  10 6 (60.0%)  OR=0.033 (CI: 0.002, 0.718) 


a
 'tired' 


b
 8 point; mean and its dispersion (assumed to be SEM) extracted from graph 


Comments 3 patients had undergone a modified radical mastectomy and 12 breast conserving surgery; 10/15 had pain in both ipsilateral arm and breast scar region, 
2/16 had only breast scar pain and 3/15 had only ipsilateral arm pain; 11 of the 12 with breast scar pain had received postoperative radiotherapy and the 
other had 2 unsuccessful breast repair operations but did not have postoperative radiotherapy); 5/13 of those with ipsilateral pain had postoperative 
radiotherapy; none had chemotherapy; 5 patients withdrew (4 because of feeling tired and 1 because of noncompliance) but it was not reported which 
treatment these patients were receiving at the time of withdrawal; unclear if patient who withdrew from the placebo arm was included in the efficacy 
results; it apepars that the results presented are separated by those who achieved 50 mg/d and those who achieved 100 mg/d (2 less than 50 mg/d) - 
only the results for 100 mg/d per day were extracted since it appears that the results for 50 mg/d includes those patients that took 100 mg/d - 
consequently, these results are likely to include patients who took 50 mg/d at earlier time points (before 28 days) 


Definitions of abbreviations are given at the end of this document. 


 


Study Kautio et al. (2008) 


Pain category Peripheral pain 


Study design Country: Finland 


Design: Parallel 


Inclusion criteria: Cancer and chemotherapy induced neuropathic pain of at least 3 on the NRS 11 point scale 


Exclusion criteria: neurological disease confusing assessment of symptoms or other possible causes of neuropathy, concomitant medication inhibiting 
norepinephrine uptake, contraindications for amitriptyline (ie. Urinary hesitation), pregnancy or lactating women 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 42 


Number of males: 12 (28.6%) 


Underlying cause of neuropathic pain: Chemotherapy-induced pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: not reported (not reported) 


Mean age: 54 


Intervention(s) (1) Amitriptyline up to 50mg/d (most patients) 
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Intervention: amitriptyline 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Range: 10–50 
Notes: 10 mg/d to start, then increased by 10 mg per week until 50 mg/d if tolerated (dose was reduced 10-25 mg; 15 of 17 patients tolerated the 50 
mg/d while 1 reduced from 30 to 10 mg because of tiredness and antoehr from 50 to 25 mg because of tachycardia) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear (only information about concomitant medications was that those inhibiting norepinephrine uptake were not 
allowed (not clear about other pain medications)) 


Outcomes 
measures and 
effect sizes 


   AMITRIPTYLINE UP TO 50MG/D (MOST PATIENTS)  PLACEBO   


   N k mean  N k mean  Δ 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d
a
 Dichotomous  17 0 (0.0%)  16 3 (18.8%)  OR=0.110 (CI: 0.005, 2.320) 


treatment withdrawal: 
unspecified/other reason – 56d Dichotomous  22 2 (9.1%)  22 2 (9.1%)  OR=1.000 (CI: 0.128, 7.812) 
poor compliance – 56d Dichotomous  22 1 (4.5%)  22 1 (4.5%)  OR=1.000 (CI: 0.059, 17.065) 


a
 details of adverse events not reported 


Comments 2 additional patients withdrew after randomisation but it was not clear what group they were in - one died (details unspecified) and another withdrew 
consent before receiving treatment; as a result, denominators used in safety analyses were numbers randomised; study also reported global 
improvement on a 5-point VRS but it was not possible to compare this with the other studies which reported global improvement on 7 point scales - 
consequently, this was not extracted 


Definitions of abbreviations are given at the end of this document. 


 


Study Khoromi et al. (2005) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Crossover 


Inclusion criteria: age 18-75, evidence of lumbar radiculopathy on the basis of pain in one or both buttocks or legs for at least 3 months for at least 5 days 
per week and at least one of the following: sharp & shooting pain below the knee, pain evoked by straight leg raising to 60 degrees or less, 
decreased/absent ankle reflex, weakness of muscles below knee, sensory loss in L4/S1 distribution, electromyographic evidence of L4, L5, or S1 root 
denervation, imaging evidence of nerve root compression in the lower lumbar region 


Exclusion criteria: hetaptic and renal dysfunction, pregnancy or lactation, seizure disorder, pain of greater intensity in any other location than the low back 
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or leg, narcotic abuse and/or drug or alcohol abuse in past yeawr, fibromyalgia as defined by American College of Rheumatcology criteria, 
polyneuropathy and peripheral vascular disease, history of neprolithiasis, narrow angle glaucoma 


Study length (days): 98 


Intention-to-treat analysis? No 


Participants Total number of patients: 42 


Number of males: 23 (54.8%) 


Underlying cause of neuropathic pain: Radiculopathy 


Mean duration of NP (in months): 75 


Baseline pain severity: 4.04 (NRS leg pain 


(duration of pain and age is average of median ages for the 29 completers and 14 drop outs)) 


Mean age: 56.75 


Intervention(s) (1) Topiramate 50-400 mg 


Intervention: topiramate 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Range: 50–400 
Notes: dosages started at 50 mg in 2 divided dosages the first week and increased by increments of 50 mg in each dosage during weeks 3 and 4 up to a 
maximum of 400 mg 


(2) Active placebo (diphenhydramine 6.25-50mg) 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Range: 6.25–50 
Notes: diphenhydramine was used as active placebo because of its side effects (mainly sedation and anticholinergic effects which overlap with those of 
topiramate); it was started at 6.25mg twice per day in week 1 and then increased by 6.25 mg increments in each dose during week 1 and 2 and then 12.5 
mg in week 3 to a maximum of to 50 mg/day in 2 divided dosages; any side effects that were untolerable or interfered with patient's activities resulted in a 
decrease to the prior dosage 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (many patients were taking NSAIDs at baseline, 11 were taking opioids, 11 anti-depressants but none were 
taking anti-convulsants at baseline; it is assumed patients continued on these during the study as it was not stated otherwise) 


Outcomes 
measures and 
effect sizes 


   
TOPIRAMATE 50-400 
MG  


ACTIVE PLACEBO (DIPHENHYDRAMINE 6.25-
50MG)   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  29  4.63  29  4.63   


NRS/NRS Pain – 42d
a
 Continuous  29  4.3  29  5.12  MD=-0.820 
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major adverse events 
(defined as leading to 
withdrawal): 


any major adverse event – 42d Dichotomous  41 10 (24.4%)  41 1
b
 (2.4%)  


OR=12.903 (CI: 1.567, 
106.264) 


adverse events: 
any adverse event – 42d


c
 Dichotomous  41 36 (87.8%)  41 30 (73.2%)  OR=2.640 (CI: 0.825, 8.446) 


Blurred vision – 42d Dichotomous  41 1
c
 (2.4%)  41 0 (0.0%)  OR=3.074 (CI: 0.122, 77.692) 


Constipation – 42d Dichotomous  41 3
b
 (7.3%)  41 0 (0.0%)  OR=7.545 (CI: 0.377, 150.869) 


decreased libido – 42d Dichotomous  41 1
c
 (2.4%)  41 0 (0.0%)  OR=3.074 (CI: 0.122, 77.692) 


depression – 42d Dichotomous  41 3
b
 (7.3%)  41 0 (0.0%)  OR=7.545 (CI: 0.377, 150.869) 


Diarrhoea – 42d
c
 Dichotomous  41 13 (31.7%)  41 4 (9.8%)  OR=4.295 (CI: 1.264, 14.597) 


Fatigue – 42d Dichotomous  41 14
d
 (34.1%)  41 13


e
 (31.7%)  OR=1.117 (CI: 0.444, 2.807) 


headache – 42d
c
 Dichotomous  41 4 (9.8%)  41 4 (9.8%)  OR=1.000 (CI: 0.232, 4.301) 


oedema – 42d Dichotomous  41 1
c
 (2.4%)  41 0 (0.0%)  OR=3.074 (CI: 0.122, 77.692) 


Sedation – 42d
c
 Dichotomous  41 14 (34.1%)  41 1 (2.4%)  


OR=20.741 (CI: 2.574, 
167.128) 


slurred speech – 42d Dichotomous  41 1
c
 (2.4%)  41 0 (0.0%)  OR=3.074 (CI: 0.122, 77.692) 


thirsty/dehydrated – 42d Dichotomous  41 1
c
 (2.4%)  41 0 (0.0%)  OR=3.074 (CI: 0.122, 77.692) 


tremor – 42d Dichotomous  41 0 (0.0%)  41 1
c
 (2.4%)  OR=0.325 (CI: 0.013, 8.221) 


urination difficulties – 42d Dichotomous  41 1
c
 (2.4%)  41 0 (0.0%)  OR=3.074 (CI: 0.122, 77.692) 


leg pain 
pain score: 


NRS/NRS Pain – 0d Continuous  29  4.04  29  4.04   
NRS/NRS Pain – 42d Continuous  29  3.06  29  3.8  MD=-0.740 


back pain 
pain score: 


NRS/NRS Pain – 0d Continuous  29  4.69  29  4.69   
NRS/NRS Pain – 42d Continuous  29  3.33  29  4.2  MD=-0.870 


a
 average overall 


b
 estimated from percentages 


c
 approximated to nearest integer (percentages only presented in text) 


d
 reported as 'fatigue/weakness'; approximated to nearest integer (percentages only presented in text) 


e
 reported as 'fatigue/weakness'; estimated from percentages 


Comments there was a 2-week taper period between dosages (it is unclear how long the drug-free or wash-out period was in this 2 week period but it was assumed 
to be similar to the study by the same authors, Khoromi 2007, which was 4 days); no significant period or carry-over effect found; there appears to be a 
2-week baseline period but it is not clear if this was a drug-free period; 1 patient dropped out prior to randomisation; many patients were taking NSAIDs 
at baseline, 11 were taking opioids, 11 anti-depressants but none were taking anti-convulsants; an additional patient dropped out after screening 
because of ECG showing incidental cardiac abnormality but it was not clear what treatment sequence they had been randomised to 


Definitions of abbreviations are given at the end of this document. 


 


Study Khoromi et al. (2007) 


Pain category Peripheral pain 


Study design Country: USA 
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Design: Crossover 


Inclusion criteria: 18-65 years old with lumbar radiculopathy including pain in one or both buttocks or legs for 3 months or greater for at least 5 days a 
week (and at least one of the following features: sharp and shooting pain below the knee, pain evoked by straight leg raising to 60 degrees or less, 
decreased or absent ankle reflex, weakness of msucles below the knee, sensory loss of L5/S1 distribution, electromyographic evidence for L4, L5, or S1 
root denervation, imaging evidence of nerve root compression in the lower lumbar region, average pain of at least 4 on a NRS (11-point) 


Exclusion criteria: serious medical illness involving other organ systems including diabetes, cancer, prostatic disease requiring urological medications, 
pregnancy or lactation, history of depression requiring antidepressants within 6 months before study or score of 20 or more on the Beck Depression 
Inventory, history of narcotic or alcohol abuse, narrow angle glaucoma, seizure disorder, fibromyalgia, pain of greater intensity in any other location than 
the low back or leg, polyneuropathy or peripheral vascular disease associated with numbness or burning pain in lower extremities, allergy to study drugs, 
evidence of multisomatoform disorder as assessed by 15-item questionnaire (PHQ-15), unwillingness to be tapered off opioids and then maintained 
drug-free for 2 weeks prior to randomisation to study medication 


Study length (days): 266 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 55 


Number of males: 30 (54.5%) 


Underlying cause of neuropathic pain: Radiculopathy 


Mean duration of NP (in months): 60 


Baseline pain severity: 4.5 (NRS (baseline data of 28 patients who completed the trial) 


(age and duration of pain is median)) 


Mean age: 53 


Intervention(s) (1) Morphine (15-90 mg) 


Intervention: morphine 
Length of treatment (weeks): 7 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 62mg/d 
Range: 15–90 
Notes: 5 weeks dose escalation, 2 weeks maintenance at highest tolerated dosages, 2 weeks dose tapering 


(2) Nortriptyline (25-100 mg) 


Intervention: nortriptyline 
Length of treatment (weeks): 7 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 84mg/d 
Range: 25–100 
Notes: 5 weeks dose escalation, 2 weeks maintenance at highest tolerated dosages, 2 weeks dose tapering 


(3) Morphine + nortriptyline 


Intervention: nortriptyline+morphine 
Length of treatment (weeks): 7 
Fixed/flexible dose regimen: Flexible dose 
Notes: 5 weeks dose escalation, 2 weeks maintenance at highest tolerated dosages, 2 weeks dose tapering; mean nortriptyline dosage was 55 mg/day 
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and morphine was 49 mg/day (maximum was 100  mg/d nortriptyline and 90 mg/d morphine) 


(4) Active placebo (benztropine) 


Intervention: placebo 
Length of treatment (weeks): 9 
Fixed/flexible dose regimen: Flexible dose 
Notes: benztrophine 0.25-1 mg (used to cause side effects like ddry mouth and mild constipation to mimic both drugs);2 weeks maintenance at highest 
tolerated dosages, 2 weeks dose tapering 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? Yes (patients were asked not to take opioids - for which there was an initial 2-week drug-free period, SSRIs or 
tricylic medications; anti-inflammatory medications and acetaminophen were allowed as rescue analgesics up to 6 tablets per day (were not able to make 
changes to any other non-study medications taken for sciatica so it appears some were allowed)) 


Outcomes 
measures and 
effect sizes 


   MORPHINE (15-90 MG)  ACTIVE PLACEBO (BENZTROPINE)   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  28  5 (SD 2.25)  28  5 (SD 2.25)   


NRS/NRS Pain – 42d
a
 Continuous  28  3.8 (SD 2.5)  28  3.9 (SD 2.4)  MD=-0.100 (CI: -1.384, 1.184) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BDI – 0d
b
 Continuous  28  8 (SD 6.7)  28  8 (SD 6.7)   


BDI – 42d
b
 Continuous  28  9.6 (SD 8.5)  28  9 (SD 8.5)  MD=0.600 (CI: -3.852, 5.052) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  55 5
c
 (9.1%)  55 1


d
 (1.8%)  OR=5.400 (CI: 0.610, 47.828) 


adverse events: 
abdominal pain – 42d Dichotomous  55 1


e
 (1.8%)  55 0 (0.0%)  OR=3.055 (CI: 0.122, 76.643) 


any adverse event – 42d
f
 Dichotomous  55 26 (47.3%)  55 14 (25.5%)  OR=2.626 (CI: 1.174, 5.874) 


Blurred vision – 42d
f
 Dichotomous  55 2 (3.6%)  55 3 (5.5%)  OR=0.654 (CI: 0.105, 4.076) 


Constipation – 42d
f
 Dichotomous  55 18 (32.7%)  55 2 (3.6%)  OR=12.892 (CI: 2.820, 58.946) 


Dizziness – 42d Dichotomous  55 4
f
 (7.3%)  55 1


e
 (1.8%)  OR=4.235 (CI: 0.458, 39.171) 


Drowsiness – 42d Dichotomous  55 7
f
 (12.7%)  55 1


e
 (1.8%)  OR=7.875 (CI: 0.935, 66.337) 


Dry mouth – 42d
e
 Dichotomous  55 6 (10.9%)  55 6 (10.9%)  OR=1.000 (CI: 0.302, 3.316) 


Fatigue – 42d
g
 Dichotomous  55 2 (3.6%)  55 5 (9.1%)  OR=0.377 (CI: 0.070, 2.034) 


headache – 42d
f
 Dichotomous  55 4 (7.3%)  55 4 (7.3%)  OR=1.000 (CI: 0.237, 4.217) 


heartburn – 42d
e
 Dichotomous  55 1 (1.8%)  55 1 (1.8%)  OR=1.000 (CI: 0.061, 16.401) 


loss of appetite – 42d Dichotomous  55 2
h
 (3.6%)  55 0


i
 (0.0%)  OR=5.187 (CI: 0.243, 110.569) 


Nausea – 42d Dichotomous  55 2
f
 (3.6%)  55 0 (0.0%)  OR=5.187 (CI: 0.243, 110.569) 


Sexual dysfunction – 42d Dichotomous  55 3
f
 (5.5%)  55 0 (0.0%)  OR=7.400 (CI: 0.373, 146.730) 


sleep disturbance – 42d Dichotomous  55 2
j
 (3.6%)  55 0


k
 (0.0%)  OR=5.187 (CI: 0.243, 110.569) 


thirsty/dehydrated – 42d Dichotomous  55 0 (0.0%)  55 0 (0.0%)  OR=1.000 (CI: 0.019, 51.293) 
urination difficulties – 42d Dichotomous  55 1


e
 (1.8%)  55 0 (0.0%)  OR=3.055 (CI: 0.122, 76.643) 


weakness – 42d Dichotomous  55 0 (0.0%)  55 2
f
 (3.6%)  OR=0.193 (CI: 0.009, 4.110) 


Weight gain – 42d Dichotomous  55 0 (0.0%)  55 0 (0.0%)  OR=1.000 (CI: 0.019, 51.293) 
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overall improvement in quality of life: 
SF36 Physical – 0d Continuous  28  48 (SD 26)  28  48 (SD 26)   
SF36 Physical – 42d Continuous  28  56 (SD 27)  28  51.3 (SD 25.8)  MD=4.700 (CI: -9.132, 18.532) 
SF36 general health – 0d Continuous  28  68 (SD 20)  28  68 (SD 20)   
SF36 general health – 42d Continuous  28  61 (SD 23)  28  61 (SD 23)  MD=0.000 (CI: -12.048, 12.048) 
SF36 mental health – 0d Continuous  28  74 (SD 16)  28  74 (SD 16)   
SF36 mental health – 42d Continuous  28  68 (SD 21)  28  69 (SD 24)  MD=-1.000 (CI: -12.812, 10.812) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  55 0 (0.0%)  55 3 (5.5%)  OR=0.135 (CI: 0.007, 2.680) 
unspecified/other reason – 42d Dichotomous  55 4


l
 (7.3%)  55 4


m
 (7.3%)  OR=1.000 (CI: 0.237, 4.217) 


poor compliance – 42d Dichotomous  55 0 (0.0%)  55 1 (1.8%)  OR=0.327 (CI: 0.013, 8.212) 


leg pain 
pain score: 


NRS/NRS Pain – 0d
n
 Continuous  28  4.9 (SD 2.43)  28  4.9 (SD 2.43)   


NRS/NRS Pain – 42d
n
 Continuous  28  3.4 (SD 2.8)  28  3.7 (SD 2.7)  MD=-0.300 (CI: -1.741, 1.141) 


back pain 
pain score: 


NRS/NRS Pain – 0d
n
 Continuous  28  4.5 (SD 2.4)  28  4.5 (SD 2.4)   


NRS/NRS Pain – 42d
n
 Continuous  28  3.4 (SD 2.5)  28  3.8 (SD 2.5)  MD=-0.400 (CI: -1.710, 0.910) 


a
 overall pain; type of dispersion not stated, but appears to be standard deviation 


b
 it was unclear how many patients were included in this outcome 


c
 2 sedation, 1 rash, 1 severe dry mouth, and 1 nausea, vomiting and severe constipation 


d
 sedation 


e
 approximated to nearest integer (percentages only presented in text) 


f
 estimated from percentages 


g
 tired/fatigue; estimated from percentages 


h
 decreased appetite; estimated from percentages 


i
 decreased appetite 
j
 insomnia; estimated from percentages 
k
 insomnia 


l
 3 moved away and 1 withdrew for personal reasons 
m
 3 moved away and 1 because of unrelated surgery 


n
 type of dispersion not stated, but appears to be standard deviation 


 


   NORTRIPTYLINE (25-100 MG)  ACTIVE PLACEBO (BENZTROPINE)   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  28  5 (SD 2.25)  28  5 (SD 2.25)   


NRS/NRS Pain – 42d
a
 Continuous  28  3.2 (SD 2.4)  28  3.9 (SD 2.4)  MD=-0.700 (CI: -1.957, 0.557) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BDI – 0d
b
 Continuous  28  8 (SD 6.7)  28  8 (SD 6.7)   


BDI – 42d
b
 Continuous  28  7.3 (SD 7.1)  28  9 (SD 8.5)  MD=-1.700 (CI: -5.802, 2.402) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d
c
 Dichotomous  55 2 (3.6%)  55 1 (1.8%)  OR=2.038 (CI: 0.179, 23.151) 
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adverse events: 
abdominal pain – 42d Dichotomous  55 1


d
 (1.8%)  55 0 (0.0%)  OR=3.055 (CI: 0.122, 76.643) 


any adverse event – 42d
e
 Dichotomous  55 19 (34.5%)  55 14 (25.5%)  OR=1.546 (CI: 0.679, 3.519) 


Blurred vision – 42d Dichotomous  55 0 (0.0%)  55 3
e
 (5.5%)  OR=0.135 (CI: 0.007, 2.680) 


Constipation – 42d
e
 Dichotomous  55 7 (12.7%)  55 2 (3.6%)  OR=3.865 (CI: 0.765, 19.514) 


Dizziness – 42d Dichotomous  55 2
e
 (3.6%)  55 1


d
 (1.8%)  OR=2.038 (CI: 0.179, 23.151) 


Drowsiness – 42d Dichotomous  55 2
e
 (3.6%)  55 1


d
 (1.8%)  OR=2.038 (CI: 0.179, 23.151) 


Dry mouth – 42d Dichotomous  55 10
e
 (18.2%)  55 6


d
 (10.9%)  OR=1.815 (CI: 0.610, 5.398) 


Fatigue – 42d
f
 Dichotomous  55 3 (5.5%)  55 5 (9.1%)  OR=0.577 (CI: 0.131, 2.542) 


headache – 42d
e
 Dichotomous  55 2 (3.6%)  55 4 (7.3%)  OR=0.481 (CI: 0.084, 2.742) 


heartburn – 42d Dichotomous  55 2
e
 (3.6%)  55 1


d
 (1.8%)  OR=2.038 (CI: 0.179, 23.151) 


loss of appetite – 42d
g
 Dichotomous  55 0 (0.0%)  55 0 (0.0%)  OR=1.000 (CI: 0.019, 51.293) 


Nausea – 42d Dichotomous  55 0 (0.0%)  55 0 (0.0%)  OR=1.000 (CI: 0.019, 51.293) 
Sexual dysfunction – 42d Dichotomous  55 0 (0.0%)  55 0 (0.0%)  OR=1.000 (CI: 0.019, 51.293) 
sleep disturbance – 42d Dichotomous  55 3


h
 (5.5%)  55 0


i
 (0.0%)  OR=7.400 (CI: 0.373, 146.730) 


thirsty/dehydrated – 42d Dichotomous  55 2
e
 (3.6%)  55 0 (0.0%)  OR=5.187 (CI: 0.243, 110.569) 


urination difficulties – 42d Dichotomous  55 1
d
 (1.8%)  55 0 (0.0%)  OR=3.055 (CI: 0.122, 76.643) 


weakness – 42d Dichotomous  55 0 (0.0%)  55 2
e
 (3.6%)  OR=0.193 (CI: 0.009, 4.110) 


Weight gain – 42d Dichotomous  55 2
e
 (3.6%)  55 0 (0.0%)  OR=5.187 (CI: 0.243, 110.569) 


overall improvement in quality of life: 
SF36 Physical – 0d Continuous  28  48 (SD 26)  28  48 (SD 26)   
SF36 Physical – 42d Continuous  28  64 (SD 27)  28  51.3 (SD 25.8)  MD=12.700 (CI: -1.132, 26.532) 
SF36 general health – 0d Continuous  28  68 (SD 21)  28  68 (SD 20)   
SF36 general health – 42d Continuous  28  67 (SD 21)  28  61 (SD 23)  MD=6.000 (CI: -5.536, 17.536) 
SF36 mental health – 0d Continuous  28  74 (SD 16)  28  74 (SD 16)   
SF36 mental health – 42d Continuous  28  79 (SD 16)  28  69 (SD 24)  MD=10.000 (CI: -0.684, 20.684) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  55 0 (0.0%)  55 3 (5.5%)  OR=0.135 (CI: 0.007, 2.680) 
unspecified/other reason – 42d Dichotomous  55 1


j
 (1.8%)  55 4


k
 (7.3%)  OR=0.236 (CI: 0.026, 2.184) 


poor compliance – 42d Dichotomous  55 0 (0.0%)  55 1 (1.8%)  OR=0.327 (CI: 0.013, 8.212) 


leg pain 
pain score: 


NRS/NRS Pain – 0d
l
 Continuous  28  4.9 (SD 2.43)  28  4.9 (SD 2.43)   


NRS/NRS Pain – 42d
l
 Continuous  28  3 (SD 2.7)  28  3.7 (SD 2.7)  MD=-0.700 (CI: -2.114, 0.714) 


back pain 
pain score: 


NRS/NRS Pain – 0d
l
 Continuous  28  4.5 (SD 2.4)  28  4.5 (SD 2.4)   


NRS/NRS Pain – 42d
l
 Continuous  28  2.9 (SD 2.4)  28  3.8 (SD 2.5)  MD=-0.900 (CI: -2.184, 0.384) 


a
 overall pain; type of dispersion not stated, but appears to be standard deviation 


b
 it was unclear how many patients were included in this outcome 


c
 sedation 


d
 approximated to nearest integer (percentages only presented in text) 


e
 estimated from percentages 


f
 tired/fatigue; estimated from percentages 


g
 decreased appetite 


h
 insomnia; estimated from percentages 


i
 insomnia 
j
 unrelated medical problem 
k
 3 moved away and 1 because of unrelated surgery 
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l
 type of dispersion not stated, but appears to be standard deviation 
 


   MORPHINE + NORTRIPTYLINE  ACTIVE PLACEBO (BENZTROPINE)   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  28  5 (SD 2.25)  28  5 (SD 2.25)   


NRS/NRS Pain – 42d
a
 Continuous  28  3.4 (SD 2.5)  28  3.9 (SD 2.4)  MD=-0.500 (CI: -1.784, 0.784) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BDI – 0d
b
 Continuous  28  8 (SD 6.7)  28  8 (SD 6.7)   


BDI – 42d
b
 Continuous  28  6 (SD 5)  28  9 (SD 8.5)  MD=-3.000 (CI: -6.653, 0.653) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  55 4
c
 (7.3%)  55 1


d
 (1.8%)  OR=4.235 (CI: 0.458, 39.171) 


adverse events: 
abdominal pain – 42d Dichotomous  55 2


e
 (3.6%)  55 0 (0.0%)  OR=5.187 (CI: 0.243, 110.569) 


any adverse event – 42d
e
 Dichotomous  55 25 (45.5%)  55 14 (25.5%)  OR=2.440 (CI: 1.090, 5.465) 


Blurred vision – 42d Dichotomous  55 1
f
 (1.8%)  55 3


e
 (5.5%)  OR=0.321 (CI: 0.032, 3.186) 


Constipation – 42d Dichotomous  55 20
f
 (36.4%)  55 2


e
 (3.6%)  OR=15.143 (CI: 3.329, 68.887) 


Dizziness – 42d
f
 Dichotomous  55 1 (1.8%)  55 1 (1.8%)  OR=1.000 (CI: 0.061, 16.401) 


Drowsiness – 42d Dichotomous  55 3
e
 (5.5%)  55 1


f
 (1.8%)  OR=3.115 (CI: 0.314, 30.918) 


Dry mouth – 42d
f
 Dichotomous  55 8 (14.5%)  55 6 (10.9%)  OR=1.390 (CI: 0.448, 4.310) 


Fatigue – 42d
g
 Dichotomous  55 3 (5.5%)  55 5 (9.1%)  OR=0.577 (CI: 0.131, 2.542) 


headache – 42d
e
 Dichotomous  55 4 (7.3%)  55 4 (7.3%)  OR=1.000 (CI: 0.237, 4.217) 


heartburn – 42d Dichotomous  55 0 (0.0%)  55 1
f
 (1.8%)  OR=0.327 (CI: 0.013, 8.212) 


loss of appetite – 42d Dichotomous  55 1
h
 (1.8%)  55 0


i
 (0.0%)  OR=3.055 (CI: 0.122, 76.643) 


Nausea – 42d Dichotomous  55 1
f
 (1.8%)  55 0 (0.0%)  OR=3.055 (CI: 0.122, 76.643) 


Sexual dysfunction – 42d Dichotomous  55 1
f
 (1.8%)  55 0 (0.0%)  OR=3.055 (CI: 0.122, 76.643) 


sleep disturbance – 42d Dichotomous  55 3
j
 (5.5%)  55 0


k
 (0.0%)  OR=7.400 (CI: 0.373, 146.730) 


thirsty/dehydrated – 42d Dichotomous  55 0 (0.0%)  55 0 (0.0%)  OR=1.000 (CI: 0.019, 51.293) 
urination difficulties – 42d Dichotomous  55 2


e
 (3.6%)  55 0 (0.0%)  OR=5.187 (CI: 0.243, 110.569) 


weakness – 42d
e
 Dichotomous  55 2 (3.6%)  55 2 (3.6%)  OR=1.000 (CI: 0.136, 7.364) 


Weight gain – 42d Dichotomous  55 0 (0.0%)  55 0 (0.0%)  OR=1.000 (CI: 0.019, 51.293) 
overall improvement in quality of life: 


SF36 Physical – 0d Continuous  28  48 (SD 26)  28  48 (SD 26)   
SF36 Physical – 42d Continuous  28  59 (SD 27)  28  51.3 (SD 25.8)  MD=7.700 (CI: -6.132, 21.532) 
SF36 general health – 0d Continuous  28  68 (SD 20)  28  68 (SD 20)   
SF36 general health – 42d Continuous  28  66 (SD 20)  28  61 (SD 23)  MD=5.000 (CI: -6.290, 16.290) 
SF36 mental health – 0d Continuous  28  74 (SD 16)  28  74 (SD 16)   
SF36 mental health – 42d Continuous  28  76 (SD 16)  28  69 (SD 24)  MD=7.000 (CI: -3.684, 17.684) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  55 0 (0.0%)  55 3 (5.5%)  OR=0.135 (CI: 0.007, 2.680) 
unspecified/other reason – 42d Dichotomous  55 2


l
 (3.6%)  55 4


m
 (7.3%)  OR=0.481 (CI: 0.084, 2.742) 


poor compliance – 42d Dichotomous  55 0 (0.0%)  55 1 (1.8%)  OR=0.327 (CI: 0.013, 8.212) 


leg pain 
pain score: 


NRS/NRS Pain – 0d
n
 Continuous  28  4.9 (SD 2.43)  28  4.9 (SD 2.43)   
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NRS/NRS Pain – 42d
n
 Continuous  28  3.4 (SD 2.5)  28  3.7 (SD 2.7)  MD=-0.300 (CI: -1.663, 1.063) 


back pain 
pain score: 


NRS/NRS Pain – 0d
n
 Continuous  28  4.5 (SD 2.4)  28  4.5 (SD 2.4)   


NRS/NRS Pain – 42d
n
 Continuous  28  3.2 (SD 2.4)  28  3.8 (SD 2.5)  MD=-0.600 (CI: -1.884, 0.684) 


a
 overall pain; type of dispersion not stated, but appears to be standard deviation 


b
 it was unclear how many patients were included in this outcome 


c
 2 sedation, 1 nausea and vomiting and 1 rash 


d
 sedation 


e
 estimated from percentages 


f
 approximated to nearest integer (percentages only presented in text) 


g
 tired/fatigue; estimated from percentages 


h
 decreased appetite; approximated to nearest integer (percentages only presented in text) 


i
 decreased appetite 
j
 insomnia; estimated from percentages 
k
 insomnia 


l
 withdrawal for personal reasons 
m
 3 moved away and 1 because of unrelated surgery 


n
 type of dispersion not stated, but appears to be standard deviation 


Comments there was a 2-week taper period between dosages of which 4 days were drug-free but there was no significant period or carry-over effect; ITT analysis 
did not include patients with results from only one or no treatment arm; of 61 patients that underwent screening, 6 declined to participate before 
randomisation; global pain relief was reported on a 6-point scale but not extracted as it was not possible to combine with other pain scores or 7-point 
scales of patient-reported global impression of change 


Definitions of abbreviations are given at the end of this document. 


 


Study Kieburtz et al. (1998) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Participants with HIV related neuropathy for at least 2 weeks and rating on the pain intensity scale as at least mild all the time or 
moderate for a total of 2 hours per day; stable dosage of dideoxynucleoside analogs for at least 8 weeks and cimedtidine for at least 2 weeks, serum liver 
function enzyme levles < 5 times the upper limit of normal 


Exclusion criteria: diabetes, cardiac disease, seizure disorder, if pain was clearly attributed to a neuropathic drug, use of cardiac antiarrhythmic agents, 
tricyclics or tetracyclic antidepressants, >50% change in dosage per week of pain control medications a week before entry 


Study length (days): 70 


Intention-to-treat analysis? No 


Participants Total number of patients: 145 


Number of males: 139 (95.9%) 


Underlying cause of neuropathic pain: HIV-related neuropathy 
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Mean duration of NP (in months): not reported 


Baseline pain severity: 1.075 (gracely scale (average of arm means)) 


Mean age: 41 


Intervention(s) (1) Amitriptyline  up to 100mg/d 


Intervention: amitriptyline 
Length of treatment (weeks): 10 
Fixed/flexible dose regimen: Flexible dose 
Range: 25–100 
Notes: 4 week titration starting at 25 mg/d up to 100 mg per day 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 10 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (opioid and non-opioid analgesics (excluding tricyclic antidepressants) were allowed) 


Outcomes 
measures and 
effect sizes 


   AMITRIPTYLINE  UP TO 100MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
Gracely pain score – 28d


a
 Mean change  41  -0.235 (SD 0.093)  44  -0.12 (SD 0.28)  MD=-0.115 (CI: -0.202, -0.028) 


Gracely pain score – 56d
a
 Mean change  34  -0.367 (SD 0.113)  38  -0.235 (SD 0.095)  MD=-0.132 (CI: -0.181, -0.083) 


Gracely pain score – 70d Mean change  39  -0.31 (SD 0.31)  43  -0.125 (SD 0.105)
b
  MD=-0.110 (CI: -0.242, 0.022) 


Gracely pain score – 70d Mean change  27  -0.31 (SD 0.31)  43  -0.2 (SD 0.3)  MD=-0.030 (CI: -0.130, 0.070) 
Gracely pain score – 70d Mean change  27  -0.31 (SD 0.31)  43  -0.125 (SD 0.105)


b
  MD=-0.030 (CI: -0.130, 0.070) 


Gracely pain score – 70d Mean change  27  -0.23 (SD 0.12)
b
  43  -0.2 (SD 0.3)  MD=-0.030 (CI: -0.130, 0.070) 


Gracely pain score – 70d Mean change  27  -0.23 (SD 0.12)
b
  43  -0.2 (SD 0.3)  MD=-0.110 (CI: -0.242, 0.022) 


Gracely pain score – 70d Mean change  39  -0.31 (SD 0.31)  25  -0.125 (SD 0.105)
b
  MD=-0.030 (CI: -0.130, 0.070) 


Gracely pain score – 70d Mean change  39  -0.31 (SD 0.31)  25  -0.125 (SD 0.105)
b
  MD=-0.110 (CI: -0.242, 0.022) 


Gracely pain score – 70d Mean change  39  -0.31 (SD 0.31)  43  -0.2 (SD 0.3)  MD=-0.110 (CI: -0.242, 0.022) 
Gracely pain score – 70d Mean change  39  -0.23 (SD 0.12)


b
  43  -0.2 (SD 0.3)  MD=-0.110 (CI: -0.242, 0.022) 


Gracely pain score – 70d
b
 Mean change  27  -0.23 (SD 0.12)  25  -0.125 (SD 0.105)  MD=-0.030 (CI: -0.130, 0.070) 


Gracely pain score – 70d
b
 Mean change  27  -0.23 (SD 0.12)  25  -0.125 (SD 0.105)  MD=-0.110 (CI: -0.242, 0.022) 


Gracely pain score – 70d
b
 Mean change  27  -0.23 (SD 0.12)  43  -0.125 (SD 0.105)  MD=-0.030 (CI: -0.130, 0.070) 


Gracely pain score – 70d
b
 Mean change  39  -0.23 (SD 0.12)  43  -0.125 (SD 0.105)  MD=-0.110 (CI: -0.242, 0.022) 


Gracely pain score – 70d Mean change  39  -0.31 (SD 0.31)  43  -0.2 (SD 0.3)  MD=-0.030 (CI: -0.130, 0.070) 
major adverse events 
(defined as leading to withdrawal): 


toxicity – 70d Dichotomous  46 3 (6.5%)  49 1 (2.0%)  OR=3.349 (CI: 0.336, 33.411) 
treatment withdrawal: 


unspecified/other reason – 70d Dichotomous  46 8 (17.4%)  49 10 (20.4%)  OR=0.821 (CI: 0.293, 2.303) 
lost to follow-up – 70d Dichotomous  46 2 (4.3%)  49 1 (2.0%)  OR=2.182 (CI: 0.191, 24.909) 


a
 estimated from graph 
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b
 estimated from graph; unclear why difference from that reported in text at same time point (see above) but possibly to do with diff sample size reported (maybe above was 
ITT? Not clear) 


Comments study includes a 3rd arm of mexiletine not included here as this drug is not in the scope; study reported no significant changes in pain intensity, mood or 
quality of life assessments but the data was not reported; 1 patient in each group dropped out prior to receiving the study medication 


Definitions of abbreviations are given at the end of this document. 


 


Study Kim et al. (2011) 


Pain category Central pain 


Study design Country: Asia-pacific 


Design: Parallel 


Inclusion criteria: Patients with central post stroke pain aged 18 years and older who had had a stroke at least 4 months before randomisation, have 
CPSP for more than 3 months and a score of 40mm on the SFMPQ-VAS, with an average daily pains score over 40mm in the 7 days prior to 
randomisation 


Exclusion criteria: Patients were excluded if there were other potential causes of pain that could not readily be discriminated from the CPSP, if they were 
pregnant or lactating, if they had skin conditions in the affected dermatone that could have altered skin sensation, or if they had cognitive impairement, 
unstable psychological, medical or psychiatric conditions. 


Study length (days): 91 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 219 


Number of males: 137 (62.6%) 


Underlying cause of neuropathic pain: Post-stroke pain 


Mean duration of NP (in months): 28.2 


Baseline pain severity: 6.4 (NRS (average of arm means); MPQ VAS average of means is 67.1) 


Mean age: 58.25 


Intervention(s) (1) Pregabalin (flexible dose) 


Intervention: pregabalin 
Length of treatment (weeks): 13 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 356.8mg/d 
Range: 125–539.7 
Notes: 4-week dose adjustment, 8 maintenance, 1 week taper; start with 150 mg/d for 7 days, 300 mg/d for 7 days, then patients were adjusted over the 
next 2 weeks based on their clinical response and tolerance (either stay on 300 mg/d or increase to 600 mg/d); all dosages were split into 2 
administrations per day; 21 (19%) patients had 150 to < 300 mg/d, 39 (35.5%) had 300 to < 450 mg/d and 50 (45.5%) had 600 mg/d 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 13 
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Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? Yes (Pharmacological therapies for pain or insomnia if used in a normal routine more than 30 days prior to 
randomisation; also patients were required to be stabilised on current pain or analgesic medication) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN (FLEXIBLE DOSE)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  110  6.5  109  6.3


a
   


NRS/NRS Pain – 91d Mean change  110    109    MD=-0.200 (CI: -0.750, 0.350) 
NRS/NRS Pain – 91d Continuous  110  4.9  109  5


a
  MD=-0.100 


McGill VAS – 0d Continuous  110  66.2  109  68   
McGill VAS – 91d Mean change  110    109    MD=-1.000 (CI: -7.000, 5.000) 
McGill VAS – 91d Continuous  110  48.5  109  51  MD=-2.500 


patient-reported global improvement: 
PGIC – 91d Mean change  110    109    MD=-0.200 (CI: -0.500, 0.100) 
PGIC – 91d Continuous  110  2.9  109  3.1  MD=-0.200 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


MOS sleep disturbance – 0d Continuous  110  41.6  109  42.2   
MOS sleep disturbance – 91d Continuous  110  27.5  109  32.7  MD=-5.200 
MOS sleep quantitiy – 0d Continuous  110  6.3  109  6.5   
MOS sleep quantitiy – 91d Continuous  110  6.9  109  6.6  MD=0.300 
MOS somnolence – 0d Continuous  110  41.2  109  38   
MOS somnolence – 91d Continuous  110  40.3  109  36.9  MD=3.400 
HADS-A – 0d Continuous  110  7.7  109  7.5   
HADS-A – 91d Mean change  110    109    MD=-1.000 (CI: -1.800, -0.200) 
HADS-A – 91d Continuous  110  5.8  109  6.7  MD=-0.900 
HADS-D – 0d Continuous  110  8.3  109  7.6   
HADS-D – 91d Mean change  110    109    MD=0.200 (CI: -0.600, 1.000) 
HADS-D – 91d Continuous  110  7.1  109  6.5  MD=0.600 
MOS sleep adequacy – 0d Continuous  110  65.5  109  61   
MOS sleep adequacy – 91d Continuous  110  66.6  109  60.6  MD=6.000 
MOS sleep problems index – 0d Continuous  110  38.6  109  27.2   
MOS sleep problems index – 91d Mean change  110    109    MD=-4.200 (CI: -8.400, 0.000) 
MOS sleep problems index – 91d Continuous  110  28.5  109  32.1  MD=-3.600 
MOS snoring – 0d Continuous  110  38.7  109  39.1   
MOS snoring – 91d Continuous  110  40.8  109  32.6  MD=8.200 
MOS short of breath/headache – 0d Continuous  110  17.5  109  19.4   
MOS short of breath/headache – 91d Continuous  110  10.9  109  14.4  MD=-3.500 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 91d Dichotomous  110 9 (8.2%)  109 4 (3.7%)  OR=2.339 (CI: 0.698, 7.837) 
adverse events: 


any adverse event – 91d Dichotomous  111 77 (69.4%)  109 60 (55.0%)  OR=1.850 (CI: 1.064, 3.214) 
Diarrhoea – 91d Dichotomous  111 6 (5.4%)  109 2 (1.8%)  OR=3.057 (CI: 0.603, 15.491) 
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Dizziness – 91d Dichotomous  111 31 (27.9%)  109 8 (7.3%)  OR=4.892 (CI: 2.132, 11.228) 
headache – 91d Dichotomous  111 7 (6.3%)  109 8 (7.3%)  OR=0.850 (CI: 0.297, 2.430) 
oedema – 91d Dichotomous  111 6 (5.4%)  109 0 (0.0%)  OR=13.493 (CI: 0.751, 242.501) 
Peripheral oedema – 91d Dichotomous  111 11 (9.9%)  109 3 (2.8%)  OR=3.887 (CI: 1.053, 14.340) 
Somnolence – 91d Dichotomous  111 24 (21.6%)  109 5 (4.6%)  OR=5.738 (CI: 2.101, 15.671) 
Weight gain – 91d Dichotomous  111 6 (5.4%)  109 2 (1.8%)  OR=3.057 (CI: 0.603, 15.491) 


overall improvement in quality of life: 
EQ-5D - health status index – 0d Continuous  110  0.4  109  0.4   
EQ-5D - health status index – 91d Mean change  110    109    MD=0.000 (CI: -0.100, 0.100) 
EQ-5D - health status index – 91d Continuous  110  0.6  109  0.5  MD=0.100 
EQ-5D - health status VAS – 0d Continuous  110  56.9  109  58.8   
EQ-5D - health status VAS – 91d Continuous  110  64.1  109  61.4  MD=2.700 
EQ-5D - health status VAS – 91d Mean change  110    109    MD=3.000 (CI: -1.850, 7.850) 


treatment withdrawal: 
due to lack of efficacy – 91d Dichotomous  110 0 (0.0%)  109 1 (0.9%)  OR=13.224 (CI: 1.688, 103.576) 
due to lack of efficacy – 91d Dichotomous  111 0 (0.0%)  109 1 (0.9%)  OR=13.224 (CI: 1.688, 103.576) 
unspecified/other reason – 91d Dichotomous  110 8 (7.2%)  109 7 (6.4%)  OR=1.143 (CI: 0.400, 3.269) 
unspecified/other reason – 91d Dichotomous  111 8 (7.2%)  109 7 (6.4%)  OR=1.143 (CI: 0.400, 3.269) 
lost to follow-up – 91d Dichotomous  110 0 (0.0%)  109 7 (6.4%)  OR=0.062 (CI: 0.003, 1.096) 
lost to follow-up – 91d Dichotomous  111 0 (0.0%)  109 7 (6.4%)  OR=0.062 (CI: 0.003, 1.096) 


a
 tool reportedly used was Daily Pain Rating Scale which was not described. As it is often described as NRS, this was assumed here 


Comments authors state that the majority of patients did not achieve a 30 or 50% reduction with pregabalin but the proportions were not reported; 1 patient in the 
amitriptyline group dropped out prior to receiving study medication 


Definitions of abbreviations are given at the end of this document. 


 


Study Kochar et al. (2002) 


Pain category Peripheral pain 


Study design Country: India 


Design: Parallel 


Inclusion criteria: Patients with type 2 diabetes with painful diabetic neuropathy 


Exclusion criteria: Patients with liver disease, pulmonary TB, thyroid disorders, uraemia, vitamin deficiency, hereditary and paraneoplastic neuropathy, 
alcoholism, steroid therapy 


Study length (days): 28 


Intention-to-treat analysis? No 


Participants Total number of patients: 60 


Number of males: 29 (48.3%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 4.95 (pain severity on SF MPQ - average of means) 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     109 of 283 
 
 


Mean age: 56.17 


Intervention(s) (1) sodium Valporate 1200mg/d 


Intervention: valproate 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 1200mg/d 
Notes: 200 mg 3x per day first, then 1200 divided in 3 daily dosages 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (appears that this was allowed - authors state that no patient was allowed to change their analgesic 
medication for pain control) 


Outcomes 
measures and 
effect sizes 


   SODIUM VALPORATE 1200MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
SF McGill – 0d Continuous  28  5 (SD 1.95)  24  4.9 (SD 1.85)   
SF McGill – 28d Continuous  28  3.41 (SD 1.88)  24  4.6 (SD 2.12)  MD=-1.190 (CI: -2.287, -0.093) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  29 1 (3.4%)  28 0 (0.0%)  OR=3.000 (CI: 0.117, 76.789) 
treatment withdrawal: 


due to lack of efficacy Dichotomous  29 0 (0.0%)  28 2 (7.1%)  OR=0.180 (CI: 0.008, 3.914) 
poor compliance Dichotomous  29 1 (3.4%)  28 2 (7.1%)  OR=0.464 (CI: 0.040, 5.429) 


 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Kochar et al. (2004) 


Pain category Peripheral pain 


Study design Country: India 


Design: Parallel 


Inclusion criteria: Diabetes for at least 6 months on stable dosage of insulin or oral hypoglycaemic agent,  HbA1c <11, Daily neuropathic pain of at least 
moderate severity for >3 months, Pain intensity of >4 on VAS 


Exclusion criteria: People with liver disease, pulmonary tuberculosis, thyroid disorders, uraemia, vitamin deficiency, hereditary and paraneoplastic 
neuropathy, alcoholism, patients on steroid therapy.  
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Study length (days): 84 


Intention-to-treat analysis? No 


Participants Total number of patients: 48 


Number of males: 21 (43.8%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 5.855 (VAS (average of arm means)) 


Mean age: 55.31 (SD: 12) 


Intervention(s) (1) Sodium valproate 500md/d 


Intervention: valproate 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 500mg/d 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Unclear (authors state that patients were not allowed to take analgesics for control of pain - it is unclear if this 
means just rescue analgesics or if other drugs were not permitted (ie. Anti-depressants, anti-convulsants, etc)) 


Outcomes 
measures and 
effect sizes 


   SODIUM VALPROATE 500MD/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  21  6 (SD 8.94)  18  5.71 (SD 7.21)   
VAS – 28d Continuous  21  3.95 (SD 7.97)  18  6 (SD 7.81)  MD=-2.050 (CI: -7.013, 2.913) 
VAS – 84d Continuous  21  3 (SD 9.72)  18  6 (SD 7.81)  MD=-3.000 (CI: -8.502, 2.502) 
PPI (from MPQ) – 0d Continuous  21  2.71 (SD 4.58)  18  2.57 (SD 3.9)   
PPI (from MPQ) – 28d Continuous  21  1.71 (SD 3.85)  18  2.67 (SD 3.9)  MD=-0.960 (CI: -3.402, 1.482) 
PPI (from MPQ) – 84d Continuous  21  1.33 (SD 3.02)  18  2.61 (SD 3.9)  MD=-1.280 (CI: -3.499, 0.939) 
SF McGill – 0d Continuous  21  19.5 (SD 31.1)  18  17.8 (SD 22.2)   
SF McGill – 28d Continuous  21  13 (SD 24.8)  18  18.9 (SD 23.2)  MD=-5.910 (CI: -20.989, 9.169) 
SF McGill – 84d Continuous  21  9.66 (SD 27.3)  18  17.9 (SD 23)  MD=-8.220 (CI: -24.009, 7.569) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  22 1 (4.5%)  21 0 (0.0%)  OR=3.000 (CI: 0.116, 77.833) 
adverse events: 


Nausea – 84d Dichotomous  22 2 (9.1%)  21 0
a
 (0.0%)  OR=5.244 (CI: 0.237, 115.946) 


Sedation – 84d Dichotomous  22 1 (4.5%)  21 0
a
 (0.0%)  OR=3.000 (CI: 0.116, 77.833) 
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treatment withdrawal: 
protocol deviation – 84d Dichotomous  22 3 (13.6%)  21 0 (0.0%)  OR=7.718 (CI: 0.374, 159.089) 


a
 Safety data not reported for placebo group 


 


Investigators report strongly significant differences between arms; however, raw data appear inconsistent with this. It is possible that the dispersion 
values that are explicitly labelled as SEMs are, in fact, SDs (they look too big to be SEMs and this would also make the differences more plausibly 
significant). 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Kochar et al. (2005) 


Pain category Peripheral pain 


Study design Country: India 


Design: Parallel 


Inclusion criteria: adult patients with persistent pain for > 6 months after the onset of herpes zoster rash with at least 50 mm on a 100mm VAS and 4/11 
on a Likert scale 


Exclusion criteria: - 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 48 


Number of males: 22 (45.8%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 7.87 


Baseline pain severity: 6.55 (NRS (average of arm means) 


(mean age, baseline pain severity, and duration of PHN are averages of means of the patients completing each treatment group)) 


Mean age: 57.16 


Intervention(s) (1) Divalproex sodium (valproic acid and sodium valproate 1:1) 1000 mg/d 


Intervention: valproate 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 1000mg/d 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
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Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? No (no other topical or oral drugs were allowed) 


Outcomes 
measures and 
effect sizes 


   
DIVALPROEX SODIUM (VALPROIC ACID AND SODIUM 
VALPROATE 1:1) 1000 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  22  6.97 (SD 0.73)  18  


6.13 (SD 
0.94)   


NRS/NRS Pain – 56d
a
 Continuous  22  3.63 (SD 2.34)  18  


5.33 (SD 
1.68)  


MD=-1.700 (CI: -2.948, -
0.452) 


VAS – 0d
a
 Continuous  22  70.2 (SD 9.21)  18  


63.2 (SD 
9.18)   


VAS – 56d
a
 Continuous  22  31.3 (SD 29.8)  18  


54.9 (SD 
17.5)  


MD=-23.670 (CI: -38.521, 
-8.819) 


PPI (from MPQ) – 0d
a
 Continuous  22  4 (SD 0.52)  18  


3.68 (SD 
0.56)   


PPI (from MPQ) – 56d
a
 Continuous  22  1.95 (SD 1.29)  18  3.22 (SD 1)  


MD=-1.270 (CI: -1.980, -
0.560) 


SF McGill – 0d
a
 Continuous  22  20.5 (SD 2.29)  18  


18.1 (SD 
3.02)   


SF McGill – 56d
a
 Continuous  22  11.9 (SD 6.52)  18  


16.1 (SD 
3.4)  


MD=-4.210 (CI: -7.355, -
1.065) 


patient-reported global 
improvement: 


PGIC - worse (all grades) – 
56d


b
 Dichotomous  23 1 (4.3%)  22 2 (9.1%)  


OR=0.455 (CI: 0.038, 
5.404) 


PGIC - no change – 56d
b
 Dichotomous  23 4 (17.4%)  22 12 (54.5%)  


OR=0.175 (CI: 0.045, 
0.688) 


PGIC - minimally better – 56d
b
 Dichotomous  23 4 (17.4%)  22 1 (4.5%)  


OR=4.421 (CI: 0.453, 
43.115) 


PGIC - at least moderately 
better – 56d


b
 Dichotomous  23 13 (56.5%)  22 3 (13.6%)  


OR=8.233 (CI: 1.892, 
35.826) 


major adverse events 
(defined as leading to 
withdrawal): 


any major adverse event – 
56d Dichotomous  23 1


c
 (4.3%)  22 0 (0.0%)  


OR=3.000 (CI: 0.116, 
77.643) 


treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  23 0 (0.0%)  22 2 (9.1%)  


OR=0.174 (CI: 0.008, 
3.848) 


poor compliance – 56d Dichotomous  23 0 (0.0%)  22 2 (9.1%)  
OR=0.174 (CI: 0.008, 
3.848) 


a
 study states dispersion is standard error but it appears more likely that this is standard deviation so it has been recorded this way 


b
 estimated from percentages 


c
 vertigo 


Comments 3 patients excluded after randomisation and before treatment: 1 in each group because of lack of sufficient pain score and 1 in placebo group because of 
withdrawal of consent; the study reported that 3 patients had nausea, dizziness, drowsiness, and mild change in appetite with the drug but that it 
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subsided over a period of 3-5 days and did not report (it was not reported if any patients in placebo group had any adverse events) 


Definitions of abbreviations are given at the end of this document. 


 


Study Leijon & Boivie (1989) 


Pain category Central pain 


Study design Country: Sweden 


Design: Crossover 


Inclusion criteria: central post-stroke pain with unequivocal stroke episode and constant or intermittent pain which started after the stroke 


Exclusion criteria: nociceptive pain, peripheral neuropathic pain or psychogenic origin; pain with known contraindications to study drugs, patients who 
could not be evaluated in a satisfactory way, 


Study length (days): 98 


Intention-to-treat analysis? No 


Participants Total number of patients: 15 


Number of males: 12 (80.0%) 


Underlying cause of neuropathic pain: Post-stroke pain 


Mean duration of NP (in months): 54 


Baseline pain severity: not reported (not reported (average duration of pain across all treatment groups)) 


Mean age: 66 


Intervention(s) (1) Amitriptyline 75 mg/d 


Intervention: amitriptyline 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 75mg/d 
Notes: dose escalation from 25 mg to 75 mg 


(2) Carbamazepine (600-1200 mg/d) 


Intervention: carbamazepine 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Range: 600–1200 
Notes: dose escalation from 200 mg to 800 mg which was the final dose; however, 4 patients with moderate side effects had their dosage decreased so 
2 patients finished on 600 mg, 1 on 400 mg and 1 on 200 mg. 


(3) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
Notes: lactulose 
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Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (However, no patients had used anti-depressants or neurepileptic drugs at the start of the trial; the patient with 
headache used paracetamol 500 mg 4 times per day, another 2 used TENS, one for nocioceptive knee pain and the other for his central post-stroke 
pain) 


Outcomes 
measures and 
effect sizes 


   AMITRIPTYLINE 75 MG/D  CARBAMAZEPINE (600-1200 MG/D)   


   N k mean  N k mean  Δ 


pain score: 
VRS – 7d


a
 Continuous  15  4.7 (SD 1.3)  14  4.6 (SD 1.2)   


VRS – 28d Continuous  15  4.2 (SD 1.6)  14  4.2 (SD 1.7)   
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  15 0 (0.0%)  15 0 (0.0%)  OR=1.000 (CI: 0.019, 53.659) 
adverse events: 


any adverse event – 28d Dichotomous  15 14
b
 (93.3%)  15 14


c
 (93.3%)  OR=1.000 (CI: 0.057, 17.621) 


moderate to severe – 28d Dichotomous  15 2 (13.3%)  15 5 (33.3%)  OR=0.308 (CI: 0.049, 1.928) 
treatment withdrawal: 


unspecified/other reason – 28d Dichotomous  15 0 (0.0%)  15 1
d
 (6.7%)  OR=0.312 (CI: 0.012, 8.285) 


a
 baseline data not reported 


b
 Dry mouth and tiredness were most frequent (actual rates not reported) 


c
 Vertigo, tiredness and gait disturbances were most frequent (actual rates not reported) 


d
 medication needed to be stopped because of interaction with coagulant drug the patient was taking (Warfarin) 


 


   AMITRIPTYLINE 75 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VRS – 7d


a
 Continuous  15  4.7 (SD 1.3)  15  5.5 (SD 1.5)   


VRS – 28d Continuous  15  4.2 (SD 1.6)  15  5.3 (SD 2)   
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  15 0 (0.0%)  15 0 (0.0%)  OR=1.000 (CI: 0.019, 53.659) 
adverse events: 


any adverse event – 28d Dichotomous  15 14
b
 (93.3%)  15 7 (46.7%)  OR=16.000 (CI: 1.656, 154.595) 


moderate to severe – 28d Dichotomous  15 2 (13.3%)  15 1 (6.7%)  OR=2.154 (CI: 0.174, 26.672) 
treatment withdrawal: 


unspecified/other reason – 28d Dichotomous  15 0 (0.0%)  15 0 (0.0%)  OR=1.000 (CI: 0.019, 53.659) 


a
 baseline data not reported 


b
 Dry mouth and tiredness were most frequent (actual rates not reported) 


 


   CARBAMAZEPINE (600-1200 MG/D)  PLACEBO   


   N k mean  N k mean  Δ 
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pain score: 
VRS – 7d


a
 Continuous  14  4.6 (SD 1.2)  15  5.5 (SD 1.5)   


VRS – 28d Continuous  14  4.2 (SD 1.7)  15  5.3 (SD 2)   
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  15 0 (0.0%)  15 0 (0.0%)  OR=1.000 (CI: 0.019, 53.659) 
adverse events: 


any adverse event – 28d Dichotomous  15 14
b
 (93.3%)  15 7 (46.7%)  OR=16.000 (CI: 1.656, 154.595) 


moderate to severe – 28d Dichotomous  15 5 (33.3%)  15 1 (6.7%)  OR=7.000 (CI: 0.705, 69.490) 
treatment withdrawal: 


unspecified/other reason – 28d Dichotomous  15 1
c
 (6.7%)  15 0 (0.0%)  OR=3.207 (CI: 0.121, 85.203) 


a
 baseline data not reported 


b
 Vertigo, tiredness and gait disturbances were most frequent (actual rates not reported) 


c
 medication needed to be stopped because of interaction with coagulant drug the patient was taking (Warfarin) 


 


baseline pain scores not reported 


Comments one patient with an allergy to carbamazepine was randomised only to either amitriptyline or placebo; 5 patients had another chronic pain as well as 
chronic post-stroke pain (3 low back pain, 4 chronic tension headache and 1 sciatica); almost all patients had low baseline depression scores and no 
patient appeared to be depressed - there was no significant decrease in depression scores for patients being treated with study drugs when compared to 
placebo period; study reported global assessment of effect on the pain but this was on a 5-step scale so not combinable with results from 7-point PGIC 
(authors show a difference in effect of study drugs on this scale but not for placebo); ITT not used by authors but dichotomous outcomes recorded here 
are done as intention-to-treat 


Definitions of abbreviations are given at the end of this document. 


 


Study Lesser et al. (2004) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: People over the age of 18 years with diabetes and 1-5 years history of PDN and average weekly pain scores of at least 4 on NRS-11 
point  


Exclusion criteria: No exclusion criteria described 


Study length (days): 35 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 337 


Number of males: 202 (59.9%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.4 (NRS) 
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Mean age: 59.9 (SD: 10.5) 


Intervention(s) (1) pregabalin 75mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 35 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 75mg/d 


(2) Pregabalin 300mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 35 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 300mg/d 


(3) pregabalin 600mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 35 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 


(4) Placebo 


Intervention: placebo 
Length of treatment (weeks): 35 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (patients were allowed to take SSRIs if they were already on stable treatment (and acetaminophen 3g/d was 
allowed as rescue analgesic) but all other neuropathic pain medications were prohibited) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN 75MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  77  6.7 (SD 1.3)  97  6.6 (SD 1.5)   
NRS/NRS Pain – 35d


a
 Continuous  77  4.91 (SD 2.11)  97  5.06 (SD 2.07)  MD=-0.150 (CI: -0.775, 0.475) 


McGill VAS – 35d
b
 Continuous  77  49.7 (SD 24)  97  53.5 (SD 24.2)  MD=-3.790 (CI: -11.007, 3.427) 


PPI (from MPQ) – 35d
b
 Continuous  77  1.67 (SD 0.965)  97  1.79 (SD 0.985)  MD=-0.120 (CI: -0.411, 0.171) 


SF McGill – 35d
b
 Continuous  77  15.1 (SD 7.37)  97  15.1 (SD 9.26)  MD=0.000 (CI: -2.471, 2.471) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 35d Dichotomous  77 2 (2.6%)  97 3 (3.1%)  OR=0.836 (CI: 0.136, 5.130) 
adverse events: 


amnesia Dichotomous  77 2 (2.6%)  97 1 (1.0%)  OR=2.560 (CI: 0.228, 28.772) 
asthenia Dichotomous  77 3 (3.9%)  97 3 (3.1%)  OR=1.270 (CI: 0.249, 6.477) 
Confusion Dichotomous  77 0 (0.0%)  97 2 (2.1%)  OR=0.246 (CI: 0.012, 5.210) 
Constipation Dichotomous  77 0 (0.0%)  97 1 (1.0%)  OR=0.415 (CI: 0.017, 10.331) 
Diarrhoea Dichotomous  77 4 (5.2%)  97 7 (7.2%)  OR=0.705 (CI: 0.199, 2.500) 
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Dizziness – 35d Dichotomous  77 6 (7.8%)  97 5 (5.2%)  OR=1.555 (CI: 0.456, 5.301) 
Dry mouth Dichotomous  77 2 (2.6%)  97 0 (0.0%)  OR=6.457 (CI: 0.305, 136.504) 
headache Dichotomous  77 5 (6.5%)  97 10 (10.3%)  OR=0.604 (CI: 0.198, 1.848) 
Infection Dichotomous  77 3 (3.9%)  97 7 (7.2%)  OR=0.521 (CI: 0.130, 2.086) 
Peripheral oedema – 35d Dichotomous  77 3 (3.9%)  97 2 (2.1%)  OR=1.926 (CI: 0.314, 11.824) 
Somnolence – 35d Dichotomous  77 3 (3.9%)  97 4 (4.1%)  OR=0.943 (CI: 0.205, 4.343) 


treatment withdrawal: 
unspecified/other reason – 35d Dichotomous  77 8 (10.4%)  97 5 (5.2%)  OR=2.133 (CI: 0.669, 6.806) 


a
 least squares mean 


b
 least squares mean; baseline data doesn't appear to have been reported for this tool 


 


   PREGABALIN 300MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  81  6.2 (SD 1.4)  97  6.6 (SD 1.5)   
NRS/NRS Pain – 35d


a
 Continuous  81  3.8 (SD 2.07)  97  5.06 (SD 2.07)  MD=-1.260 (CI: -1.870, -0.650) 


at least 30% pain reduction – 35d Dichotomous  81 50 (61.7%)  97 32 (33.0%)  OR=3.276 (CI: 1.769, 6.068) 
at least 50% pain reduction – 35d Dichotomous  81 37 (45.7%)  97 17 (17.5%)  OR=3.957 (CI: 2.001, 7.827) 
McGill VAS – 35d


b
 Continuous  81  37.4 (SD 24.2)  97  53.5 (SD 24.2)  MD=-16.090 (CI: -23.235, -8.945) 


PPI (from MPQ) – 35d
b
 Continuous  81  1.2 (SD 0.99)  97  1.79 (SD 0.985)  MD=-0.590 (CI: -0.881, -0.299) 


SF McGill – 35d
b
 Continuous  81  10.2 (SD 8.28)  97  15.1 (SD 9.26)  MD=-4.890 (CI: -7.468, -2.312) 


patient-reported global improvement: 
PGIC - worse (all grades) – 35d Dichotomous  79 4 (5.1%)  95 10 (10.5%)  OR=0.453 (CI: 0.136, 1.506) 
PGIC - no change – 35d Dichotomous  79 12 (15.2%)  95 32 (33.7%)  OR=0.353 (CI: 0.167, 0.744) 
PGIC - minimally better – 35d Dichotomous  79 19 (24.1%)  95 30 (31.6%)  OR=0.686 (CI: 0.350, 1.345) 
PGIC - at least moderately better – 35d Dichotomous  79 44 (55.7%)  95 23 (24.2%)  OR=3.935 (CI: 2.063, 7.509) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 35d Dichotomous  81 3 (3.7%)  97 3 (3.1%)  OR=1.205 (CI: 0.237, 6.140) 
adverse events: 


amnesia Dichotomous  81 0 (0.0%)  97 1 (1.0%)  OR=0.395 (CI: 0.016, 9.821) 
asthenia Dichotomous  81 4 (4.9%)  97 3 (3.1%)  OR=1.628 (CI: 0.354, 7.494) 
Confusion Dichotomous  81 4 (4.9%)  97 2 (2.1%)  OR=2.468 (CI: 0.440, 13.832) 
Constipation Dichotomous  81 3 (3.7%)  97 1 (1.0%)  OR=3.692 (CI: 0.377, 36.200) 
Diarrhoea Dichotomous  81 1 (1.2%)  97 7 (7.2%)  OR=0.161 (CI: 0.019, 1.335) 
Dizziness – 35d Dichotomous  81 22 (27.2%)  97 5 (5.2%)  OR=6.861 (CI: 2.463, 19.114) 
Dry mouth Dichotomous  81 6 (7.4%)  97 0 (0.0%)  OR=16.788 (CI: 0.931, 302.705) 
headache Dichotomous  81 7 (8.6%)  97 10 (10.3%)  OR=0.823 (CI: 0.298, 2.270) 
Infection Dichotomous  81 8 (9.9%)  97 7 (7.2%)  OR=1.409 (CI: 0.488, 4.068) 
Peripheral oedema – 35d Dichotomous  81 6 (7.4%)  97 2 (2.1%)  OR=3.800 (CI: 0.746, 19.369) 
Somnolence – 35d Dichotomous  81 19 (23.5%)  97 4 (4.1%)  OR=7.125 (CI: 2.313, 21.948) 


treatment withdrawal: 
unspecified/other reason – 35d Dichotomous  81 2 (2.5%)  97 5 (5.2%)  OR=0.466 (CI: 0.088, 2.467) 


a
 least squares mean 


b
 least squares mean; baseline data doesn't appear to have been reported for this tool 
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   PREGABALIN 600MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  81  6.2 (SD 1.5)  97  6.6 (SD 1.5)   
NRS/NRS Pain – 35d


a
 Continuous  81  3.6 (SD 2.07)  97  5.06 (SD 2.07)  MD=-1.460 (CI: -2.070, -0.850) 


at least 30% pain reduction – 35d Dichotomous  81 53 (65.4%)  97 32 (33.0%)  OR=3.845 (CI: 2.061, 7.173) 
at least 50% pain reduction – 35d Dichotomous  81 39 (48.1%)  97 17 (17.5%)  OR=4.370 (CI: 2.211, 8.635) 
McGill VAS – 35d


b
 Continuous  81  34.5 (SD 23.8)  97  53.5 (SD 24.2)  MD=-19.010 (CI: -26.097, -11.923) 


PPI (from MPQ) – 35d
b
 Continuous  81  1.18 (SD 0.99)  97  1.79 (SD 0.985)  MD=-0.610 (CI: -0.901, -0.319) 


SF McGill – 35d
b
 Continuous  81  9.88 (SD 8.19)  97  15.1 (SD 9.26)  MD=-5.180 (CI: -7.744, -2.616) 


patient-reported global improvement: 
PGIC - worse (all grades) – 35d Dichotomous  78 3 (3.8%)  95 10 (10.5%)  OR=0.340 (CI: 0.090, 1.282) 
PGIC - no change – 35d Dichotomous  78 6 (7.7%)  95 32 (33.7%)  OR=0.164 (CI: 0.064, 0.418) 
PGIC - minimally better – 35d Dichotomous  78 15 (19.2%)  95 30 (31.6%)  OR=0.516 (CI: 0.254, 1.049) 
PGIC - at least moderately better – 35d Dichotomous  78 54 (69.2%)  95 23 (24.2%)  OR=7.043 (CI: 3.597, 13.792) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 35d Dichotomous  81 10 (12.3%)  97 3 (3.1%)  OR=4.413 (CI: 1.171, 16.628) 
adverse events: 


amnesia Dichotomous  81 5 (6.2%)  97 1 (1.0%)  OR=6.316 (CI: 0.723, 55.206) 
asthenia Dichotomous  81 6 (7.4%)  97 3 (3.1%)  OR=2.507 (CI: 0.607, 10.357) 
Confusion Dichotomous  81 7 (8.6%)  97 2 (2.1%)  OR=4.493 (CI: 0.907, 22.268) 
Constipation Dichotomous  81 7 (8.6%)  97 1 (1.0%)  OR=9.081 (CI: 1.093, 75.438) 
Diarrhoea Dichotomous  81 3 (3.7%)  97 7 (7.2%)  OR=0.495 (CI: 0.124, 1.978) 
Dizziness – 35d Dichotomous  81 32 (39.5%)  97 5 (5.2%)  OR=12.016 (CI: 4.402, 32.802) 
Dry mouth Dichotomous  81 4 (4.9%)  97 0 (0.0%)  OR=11.323 (CI: 0.600, 213.519) 
headache Dichotomous  81 8 (9.9%)  97 10 (10.3%)  OR=0.953 (CI: 0.358, 2.541) 
Infection Dichotomous  81 1 (1.2%)  97 7 (7.2%)  OR=0.161 (CI: 0.019, 1.335) 
Peripheral oedema – 35d Dichotomous  81 11 (13.6%)  97 2 (2.1%)  OR=7.464 (CI: 1.603, 34.746) 
Somnolence – 35d Dichotomous  81 22 (27.2%)  97 4 (4.1%)  OR=8.669 (CI: 2.845, 26.416) 


treatment withdrawal: 
unspecified/other reason – 35d Dichotomous  81 2 (2.5%)  97 5 (5.2%)  OR=0.466 (CI: 0.088, 2.467) 


a
 least squares mean 


b
 least squares mean; baseline data doesn't appear to have been reported for this tool 


Comments 30 and 50% response not reported for 75mg/d dosage; there was a 1 week baseline phase - unclear if this was used as a drug-free period; 1 patient who 
withdrew after randomisation but before taking study medication was not included in the ITT population (it appears this patient was in the 600 mg/d group 
but this is not explicitly stated) 


Definitions of abbreviations are given at the end of this document. 


 


Study Levendoglu et al. (2004) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: Turkey 
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Design: Crossover 


Inclusion criteria: Patients with complete traumatic SCI at the thoracic and lumbar level, aged between 20 and 65 years, with NP for more than 6 months 
confirmed by a physician. 


Exclusion criteria: Severe cognitive impairment, pregnancy, seizure disorder, the use of anticonvulsants and antidepressants, major depression or a 
score above 16 on the Beck Depression Inventory, and hypersenstivity to gabapentin 


Study length (days): 126 


Intention-to-treat analysis? Unclear 


Participants Total number of patients: 20 


Number of males: 13 (65.0%) 


Underlying cause of neuropathic pain: Spinal cord injury pain 


Mean duration of NP (in months): 15.8 


Baseline pain severity: 88 (VAS (estimated from graph)) 


Mean age: 35.9 (SD: 9.8) 


Intervention(s) (1) Gabapentin 


Intervention: gabapentin 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 223.5mg/d 
Notes: all patients' dosages were titrated up to 3600 mg/d but then titration was reduced in the case of intolerable side effects; values reported here are 
mean values without side effects while max tolerated dosage was 2850 mg (1200-3600) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? No (Concurrent analgesic medications were not allowed at least 15 days before and during the study. Use with 
anti-convulsants and anti-depressants was exclusion criteria.) 


Outcomes 
measures and 
effect sizes 


   GABAPENTIN  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  20  88  20  88   


VAS – 28d
a
 Continuous  20  46  20  80  MD=-34.000 


VAS – 56d
a
 Continuous  20  35  20  78  MD=-43.000 


NPS – 0d Continuous  20  8.5 (SD 0.9)  20  8.4 (SD 0.7)   
NPS – 28d Continuous  20  4.8 (SD 1.1)  20  7.8 (SD 0.7)  MD=-3.000 (CI: -3.571, -2.429) 
NPS – 56d Continuous  20  3.2 (SD 1.2)  20  7.4 (SD 0.7)  MD=-4.200 (CI: -4.809, -3.591) 
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adverse events: 
Blurred vision – 56d Dichotomous  20 0 (0.0%)  20 0 (0.0%)  OR=1.000 (CI: 0.019, 52.849) 
Diarrhoea – 56d Dichotomous  20 0 (0.0%)  20 0 (0.0%)  OR=1.000 (CI: 0.019, 52.849) 
headache – 56d Dichotomous  20 1 (5.0%)  20 1 (5.0%)  OR=1.000 (CI: 0.058, 17.181) 
Nausea – 56d Dichotomous  20 0 (0.0%)  20 1 (5.0%)  OR=0.317 (CI: 0.012, 8.260) 
oedema – 56d Dichotomous  20 3 (15.0%)  20 0 (0.0%)  OR=8.200 (CI: 0.396, 169.899) 
Sedation – 56d Dichotomous  20 3 (15.0%)  20 0 (0.0%)  OR=8.200 (CI: 0.396, 169.899) 
vertigo – 56d Dichotomous  20 3 (15.0%)  20 1 (5.0%)  OR=3.353 (CI: 0.318, 35.364) 
Vomiting – 56d Dichotomous  20 0 (0.0%)  20 1 (5.0%)  OR=0.317 (CI: 0.012, 8.260) 
weakness – 56d Dichotomous  20 5 (25.0%)  20 2 (10.0%)  OR=3.000 (CI: 0.507, 17.740) 


a
 estimated from graph 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Low et al. (1995) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Bilateral symmetric chronic peripheral neuropathy involving the distal lower extremities for at least 6 months, refractory to at least one 
other form of treatment 


Exclusion criteria: unstable symptoms in previous 6 months, women of childbearing age unless they were sterilised or were taking an effective form of 
contraception 


Study length (days): 56 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 40 


Number of males: 24 (60.0%) 


Underlying cause of neuropathic pain: Polyneuropathy 


Mean duration of NP (in months): 56 


Baseline pain severity: 8.4 (VAS) 


Mean age: 59 


Intervention(s) (1) Capsaicin 0.075% cream (fixed dose 4x per day) 


Intervention: capsaicin cream 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Notes: Limbs were randomised 


(2) Placebo 


Intervention: placebo 
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Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Notes: Limbs were randomised 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear 


Outcomes 
measures and 
effect sizes 


   CAPSAICIN 0.075% CREAM (FIXED DOSE 4X PER DAY)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 28d


a
 Continuous  40  17  40  26  MD=-9.000 


VAS – 56d
a
 Continuous  40  39  40  39  MD=0.000 


VAS – 84d
a
 Continuous  40  37  40  35  MD=2.000 


adverse events: 
Burning pain – 56d Dichotomous  40 29 (72.5%)  40 16 (40.0%)  OR=3.955 (CI: 1.546, 10.114) 
Pruritus – 56d


b
 Dichotomous  40 4 (10.0%)  40 2 (5.0%)  OR=2.111 (CI: 0.364, 12.240) 


Rash – 56d Dichotomous  40 1 (2.5%)  40 0 (0.0%)  OR=3.076 (CI: 0.122, 77.796) 


a
 baseline data not relevant as outcome is pain relief 


b
 described as 'itching' in publication 


Comments indication is distal painful polyneuropathy 


Definitions of abbreviations are given at the end of this document. 


 


Study Luria et al. (2000) 


Pain category Peripheral pain 


Study design Country: Israel 


Design: Parallel 


Inclusion criteria: PDN with pain intensity of at least 4 on NRS 11 point 


Exclusion criteria: No exclusion criteria described 


Study length (days): 70 


Intention-to-treat analysis? No 


Participants Total number of patients: 40 


Number of males: 22 (55.0%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.55 (NRS (average of arm means)) 


Mean age: 54 
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Intervention(s) (1) Lamotrigine 400mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 400mg/d 
Notes: started at 25 mg/d for 2 weeks, increased to 50 mg/d for a further 2 weeks and then 100, 200, 300, 400 mg/d each for 1 week 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? No (Patients were allowed rescue doses of simple analgesics (paracetamol or dipyrone) and NSAIDs) 


Outcomes 
measures and 
effect sizes 


   LAMOTRIGINE 400MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  18  6.5 (SD 2.12)  16  6.6 (SD 1.2)   


NRS/NRS Pain – 56d
b
 Continuous  18  3.8 (SD 2.97)  16  5.2 (SD 2)  MD=-1.400 (CI: -3.086, 0.286) 


at least 50% pain reduction (NRS) – 56d Dichotomous  18 9 (50.0%)  16 3 (18.8%)  OR=4.333 (CI: 0.912, 20.595) 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  20 1 (5.0%)  20 0 (0.0%)  OR=3.154 (CI: 0.121, 82.165) 
adverse events: 


Drowsiness – 56d Dichotomous  20 2 (10.0%)  20 3 (15.0%)  OR=0.630 (CI: 0.093, 4.244) 
GI disorders Dichotomous  20 7 (35.0%)  20 4 (20.0%)  OR=2.154 (CI: 0.515, 9.000) 
headache Dichotomous  20 3 (15.0%)  20 1 (5.0%)  OR=3.353 (CI: 0.318, 35.364) 
Rash – 56d Dichotomous  20 2 (10.0%)  20 0 (0.0%)  OR=5.541 (CI: 0.249, 123.079) 


treatment withdrawal: 
unspecified/other reason – 56d Dichotomous  20 0 (0.0%)  20 2


c
 (10.0%)  OR=0.180 (CI: 0.008, 4.009) 


protocol deviation – 56d Dichotomous  20 0 (0.0%)  20 2 (10.0%)  OR=0.180 (CI: 0.008, 4.009) 
poor compliance – 56d Dichotomous  20 1 (5.0%)  20 0 (0.0%)  OR=3.154 (CI: 0.121, 82.165) 
Rash – 56d Dichotomous  20 1 (5.0%)  20 0 (0.0%)  OR=3.154 (CI: 0.121, 82.165) 


a
 Ns inferred; demographic data on patients who completed only 


b
 Ns inferred 


c
 one for personal reasons, one for impotence before treatment but after randomisation 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Max et al. (1988) 


Pain category Peripheral pain 
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Study design Country: USA 


Design: Crossover 


Inclusion criteria: daily PHN for at least 3 months, normal cognitive and communicative ability 


Exclusion criteria: presence of another pain as severe as the PHN, depression severe enough to mandate immediate treatment with tricyclics (ie suicidal 
ideation), medical contraindications to study drugs 


Study length (days): 105 


Intention-to-treat analysis? No 


Participants Total number of patients: 58 


Number of males: 31 (53.4%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 19 


Baseline pain severity: not reported (not reported 


(duration of NP is median) (Patient characteristics given are of the 58 patients who completed at least 1 period)) 


Mean age: 72 


Intervention(s) (1) Amitriptyline flexi-dose 


Intervention: amitriptyline 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 65mg/d 
Range: 12.5–150 
Notes: dose escalation from 12.5 to 150 mg (or until highest tolerable level) 


(2) Placebo (lactose) 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Notes: Lactose 250 to 1500 mg/d 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? Unclear 


Outcomes 
measures and 
effect sizes 


   AMITRIPTYLINE FLEXI-DOSE  PLACEBO (LACTOSE)   


   N k mean  N k mean  Δ 


pain score: 
100% pain relief – 42d Dichotomous  62 1 (1.6%)  62 0 (0.0%)  OR=3.049 (CI: 0.122, 76.298) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  62 5
a
 (8.1%)  62 3


b
 (4.8%)  OR=1.725 (CI: 0.394, 7.555) 


adverse events: 
Dizziness – 42d


c
 Dichotomous  62 11 (17.7%)  62 15 (24.2%)  OR=0.676 (CI: 0.282, 1.618) 
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Dry mouth – 42d
c
 Dichotomous  62 38 (61.3%)  62 24 (38.7%)  OR=2.507 (CI: 1.217, 5.164) 


impaired attention – 42d
d
 Dichotomous  62 4 (6.5%)  62 0 (0.0%)  OR=9.615 (CI: 0.507, 182.506) 


mood disturbance – 42d
e
 Dichotomous  62 4 (6.5%)  62 0 (0.0%)  OR=9.615 (CI: 0.507, 182.506) 


Sedation – 42d
c
 Dichotomous  62 38 (61.3%)  62 24 (38.7%)  OR=2.507 (CI: 1.217, 5.164) 


urination difficulties – 42d
c
 Dichotomous  62 8 (12.9%)  62 0 (0.0%)  OR=19.495 (CI: 1.100, 345.635) 


a
 due to urinary retention, sedation ,dizziness, palpitations, or rash 


b
 due to dizziness, disorientation, or rash 


c
 calculated from percentages 


d
 calculated from percentages; reported as 'poor concentration' 


e
 calculated from percentages; reported as 'mood change' 


Comments crossover study of 2 drugs and placebo but lorazepam is not in scope so data on this drug was not extracted; pain intensity was reported with verbal 
descriptors (from two 13-word lists) with numerical equivalents of these descriptors - as this was not commonly used in other studies, this was not 
extracted (as unable to combine data with other studies); pain relief was also reported in a 5 point scale but this was not extracted for similar reasons; as 
only outcomes distracted were dichotomous, all were extracted on an intention-to-treat basis (ie. all patients randomised were included in the 
denominator); 21 patients dropped out, 14 for drug reactions (reported here for each group) 3 for no pain relief, 2 for onset of more severe pain not 
related to neuropathy, 1 acute bereavement, 1 medication error, 1 with no reason given (but treatment group of these later patients was not reported); 
results of amitriptyline showed a dose response relationship; 15 of 58 patients in the study were considered 'depressed' at baseline, though for most this 
was mild depression (pain relief was similar in these patients than those without depression) 


Definitions of abbreviations are given at the end of this document. 


 


Study McCleane (1999) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: UK 


Design: Parallel 


Inclusion criteria: All participants had failed on codeine or NSAID based analgesics 


Exclusion criteria: People on anticonvulsants, sensitivity to lamotrigine 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 100 


Number of males: 51 (51.0%) 


Underlying cause of neuropathic pain: Mixed neuropathic pain 


Mean duration of NP (in months): 74 


Baseline pain severity: 6.76 (VAS) 


Mean age: 45 


Intervention(s) (1) Lamotrigine 200 mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 8 
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Fixed/flexible dose regimen: Fixed dose 
Set dose: 200mg/d 
Notes: One 25 mg tablet per day for 14 days, then 2 daily for 14 days, 4 for 7 days,  6 for 7 days and then 8 until the end of the study perio 


(2) Placebo  


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear (those already taking anti-convulsants were excluded but it is not clear if other pain medications were 
allowed) 


Outcomes 
measures and 
effect sizes 


   LAMOTRIGINE 200 MG/D  PLACEBO    


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  50  6.76  50  6.76   


VAS – 56d
b
 Mean change  50  -0.01  50  0.03  MD=-0.040 


at least 50% pain reduction (VAS) Dichotomous  50 0 (0.0%)  50 0 (0.0%)   
patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


VAS Sleep – 56d
b
 Mean change  50  -0.27  50  -0.15  MD=-0.120 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  50 5
c
 (10.0%)  50 5


d
 (10.0%)  OR=1.000 (CI: 0.271, 3.694) 


treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  50 4 (8.0%)  50 2 (4.0%)  OR=2.087 (CI: 0.365, 11.948) 
Nausea – 56d Dichotomous  50 3 (6.0%)  50 5 (10.0%)  OR=0.574 (CI: 0.130, 2.545) 
Rash – 56d Dichotomous  50 2 (4.0%)  50 0 (0.0%)  OR=5.206 (CI: 0.244, 111.238) 
Bad Taste of tablets – 56d Dichotomous  50 1 (2.0%)  50 1 (2.0%)  OR=1.000 (CI: 0.061, 16.444) 


a
 Ns inferred from adverse effects data; value is average baseline data across patients in both groups 


b
 Ns inferred from adverse effects data 


c
 nausea - 3, rash - 2 


d
 all because of nausea 


Comments 8 additional patients were lost to follow-up but it was not clear which treatment group they were in; patient numbers seem unclear - it appears each group 
had 50 patients but demographic data only available on 74 (also, final numbers not explained by reported drop-outs); study only reported safety events of 
each group where people dropped out of the study 


Definitions of abbreviations are given at the end of this document. 


 


Study McCleane (2000) 


Pain category Mixed (central and peripheral) or unclear if mixed 
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Study design Country: Ireland 


Design: Parallel 


Inclusion criteria: Chronic neuropathic pain, unresponsive or intolerant to analgesics, TCA or NSAIDs 


Exclusion criteria: known sensitivity to capsaicin or doxepin, broken skin over the painful area, 


Study length (days): 28 


Intention-to-treat analysis? No 


Participants Total number of patients: 100 


Number of males: 29 (29.0%) 


Underlying cause of neuropathic pain: Mixed neuropathic pain 


Mean duration of NP (in months): 58.65 


Baseline pain severity: 7.12 (VAS (average of arm means)) 


Mean age: 46.65 


Intervention(s) (1) Capsaicin 0.025% (fixed dosage 3x per day) 


Intervention: capsaicin cream 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
Notes: used equal amount 3 times daily 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear 


Outcomes 
measures and 
effect sizes 


   CAPSAICIN 0.025% (FIXED DOSAGE 3X PER DAY)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  33  7.11  41  7.13   
VAS – 28d Mean change  33  -1.12 (SD 1.99)  41  0


a
  MD=-1.120 


adverse events: 
Burning pain – 28d


b
 Dichotomous  33 27 (81.8%)  41 22 (53.7%)  OR=3.886 (CI: 1.324, 11.407) 


treatment withdrawal: 
poor compliance – 28d Dichotomous  33 8 (24.2%)  41 3 (7.3%)  OR=4.053 (CI: 0.980, 16.763) 


a
 study stated that values for placebo did not change 


b
 defined as 'burning discomfort' in study 


Comments study included 2 arms with either topical doxepin or topical doxepin/placebo (both arms excluded because it is not oral administration of doxepin) 


Definitions of abbreviations are given at the end of this document. 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     127 of 283 
 
 


 


Study Mishra et al. (2012) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: India 


Design: Parallel 


Inclusion criteria: Patients with cancer having neuropathic pain 


Exclusion criteria: Patients with unstable cardiovascular, respiratory, hepatic or hematological disease or psychological disorder and drug abuse were 
excluded. 


Study length (days): 28 


Intention-to-treat analysis? Unclear 


Participants Total number of patients: 120 


Number of males: not reported 


Underlying cause of neuropathic pain: Cancer pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 7.6 (VAS (average of arm means)) 


Mean age: not reported 


Intervention(s) (1) Amitriptyline 100 mg/d 


Intervention: amitriptyline 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 100mg/d 
Notes: 50 mg/d for 1 week, 75 mg/d in second week, 100 mg/d in 3rd week 


(2) gabapentin 1800 mg/d 


Intervention: gabapentin 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 1800mg/d 
Notes: 900 mg/d for 1 week in divided doses, 1200 mg/d in 2nd week and 1800 mg/d in 3rd week 


(3) Pregabalin 600 mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 
Notes: 150 mg/d for 1 week in divided doses, 200 mg/d in 2nd week and 600 mg/d in 3rd week 


(4) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
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Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear (immediate release morphine was given orally as rescue analgesia) 


Outcomes 
measures and 
effect sizes 


   AMITRIPTYLINE 100 MG/D  GABAPENTIN 1800 MG/D   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  30  7.77 (SD 1)  30  7.5 (SD 1.1)   
VAS – 14d


a
 Continuous  30  6.85 (SD 1.2)  30  6.39 (SD 1.6)  MD=0.460 (CI: -0.256, 1.176) 


VAS – 21d
a
 Continuous  30  4.85 (SD 1)  30  4.87 (SD 1.28)  MD=-0.020 (CI: -0.601, 0.561) 


VAS – 28d Continuous  30  3.23 (SD 0.7)  30  3.07 (SD 0.8)  MD=0.160 (CI: -0.220, 0.540) 
use of rescue medication: 


proportion requiring morphine
b
 Dichotomous  30 17 (56.7%)  30 10 (33.3%)   


a
 Estimated from graphs 


b
 calculated from percentage 


 


   AMITRIPTYLINE 100 MG/D  PREGABALIN 600 MG/D   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  30  7.77 (SD 1)  30  7.77 (SD 0.81)   
VAS – 14d


a
 Continuous  30  6.85 (SD 1.2)  30  6.3 (SD 1.2)  MD=0.550 (CI: -0.057, 1.157) 


VAS – 21d
a
 Continuous  30  4.85 (SD 1)  30  4.31 (SD 1.05)  MD=0.540 (CI: 0.021, 1.059) 


VAS – 28d Continuous  30  3.23 (SD 0.7)  30  2.5 (SD 0.7)  MD=0.730 (CI: 0.376, 1.084) 
use of rescue medication: 


proportion requiring morphine
b
 Dichotomous  30 17 (56.7%)  30 5 (16.7%)   


a
 Estimated from graphs 


b
 calculated from percentage 


 


   AMITRIPTYLINE 100 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  30  7.77 (SD 1)  30  7.47 (SD 1)   
VAS – 14d


a
 Continuous  30  6.85 (SD 1.2)  30  6.1 (SD 0.8)  MD=0.750 (CI: 0.234, 1.266) 


VAS – 21d
a
 Continuous  30  4.85 (SD 1)  30  4.4 (SD 0.6)  MD=0.450 (CI: 0.033, 0.867) 


VAS – 28d Continuous  30  3.23 (SD 0.7)  30  3.4 (SD 0.66)  MD=-0.170 (CI: -0.514, 0.174) 
use of rescue medication: 


proportion requiring morphine Dichotomous  30 17
b
 (56.7%)  30 30 (100.0%)   


a
 Estimated from graphs 


b
 calculated from percentage 
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   GABAPENTIN 1800 MG/D  PREGABALIN 600 MG/D   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  30  7.5 (SD 1.1)  30  7.77 (SD 0.81)   
VAS – 14d


a
 Continuous  30  6.39 (SD 1.6)  30  6.3 (SD 1.2)  MD=0.090 (CI: -0.626, 0.806) 


VAS – 21d
a
 Continuous  30  4.87 (SD 1.28)  30  4.31 (SD 1.05)  MD=0.560 (CI: -0.032, 1.152) 


VAS – 28d Continuous  30  3.07 (SD 0.8)  30  2.5 (SD 0.7)  MD=0.570 (CI: 0.190, 0.950) 
use of rescue medication: 


proportion requiring morphine
b
 Dichotomous  30 10 (33.3%)  30 5 (16.7%)   


a
 Estimated from graphs 


b
 calculated from percentage 


 


   GABAPENTIN 1800 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  30  7.5 (SD 1.1)  30  7.47 (SD 1)   
VAS – 14d


a
 Continuous  30  6.39 (SD 1.6)  30  6.1 (SD 0.8)  MD=0.290 (CI: -0.350, 0.930) 


VAS – 21d
a
 Continuous  30  4.87 (SD 1.28)  30  4.4 (SD 0.6)  MD=0.470 (CI: -0.036, 0.976) 


VAS – 28d Continuous  30  3.07 (SD 0.8)  30  3.4 (SD 0.66)  MD=-0.330 (CI: -0.701, 0.041) 
use of rescue medication: 


proportion requiring morphine Dichotomous  30 10
b
 (33.3%)  30 30 (100.0%)   


a
 Estimated from graphs 


b
 calculated from percentage 


 


   PREGABALIN 600 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  30  7.77 (SD 0.81)  30  7.47 (SD 1)   
VAS – 14d


a
 Continuous  30  6.3 (SD 1.2)  30  6.1 (SD 0.8)  MD=0.200 (CI: -0.316, 0.716) 


VAS – 21d
a
 Continuous  30  4.31 (SD 1.05)  30  4.4 (SD 0.6)  MD=-0.090 (CI: -0.523, 0.343) 


VAS – 28d Continuous  30  2.5 (SD 0.7)  30  3.4 (SD 0.66)  MD=-0.900 (CI: -1.244, -0.556) 
use of rescue medication: 


proportion requiring morphine Dichotomous  30 5
b
 (16.7%)  30 30 (100.0%)   


a
 Estimated from graphs 


b
 calculated from percentage 


Comments Function was measured by the Eastern Co-operative Oncology Group (ECOG) scoring but this was not extracted; global pain was reported on a 5-point 
VRS but this was not extracted as it is not possible to synthesise this with a 7-point PGIC scale; the study reported that the most commonly reported 
adverse events were dizziness, dry mouth, somnolence, nausea and constipation but did not report actual rates of these events with each treatment arm 
(however, they did report a scoring of adverse events across all drug in a table); authors state that in patients treated with pregabalin, the maximum 
number of patients had only mild events compared to other groups while patients with moderate events were maximum in the placebo group. 
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Definitions of abbreviations are given at the end of this document. 


 


Study Moon et al. (2010) 


Pain category Peripheral pain 


Study design Country: Korea 


Design: Parallel 


Inclusion criteria: Outpatients at least 18 years of age with a diagnosis of peripheral neuropathic pain syndrome for at least 3 months, and a daily pain 
rating score of at least 4 in the 7 days prior to randomisation 


Exclusion criteria: pregnancy, lactating women (or of childbearing potential and not using effective contraception), unstable medication conditions, 
significant medical conditions including neurologic conditions causing severe pain unrelated to DPN, PHN or posttraumatic NP, participation in other 
studies at the same time or within 30 days before screening, any who had received concomitant transcutaneous electrical nerve stimulation or 
acupuncture 


Study length (days): 56 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 240 


Number of males: 111 (46.3%) 


Underlying cause of neuropathic pain: Peripheral neuropathic pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.295 (NRS (average of arm means)) 


Mean age: 60.5 


Intervention(s) (1) Pregabalin (flexible dose) 


Intervention: pregabalin 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 480mg/d 
Range: 150–600 
Notes: 4 week dose adjustment and 4 week maintenance phase 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Analgesics and anti-depressants that were maintained at a stable dose during the screening period were 
allowed to be continued (unclear if other anti-convulsants such as gabapentin were excluded)) 


Outcomes 
measures and 


   PREGABALIN (FLEXIBLE DOSE)  PLACEBO   
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effect sizes    N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  162  6.28 (SD 1.52)  78  6.31 (SD 1.45)   
NRS/NRS Pain – 56d Continuous  162  4.61 (SD 2.12)  78  5.17 (SD 2.18)  MD=-0.500 (CI: -1.000, 0.000) 
at least 30% pain reduction (NRS) – 56d Dichotomous  162 68 (42.0%)  78 27 (34.6%)  OR=1.366 (CI: 0.780, 2.395) 
at least 50% pain reduction (NRS) – 56d Dichotomous  162 42 (25.9%)  78 11 (14.1%)  OR=2.132 (CI: 1.029, 4.415) 


patient-reported global improvement: 
PGIC - worse (all grades) or no change – 56d Dichotomous  162 44 (27.2%)  78 24 (30.8%)  OR=0.839 (CI: 0.464, 1.517) 
PGIC - better (all grades) – 56d Dichotomous  162 118 (72.8%)  78 54 (69.2%)  OR=1.192 (CI: 0.659, 2.156) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


MOS sleep disturbance – 56d Continuous  162    78    MD=-0.650 (CI: -1.190, -0.110) 
MOS sleep interference – 56d Continuous  162    78    MD=-5.620 (CI: -10.820, -0.420) 
MOS sleep quantitiy – 56d Continuous  162    78    MD=0.440 (CI: 0.080, 0.800) 
MOS somnolence – 56d Continuous  162    78    MD=4.710 (CI: 0.080, 9.340) 
HADS-A – 56d Continuous  162    78    MD=-0.850 (CI: -1.655, -0.045) 
HADS-D – 56d Continuous  162    78    MD=-0.190 (CI: -1.050, 0.670) 
MOS sleep adequacy – 56d Continuous  162    78    MD=2.150 (CI: -5.330, 9.630) 
MOS sleep problems index – 56d Continuous  162    78    MD=-2.120 (CI: -6.150, 1.910) 
MOS snoring – 56d Continuous  162    78    MD=5.050 (CI: -1.475, 11.575) 
MOS short of breath/headache – 56d Continuous  162    78    MD=-3.090 (CI: -6.810, 0.630) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  162 8 (4.9%)  78 6 (7.7%)  OR=0.623 (CI: 0.209, 1.863) 
overall improvement in quality of life: 


EQ-5D - health status index – 56d Continuous  162    78    MD=0.030 (CI: -0.035, 0.095) 
EQ-5D - health status VAS – 56d Continuous  162    78    MD=3.500 (CI: -1.180, 8.180) 


treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  162 8 (4.9%)  78 6 (7.7%)  OR=0.623 (CI: 0.209, 1.863) 
unspecified/other reason – 56d Dichotomous  162 6 (3.7%)  78 2 (2.6%)  OR=1.462 (CI: 0.288, 7.412) 
withdrawal of consent – 56d Dichotomous  162 5 (3.1%)  78 4 (5.1%)  OR=0.589 (CI: 0.154, 2.258) 


 


 


Rates of adverse events not reported for placebo 


Comments diagnoses included DPN, PHN, and posttraumatic neuropathic pain 


Definitions of abbreviations are given at the end of this document. 


 


Study Morello et al. (1999) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Crossover 
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Inclusion criteria: PDN for at least 3 months, experienced chronic daily pain for more than 3 months, creatinine clearance of 0.5 ml/s 


Exclusion criteria: non-DPN pain more severe than DPN pain, allergy or adverse reaction to either drug, severe depression by diagnosis or as assessed 
with the Beck Depression Inventory, pregnancy, treatment for seizures, cardiovascular symptoms of postural hypotension, sympotomatic coronary artery 
or peripheral vascular disease, creatinine clearance < 0.5 ml/s, prior treatment with either drug only if the previous dosage exceeding the study's 
maximum dosage of either drug 


Study length (days): 105 


Intention-to-treat analysis? No 


Participants Total number of patients: 25 


Number of males: 24 (96.0%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 68.4 


Baseline pain severity: 1.005 (Gracey pain scale (average of arm means, both estimated from graph)) 


Mean age: 60.4 (SD: 10.8) 


Intervention(s) (1) Amitriptyline flexible dose 


Intervention: amitriptyline 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 59mg/d 
Range: 25–75 
Notes: 2-day titration 


(2) Gabapentin flexible dose 


Intervention: gabapentin 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 1565mg/d 
Range: 900–1800 
Notes: 2-day titration 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? No (all were discontinued for 2 weeks before entering the study and throughout the study, including regular use of 
analgesics; however, up to 4 doses per day of paracetamol (325 mg) was allowed for severe pain or pain other than DPN) 


Outcomes 
measures and 
effect sizes 


   AMITRIPTYLINE FLEXIBLE DOSE  GABAPENTIN FLEXIBLE DOSE   


   N k mean  N k mean  Δ 


pain score: 
100% pain relief – 42d Dichotomous  25 5 (20.0%)  25 5 (20.0%)  OR=1.000 (CI: 0.250, 3.998) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d
a
 Dichotomous  25 3 (12.0%)  25 2 (8.0%)  OR=1.568 (CI: 0.239, 10.300) 
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adverse events: 
any adverse event – 42d Dichotomous  25 17 (68.0%)  25 18 (72.0%)  OR=0.826 (CI: 0.246, 2.776) 
Blurred vision – 42d Dichotomous  25 2 (8.0%)  25 1 (4.0%)  OR=2.087 (CI: 0.177, 24.615) 
Constipation – 42d Dichotomous  25 3 (12.0%)  25 5 (20.0%)  OR=0.545 (CI: 0.115, 2.581) 
Diarrhoea – 42d Dichotomous  25 1 (4.0%)  25 2 (8.0%)  OR=0.479 (CI: 0.041, 5.652) 
Dizziness – 42d Dichotomous  25 2 (8.0%)  25 7 (28.0%)  OR=0.224 (CI: 0.041, 1.210) 
headache – 42d Dichotomous  25 3 (12.0%)  25 2 (8.0%)  OR=1.568 (CI: 0.239, 10.300) 
lethargy – 42d Dichotomous  25 5 (20.0%)  25 4 (16.0%)  OR=1.313 (CI: 0.308, 5.598) 
Nausea – 42d Dichotomous  25 1 (4.0%)  25 2 (8.0%)  OR=0.479 (CI: 0.041, 5.652) 
oedema – 42d Dichotomous  25 2 (8.0%)  25 3 (12.0%)  OR=0.638 (CI: 0.097, 4.188) 
Pruritus – 42d Dichotomous  25 3 (12.0%)  25 1 (4.0%)  OR=3.273 (CI: 0.317, 33.837) 
Weight gain – 42d Dichotomous  25 6 (24.0%)  25 0 (0.0%)  OR=17.000 (CI: 0.902, 320.365) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  25 0 (0.0%)  25 1 (4.0%)  OR=0.320 (CI: 0.012, 8.245) 
protocol deviation – 42d Dichotomous  25 1 (4.0%)  25 0 (0.0%)  OR=3.122 (CI: 0.121, 80.391) 


treatment phase 1 
pain score: 


Gracely pain score – 0d
b
 Continuous  10  1.06  9  0.95   


Gracely pain score – 28d
b
 Mean change  10  -0.374  9  -0.261  MD=-0.113 


Gracely pain score – 28d
b
 Continuous  10  0.82  9  0.63  MD=0.190 


Gracely pain score – 42d Mean change  10  -0.31 (SD 0.231)  9  -0.44 (SD 0.308)  MD=0.130 (CI: -0.117, 0.377) 
Gracely pain score – 42d


b
 Continuous  10  0.52  9  0.68  MD=-0.160 


treatment phase 2 
pain score: 


Gracely pain score – 0d
b
 Continuous  9  0.84  10  0.98   


Gracely pain score – 28d
b
 Continuous  9  0.37  10  0.78  MD=-0.410 


Gracely pain score – 42d
b
 Continuous  9  0.8  10  0.36  MD=0.440 


a
 one of these patients crossed over to the other treatment group 


b
 data estimated from graph 


Comments authors did not perform ITT analysis but dichotomous outcomes are recorded here including all patients randomised in the denominator; authors also 
report proportion of patients with various levels of pain relief but it was not possible to extract this into 30% or 50% response 


Definitions of abbreviations are given at the end of this document. 


 


Study Nikolajsen et al. (2006) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: Denmark 


Design: Parallel 


Inclusion criteria: Participants were aged 18 and over with lower limb amputation 


Exclusion criteria: ipsilateral reamputation, amputation of foot or toes only, dementia or inability to answer in-depth questionnaire on pain, psychiatric 
disease, severe cardiac, pulmonary, or liver disease, severely impaired kidney function (=30 ml/min creatinine clearance), treatment with anticonvulsants 
or tricylic antidepressants, history of alcohol or drug abuse 


Study length (days): 30 
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Intention-to-treat analysis? No 


Participants Total number of patients: 46 


Number of males: 23 (50.0%) 


Underlying cause of neuropathic pain: Phantomb limb pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: not reported (not clear) 


Mean age: 70.3 


Intervention(s) (1) Gabapentin 2400mg 


Intervention: gabapentin 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Median dose: 2100mg/d 
Range: 900–2400 
Notes: Participants had 13 days of titration (starting at 300 mg/d on first postoperative day, 900 mg/d on day 2-4, 1200 mg/d on day 5-6, 1500 mg/d on 
day 7-8, 1800 mg/d on day 9-10, 2100 mg/d on day 11-12, 2400 mg/d on day 13-30) and 17 days stable dose; however, patients with creatinine levels 
between (and including) 30 ml/min and 60 ml/min had a maximum dose of 1200 mg/d (median and range values included the 41 patients who completed 
the first week of treatment) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (use of anticonvulsants or tricyclics was prohibited; paracetamol 4 times per day for all patients, opioids for 
epidural pain treatment or for treating pain after removal of the epidural catheter but it appears many studies were still taking opioids later in the study) 


Outcomes 
measures and 
effect sizes 


   GABAPENTIN 2400MG  PLACEBO   


   N k mean  N k mean  Δ 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 30d Dichotomous  23 2 (8.7%)  23 2 (8.7%)  OR=1.000 (CI: 0.129, 7.777) 
adverse events: 


any adverse event – 30d
a
 Dichotomous  23 9 (39.1%)  23 8 (34.8%)  OR=1.205 (CI: 0.363, 3.998) 


treatment withdrawal: 
unspecified/other reason – 30d Dichotomous  23 5


b
 (21.7%)  23 0 (0.0%)  


OR=13.973 (CI: 0.725, 
269.235) 


withdrawal of consent – 30d Dichotomous  23 1 (4.3%)  23 3 (13.0%)  OR=0.303 (CI: 0.029, 3.155) 
use of rescue medication: 


mg of opioids used (converted to morphine equivalent) – 
30d


c
 Continuous  16  med: 40 [rng 0–220]  18  


med: 50 [rng 20–
250]   


mg of opioids used (converted to morphine equivalent) – 
90d


c
 Continuous  16  med: 20 [rng 0–160]  19  


med: 20 [rng 0–
120]   
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mg of opioids used (converted to morphine equivalent) – 
180d


c
 Continuous  18  med: 30 [rng 0–120]  17  


med: 20 [rng 0–
380]   


Residual (or stump) limb pain 
pain score: 


NRS/NRS Pain – 30d Continuous  16  
med: 0.85 [rng 0–
8.2]


d
  18  med: 1 [rng 0–5.4]


e
   


NRS/NRS Pain – 90d Continuous  16  med: 0 [rng 0–3]
f
  18  med: 0 [rng 0–3]


g
   


NRS/NRS Pain – 180d Continuous  15  med: 0 [rng 0–8]
d
  18  med: 0 [rng 0–5]


e
   


SF McGill - NWC (number of words chosen) – 30d Continuous  16  med: 1 [rng 0–13]
d
  18  med: 3 [rng 0–10]


e
   


SF McGill - NWC (number of words chosen) – 180d Continuous  16  med: 1 [rng 0–15]
d
  18  med: 0 [rng 0–11]


e
   


SF McGill - PRI (pain rating index) – 30d Continuous  16  med: 0.9 [rng 0–54]
d
  18  


med: 4.4 [rng 0–
32]


e
   


SF McGill - PRI (pain rating index) – 180d Continuous  16  med: 1.2 [rng 0–40]
d
  18  med: 0 [rng 0–26]


e
   


Phantom limb pain 
pain score: 


NRS/NRS Pain – 30d Continuous  16  med: 1.5 [rng 0–9]
d
  18  


med: 1.2 [rng 0–
6.6]


e
   


NRS/NRS Pain – 90d Continuous  16  med: 1 [rng 0–7]
f
  18  med: 0 [rng 0–5]


g
   


NRS/NRS Pain – 180d Continuous  15  med: 1 [rng 0–6]
d
  18  med: 0.5 [rng 0–5]


e
   


SF McGill - NWC (number of words chosen) – 30d Continuous  16  med: 3.5 [rng 0–16]
d
  18  med: 1 [rng 0–12]


e
   


SF McGill - NWC (number of words chosen) – 180d Continuous  16  med: 2.5 [rng 0–13]
d
  18  med: 3 [rng 0–14]


e
   


SF McGill - PRI (pain rating index) – 30d Continuous  16  med: 5.4 [rng 0–66]
d
  18  med: 1 [rng 0–45]


e
   


SF McGill - PRI (pain rating index) – 180d Continuous  16  med: 2.2 [rng 0–35]
d
  18  med: 6 [rng 0–36]


e
   


a
 all transient and for a variety of reasons including nausea, fatigue, stomach ache, confusion, nightmares (but not clear how many with each event) 


b
 4 due to concurrent disease and 1 from death (no details specified) 


c
 includes use of codeine, slow-release morphine, tramadol, and oxycodone 


d
 numbers not reported separately by phantom vs residual limb pain and not clear if all had both - numbers here are for all treated with gabapentin 


e
 numbers not reported separately by phantom vs residual limb pain and not clear if all had both - numbers here are for all who had placebo 


f
 estimated from graph; numbers not reported separately by phantom vs residual limb pain and not clear if all had both - numbers here are for all treated with gabapentin 


g
 estimated from graph; numbers not reported separately by phantom vs residual limb pain and not clear if all had both - numbers here are for all who had placebo 


Comments 5 patients did not complete the first week of treatment so were not included in the analysis; all patients also received paracetamol 4 times per day 


Definitions of abbreviations are given at the end of this document. 


 


Study Norrbrink & Lundeberg (2009) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: Sweden 


Design: Parallel 


Inclusion criteria: Participants between 18 and 70 years of age with no known cognitive dysfunction and currently not using tramadol with an SCI for more 
than 12 months, pain classified as neuropathic pain at or below the level of leision 14 and of a duration of more than 6 months. Patients had to be naive 
to tramadol and have no signs of intolerance to treatment with opioids in the past 


Exclusion criteria: Patients who were pregnant or lactating, patients who had previously taken tramadol, patients who were intolerant of opioids. 


Study length (days): 28 


Intention-to-treat analysis? Yes 
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Participants Total number of patients: 35 


Number of males: 28 (80.0%) 


Underlying cause of neuropathic pain: Spinal cord injury pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 5.5 (present pain intensity on combined NRS and VRS (average of arm medians); average of medians for present pain intensity 
on combined NRS and VRS scale is 4) 


Mean age: 51.3 (SD: 10.8) 


Intervention(s) (1) Tramadol (flexible dose) 


Intervention: tramadol 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 326mg/d 
Range: 150–400 
Notes: initial dose was 50 mg/d 3 times per day and increased every 5 days by 50 mg until a maximum of 400 mg/d was reached (if optimal pain relief 
was obtained or if adverse events became intolerabel before maximum dose was reached, patients stopped increasing their dosage) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Patients allowed to continue stable pain medication and asked not to make any changes in their current 
dosages) 


Outcomes 
measures and 
effect sizes 


   TRAMADOL (FLEXIBLE DOSE)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
combined NRS & VRS – 0d Continuous  23  med: 3


a
  12  med: 7


b
   


combined NRS & VRS – 0d Continuous  23  med: 4
c
  12  med: 5


d
   


combined NRS & VRS – 0d Continuous  23  med: 4
c
  12  med: 7


b
   


combined NRS & VRS – 0d Continuous  23  med: 3
a
  12  med: 5


d
   


combined NRS & VRS – 28d Continuous  23  med: 3
e
  12  med: 5.5


f
   


combined NRS & VRS – 28d Continuous  23  med: 3
e
  12  med: 6.5


g
   


combined NRS & VRS – 28d Continuous  23  med: 3
h
  12  med: 5.5


f
   


combined NRS & VRS – 28d Continuous  23  med: 3
h
  12  med: 6.5


g
   


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


HADS-A – 0d Continuous  23  med: 7
i
  12  med: 9


j
   


HADS-A – 28d Continuous  23  med: 6
k
  12  med: 9


l
   


HADS-D – 0d Continuous  23  med: 4
m
  12  med: 4.5


n
   


HADS-D – 28d Continuous  23  med: 3
o
  12  med: 5


p
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major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  23 11 (47.8%)  12 2 (16.7%)  OR=4.583 (CI: 0.817, 25.714) 
adverse events: 


any adverse event – 28d Dichotomous  23 21 (91.3%)  12 7 (58.3%)  OR=7.500 (CI: 1.180, 47.676) 
Constipation – 28d Dichotomous  23 9 (39.1%)  12 3 (25.0%)  OR=1.929 (CI: 0.409, 9.104) 
Dizziness – 28d Dichotomous  23 12 (52.2%)  12 3 (25.0%)  OR=3.273 (CI: 0.700, 15.291) 
Dry mouth – 28d Dichotomous  23 12 (52.2%)  12 3 (25.0%)  OR=3.273 (CI: 0.700, 15.291) 
Nausea – 28d Dichotomous  23 11 (47.8%)  12 2 (16.7%)  OR=4.583 (CI: 0.817, 25.714) 
tiredness – 28d Dichotomous  23 17 (73.9%)  12 2 (16.7%)  OR=14.167 (CI: 2.387, 84.070) 
voiding dysfunction – 28d Dichotomous  23 1 (4.3%)  12 0 (0.0%)  OR=1.667 (CI: 0.063, 44.047) 


treatment withdrawal: 
unspecified/other reason – 28d Dichotomous  23 11 (47.8%)  12 2 (16.7%)  OR=4.583 (CI: 0.817, 25.714) 


Treatment completers 
patient-reported global improvement: 


PGIC - much worse – 28d Dichotomous  12 0 (0.0%)  10 0 (0.0%)  OR=0.840 (CI: 0.015, 46.086) 
PGIC - moderately worse – 28d Dichotomous  12 0 (0.0%)  10 0 (0.0%)  OR=0.840 (CI: 0.015, 46.086) 
PGIC - minimally worse – 28d Dichotomous  12 0 (0.0%)  10 0 (0.0%)  OR=0.840 (CI: 0.015, 46.086) 
PGIC - no change – 28d Dichotomous  12 5 (41.7%)  10 9 (90.0%)  OR=0.079 (CI: 0.007, 0.843) 
PGIC - minimally better – 28d Dichotomous  12 3 (25.0%)  10 1 (10.0%)  OR=3.000 (CI: 0.260, 34.575) 
PGIC - moderately better – 28d Dichotomous  12 4 (33.3%)  10 0 (0.0%)  OR=11.118 (CI: 0.522, 236.755) 
PGIC - at least moderately better – 28d Dichotomous  12 4 (33.3%)  10 0 (0.0%)  OR=11.118 (CI: 0.522, 236.755) 
PGIC - much better – 28d Dichotomous  12 0 (0.0%)  10 0 (0.0%)  OR=0.840 (CI: 0.015, 46.086) 


a
 present pain intensity;  IQR given - 2.5;5 


b
 general pain intensity;  IQR given - 4.5;7 


c
 general pain intensity; IQR given - 3;5 


d
 present pain intensity;  IQR given - 4.5;5.5 


e
 general pain intensity;  IQR given - 2.5;5 


f
 present pain intensity;  IQR given - 3.5;7 


g
 general pain intensity;  IQR given - 6;7.25 


h
 present pain intensity;  IQR given - 2;4 


i
 IQRs also reported 2;9 
j
 IQRs also reported 5.75;13 
k
 IQRs also reported 1;8 


l
 IQRs also reported 5.5;12 
m
 IQRs also reported 2;8.5 


n
 IQRs also reported 3;13.5 


o
 IQRs also reported 2;6 


p
 IQRs also reported 2;4.5 


Comments intentin-to-treat analysis included all patients who received at least one dose of study medication 


Definitions of abbreviations are given at the end of this document. 


 


Study Nurmikko et al. (2007) 


Pain category Peripheral pain 


Study design Country: UK & Belgium 
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Design: Parallel 


Inclusion criteria: Patients with a current history of unilateral peripheral neuropathic pain and allodynia 


Exclusion criteria: cannabinoid use or nabilone at least 7 days before randomisation, psychiatric conditions beyond depression, concomitant severe non-
neuropathic pain, known hisotyr of alcohol or substance abuse, known hypersensitivity to cannabinoilds, scheduled surgery or anaesthesia, severe 
cardiovascular condition, poorly controlled hypertension, epilepsy, pregnancy, lactation, significant hepatic or renal impairment 


Study length (days): 35 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 125 


Number of males: 51 (40.8%) 


Underlying cause of neuropathic pain: Peripheral neuropathic pain 


Mean duration of NP (in months): 75.6 


Baseline pain severity: 7.25 (NRS (average of arm means)) 


Mean age: 53.35 


Intervention(s) (1) Sativex oral spray (flexible dose) 


Intervention: cannabis sativa extract 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 29.43mg/d 
Notes: Max dose of 8 sprays per 3 hour period and 48 sprays per 24hour period. Each spray delivers 2.7 mg of THC and 2.5mg of CBD; mean number of 
sprays used daily during the first week was 7.3 (3.5 standard deviation) - this remained stable from the 2nd week onward; over the study period, mean 
number of daily sprays was 10.9 (6.8 standard deviation) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Flexible dose 
Notes: mean number of sprays used daily during the first week was 10.9 (3.9 standard deviation) - this remained stable from the 2nd week onward; over 
the study period, mean number of daily sprays was 19 (8.3 standard deviation) 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (concomitant analgesia maintained at a stable dose) 


Outcomes 
measures and 
effect sizes 


   SATIVEX ORAL SPRAY (FLEXIBLE DOSE)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  63  7.3 (SD 1.4)  62  7.2 (SD 1.5)   
NRS/NRS Pain – 21d


a
 Continuous  63  5.5 (SD 2.81)  62  6.5 (SD 2.41)  MD=-1.000 (CI: -1.918, -0.082) 


NRS/NRS Pain – 28d
a
 Continuous  63  5.5 (SD 2.94)  62  6.5 (SD 2.41)  MD=-1.000 (CI: -1.941, -0.059) 


NRS/NRS Pain – 35d
a
 Continuous  63  5.82 (SD 3.14)  62  6.68 (SD 2.51)  MD=-0.860 (CI: -1.856, 0.136) 


at least 30% pain reduction (NRS) – 35d Dichotomous  63 16 (25.4%)  62 9 (14.5%)  OR=2.005 (CI: 0.810, 4.961) 
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at least 50% pain reduction (NRS) – 35d Dichotomous  63 13 (20.6%)  62 5 (8.1%)  OR=2.964 (CI: 0.988, 8.896) 
NPS – 0d


a
 Continuous  63  61.1 (SD 13)  62  62.4 (SD 13.7)   


NPS – 35d
a
 Mean change  63  -10.1  62  -2.04  MD=-8.030 (CI: -13.830, -2.230) 


patient-reported global improvement: 
PGIC – 35d Mean change  63    62    MD=32.260 (CI: 16.400, 48.120) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 0d
a
 Continuous  63  3 (SD 0.8)  62  3 (SD 0.9)   


NRS Sleep – 35d
a
 Mean change  63  -0.79  62  -0.36  MD=-0.430 (CI: -0.670, -0.190) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 35d Dichotomous  63 11 (17.5%)  62 2 (3.2%)  OR=6.346 (CI: 1.345, 29.951) 
adverse events: 


Diarrhoea Dichotomous  63 4 (6.3%)  62 0 (0.0%)  OR=9.454 (CI: 0.498, 179.405) 
Dizziness – 35d Dichotomous  63 18 (28.6%)  62 9 (14.5%)  OR=2.356 (CI: 0.964, 5.755) 
Dry mouth – 35d Dichotomous  63 11 (17.5%)  62 3 (4.8%)  OR=4.160 (CI: 1.100, 15.729) 
Fatigue – 35d Dichotomous  63 13 (20.6%)  62 5 (8.1%)  OR=2.964 (CI: 0.988, 8.896) 
feeling drunk/drugged Dichotomous  63 6 (9.5%)  62 1 (1.6%)  OR=6.421 (CI: 0.750, 54.990) 
headache Dichotomous  63 6 (9.5%)  62 9 (14.5%)  OR=0.620 (CI: 0.207, 1.860) 
Nausea – 35d Dichotomous  63 14 (22.2%)  62 7 (11.3%)  OR=2.245 (CI: 0.838, 6.015) 
Somnolence – 35d Dichotomous  63 4 (6.3%)  62 1 (1.6%)  OR=4.136 (CI: 0.449, 38.091) 
Vomiting Dichotomous  63 8 (12.7%)  62 3 (4.8%)  OR=2.861 (CI: 0.722, 11.334) 


treatment withdrawal: 
due to lack of efficacy – 35d Dichotomous  63 1 (1.6%)  62 5 (8.1%)  OR=0.184 (CI: 0.021, 1.622) 
protocol deviation – 35d Dichotomous  63 1 (1.6%)  62 0 (0.0%)  OR=3.000 (CI: 0.120, 75.066) 
Nausea – 35d Dichotomous  63 1 (1.6%)  62 0 (0.0%)  OR=3.000 (CI: 0.120, 75.066) 
Dizziness – 35d Dichotomous  63 2 (3.2%)  62 0 (0.0%)  OR=5.081 (CI: 0.239, 108.015) 
Vomiting – 35d Dichotomous  63 2 (3.2%)  62 0 (0.0%)  OR=5.081 (CI: 0.239, 108.015) 
Feeling drunk – 35d Dichotomous  63 1 (1.6%)  62 0 (0.0%)  OR=3.000 (CI: 0.120, 75.066) 
diarrhoea – 35d Dichotomous  63 2 (3.2%)  62 0 (0.0%)  OR=5.081 (CI: 0.239, 108.015) 
anorexia – 35d Dichotomous  63 1 (1.6%)  62 0 (0.0%)  OR=3.000 (CI: 0.120, 75.066) 
somnolence – 35d Dichotomous  63 0 (0.0%)  62 1 (1.6%)  OR=0.323 (CI: 0.013, 8.078) 


a
 estimated from graphs 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Otto et al. (2008) 


Pain category Peripheral pain 


Study design Country: Denmark 


Design: Crossover 


Inclusion criteria: age > 20 and < 80 with polyneuropathy for> 6 months (distal bilateral sensory disturbances and decreased deep tendon reflexes) 
confirmed by electrophysciological tests or quantitative sensory testing; median pain rating of at least 4 on a 0-10 point scale for total pain at study entry 
after 1 week off pain medication 
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Exclusion criteria: causes of pain other than polyneuropathy, previous allergic reaction to study drug or citalopram, pregnancy or lactation, severe 
terminal illness or concomitant treatment with monoaminoxidaase inhibitors, antidepressants or anticonvulsants 


Study length (days): 98 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 48 


Number of males: 29 (60.4%) 


Underlying cause of neuropathic pain: Polyneuropathy 


Mean duration of NP (in months): 48 


Baseline pain severity: 5.6 (NRS 


(median duration of NP, baseline pain intensity, and age)) 


Mean age: 62 


Intervention(s) (1) Escitalopram 20 mg/d 


Intervention: escitalopram 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 20mg/d 
Notes: from 10 mg/d in the first week to 20 mg/d for the remaining treatment period 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? No (use of monoaminoxidase inhibitors, anti-depressants or anti-convulsants prohibited; up to six tablets of 500 mg 
paracetamol could be used daily as escape medication) 


Outcomes 
measures and 
effect sizes 


   ESCITALOPRAM 20 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  41  5.8 (SD 1.5)  41  5.8 (SD 1.5)   
NRS/NRS Pain – 35d Continuous  41  4.5 (SD 2.3)  41  5.5 (SD 2.1)  MD=-1.000 (CI: -1.953, -0.047) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
a
 Continuous  41  3.8 (SD 2.6)  41  3.8 (SD 2.6)   


Normalised (10-pt) sleep interference measure – 35d
a
 Continuous  41  3 (SD 2.4)  41  4 (SD 2.7)   


NRS Sleep – 0d Continuous  41  3.8 (SD 2.6)  41  3.8 (SD 2.6)   
NRS Sleep – 35d Continuous  41  3 (SD 2.4)  41  4 (SD 2.7)  MD=-1.000 (CI: -2.106, 0.106) 
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major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 35d Dichotomous  48 5
b
 (10.4%)  48 1


c
 (2.1%)  OR=5.465 (CI: 0.614, 48.662) 


adverse events: 
any adverse event – 35d Dichotomous  48 21


d
 (43.8%)  48 18


e
 (37.5%)  OR=1.296 (CI: 0.573, 2.933) 


Dizziness – 35d Dichotomous  48 2 (4.2%)  48 5 (10.4%)  OR=0.374 (CI: 0.069, 2.030) 
Drowsiness – 35d


f
 Dichotomous  48 4 (8.3%)  48 2 (4.2%)  OR=2.091 (CI: 0.364, 11.996) 


Dry mouth – 35d Dichotomous  48 2 (4.2%)  48 2 (4.2%)  OR=1.000 (CI: 0.135, 7.405) 
nausea/vomiting – 35d Dichotomous  48 6 (12.5%)  48 4 (8.3%)  OR=1.571 (CI: 0.414, 5.965) 
sleep disturbance – 35d Dichotomous  48 2 (4.2%)  48 0 (0.0%)  OR=5.215 (CI: 0.244, 111.547) 
Urine retention – 35d Dichotomous  48 1 (2.1%)  48 0 (0.0%)  OR=3.063 (CI: 0.122, 77.089) 


treatment withdrawal: 
due to lack of efficacy – 35d Dichotomous  48 1 (2.1%)  48 2 (4.2%)  OR=0.489 (CI: 0.043, 5.584) 
protocol deviation – 35d Dichotomous  48 0 (0.0%)  48 1 (2.1%)  OR=0.326 (CI: 0.013, 8.216) 


use of rescue medication: 
500 mg paracetamol tablets per week – 0d Continuous  41  19.4 (SD 18)  41  19.4 (SD 18)   
500 mg paracetamol tablets per week – 35d Continuous  41  16.3 (SD 17.6)  41  21.2 (SD 17.9)  MD=-4.900 (CI: -12.584, 2.784) 


without depression (on Major Depression Inventory) 
pain score: 


NRS/NRS Pain – 0d Continuous  35  5.7 (SD 1.5)  35  5.7 (SD 1.5)   
NRS/NRS Pain – 35d Continuous  35  4.2 (SD 2.2)  35  5.2 (SD 2)  MD=-1.000 (CI: -1.985, -0.015) 


with hyperalgesia 
pain score: 


NRS/NRS Pain – 0d Continuous  20  5.4 (SD 1.3)  20  5.4 (SD 1.3)   
NRS/NRS Pain – 35d Continuous  20  3.8 (SD 1.9)  20  5.1 (SD 1.8)  MD=-1.300 (CI: -2.447, -0.153) 


without hyperalgesia 
pain score: 


NRS/NRS Pain – 0d Continuous  21  6.3 (SD 1.6)  21  6.3 (SD 1.6)   
NRS/NRS Pain – 35d Continuous  21  5.3 (SD 2.4)  21  6.1 (SD 2.3)  MD=-0.800 (CI: -2.222, 0.622) 


a
 based on NRS Sleep 


b
 1 somnolence, impotence, fever, 1 nausea & dizziness, 2 loss of appetite, nausea, dry mouth, 1 headache, blurred vision 


c
 dizziness and weight gain 


d
 4 unacceptable, 4 bothering, the rest light or moderate 


e
 4 unacceptable, 1 bothering, the rest light or moderate 


f
 defined as 'tiredness' 


Comments 1 patient included despite only median of 3, 31 patients had previous unsuccessful treatment for neuropathic pain (though none with escitalopram or 
another SSRI), all but 31 patients of the 41 in the analysis had depression (from Major Depression Inventory but exact score considered depression on 
this scale was not reported), authors report pain relief on a 6-point categorical scale ranging from complete to worse as primary outcome; authors appear 
to do some form of intention-to-treat but not all patients randomised (n=48) were included in the analysis (41 in analysis while 37 completed both 
treatment arms); authors recorded SF-36 scores but did not report the actual figures in the study 


Definitions of abbreviations are given at the end of this document. 


 


Study Paice et al. (2000) 


Pain category Peripheral pain 
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Study design Country: USA 


Design: Parallel 


Inclusion criteria: Participants with HIV related symmetrical peripheral neuropathy aged 18 and older 


Exclusion criteria: pregnancy, lactation, inability to read or speak English, use of dideoxyinosine or dieoxycytosine, use of topical medication on the lower 
extremities, lesions on the feet or legs that might allow systemtic uptake of the drug 


Study length (days): 28 


Intention-to-treat analysis? No 


Participants Total number of patients: 26 


Number of males: 25 (96.2%) 


Underlying cause of neuropathic pain: HIV-related neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 4.7 (current pain on NRS) 


Mean age: 40.3 (SD: 6) 


Intervention(s) (1) Capsaicin 0.075% (fixed dose 4x per day) 


Intervention: capsaicin cream 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (50% were not on analgesics and the rest were on opioids, fentanyl, acetaminophen/codeine, NSAIDs, tricyclic 
anti-depressants (n=2), and anti-convulsants (n=1) and a variety used other methods like massage, heat, elevation, acupuncture, etc to relieve pain) 


Outcomes 
measures and 
effect sizes 


   CAPSAICIN 0.075% (FIXED DOSE 4X PER DAY)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  15  5.05  11  4.25   


NRS/NRS Pain – 28d
a
 Continuous  6  2.15  8  3.78  MD=-1.630 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  15 5 (33.3%)  11 0 (0.0%)  OR=12.048 (CI: 0.592, 245.275) 
treatment withdrawal: 


due to lack of efficacy – 28d Dichotomous  15 5 (33.3%)  11 0 (0.0%)  OR=12.048 (CI: 0.592, 245.275) 
unspecified/other reason – 28d Dichotomous  15 5 (33.3%)  11 2 (18.2%)  OR=2.250 (CI: 0.346, 14.611) 


a
 data estimated from graph 
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Comments BPI and POM recorded but not reported fully (BPI available for treatment arm only) 


Definitions of abbreviations are given at the end of this document. 


 


Study Rao et al. (2007) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Crossover 


Inclusion criteria: symptomatic chemotherapy-induced peripheral neuropathy for >1 month with pain scores of =4 on a NRS or =1 on the Eastern 
Cooperative Oncology Group neuropathy scale 


Exclusion criteria: preexisting neuropathy from other causes, pregnancy or lactating, patients taking antidepressants, opioids, adjuvant analgesics, 
topical analgesics and amifostine at baseline 


Study length (days): 98 


Intention-to-treat analysis? Unclear 


Participants Total number of patients: 115 


Number of males: 31 (27.0%) 


Underlying cause of neuropathic pain: Chemotherapy-induced pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 3.95 ('average' pain on NRS (mean of arm means)) 


Mean age: 59 


Intervention(s) (1) gabapentin up to 2700 mg/d 


Intervention: gabapentin 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Median dose: 2700mg/d 
Notes: 2700 mg/d was the target dose (lowered if patients showed signs of toxicity); corresponds to 9 capsules a day 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (NSAIDs permitted; also, while those on anti-depressants, opioids, adjuvant analgesics, topical analgesics or 
amifostine at baseline were excluded, these were permitted to be initiated after study entry, if needed) 


Outcomes 
measures and 
effect sizes 


   GABAPENTIN UP TO 2700 MG/D  PLACEBO   


   N k mean  N k mean  Δ 
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pain score: 
McGill Pain Questionnaire – 0d Continuous  57  29.6  58  23.4   


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BPI – 0d Continuous  57  3.9  58  3.7   
adverse events: 


Dizziness – 42d Dichotomous  115 8 (7.0%)  115 4 (3.5%)  OR=2.075 (CI: 0.607, 7.093) 
Fatigue – 42d Dichotomous  115 5 (4.3%)  115 7 (6.1%)  OR=0.701 (CI: 0.216, 2.278) 
Rash – 42d Dichotomous  115 3 (2.6%)  115 0 (0.0%)  OR=7.187 (CI: 0.367, 140.719) 


use of rescue medication: 
proportion taking non-opioid analgesics – 0d


a
 Dichotomous  57 19 (33.3%)  58 21 (36.2%)   


treatment phase 1 
pain score: 


NRS/NRS Pain – 0d
b
 Continuous  57  4.3 (SD 2.26)  58  3.6 (SD 2.67)   


NRS/NRS Pain – 28d
c
 Continuous  57  3.35 (SD 2.47)  58  3.2 (SD 1.87)  MD=0.150 (CI: -0.651, 0.951) 


NRS/NRS Pain – 42d
b
 Continuous  57  3.3 (SD 2.77)  58  3 (SD 1.25)  MD=0.300 (CI: -0.489, 1.089) 


McGill Pain Questionnaire – 42d Continuous  57  17.6  58  19.9  MD=-2.300 
patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BPI – 42d Continuous  57  2.8  58  3.3  MD=-0.500 
adverse events: 


any adverse event – 42d Dichotomous  57 44
d
 (77.2%)  58 50 (86.2%)  OR=0.542 (CI: 0.205, 1.428) 


treatment withdrawal: 
unspecified/other reason – 42d


e
 Dichotomous  57 14 (24.6%)  58 11 (19.0%)  OR=1.391 (CI: 0.570, 3.392) 


use of rescue medication: 
proportion taking opioids – 42d Dichotomous  57 8 (14.0%)  58 7 (12.1%)  OR=1.190 (CI: 0.401, 3.529) 
proportion taking non-opioid analgesics – 42d Dichotomous  57 19 (33.3%)  58 29 (50.0%)  OR=0.500 (CI: 0.235, 1.063) 


treatment phase 2 
pain score: 


NRS/NRS Pain – 0d
c
 Continuous  58  3.05 (SD 0.23)  57  3.1 (SD 0.288)   


NRS/NRS Pain – 28d
c
 Continuous  58  2.65 (SD 0.295)  57  3.1 (SD 0.256)  MD=-0.450 (CI: -0.551, -0.349) 


NRS/NRS Pain – 42d
b
 Continuous  58  2.5 (SD 0.262)  57  3.1 (SD 0.384)  MD=-0.600 (CI: -0.720, -0.480) 


McGill Pain Questionnaire – 42d Continuous  58  24  57  15.1  MD=8.900 
patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BPI – 42d Continuous  58  3  57  2.8  MD=0.200 
adverse events: 


any adverse event – 42d Dichotomous  58 31 (53.4%)  57 29 (50.9%)  OR=1.109 (CI: 0.533, 2.305) 
treatment withdrawal: 


unspecified/other reason – 42d
e
 Dichotomous  58 7 (12.1%)  57 9 (15.8%)  OR=0.732 (CI: 0.253, 2.120) 


use of rescue medication: 
proportion taking opioids – 42d Dichotomous  58 7 (12.1%)  57 5 (8.8%)  OR=1.427 (CI: 0.425, 4.791) 
proportion taking non-opioid analgesics – 42d Dichotomous  58 18 (31.0%)  57 13 (22.8%)  OR=1.523 (CI: 0.663, 3.500) 
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grade 2 
adverse events: 


Diarrhoea – 42d
f
 Dichotomous  115 3 (2.6%)  115 1 (0.9%)  OR=3.054 (CI: 0.313, 29.798) 


Dizziness – 42d
f
 Dichotomous  115 6 (5.2%)  115 3 (2.6%)  OR=2.055 (CI: 0.501, 8.424) 


dyspepsia – 42d
f
 Dichotomous  115 0 (0.0%)  115 3 (2.6%)  OR=0.139 (CI: 0.007, 2.725) 


Fatigue – 42d
f
 Dichotomous  115 4 (3.5%)  115 5 (4.3%)  OR=0.793 (CI: 0.207, 3.031) 


myalgia – 42d
f
 Dichotomous  115 2 (1.7%)  115 2 (1.7%)  OR=1.000 (CI: 0.138, 7.223) 


Nausea – 42d
f
 Dichotomous  115 2 (1.7%)  115 5 (4.3%)  OR=0.389 (CI: 0.074, 2.049) 


Rash – 42d
f
 Dichotomous  115 1 (0.9%)  115 0 (0.0%)  OR=3.026 (CI: 0.122, 75.064) 


Vomiting – 42d
f
 Dichotomous  115 2 (1.7%)  115 3 (2.6%)  OR=0.661 (CI: 0.108, 4.030) 


grade 3 
adverse events: 


deyhydration – 42d
g
 Dichotomous  115 0 (0.0%)  115 1 (0.9%)  OR=0.330 (CI: 0.013, 8.197) 


Dizziness – 42d
g
 Dichotomous  115 2 (1.7%)  115 1 (0.9%)  OR=2.018 (CI: 0.180, 22.567) 


Fatigue – 42d
g
 Dichotomous  115 1 (0.9%)  115 2 (1.7%)  OR=0.496 (CI: 0.044, 5.543) 


Rash – 42d
g
 Dichotomous  115 2 (1.7%)  115 0 (0.0%)  OR=5.088 (CI: 0.242, 107.157) 


a
 approximated to nearest integer (percentages only presented in text) 


b
 standard errors estimated from graph 


c
 extracted from graph 


d
 all adverse events graded 2 or more 


e
 reasons reported were refusal (presumed to be lack of activity, disease progression, death from cancer, switch to alternative therapy (data on how many patients for each 
of these reasons not reported) 


f
 grade 2 


g
 grade 3 


Comments authors report that somnolence and fatigue rates were similar 9but only report actual rates for fatigue in the study) 


Definitions of abbreviations are given at the end of this document. 


 


Study Rao et al. (2008) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Participants with cancer pain duration of at least 1 month with daily pain scores of either at least 4 on NRS 11 point or 1 on ENS 4 point 


Exclusion criteria: preexisting neuropathy from other causes, pregnancy or lactating, patients taking antidepressants, opioids, adjuvant analgesics, 
topical analgesics and amifostine at baseline 


Study length (days): 70 


Intention-to-treat analysis? No 


Participants Total number of patients: 125 


Number of males: 51 (40.8%) 


Underlying cause of neuropathic pain: Chemotherapy-induced pain 
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Mean duration of NP (in months): not reported 


Baseline pain severity: 3.9 ('average' pain on NRS (mean of arm means)) 


Mean age: 61 


Intervention(s) (1) lamotrigine 300mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 10 
Fixed/flexible dose regimen: Flexible dose 
Notes: 300 mg/d is target dosage - start on 25 mg before bedtme for 2 weeks, 25 mg 2x per day for 2 weeks, 50 mg 2x daily for 2 weeks, 100 mg 2x 
daily for 2 weeks and then escalated to 150 mg 2x daily for 2 weeks (some were allowed to stop sooner if they wished or any reason before 10 weeks 
but then were encouraged to taper the drug over a 4-week period) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 10 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? No (Anti-depressants, anti-convulsants, opioids, topical analgesics, amifostine not allowed but NSAIDs were 
permitted) 


Outcomes 
measures and 
effect sizes 


   LAMOTRIGINE 300MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  63  4.1 (SD 2.68)  62  3.7 (SD 2.46)   


NRS/NRS Pain – 28d
b
 Continuous  63  4.5 (SD 3.37)  62  3.75 (SD 3.15)  MD=0.750 (CI: -0.394, 1.894) 


NRS/NRS Pain – 56d
b
 Continuous  63  3.75 (SD 3.57)  62  3.75 (SD 3.15)  MD=0.000 (CI: -1.180, 1.180) 


NRS/NRS Pain – 70d Mean change  63  -0.3  62  -0.5  MD=0.200 
NRS/NRS Pain – 70d


b
 Continuous  63  3.8 (SD 4.17)  62  3.55 (SD 3.35)  MD=0.250 (CI: -1.074, 1.574) 


McGill Pain Questionnaire – 0d Continuous  63  38.3  62  32.5   
McGill Pain Questionnaire – 70d Mean change  63  -12.3  62  -4  MD=-8.300 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BPI – 0d Continuous  63  3.8  62  3.8   
BPI – 70d Mean change  63  -0.1  62  -0.8  MD=0.700 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 70d Dichotomous  63 7 (11.1%)  62 1 (1.6%)  OR=7.625 (CI: 0.909, 63.936) 
adverse events: 


any adverse event – 70d
c
 Dichotomous  63 26 (41.3%)  62 28 (45.2%)  OR=0.853 (CI: 0.420, 1.733) 


Diarrhoea – 70d Dichotomous  63 3 (4.8%)  62 1 (1.6%)  OR=3.050 (CI: 0.309, 30.150) 
Dizziness – 70d Dichotomous  63 2 (3.2%)  62 1 (1.6%)  OR=2.000 (CI: 0.177, 22.639) 
Fatigue – 70d Dichotomous  63 1 (1.6%)  62 2 (3.2%)  OR=0.484 (CI: 0.043, 5.477) 
Nausea – 70d Dichotomous  63 2 (3.2%)  62 5 (8.1%)  OR=0.374 (CI: 0.070, 2.004) 
Rash – 70d Dichotomous  63 2 (3.2%)  62 0 (0.0%)  OR=5.081 (CI: 0.239, 108.015) 
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Vomiting – 70d Dichotomous  63 2 (3.2%)  62 3 (4.8%)  OR=0.645 (CI: 0.104, 3.998) 
treatment withdrawal: 


unspecified/other reason – 70d Dichotomous  63 22 (34.9%)  62 15 (24.2%)  OR=1.681 (CI: 0.772, 3.662) 


a
 SE are estimates from graph 


b
 estimated from graph using ruler 


c
 adverse events considered ≥grade 2 (not defined) 


Comments underlying cause of pain is actually the chemotherapy rather than cancer 


Definitions of abbreviations are given at the end of this document. 


 


Study Raskin et al. (2004) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: PDN for at least 3 months but less than 10 years with at least 40mm on VAS 


Exclusion criteria: Participants who required treatment with anticonvulsants, who had other potential causes of NP, other painful conditions, degenerative 
neurological disorder,open ulcer, amputation, infection, nephrolithiasis, suicide (or suicidal tendencies), substance abuse, clinically significant medical 
conditions, malignacy within the past 5 years or major psychiatirc disorder were excluded 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 323 


Number of males: 157 (48.6%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 38.4 


Baseline pain severity: 68.55 (VAS (average of arm means)) 


Mean age: 59.2 (SD: 9.8) 


Intervention(s) (1) Topiramate up to 400mg/d 


Intervention: topiramate 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 161.2mg/d 
Notes: 161.2 mg/d is average dose across the whole study - average dosage over maintenance period was 320 mg/d; 400 mg/d maximum or maximum 
tolerated; 25 mg at bedtime to start, then increased by 25 mg on weeks 2, 3 and 4, by 50 mg on weeks 5 and 6 and by 100 mg on weeks 7 and 8 where 
maximum tolerated or 400 mg/d dosages were maintained until week 12 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 12 
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Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 21d) 


Concomitant pain treatment allowed? Yes (treatment with anti-convulsants, TENS, acupuncture, anti-epileptic drugs, anti-depressants (other than SSRIs 
which were allowed if stable for at least 90 days - these could be considered concomitant medications), alpha-lipoic acid, capsaicin, sedative hypnotics, 
anaesthetics, analgesics, other topical medications or muscle relaxants all excluded; paracetamol (500 mg) or another short-acting analgesia allowed 
during first 6 weeks only (apart from 24 hours before each visit) and zaleplon and zolpidem tartarate were permitted at bedtime as needed (up to 3 days 
per week)) 


Outcomes 
measures and 
effect sizes 


   TOPIRAMATE UP TO 400MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  208  68 (SD 14.4)  109  69.1 (SD 17.2)   
VAS – 28d


a
 Continuous  208  53.4 (SD 23.4)  109  56.2 (SD 23.5)  MD=-2.875 (CI: -8.315, 2.565) 


VAS – 56d
a
 Continuous  208  47.5 (SD 27.4)  109  55.2 (SD 25.4)  MD=-7.688 (CI: -13.745, -1.630) 


VAS – 84d Continuous  208  46.2 (SD 27.8)  109  54 (SD 27.4)  MD=-7.800 (CI: -14.180, -1.420) 
at least 30% pain reduction (VAS) – 84d Dichotomous  214 103 (48.1%)  109 37 (33.9%)  OR=1.806 (CI: 1.119, 2.914) 
at least 50% pain reduction (VAS) – 84d Dichotomous  214 74 (34.6%)  109 23 (21.1%)  OR=1.976 (CI: 1.152, 3.390) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
b
 Continuous  208  6.5 (SD 2.5)  109  6.2 (SD 2.4)   


Normalised (10-pt) sleep interference measure – 84d
b
 Continuous  208  3.9 (SD 3.1)  109  4.6 (SD 2.9)   


NRS Sleep – 0d Continuous  208  6.5 (SD 2.5)  109  6.2 (SD 2.4)   
NRS Sleep – 84d Continuous  208  3.9 (SD 3.1)  109  4.6 (SD 2.9)  MD=-0.700 (CI: -1.388, -0.012) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  214 52 (24.3%)  109 9 (8.3%)  OR=3.567 (CI: 1.684, 7.552) 
adverse events: 


Diarrhoea Dichotomous  214 24 (11.2%)  109 4 (3.7%)  OR=3.316 (CI: 1.120, 9.813) 
Dizziness – 84d Dichotomous  214 15 (7.0%)  109 6 (5.5%)  OR=1.294 (CI: 0.487, 3.435) 
Fatigue – 84d Dichotomous  214 15 (7.0%)  109 2 (1.8%)  OR=4.033 (CI: 0.905, 17.965) 
headache Dichotomous  214 12 (5.6%)  109 10 (9.2%)  OR=0.588 (CI: 0.246, 1.408) 
Infection


c
 Dichotomous  214 19 (8.9%)  109 6 (5.5%)  OR=1.673 (CI: 0.648, 4.318) 


Nausea – 84d Dichotomous  214 20 (9.3%)  109 6 (5.5%)  OR=1.770 (CI: 0.689, 4.545) 
parasthesia Dichotomous  214 18 (8.4%)  109 2 (1.8%)  OR=4.913 (CI: 1.119, 21.578) 
Somnolence – 84d Dichotomous  214 21 (9.8%)  109 4 (3.7%)  OR=2.856 (CI: 0.955, 8.541) 


overall improvement in quality of life: 
SF36 Mental – 84d Continuous  208  46.9 (SD 11.9)  109  49.9 (SD 10.1)  MD=-3.000 (CI: -5.492, -0.508) 
SF36 Physical – 84d Continuous  208  37.2 (SD 10.6)  109  34.9 (SD 9.4)  MD=2.300 (CI: 0.022, 4.578) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  214 31 (14.5%)  109 16 (14.7%)  OR=0.985 (CI: 0.513, 1.892) 
unspecified/other reason – 84d Dichotomous  214 8 (3.7%)  109 1 (0.9%)  OR=4.194 (CI: 0.518, 33.973) 
withdrawal of consent – 84d Dichotomous  214 7 (3.3%)  109 1 (0.9%)  OR=3.652 (CI: 0.444, 30.069) 
lost to follow-up – 84d Dichotomous  214 4 (1.9%)  109 2 (1.8%)  OR=1.019 (CI: 0.184, 5.653) 


use of rescue medication: 
proportion using pain medication – 49d


d
 Dichotomous  158 10 (6.3%)  95 14 (14.7%)  OR=0.391 (CI: 0.166, 0.920) 


proportion using pain medication – 63d
e
 Dichotomous  112 2 (1.8%)  91 3 (3.3%)  OR=0.533 (CI: 0.087, 3.262) 
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proportion using pain medication – 77d
f
 Dichotomous  112 0 (0.0%)  80 3 (3.8%)  OR=0.098 (CI: 0.005, 1.932) 


a
 estimated from graph 


b
 based on NRS Sleep 


c
 upper respiratory tract infection 


d
 during weeks 7 and 8; denominator not provided but estimated from % and numerator 


e
 during weeks 9 and 10; denominator not provided but estimated from % and numerator 


f
 during weeks 11 and 12; denominator not provided but estimated from % and numerator 


Comments up to 28 day screening/washout phase (most drugs had 21 day wash-out but some, including analgesics, anesthetics and other topical pain medications 
or muscle relaxants had a discontinuation period equal to at least 5 half lives of the medication before randomisation); ITT analysis included all those 
who received at least one ose of study medication and completed at least one follow-up efficacy assessment 


Definitions of abbreviations are given at the end of this document. 


 


Study Raskin et al. (2005) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: PDN for at least 6 months with pain score of at least 4 on NRS 


Exclusion criteria: Pregnant or breastfeeding, prior renal transplant or current renal dialysis, serious unstable illness, symptomatic peripheral vascular 
disease, or other medical conditions that might compromise the study. Also excluded were people with DSM-IV mental health diagnoses, substance 
abusers, other medical conditions that could be responsible for neuropathy, MAOI use, prior participation in studies of duloxetine. Chronic use of anti-
depressants, anti-emetics, analgesics (apart from paracetamol up to 4g/d and aspirin up to 325 mg/d), anti-manics, anti-migraine medications, anti-
psychotics, benzodiazepines, capsaicin, chloral hydrate, guanethidine, topical lidocaine, MAOIs, narcotics, psychostimulants, oral and injective steroids, 
anti-convulsants 


Study length (days): 84 


Intention-to-treat analysis? No 


Participants Total number of patients: 348 


Number of males: 162 (46.6%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 223.6 


Baseline pain severity: 5.6 (24-hour average pain severity on NRS) 


Mean age: 58.8 (SD: 10.1) 


Intervention(s) (1) Duloxetine 60mg/d 


Intervention: duloxetine 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 60mg/d 
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(2) Duloxetine 120mg/d 


Intervention: duloxetine 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 120mg/d 


(3) Placebo 


Intervention: placebo 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? No (Chronic use of anti-depressants, anti-emetics, analgesics (apart from paracetamol up to 4g/d and aspirin up to 
325 mg/d), anti-manics, anti-migraine medications, anti-psychotics, benzodiazepines, capsaicin, chloral hydrate, guanethidine, topical lidocaine, MAOIs, 
narcotics, psychostimulants, oral and injective steroids, anti-convulsants was exclusion criteria) 


Outcomes 
measures and 
effect sizes 


   DULOXETINE 60MG/D  DULOXETINE 120MG/D   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  116  5.5 (SD 1.1)  116  5.7 (SD 1.3)   
NRS/NRS Pain – 84d Mean change  113  -2.5 (SD 1.91)  114  -2.47 (SD 1.92)  MD=-0.030 (CI: -0.529, 0.469) 
at least 50% pain reduction – 84d Dichotomous  116 85 (73.3%)  116 79 (68.1%)  OR=1.284 (CI: 0.728, 2.264) 
BPI (severity) – 84d Mean change  108  -2.65 (SD 1.97)  108  -2.62 (SD 1.97)  MD=-0.030 (CI: -0.557, 0.497) 
SF McGill – 84d Mean change  102  -7.47 (SD 6.16)  104  -7.82 (SD 6.22)  MD=0.350 (CI: -1.341, 2.041) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure
a
 Mean change  108  -3.3 (SD 2.39)  107  -3 (SD 2.48)   


BPI – 84d Mean change  108  -2.43 (SD 1.87)  108  -2.54 (SD 1.87)  MD=0.110 (CI: -0.389, 0.609) 
BPI Mood – 84d Mean change  108  -2.32 (SD 2.08)  108  -2.6 (SD 2.08)  MD=0.280 (CI: -0.274, 0.834) 
BPI Sleep – 84d Mean change  108  -3.3 (SD 2.39)  107  -3 (SD 2.48)  MD=-0.300 (CI: -0.952, 0.352) 
HDS – 84d Mean change  103  -1.17 (SD 2.54)  100  -0.65 (SD 2.5)  MD=-0.520 (CI: -1.213, 0.173) 
BPI general activity – 84d Mean change  108  -2.22 (SD 2.29)  108  -2.39 (SD 2.29)  MD=0.170 (CI: -0.440, 0.780) 
BPI walking ability – 84d Mean change  108  -2.5 (SD 2.18)  108  -2.68 (SD 2.29)  MD=0.180 (CI: -0.416, 0.776) 
BPI normal work – 84d Mean change  108  -2.24 (SD 2.08)  108  -2.46 (SD 2.18)  MD=0.220 (CI: -0.348, 0.788) 
BPI relationship with other people – 84d Mean change  108  -1.56 (SD 1.87)  108  -1.78 (SD 1.87)  MD=0.220 (CI: -0.279, 0.719) 
BPI enjoyment of life – 84d Mean change  108  -2.63 (SD 2.29)  108  -2.64 (SD 2.29)  MD=0.010 (CI: -0.600, 0.620) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  116 5 (4.3%)  116 14 (12.1%)  OR=0.328 (CI: 0.114, 0.943) 


a
 based on BPI Sleep 


 


   DULOXETINE 60MG/D  PLACEBO   


   N k mean  N k mean  Δ 
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pain score: 
NRS/NRS Pain – 0d Continuous  116  5.5 (SD 1.1)  116  5.5 (SD 1.3)   
NRS/NRS Pain – 84d Mean change  113  -2.5 (SD 1.91)  113  -1.56 (SD 1.91)  MD=-0.940 (CI: -1.439, -0.441) 
at least 50% pain reduction – 84d Dichotomous  116 85 (73.3%)  116 51 (44.0%)  OR=3.495 (CI: 2.014, 6.063) 
BPI (severity) – 84d Mean change  108  -2.65 (SD 1.97)  109  -1.82 (SD 1.98)  MD=-0.830 (CI: -1.357, -0.303) 
SF McGill – 84d Mean change  102  -7.47 (SD 6.16)  101  -4.96 (SD 6.03)  MD=-2.510 (CI: -4.187, -0.833) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure
a
 Mean change  108  -3.3 (SD 2.39)  108  -2.25 (SD 2.49)   


BPI – 84d Mean change  108  -2.43 (SD 1.87)  109  -1.56 (SD 1.88)  MD=-0.870 (CI: -1.369, -0.371) 
BPI Mood – 84d Mean change  108  -2.32 (SD 2.08)  109  1.76 (SD 2.09)  MD=-4.080 (CI: -4.634, -3.526) 
BPI Sleep – 84d Mean change  108  -3.3 (SD 2.39)  108  -2.25 (SD 2.49)  MD=-1.050 (CI: -1.702, -0.398) 
HDS – 84d Mean change  103  -1.17 (SD 2.54)  101  -0.55 (SD 2.51)  MD=-0.620 (CI: -1.313, 0.073) 
BPI general activity – 84d Mean change  108  -2.22 (SD 2.29)  108  -1.38 (SD 2.29)  MD=-0.840 (CI: -1.450, -0.230) 
BPI walking ability – 84d Mean change  108  -2.5 (SD 2.18)  108  -1.51 (SD 2.29)  MD=-0.990 (CI: -1.586, -0.394) 
BPI normal work – 84d Mean change  108  -2.24 (SD 2.08)  108  -1.45 (SD 2.08)  MD=-0.790 (CI: -1.344, -0.236) 
BPI relationship with other people – 84d Mean change  108  -1.56 (SD 1.87)  108  -1.19 (SD 1.87)  MD=-0.370 (CI: -0.869, 0.129) 
BPI enjoyment of life – 84d Mean change  108  -2.63 (SD 2.29)  108  -1.79 (SD 2.29)  MD=-0.840 (CI: -1.450, -0.230) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  116 5 (4.3%)  116 3 (2.6%)  OR=1.697 (CI: 0.396, 7.270) 


a
 based on BPI Sleep 


 


   DULOXETINE 120MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  116  5.7 (SD 1.3)  116  5.5 (SD 1.3)   
NRS/NRS Pain – 84d Mean change  114  -2.47 (SD 1.92)  113  -1.56 (SD 1.91)  MD=-0.910 (CI: -1.409, -0.411) 
at least 50% pain reduction – 84d Dichotomous  116 79 (68.1%)  116 51 (44.0%)  OR=2.721 (CI: 1.593, 4.649) 
BPI (severity) – 84d Mean change  108  -2.62 (SD 1.97)  109  -1.82 (SD 1.98)  MD=-0.800 (CI: -1.327, -0.273) 
SF McGill – 84d Mean change  104  -7.82 (SD 6.22)  101  -4.96 (SD 6.03)  MD=-2.860 (CI: -4.537, -1.183) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure
a
 Mean change  107  -3 (SD 2.48)  108  -2.25 (SD 2.49)   


BPI – 84d Mean change  108  -2.54 (SD 1.87)  109  -1.56 (SD 1.88)  MD=-0.980 (CI: -1.479, -0.481) 
BPI Mood – 84d Mean change  108  -2.6 (SD 2.08)  109  1.76 (SD 2.09)  MD=-4.360 (CI: -4.914, -3.806) 
BPI Sleep – 84d Mean change  107  -3 (SD 2.48)  108  -2.25 (SD 2.49)  MD=-0.750 (CI: -1.415, -0.085) 
HDS – 84d Mean change  100  -0.65 (SD 2.5)  101  -0.55 (SD 2.51)  MD=-0.100 (CI: -0.793, 0.593) 
BPI general activity – 84d Mean change  108  -2.39 (SD 2.29)  108  -1.38 (SD 2.29)  MD=-1.010 (CI: -1.620, -0.400) 
BPI walking ability – 84d Mean change  108  -2.68 (SD 2.29)  108  -1.51 (SD 2.29)  MD=-1.170 (CI: -1.780, -0.560) 
BPI normal work – 84d Mean change  108  -2.46 (SD 2.18)  108  -1.45 (SD 2.08)  MD=-1.010 (CI: -1.578, -0.442) 
BPI relationship with other people – 84d Mean change  108  -1.78 (SD 1.87)  108  -1.19 (SD 1.87)  MD=-0.590 (CI: -1.089, -0.091) 
BPI enjoyment of life – 84d Mean change  108  -2.64 (SD 2.29)  108  -1.79 (SD 2.29)  MD=-0.850 (CI: -1.460, -0.240) 
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major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  116 14 (12.1%)  116 3 (2.6%)  OR=5.170 (CI: 1.444, 18.508) 


a
 based on BPI Sleep 


Comments up to 3 week screening phase (study period I) - unclear if there was a drug-free screening period and, if so, how long it was 


Definitions of abbreviations are given at the end of this document. 


 


Study Rauck et al. (2007) 


Pain category Peripheral pain 


Study design Country: not clear 


Design: Parallel 


Inclusion criteria: =18 years with type1 or type 2 diabetes, moderate to severe intensity symptoms for 1 to 5 years (=4 on NRS), A1C < 12% 


Exclusion criteria: pregnant women, those breastfeeding or trying to have children, participation in investigational trial in last 30 days, any other condition 
to interfer with assessment of NP, major skin ulcers, clinically significant ECG abnormalities, any cardiac disorder putting the patient at risk of arrhythmia 
and MI, malignancy in last 5 years, history of alcohol or drug abuse in last year, those taking any drugs that may itnerfer with results of trial (including 
anti-convulsants) 


Study length (days): 98 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 119 


Number of males: 56 (47.1%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 45 


Baseline pain severity: 6.55 (NRS (average of means)) 


Mean age: 55.05 


Intervention(s) (1) lacosamide up to 400 mg/d 


Intervention: lacosamide 
Length of treatment (weeks): 10 
Fixed/flexible dose regimen: Flexible dose 
Notes: up to 400 mg/d or maximum tolerated; starting at 100 mg/d for 3 weeks and then titrating up 100 mg/d at weekly intervals over the next 3 weeks 
and then maintained for the next 4 week period 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks): 10 
Fixed/flexible dose regimen: Flexible dose 


Concomitant Drug free baseline period? No 
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treatments Concomitant pain treatment allowed? Yes (serotonin reuptake inhibitors (with no change in dosage from 30 days before trial), other therapy considered 
necessary by investigator during trial (even if an 'excluded medication'); paracetamol = 2 g/d as rescue medication, aspirin up to 325 mg/d (for 
prophylaxis of MI, TIA, or stroke)) 


Outcomes 
measures and 
effect sizes 


   LACOSAMIDE UP TO 400 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  60  6.6 (SD 1.6)  59  6.5 (SD 1.7)   


NRS/NRS Pain – 70d
b
 Mean change  60  -2.28  59  -3.72  MD=1.440 


NRS/NRS Pain – 70d
a
 Continuous  60  3 (SD 2.4)  59  4.5 (SD 2.6)  MD=-1.400 (CI: -2.302, -0.498) 


at least 30% pain reduction (NRS) – 70d
c
 Dichotomous  60 36 (60.0%)  59 30 (50.8%)  OR=1.450 (CI: 0.701, 2.997) 


patient-reported global improvement: 
PGIC - worse (all grades) – 70d Dichotomous  60 1 (1.7%)  59 6 (10.2%)  OR=0.150 (CI: 0.017, 1.284) 
PGIC - no change – 70d Dichotomous  60 9 (15.0%)  59 12 (20.3%)  OR=0.691 (CI: 0.267, 1.789) 
PGIC - minimally better – 70d Dichotomous  60 9 (15.0%)  59 13 (22.0%)  OR=0.624 (CI: 0.244, 1.596) 
PGIC - moderately better – 70d Dichotomous  60 13 (21.7%)  59 8 (13.6%)  OR=1.763 (CI: 0.671, 4.632) 
PGIC - at least moderately better – 70d Dichotomous  60 37 (61.7%)  59 26 (44.1%)  OR=2.042 (CI: 0.983, 4.243) 
PGIC - much better – 70d Dichotomous  60 24 (40.0%)  59 18 (30.5%)  OR=1.519 (CI: 0.712, 3.239) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 70d Dichotomous  60 5 (8.3%)  59 3 (5.1%)  OR=1.697 (CI: 0.387, 7.447) 
adverse events: 


any adverse event – 70d Dichotomous  60 52 (86.7%)  59 44 (74.6%)  OR=2.216 (CI: 0.859, 5.714) 
Constipation – 70d Dichotomous  60 0 (0.0%)  59 3 (5.1%)  OR=0.133 (CI: 0.007, 2.641) 
Diarrhoea – 70d Dichotomous  60 7 (11.7%)  59 3 (5.1%)  OR=2.465 (CI: 0.606, 10.035) 
Dizziness – 70d Dichotomous  60 9 (15.0%)  59 5 (8.5%)  OR=1.906 (CI: 0.599, 6.069) 
headache – 70d Dichotomous  60 13 (21.7%)  59 11 (18.6%)  OR=1.207 (CI: 0.492, 2.963) 
Nausea – 70d Dichotomous  60 7 (11.7%)  59 4 (6.8%)  OR=1.816 (CI: 0.502, 6.565) 
parasthesia – 70d Dichotomous  60 1 (1.7%)  59 3 (5.1%)  OR=0.316 (CI: 0.032, 3.132) 
Somnolence – 70d Dichotomous  60 3 (5.0%)  59 3 (5.1%)  OR=0.982 (CI: 0.190, 5.076) 


treatment withdrawal: 
due to lack of efficacy – 70d Dichotomous  60 2 (3.3%)  59 4 (6.8%)  OR=0.474 (CI: 0.083, 2.693) 
unspecified/other reason – 70d Dichotomous  60 0 (0.0%)  59 1 (1.7%)  OR=0.322 (CI: 0.013, 8.073) 
withdrawal of consent – 70d Dichotomous  60 4 (6.7%)  59 1 (1.7%)  OR=4.143 (CI: 0.449, 38.216) 
protocol deviation – 70d Dichotomous  60 2 (3.3%)  59 1 (1.7%)  OR=2.000 (CI: 0.176, 22.670) 
lost to follow-up – 70d Dichotomous  60 1 (1.7%)  59 1 (1.7%)  OR=0.983 (CI: 0.060, 16.092) 


use of rescue medication: 
proportion using pain medication Dichotomous  60 13


d
 (21.7%)  59 21


e
 (35.6%)  OR=0.501 (CI: 0.222, 1.129) 


ITT/LOCF (last-observation carried forward) 
pain score: 


NRS/NRS Pain – 0d
a
 Continuous  60  6.6 (SD 1.6)  59  6.5 (SD 1.7)   


NRS/NRS Pain – 70d
a
 Mean change  60  -2.21  59  -3.11  MD=0.900 


NRS/NRS Pain – 70d
a
 Continuous  60  3.7 (SD 2.6)  59  4.5 (SD 2.6)  MD=-0.900 (CI: -1.743, -0.057) 


McGill VAS – 70d Continuous  60  -36.1  59  -26  MD=-10.200 (CI: -20.300, -0.100) 
PPI (from MPQ) – 70d Continuous  60  -1.11  59  -0.71  MD=-0.400 (CI: -0.700, -0.100) 
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patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 70d Continuous  60  -3.1  59  -2.06  MD=-1.000 (CI: -1.850, -0.150) 


a
 least squares mean 


b
 least squares mean, despite being 'as observed' or per protocol, the study reported the same patient numbers as the ITT (perhaps an error?) 


c
 outcome in the study is at least 2-point reduction in Likert pain score (often referred to as 30% reduction) 


d
 for 59% of days in the maintenance phase 


e
 for 67% of days in the maintenance phase 


Comments phase 2 trial; 4 week run-in phase to determine eligibility - not clear if this was a wash-out phase; SF-36 POMS all measured but only significance 
reported 


Definitions of abbreviations are given at the end of this document. 


 


Study Rice & Maton (2001) 


Pain category Peripheral pain 


Study design Country: UK 


Design: Parallel 


Inclusion criteria: Pain present for >3 months after healing of herpes zoster, pain score of 4 or more on 11-point Likert scale, at least 18 years; women 
were required not to be pregnant, not lactating, postmenopausal or surgically sterilised 


Exclusion criteria: Participants who failed to respond to 1200mg/d gabapentin 


Study length (days): 49 


Intention-to-treat analysis? No 


Participants Total number of patients: 344 


Number of males: 138 (40.1%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 26.4 


Baseline pain severity: 6.5 (NRS (average of means)) 


Mean age: 73 


Intervention(s) (1) Gabapentin 1800mg/d 


Intervention: gabapentin 
Length of treatment (weeks): 7 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 1800mg/d 
Notes: included 4-day forced titration period where gabapentin was increased by 300 mg/d over the firset 4 days up to 1200 mg/d; from day 4-7, dosing 
was stable but after 1 week, the dose was titrated up to 1800 mg/d (1500 mg/d on day 8 and 1800 mg/d on day 9-14) 


(2) Gabapentin 2400mg/d 


Intervention: gabapentin 
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Length of treatment (weeks): 7 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 2400mg/d 
Notes: included 4-day forced titration period where gabapentin was increased by 300 mg/d over the firset 4 days up to 1200 mg/d; from day 4-7, dosing 
was stable but after 1 week, the dose was titrated up to 1800 mg/d (1500 mg/d on day 8 and 1800 mg/d on day 9-14); after 2 weeks, patients had their 
dose titrated up to 2400 mg/d (2100 mg/d on day 15 and 2400 mg/d from day 16 onwards) 


(3) Placebo 


Intervention: placebo 
Length of treatment (weeks): 7 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes 


Concomitant pain treatment allowed? Yes (medications allowed included anti-depressants, mild opiates (ie. Codeine, aspirin for MI and TIA prophylaxis) 
and NSAIDs; paracetamol or paracetamol/codeine allowed as rescue medication; washout period required for benzodiazepines, skeletal muscle 
relaxants, steroids, capsaicin, mexiletine, dextromorphan, NSAIDs (for PHN) and anti-convulsants, opioids) 


Outcomes 
measures and 
effect sizes 


   
GABAPENTIN 
1800MG/D  


GABAPENTIN 
2400MG/D   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  115  6.5  108  6.5   


NRS/NRS Pain – 28d
a
 


Mean 
change  93  -2 (SD 0.964)  85  -2.05 (SD 1.38)  MD=0.050 (CI: -0.303, 0.403) 


NRS/NRS Pain – 49d 
Mean 
change  93  -2.3 (SD 1.93)


b
  85  -2.5 (SD 1.38)


c
  


MD=-4.800 (CI: -5.290, -
4.310) 


NRS/NRS Pain – 49d Continuous  93  4.3
d
  85  4.2


e
  MD=0.100 


at least 50% pain reduction (NRS) – 49d
f
 Dichotomous  115 30 (26.1%)  108 29 (26.9%)  OR=0.961 (CI: 0.530, 1.744) 


McGill Pain Questionnaire – 0d Continuous  115  17.8 (SD 8.5)  108  19.6 (SD 8.9)   


McGill Pain Questionnaire – 49d Continuous  106  11.9 (SD 8.8)  97  12.5 (SD 8.3)  
MD=-0.600 (CI: -2.953, 
1.753) 


McGill VAS – 0d Continuous  115  67 (SD 18)  108  70 (SD 18)   
McGill VAS – 49d Continuous  106  47 (SD 28)  97  46 (SD 25)  MD=1.000 (CI: -6.291, 8.291) 
PPI (from MPQ) – 0d Continuous  115  2.5 (SD 1.2)  108  2.7 (SD 1.2)   
PPI (from MPQ) – 49d Continuous  106  1.9 (SD 1.1)  97  1.9 (SD 1.2)  MD=0.000 (CI: -0.318, 0.318) 


patient-reported global improvement: 
PGIC - worse (all grades), no change or minimally better – 
49d Dichotomous  115 71 (61.7%)  108 66 (61.1%)  OR=1.027 (CI: 0.599, 1.761) 
PGIC - at least moderately better – 49d Dichotomous  115 44 (38.3%)  108 42 (38.9%)  OR=0.974 (CI: 0.568, 1.670) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 49d Dichotomous  115 15 (13.0%)  108 19 (17.6%)  OR=0.703 (CI: 0.337, 1.465) 
adverse events: 


asthenia – 49d Dichotomous  115 7 (6.1%)  108 6 (5.6%)  OR=1.102 (CI: 0.358, 3.389) 
Diarrhoea – 49d Dichotomous  115 7 (6.1%)  108 5 (4.6%)  OR=1.335 (CI: 0.411, 4.341) 
Dizziness – 49d Dichotomous  115 36 (31.3%)  108 36 (33.3%)  OR=0.911 (CI: 0.520, 1.598) 
Dry mouth – 49d Dichotomous  115 7 (6.1%)  108 5 (4.6%)  OR=1.335 (CI: 0.411, 4.341) 
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Peripheral oedema – 49d Dichotomous  115 6 (5.2%)  108 12 (11.1%)  OR=0.440 (CI: 0.159, 1.218) 
Somnolence – 49d Dichotomous  115 20 (17.4%)  108 22 (20.4%)  OR=0.823 (CI: 0.420, 1.612) 


treatment withdrawal: 
due to lack of efficacy – 49d Dichotomous  115 4 (3.5%)  108 1 (0.9%)  OR=3.856 (CI: 0.424, 35.055) 
unspecified/other reason – 49d Dichotomous  115 3 (2.6%)  108 2 (1.9%)  OR=1.420 (CI: 0.233, 8.664) 
poor compliance – 49d Dichotomous  115 2 (1.7%)  108 1 (0.9%)  OR=1.894 (CI: 0.169, 21.191) 


a
 estimated from graph; ns inferred from patient flow chart 


b
 a reduction of 34.4%; estimated from graph;  ns inferred from patient flow chart 


c
 a reduction of 34.5%; estimated from graph; ns inferred from patient flow chart 


d
 a reduction of 34.4%;  ns inferred from patient flow chart 


e
 a reduction of 34.5%; ns inferred from patient flow chart 


f
 estimated from percentages; ns inferred from patient flow chart 
 


   
GABAPENTIN 
1800MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  115  6.5  111  6.4


a
   


NRS/NRS Pain – 28d 
Mean 
change  93  -2 (SD 0.964)


b
  94  


-0.85 (SD 
0.97)


c
  MD=-1.150 (CI: -1.427, -0.873) 


NRS/NRS Pain – 49d 
Mean 
change  93  -2.3 (SD 1.93)


d
  94  -1.1 (SD 1.94)


c
  MD=-1.200 (CI: -1.754, -0.646) 


NRS/NRS Pain – 49d Continuous  93  4.3
e
  94  5.3


a
  MD=-1.000 


at least 50% pain reduction (NRS) – 49d Dichotomous  115 30
f
 (26.1%)  111 13


g
 (11.7%)  OR=2.661 (CI: 1.305, 5.426) 


McGill Pain Questionnaire – 0d Continuous  115  17.8 (SD 8.5)  111  17.7 (SD 7.7)   
McGill Pain Questionnaire – 49d Continuous  106  11.9 (SD 8.8)  105  13.7 (SD 9.5)  MD=-1.800 (CI: -4.271, 0.671) 
McGill VAS – 0d Continuous  115  67 (SD 18)  111  68 (SD 15)   


McGill VAS – 49d Continuous  106  47 (SD 28)  105  54 (SD 26)  
MD=-7.000 (CI: -14.290, 
0.290) 


PPI (from MPQ) – 0d Continuous  115  2.5 (SD 1.2)  111  2.4 (SD 1.1)   
PPI (from MPQ) – 49d Continuous  106  1.9 (SD 1.1)  106  2 (SD 1.3)  MD=-0.100 (CI: -0.424, 0.224) 


patient-reported global improvement: 
PGIC - worse (all grades), no change or minimally better – 
49d Dichotomous  115 71 (61.7%)  111 87 (78.4%)  OR=0.445 (CI: 0.247, 0.801) 
PGIC - at least moderately better – 49d Dichotomous  115 44 (38.3%)  111 24 (21.6%)  OR=2.246 (CI: 1.248, 4.044) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 49d Dichotomous  115 15 (13.0%)  111 7 (6.3%)  OR=2.229 (CI: 0.872, 5.695) 
adverse events: 


asthenia – 49d Dichotomous  115 7 (6.1%)  111 4 (3.6%)  OR=1.734 (CI: 0.493, 6.095) 
Diarrhoea – 49d Dichotomous  115 7 (6.1%)  111 1 (0.9%)  OR=7.130 (CI: 0.863, 58.927) 
Dizziness – 49d Dichotomous  115 36 (31.3%)  111 11 (9.9%)  OR=4.143 (CI: 1.983, 8.656) 
Dry mouth – 49d Dichotomous  115 7 (6.1%)  111 1 (0.9%)  OR=7.130 (CI: 0.863, 58.927) 


Peripheral oedema – 49d Dichotomous  115 6 (5.2%)  111 0 (0.0%)  
OR=13.237 (CI: 0.737, 
237.829) 


Somnolence – 49d Dichotomous  115 20 (17.4%)  111 7 (6.3%)  OR=3.128 (CI: 1.266, 7.728) 
treatment withdrawal: 


due to lack of efficacy – 49d Dichotomous  115 4 (3.5%)  111 4 (3.6%)  OR=0.964 (CI: 0.235, 3.953) 
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unspecified/other reason – 49d Dichotomous  115 3 (2.6%)  111 3 (2.7%)  OR=0.964 (CI: 0.190, 4.882) 
poor compliance – 49d Dichotomous  115 2 (1.7%)  111 3 (2.7%)  OR=0.637 (CI: 0.104, 3.888) 


a
 ns inferred from patient flow chart 


b
 estimated from graph; ns inferred from patient flow chart 


c
 a reduction of 15.7%; estimated from graph; ns inferred from patient flow chart 


d
 a reduction of 34.4%; estimated from graph;  ns inferred from patient flow chart 


e
 a reduction of 34.4%;  ns inferred from patient flow chart 


f
 estimated from percentages; ns inferred from patient flow chart 


g
 estimated from percentages;  ns inferred from patient flow chart 


 


   
GABAPENTIN 
2400MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  108  6.5  111  6.4


a
   


NRS/NRS Pain – 28d 
Mean 
change  85  


-2.05 (SD 
1.38)


b
  94  


-0.85 (SD 
0.97)


c
  MD=-1.200 (CI: -1.553, -0.847) 


NRS/NRS Pain – 49d 
Mean 
change  85  -2.5 (SD 1.38)


d
  94  -1.1 (SD 1.94)


c
  MD=3.600 (CI: 3.110, 4.090) 


NRS/NRS Pain – 49d Continuous  85  4.2
e
  94  5.3


a
  MD=-1.100 


at least 50% pain reduction (NRS) – 49d Dichotomous  108 29
f
 (26.9%)  111 13


g
 (11.7%)  OR=2.767 (CI: 1.349, 5.675) 


McGill Pain Questionnaire – 0d Continuous  108  19.6 (SD 8.9)  111  17.7 (SD 7.7)   
McGill Pain Questionnaire – 49d Continuous  97  12.5 (SD 8.3)  105  13.7 (SD 9.5)  MD=-1.200 (CI: -3.656, 1.256) 
McGill VAS – 0d Continuous  108  70 (SD 18)  111  68 (SD 15)   


McGill VAS – 49d Continuous  97  46 (SD 25)  105  54 (SD 26)  
MD=-8.000 (CI: -15.034, -
0.966) 


PPI (from MPQ) – 0d Continuous  108  2.7 (SD 1.2)  111  2.4 (SD 1.1)   
PPI (from MPQ) – 49d Continuous  97  1.9 (SD 1.2)  106  2 (SD 1.3)  MD=-0.100 (CI: -0.444, 0.244) 


patient-reported global improvement: 
PGIC - worse (all grades), no change or minimally better – 
49d Dichotomous  108 66 (61.1%)  111 87 (78.4%)  OR=1.735 (CI: 0.907, 3.319) 
PGIC - at least moderately better – 49d Dichotomous  108 42 (38.9%)  111 24 (21.6%)  OR=0.774 (CI: 0.396, 1.513) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 49d Dichotomous  108 19 (17.6%)  111 7 (6.3%)  OR=3.172 (CI: 1.275, 7.892) 
adverse events: 


asthenia – 49d Dichotomous  108 6 (5.6%)  111 4 (3.6%)  OR=1.574 (CI: 0.431, 5.739) 
Diarrhoea – 49d Dichotomous  108 5 (4.6%)  111 1 (0.9%)  OR=5.340 (CI: 0.613, 46.478) 
Dizziness – 49d Dichotomous  108 36 (33.3%)  111 11 (9.9%)  OR=4.545 (CI: 2.169, 9.528) 
Dry mouth – 49d Dichotomous  108 5 (4.6%)  111 1 (0.9%)  OR=5.340 (CI: 0.613, 46.478) 


Peripheral oedema – 49d Dichotomous  108 12 (11.1%)  111 0 (0.0%)  
OR=28.886 (CI: 1.688, 
494.310) 


Somnolence – 49d Dichotomous  108 22 (20.4%)  111 7 (6.3%)  OR=3.801 (CI: 1.550, 9.322) 
treatment withdrawal: 


due to lack of efficacy – 49d Dichotomous  108 1 (0.9%)  111 4 (3.6%)  OR=0.250 (CI: 0.027, 2.274) 
unspecified/other reason – 49d Dichotomous  108 2 (1.9%)  111 3 (2.7%)  OR=0.679 (CI: 0.111, 4.147) 
poor compliance – 49d Dichotomous  108 1 (0.9%)  111 3 (2.7%)  OR=0.336 (CI: 0.034, 3.286) 
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a
 ns inferred from patient flow chart 


b
 estimated from graph; ns inferred from patient flow chart 


c
 a reduction of 15.7%; estimated from graph; ns inferred from patient flow chart 


d
 a reduction of 34.5%; estimated from graph; ns inferred from patient flow chart 


e
 a reduction of 34.5%; ns inferred from patient flow chart 


f
 estimated from percentages; ns inferred from patient flow chart 


g
 estimated from percentages;  ns inferred from patient flow chart 


Comments 14 day washout period required for benzodiazepines, skeletal muscle relaxants, steroids, capsaicin, mexiletine, dextromorphan, NSAIDs (for PHN) and 
anti-convulsants; 30-day washout required for strong opioids 


Definitions of abbreviations are given at the end of this document. 


 


Study Richter et al. (2005) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: PDN for 1 to 5 years with at least 40mm on VAS, an average daily pain score of at least 4 for 4 or more days during baseline 


Exclusion criteria: neurologic disorders unrelated to diabetic neuropathy, any condition that would confound study assessments, recent treatment with 
any investigational drug or serious medical problems. 


Study length (days): 42 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 246 


Number of males: 149 (60.6%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.7 (VAS (average of means)) 


Mean age: 57 


Intervention(s) (1) Pregabalin 150mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 150mg/d 
Notes: 2 week titration, 4 week maintenance; titrated from 25 mg/d to 150 mg/d 


(2) Pregabalin 600mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 
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Notes: 2 week titration, 4 week maintenance; titrated from 100 mg/d to 600 mg/d 


(3) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes 


Concomitant pain treatment allowed? Yes (Paracetamol and stable dose of SSRIs permitted (SSRIs could be considered concomitant medications); 
other medications that could affect efficacy or safety were not permitted (anti-epileptic drugs, NSAIDs, opioids, tricyclic anti-depressants, 
benzodiazepines, muscle relaxants, capsaicin, mexiletine, dextromethorphan)) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN 150MG/D  PREGABALIN 600MG/D   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  79  6.5 (SD 1.3)  82  6.7 (SD 1.7)   


VAS – 42d
a
 Mean change  79  5.11 (SD 2.13)  82  4.29 (SD 2.35)  MD=0.820 (CI: 0.126, 1.514) 


VAS – 42d
a
 Continuous  79  4.9 (SD 2.2)  82  4.3 (SD 2.7)  MD=0.600 (CI: -0.160, 1.360) 


at least 50% pain reduction (VAS) – 42d Dichotomous  79 18 (22.8%)  82 33 (40.2%)  OR=0.438 (CI: 0.221, 0.870) 
McGill VAS – 42d


a
 Mean change  79  53.3 (SD 24.4)  82  43.4 (SD 24.4)  MD=9.890 (CI: 2.337, 17.443) 


PPI (from MPQ) – 42d
a
 Mean change  79  1.78 (SD 1.07)  82  1.3 (SD 1.09)  MD=0.480 (CI: 0.147, 0.813) 


SF McGill – 42d
a
 Mean change  79  15.5 (SD 8.8)  82  12.1 (SD 8.78)  MD=3.340 (CI: 0.623, 6.057) 


patient-reported global improvement: 
PGIC - worse (all grades) – 42d Dichotomous  79 8 (10.1%)  82 1 (1.2%)  OR=9.127 (CI: 1.114, 74.765) 
PGIC - no change – 42d Dichotomous  79 27 (34.2%)  82 11 (13.4%)  OR=3.351 (CI: 1.525, 7.363) 
PGIC - better (all grades) – 42d Dichotomous  79 42 (53.2%)  82 69 (84.1%)  OR=0.214 (CI: 0.102, 0.448) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  79 2 (2.5%)  82 7 (8.5%)  OR=0.278 (CI: 0.056, 1.383) 
adverse events: 


asthenia – 42d Dichotomous  79 3 (3.8%)  82 10 (12.2%)  OR=0.284 (CI: 0.075, 1.074) 
Constipation – 42d Dichotomous  79 3 (3.8%)  82 5 (6.1%)  OR=0.608 (CI: 0.140, 2.633) 
Diarrhoea – 42d Dichotomous  79 4 (5.1%)  82 2 (2.4%)  OR=2.133 (CI: 0.380, 11.990) 
Dizziness – 42d Dichotomous  79 8 (10.1%)  82 31 (37.8%)  OR=0.185 (CI: 0.079, 0.437) 
Dry mouth – 42d Dichotomous  79 0 (0.0%)  82 7 (8.5%)  OR=0.063 (CI: 0.004, 1.128) 
headache – 42d Dichotomous  79 6 (7.6%)  82 13 (15.9%)  OR=0.436 (CI: 0.157, 1.212) 
Infection – 42d Dichotomous  79 10 (12.7%)  82 5 (6.1%)  OR=2.232 (CI: 0.727, 6.851) 
Peripheral oedema – 42d Dichotomous  79 3 (3.8%)  82 14 (17.1%)  OR=0.192 (CI: 0.053, 0.696) 
Somnolence – 42d Dichotomous  79 4 (5.1%)  82 18 (22.0%)  OR=0.190 (CI: 0.061, 0.589) 
Weight gain – 42d Dichotomous  79 1 (1.3%)  82 8 (9.8%)  OR=0.119 (CI: 0.014, 0.971) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  79 0 (0.0%)  82 1 (1.2%)  OR=0.342 (CI: 0.014, 8.514) 
unspecified/other reason – 42d Dichotomous  79 2 (2.5%)  82 2 (2.4%)  OR=1.039 (CI: 0.143, 7.561) 


a
 least squares mean 


 


   PREGABALIN 150MG/D  PLACEBO   
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   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  79  6.5 (SD 1.3)  82  6.9 (SD 1.6)   


VAS – 42d
a
 Mean change  79  5.11 (SD 2.13)  82  5.55 (SD 2.08)  MD=-0.440 (CI: -1.080, 0.200) 


VAS – 42d
a
 Continuous  79  4.9 (SD 2.2)  82  5.8 (SD 2.2)  MD=-0.900 (CI: -1.580, -0.220) 


at least 50% pain reduction (VAS) – 42d Dichotomous  79 18 (22.8%)  85 12 (14.1%)  OR=1.795 (CI: 0.802, 4.018) 
McGill VAS – 42d


a
 Mean change  79  53.3 (SD 24.4)  82  58 (SD 24.3)  MD=-4.780 (CI: -12.200, 2.640) 


PPI (from MPQ) – 42d
a
 Mean change  79  1.78 (SD 1.07)  82  1.96 (SD 0.996)  MD=-0.170 (CI: -0.485, 0.145) 


SF McGill – 42d
a
 Mean change  79  15.5 (SD 8.8)  82  18 (SD 8.69)  MD=-2.490 (CI: -5.140, 0.160) 


patient-reported global improvement: 
PGIC - worse (all grades) – 42d Dichotomous  79 8 (10.1%)  85 8 (9.4%)  OR=1.085 (CI: 0.387, 3.043) 
PGIC - no change – 42d Dichotomous  79 27 (34.2%)  85 31 (36.5%)  OR=0.904 (CI: 0.476, 1.717) 
PGIC - better (all grades) – 42d Dichotomous  79 42 (53.2%)  85 39 (45.9%)  OR=1.339 (CI: 0.724, 2.475) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  79 2 (2.5%)  85 4 (4.7%)  OR=0.526 (CI: 0.094, 2.954) 
adverse events: 


asthenia – 42d Dichotomous  79 3 (3.8%)  85 3 (3.5%)  OR=1.079 (CI: 0.211, 5.509) 
Constipation – 42d Dichotomous  79 3 (3.8%)  85 4 (4.7%)  OR=0.799 (CI: 0.173, 3.689) 
Diarrhoea – 42d Dichotomous  79 4 (5.1%)  85 3 (3.5%)  OR=1.458 (CI: 0.316, 6.728) 
Dizziness – 42d Dichotomous  79 8 (10.1%)  85 2 (2.4%)  OR=4.676 (CI: 0.962, 22.737) 
Dry mouth – 42d Dichotomous  79 0 (0.0%)  85 2 (2.4%)  OR=0.210 (CI: 0.010, 4.444) 
headache – 42d Dichotomous  79 6 (7.6%)  85 9 (10.6%)  OR=0.694 (CI: 0.235, 2.047) 
Infection – 42d Dichotomous  79 10 (12.7%)  85 8 (9.4%)  OR=1.395 (CI: 0.521, 3.735) 
Peripheral oedema – 42d Dichotomous  79 3 (3.8%)  85 4 (4.7%)  OR=0.799 (CI: 0.173, 3.689) 
Somnolence – 42d Dichotomous  79 4 (5.1%)  85 3 (3.5%)  OR=1.458 (CI: 0.316, 6.728) 
Weight gain – 42d Dichotomous  79 1 (1.3%)  85 0 (0.0%)  OR=3.268 (CI: 0.131, 81.391) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  79 0 (0.0%)  85 1 (1.2%)  OR=0.354 (CI: 0.014, 8.825) 
unspecified/other reason – 42d Dichotomous  79 2 (2.5%)  85 8 (9.4%)  OR=0.250 (CI: 0.051, 1.215) 


a
 least squares mean 


 


   PREGABALIN 600MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  82  6.7 (SD 1.7)  82  6.9 (SD 1.6)   


VAS – 42d
a
 Continuous  82  4.3 (SD 2.7)  82  5.8 (SD 2.2)  MD=-1.500 (CI: -2.254, -0.746) 


VAS – 42d
a
 Mean change  82  4.29 (SD 2.35)  82  5.55 (SD 2.08)  MD=-1.264 (CI: -1.890, -0.639) 


at least 50% pain reduction (VAS) – 42d Dichotomous  82 33 (40.2%)  85 12 (14.1%)  OR=4.097 (CI: 1.929, 8.702) 
McGill VAS – 42d


a
 Mean change  82  43.4 (SD 24.4)  82  58 (SD 24.3)  MD=-14.670 (CI: -21.925, -7.415) 


PPI (from MPQ) – 42d
a
 Mean change  82  1.3 (SD 1.09)  82  1.96 (SD 0.996)  MD=-0.660 (CI: -0.970, -0.350) 


SF McGill – 42d
a
 Mean change  82  12.1 (SD 8.78)  82  18 (SD 8.69)  MD=-5.830 (CI: -8.430, -3.230) 


patient-reported global improvement: 
PGIC - worse (all grades) – 42d Dichotomous  82 1 (1.2%)  85 8 (9.4%)  OR=0.119 (CI: 0.015, 0.972) 
PGIC - no change – 42d Dichotomous  82 11 (13.4%)  85 31 (36.5%)  OR=0.270 (CI: 0.125, 0.585) 
PGIC - better (all grades) – 42d Dichotomous  82 69 (84.1%)  85 39 (45.9%)  OR=6.260 (CI: 3.016, 12.993) 
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major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  82 7 (8.5%)  85 4 (4.7%)  OR=1.890 (CI: 0.532, 6.716) 
adverse events: 


asthenia – 42d Dichotomous  82 10 (12.2%)  85 3 (3.5%)  OR=3.796 (CI: 1.006, 14.332) 
Constipation – 42d Dichotomous  82 5 (6.1%)  85 4 (4.7%)  OR=1.315 (CI: 0.340, 5.079) 
Diarrhoea – 42d Dichotomous  82 2 (2.4%)  85 3 (3.5%)  OR=0.683 (CI: 0.111, 4.199) 
Dizziness – 42d Dichotomous  82 31 (37.8%)  85 2 (2.4%)  OR=25.225 (CI: 5.789, 109.911) 
Dry mouth – 42d Dichotomous  82 7 (8.5%)  85 2 (2.4%)  OR=3.873 (CI: 0.780, 19.227) 
headache – 42d Dichotomous  82 13 (15.9%)  85 9 (10.6%)  OR=1.591 (CI: 0.640, 3.953) 
Infection – 42d Dichotomous  82 5 (6.1%)  85 8 (9.4%)  OR=0.625 (CI: 0.196, 1.996) 
Peripheral oedema – 42d Dichotomous  82 14 (17.1%)  85 4 (4.7%)  OR=4.169 (CI: 1.311, 13.260) 
Somnolence – 42d Dichotomous  82 18 (22.0%)  85 3 (3.5%)  OR=7.688 (CI: 2.169, 27.243) 
Weight gain – 42d Dichotomous  82 8 (9.8%)  85 0 (0.0%)  OR=19.510 (CI: 1.107, 343.767) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  82 1 (1.2%)  85 1 (1.2%)  OR=1.037 (CI: 0.064, 16.860) 
unspecified/other reason – 42d Dichotomous  82 2 (2.4%)  85 8 (9.4%)  OR=0.241 (CI: 0.050, 1.169) 


a
 least squares mean 


Comments baseline values not given for McGill pain questionnnaire; 14 day washout required for anti-epileptic drugs, NSAIDs; 30 day washout required for opioids, 
tricyclic anti-depressants, benzodiazepines, muscle relaxants, capsaicin, mexiletine, dextromethorphan; ITT included all randomised patients who 
received at least one dose of study medication 


Definitions of abbreviations are given at the end of this document. 


 


Study Rintala et al. (2007) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: USA 


Design: Crossover 


Inclusion criteria: 18-70 years of age, with SCI at any level and any degree of completeness, the SCI occurred at least 12 months before entering the 
study, at least 1 chronic (>6months) pain component characteristic of NP, at least 1 NP component rated as at least 5 on 0-10 scale when initially 
contacted about participating, and lived within 160km of the study centre. 


Exclusion criteria: Evidence of significant cardiac conduction disturbance, history of seizures, evidence of liver dysfunction indicative of and infectious 
process or hepaticellular injury, evidence of renal insufficency, taking any contraindicated medication such as MAO inhibitors, recurrent or recent 
substance abuse problem, evidence of previous allergic reaction to any of the study medications, evidence of a serious psychologic disorder that would 
prevent giving informed consent or hinder one's ability to to follow through with the study based on the attending physicians clinical judgement, evidence 
of psychologic or psychosomatic chronic pain based on clinical judgement, pregnancy. 


Study length (days): 56 


Intention-to-treat analysis? Unclear 


Participants Total number of patients: 22 


Number of males: 20 (90.9%) 


Underlying cause of neuropathic pain: Spinal cord injury pain 
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Mean duration of NP (in months): 7.3 


Baseline pain severity: 5.6 (VAS) 


Mean age: 42.6 (SD: 12.6) 


Intervention(s) (1) Amitriptyline flexible dose 


Intervention: amitriptyline 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Notes: First 4 weeks was titration period; given in 3 daily doses instead of at bedtime because gabapentin was taken 3x daily 


(2) Gabapentin flexible dose 


Intervention: gabapentin 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Notes: First 4 weeks was titration period 


(3) Active placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Notes: no titration period (dose kept constant throughout study period) 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Yes (Participants were not allowed to take any pain medications except for the medication for breakthrough pain 
(defined as pain above the otherwise stable and persistent pain) that was provided by the study:5 mg oxycodone + 325 mg paracetamol in  a packet of 8 
tablets (one packet for each day); patients were also allowed to take this medication during the drug-free baseline period) 


Outcomes 
measures and 
effect sizes 


   
AMITRIPTYLINE 
FLEXIBLE DOSE  


GABAPENTIN 
FLEXIBLE DOSE   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (VAS) – 56d Dichotomous  38 12 (31.6%)  38 7 (18.4%)  


OR=2.044 (CI: 0.703, 
5.947) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  38 4
a
 (10.5%)  38 5


b
 (13.2%)  


OR=0.776 (CI: 0.192, 
3.147) 


treatment withdrawal: 
unspecified/other reason – 56d Dichotomous  38 3


c
 (7.9%)  38 1


d
 (2.6%)  


OR=3.171 (CI: 0.315, 
31.946) 


protocol deviation – 56d Dichotomous  38 0 (0.0%)  38 0 (0.0%)  
OR=1.000 (CI: 0.019, 
51.692) 


lost to follow-up – 56d Dichotomous  38 0 (0.0%)  38 0 (0.0%)  
OR=1.000 (CI: 0.019, 
51.692) 


Treatment completers 
pain score: 


VAS – 0d
e
 Continuous  22  5.6 (SD 2.2)  22  5.6 (SD 2.2)   







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     163 of 283 
 
 


VAS – 56d Continuous  22  3.46 (SD 2.09)  22  4.85 (SD 2.86)  
MD=-1.390 (CI: -2.870, 
0.090) 


adverse events: 
Constipation – 56d Count  22 61   22 22   


RaR=0.366 (CI: 0.225, 
0.596) 


Dizziness – 56d Count  22 17   22 23   
RaR=1.353 (CI: 0.723, 
2.532) 


Drowsiness – 56d Count  22 57   22 46   
RaR=0.807 (CI: 0.547, 
1.190) 


Dry mouth – 56d Count  22 134   22 78   
RaR=0.582 (CI: 0.440, 
0.770) 


Fatigue – 56d Count  22 43   22 45   
RaR=1.047 (CI: 0.689, 
1.590) 


Nausea – 56d Count  22 19   22 13   
RaR=0.684 (CI: 0.338, 
1.385) 


oedema – 56d Count  22 12   22 11   
RaR=0.917 (CI: 0.404, 
2.077) 


palpitation – 56d Count  22 3   22 1   
RaR=0.333 (CI: 0.035, 
3.205) 


Rash – 56d Count  22 0   22 3   
OR=0.124 (CI: 0.006, 
2.549) 


Urine retention – 56d
f
 Count  22 11   22 2   


RaR=0.182 (CI: 0.040, 
0.820) 


Vomiting – 56d Count  22 6   22 3   
RaR=0.500 (CI: 0.125, 
1.999) 


Weight gain – 56d Count  22 1   22 1   
RaR=1.000 (CI: 0.063, 
15.988) 


non-completers 
pain score: 


VAS – 0d
e
 Continuous  16  6.6 (SD 2.3)  16  6.6 (SD 2.3)   


adverse events: 
Constipation – 56d Count  16 22   16 9   


RaR=0.409 (CI: 0.188, 
0.888) 


Dizziness – 56d Count  16 9   16 7   
RaR=0.778 (CI: 0.290, 
2.088) 


Drowsiness – 56d Count  16 24   16 7   
RaR=0.292 (CI: 0.126, 
0.677) 


Dry mouth – 56d Count  16 39   16 19   
RaR=0.487 (CI: 0.282, 
0.843) 


Fatigue – 56d Count  16 22   16 8   
RaR=0.364 (CI: 0.162, 
0.817) 


Nausea – 56d Count  16 7   16 8   
RaR=1.143 (CI: 0.414, 
3.152) 


oedema – 56d Count  16 0   16 5   
OR=0.063 (CI: 0.003, 
1.262) 


palpitation – 56d Count  16 1   16 1   
RaR=1.000 (CI: 0.063, 
15.988) 


Rash – 56d Count  16 1   16 0   
RaR=0.333 (CI: 0.014, 
8.182) 


Urine retention – 56d
f
 Count  16 0   16 1   


OR=0.313 (CI: 0.012, 
8.279) 
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Vomiting – 56d Count  16 0   16 0   
OR=1.000 (CI: 0.019, 
53.457) 


Weight gain – 56d Count  16 1   16 0   
RaR=0.333 (CI: 0.014, 
8.182) 


Treatment completers with less depressive 
symptomology (CESD-SF<10) 
pain score: 


VAS – 0d
g
 Continuous  14  5.6 (SD 2.2)  14  5.6 (SD 2.2)   


VAS – 56d
h
 Continuous  14  3 (SD 2.24)  14  3.8 (SD 2.62)  


MD=-0.800 (CI: -2.606, 
1.006) 


VAS – 56d
i
 


Percentage change from 
baseline  14  31.5  14  13.9  MD=17.600 


VAS – 56d
i
 Mean change  14  -1.58  14  -0.84  MD=0.740 


at least 30% pain reduction (VAS) – 56d
j
 Dichotomous  14 7 (50.0%)  14 6 (42.9%)  


OR=1.333 (CI: 0.301, 
5.912) 


Treatment completers with more depressive 
symptomology (CESD-SF>or=10) 
pain score: 


VAS – 0d
g
 Continuous  8  5.6 (SD 2.2)  8  5.6 (SD 2.2)   


VAS – 56d Continuous  8  4.21 (SD 1.95)  8  6.7 (SD 2.33)
h
  


MD=-2.490 (CI: -4.595, 
-0.385) 


VAS – 56d
i
 Mean change  8  -3.21  8  -0.7  MD=2.510 


VAS – 56d
i
 


Percentage change from 
baseline  8  40.6  8  11.3  MD=29.300 


at least 30% pain reduction (VAS) – 56d
j
 Dichotomous  8 5 (62.5%)  8 1 (12.5%)  


OR=11.667 (CI: 0.922, 
147.563) 


a
 causes: suicide ideation in 1, drowsiness/dizziness/falling out of wheelchair in 1, allodynia and pins and needles in extremities in 1 and a variety of reasons (including 
drowsiness, abdominal pain, rapid heartbeat and chills 


b
 causes: shortness of breath in 1, dizziness/fatigue/nausea in 1, increased spasticity and pain in 1, fatigue/drowsiness/constipation/dry mouth in 1 and severe itching in 1 


c
 2 due to medical problems (other than adverse events); 1 moved out of state 


d
 due to medical problems (other than adverse events) 


e
 pain intensity on average in the baseline week - this is across all patients in each treatment group 


f
 defined as 'difficulty emptying bladder' 


g
 baseline data for all treatment completers 


h
 estimated from graph 


i
 values taken from figure 
j
 calculated from percentages 
 


   
AMITRIPTYLINE FLEXIBLE 
DOSE  ACTIVE PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (VAS) – 56d Dichotomous  38 12 (31.6%)  38 7 (18.4%)  


OR=2.044 (CI: 0.703, 
5.947) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  38 4
a
 (10.5%)  38 2


b
 (5.3%)  


OR=2.118 (CI: 0.364, 
12.320) 
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treatment withdrawal: 
unspecified/other reason – 56d Dichotomous  38 3


c
 (7.9%)  38 1


d
 (2.6%)  


OR=3.171 (CI: 0.315, 
31.946) 


protocol deviation – 56d Dichotomous  38 0 (0.0%)  38 1 (2.6%)  
OR=0.325 (CI: 0.013, 
8.224) 


lost to follow-up – 56d Dichotomous  38 0 (0.0%)  38 2 (5.3%)  
OR=0.190 (CI: 0.009, 
4.084) 


Treatment completers 
pain score: 


VAS – 0d
e
 Continuous  22  5.6 (SD 2.2)  22  5.6 (SD 2.2)   


VAS – 56d Continuous  22  3.46 (SD 2.09)  22  
5.11 (SD 
2.54)  


MD=-1.650 (CI: -3.024, 
-0.276) 


adverse events: 
Constipation – 56d Count  22 61   22 26   


RaR=0.426 (CI: 0.269, 
0.675) 


Dizziness – 56d Count  22 17   22 15   
RaR=0.882 (CI: 0.441, 
1.767) 


Drowsiness – 56d Count  22 57   22 49   
RaR=0.860 (CI: 0.587, 
1.259) 


Dry mouth – 56d Count  22 134   22 87   
RaR=0.649 (CI: 0.496, 
0.850) 


Fatigue – 56d Count  22 43   22 30   
RaR=0.698 (CI: 0.438, 
1.112) 


Nausea – 56d Count  22 19   22 6   
RaR=0.316 (CI: 0.126, 
0.791) 


oedema – 56d Count  22 12   22 11   
RaR=0.917 (CI: 0.404, 
2.077) 


palpitation – 56d Count  22 3   22 5   
RaR=1.667 (CI: 0.398, 
6.974) 


Rash – 56d Count  22 0   22 2   
OR=0.182 (CI: 0.008, 
4.024) 


Urine retention – 56d
f
 Count  22 11   22 3   


RaR=0.273 (CI: 0.076, 
0.978) 


Vomiting – 56d Count  22 6   22 1   
RaR=0.167 (CI: 0.020, 
1.384) 


Weight gain – 56d Count  22 1   22 0   
RaR=0.333 (CI: 0.014, 
8.182) 


non-completers 
pain score: 


VAS – 0d
e
 Continuous  16  6.6 (SD 2.3)  16  6.6 (SD 2.3)   


adverse events: 
Constipation – 56d Count  16 22   16 9   


RaR=0.409 (CI: 0.188, 
0.888) 


Dizziness – 56d Count  16 9   16 7   
RaR=0.778 (CI: 0.290, 
2.088) 


Drowsiness – 56d Count  16 24   16 8   
RaR=0.333 (CI: 0.150, 
0.742) 


Dry mouth – 56d Count  16 39   16 7   
RaR=0.179 (CI: 0.080, 
0.401) 


Fatigue – 56d Count  16 22   16 12   
RaR=0.545 (CI: 0.270, 
1.102) 


Nausea – 56d Count  16 7   16 5   
RaR=0.714 (CI: 0.227, 
2.251) 
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oedema – 56d Count  16 0   16 0   
OR=1.000 (CI: 0.019, 
53.457) 


palpitation – 56d Count  16 1   16 1   
RaR=1.000 (CI: 0.063, 
15.988) 


Rash – 56d Count  16 1   16 0   
RaR=0.333 (CI: 0.014, 
8.182) 


Urine retention – 56d
f
 Count  16 0   16 1   


OR=0.313 (CI: 0.012, 
8.279) 


Vomiting – 56d Count  16 0   16 1   
OR=0.313 (CI: 0.012, 
8.279) 


Weight gain – 56d Count  16 1   16 0   
RaR=0.333 (CI: 0.014, 
8.182) 


Treatment completers with less depressive 
symptomology (CESD-SF<10) 
pain score: 


VAS – 0d
g
 Continuous  14  5.6 (SD 2.2)  14  5.6 (SD 2.2)   


VAS – 56d
h
 Continuous  14  3 (SD 2.24)  14  


4.2 (SD 
2.62)  


MD=-1.200 (CI: -3.006, 
0.606) 


VAS – 56d
i
 


Percentage change from 
baseline  14  31.5  14  16.5  MD=15.000 


VAS – 56d
i
 Mean change  14  -1.58  14  -0.4  MD=-1.180 


at least 30% pain reduction (VAS) – 56d
j
 Dichotomous  14 7 (50.0%)  14 5 (35.7%)  


OR=1.800 (CI: 0.396, 
8.182) 


Treatment completers with more depressive 
symptomology (CESD-SF>or=10) 
pain score: 


VAS – 0d
g
 Continuous  8  5.6 (SD 2.2)  8  5.6 (SD 2.2)   


VAS – 56d Continuous  8  4.21 (SD 1.95)  8  
6.68 (SD 
1.88)  


MD=-2.470 (CI: -4.347, 
-0.593) 


VAS – 56d
i
 Mean change  8  -3.21  8  -0.74  MD=-2.470 


VAS – 56d
i
 


Percentage change from 
baseline  8  40.6  8  8.7  MD=31.900 


at least 30% pain reduction (VAS) – 56d
j
 Dichotomous  8 5 (62.5%)  8 2 (25.0%)  


OR=5.000 (CI: 0.584, 
42.797) 


a
 causes: suicide ideation in 1, drowsiness/dizziness/falling out of wheelchair in 1, allodynia and pins and needles in extremities in 1 and a variety of reasons (including 
drowsiness, abdominal pain, rapid heartbeat and chills 


b
 causes: palpitations in 1 and fatigue/dizziness/drowsiness in 1 


c
 2 due to medical problems (other than adverse events); 1 moved out of state 


d
 due to medical problems (other than adverse events) 


e
 pain intensity on average in the baseline week - this is across all patients in each treatment group 


f
 defined as 'difficulty emptying bladder' 


g
 baseline data for all treatment completers 


h
 estimated from graph 


i
 values taken from figure 
j
 calculated from percentages 
 


   
GABAPENTIN FLEXIBLE 
DOSE  ACTIVE PLACEBO   
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   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (VAS) – 56d Dichotomous  38 7 (18.4%)  38 7 (18.4%)  


OR=1.000 (CI: 0.314, 
3.190) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  38 5
a
 (13.2%)  38 2


b
 (5.3%)  


OR=2.727 (CI: 0.495, 
15.026) 


treatment withdrawal: 
unspecified/other reason – 56d


c
 Dichotomous  38 1 (2.6%)  38 1 (2.6%)  


OR=1.000 (CI: 0.060, 
16.594) 


protocol deviation – 56d Dichotomous  38 0 (0.0%)  38 1 (2.6%)  
OR=0.325 (CI: 0.013, 
8.224) 


lost to follow-up – 56d Dichotomous  38 0 (0.0%)  38 2 (5.3%)  
OR=0.190 (CI: 0.009, 
4.084) 


Treatment completers 
pain score: 


VAS – 0d
d
 Continuous  22  5.6 (SD 2.2)  22  5.6 (SD 2.2)   


VAS – 56d Continuous  22  4.85 (SD 2.86)  22  
5.11 (SD 
2.54)  


MD=-0.260 (CI: -1.858, 
1.338) 


adverse events: 
Constipation – 56d Count  22 22   22 26   


RaR=1.178 (CI: 0.668, 
2.078) 


Dizziness – 56d Count  22 23   22 15   
RaR=0.652 (CI: 0.340, 
1.250) 


Drowsiness – 56d Count  22 46   22 49   
RaR=1.065 (CI: 0.712, 
1.593) 


Dry mouth – 56d Count  22 78   22 87   
RaR=1.115 (CI: 0.822, 
1.514) 


Fatigue – 56d Count  22 45   22 30   
RaR=0.667 (CI: 0.420, 
1.058) 


Nausea – 56d Count  22 13   22 6   
RaR=0.462 (CI: 0.175, 
1.214) 


oedema – 56d Count  22 11   22 11   
RaR=1.000 (CI: 0.434, 
2.307) 


palpitation – 56d Count  22 1   22 5   
RaR=5.000 (CI: 0.584, 
42.797) 


Rash – 56d Count  22 3   22 2   
RaR=0.667 (CI: 0.111, 
3.990) 


Urine retention – 56d
e
 Count  22 2   22 3   


RaR=1.500 (CI: 0.251, 
8.977) 


Vomiting – 56d Count  22 3   22 1   
RaR=0.333 (CI: 0.035, 
3.205) 


Weight gain – 56d Count  22 1   22 0   
RaR=0.333 (CI: 0.014, 
8.182) 


non-completers 
pain score: 


VAS – 0d
d
 Continuous  16  6.6 (SD 2.3)  16  6.6 (SD 2.3)   


adverse events: 
Constipation – 56d Count  16 9   16 9   


RaR=1.000 (CI: 0.397, 
2.519) 


Dizziness – 56d Count  16 7   16 7   
RaR=1.000 (CI: 0.351, 
2.851) 
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Drowsiness – 56d Count  16 7   16 8   
RaR=1.143 (CI: 0.414, 
3.152) 


Dry mouth – 56d Count  16 19   16 7   
RaR=0.368 (CI: 0.155, 
0.876) 


Fatigue – 56d Count  16 8   16 12   
RaR=1.500 (CI: 0.613, 
3.670) 


Nausea – 56d Count  16 8   16 5   
RaR=0.625 (CI: 0.204, 
1.910) 


oedema – 56d Count  16 5   16 0   
RaR=0.091 (CI: 0.005, 
1.644) 


palpitation – 56d Count  16 1   16 1   
RaR=1.000 (CI: 0.063, 
15.988) 


Rash – 56d Count  16 0   16 0   
OR=1.000 (CI: 0.019, 
53.457) 


Urine retention – 56d
e
 Count  16 1   16 1   


RaR=1.000 (CI: 0.063, 
15.988) 


Vomiting – 56d Count  16 0   16 1   
OR=0.313 (CI: 0.012, 
8.279) 


Weight gain – 56d Count  16 0   16 0   
OR=1.000 (CI: 0.019, 
53.457) 


Treatment completers with less depressive 
symptomology (CESD-SF<10) 
pain score: 


VAS – 0d
f
 Continuous  14  5.6 (SD 2.2)  14  5.6 (SD 2.2)   


VAS – 56d
g
 Continuous  14  3.8 (SD 2.62)  14  


4.2 (SD 
2.62)  


MD=-0.400 (CI: -2.341, 
1.541) 


VAS – 56d
h
 


Percentage change from 
baseline  14  13.9  14  16.5  MD=-2.600 


VAS – 56d
h
 Mean change  14  -0.84  14  -0.4  MD=-0.440 


at least 30% pain reduction (VAS) – 56d
i
 Dichotomous  14 6 (42.9%)  14 5 (35.7%)  


OR=1.350 (CI: 0.295, 
6.183) 


Treatment completers with more depressive 
symptomology (CESD-SF>or=10) 
pain score: 


VAS – 0d
f
 Continuous  8  5.6 (SD 2.2)  8  5.6 (SD 2.2)   


VAS – 56d Continuous  8  6.7 (SD 2.33)
g
  8  


6.68 (SD 
1.88)  


MD=0.020 (CI: -2.055, 
2.095) 


VAS – 56d
h
 Mean change  8  -0.7  8  -0.74  MD=0.040 


VAS – 56d
h
 


Percentage change from 
baseline  8  11.3  8  8.7  MD=2.600 


at least 30% pain reduction (VAS) – 56d
i
 Dichotomous  8 1 (12.5%)  8 2 (25.0%)  


OR=0.429 (CI: 0.031, 
5.985) 


a
 causes: shortness of breath in 1, dizziness/fatigue/nausea in 1, increased spasticity and pain in 1, fatigue/drowsiness/constipation/dry mouth in 1 and severe itching in 1 


b
 causes: palpitations in 1 and fatigue/dizziness/drowsiness in 1 


c
 due to medical problems (other than adverse events) 


d
 pain intensity on average in the baseline week - this is across all patients in each treatment group 


e
 defined as 'difficulty emptying bladder' 


f
 baseline data for all treatment completers 


g
 estimated from graph 
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h
 values taken from figure 


i
 calculated from percentages 


Comments participants were those that had given permission to participate in previous studies; patients were randomised into 6 crossover sequences; apart from 
patients who withdrew from the study before a given time point, most patients were able to tolerate maximum tolerable dosages of whichever medication 
they were receiving; at least 50% of participants who completed the study received no breakthrough medication in week 8 - the majority of other patients 
had an average of 2 tablets per day (there was no significant difference in ranks of the drugs for the low or high depressive symptom groups or when the 
groups were combined) 


Definitions of abbreviations are given at the end of this document. 


 


Study Robinson et al. (2004) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: amputation >6 months with pain at least 3 months, average pain at least 2 on 11 point scale 


Exclusion criteria: age 50 years or older with conduction abnormalities on ECG, pregnancy, history of cardiovascular disease or seizures, on any 
antidepressant medication, use of more than 2 alcoholic drinks per day 


Study length (days): 42 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 39 


Number of males: 33 (84.6%) 


Underlying cause of neuropathic pain: Phantomb limb pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 3.4 (NRS (average of arm means for both phantomb and residual limb)) 


Mean age: 44.85 


Intervention(s) (1) Amitriptyline 125 mg/d 


Intervention: amitriptyline 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 125mg/d 
Notes: 10 mg/d in week 1, 25 mg/d in week 2, 50 mg/d in week 3, 75 mg/d in week 4, 100 mg/d in week 5, 125 mg/d in week 6 


(2) Placebo (0.5mg benztropine) 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 0.5mg/d 
Notes: benztropine 
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Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (prohibited medications were: drugs and supplements commonly used for DPN (benzodiazepines, skeletal 
muscle relaxants, capsaicin, narcotics, fatty acid supplements, evening primrose oil, myoinositol, chromium picolinate), anti-convulsants, tricyclic 
antidepressants and centrally acting analgesics (ie tramadol and dextromethorphan); paracetamol up to 4g/d, aspirin up to 325 mg/d and SSRI (if stable 
for 30 days) were permitted (SSRIs have also been used to treat neuropathic pain)) 


Outcomes 
measures and 
effect sizes 


   AMITRIPTYLINE 125 MG/D  PLACEBO (0.5MG BENZTROPINE)   


   N k mean  N k mean  Δ 


pain score: 
SF McGill – 0d Continuous  18  13 (SD 10.5)  19  12 (SD 11.1)   
SF McGill – 42d Continuous  18  11.6 (SD 10)  19  12.5 (SD 8.6)  MD=-0.900 (CI: -6.925, 5.125) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BPI (modified) – 0d Continuous  18  28.4 (SD 23.9)  19  28.8 (SD 22.3)   
BPI (modified) – 42d Continuous  18  30.3 (SD 30.6)  19  24.4 (SD 21.4)  MD=5.900 (CI: -11.200, 23.000) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  20 2 (10.0%)  19 0 (0.0%)  OR=5.270 (CI: 0.237, 117.256) 
adverse events: 


Blurred vision Dichotomous  20 1 (5.0%)  19 5 (26.3%)  OR=0.147 (CI: 0.015, 1.406) 
Constipation Dichotomous  20 4 (20.0%)  19 3 (15.8%)  OR=1.333 (CI: 0.256, 6.940) 
Diarrhoea Dichotomous  20 1 (5.0%)  19 1 (5.3%)  OR=0.947 (CI: 0.055, 16.309) 
Dizziness Dichotomous  20 2 (10.0%)  19 3 (15.8%)  OR=0.593 (CI: 0.088, 4.009) 
drowsiness/tiredness/fatigue Dichotomous  20 9 (45.0%)  19 9 (47.4%)  OR=0.909 (CI: 0.258, 3.204) 
Dry mouth Dichotomous  20 13 (65.0%)  19 13 (68.4%)  OR=0.857 (CI: 0.226, 3.254) 
headache Dichotomous  20 0 (0.0%)  19 1 (5.3%)  OR=0.301 (CI: 0.012, 7.850) 
nausea/vomiting Dichotomous  20 2 (10.0%)  19 0 (0.0%)  OR=5.270 (CI: 0.237, 117.256) 
palpitation Dichotomous  20 0 (0.0%)  19 2 (10.5%)  OR=0.171 (CI: 0.008, 3.800) 
sleep disturbance Dichotomous  20 2 (10.0%)  19 2 (10.5%)  OR=0.944 (CI: 0.119, 7.477) 
Urine retention Dichotomous  20 1 (5.0%)  19 1 (5.3%)  OR=0.947 (CI: 0.055, 16.309) 


Residual (or stump) limb pain 
pain score: 


NRS/NRS Pain – 0d Continuous  6  3.9 (SD 2.6)  7  3 (SD 2.5)   
NRS/NRS Pain – 42d Continuous  6  3.1 (SD 2.2)  7  2.3 (SD 2)  MD=0.800 (CI: -1.501, 3.101) 


Phantom limb pain 
pain score: 


NRS/NRS Pain – 0d Continuous  17  3.6 (SD 2.4)  14  3.1 (SD 2.6)   
NRS/NRS Pain – 42d Continuous  17  3.1 (SD 2.7)  14  3.1 (SD 2.9)  MD=0.000 (CI: -1.989, 1.989) 


 


Comments authors added 3 items to the BPI to provide a more broad-based assesment: pain interference with self-care, recreational activities, social activities; 
there was a 1 week baseline phase but it was not clear if this was drug-free 


Definitions of abbreviations are given at the end of this document. 
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Study Rog et al. (2005) 


Pain category Central pain 


Study design Country: UK 


Design: Parallel 


Inclusion criteria: with diagnosed MS at least 6 months prior,  with central neuropathic pain syndromes of at least 3 months due to MS (where 
nocioceptive pain was unlikely) 


Exclusion criteria: spasticity or painless spasms alone or other noncentral pain mechanisms were mroe likely, chronic visceral pain, headache, spasticity-
associated aching pain, secondary entrapment syndromes, or acute MS-related pains (ie. Optic neuritis or positive Lhermitte sign alone), cannabis use at 
least 7 days before, history of major psychiatric disorder other than depression associated with underlying condition, severe concomitant illness, 
seizures, hisotry or suspicion of substance abuse, concomitant nonneuropathic pain or illness that could cause peripheral neuropathic pain, pregnancy, 
lactacting, levodopa therapy within 7 days of study entry, known or suspected hypersensitivity to cannabinoids, schoeduled procedures requiring general 
anaesthetic during study 


Study length (days): 35 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 66 


Number of males: 14 (21.2%) 


Underlying cause of neuropathic pain: MS neuropathic pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.475 (NRS (average of arm means)) 


Mean age: 49.2 (SD: 8.3) 


Intervention(s) (1) Sativex 


Intervention: cannabis sativa extract 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 25.9mg/d 
Notes: each spray had 2.7 mg THC (delta-9-tetrahydrocannabinol) and 2.5 mg CBD (cannabidiol); up to 48 sprays in a 24 hour period but also, no more 
than 8 sprays in a 3-hour period or no up-titrating a daily dose by more than 50%; in week 4, the mean number of sprays each day was 9.6 (from 2 to 25, 
SD = 6.1) - this is an equivalent of 25.9 mg THC:24mg CBD 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Flexible dose 
Notes: in week 4, the mean number of sprays each day was 19.1 (from 1 to 47, SD = 12.9) 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (amitriptyline or other tricyclic antidepressants at max dosage 75 mg/d (stable medication for 15 days prior and 
throughout treatment period)) 
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Outcomes 
measures and 
effect sizes 


   SATIVEX  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  33  6.58 (SD 1.69)  32  6.37 (SD 1.73)   
NRS/NRS Pain – 28d Mean change  33    32    MD=-1.250 (CI: -2.110, -0.390) 
NRS/NRS Pain – 28d Continuous  33  3.85 (SD 2.12)  32  4.96 (SD 2.21)  MD=-1.110 (CI: -2.164, -0.056) 
NPS – 0d Continuous  33  46.9 (SD 15.1)  32  45.8 (SD 16.1)   
NPS – 28d Mean change  33    32    MD=-6.580 (CI: -12.970, -0.190) 
NPS – 28d Continuous  33  31.9 (SD 15.7)  32  37.7 (SD 18.3)  MD=-5.830 (CI: -14.115, 2.455) 


patient-reported global improvement: 
PGIC - much worse – 28d Dichotomous  34 0 (0.0%)  32 0 (0.0%)  OR=0.942 (CI: 0.018, 48.881) 
PGIC - moderately worse – 28d Dichotomous  34 0 (0.0%)  32 0 (0.0%)  OR=0.942 (CI: 0.018, 48.881) 
PGIC - minimally worse – 28d Dichotomous  34 2 (5.9%)  32 3 (9.4%)  OR=0.604 (CI: 0.094, 3.875) 
PGIC - no change – 28d Dichotomous  34 8 (23.5%)  32 19 (59.4%)  OR=0.211 (CI: 0.073, 0.608) 
PGIC - minimally better – 28d Dichotomous  34 15 (44.1%)  32 6 (18.8%)  OR=3.421 (CI: 1.120, 10.447) 
PGIC - moderately better – 28d Dichotomous  34 8 (23.5%)  32 4 (12.5%)  OR=2.154 (CI: 0.579, 8.011) 
PGIC - at least moderately better – 28d Dichotomous  34 9 (26.5%)  32 4 (12.5%)  OR=2.520 (CI: 0.690, 9.204) 
PGIC - much better – 28d Dichotomous  34 1 (2.9%)  32 0 (0.0%)  OR=2.910 (CI: 0.114, 74.076) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
a
 Continuous  33  5.26 (SD 2.68)  32  4.47 (SD 2.74)   


Normalised (10-pt) sleep interference measure – 28d
a
 Continuous  33  2.69 (SD 2.05)  32  3.64 (SD 2.63)   


NRS Sleep – 0d Continuous  33  5.26 (SD 2.68)  32  4.47 (SD 2.74)   
NRS Sleep – 28d Mean change  33    32    MD=-1.390 (CI: -2.275, -0.505) 
NRS Sleep – 28d Continuous  33  2.69 (SD 2.05)  32  3.64 (SD 2.63)  MD=-0.950 (CI: -2.098, 0.198) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  34 1 (2.9%)  32 0 (0.0%)  OR=2.910 (CI: 0.114, 74.076) 
adverse events: 


any adverse event – 28d Dichotomous  34 30 (88.2%)  32 22 (68.8%)  OR=3.409 (CI: 0.945, 12.303) 
Burning pain


b
 Dichotomous  34 0 (0.0%)  32 1 (3.1%)  OR=0.304 (CI: 0.012, 7.747) 


chest discomfort Dichotomous  34 0 (0.0%)  32 1 (3.1%)  OR=0.304 (CI: 0.012, 7.747) 
Diarrhoea Dichotomous  34 2 (5.9%)  32 0 (0.0%)  OR=5.000 (CI: 0.231, 108.254) 
Dissociation – 28d Dichotomous  34 3 (8.8%)  32 0 (0.0%)  OR=7.222 (CI: 0.358, 145.561) 
Dizziness – 28d Dichotomous  34 18 (52.9%)  32 5 (15.6%)  OR=6.075 (CI: 1.889, 19.533) 
Dry mouth Dichotomous  34 4 (11.8%)  32 0 (0.0%)  OR=9.590 (CI: 0.495, 185.669) 
dyspepsia Dichotomous  34 0 (0.0%)  32 1 (3.1%)  OR=0.304 (CI: 0.012, 7.747) 
euphoria – 28d Dichotomous  34 2 (5.9%)  32 0 (0.0%)  OR=5.000 (CI: 0.231, 108.254) 
falls – 28d Dichotomous  34 3 (8.8%)  32 2 (6.3%)  OR=1.452 (CI: 0.226, 9.309) 
Fatigue – 28d Dichotomous  34 2 (5.9%)  32 2 (6.3%)  OR=0.938 (CI: 0.124, 7.083) 
feeling abnormal – 28d Dichotomous  34 1 (2.9%)  32 0 (0.0%)  OR=2.910 (CI: 0.114, 74.076) 
feeling drunk/drugged – 28d Dichotomous  34 1 (2.9%)  32 1 (3.1%)  OR=0.939 (CI: 0.056, 15.679) 
glossodynia Dichotomous  34 1 (2.9%)  32 3 (9.4%)  OR=0.293 (CI: 0.029, 2.973) 
headache Dichotomous  34 1 (2.9%)  32 3 (9.4%)  OR=0.293 (CI: 0.029, 2.973) 
impaired attention – 28d Dichotomous  34 2 (5.9%)  32 0 (0.0%)  OR=5.000 (CI: 0.231, 108.254) 
mouth ulceration Dichotomous  34 1 (2.9%)  32 0 (0.0%)  OR=2.910 (CI: 0.114, 74.076) 
Nausea Dichotomous  34 3 (8.8%)  32 2 (6.3%)  OR=1.452 (CI: 0.226, 9.309) 
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pharyngitis Dichotomous  34 2 (5.9%)  32 1 (3.1%)  OR=1.938 (CI: 0.167, 22.469) 
Somnolence Dichotomous  34 3 (8.8%)  32 0 (0.0%)  OR=7.222 (CI: 0.358, 145.561) 
Vomiting Dichotomous  34 1 (2.9%)  32 0 (0.0%)  OR=2.910 (CI: 0.114, 74.076) 
weakness – 28d Dichotomous  34 3 (8.8%)  32 0 (0.0%)  OR=7.222 (CI: 0.358, 145.561) 


treatment withdrawal: 
withdrawal of consent – 28d Dichotomous  34 1 (2.9%)  32 0 (0.0%)  OR=2.910 (CI: 0.114, 74.076) 
protocol deviation – 28d Dichotomous  34 2 (5.9%)  32 0 (0.0%)  OR=5.000 (CI: 0.231, 108.254) 


dysesthetic pain 
pain score: 


NRS/NRS Pain – 28d Mean change  30  -2.4 (SD 1.5)  28  -1.3 (SD 1.7)  MD=-1.100 (CI: -1.927, -0.273) 


painful spasms 
pain score: 


NRS/NRS Pain – 28d Mean change  3  -5.7 (SD 3.5)  4  -2.1 (SD 1.6)  MD=-3.600 (CI: -7.860, 0.660) 


a
 based on NRS Sleep 


b
 application site burning 


Comments of 66 patients, 59 were dysesthetic and 7 had painful spasms (and the later had higher baseline NRS-11 pain intensities); dose titration was performed 
by patients as required (there was no specific target dosage); ITT population included all those who had at least one dose of study medication and some 
efficacy data; no significant differences in most neuropsychological outcomes or between HADS anxiety and depression scales (actual results not given); 
there was an initial 7 day screening period where patients were not allowed to have any cannabinoid use 


Definitions of abbreviations are given at the end of this document. 


 


Study Rosenstock et al. (2004) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Aged 18 and over with type 1 or 2 diabetes with symetrical painful symptoms in distal extremities for 1-5 years prior to the study, and 
whose symptoms were attributable to sensorimotor PDN. Score of at least 40mm on 100mm VAS, and minimum average daily pain score of 4 on an 11 
point NRS 


Exclusion criteria: Other serious or unstable medical conditions including psychiatric disorders and conditions that could confound evaluation of PDN. 
Participants with amputations other than toes, non-diabetic neurological disorders, skin conditions affecting sensation in painful limbs, serum creatinine 
clearance <60ml/min, failure to repsond to previous treatment with gabapentin at doese of >1200mg/day for pain associated with PDN, or previous 
participation in othe rpregabalin clinical trials.  


Study length (days): 63 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 146 


Number of males: 82 (56.2%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     174 of 283 
 
 


Baseline pain severity: not reported (not reported) 


Mean age: 59.7 


Intervention(s) (1) Pregabalin 300mg/day 


Intervention: pregabalin 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 300mg/d 
Notes: no titration period 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Paracetamol (up to 4g/d), aspirin (up to 325 mg/d), and SSRIs (SSRIs could be considered concomitant 
medications) provided no doeses changed in 30 days prior to randomisation or during study) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN 300MG/DAY  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 56d


a
 Continuous  75  3.99 (SD 2.25)  69  5.46 (SD 2.33)  MD=-1.470 (CI: -2.190, -0.750) 


at least 50% pain reduction (NRS) – 56d Dichotomous  76 26
b
 (34.2%)  70 9


c
 (12.9%)  OR=3.926 (CI: 1.656, 9.310) 


at least 50% pain reduction (NRS) – 56d Dichotomous  65 26
b
 (34.2%)  62 9


c
 (12.9%)  OR=3.926 (CI: 1.656, 9.310) 


McGill VAS – 56d
a
 Continuous  75  40.8 (SD 26.3)  69  57 (SD 26.7)  MD=-16.190 (CI: -24.855, -7.525) 


PPI (from MPQ) – 56d
a
 Continuous  75  1.42 (SD 1.13)  69  1.79 (SD 1.08)  MD=-0.370 (CI: -0.730, -0.010) 


SF McGill – 56d
a
 Continuous  75  10.5 (SD 26.3)  69  14.9 (SD 9.39)  MD=-4.410 (CI: -7.325, -1.495) 


patient-reported global improvement: 
PGIC - worse (all grades) – 56d Dichotomous  76 6 (7.9%)  70 13 (18.6%)  OR=0.376 (CI: 0.134, 1.051) 
PGIC - no change – 56d Dichotomous  76 18 (23.7%)  70 29 (41.4%)  OR=0.439 (CI: 0.215, 0.894) 
PGIC - better (all grades) – 56d Dichotomous  76 49 (64.5%)  70 27 (38.6%)  OR=2.890 (CI: 1.475, 5.663) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


POMS – 56d Continuous  71  23.5 (SD 26.3)
d
  66  33.4 (SD 27.3)  MD=-9.950 (CI: -18.530, -1.370) 


NRS Sleep – 56d
a
 Continuous  75  2.78 (SD 2.34)  69  4.32 (SD 2.41)  MD=-1.540 (CI: -2.280, -0.800) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  76 8 (10.5%)  70 2 (2.9%)  OR=4.000 (CI: 0.819, 19.527) 
adverse events: 


asthenia – 56d Dichotomous  76 3 (3.9%)  70 2 (2.9%)  OR=1.397 (CI: 0.227, 8.619) 
Constipation – 56d Dichotomous  76 4 (5.3%)  70 0 (0.0%)  OR=8.752 (CI: 0.463, 165.559) 
Diarrhoea – 56d Dichotomous  76 3 (3.9%)  70 2 (2.9%)  OR=1.397 (CI: 0.227, 8.619) 
Dizziness – 56d Dichotomous  76 27 (35.5%)  70 8 (11.4%)  OR=4.270 (CI: 1.783, 10.228) 
flu-like symptoms – 56d Dichotomous  76 3 (3.9%)  70 3 (4.3%)  OR=0.918 (CI: 0.179, 4.705) 
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headache – 56d Dichotomous  76 5 (6.6%)  70 7 (10.0%)  OR=0.634 (CI: 0.192, 2.097) 
hyperglycaemia – 56d Dichotomous  76 3 (3.9%)  70 0 (0.0%)  OR=6.714 (CI: 0.341, 132.341) 
Infection – 56d Dichotomous  76 11 (14.5%)  70 4 (5.7%)  OR=2.792 (CI: 0.846, 9.220) 
Nausea – 56d Dichotomous  76 6 (7.9%)  70 6 (8.6%)  OR=0.914 (CI: 0.281, 2.979) 
Peripheral oedema – 56d Dichotomous  76 8 (10.5%)  70 1 (1.4%)  OR=8.118 (CI: 0.988, 66.666) 
Somnolence – 56d Dichotomous  76 15 (19.7%)  70 2 (2.9%)  OR=8.361 (CI: 1.837, 38.050) 
Vomiting – 56d Dichotomous  76 3 (3.9%)  70 1 (1.4%)  OR=2.836 (CI: 0.288, 27.917) 


overall improvement in quality of life: 
SF36 Mental – 56d


a
 Continuous  72  75.8 (SD 16.1)  69  72.4 (SD 16.4)  MD=3.470 (CI: -1.725, 8.665) 


SF36 bodily pain – 56d
a
 Continuous  73  53.8 (SD 19.1)  69  47 (SD 19.7)  MD=6.870 (CI: 0.700, 13.040) 


SF36 vitality – 56d
a
 Continuous  72  46.8 (SD 16.6)  69  43.6 (SD 17)  MD=3.240 (CI: -2.130, 8.610) 


treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  76 1 (1.3%)  70 3 (4.3%)  OR=0.298 (CI: 0.030, 2.932) 
unspecified/other reason – 56d Dichotomous  76 0 (0.0%)  70 1 (1.4%)  OR=0.303 (CI: 0.012, 7.557) 
protocol deviation – 56d Dichotomous  76 2 (2.6%)  70 1 (1.4%)  OR=1.865 (CI: 0.165, 21.030) 
lost to follow-up – 56d Dichotomous  76 0 (0.0%)  70 1 (1.4%)  OR=0.303 (CI: 0.012, 7.557) 


a
 Least squares mean 


b
 estimated from percentage (40%) so numbers may not be absolutely accurate 


c
 estimated from percentage (14.5%) so numbers may not be absolutely accurate 


d
 Total mood disturbance, Least squares mean 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Rossi et al. (2009) 


Pain category Central pain 


Study design Country: Italy 


Design: Parallel 


Inclusion criteria: Patients with MS and chronic neuropathic pain, aged 18 to 60 years with normal hematologic exams 


Exclusion criteria: Patients with trigeminal neuralgia or other painful manifestations, and those suffering from hepatic or renal disturbances, or who had 
had an MS relapse 0-30 days before randomisation  


Study length (days): 84 


Intention-to-treat analysis? No 


Participants Total number of patients: 20 


Number of males: 5 (25.0%) 


Underlying cause of neuropathic pain: MS neuropathic pain 


Mean duration of NP (in months): 8.25 


Baseline pain severity: 69.65 (mm on VAS (average of arm means)) 


Mean age: 36.8 


Intervention(s) (1) Levetiracetam 500mg 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     176 of 283 
 
 


Intervention: levetiracetam 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 500mg/d 
Notes: patients started at 1 tablet twice a day during the first week, gradually increasing to 3 twice a day in the 4th week 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? No (All previous medications (ie. Gabapentin, carbamazepine, pregabalin, baclofen, amitryptline, duloxetine) at 
least 2 weeks prior and did not start again until the end of the trial) 


Outcomes 
measures and 
effect sizes 


   LEVETIRACETAM 500MG  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  12  73.7 (SD 20)  8  65.6 (SD 17)   
VAS – 28d


a
 Continuous  11  58 (SD 23)  8  65 (SD 19)  MD=-7.000 (CI: -25.923, 11.923) 


VAS – 56d
a
 Continuous  11  41 (SD 10)  8  60 (SD 22.5)  MD=-19.000 (CI: -35.674, -2.326) 


VAS – 84d
a
 Continuous  10  35 (SD 13)  8  55 (SD 21)  MD=-20.000 (CI: -36.634, -3.366) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  12 2
b
 (16.7%)  8 0 (0.0%)  OR=4.048 (CI: 0.170, 96.187) 


adverse events: 
Dizziness – 84d Dichotomous  12 1 (8.3%)  8 0 (0.0%)  OR=2.217 (CI: 0.080, 61.403) 
flu Dichotomous  12 2 (16.7%)  8 3 (37.5%)  OR=0.333 (CI: 0.041, 2.686) 
Nausea – 84d Dichotomous  12 1 (8.3%)  8 1 (12.5%)  OR=0.636 (CI: 0.034, 11.909) 
Somnolence – 84d Dichotomous  12 3 (25.0%)  8 0 (0.0%)  OR=6.263 (CI: 0.281, 139.631) 


overall improvement in quality of life: 
MSQoL-54 overall rating – 0d


c
 Continuous  12  32  8  33   


MSQoL-54 overall rating – 84d
c
 Continuous  10  67.5  8  37  MD=30.500 


treatment withdrawal: 
unspecified/other reason – 84d Dichotomous  12 2 (16.7%)  8 1 (12.5%)  OR=1.400 (CI: 0.105, 18.615) 


a
 SD estimated from graph; number of patients not reported so estimated 


b
 due to severe pain or somnolence 


c
 Estimated from graph; number of patients not reported so estimated 


Comments single blind study (patients only were blind to treatment allocation); study also reprots proportion of patients achieving at least 20 mm reduction on a 
100mm VAS scale (ie. 20% reduction) 


Definitions of abbreviations are given at the end of this document. 


 


Study Rowbotham et al. (1998) 
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Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Age 18 years and over with pain scores at least 40mm on VAS and at least 4 on average daily pain score with NRS (11 point). 


Exclusion criteria: Prior treatment with gabapentin or demonstrated hypersensitivity to the drug or its ingredients, neurolytic or neurosurgical therapy for 
PHN, immunocompromised state, significant heraptic or renal insufficiency, significant haematological disease, severe pain other than that caused by 
PHN, the use of experimental drugs or participation in a clinical study within 2 months of screening, a history of illicit drug or alcohol abuse within the last 
year, any serious or unstable medical or psychological condition. 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 229 


Number of males: 118 (51.5%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.4 (NRS (average of means)) 


Mean age: not reported 


Intervention(s) (1) Gabapentin up to 3600mg/d 


Intervention: gabapentin 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Notes: 4 week titration period, 4 week stable dose period; 83.3% received at least 2400 mg/d and 65% received 3600 mg/d 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? Yes (Previously prescribed tricyclic anti-depressants or narcotics were continued; muscle relaxants, anti-
convulsants, mexiletine, topical analgesics and anti-viral agents were discontinued 2 weeks before screening) 


Outcomes 
measures and 
effect sizes 


   
GABAPENTIN UP TO 
3600MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  109  6.3 (SD 1.7)  116  6.5 (SD 1.7)   
NRS/NRS Pain – 56d Continuous  109  4.2 (SD 2.3)  116  6 (SD 2.4)  MD=-1.800 (CI: -2.414, -1.186) 


NRS/NRS Pain – 56d 
Mean 
change  109  -2.1 (SD 2.1)  116  -0.5 (SD 1.6)  MD=-1.600 (CI: -2.090, -1.110) 
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SF McGill – 0d Continuous  104  17.2 (SD 9.6)  110  18.7 (SD 8.5)   


SF McGill – 56d 
Mean 
change  104  -5.8 (SD 8.9)  110  -1.8 (SD 8.9)  MD=-4.000 (CI: -6.386, -1.614) 


SF McGill – 56d Continuous  104  11.4 (SD 9.3)  110  
16.8 (SD 
10.8)  MD=-5.400 (CI: -8.096, -2.704) 


patient-reported global improvement: 
PGIC - worse (all grades) – 56d Dichotomous  113 3 (2.7%)  116 10 (8.6%)  OR=0.289 (CI: 0.077, 1.079) 
PGIC - no change – 56d Dichotomous  113 25 (22.1%)  116 69 (59.5%)  OR=0.194 (CI: 0.109, 0.345) 
PGIC - minimally better – 56d Dichotomous  113 19 (16.8%)  116 9 (7.8%)  OR=2.403 (CI: 1.037, 5.567) 
PGIC - at least moderately better – 56d Dichotomous  113 47 (41.6%)  116 14 (12.1%)  OR=5.188 (CI: 2.649, 10.163) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
a
 Continuous  109  4.3 (SD 2.8)  116  4.1 (SD 2.9)   


Normalised (10-pt) sleep interference measure – 
56d


a
 Continuous  109  2.4 (SD 2.5)  116  3.6 (SD 3)   


Normalised (10-pt) sleep interference measure – 
56d


a
 


Mean 
change  109  -1.9 (SD 2.5)  116  -0.5 (SD 1.6)   


POMS – 0d
b
 Continuous  84  31.9 (SD 35.7)  91  


30.6 (SD 
36.6)   


POMS – 56d
b
 


Mean 
change  84  -15 (SD 27.9)  91  -2.9 (SD 20.5)  


MD=-12.100 (CI: -19.403, -
4.797) 


POMS – 56d
b
 Continuous  84  16.9 (SD 28.3)  91  


27.7 (SD 
37.1)  


MD=-10.800 (CI: -20.533, -
1.067) 


NRS Sleep – 0d Continuous  109  4.3 (SD 2.8)  116  4.1 (SD 2.9)   


NRS Sleep – 56d 
Mean 
change  109  -1.9 (SD 2.5)  116  -0.5 (SD 1.6)  MD=-1.400 (CI: -1.952, -0.848) 


NRS Sleep – 56d Continuous  109  2.4 (SD 2.5)  116  3.6 (SD 3)  MD=-1.200 (CI: -1.920, -0.480) 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  113 21 (18.6%)  116 14 (12.1%)  OR=1.663 (CI: 0.799, 3.460) 
adverse events: 


any adverse event – 56d
c
 Dichotomous  113 62 (54.9%)  116 32 (27.6%)  OR=3.191 (CI: 1.840, 5.534) 


Dizziness Dichotomous  113 31 (27.4%)  116 6 (5.2%)  OR=6.931 (CI: 2.763, 17.387) 
Infection Dichotomous  113 9 (8.0%)  116 3 (2.6%)  OR=3.260 (CI: 0.859, 12.368) 
Peripheral oedema Dichotomous  113 11 (9.7%)  116 4 (3.4%)  OR=3.020 (CI: 0.932, 9.782) 
Somnolence Dichotomous  113 31 (27.4%)  116 6 (5.2%)  OR=6.931 (CI: 2.763, 17.387) 


overall improvement in quality of life: 
SF36 Mental – 0d Continuous  93  67.9 (SD 20)  101  


69.2 (SD 
20.2)   


SF36 Mental – 56d 
Mean 
change  93  6.7 (SD 16.5)  101  0.7 (SD 15.4)  MD=6.000 (CI: 1.498, 10.502) 


SF36 Mental – 56d Continuous  93  74.6 (SD 16.6)  101  
69.9 (SD 
20.6)  MD=4.700 (CI: -0.546, 9.946) 


SF36 Physical – 0d Continuous  92  61.7 (SD 24.5)  101  
57.6 (SD 
29.3)   


SF36 Physical – 56d 
Mean 
change  92  4.5 (SD 19.4)  101  -0.1 (SD 19.5)  MD=4.600 (CI: -0.893, 10.093) 


SF36 Physical – 56d Continuous  92  66.2 (SD 24.4)  101  57.5 (SD 30)  MD=8.700 (CI: 1.013, 16.387) 
treatment withdrawal: 


due to lack of efficacy – 56d Dichotomous  113 0 (0.0%)  116 2 (1.7%)  OR=0.202 (CI: 0.010, 4.249) 
unspecified/other reason – 56d Dichotomous  113 2 (1.8%)  116 3 (2.6%)  OR=0.679 (CI: 0.111, 4.140) 
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poor compliance – 56d Dichotomous  113 1 (0.9%)  116 2 (1.7%)  OR=0.509 (CI: 0.046, 5.692) 


a
 based on NRS Sleep 


b
 results also available for each component of POMS 


c
 Any adverse event 


Comments null 


Definitions of abbreviations are given at the end of this document. 


 


Study Rowbotham et al. (2004) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Full diabetic neuropathy (no other peripheral neuropathy) of at least moderate severity for 3 months or longer and metabolically stable 
(type 1 or type 2 diabetes) with at least 40mm on the VASpi, at least 18 years old 


Exclusion criteria: Presence of clinically significant psychiatric disorders or a history of recent drug or alcohol abuse, major depressive disorder within 6 
months of study, BDI score of 13 or more, Raskin Depression Scale score of 9 or more, seizure disorders, clinically significant cardiovascular, renal, or 
hepatic disease, clinically significant abnormalities in physcial examination results, vital signs, ECG, or lab test results at the start of the study. 
Additionally, use of investigational drugs or procedures, antipsychotics or electroconvulsive therapy within 30 days of study initiation, antidepressants 
within 14 days and use of any anxiolytic, sedative-hypnotic, anticonvulsant or any other psychotropic drug or capsaicin product within 7 days of study 
initiation, patients unable to reduce their analgesic use to a maximum of 1 dose per day by the first day of treatment 


Study length (days): 56 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 244 


Number of males: 145 (59.4%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 21.0555555555556 


Baseline pain severity: 68.7 (VASpi (average of arm means)) 


Mean age: 59 


Intervention(s) (1) Venlafaxine extended-release 75mg/d 


Intervention: venlafaxine 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 75mg/d 
Notes: 37.5 mg/d in week 1, 75 mg/d in week 2 


(2) Venlafaxine extended-release 150-225mg/d 


Intervention: venlafaxine 
Length of treatment (weeks): 6 
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Fixed/flexible dose regimen: Flexible dose 
Range: 150–225 
Notes: 37.5 mg/d in week 1, 75 mg/d in week 2, then increased to 150 mg/d during week 3. At week 4, the capsules were adjusted individually according 
to clinical response and tolerance to a maximum of 3 capsules daily 


(3) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? Yes (No antipsychotics, antidepressants, anticonvulsant or any other psychotropic drug or capsaicin product were 
permitted except for occasional use of zolpidem (< or = 10 mg) or temazepam (< or = 15 mg) for sleep; tramadol was prohibited but other opioids or other 
analgesics were allowed within the limit of a single dose of a single type of analgesic per day (also, no more than 10 doses per week of the patient's 
normal analgesic were allowed for severe pain during baseline period)) 


Outcomes 
measures and 
effect sizes 


   
VENLAFAXINE EXTENDED-RELEASE 
75MG/D  


VENLAFAXINE EXTENDED-RELEASE 
150-225MG/D   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  81  69.9  82  67.3   


VAS – 42d
a
 


Mean 
change  81  22.4  82  33.8  MD=-11.400 


VAS – 42d
b
 Continuous  81  51  82  59.9  MD=-8.900 


at least 50% pain reduction (VAS) 
– 42d


c
 Dichotomous  82 31 (37.8%)  82 46 (56.1%)  


OR=0.476 (CI: 0.255, 
0.888) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  82 6 (7.3%)  82 8 (9.8%)  
OR=0.730 (CI: 0.242, 
2.207) 


adverse events: 
dyspepsia – 42d Dichotomous  82 7 (8.5%)  82 8 (9.8%)  


OR=0.863 (CI: 0.298, 
2.502) 


myalgia Dichotomous  82 4
d
 (4.9%)  82 5 (6.1%)  


OR=0.790 (CI: 0.204, 
3.052) 


Nausea – 42d Dichotomous  82 18 (22.0%)  82 8 (9.8%)  
OR=2.602 (CI: 1.060, 
6.383) 


sleep disturbance Dichotomous  82 4
e
 (4.9%)  82 8


f
 (9.8%)  


OR=0.474 (CI: 0.137, 
1.642) 


Somnolence – 42d Dichotomous  82 11 (13.4%)  82 12 (14.6%)  
OR=0.904 (CI: 0.374, 
2.184) 


Vomiting Dichotomous  82 5 (6.1%)  82 4
d
 (4.9%)  


OR=1.266 (CI: 0.328, 
4.894) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  82 2 (2.4%)  82 3 (3.7%)  


OR=0.658 (CI: 0.107, 
4.047) 


unspecified/other reason – 42d Dichotomous  82 2 (2.4%)  82 2 (2.4%)  
OR=1.000 (CI: 0.137, 
7.274) 


withdrawal of consent – 42d Dichotomous  82 0 (0.0%)  82 1 (1.2%)  
OR=0.329 (CI: 0.013, 
8.202) 
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protocol deviation – 42d Dichotomous  82 1 (1.2%)  82 2 (2.4%)  
OR=0.494 (CI: 0.044, 
5.555) 


lost to follow-up – 42d Dichotomous  82 1 (1.2%)  82 2 (2.4%)  
OR=0.494 (CI: 0.044, 
5.555) 


use of rescue medication: 
proportion taking NSAIDs – 42d


g
 Dichotomous  82 33 (40.2%)  82 30 (36.6%)  


OR=1.167 (CI: 0.622, 
2.192) 


a
 Ns inferred from other outcomes  


b
 Ns inferred from other outcomes; week 6 mean daily ratings 


c
 calculated from percentages 


d
 approximated to nearest integer (percentages only presented in text) 


e
 'insomnia';approximated to nearest integer (percentages only presented in text) 


f
 'insomnia'; approximated to nearest integer (percentages only presented in text) 


g
 Ns inferred from other outcomes; calculated from percentages; approximated to nearest integer (percentages only presented in text) 


 


   VENLAFAXINE EXTENDED-RELEASE 75MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  81  69.9  80  68.8   


VAS – 42d
a
 Mean change  81  22.4  80  18.7  MD=3.700 


VAS – 42d
b
 Continuous  81  51  80  43.6  MD=7.400 


at least 50% pain reduction (VAS) – 42d
c
 Dichotomous  82 31 (37.8%)  81 27 (33.3%)  OR=1.216 (CI: 0.639, 2.311) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  82 6 (7.3%)  81 3 (3.7%)  OR=2.053 (CI: 0.495, 8.504) 
adverse events: 


dyspepsia – 42d Dichotomous  82 7 (8.5%)  81 1 (1.2%)  OR=7.467 (CI: 0.897, 62.134) 
myalgia Dichotomous  82 4


d
 (4.9%)  81 0 (0.0%)  OR=9.344 (CI: 0.495, 176.420) 


Nausea – 42d Dichotomous  82 18 (22.0%)  81 4 (4.9%)  OR=5.414 (CI: 1.744, 16.810) 
sleep disturbance Dichotomous  82 4


e
 (4.9%)  81 3


f
 (3.7%)  OR=1.333 (CI: 0.289, 6.154) 


Somnolence – 42d Dichotomous  82 11 (13.4%)  81 1 (1.2%)  OR=12.394 (CI: 1.561, 98.411) 
Vomiting Dichotomous  82 5 (6.1%)  81 0 (0.0%)  OR=11.568 (CI: 0.629, 212.711) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  82 2 (2.4%)  81 5 (6.2%)  OR=0.380 (CI: 0.072, 2.018) 
unspecified/other reason – 42d Dichotomous  82 2 (2.4%)  81 2 (2.5%)  OR=0.988 (CI: 0.136, 7.184) 
withdrawal of consent – 42d Dichotomous  82 0 (0.0%)  81 1 (1.2%)  OR=0.325 (CI: 0.013, 8.102) 
protocol deviation – 42d Dichotomous  82 1 (1.2%)  81 0 (0.0%)  OR=3.000 (CI: 0.120, 74.732) 
lost to follow-up – 42d Dichotomous  82 1 (1.2%)  81 1 (1.2%)  OR=0.988 (CI: 0.061, 16.063) 


use of rescue medication: 
proportion taking NSAIDs – 42d Dichotomous  82 33


g
 (40.2%)  81 26


h
 (32.1%)  OR=1.425 (CI: 0.750, 2.708) 


a
 Ns inferred from other outcomes  


b
 Ns inferred from other outcomes; week 6 mean daily ratings 


c
 calculated from percentages 


d
 approximated to nearest integer (percentages only presented in text) 


e
 'insomnia';approximated to nearest integer (percentages only presented in text) 


f
 'insomnia'; approximated to nearest integer (percentages only presented in text) 


g
 Ns inferred from other outcomes; calculated from percentages; approximated to nearest integer (percentages only presented in text) 


h
 Ns inferred from other outcomes; calculated from percentages 
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VENLAFAXINE EXTENDED-RELEASE 150-
225MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  82  67.3  80  68.8   


VAS – 42d
a
 


Mean 
change  82  33.8  80  18.7  MD=15.100 


VAS – 42d
b
 Continuous  82  59.9  80  43.6  MD=16.300 


at least 50% pain reduction (VAS) – 
42d


c
 Dichotomous  82 46 (56.1%)  81 27 (33.3%)  OR=2.556 (CI: 1.354, 4.824) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  82 8 (9.8%)  81 3 (3.7%)  OR=2.811 (CI: 0.718, 11.001) 
adverse events: 


dyspepsia – 42d Dichotomous  82 8 (9.8%)  81 1 (1.2%)  OR=8.649 (CI: 1.056, 70.821) 


myalgia Dichotomous  82 5 (6.1%)  81 0 (0.0%)  
OR=11.568 (CI: 0.629, 
212.711) 


Nausea – 42d Dichotomous  82 8 (9.8%)  81 4 (4.9%)  OR=2.081 (CI: 0.601, 7.205) 
sleep disturbance


d
 Dichotomous  82 8 (9.8%)  81 3 (3.7%)  OR=2.811 (CI: 0.718, 11.001) 


Somnolence – 42d Dichotomous  82 12 (14.6%)  81 1 (1.2%)  
OR=13.714 (CI: 1.739, 
108.148) 


Vomiting Dichotomous  82 4
e
 (4.9%)  81 0 (0.0%)  OR=9.344 (CI: 0.495, 176.420) 


treatment withdrawal: 
due to lack of efficacy – 42d Dichotomous  82 3 (3.7%)  81 5 (6.2%)  OR=0.577 (CI: 0.133, 2.499) 
unspecified/other reason – 42d Dichotomous  82 2 (2.4%)  81 2 (2.5%)  OR=0.988 (CI: 0.136, 7.184) 
withdrawal of consent – 42d Dichotomous  82 1 (1.2%)  81 1 (1.2%)  OR=0.988 (CI: 0.061, 16.063) 
protocol deviation – 42d Dichotomous  82 2 (2.4%)  81 0 (0.0%)  OR=5.062 (CI: 0.239, 107.096) 
lost to follow-up – 42d Dichotomous  82 2 (2.4%)  81 1 (1.2%)  OR=2.000 (CI: 0.178, 22.500) 


use of rescue medication: 
proportion taking NSAIDs – 42d Dichotomous  82 30


f
 (36.6%)  81 26


g
 (32.1%)  OR=1.220 (CI: 0.639, 2.332) 


a
 Ns inferred from other outcomes  


b
 Ns inferred from other outcomes; week 6 mean daily ratings 


c
 calculated from percentages 


d
 'insomnia'; approximated to nearest integer (percentages only presented in text) 


e
 approximated to nearest integer (percentages only presented in text) 


f
 Ns inferred from other outcomes; calculated from percentages; approximated to nearest integer (percentages only presented in text) 


g
 Ns inferred from other outcomes; calculated from percentages 


Comments ITT population included all patients randomised who received at least 1 dose of the assigned treatment and had baseline evaluation and at least 1 score 
during therapy or within 3 days of the last dose (LOCF was used for those that dropped out; however BOCF was performed as well but results were not 
presented - authors stated that the results supported the LOCF results). 


Definitions of abbreviations are given at the end of this document. 


 


Study Sabatowski et al. (2004) 
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Pain category Peripheral pain 


Study design Country: Europe and Australia 


Design: Parallel 


Inclusion criteria: PHN for more than 6 months aged 18 years and over with pain scores at last 40mm on VAS and at least 4 on average daily pain on 
NRS (11-point) 


Exclusion criteria: Patients with active malignancy, clinically significant respiratory, haematologic, hepatic, or cardiovascular disease. Patients who had 
failed to respond to prevuious gabapentin doses of >1200mg for PHN, who had undergone neurolytic or neurosurgical therapy for PHN were also 
excluded. Patients with a creatinine <30mL/min were also excluded.  


Study length (days): 56 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 238 


Number of males: 107 (45.0%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 42.13 


Baseline pain severity: 6.8 (NRS (average of means)) 


Mean age: 72.13 


Intervention(s) (1) Pregabalin 150mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 150mg/d 
Notes: 1-week forced titration 


(2) Pregabalin 300mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 300mg/d 
Notes: 1-week forced titration 


(3) placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (stable regimes of paracetamol (3g/d), NSAIDs, opioid or non-opioid analgesics, anti-depressants) 


Outcomes 
measures and 


   PREGABALIN 150MG/D  PLACEBO   
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effect sizes    N k mean  N k mean  Δ 


patient-reported global improvement: 
PGIC - worse (all grades) – 56d


a
 Dichotomous  81 17 (21.0%)  81 22 (27.2%)  OR=0.712 (CI: 0.345, 1.471) 


PGIC - no change – 56d
a
 Dichotomous  81 19 (23.5%)  81 31 (38.3%)  OR=0.494 (CI: 0.250, 0.977) 


PGIC - minimally better – 56d Dichotomous  81 20 (24.7%)  81 17 (21.0%)  OR=1.234 (CI: 0.592, 2.576) 
PGIC - at least moderately better – 56d Dichotomous  81 25 (30.9%)  81 11 (13.6%)  OR=2.841 (CI: 1.287, 6.269) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  81 9 (11.1%)  81 8 (9.9%)  OR=1.141 (CI: 0.417, 3.121) 
adverse events: 


asthenia Dichotomous  81 5 (6.2%)  81 4 (4.9%)  OR=1.266 (CI: 0.328, 4.897) 
Diarrhoea Dichotomous  81 4 (4.9%)  81 4 (4.9%)  OR=1.000 (CI: 0.241, 4.143) 
Dizziness – 56d Dichotomous  81 10 (12.3%)  81 12 (14.8%)  OR=0.810 (CI: 0.329, 1.996) 
Dry mouth Dichotomous  81 9 (11.1%)  81 3 (3.7%)  OR=3.250 (CI: 0.846, 12.478) 
headache Dichotomous  81 9 (11.1%)  81 3 (3.7%)  OR=3.250 (CI: 0.846, 12.478) 
Peripheral oedema – 56d Dichotomous  81 2 (2.5%)  81 0 (0.0%)  OR=5.126 (CI: 0.242, 108.454) 
Somnolence – 56d Dichotomous  81 12 (14.8%)  81 6 (7.4%)  OR=2.174 (CI: 0.774, 6.108) 


overall improvement in quality of life: 
SF36 Mental – 56d Continuous  81    81    MD=5.720 


treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  81 0 (0.0%)  81 7 (8.6%)  OR=0.061 (CI: 0.003, 1.086) 
unspecified/other reason – 56d Dichotomous  81 1 (1.2%)  81 3 (3.7%)  OR=0.325 (CI: 0.033, 3.192) 
poor compliance – 56d Dichotomous  81 0 (0.0%)  81 2 (2.5%)  OR=0.195 (CI: 0.009, 4.128) 


ITT/LOCF (last-observation carried forward) 
pain score: 


NRS/NRS Pain – 0d Continuous  81  6.9 (SD 1.7)  81  6.6 (SD 1.6)   
NRS/NRS Pain – 56d


b
 Continuous  81  5.14 (SD 1.98)  81  6.33 (SD 1.98)  MD=-1.200 (CI: -1.815, -0.585) 


at least 50% pain reduction (NRS) – 56d Dichotomous  81 21 (25.9%)  81 8 (9.9%)  OR=3.194 (CI: 1.321, 7.723) 
McGill VAS – 56d


b
 Continuous  80  52 (SD 22.9)  80  62 (SD 22.9)  MD=-10.020 (CI: -20.045, 0.005) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 56d
b
 Continuous  81  3.13 (SD 1.89)  81  4.24 (SD 1.89)  MD=-1.110 (CI: -1.710, -0.510) 


Per Protocol 
pain score: 


NRS/NRS Pain – 0d Continuous  81  6.9 (SD 1.7)  81  6.6 (SD 1.6)   
NRS/NRS Pain – 56d


c
 Continuous  67  5.1 (SD 1.96)  73  6.31 (SD 1.97)  MD=-1.210 (CI: -1.875, -0.545) 


a
 approximated to nearest integer (percentages only presented in text) 


b
 Least Squares Mean 


c
 Least squares mean 


 


   PREGABALIN 300MG/D  PLACEBO   


   N k mean  N k mean  Δ 


patient-reported global improvement: 
PGIC - worse (all grades) – 56d


a
 Dichotomous  76 11 (14.5%)  81 22 (27.2%)  OR=0.454 (CI: 0.203, 1.015) 
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PGIC - no change – 56d
a
 Dichotomous  76 19 (25.0%)  81 31 (38.3%)  OR=0.538 (CI: 0.271, 1.067) 


PGIC - minimally better – 56d Dichotomous  76 17 (22.4%)  81 17 (21.0%)  OR=1.085 (CI: 0.507, 2.319) 
PGIC - at least moderately better – 56d Dichotomous  76 29 (38.2%)  81 11 (13.6%)  OR=3.926 (CI: 1.789, 8.620) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  76 12 (15.8%)  81 8 (9.9%)  OR=1.711 (CI: 0.658, 4.448) 
adverse events: 


asthenia Dichotomous  76 2 (2.6%)  81 4 (4.9%)  OR=0.520 (CI: 0.093, 2.926) 
Diarrhoea Dichotomous  76 4 (5.3%)  81 4 (4.9%)  OR=1.069 (CI: 0.258, 4.436) 
Dizziness – 56d Dichotomous  76 21 (27.6%)  81 12 (14.8%)  OR=2.195 (CI: 0.994, 4.851) 
Dry mouth Dichotomous  76 5 (6.6%)  81 3 (3.7%)  OR=1.831 (CI: 0.422, 7.940) 
headache Dichotomous  76 8 (10.5%)  81 3 (3.7%)  OR=3.059 (CI: 0.780, 11.991) 
Peripheral oedema – 56d Dichotomous  76 10 (13.2%)  81 0 (0.0%)  OR=25.737 (CI: 1.481, 447.370) 
Somnolence – 56d Dichotomous  76 18 (23.7%)  81 6 (7.4%)  OR=3.879 (CI: 1.448, 10.393) 


overall improvement in quality of life: 
SF36 Mental – 56d Continuous  76    81    MD=6.050 


treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  76 1 (1.3%)  81 7 (8.6%)  OR=0.141 (CI: 0.017, 1.174) 
unspecified/other reason – 56d Dichotomous  76 2 (2.6%)  81 3 (3.7%)  OR=0.703 (CI: 0.114, 4.325) 
poor compliance – 56d Dichotomous  76 1 (1.3%)  81 2 (2.5%)  OR=0.527 (CI: 0.047, 5.930) 


ITT/LOCF (last-observation carried forward) 
pain score: 


NRS/NRS Pain – 0d Continuous  76  7 (SD 1.6)  81  6.6 (SD 1.6)   
NRS/NRS Pain – 56d


b
 Continuous  76  4.76 (SD 2.01)  81  6.33 (SD 1.98)  MD=-1.570 (CI: -2.195, -0.945) 


at least 50% pain reduction (NRS) – 56d Dichotomous  76 21 (27.6%)  81 8 (9.9%)  OR=3.484 (CI: 1.436, 8.453) 
McGill VAS – 56d


b
 Continuous  76  48.4 (SD 22.9)  80  62 (SD 22.9)  MD=-13.640 (CI: -20.875, -6.405) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 56d
b
 Continuous  76  2.18 (SD 1.92)  81  4.24 (SD 1.89)  MD=-1.430 (CI: -2.040, -0.820) 


Per Protocol 
pain score: 


NRS/NRS Pain – 0d Continuous  76  7 (SD 1.6)  81  6.6 (SD 1.6)   
NRS/NRS Pain – 56d


c
 Continuous  65  4.66 (SD 2.02)  73  6.31 (SD 1.97)  MD=-1.650 (CI: -2.320, -0.980) 


a
 approximated to nearest integer (percentages only presented in text) 


b
 Least Squares Mean 


c
 Least squares mean 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Satoh et al. (2011) 


Pain category Peripheral pain 


Study design Country: Japan 


Design: Parallel 
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Inclusion criteria: Over 18 years of age diagnosed with type 1 or type 2 diabetes at least one year previously and diagnosed with painful distal, 
symmetrical, sensorimotor polyneuropathy due to diabetes, had a score of >40mm on the VAS of the short form McGill Pain questionnaire and evaluated 
and recorded pain for at least 4 of the previous 7 days in the daily pain diary prior to treatment, with the mean score being >4 on the 11 point (0-10) 
numeric rating scale 


Exclusion criteria: Patients with a malignant tumour within the past 2 years, creatine clearance less than 30mL/min, and those who had pain or other skin 
conditions that may affect evaluation of pain 


Study length (days): 98 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 317 


Number of males: 240 (75.7%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 52 


Baseline pain severity: 6 (NRS (average of means)) 


Mean age: 61.6 


Intervention(s) (1) Pregabalin 300mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 14 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 300mg/d 
Notes: 1 week titration, starting from 75 mg 2x daily 


(2) Pregabalin 600mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 14 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 
Notes: 1 week titration, starting from 75 mg 2x daily 


(3) Placebo 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear 


Outcomes 
measures and 
effect sizes 


   PREGABALIN 300MG/D  PREGABALIN 600MG/D   


   N k mean  N k mean  Δ 


pain score: 
at least 50% pain reduction (NRS) – 98d Dichotomous  136 39 (29.1%)  45 16 (35.6%)  OR=0.729 (CI: 0.357, 1.489) 
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at least 50% pain reduction (NRS) – 98d Dichotomous  134 39 (29.1%)  45 16 (35.6%)  OR=0.729 (CI: 0.357, 1.489) 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 98d Dichotomous  134 10 (7.5%)  45 12 (26.7%)  OR=0.218 (CI: 0.087, 0.549) 
any major adverse event – 98d Dichotomous  136 10 (7.5%)  45 12 (26.7%)  OR=0.218 (CI: 0.087, 0.549) 


adverse events: 
Constipation – 98d Dichotomous  134 4 (3.0%)  45 2 (4.4%)  OR=0.652 (CI: 0.115, 3.682) 
Constipation – 98d Dichotomous  136 4 (3.0%)  45 2 (4.4%)  OR=0.652 (CI: 0.115, 3.682) 
Dizziness – 98d Dichotomous  136 26 (19.4%)  45 17 (37.8%)  OR=0.389 (CI: 0.186, 0.815) 
Dizziness – 98d Dichotomous  134 26 (19.4%)  45 17 (37.8%)  OR=0.389 (CI: 0.186, 0.815) 
Peripheral oedema – 98d Dichotomous  136 17 (12.7%)  45 6 (13.3%)  OR=0.929 (CI: 0.342, 2.520) 
Peripheral oedema – 98d Dichotomous  134 17 (12.7%)  45 6 (13.3%)  OR=0.929 (CI: 0.342, 2.520) 
Somnolence – 98d Dichotomous  134 28 (20.9%)  45 18 (40.0%)  OR=0.389 (CI: 0.188, 0.805) 
Somnolence – 98d Dichotomous  136 28 (20.9%)  45 18 (40.0%)  OR=0.389 (CI: 0.188, 0.805) 
Weight gain – 98d Dichotomous  134 15 (11.2%)  45 5 (11.1%)  OR=0.992 (CI: 0.339, 2.901) 
Weight gain – 98d Dichotomous  136 15 (11.2%)  45 5 (11.1%)  OR=0.992 (CI: 0.339, 2.901) 


treatment withdrawal: 
unspecified/other reason – 98d Dichotomous  136 10 (7.5%)  45 1 (2.2%)  OR=3.492 (CI: 0.434, 28.066) 
unspecified/other reason – 98d Dichotomous  134 10 (7.5%)  45 1 (2.2%)  OR=3.492 (CI: 0.434, 28.066) 


 


   PREGABALIN 300MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 98d Continuous  136    136    MD=-0.630 (CI: -1.090, -0.170) 
at least 50% pain reduction (NRS) – 98d Dichotomous  134 39 (29.1%)  135 29 (21.5%)  OR=1.483 (CI: 0.853, 2.580) 
at least 50% pain reduction (NRS) – 98d Dichotomous  136 39 (29.1%)  136 29 (21.5%)  OR=1.483 (CI: 0.853, 2.580) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 98d Dichotomous  134 10 (7.5%)  135 6 (4.4%)  OR=1.720 (CI: 0.607, 4.872) 
any major adverse event – 98d Dichotomous  136 10 (7.5%)  136 6 (4.4%)  OR=1.720 (CI: 0.607, 4.872) 


adverse events: 
Constipation – 98d Dichotomous  134 4 (3.0%)  135 1 (0.7%)  OR=4.091 (CI: 0.451, 37.083) 
Constipation – 98d Dichotomous  136 4 (3.0%)  136 1 (0.7%)  OR=4.091 (CI: 0.451, 37.083) 
Dizziness – 98d Dichotomous  136 26 (19.4%)  136 9 (6.7%)  OR=3.335 (CI: 1.499, 7.422) 
Dizziness – 98d Dichotomous  134 26 (19.4%)  135 9 (6.7%)  OR=3.335 (CI: 1.499, 7.422) 
Peripheral oedema – 98d Dichotomous  136 17 (12.7%)  136 6 (4.4%)  OR=3.095 (CI: 1.181, 8.111) 
Peripheral oedema – 98d Dichotomous  134 17 (12.7%)  135 6 (4.4%)  OR=3.095 (CI: 1.181, 8.111) 
Somnolence – 98d Dichotomous  134 28 (20.9%)  135 11 (8.1%)  OR=2.946 (CI: 1.401, 6.196) 
Somnolence – 98d Dichotomous  136 28 (20.9%)  136 11 (8.1%)  OR=2.946 (CI: 1.401, 6.196) 
Weight gain – 98d Dichotomous  134 15 (11.2%)  135 3 (2.2%)  OR=5.496 (CI: 1.553, 19.449) 
Weight gain – 98d Dichotomous  136 15 (11.2%)  136 3 (2.2%)  OR=5.496 (CI: 1.553, 19.449) 


treatment withdrawal: 
unspecified/other reason – 98d Dichotomous  136 10 (7.5%)  136 3 (2.2%)  OR=3.519 (CI: 0.947, 13.080) 
unspecified/other reason – 98d Dichotomous  134 10 (7.5%)  135 3 (2.2%)  OR=3.519 (CI: 0.947, 13.080) 


 


   PREGABALIN 600MG/D  PLACEBO   
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   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 98d Continuous  45    136    MD=-0.740 (CI: -1.390, -0.090) 
at least 50% pain reduction (NRS) – 98d Dichotomous  45 16 (35.6%)  135 29 (21.5%)  OR=2.036 (CI: 0.976, 4.247) 
at least 50% pain reduction (NRS) – 98d Dichotomous  45 16 (35.6%)  136 29 (21.5%)  OR=2.036 (CI: 0.976, 4.247) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 98d Dichotomous  45 12 (26.7%)  135 6 (4.4%)  OR=7.879 (CI: 2.752, 22.556) 
any major adverse event – 98d Dichotomous  45 12 (26.7%)  136 6 (4.4%)  OR=7.879 (CI: 2.752, 22.556) 


adverse events: 
Constipation – 98d Dichotomous  45 2 (4.4%)  135 1 (0.7%)  OR=6.279 (CI: 0.556, 70.958) 
Constipation – 98d Dichotomous  45 2 (4.4%)  136 1 (0.7%)  OR=6.279 (CI: 0.556, 70.958) 
Dizziness – 98d Dichotomous  45 17 (37.8%)  136 9 (6.7%)  OR=8.567 (CI: 3.464, 21.192) 
Dizziness – 98d Dichotomous  45 17 (37.8%)  135 9 (6.7%)  OR=8.567 (CI: 3.464, 21.192) 
Peripheral oedema – 98d Dichotomous  45 6 (13.3%)  136 6 (4.4%)  OR=3.333 (CI: 1.017, 10.922) 
Peripheral oedema – 98d Dichotomous  45 6 (13.3%)  135 6 (4.4%)  OR=3.333 (CI: 1.017, 10.922) 
Somnolence – 98d Dichotomous  45 18 (40.0%)  135 11 (8.1%)  OR=7.576 (CI: 3.213, 17.862) 
Somnolence – 98d Dichotomous  45 18 (40.0%)  136 11 (8.1%)  OR=7.576 (CI: 3.213, 17.862) 
Weight gain – 98d Dichotomous  45 5 (11.1%)  135 3 (2.2%)  OR=5.542 (CI: 1.269, 24.207) 
Weight gain – 98d Dichotomous  45 5 (11.1%)  136 3 (2.2%)  OR=5.542 (CI: 1.269, 24.207) 


treatment withdrawal: 
unspecified/other reason – 98d Dichotomous  45 1 (2.2%)  136 3 (2.2%)  OR=1.008 (CI: 0.102, 9.937) 
unspecified/other reason – 98d Dichotomous  45 1 (2.2%)  135 3 (2.2%)  OR=1.008 (CI: 0.102, 9.937) 


 


Comments 2 patients treated with 300 mg/d and 1 treated with placebo dropped out prior to receiving study medication 


Definitions of abbreviations are given at the end of this document. 


 


Study Scheffler et al. (1991) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Participants with PDN who were unresponsive or intolerant to conventional therapy, with at least moderate to severe pain, aged 18 to 
95 years old.  


Exclusion criteria: uncontrolled diabetes, another skin condition in the area affected 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 54 


Number of males: 19 (35.2%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 42 
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Baseline pain severity: 74.8 (VAS (average of means)) 


Mean age: 60.7 


Intervention(s) (1) 0.075% capsaicin applied to site 4 times per day 


Intervention: capsaicin cream 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (oral analgesics that were currently being taken (if not expected to change during study)) 


Outcomes 
measures and 
effect sizes 


   
0.075% CAPSAICIN APPLIED TO SITE 4 
TIMES PER DAY  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  28  76.8 (SD 16.1)  26  


72.8 (SD 
22.3)   


VAS – 28d 
Percentage change from 
baseline  28  -33.1 (SD 34.6)  26  


-19.5 (SD 
39.3)  


MD=-13.600 (CI: -33.403, 
6.203) 


VAS – 56d 
Percentage change from 
baseline  28  -49.1 (SD 48.1)  26  


-16.5 (SD 
49.3)  


MD=-32.600 (CI: -58.612, -
6.588) 


pain relief: 
VAS/VASpr – 56d Continuous  28  65.7 (SD 42.1)  26  


38.6 (SD 
34.8)  


MD=27.100 (CI: 6.558, 
47.642) 


major adverse events 
(defined as leading to 
withdrawal): 


any major adverse event – 
56d Dichotomous  28 3 (10.7%)  26 0 (0.0%)  


OR=7.275 (CI: 0.358, 
147.973) 


adverse events: 
Burning pain – 56d Dichotomous  28 17 (60.7%)  26 5 (19.2%)  


OR=6.491 (CI: 1.887, 
22.329) 


treatment withdrawal: 
unspecified/other reason – 
56d Dichotomous  28 3 (10.7%)  26 1


a
 (3.8%)  


OR=3.000 (CI: 0.292, 
30.836) 


protocol deviation – 56d Dichotomous  28 0 (0.0%)  26 1 (3.8%)  
OR=0.298 (CI: 0.012, 
7.653) 


poor compliance – 56d Dichotomous  28 3 (10.7%)  26 1 (3.8%)  
OR=3.000 (CI: 0.292, 
30.836) 


a
 death related to underlying disease 


Comments use of new oral anlgesics, anti-inflammatory drugs, or central nervous system-acting drugs were not permitted during the study 


Definitions of abbreviations are given at the end of this document. 
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Study Selvarajah et al. (2010) 


Pain category Peripheral pain 


Study design Country: UK 


Design: Parallel 


Inclusion criteria: neuropathay total symptom score 6 > 4 and < 16 for at least 6 months with stable glycaemic control, with persistent pain, despite 
adequate trial of tricyclic antidepressants 


Exclusion criteria: none reported 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 30 


Number of males: 19 (63.3%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 65.35 (100mm VAS (averaged from both arms)) 


Mean age: 56.3 


Intervention(s) (1) Sativex 


Intervention: cannabis sativa extract 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 0.7mg/d (SD: 0.38) 
Notes: up to 4 dosages per day; study medication amount: 0.7 ml +/- 0.38 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Flexible dose 
Notes: up to 4 dosages per day; study medication amount: 0.73 ml +/- 0.38 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (any pre-existing neuropathic pain treatment (including tricyclics)) 


Outcomes 
measures and 
effect sizes 


   SATIVEX  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  15  55.8 (SD 26.7)  15  44.9 (SD 21.5)   
VAS – 84d Continuous  15  40.1 (SD 28.5)  15  25.2 (SD 28.8)  MD=14.900 (CI: -5.604, 35.404) 
at least 30% pain reduction (VAS) – 84d Dichotomous  15 8 (53.3%)  15 9 (60.0%)  OR=0.762 (CI: 0.179, 3.241) 
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McGill VAS – 0d Continuous  15  7.6 (SD 1.8)  15  6.9 (SD 1.7)   
McGill VAS – 84d Continuous  15  5.1 (SD 2.2)  15  3.8 (SD 2.6)  MD=1.300 (CI: -0.424, 3.024) 
NPS – 0d Continuous  15  67.1 (SD 19.4)  15  63.6 (SD 14)   
NPS – 84d Continuous  15  51.6 (SD 21.9)  15  51.9 (SD 24.1)  MD=-0.300 (CI: -16.779, 16.179) 
PPI (from MPQ) – 0d Continuous  15  2.5 (SD 1.1)  15  2 (SD 1)   
PPI (from MPQ) – 84d Continuous  15  2.1 (SD 1.1)  15  1.4 (SD 1.7)  MD=0.700 (CI: -0.325, 1.725) 


overall improvement in quality of life: 
SF36 Mental – 0d Continuous  15  57.9 (SD 22.6)  15  57.1 (SD 19.9)   
SF36 Mental – 84d Continuous  15  64.4 (SD 20.3)  15  59.4 (SD 20.6)  MD=5.000 (CI: -9.636, 19.636) 
SF36 Physical – 0d Continuous  15  26.9 (SD 15.1)  15  30.8 (SD 22.7)   
SF36 Physical – 84d Continuous  15  30.5 (SD 16.6)  15  36.5 (SD 27.9)  MD=-6.000 (CI: -22.429, 10.429) 
EQ-5D - health status index – 0d Continuous  15  0.4 (SD 0.21)  15  0.43 (SD 0.21)   
EQ-5D - health status index – 84d Continuous  15  0.54 (SD 0.22)  15  0.6 (SD 0.2)  MD=-0.060 (CI: -0.210, 0.090) 
EQ-5D - health status VAS – 0d Continuous  15  46 (SD 20.4)  15  44.6 (SD 21.8)   
EQ-5D - health status VAS – 84d Continuous  15  58.1 (SD 20.5)  15  56.4 (SD 11.7)  MD=1.700 (CI: -10.245, 13.645) 
SF36 role physical – 0d Continuous  15  8.9 (SD 27.1)  15  12.5 (SD 23.5)   
SF36 role physical – 84d Continuous  15  12.5 (SD 32.1)  15  39.3 (SD 47.7)  MD=-26.800 (CI: -55.896, 2.296) 
SF36 social functioning – 0d Continuous  15  50.8 (SD 32.5)  15  48.4 (SD 24.9)   
SF36 social functioning – 84d Continuous  15  55.4 (SD 25.3)  15  67 (SD 27.6)  MD=-11.600 (CI: -30.548, 7.348) 
SF36 bodily pain – 0d Continuous  15  22.4 (SD 15.5)  15  25.7 (SD 11.3)   
SF36 bodily pain – 84d Continuous  15  35.6 (SD 16.6)  15  41.2 (SD 24.6)  MD=-5.600 (CI: -20.618, 9.418) 
SF36 general health – 0d Continuous  15  33.5 (SD 18.7)  15  28.4 (SD 20.8)   
SF36 general health – 84d Continuous  15  34.1 (SD 18.2)  15  29.6 (SD 19.5)  MD=4.500 (CI: -8.999, 17.999) 
SF36 vitality – 0d Continuous  15  28.3 (SD 23.2)  15  30.8 (SD 19.2)   
SF36 vitality – 84d Continuous  15  33.9 (SD 22.4)  15  39.6 (SD 19.4)  MD=-5.700 (CI: -20.696, 9.296) 
SF36 role emotional – 0d Continuous  15  38.1 (SD 41.1)  15  33.3 (SD 40.8)   
SF36 role emotional – 84d Continuous  15  54.8 (SD 46.4)  15  47.6 (SD 48.4)  MD=7.200 (CI: -26.731, 41.131) 


With depression (HADS-D score ≥10) 
pain score: 


VAS – 0d
a
 Continuous    62.3 (SD 22.1)    62.3 (SD 22.1)   


VAS – 84d Mean change    -36.7 (SD 28.6)    -26.5 (SD 20.7)  MD=-10.200 
VAS – 84d Continuous    25.6    35.8  MD=-10.200 


Without depression (HADS-D score <10) 
pain score: 


VAS – 0d
b
 Continuous    43.4 (SD 24.3)    43.4 (SD 24.3)   


VAS – 84d Continuous    38.5    26.1  MD=12.400 
VAS – 84d Mean change    -4.9 (SD 14.4)    -17.3 (SD 33.1)  MD=12.400 


a
 average across all 10 patients with depression 


b
 average across all 18 patients without depression 


Comments Use of Sativex as adjunct therapy; 1 placebo-treated patient excluded from ITT analysis because of protocol violation; 6 patients withdrew due to adverse 
events but it wasn't clear which arm these patients were in or what adverse events occurred; concurrent trycylics used and dosages not reported; bottom 
of the article (which is a 'brief report') states that the costs of publication were defrayed in part by the payment of page charges and, thus, this article 
must be marked 'advertisement'; further analysis done for patients with and without depression but it was not clear how many patients in each arm were 
depressed or not depression (of the overall ITT population, 18 had no depression, 10 had depression and 1 patient was excluded because baseline data 
on HADS-D was incomplete) 


Definitions of abbreviations are given at the end of this document. 
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Study Shaibani et al. (2009) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: =18 years with type1 or type 2 diabetes, symptoms for 6 months to 5 years (=4 on NRS for 7 days prior to randomisation), HbA1C < 
12% for at least 3 months 


Exclusion criteria: other conditions contributing to chronic pain, MI or clinically relevant cardiac dysfunction in last year, chronic alcohol or drug abuse in 
last year or any drug use that might interfere with trial results, skin ulcers, amputation related to diabetes (other than toe), pregnancy or nursing, less than 
2 years postmenopausal 


Study length (days): 140 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 468 


Number of males: 265 (56.6%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 24 


Baseline pain severity: 6.3 (NRS (average of arm means)) 


Mean age: 59.8 (SD: 10) 


Intervention(s) (1) lacosamide 600 


Intervention: lacosamide 
Length of treatment (weeks): 18 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 
Notes: 6-week forced titration followed by 12-week maintenance 


(2) lacosamide 400 


Intervention: lacosamide 
Length of treatment (weeks): 18 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 400mg/d 
Notes: 6-week forced titration followed by 12-week maintenance 


(3) lacosamide 200 


Intervention: lacosamide 
Length of treatment (weeks): 18 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 200mg/d 
Notes: 6-week forced titration followed by 12-week maintenance 


(4) placebo 


Intervention: placebo 
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Length of treatment (weeks): 18 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Yes (small proportion also had concomitant tricyclic anti-depressants though the changes in pain scores were said 
to be similar (though anti-convulsants, muscle relaxants, mexiletine, topical analgesics, opioids, or any therapy for neuropathic pain within 7 days of 
randomisation or during trial not permitted); paracetamol 2 g/day allowed as rescue analgesics) 


Outcomes 
measures and 
effect sizes 


   LACOSAMIDE 600  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  137  6.3 (SD 1.4)  64  6.2 (SD 1.6)   


NRS/NRS Pain – 63d
a
 


Mean difference from baseline to average 
f-u  131  -1.85  64  -1.27  


MD=-0.570 (CI: -1.099, -
0.041) 


NRS/NRS Pain – 84d
b
 


Mean difference from baseline to average 
f-u  76  -2.81  52  -1.88  


MD=-0.930 (CI: -1.596, -
0.264) 


NRS/NRS Pain – 112d
c
 


Mean difference from baseline to average 
f-u  131  -2.23  64  -1.67  


MD=-0.560 (CI: -1.168, 
0.048) 


at least 30% pain reduction (NRS) – 
126d


d
 Dichotomous from baseline to average f-u  131 76   65 29   OR=1.668 (CI: 0.913, 3.045) 


at least 30% pain reduction (NRS) – 
126d


d
 Dichotomous from baseline to average f-u  131 76   64 29   OR=1.668 (CI: 0.913, 3.045) 


at least 50% pain reduction (NRS) – 
126d


d
 Dichotomous from baseline to average f-u  131 39   64 17   OR=1.172 (CI: 0.600, 2.289) 


at least 50% pain reduction (NRS) – 
126d


d
 Dichotomous from baseline to average f-u  131 39   65 17   OR=1.172 (CI: 0.600, 2.289) 


patient-reported global improvement: 
PGIC - worse (all grades) – 126d Dichotomous  137 6 (4.4%)  65 3 (4.6%)  OR=0.947 (CI: 0.229, 3.910) 
PGIC - no change – 126d Dichotomous  137 9 (6.6%)  65 12 (18.5%)  OR=0.311 (CI: 0.124, 0.781) 
PGIC - minimally or moderately better – 
126d Dichotomous  137 26 (19.0%)  65 30 (46.2%)  OR=0.273 (CI: 0.143, 0.523) 
PGIC - much better – 126d Dichotomous  137 29 (21.2%)  65 6 (9.2%)  OR=2.640 (CI: 1.037, 6.723) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 112d
e
 


Mean difference from baseline to average 
f-u  131  


-2.8 (SD 
2.09)  64  


-1.9 (SD 
2.13)  


MD=-0.900 (CI: -1.533, -
0.267) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 126d Dichotomous  137 58 (42.3%)  65 9 (13.8%)  OR=4.568 (CI: 2.092, 9.977) 
adverse events: 


any adverse event – 126d Dichotomous  137 119 (86.9%)  65 55 (84.6%)  OR=1.202 (CI: 0.521, 2.775) 


balance disorder – 126d Dichotomous  137 13 (9.5%)  65 0 (0.0%)  
OR=14.205 (CI: 0.831, 
242.757) 


Blurred vision – 126d Dichotomous  137 7 (5.1%)  65 0 (0.0%)  
OR=7.529 (CI: 0.423, 
133.858) 


Diarrhoea – 126d Dichotomous  137 11 (8.0%)  65 5 (7.7%)  OR=1.048 (CI: 0.348, 3.150) 


Dizziness – 126d Dichotomous  137 39 (28.5%)  65 3 (4.6%)  
OR=8.224 (CI: 2.436, 
27.764) 
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Fatigue – 126d Dichotomous  137 6 (4.4%)  65 2 (3.1%)  OR=1.443 (CI: 0.283, 7.351) 
headache – 126d Dichotomous  137 18 (13.1%)  65 8 (12.3%)  OR=1.078 (CI: 0.442, 2.626) 


Nausea – 126d Dichotomous  137 25 (18.2%)  65 4 (6.2%)  
OR=3.404 (CI: 1.132, 
10.232) 


Peripheral oedema – 126d
f
 Dichotomous  137 5 (3.6%)  65 3 (4.6%)  OR=0.783 (CI: 0.181, 3.380) 


Pruritus – 126d Dichotomous  137 7 (5.1%)  65 1 (1.5%)  
OR=3.446 (CI: 0.415, 
28.612) 


Somnolence – 126d Dichotomous  137 12 (8.8%)  65 0 (0.0%)  
OR=13.048 (CI: 0.760, 
223.870) 


vertigo – 126d Dichotomous  137 8 (5.8%)  65 1 (1.5%)  
OR=3.969 (CI: 0.486, 
32.423) 


Vomiting – 126d Dichotomous  137 9 (6.6%)  65 0 (0.0%)  
OR=9.685 (CI: 0.555, 
169.000) 


treatment withdrawal: 
due to lack of efficacy – 126d Dichotomous  137 7 (5.1%)  65 2 (3.1%)  OR=1.696 (CI: 0.342, 8.401) 
unspecified/other reason – 126d Dichotomous  137 3 (2.2%)  65 2 (3.1%)  OR=0.705 (CI: 0.115, 4.327) 
withdrawal of consent – 126d Dichotomous  137 16 (11.7%)  65 5 (7.7%)  OR=1.587 (CI: 0.555, 4.538) 
protocol deviation – 126d Dichotomous  137 1 (0.7%)  65 2 (3.1%)  OR=0.232 (CI: 0.021, 2.602) 


lost to follow-up – 126d Dichotomous  137 5 (3.6%)  65 1 (1.5%)  
OR=2.424 (CI: 0.277, 
21.183) 


poor compliance – 126d Dichotomous  137 1 (0.7%)  65 0 (0.0%)  
OR=1.440 (CI: 0.058, 
35.819) 


use of rescue medication: 
rescue medication usage 


Percentage change from baseline to 
average f-u  137  -37


g
  65  -17  MD=-20.000 


a
 least squares mean; from baseline to weeks 1 to 18 


b
 least squares mean; from baseline to maintenance period (weeks 6-18) 


c
 least squares mean; from baseline to last 4 weeks (weeks 14 to 18) 


d
 estimated from percentage so may not be completely accurate; from baseline to last 4 weeks (weeks 14 to 18) 


e
 from baseline to last 4 weeks (weeks 14 to 18) 


f
 estimated from percentage so may not be completely accurate 


g
 unclear if this is reduction in the proportion of patients or proportion of drugs used 


 


   LACOSAMIDE 400  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  125  6.4 (SD 1.5)  64  6.2 (SD 1.6)   


NRS/NRS Pain – 63d
a
 


Mean difference from baseline to average 
f-u  120  -1.89  64  -1.27  


MD=-0.620 (CI: -1.149, -
0.091) 


NRS/NRS Pain – 84d
b
 


Mean difference from baseline to average 
f-u  91  -2.77  52  -1.88  


MD=-0.890 (CI: -1.537, -
0.243) 


NRS/NRS Pain – 112d
c
 


Mean difference from baseline to average 
f-u  120  -2.29  64  -1.67  


MD=-0.610 (CI: -1.218, -
0.002) 


NRS/NRS Pain – 126d
d
 Continuous  125  3.9  65  4.4  MD=-0.500 


NRS/NRS Pain – 126d
d
 Continuous  125  3.9  52  4.4  MD=-0.500 


at least 30% pain reduction (NRS) – 
126d


e
 Dichotomous from baseline to average f-u  120 70   64 29   OR=1.690 (CI: 0.917, 3.114) 


at least 30% pain reduction (NRS) – 
126d


e
 Dichotomous from baseline to average f-u  125 70   65 29   OR=1.690 (CI: 0.917, 3.114) 
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at least 50% pain reduction (NRS) – 
126d


e
 Dichotomous from baseline to average f-u  120 53   64 17   OR=2.187 (CI: 1.129, 4.238) 


at least 50% pain reduction (NRS) – 
126d


e
 Dichotomous from baseline to average f-u  125 53   65 17   OR=2.187 (CI: 1.129, 4.238) 


patient-reported global improvement: 
PGIC - worse (all grades) – 126d Dichotomous  125 3 (2.4%)  65 3 (4.6%)  OR=0.508 (CI: 0.100, 2.592) 
PGIC - no change – 126d Dichotomous  125 12 (9.6%)  65 12 (18.5%)  OR=0.469 (CI: 0.198, 1.113) 
PGIC - minimally or moderately better – 
126d Dichotomous  125 42 (33.6%)  65 30 (46.2%)  OR=0.590 (CI: 0.320, 1.090) 
PGIC - much better – 126d Dichotomous  125 28 (22.4%)  65 6 (9.2%)  OR=2.838 (CI: 1.110, 7.261) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 112d
f
 


Mean difference from baseline to average 
f-u  120  


-2.1 (SD 
2.07)  64  


-1.9 (SD 
2.13)  


MD=-0.200 (CI: -0.840, 
0.440) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 126d Dichotomous  125 30 (24.0%)  65 9 (13.8%)  OR=1.965 (CI: 0.870, 4.438) 
adverse events: 


any adverse event – 126d Dichotomous  125 99 (79.2%)  65 55 (84.6%)  OR=0.692 (CI: 0.311, 1.541) 


balance disorder – 126d Dichotomous  125 6 (4.8%)  65 0 (0.0%)  
OR=7.126 (CI: 0.395, 
128.492) 


Blurred vision – 126d Dichotomous  125 3 (2.4%)  65 0 (0.0%)  
OR=3.743 (CI: 0.190, 
73.566) 


Diarrhoea – 126d Dichotomous  125 6 (4.8%)  65 5 (7.7%)  OR=0.605 (CI: 0.177, 2.063) 


Dizziness – 126d Dichotomous  125 27 (21.6%)  65 3 (4.6%)  
OR=5.694 (CI: 1.657, 
19.567) 


Fatigue – 126d Dichotomous  125 7 (5.6%)  65 2 (3.1%)  OR=1.869 (CI: 0.377, 9.264) 
headache – 126d Dichotomous  125 10 (8.0%)  65 8 (12.3%)  OR=0.620 (CI: 0.232, 1.655) 
Nausea – 126d Dichotomous  125 9 (7.2%)  65 4 (6.2%)  OR=1.183 (CI: 0.350, 3.999) 
Peripheral oedema – 126d


g
 Dichotomous  125 2 (1.6%)  65 3 (4.6%)  OR=0.336 (CI: 0.055, 2.064) 


Pruritus – 126d Dichotomous  125 9 (7.2%)  65 1 (1.5%)  
OR=4.966 (CI: 0.615, 
40.082) 


Somnolence – 126d Dichotomous  125 10 (8.0%)  65 0 (0.0%)  
OR=11.909 (CI: 0.687, 
206.539) 


vertigo – 126d Dichotomous  125 1 (0.8%)  65 1 (1.5%)  OR=0.516 (CI: 0.032, 8.388) 


Vomiting – 126d Dichotomous  125 2 (1.6%)  65 0 (0.0%)  
OR=2.652 (CI: 0.125, 
56.056) 


treatment withdrawal: 
due to lack of efficacy – 126d Dichotomous  125 6 (4.8%)  65 2 (3.1%)  OR=1.588 (CI: 0.311, 8.100) 
unspecified/other reason – 126d Dichotomous  125 2 (1.6%)  65 2 (3.1%)  OR=0.512 (CI: 0.070, 3.722) 
withdrawal of consent – 126d Dichotomous  125 10 (8.0%)  65 5 (7.7%)  OR=1.043 (CI: 0.341, 3.192) 
protocol deviation – 126d Dichotomous  125 3 (2.4%)  65 2 (3.1%)  OR=0.775 (CI: 0.126, 4.756) 


lost to follow-up – 126d Dichotomous  125 2 (1.6%)  65 1 (1.5%)  
OR=1.041 (CI: 0.093, 
11.696) 


poor compliance – 126d Dichotomous  125 1 (0.8%)  65 0 (0.0%)  
OR=1.578 (CI: 0.063, 
39.288) 


use of rescue medication: 
rescue medication usage 


Percentage change from baseline to 
average f-u  125  -43


h
  65  -17  MD=-26.000 


a
 least squares mean; from baseline to weeks 1 to 18 


b
 least squares mean; from baseline to maintenance period (weeks 6-18) 
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c
 least squares mean; from baseline to last 4 weeks (weeks 14 to 18) 


d
 not sure about denominator 


e
 estimated from percentage so may not be completely accurate; from baseline to last 4 weeks (weeks 14 to 18) 


f
 from baseline to last 4 weeks (weeks 14 to 18) 


g
 estimated from percentage so may not be completely accurate 


h
 unclear if this is reduction in the proportion of patients or proportion of drugs used 


 


   LACOSAMIDE 200  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  141  


6.3 (SD 
1.5)  64  


6.2 (SD 
1.6)   


NRS/NRS Pain – 63d
a
 


Mean difference from baseline to average f-
u  138  -1.73  64  -1.27  


MD=-0.450 (CI: -0.960, 
0.060) 


NRS/NRS Pain – 84d
b
 


Mean difference from baseline to average f-
u  112  -2.21  52  -1.88  


MD=-0.320 (CI: -0.947, 
0.307) 


NRS/NRS Pain – 112d
c
 


Mean difference from baseline to average f-
u  138  -2.01  64  -1.67  


MD=-0.330 (CI: -0.938, 
0.278) 


at least 30% pain reduction (NRS) – 
126d


d
 Dichotomous from baseline to average f-u  138 75   64 29   OR=1.437 (CI: 0.792, 2.606) 


at least 30% pain reduction (NRS) – 
126d


d
 Dichotomous from baseline to average f-u  141 75   65 29   OR=1.437 (CI: 0.792, 2.606) 


at least 50% pain reduction (NRS) – 
126d


d
 Dichotomous from baseline to average f-u  141 37   65 17   OR=1.013 (CI: 0.518, 1.980) 


at least 50% pain reduction (NRS) – 
126d


d
 Dichotomous from baseline to average f-u  138 37   64 17   OR=1.013 (CI: 0.518, 1.980) 


patient-reported global improvement: 
PGIC - worse (all grades) – 126d Dichotomous  141 8 (5.7%)  65 3 (4.6%)  OR=1.243 (CI: 0.319, 4.847) 
PGIC - no change – 126d Dichotomous  141 29 (20.6%)  65 12 (18.5%)  OR=1.144 (CI: 0.541, 2.416) 
PGIC - minimally or moderately better – 
126d Dichotomous  141 42 (29.8%)  65 30 (46.2%)  OR=0.495 (CI: 0.270, 0.908) 
PGIC - much better – 126d Dichotomous  141 26 (18.4%)  65 6 (9.2%)  OR=2.223 (CI: 0.867, 5.700) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 126d Dichotomous  141 17 (12.1%)  65 9 (13.8%)  OR=0.853 (CI: 0.358, 2.031) 
adverse events: 


any adverse event – 126d Dichotomous  141 113 (80.1%)  65 55 (84.6%)  OR=0.734 (CI: 0.333, 1.618) 


balance disorder – 126d Dichotomous  141 4 (2.8%)  65 0 (0.0%)  
OR=4.287 (CI: 0.227, 
80.816) 


Blurred vision – 126d Dichotomous  141 2 (1.4%)  65 0 (0.0%)  
OR=2.348 (CI: 0.111, 
49.598) 


Diarrhoea – 126d Dichotomous  141 9 (6.4%)  65 5 (7.7%)  OR=0.818 (CI: 0.263, 2.546) 
Dizziness – 126d Dichotomous  141 8 (5.7%)  65 3 (4.6%)  OR=1.243 (CI: 0.319, 4.847) 
Fatigue – 126d Dichotomous  141 5 (3.5%)  65 2 (3.1%)  OR=1.158 (CI: 0.219, 6.132) 
headache – 126d Dichotomous  141 14 (9.9%)  65 8 (12.3%)  OR=0.785 (CI: 0.312, 1.977) 
Nausea – 126d Dichotomous  141 14 (9.9%)  65 4 (6.2%)  OR=1.681 (CI: 0.531, 5.322) 
Peripheral oedema – 126d


e
 Dichotomous  141 3 (2.1%)  65 3 (4.6%)  OR=0.449 (CI: 0.088, 2.289) 


Pruritus – 126d Dichotomous  141 6 (4.3%)  65 1 (1.5%)  
OR=2.844 (CI: 0.335, 
24.123) 
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Somnolence – 126d Dichotomous  141 7 (5.0%)  65 0 (0.0%)  
OR=7.305 (CI: 0.411, 
129.858) 


vertigo – 126d Dichotomous  141 1 (0.7%)  65 1 (1.5%)  OR=0.457 (CI: 0.028, 7.424) 


Vomiting – 126d Dichotomous  141 6 (4.3%)  65 0 (0.0%)  
OR=6.284 (CI: 0.349, 
113.245) 


treatment withdrawal: 
due to lack of efficacy – 126d Dichotomous  141 5 (3.5%)  65 2 (3.1%)  OR=1.158 (CI: 0.219, 6.132) 
unspecified/other reason – 126d Dichotomous  141 1 (0.7%)  65 2 (3.1%)  OR=0.225 (CI: 0.020, 2.527) 
withdrawal of consent – 126d Dichotomous  141 9 (6.4%)  65 5 (7.7%)  OR=0.818 (CI: 0.263, 2.546) 
protocol deviation – 126d Dichotomous  141 4 (2.8%)  65 2 (3.1%)  OR=0.920 (CI: 0.164, 5.154) 


lost to follow-up – 126d Dichotomous  141 9 (6.4%)  65 1 (1.5%)  
OR=4.364 (CI: 0.541, 
35.189) 


poor compliance – 126d Dichotomous  141 1 (0.7%)  65 0 (0.0%)  
OR=1.399 (CI: 0.056, 
34.795) 


use of rescue medication: 
rescue medication usage 


Percentage change from baseline to 
average f-u  141  -35


f
  65  -17  MD=-18.000 


a
 least squares mean; from baseline to weeks 1 to 18 


b
 least squares mean; from baseline to maintenance period (weeks 6-18) 


c
 least squares mean; from baseline to last 4 weeks (weeks 14 to 18) 


d
 estimated from percentage so may not be completely accurate; from baseline to last 4 weeks (weeks 14 to 18) 


e
 estimated from percentage so may not be completely accurate 


f
 unclear if this is reduction in the proportion of patients or proportion of drugs used 


Comments phase 3 trial; randomisation after 2 week run-in period of which at least one week was considered 'wash-out'; adverse events reported are those occuring 
in at least 5% of patients; atrial fibrillation occurred twice in one patient treated with 600 mg/d (it is not clear if atrial fibrillation occurred in patients in the 
other arms) 


Definitions of abbreviations are given at the end of this document. 


 


Study Siddall et al. (2006) 


Pain category Central pain 


Study design Country: Australia 


Design: Parallel 


Inclusion criteria: central neuropathic pain associated with SCI (duration at least 3 months), aged 18 years and over, with pain scores at least 40mm on a 
VAS, and at least 4 on average daily pain on a NRS (11-point), with sound medical and mental health 


Exclusion criteria: <60 ml/minute creatinine clearance, breastfeadding or pregnant women, women of childbearing potential not using reliable 
contraception 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 137 


Number of males: 114 (83.2%) 


Underlying cause of neuropathic pain: Spinal cord injury pain 
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Mean duration of NP (in months): 121.8 


Baseline pain severity: 6.635 (NRS (average of means)) 


Mean age: 50 


Intervention(s) (1) Pregabalin 


Intervention: pregabalin 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 460mg/d 
Range: 150–600 
Notes: 460 mg/d was the average dose after the 3-week stabilisation phase (it was 483 mg/d in the study completers); last dose was 150 mg/d in 11%, 
300 mg/d in 33%, and 60- mg/d in 56% 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Yes (NSAIDs, opioids, non-opioid analgesics, anti-epileptic drugs, anti-depressants if stable for at least 1 month 
before study, muscle relaxants (those on gabapentin had to discontinue treatment at least one week before the study)) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  69  6.54 (SD 1.3)  67  6.73 (SD 1.4)   
NRS/NRS Pain – 84d Continuous  69  4.62 (SD 2.1)  67  6.27 (SD 2.1)  MD=-1.530 (CI: -2.145, -0.915) 
at least 30% pain reduction (NRS) – 84d Dichotomous  70 29 (41.4%)  67 11 (16.4%)  OR=3.691 (CI: 1.652, 8.247) 
at least 30% pain reduction (NRS) – 84d Dichotomous  69 29 (41.4%)  67 11 (16.4%)  OR=3.691 (CI: 1.652, 8.247) 
at least 50% pain reduction (NRS) – 84d Dichotomous  69 15 (21.4%)  67 5 (7.5%)  OR=3.444 (CI: 1.175, 10.101) 
at least 50% pain reduction (NRS) – 84d Dichotomous  70 15 (21.4%)  67 5 (7.5%)  OR=3.444 (CI: 1.175, 10.101) 
McGill VAS – 0d Continuous  69  69.1 (SD 13.6)  67  73.1 (SD 14.5)   
McGill VAS – 84d Continuous  69  49.2 (SD 24.1)  67  68.5 (SD 22.2)  MD=-17.600 (CI: -25.200, -10.000) 
PPI (from MPQ) – 0d Continuous  69  2.46 (SD 0.9)  67  2.63 (SD 1)   
PPI (from MPQ) – 84d Continuous  69  1.85 (SD 1.1)  67  2.55 (SD 1)  MD=-0.660 (CI: -0.995, -0.325) 
SF McGill – 0d Continuous  69  17.4 (SD 9.2)  67  18.4 (SD 9)   
SF McGill – 84d Continuous  69  11.7 (SD 9.9)  67  17.5 (SD 10.3)  MD=-4.900 (CI: -7.700, -2.100) 


patient-reported global improvement: 
PGIC - worse (all grades) – 84d Dichotomous  69 12 (17.1%)  65 20 (29.9%)  OR=0.474 (CI: 0.210, 1.071) 
PGIC - worse (all grades) – 84d Dichotomous  70 12 (17.1%)  67 20 (29.9%)  OR=0.474 (CI: 0.210, 1.071) 
PGIC - no change – 84d Dichotomous  70 18 (25.7%)  67 31 (46.3%)  OR=0.387 (CI: 0.187, 0.799) 
PGIC - no change – 84d Dichotomous  69 18 (25.7%)  65 31 (46.3%)  OR=0.387 (CI: 0.187, 0.799) 
PGIC - better (all grades) – 84d Dichotomous  69 39 (55.7%)  65 14 (20.9%)  OR=4.736 (CI: 2.217, 10.117) 
PGIC - better (all grades) – 84d Dichotomous  70 39 (55.7%)  67 14 (20.9%)  OR=4.736 (CI: 2.217, 10.117) 
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patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
a
 Continuous  69  4.22 (SD 2.6)  66  4.98 (SD 2.6)   


Normalised (10-pt) sleep interference measure – 84d
a
 Continuous  69  2.79 (SD 2.6)  66  4.71 (SD 2.7)   


NRS Sleep – 0d Continuous  69  4.22 (SD 2.6)  66  4.98 (SD 2.6)   
NRS Sleep – 84d Continuous  69  2.79 (SD 2.5)  66  4.71 (SD 2.7)  MD=-1.920 (CI: -2.799, -1.041) 
HADS-A – 0d Continuous  69  6.74 (SD 3.6)  67  8.67 (SD 4.1)   
HADS-A – 84d Continuous  69  5.16 (SD 3.4)  67  7.49 (SD 4.3)  MD=-2.330 (CI: -3.635, -1.025) 
HADS-D – 0d Continuous  69  5.86 (SD 3.7)  67  6.61 (SD 3.7)   
HADS-D – 84d Continuous  69  5.44 (SD 4.1)  67  6.29 (SD 4.2)  MD=-0.850 (CI: -2.245, 0.545) 
MOS sleep problems index – 0d Continuous  69  43.3 (SD 19.8)  67  50.6 (SD 19.1)   
MOS sleep problems index – 84d Continuous  69  34.5 (SD 18.3)  67  45.2 (SD 21.3)  MD=-10.700 (CI: -17.383, -4.017) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  70 15 (21.4%)  67 9 (13.4%)  OR=1.758 (CI: 0.711, 4.345) 
adverse events: 


amnesia – 84d Dichotomous  70 7 (10.0%)  67 2 (3.0%)  OR=3.611 (CI: 0.722, 18.052) 
asthenia – 84d Dichotomous  70 11 (15.7%)  67 4 (6.0%)  OR=2.936 (CI: 0.886, 9.732) 
Blurred vision – 84d


b
 Dichotomous  70 6 (8.6%)  67 2 (3.0%)  OR=3.047 (CI: 0.593, 15.662) 


Cognitive impairment – 84d
c
 Dichotomous  70 6 (8.6%)  67 1 (1.5%)  OR=6.188 (CI: 0.725, 52.840) 


Constipation – 84d Dichotomous  70 9 (12.9%)  67 4 (6.0%)  OR=2.324 (CI: 0.680, 7.944) 
Dizziness – 84d Dichotomous  70 17 (24.3%)  67 6 (9.0%)  OR=3.261 (CI: 1.199, 8.872) 
Dry mouth – 84d Dichotomous  70 11 (15.7%)  67 2 (3.0%)  OR=6.059 (CI: 1.290, 28.472) 
Infection – 84d Dichotomous  70 6 (8.6%)  67 4 (6.0%)  OR=1.477 (CI: 0.398, 5.484) 
myasthenia – 84d Dichotomous  70 6 (8.6%)  67 3 (4.5%)  OR=2.000 (CI: 0.479, 8.345) 
oedema – 84d


d
 Dichotomous  70 14 (20.0%)  67 4 (6.0%)  OR=3.938 (CI: 1.224, 12.662) 


Somnolence – 84d Dichotomous  70 29 (41.4%)  67 6 (9.0%)  OR=7.191 (CI: 2.742, 18.857) 
urination difficulties – 84d


e
 Dichotomous  70 4 (5.7%)  67 2 (3.0%)  OR=1.970 (CI: 0.349, 11.128) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  70 5 (7.1%)  67 20 (29.9%)  OR=0.181 (CI: 0.063, 0.516) 
unspecified/other reason – 84d Dichotomous  70 1 (1.4%)  67 1 (1.5%)  OR=0.957 (CI: 0.059, 15.609) 


a
 based on NRS Sleep 


b
 defined as 'amblyopia' 


c
 Paper reports this as 'thinking abnormal' 


d
 Paper reports this as 'oedema' 


e
 'urinary incontinence' 


Comments patients on gabapentin were required to discontinue treatment at least one week before the study; ITT analyses included all those who had at least one 
dose of study medication and had at least one post-baseline assessment (1 patient in the pregabalin group was not included in the efficacy analyses 
because there was no on-treatment efficacy assessment 


Definitions of abbreviations are given at the end of this document. 


 


Study Simpson (2001) 


Pain category Peripheral pain 


Study design Country: USA 
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Design: Parallel 


Inclusion criteria: with PDN for 3 months to 1.5 years, with pain score of at least 40mm on a SF McGill Questionnaire VAS-100mm, average pain rating of 
at least 4 on a NRS (11-point) 


Exclusion criteria: severe pain from a cause other than diabetic neuropathy, amputations other than toes, renal failure with creatinine clearance <60 
ml/min, use of the following drugs within 30 days of screening: tricyclics, mexiletine, carbamazepine, phenytoin, valproate, dextromethorphan, opioids, 
capsicin, NSAIDs, skeletal muscle relaxants, benzodiazepines, OTC centrally acting agents 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 60 


Number of males: 36 (60.0%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.45 (NRS (average of arm means)) 


Mean age: 50 


Intervention(s) (1) Gabapentin flexi 


Intervention: gabapentin 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 
Notes: max tolerated dosage; week 1: 300 mg/d for 2 days, 300mg twice per day for 2 days, then 300 mg three times per day for 3 days; week 2: 300 mg 
2-1-1 for 1 day, 300 mg 2-2-1 for 1 day, 300 mg 2-2-2 for 5 days; week 3: 300 mg 3-2-2 for 1 day, 300 mg 3-3-2 for 1 day, 300 mg 3-3-3 for 5 days; week 
4: 300 mg 4-3-3 for 1 day, 300 mg 4-4-3 for 1 day then maintained at 300 mg 4-4-4 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? No (use of the following within 30 days of screening was exclusion criteria and none were allowed during the trial 
duration: tricyclics, mexiletine, carbamazepine, phenytoin, valproate, dextromethorphan, opioids, capsicin, NSAIDs, skeletal muscle relaxants, 
benzodiazepines, OTC centrally acting agents) 


Outcomes 
measures and 
effect sizes 


   GABAPENTIN FLEXI  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  27  6.4  27  6.5   
NRS/NRS Pain – 56d Mean change  27  -2.4  27  -0.5  MD=-1.900 
NRS/NRS Pain – 56d Continuous  27  4  27  6  MD=-2.000 


patient-reported global improvement: 
PGIC - worse (all grades) – 56d Dichotomous  30 1 (3.3%)  30 4 (13.3%)  OR=0.224 (CI: 0.024, 2.136) 
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PGIC - no change or minimally better – 56d Dichotomous  30 11 (36.7%)  30 16 (53.3%)  OR=0.507 (CI: 0.180, 1.422) 
PGIC - at least moderately better – 56d Dichotomous  30 15 (50.0%)  30 7 (23.3%)  OR=3.286 (CI: 1.085, 9.952) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


POMS – 56d Continuous  27  25  27  34  MD=-9.000 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  30 2 (6.7%)  30 2 (6.7%)  OR=1.000 (CI: 0.131, 7.605) 
adverse events: 


Confusion – 56d Dichotomous  30 2 (6.7%)  30 0 (0.0%)  OR=5.351 (CI: 0.246, 116.310) 
Diarrhoea – 56d Dichotomous  30 3 (10.0%)  30 1 (3.3%)  OR=3.222 (CI: 0.316, 32.889) 
Dizziness – 56d Dichotomous  30 6 (20.0%)  30 1 (3.3%)  OR=7.250 (CI: 0.815, 64.457) 
headache – 56d Dichotomous  30 3 (10.0%)  30 1 (3.3%)  OR=3.222 (CI: 0.316, 32.889) 
Nausea – 56d Dichotomous  30 2 (6.7%)  30 1 (3.3%)  OR=2.071 (CI: 0.178, 24.148) 
Somnolence – 56d Dichotomous  30 6 (20.0%)  30 1 (3.3%)  OR=7.250 (CI: 0.815, 64.457) 


overall improvement in quality of life: 
SF36 bodily pain – 56d Continuous  27  60  27  45  MD=15.000 
SF36 vitality – 56d Continuous  27  60  27  40  MD=20.000 
SF36 mental health – 56d Continuous  27  80  27  65  MD=15.000 


treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  30 1 (3.3%)  30 1 (3.3%)  OR=1.000 (CI: 0.060, 16.763) 


 


Comments there was a 7-day screening period - unclear if this was drug-free (while no ITT performed, reviewers entered patients randomised into denominators for 
dichotomous outcomes) 


Definitions of abbreviations are given at the end of this document. 


 


Study Simpson et al. (2000) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Participants with painful HIV associated polyneuropathy 


Exclusion criteria: Participants on sodium valproate, alternative causes for neuropathy, pregnancy or breastfeeding, those with acute active opportunistic 
infectios (excludin oral thrush, orogenital or rectal herpes and mycobacterium avium-intracellular bacteremia) within 2 weeks of randomisation, major 
active psychiatric disorders, use of chemotherapeutic agents, systemic corticosteroids or immune modulators, addition of dideoxyneucleosides to an 
already established antiretroviral regimen 


Study length (days): 98 


Intention-to-treat analysis? No 


Participants Total number of patients: 42 


Number of males: 24 (57.1%) 


Underlying cause of neuropathic pain: HIV-related neuropathy 
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Mean duration of NP (in months): not reported 


Baseline pain severity: 1.07 (Gracely pain score) 


Mean age: 44.5 


Intervention(s) (1) Lamotrigine 300mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 14 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 300mg/d 
Notes: 7 week titration, starting at 25 mg/d (weeks 1-2), 25 mg 2x per day (week 3-4), 50 mg 2x per day (week 5), 100 mg 2x per day (week 6), 150 mg 
2x per day (week 7-14) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 14 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear (a number of concomitant treatments were excluded but these were mostly not pain medications apart 
from valproic acid) 


Outcomes 
measures and 
effect sizes 


   LAMOTRIGINE 300MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
Gracely pain score – 0d Continuous  9  1.09 (SD 0.32)  20  1.05 (SD 0.33)   
Gracely pain score – 98d Continuous  9  0.52 (SD 0.37)  20  0.88 (SD 0.45)  MD=-0.360 (CI: -0.672, -0.048) 
Gracely pain score – 98d Mean change  9  -0.55 (SD 0.42)  20  -0.18 (SD 0.402)  MD=-0.370 (CI: -0.696, -0.044) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 98d Dichotomous  20 5 (25.0%)  22 0 (0.0%)  OR=15.968 (CI: 0.822, 310.145) 
treatment withdrawal: 


unspecified/other reason – 98d Dichotomous  20 0 (0.0%)  22 2 (9.1%)  OR=0.200 (CI: 0.009, 4.428) 
lost to follow-up – 98d Dichotomous  20 5 (25.0%)  22 1 (4.5%)  OR=7.000 (CI: 0.740, 66.212) 
Rash – 98d Dichotomous  20 5 (25.0%)  22 0 (0.0%)  OR=15.968 (CI: 0.822, 310.145) 
Infection – 98d Dichotomous  20 1 (5.0%)  22 0 (0.0%)  OR=3.462 (CI: 0.133, 89.951) 


 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Simpson et al. (2003) 


Pain category Peripheral pain 
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Study design Country: USA 


Design: Parallel 


Inclusion criteria: Participants with HIV- related sensory neuropathy (that was not responding to treatment) aged 32 to 67 years with symptoms of 
neuropathic pain in both distal lower extremities for at least 6 weeks and had either diminished reflexes at the ankles compared to the knees or distal 
diminution of sensations of vibration, pain or temperature in the legs 


Exclusion criteria: Previous or current use of lamotrigine, other neurological disorders that could confound diagnosis of peripheral neuropathy such as 
myelopathy, no prior exposure to dideoxynucleoside analogue antiretroviral therapy (or to have discontinued them within 8 weeks of randomisation or 
treated with a stable dose for at least 8 weeks before randomisation), use of valproate within 4 weeks of randomisation 


Study length (days): 77 


Intention-to-treat analysis? No 


Participants Total number of patients: 227 


Number of males: 197 (86.8%) 


Underlying cause of neuropathic pain: HIV-related neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 66.625 (VAS (average of arm means)) 


Mean age: 44.25 


Intervention(s) (1) Lamotrigine 400 or 600 mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 11 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 379.9333333mg/d 
Notes: Target dose was 400mg/d but this was increased to 600mg day for those on enzyme inducing drugs; mean maintenance dosage ranged from 377 
to 402 mg/d across all patients 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 11 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (analgesics could be continued during therapy if they were receiving them at least 4 weeks before 
randomisation but needed to be maintained on a regular basis throughout the study (ie. tricyclics, class I anti-arrhythmics, anti-convulsants); opioids and 
non-opioid medications could be adjusted as needed, other therapies like massage or acupuncture were allowed if they were used for at least 4 weeks 
before randomisation and the regimen was maintained throughout the study, analgesics for new, acute conditions could be added for non-neuropathic 
pain for up to 10 days but no new analgesics were allowed for continuous use throughout the study) 


Outcomes 
measures and 
effect sizes 


   LAMOTRIGINE 400 OR 600 MG/D  PLACEBO   


   N k mean  N k mean  Δ 
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pain score: 
at least 30% pain reduction (VAS) – 77d Dichotomous  150 63 (42.0%)  77 20 (26.0%)  OR=2.064 (CI: 1.128, 3.775) 


patient-reported global improvement: 
PGIC - at least moderately better – 77d Dichotomous  150 39 (26.0%)  77 22 (28.6%)  OR=0.878 (CI: 0.475, 1.624) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 77d Dichotomous  150 4 (2.7%)  77 3 (3.9%)  OR=0.676 (CI: 0.147, 3.099) 
adverse events: 


Diarrhoea – 77d Dichotomous  150 16 (10.7%)  77 7 (9.1%)  OR=1.194 (CI: 0.469, 3.039) 
headache – 77d Dichotomous  150 16 (10.7%)  77 7 (9.1%)  OR=1.194 (CI: 0.469, 3.039) 
Infection – 77d Dichotomous  150 17 (11.3%)  77 7 (9.1%)  OR=1.278 (CI: 0.506, 3.228) 
Nausea – 77d Dichotomous  150 17 (11.3%)  77 8 (10.4%)  OR=1.102 (CI: 0.453, 2.682) 
Rash – 77d Dichotomous  150 21 (14.0%)  77 9 (11.7%)  OR=1.230 (CI: 0.534, 2.833) 


treatment withdrawal: 
unspecified/other reason – 77d Dichotomous  150 2 (1.3%)  77 4 (5.2%)  OR=0.247 (CI: 0.044, 1.378) 
withdrawal of consent – 77d Dichotomous  150 6 (4.0%)  77 1 (1.3%)  OR=3.167 (CI: 0.374, 26.785) 
protocol deviation – 77d Dichotomous  150 8 (5.3%)  77 5 (6.5%)  OR=0.811 (CI: 0.256, 2.569) 
lost to follow-up – 77d Dichotomous  150 8 (5.3%)  77 4 (5.2%)  OR=1.028 (CI: 0.300, 3.528) 


ART group 
pain score: 


VAS – 77d Mean change  45  -27.1  23  -9  MD=-18.100 
at least 30% pain reduction (VAS) – 77d Dichotomous  62 26 (41.9%)  30 5 (16.7%)  OR=3.611 (CI: 1.221, 10.683) 
Gracely pain score – 77d Mean change  45  -0.27  23  -0.1  MD=-0.170 
McGill Pain Questionnaire – 77d Mean change  45  -6.9  23  -1.6  MD=-5.300 


patient-reported global improvement: 
PGIC - much worse – 77d Dichotomous  62 0 (0.0%)  30 0 (0.0%)  OR=0.488 (CI: 0.009, 25.187) 
PGIC - moderately worse – 77d Dichotomous  62 3 (4.8%)  30 4 (13.3%)  OR=0.331 (CI: 0.069, 1.583) 
PGIC - minimally worse – 77d Dichotomous  62 0 (0.0%)  30 2 (6.7%)  OR=0.091 (CI: 0.004, 1.962) 
PGIC - no change – 77d Dichotomous  62 7 (11.3%)  30 5 (16.7%)  OR=0.636 (CI: 0.184, 2.202) 
PGIC - minimally better – 77d Dichotomous  62 11 (17.7%)  30 5 (16.7%)  OR=1.078 (CI: 0.338, 3.441) 
PGIC - moderately better – 77d Dichotomous  62 11 (17.7%)  30 6 (20.0%)  OR=0.863 (CI: 0.285, 2.609) 
PGIC - at least moderately better – 77d Dichotomous  62 24 (38.7%)  30 7 (23.3%)  OR=2.075 (CI: 0.772, 5.576) 
PGIC - much better – 77d Dichotomous  62 13 (21.0%)  30 1 (3.3%)  OR=7.694 (CI: 0.956, 61.903) 


treatment withdrawal: 
unspecified/other reason – 77d Dichotomous  62 1 (1.6%)  30 1 (3.3%)  OR=0.475 (CI: 0.029, 7.872) 
withdrawal of consent – 77d Dichotomous  62 1 (1.6%)  30 0 (0.0%)  OR=1.488 (CI: 0.059, 37.608) 
protocol deviation – 77d Dichotomous  62 4 (6.5%)  30 3 (10.0%)  OR=0.621 (CI: 0.130, 2.969) 
lost to follow-up – 77d Dichotomous  62 6 (9.7%)  30 1 (3.3%)  OR=3.107 (CI: 0.357, 27.050) 


No ART group 
pain score: 


VAS – 77d Mean change  71  -23.3  33  -21.3  MD=-2.000 
at least 30% pain reduction (VAS) – 77d Dichotomous  88 37 (42.0%)  47 15 (31.9%)  OR=1.548 (CI: 0.735, 3.261) 
Gracely pain score – 77d Mean change  71  -0.3  33  -0.27  MD=-0.030 
McGill Pain Questionnaire – 77d Mean change  71  -6.8  33  -8.7  MD=1.900 


patient-reported global improvement: 
PGIC - much worse – 77d Dichotomous  88 0 (0.0%)  47 0 (0.0%)  OR=0.537 (CI: 0.010, 27.480) 
PGIC - moderately worse – 77d Dichotomous  88 2 (2.3%)  47 1 (2.1%)  OR=1.070 (CI: 0.094, 12.115) 
PGIC - minimally worse – 77d Dichotomous  88 4 (4.5%)  47 1 (2.1%)  OR=2.190 (CI: 0.238, 20.181) 
PGIC - no change – 77d Dichotomous  88 16 (18.2%)  47 8 (17.0%)  OR=1.083 (CI: 0.426, 2.756) 
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PGIC - minimally better – 77d Dichotomous  88 7 (8.0%)  47 8 (17.0%)  OR=0.421 (CI: 0.143, 1.245) 
PGIC - moderately better – 77d Dichotomous  88 16 (18.2%)  47 5 (10.6%)  OR=1.867 (CI: 0.638, 5.463) 
PGIC - at least moderately better – 77d Dichotomous  88 42 (47.7%)  47 15 (31.9%)  OR=1.948 (CI: 0.927, 4.092) 
PGIC - much better – 77d Dichotomous  88 26 (29.5%)  47 10 (21.3%)  OR=1.552 (CI: 0.673, 3.577) 


treatment withdrawal: 
unspecified/other reason – 77d Dichotomous  88 1 (1.1%)  47 3 (6.4%)  OR=0.169 (CI: 0.017, 1.668) 
withdrawal of consent – 77d Dichotomous  88 5 (5.7%)  47 1 (2.1%)  OR=2.771 (CI: 0.314, 24.442) 
protocol deviation – 77d Dichotomous  88 4 (4.5%)  47 2 (4.3%)  OR=1.071 (CI: 0.189, 6.077) 
lost to follow-up – 77d Dichotomous  88 2 (2.3%)  47 3 (6.4%)  OR=0.341 (CI: 0.055, 2.117) 


 


Comments ART - neurotoxic antiretrovirals 


Definitions of abbreviations are given at the end of this document. 


 


Study Simpson et al. (2010) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: participants with HIV DSP for over 3 months, confirmed by a neurologist with an average score of at least 4 on NPRS. Patients 
receiving neurotoxix antiretroviral drugs known to cause sensory neuropathy clinically similar to HIV DSP must have been on stable doses for over 3 
months before screening. 


Exclusion criteria: People taking SSRIs and antiepileptics were excluded 


Study length (days): 98 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 302 


Number of males: 245 (81.1%) 


Underlying cause of neuropathic pain: HIV-related neuropathy 


Mean duration of NP (in months): 62.4 


Baseline pain severity: 6.8 (NRS (average of arm means)) 


Mean age: 47.5 


Intervention(s) (1) Pregabalin flexi 


Intervention: pregabalin 
Length of treatment (weeks): 14 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 385.7mg/d (SD: 160.3) 
Range: 150–600 
Notes: 2-week dose adjustment phase 


(2) Placebo 


Intervention: placebo 
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Length of treatment (weeks): 14 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? Yes (Doses of other pain medications had to be stable for 1 month before treatment and throughout the study, but 
those taking anti-epileptics or SNRIs were excluded) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN FLEXI  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  149  6.9 (SD 0.75)  150  6.7 (SD 0.75)   


patient-reported global improvement: 
PGIC - worse (all grades) – 98d


a
 Dichotomous  151 6 (4.0%)  151 12 (7.9%)  OR=0.479 (CI: 0.175, 1.312) 


PGIC - no change – 98d
b
 Dichotomous  151 20 (13.2%)  151 38 (25.2%)  OR=0.454 (CI: 0.250, 0.825) 


PGIC - better (all grades) – 98d
c
 Dichotomous  151 125 (82.8%)  151 101 (66.9%)  OR=2.380 (CI: 1.385, 4.091) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 98d Dichotomous  151 7 (4.6%)  151 2 (1.3%)  OR=3.622 (CI: 0.740, 17.725) 
adverse events: 


Dizziness – 98d Dichotomous  151 29 (19.2%)  151 16 (10.6%)  OR=2.006 (CI: 1.039, 3.871) 
Dry mouth – 98d Dichotomous  151 14 (9.3%)  151 1 (0.7%)  OR=15.328 (CI: 1.989, 118.114) 
euphoria – 98d Dichotomous  151 15 (9.9%)  151 1 (0.7%)  OR=16.544 (CI: 2.157, 126.917) 
Peripheral oedema – 98d Dichotomous  151 9 (6.0%)  151 7 (4.6%)  OR=1.304 (CI: 0.473, 3.596) 
Somnolence – 98d Dichotomous  151 35 (23.2%)  151 13 (8.6%)  OR=3.203 (CI: 1.618, 6.340) 


treatment withdrawal: 
due to lack of efficacy – 98d Dichotomous  151 0 (0.0%)  151 3 (2.0%)  OR=0.140 (CI: 0.007, 2.734) 
unspecified/other reason – 98d Dichotomous  151 18 (11.9%)  151 17 (11.3%)  OR=1.067 (CI: 0.527, 2.159) 
withdrawal of consent – 98d Dichotomous  151 5 (3.3%)  151 5 (3.3%)  OR=1.000 (CI: 0.283, 3.528) 


ITT/LOCF (last-observation carried forward) 
pain score: 


NRS/NRS Pain – 98d
d
 Mean change  149  -2.88 (SD 0.75)  150  -2.63 (SD 0.75)  MD=-0.250 (CI: -0.420, -0.080) 


at least 30% pain reduction – 98d Dichotomous  151 85 (56.3%)  151 84 (55.6%)  OR=1.027 (CI: 0.652, 1.618) 
at least 50% pain reduction – 98d Dichotomous  151 59 (39.1%)  151 64 (42.4%)  OR=0.872 (CI: 0.551, 1.380) 


Per Protocol 
pain score: 


NRS/NRS Pain – 56d
e
 Mean change  149  -3.33  150  -2.53  MD=-0.800 


NRS/NRS Pain – 70d
f
 Mean change  149  -3.05 (SD 0.75)  150  -2.65 (SD 0.75)  MD=-0.400 (CI: -0.570, -0.230) 


NRS/NRS Pain – 98d
f
 Mean change  149  -3.2 (SD 0.95)  150  -2.7 (SD 1)  MD=-0.500 (CI: -0.721, -0.279) 


a
 estimated from percentages and denominator; includes minimally, much and very much worse 


b
 estimated from percentages and denominator 


c
 estimated from percentages and denominator; includes very much, much , and minimally improved 


d
 SE estimated from graph 


e
 unclear of patient numbers at this time point - has been estimated 


f
 estimated from graph; unclear of patient numbers at this time point - has been estimated 


Comments HADS score was measured and results said to be not significant but values weren't reported 
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Definitions of abbreviations are given at the end of this document. 


 


Study Sindrup et al. (1999) 


Pain category Peripheral pain 


Study design Country: Denmark 


Design: Crossover 


Inclusion criteria: 20-80 years with painful polyneuropathy for more than 6 months (diagnosis confirmed with electrophysiology tests - slowing of nerve 
conduction or reduction of amplitude of sensory action potential), at least 4 on a 0-10 NRS when off medication 


Exclusion criteria: causes other than polyneuropathy, previous allergic reaction to tramadol or other opioids, treatment with MAOI, pregnancy or breast 
feeding, epilepsy or severe terminal illness 


Study length (days): 63 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 45 


Number of males: 27 (60.0%) 


Underlying cause of neuropathic pain: Polyneuropathy 


Mean duration of NP (in months): 1.5 


Baseline pain severity: 6.66 (NRS (mean  calculated from raw data provided in the study) 


(median neuropathy duration and age)) 


Mean age: 58 


Intervention(s) (1) Tramadol (oral) flexible dose 


Intervention: tramadol 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Range: 200–400 
Notes: escalated from 200 to 400 mg/d or maximum tolerated (23 had 400 mg/d, 4 had 300 mg/d and 7 had 200 mg/d) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Unclear (other neuropathic pain medications were slowly tapered off for a week before the drug-free period so it is 
assumed that patients were not permitted to be on other pain medications (though it was not clearly specified, nor were the actual pain medications 
which were not permitted to continue explicitly identified in the paper); paracetamol allowed as rescue analgesic (up to six 500 mg tablets)) 


Outcomes 
measures and 


   TRAMADOL (ORAL) FLEXIBLE DOSE  PLACEBO   
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effect sizes    N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  34  6.66 (SD 3.83)  34  6.66 (SD 3.83)   


NRS/NRS Pain – 28d
a
 Continuous  34  4.53 (SD 2.7)  34  6.26 (SD 2.4)  MD=-1.730 (CI: -2.944, -0.516) 


at least 30% pain reduction (NRS) – 28d
b
 Dichotomous  45 16 (35.6%)  45 6 (13.3%)  OR=3.586 (CI: 1.250, 10.291) 


at least 50% pain reduction (NRS) – 28d
b
 Dichotomous  45 11 (24.4%)  45 3 (6.7%)  OR=4.529 (CI: 1.169, 17.547) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  45 7 (15.6%)  45 2 (4.4%)  OR=3.961 (CI: 0.775, 20.233) 
adverse events: 


any adverse event – 28d Dichotomous  45 28 (62.2%)  45 12 (26.7%)  OR=4.529 (CI: 1.852, 11.077) 
Constipation – 28d Dichotomous  45 10 (22.2%)  45 2 (4.4%)  OR=6.143 (CI: 1.262, 29.895) 
Dizziness – 28d Dichotomous  45 15 (33.3%)  45 2 (4.4%)  OR=10.750 (CI: 2.288, 50.513) 
Drowsiness – 28d Dichotomous  45 19 (42.2%)  45 4 (8.9%)  OR=7.490 (CI: 2.290, 24.496) 
Dry mouth – 28d Dichotomous  45 17 (37.8%)  45 6 (13.3%)  OR=3.946 (CI: 1.381, 11.274) 
Nausea – 28d Dichotomous  45 11 (24.4%)  45 3 (6.7%)  OR=4.529 (CI: 1.169, 17.547) 
urination difficulties – 28d


c
 Dichotomous  45 6 (13.3%)  45 1 (2.2%)  OR=6.769 (CI: 0.780, 58.723) 


treatment withdrawal: 
unspecified/other reason – 28d Dichotomous  45 0 (0.0%)  45 1


d
 (2.2%)  OR=0.326 (CI: 0.013, 8.218) 


lost to follow-up – 28d Dichotomous  45 1 (2.2%)  45 0 (0.0%)  OR=3.067 (CI: 0.122, 77.324) 
use of rescue medication: 


500 mg paracetamol tablets per week – 28d
e
 Continuous  34  med: 0  34  med: 8   


a
 mean and SD calculated from raw data provided in the study 


b
 calculated from raw data provided in the study 


c
 described as 'micturation difficulties' 


d
 participation in another trial 


e
 during the last week 


Comments authors reported the numbers needed to treat to obtain a 50% or greater reduction in pain score but actual number of participants was not reported; ITT 
analysis seems to have been done but not all patients randomised were included in the analysis; concomitant drugs were slowly tapered over a period of 
1 week before the 1-week drug-free baseline period 


Definitions of abbreviations are given at the end of this document. 


 


Study Sindrup et al. (2003) 


Pain category Peripheral pain 


Study design Country: Denmark 


Design: Crossover 


Inclusion criteria: 20-80 years old with symptoms compatible with polyneuropathy present for > 6 months (diagnosis confirmed with nerve conduction 
studies), median pain of at least 4 on 0-10 NRS for individual most bothersome pain symptom 


Exclusion criteria: causes of pain other than polyneuropathy, previous allergic reaction to study drugs, treamtent with monoamine oxidase inhibotirs or 
quinidine, cardiac conduction disturbances or recent myocardial infarction, pregnancy, severe terminal illness, inability to sufficiently metabolise 
sparteine/debrisoquine (both study drugs are metabolised via this enzyme) 
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Study length (days): 77 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 40 


Number of males: 23 (57.5%) 


Underlying cause of neuropathic pain: Polyneuropathy 


Mean duration of NP (in months): 51 


Baseline pain severity: 7 (NRS (study population details such as mean duration of NP, age and sex are of the 32 patients completing the trial)) 


Mean age: 56 


Intervention(s) (1) Venlafaxine (112.5 mg/d) 


Intervention: venlafaxine 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 112.5mg/d 
Notes: 37.5 mg in first week, 75 mg in second, 112.5 mg in last 2 weeks 


(2) Imipramine (75 mg/d) 


Intervention: imipramine 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 75mg/d 
Notes: 25 mg in first week, 50 mg in second, 75 mg in last 2 weeks 


(3) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Unclear (other neuropathic pain medications were slowly tapered off for a week before the drug-free period so it is 
assumed that patients were not permitted to be on other pain medications (though it was not clearly specified, nor were the actual pain medications 
which were not permitted to continue explicitly identified in the paper); paracetamol allowed as rescue analgesic (up to six 500 mg tablets)) 


Outcomes 
measures and 
effect sizes 


   
VENLAFAXINE (112.5 
MG/D)  


IMIPRAMINE (75 
MG/D)   


   N k mean  N k mean  Δ 


pain score: 
Summation of pain – 28d


a
 


Percentage change from 
baseline  32  80 (SD 38)  32  77 (SD 50)  


MD=3.000 (CI: -18.759, 
24.759) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  40 5
b
 (12.5%)  40 1


c
 (2.5%)  OR=5.571 (CI: 0.620, 50.031) 


adverse events: 
any adverse event – 28d Dichotomous  40 20 (50.0%)  40 20 (50.0%)  OR=1.000 (CI: 0.416, 2.403) 
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Blurred vision – 28d Dichotomous  40 1 (2.5%)  40 1 (2.5%)  OR=1.000 (CI: 0.060, 16.562) 
Constipation – 28d Dichotomous  40 1 (2.5%)  40 0 (0.0%)  OR=3.076 (CI: 0.122, 77.796) 
Dizziness – 28d Dichotomous  40 2 (5.0%)  40 3 (7.5%)  OR=0.649 (CI: 0.103, 4.110) 
Drowsiness – 28d


d
 Dichotomous  40 9 (22.5%)  40 3 (7.5%)  OR=3.581 (CI: 0.891, 14.391) 


Dry mouth – 28d Dichotomous  40 4 (10.0%)  40 12 (30.0%)  OR=0.259 (CI: 0.075, 0.891) 


gastric upset – 28d Dichotomous  40 3 (7.5%)  40 0 (0.0%)  
OR=7.560 (CI: 0.378, 
151.285) 


headache – 28d Dichotomous  40 2 (5.0%)  40 3 (7.5%)  OR=0.649 (CI: 0.103, 4.110) 
Nausea – 28d Dichotomous  40 6 (15.0%)  40 5 (12.5%)  OR=1.235 (CI: 0.344, 4.431) 
palpitation – 28d Dichotomous  40 0 (0.0%)  40 1 (2.5%)  OR=0.325 (CI: 0.013, 8.222) 


urination difficulties – 28d
e
 Dichotomous  40 2 (5.0%)  40 0 (0.0%)  


OR=5.260 (CI: 0.245, 
113.106) 


treatment withdrawal: 
due to lack of efficacy – 28d Dichotomous  40 0 (0.0%)  40 1 (2.5%)  OR=0.325 (CI: 0.013, 8.222) 
unspecified/other reason – 28d Dichotomous  40 0 (0.0%)  40 1


f
 (2.5%)  OR=0.325 (CI: 0.013, 8.222) 


use of rescue medication: 
500 mg paracetamol tablets per week – 
0d Continuous  32  18 (SD 18)  32  18 (SD 18)   
500 mg paracetamol tablets per week – 
28d Continuous  32  9 (SD 16)  32  8 (SD 15)  MD=1.000 (CI: -6.599, 8.599) 


ITT/LOCF (last-observation carried 
forward) 
pain score: 


NRS/NRS Pain – 0d
g
 Continuous  32  7 (SD 1.5)  32  7 (SD 1.5)   


NRS/NRS Pain – 28d Continuous  32  5.3 (SD 2.7)  32  5 (SD 2.7)  MD=0.300 (CI: -1.023, 1.623) 


a
 summation of results from 4 different 0-10 NRS scales measuring of paroxysmal, constant, touch-evoked and pressure-evoked pain 


b
 1 nausea/dizziness, 1 tiredness/nausea, 1 nausea, 1 nausea/vomiting, 1 unknown 


c
 skin rash 


d
 'tiredness' 


e
 'disturbed micturition' 


f
 pain data was missing 


g
 average at baseline of all patients in each arm 


 


   
VENLAFAXINE (112.5 
MG/D)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
Summation of pain – 28d


a
 


Percentage change from 
baseline  32  80 (SD 38)  32  


100 (SD 
46)  


MD=-20.000 (CI: -40.673, 
0.673) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  40 5
b
 (12.5%)  40 2


c
 (5.0%)  OR=2.714 (CI: 0.494, 14.901) 


adverse events: 
any adverse event – 28d Dichotomous  40 20 (50.0%)  40 14 (35.0%)  OR=1.857 (CI: 0.757, 4.558) 
Blurred vision – 28d Dichotomous  40 1 (2.5%)  40 0 (0.0%)  OR=3.076 (CI: 0.122, 77.796) 
Constipation – 28d Dichotomous  40 1 (2.5%)  40 2 (5.0%)  OR=0.487 (CI: 0.042, 5.599) 
Dizziness – 28d Dichotomous  40 2 (5.0%)  40 1 (2.5%)  OR=2.053 (CI: 0.179, 23.589) 
Drowsiness – 28d


d
 Dichotomous  40 9 (22.5%)  40 3 (7.5%)  OR=3.581 (CI: 0.891, 14.391) 
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Dry mouth – 28d Dichotomous  40 4 (10.0%)  40 3 (7.5%)  OR=1.370 (CI: 0.286, 6.559) 
gastric upset – 28d Dichotomous  40 3 (7.5%)  40 3 (7.5%)  OR=1.000 (CI: 0.189, 5.280) 
headache – 28d Dichotomous  40 2 (5.0%)  40 3 (7.5%)  OR=0.649 (CI: 0.103, 4.110) 
Nausea – 28d Dichotomous  40 6 (15.0%)  40 1 (2.5%)  OR=6.882 (CI: 0.789, 60.060) 
palpitation – 28d Dichotomous  40 0 (0.0%)  40 1 (2.5%)  OR=0.325 (CI: 0.013, 8.222) 
urination difficulties – 28d


e
 Dichotomous  40 2 (5.0%)  40 0 (0.0%)  OR=5.260 (CI: 0.245, 113.106) 


treatment withdrawal: 
due to lack of efficacy – 28d Dichotomous  40 0 (0.0%)  40 1 (2.5%)  OR=0.325 (CI: 0.013, 8.222) 
unspecified/other reason – 28d Dichotomous  40 0 (0.0%)  40 0 (0.0%)  OR=1.000 (CI: 0.019, 51.627) 


use of rescue medication: 
500 mg paracetamol tablets per week – 0d Continuous  32  18 (SD 18)  32  18 (SD 18)   
500 mg paracetamol tablets per week – 
28d Continuous  32  9 (SD 16)  32  13 (SD 17)  


MD=-4.000 (CI: -12.089, 
4.089) 


ITT/LOCF (last-observation carried 
forward) 
pain score: 


NRS/NRS Pain – 0d
f
 Continuous  32  7 (SD 1.5)  32  7 (SD 1.5)   


NRS/NRS Pain – 28d Continuous  32  5.3 (SD 2.7)  32  
6.3 (SD 
2.1)  MD=-1.000 (CI: -2.185, 0.185) 


a
 summation of results from 4 different 0-10 NRS scales measuring of paroxysmal, constant, touch-evoked and pressure-evoked pain 


b
 1 nausea/dizziness, 1 tiredness/nausea, 1 nausea, 1 nausea/vomiting, 1 unknown 


c
 1 nausea/diarrhoea, 1 vomiting 


d
 'tiredness' 


e
 'disturbed micturition' 


f
 average at baseline of all patients in each arm 
 


   IMIPRAMINE (75 MG/D)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
Summation of pain – 28d


a
 Percentage change from baseline  32  77 (SD 50)  32  100 (SD 46)  MD=-23.000 (CI: -46.540, 0.540) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  40 1
b
 (2.5%)  40 2


c
 (5.0%)  OR=0.487 (CI: 0.042, 5.599) 


adverse events: 
any adverse event – 28d Dichotomous  40 20 (50.0%)  40 14 (35.0%)  OR=1.857 (CI: 0.757, 4.558) 
Blurred vision – 28d Dichotomous  40 1 (2.5%)  40 0 (0.0%)  OR=3.076 (CI: 0.122, 77.796) 
Constipation – 28d Dichotomous  40 0 (0.0%)  40 2 (5.0%)  OR=0.190 (CI: 0.009, 4.088) 
Dizziness – 28d Dichotomous  40 3 (7.5%)  40 1 (2.5%)  OR=3.162 (CI: 0.315, 31.775) 
Drowsiness – 28d


d
 Dichotomous  40 3 (7.5%)  40 3 (7.5%)  OR=1.000 (CI: 0.189, 5.280) 


Dry mouth – 28d Dichotomous  40 12 (30.0%)  40 3 (7.5%)  OR=5.286 (CI: 1.361, 20.534) 
gastric upset – 28d Dichotomous  40 0 (0.0%)  40 3 (7.5%)  OR=0.132 (CI: 0.007, 2.647) 
headache – 28d Dichotomous  40 3 (7.5%)  40 3 (7.5%)  OR=1.000 (CI: 0.189, 5.280) 
Nausea – 28d Dichotomous  40 5 (12.5%)  40 1 (2.5%)  OR=5.571 (CI: 0.620, 50.031) 
palpitation – 28d Dichotomous  40 1 (2.5%)  40 1 (2.5%)  OR=1.000 (CI: 0.060, 16.562) 
urination difficulties – 28d


e
 Dichotomous  40 0 (0.0%)  40 0 (0.0%)  OR=1.000 (CI: 0.019, 51.627) 


treatment withdrawal: 
due to lack of efficacy – 28d Dichotomous  40 1 (2.5%)  40 1 (2.5%)  OR=1.000 (CI: 0.060, 16.562) 
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unspecified/other reason – 28d Dichotomous  40 1
f
 (2.5%)  40 0 (0.0%)  OR=3.076 (CI: 0.122, 77.796) 


use of rescue medication: 
500 mg paracetamol tablets per week – 0d Continuous  32  18 (SD 18)  32  18 (SD 18)   
500 mg paracetamol tablets per week – 28d Continuous  32  8 (SD 15)  32  13 (SD 17)  MD=-5.000 (CI: -12.855, 2.855) 


ITT/LOCF (last-observation carried forward) 
pain score: 


NRS/NRS Pain – 0d
g
 Continuous  32  7 (SD 1.5)  32  7 (SD 1.5)   


NRS/NRS Pain – 28d Continuous  32  5 (SD 2.7)  32  6.3 (SD 2.1)  MD=-1.300 (CI: -2.485, -0.115) 


a
 summation of results from 4 different 0-10 NRS scales measuring of paroxysmal, constant, touch-evoked and pressure-evoked pain 


b
 skin rash 


c
 1 nausea/diarrhoea, 1 vomiting 


d
 'tiredness' 


e
 'disturbed micturition' 


f
 pain data was missing 


g
 average at baseline of all patients in each arm 


Comments an additional 3 patients have missing data: 2 were lost to follow-up and 1 had non compliance and went to the hospital for a urinary tract infection but it 
was not clear what treatment these patients were receiving at the time; authors state that the study was stopped before the stipulated number of patients 
had completed te trial because the study drug had expired and new supplies were not available; ITT analysis seems to have been done but not all 
patients randomised were included in the analysis; concomitant drugs were slowly tapered over a period of 1 week before the 1-week drug-free baseline 
period 


Definitions of abbreviations are given at the end of this document. 


 


Study Smith et al. (2005) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: USA 


Design: Crossover 


Inclusion criteria: Lower limb amputation at least 6 months prior, average pain rating in the last month of at least 3 on the NRS (0-10), agreement with the 
medication schedules and protocols, ability to read and speak English 


Exclusion criteria: Under the age of 18 years, taking other antiepileptic medication or cimetindine, consuming more than two alcoholic drinks per day, 
pregnant or breastfeeding, high serum creatinine clearance level or low estimated creatinine clearance in a screening serum creatinine, kidney disease. 


Study length (days): 119 


Intention-to-treat analysis? No 


Participants Total number of patients: 24 


Number of males: 18 (75.0%) 


Underlying cause of neuropathic pain: Phantomb limb pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 4.38 (NRS) 


Mean age: 52.1 (SD: 15.5) 
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Intervention(s) (1) Gabapentin 


Intervention: gabapentin 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Median dose: 3600mg/d 
Range: 300–3600 
Notes: Dose increases followed a standardised titration schedule (300mg increases every 2 to 3 days) unless the pain rating was 0 or side effects were 
uncomfortable. 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Unclear (use of other antiepileptic medication or cimetindine prohibited but unclear about anti-depressants, opioids, 
etc.) 


Outcomes 
measures and 
effect sizes 


   GABAPENTIN  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
SF McGill Affective – 0d Continuous  24  3.17 (SD 2.81)  24  3.61 (SD 3.35)   
SF McGill Affective – 42d Continuous  24  3.15 (SD 3.45)  24  2.91 (SD 3.42)  MD=0.240 (CI: -1.704, 2.184) 
SF McGill sensory – 0d Continuous  24  11.7 (SD 7.87)  24  12.5 (SD 7.87)   
SF McGill sensory – 42d Continuous  24  10.7 (SD 6.84)  24  10.4 (SD 8.78)  MD=0.360 (CI: -4.093, 4.813) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


CES-D – 0d Continuous  24  17.5 (SD 10.7)  24  18.6 (SD 12.7)   
CES-D – 42d Continuous  24  13.7 (SD 10.2)  24  14.8 (SD 9.82)  MD=-1.070 (CI: -6.726, 4.586) 
BPI (modified) – 0d Continuous  24  30.5 (SD 22)  24  33.4 (SD 25.2)   
BPI (modified) – 42d Continuous  24  23.6 (SD 19.4)  24  25.4 (SD 19.3)  MD=-1.770 (CI: -12.715, 9.175) 


Residual (or stump) limb pain 
pain score: 


NRS/NRS Pain – 0d Continuous  24  3.63 (SD 2.75)  24  3.21 (SD 2.43)   
NRS/NRS Pain – 42d Continuous  24  2.26 (SD 1.94)  24  2.79 (SD 2.28)  MD=-0.530 (CI: -1.728, 0.668) 
NRS/NRS Pain – 42d Mean change  24  -1.22 (SD 2.56)  24  -0.74 (SD 1.94)  MD=-0.480 (CI: -1.765, 0.805) 


Phantom limb pain 
pain score: 


NRS/NRS Pain – 0d Continuous  24  4.38 (SD 2.57)  24  4.09 (SD 2.24)   
NRS/NRS Pain – 42d Continuous  24  3.43 (SD 2.42)  24  3.6 (SD 2.67)  MD=-0.170 (CI: -1.612, 1.272) 
NRS/NRS Pain – 42d Mean change  24  -0.94 (SD 1.98)  24  -0.49 (SD 2.2)  MD=-0.450 (CI: -1.634, 0.734) 


 


Comments patient-reported overall benefit from study medication (ie. global benefit) was recorded on a 6-point categorical scale but this was not extracted as it was 
not possible to synthesise this with the more frequently used 7-poing PGIC; authors modified BPI so the item on 'walking' was changed to 'mobility (ability 
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to get around)' so it incorporated people who were unable to walk and 3 items were added to give a more thorough perspective of pain interference (self-
care, recreational activities, social activities) 


Definitions of abbreviations are given at the end of this document. 


 


Study Stacey et al. (2008) 


Pain category Peripheral pain 


Study design Country: USA, Germany, Italy, Spain, UK 


Design: Parallel 


Inclusion criteria: PHN for at least 3 months after the herpes zoster episode, with a pain score of at least 40mm on VAS 100mm, average daily pain 
rating of at least 4 on NRS (11 point) 


Exclusion criteria: Other types of severe pain that might confound assesment, previous neurolytic or neurosurgical therapy for PHN, creatinine clearance 
less than 60mL/min, women who were pregnant or lactating. 


Study length (days): 28 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 269 


Number of males: 150 (55.8%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 30.4 


Baseline pain severity: 6.5 (NRS (average of arm means)) 


Mean age: 67.4 


Intervention(s) (1) Pregabalin flexible dose (150-600mg/d) 


Intervention: pregabalin 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Range: 150–600 
Notes: 150 mg/d for first 3 days with subsequent dose adjustment up to a maximum of 600 mg/d by the end of week 2; 45 % were titrated to a maximum 
daily dose of 600 mg/d (during the first 10 days, the mean daily dose was 206.1 mg and during the last 2 weeks it was 396.1 mg) 


(2) Pregabalin (300mg/d) 


Intervention: pregabalin 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 300mg/d 
Notes: during the first 10 days, the mean daily dose was 293.6 mg and during the last 2 weeks it was 295.4 mg 


(3) placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
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Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Some concomitant pain treatments that had stable doses for at least 30 days prior to baseline and remained 
stable throughout trial;  


however gabapentin (with 3 day taper of medication before randomisation), oxycodone (or other medications including oxycodone), acupunture, local 
and topic anesthetics, nerve blocks, potential retinotoxins and musculoskeletal relaxants were not permitted) 


Outcomes 
measures and 
effect sizes 


   
PREGABALIN FLEXIBLE DOSE (150-
600MG/D)  


PREGABALIN 
(300MG/D)   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 
28d Dichotomous  91 64 (70.3%)  88 51 (58.0%)  OR=1.720 (CI: 0.927, 3.189) 
at least 50% pain reduction (NRS) – 
28d Dichotomous  91 42 (46.2%)  88 35 (39.8%)  OR=1.298 (CI: 0.717, 2.349) 


SF McGill – 28d 
Mean 
change  91  -37.6  88  -33.2  MD=-4.360 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  91 4 (4.4%)  88 16 (18.2%)  OR=0.207 (CI: 0.066, 0.646) 
adverse events: 


amnesia Dichotomous  91 0 (0.0%)  88 2 (2.3%)  OR=0.189 (CI: 0.009, 3.995) 
balance disorder Dichotomous  91 3 (3.3%)  88 4 (4.5%)  OR=0.716 (CI: 0.156, 3.295) 


Blurred vision Dichotomous  91 4 (4.4%)  88 0 (0.0%)  
OR=9.103 (CI: 0.483, 
171.612) 


Confusion Dichotomous  91 3 (3.3%)  88 3 (3.4%)  OR=0.966 (CI: 0.190, 4.919) 
Dizziness – 28d Dichotomous  91 22 (24.2%)  88 27 (30.7%)  OR=0.720 (CI: 0.372, 1.394) 
euphoria – 28d Dichotomous  91 2 (2.2%)  88 2 (2.3%)  OR=0.966 (CI: 0.133, 7.014) 
Fatigue – 28d Dichotomous  91 8 (8.8%)  88 5 (5.7%)  OR=1.600 (CI: 0.503, 5.094) 
lethargy Dichotomous  91 0 (0.0%)  88 2 (2.3%)  OR=0.189 (CI: 0.009, 3.995) 
Peripheral oedema – 28d Dichotomous  91 3 (3.3%)  88 3 (3.4%)  OR=0.966 (CI: 0.190, 4.919) 
Somnolence – 28d Dichotomous  91 10 (11.0%)  88 17 (19.3%)  OR=0.516 (CI: 0.222, 1.199) 
vertigo Dichotomous  91 4 (4.4%)  88 2 (2.3%)  OR=1.977 (CI: 0.353, 11.078) 
Weight gain – 28d Dichotomous  91 8 (8.8%)  88 4 (4.5%)  OR=2.024 (CI: 0.587, 6.980) 


treatment withdrawal: 
due to lack of efficacy – 28d Dichotomous  91 1 (1.1%)  88 0 (0.0%)  OR=2.934 (CI: 0.118, 72.985) 
unspecified/other reason – 28d Dichotomous  91 0 (0.0%)  88 2


a
 (2.3%)  OR=0.189 (CI: 0.009, 3.995) 


a
 for both patients, authors state: subject defaulted (not clear what this means) 


 


   PREGABALIN FLEXIBLE DOSE (150-600MG/D)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 28d Dichotomous  91 64 (70.3%)  90 28 (31.1%)  OR=5.249 (CI: 2.785, 9.891) 
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at least 50% pain reduction (NRS) – 28d Dichotomous  91 42 (46.2%)  90 17 (18.9%)  OR=3.681 (CI: 1.884, 7.190) 
SF McGill – 28d Mean change  91  -37.6  90  -21.2  MD=-16.330 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  91 4 (4.4%)  90 4 (4.4%)  OR=0.989 (CI: 0.240, 4.080) 
adverse events: 


amnesia Dichotomous  91 0 (0.0%)  90 0 (0.0%)  OR=0.989 (CI: 0.019, 50.385) 
balance disorder Dichotomous  91 3 (3.3%)  90 0 (0.0%)  OR=7.158 (CI: 0.364, 140.597) 
Blurred vision Dichotomous  91 4 (4.4%)  90 0 (0.0%)  OR=9.309 (CI: 0.494, 175.461) 
Confusion Dichotomous  91 3 (3.3%)  90 0 (0.0%)  OR=7.158 (CI: 0.364, 140.597) 
Dizziness – 28d Dichotomous  91 22 (24.2%)  90 6 (6.7%)  OR=4.464 (CI: 1.714, 11.626) 
euphoria – 28d Dichotomous  91 2 (2.2%)  90 0 (0.0%)  OR=5.056 (CI: 0.239, 106.798) 
Fatigue – 28d Dichotomous  91 8 (8.8%)  90 1 (1.1%)  OR=8.578 (CI: 1.050, 70.070) 
lethargy Dichotomous  91 0 (0.0%)  90 0 (0.0%)  OR=0.989 (CI: 0.019, 50.385) 
Peripheral oedema – 28d Dichotomous  91 3 (3.3%)  90 1 (1.1%)  OR=3.034 (CI: 0.310, 29.731) 
Somnolence – 28d Dichotomous  91 10 (11.0%)  90 2 (2.2%)  OR=5.432 (CI: 1.155, 25.539) 
vertigo Dichotomous  91 4 (4.4%)  90 0 (0.0%)  OR=9.309 (CI: 0.494, 175.461) 
Weight gain – 28d Dichotomous  91 8 (8.8%)  90 0 (0.0%)  OR=18.425 (CI: 1.047, 324.196) 


treatment withdrawal: 
due to lack of efficacy – 28d Dichotomous  91 1 (1.1%)  90 4 (4.4%)  OR=0.239 (CI: 0.026, 2.180) 
unspecified/other reason – 28d Dichotomous  91 0 (0.0%)  90 7


a
 (7.8%)  OR=0.061 (CI: 0.003, 1.082) 


a
 for 3 patients, authors state: subject defaulted (not clear what this means) 


 


   PREGABALIN (300MG/D)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 28d Dichotomous  88 51 (58.0%)  90 28 (31.1%)  OR=3.052 (CI: 1.650, 5.646) 
at least 50% pain reduction (NRS) – 28d Dichotomous  88 35 (39.8%)  90 17 (18.9%)  OR=2.836 (CI: 1.438, 5.591) 
SF McGill – 28d Mean change  88  -33.2  90  -21.2  MD=-11.970 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  88 16 (18.2%)  90 4 (4.4%)  OR=4.778 (CI: 1.529, 14.932) 
adverse events: 


amnesia Dichotomous  88 2 (2.3%)  90 0 (0.0%)  OR=5.231 (CI: 0.248, 110.529) 
balance disorder Dichotomous  88 4 (4.5%)  90 0 (0.0%)  OR=9.639 (CI: 0.511, 181.739) 
Blurred vision Dichotomous  88 0 (0.0%)  90 0 (0.0%)  OR=1.023 (CI: 0.020, 52.102) 
Confusion Dichotomous  88 3 (3.4%)  90 0 (0.0%)  OR=7.409 (CI: 0.377, 145.567) 
Dizziness – 28d Dichotomous  88 27 (30.7%)  90 6 (6.7%)  OR=6.197 (CI: 2.411, 15.928) 
euphoria – 28d Dichotomous  88 2 (2.3%)  90 0 (0.0%)  OR=5.231 (CI: 0.248, 110.529) 
Fatigue – 28d Dichotomous  88 5 (5.7%)  90 1 (1.1%)  OR=5.361 (CI: 0.614, 46.852) 
lethargy Dichotomous  88 2 (2.3%)  90 0 (0.0%)  OR=5.231 (CI: 0.248, 110.529) 
Peripheral oedema – 28d Dichotomous  88 3 (3.4%)  90 1 (1.1%)  OR=3.141 (CI: 0.320, 30.790) 
Somnolence – 28d Dichotomous  88 17 (19.3%)  90 2 (2.2%)  OR=10.535 (CI: 2.355, 47.128) 
vertigo Dichotomous  88 2 (2.3%)  90 0 (0.0%)  OR=5.231 (CI: 0.248, 110.529) 
Weight gain – 28d Dichotomous  88 4 (4.5%)  90 0 (0.0%)  OR=9.639 (CI: 0.511, 181.739) 


treatment withdrawal: 
due to lack of efficacy – 28d Dichotomous  88 0 (0.0%)  90 4 (4.4%)  OR=0.109 (CI: 0.006, 2.048) 
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unspecified/other reason – 28d Dichotomous  88 2
a
 (2.3%)  90 7


b
 (7.8%)  OR=0.276 (CI: 0.056, 1.366) 


a
 for both patients, authors state: subject defaulted (not clear what this means) 


b
 for 3 patients, authors state: subject defaulted (not clear what this means) 


Comments there was a 1 week baseline evaluation phase 


Definitions of abbreviations are given at the end of this document. 


 


Study Tandan et al. (1992) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: PDN of at least moderate intensity of pain and minimum duration of 3 months, aged between 18 to 85 years, daily pain of at least 
moderate intensity, good long-term control of any associated systematic disease, intolerance or unresponsive to conventional treatments 


Exclusion criteria: pregnancy, lactating women, patients with other topical medication at the site of application, those in whom the pain was deemed likely 
to be of pscyhological rather than an organic basis 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 22 


Number of males: 11 (50.0%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 16.95 


Baseline pain severity: 81.1 (VAS (average of arm means)) 


Mean age: 54.2 


Intervention(s) (1) 0.075% capsaicin applied to site 4 times per day 


Intervention: capsaicin cream 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


(2) Placebo (vehicle) 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (other topical medications not allowed; appears that they recorded whether or not patients had any change to 
ongoing medications (particuarly analgesics) at follow-up points) 
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Outcomes 
measures and 
effect sizes 


   
0.075% CAPSAICIN APPLIED TO SITE 4 TIMES PER 
DAY  


PLACEBO 
(VEHICLE)   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  10  75.9  10  86.3   


VAS – 56d 
Mean 
change  10  -16 (SD 18.3)  10  -4.1 (SD 13.3)  


MD=-11.900 (CI: -25.935, 
2.135) 


patient-reported global 
improvement: 


PGIC - worse (all grades) – 56d Dichotomous  11 1 (9.1%)  11 0 (0.0%)  OR=3.286 (CI: 0.120, 89.812) 
PGIC - no change – 56d Dichotomous  11 2 (18.2%)  11 8 (72.7%)  OR=0.083 (CI: 0.011, 0.633) 
PGIC - better (all grades) – 56d Dichotomous  11 7 (63.6%)  11 2 (18.2%)  OR=7.875 (CI: 1.105, 56.123) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  11 1 (9.1%)  11 0 (0.0%)  OR=3.286 (CI: 0.120, 89.812) 
adverse events: 


Burning pain – 56d Dichotomous  11 6 (54.5%)  11 2 (18.2%)  OR=5.400 (CI: 0.778, 37.505) 
treatment withdrawal: 


unspecified/other reason – 56d Dichotomous  11 1 (9.1%)  11 1 (9.1%)  OR=1.000 (CI: 0.055, 18.304) 
 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Tasmuth et al. (2002) 


Pain category Peripheral pain 


Study design Country: Finland 


Design: Crossover 


Inclusion criteria: Postoperative moderate to severe neuropathic pain in breast cancer patients in the anterior chest wall and/or axilla and/or median 
upper arm in an area with sensory disturbances 


Exclusion criteria: relapse or metastases of cancer, clinically overt cardiac, renal or hepatic disease, use of concomitant medications such as monoamine 
oxidase inhibitors or drugs that are significantly metabolized by the P4502D6 isoenzome or which inhibit this enzyme 


Study length (days): 70 


Intention-to-treat analysis? No 


Participants Total number of patients: 15 


Number of males: not reported 


Underlying cause of neuropathic pain: Post-surgical pain after surgery for cancer 


Mean duration of NP (in months): not reported 


Baseline pain severity: 49 (current pain intensity on VAS 
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(55 is median age)) 


Mean age: 55 


Intervention(s) (1) Venlafaxine flexible dose 


Intervention: venlafaxine 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Range: 18.75–75 
Notes: dose escalation from 18.75 mg to 75 mg/d (11 had the maximum dosage) 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear (patients were asked to refrain from taking other pain medications but any used were reported in pain 
diaries) 


Outcomes 
measures and 
effect sizes 


   VENLAFAXINE FLEXIBLE DOSE  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  13  med: 49 [rng 20–75]  13  med: 49 [rng 20–75]   


VAS – 28d Continuous  11  med: 0 [rng 0–35]  11  med: 0.6 [rng 0–70]   
VRS – 0d


b
 Continuous  13  med: 4 [rng 3–5]  13  med: 4 [rng 3–5]   


VRS – 28d Continuous  11  med: 0 [rng 0–4]  11  med: 1 [rng 0–2]   
pain relief: 


VAS/VASpr – 28d Continuous  11  med: 42 [rng 0–100]  11  med: 25 [rng 0–100]   
VRS/VRSpr – 28d


c
 Continuous  11  med: 1.5 [rng 0–4]  11  med: 1 [rng 0–3]   


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


BDI – 0d Continuous  11  med: 10 [rng 1–28]  13  med: 10 [rng 1–28]   
BDI – 28d Continuous  11  med: 7 [rng 1–39]  11  med: 7 [rng 1–11]   


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  15 1
d
 (6.7%)  15 0 (0.0%)  OR=3.207 (CI: 0.121, 85.203) 


adverse events: 
Constipation – 28d Dichotomous  15 4 (26.7%)  15 3 (20.0%)  OR=1.455 (CI: 0.264, 8.009) 
Drowsiness – 28d


e
 Dichotomous  15 9 (60.0%)  15 10 (66.7%)  OR=0.750 (CI: 0.169, 3.327) 


Dry mouth – 28d Dichotomous  15 8 (53.3%)  15 6 (40.0%)  OR=1.714 (CI: 0.403, 7.292) 
headache – 28d Dichotomous  15 6 (40.0%)  15 4 (26.7%)  OR=1.833 (CI: 0.392, 8.566) 
loss of appetite – 28d Dichotomous  15 3 (20.0%)  15 4 (26.7%)  OR=0.688 (CI: 0.125, 3.786) 
Nausea – 28d Dichotomous  15 4 (26.7%)  15 4 (26.7%)  OR=1.000 (CI: 0.198, 5.045) 
nightmares – 28d Dichotomous  15 2 (13.3%)  15 4 (26.7%)  OR=0.423 (CI: 0.065, 2.766) 
palpitation – 28d Dichotomous  15 3 (20.0%)  15 3 (20.0%)  OR=1.000 (CI: 0.167, 5.985) 
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urination difficulties – 28d Dichotomous  15 2 (13.3%)  15 2 (13.3%)  OR=1.000 (CI: 0.122, 8.210) 


a
 mean of patients in both groups 


b
 8 point; mean of patients in both groups 


c
 5 point 


d
 due to acute nausea, sweating and headache during the first day of treatment 


e
 'tired' 


Comments 5 patients had modified radical mastectomy and 8 had breast-conserving surgery, 8/13 of those who did not withdrawal had pain in the ipsilateral arm 
and 5 had pain in the breast scar region (4 of these 5 patients and 6 of the 8 who had pain in the ipsilateral arm had postoperative radiotherapy); 1 other 
patient withdrew due to non compliance but it was not clear which treatment the patient was receiving at the time. 


Definitions of abbreviations are given at the end of this document. 


 


Study Thienel et al. (2004) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Adults with diabetes and bilateral and simultaneous symptoms of painful peripheral polyneuropathy for at least 6 months. Anti-diabetic 
regimens had to be stable for at least 3 months before study entry. HbA1c less than 11% and creatinine clearance of at least 60ml/min 


Exclusion criteria: Polyneuropathy due to causes other than diabetes, diabetic ulceration of the extremities, non traumatic amputation, hospitalisation 
within the last 3 months for hyper/hypoglycaemia while adherant to appropriate diabetic therapy, history of unstable medical disease, progressive or 
degenerative neurological disorders, history of hepatitis  or HIV, mental impairment affecting participation, alcohol or drug abuse, malignacy within the 
past 5 years, nephrolitiasis, previous participation in trial in last 30 days 


Study length (days): 140 


Intention-to-treat analysis? No 


Participants Total number of patients: 1269 


Number of males: 736 (58.0%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 100.8 


Baseline pain severity: 58 (VAS (average of arm means)) 


Mean age: 58 (SD: 10) 


Intervention(s) (1) topiramate 100mg/d 


Intervention: topiramate 
Length of treatment (weeks): 20 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 100mg/d 
Notes: Treatment phase was 18 or 22 weeks 


(2) topiramate 200mg/d 
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Intervention: topiramate 
Length of treatment (weeks): 20 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 200mg/d 
Notes: Treatment phase was 18 or 22 weeks 


(3) topiramate 400mg/d 


Intervention: topiramate 
Length of treatment (weeks): 20 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 400mg/d 
Notes: Treatment phase was 18 or 22 weeks 


(4) Placebo 


Intervention: placebo 
Length of treatment (weeks): 20 
Fixed/flexible dose regimen: Fixed dose 
Notes: Treatment phase was 18 or 22 weeks 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 28d) 


Concomitant pain treatment allowed? No (anti-depressants, MAOI, anti-convulsant medications were prohibited; patients requiring chronic use of simple 
analgesics (including paracetamol and opoioids) were excluded but periodic rescue medication for breakthrough pain was allowed after randomisation) 


Outcomes 
measures and 
effect sizes 


   TOPIRAMATE 100MG/D  PLACEBO   


   N k mean  N k mean  Δ 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 140d
a
 Dichotomous  253 41 (16.2%)  384 32 (8.3%)  OR=2.127 (CI: 1.300, 3.482) 


adverse events: 
Cognitive impairment – 140d


b
 Dichotomous  253 8 (3.2%)  384 7 (1.8%)  OR=1.759 (CI: 0.630, 4.911) 


Confusion – 140d
a
 Dichotomous  253 8 (3.2%)  384 4 (1.0%)  OR=3.102 (CI: 0.924, 10.412) 


Fatigue – 140d
a
 Dichotomous  253 28 (11.1%)  384 42 (10.9%)  OR=1.013 (CI: 0.610, 1.682) 


Nausea – 140d
a
 Dichotomous  253 25 (9.9%)  384 27 (7.0%)  OR=1.450 (CI: 0.821, 2.561) 


parasthesia – 140d
c
 Dichotomous  253 23 (9.1%)  384 19 (4.9%)  OR=1.921 (CI: 1.024, 3.606) 


Somnolence – 140d
a
 Dichotomous  253 20 (7.9%)  384 15 (3.9%)  OR=2.112 (CI: 1.060, 4.207) 


treatment withdrawal: 
due to lack of efficacy – 140d


a
 Dichotomous  253 42 (16.6%)  384 82 (21.4%)  OR=0.733 (CI: 0.486, 1.106) 


unspecified/other reason – 140d
a
 Dichotomous  253 7 (2.8%)  384 15 (3.9%)  OR=0.700 (CI: 0.281, 1.742) 


withdrawal of consent – 140d Dichotomous  253 18
d
 (7.1%)  384 23


e
 (6.0%)  OR=1.202 (CI: 0.635, 2.276) 


lost to follow-up – 140d
a
 Dichotomous  253 8 (3.2%)  384 4 (1.0%)  OR=3.102 (CI: 0.924, 10.412) 


use of rescue medication: 
proportion using pain medication – 140d Dichotomous  253 118


c
 (46.6%)  384 202


f
 (52.6%)  OR=0.788 (CI: 0.573, 1.082) 


RCT1 
pain score: 


VAS – 0d
g
 Continuous  128  60.1 (SD 18.4)  136  57.7 (SD 19.1)   


VAS – 140d
g
 Continuous  128  36.1 (SD 28.2)  136  43.1 (SD 27.5)  MD=-7.000 (CI: -13.725, -0.275) 
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RCT3 
pain score: 


VAS – 0d
h
 Continuous  122  60.4 (SD 18.8)  126  55.3 (SD 21.1)   


VAS – 140d
h
 Continuous  122  44.7 (SD 29.5)  126  37.8 (SD 29.1)  MD=6.900 (CI: -0.395, 14.195) 


a
 All 3 RCTs pooled 


b
 memory impairment, all 3 RCTs pooled 


c
 All 3 RCTs pooled; approximated to nearest integer (percentages only presented in text) 


d
 'patient choice'; All 3 RCTs pooled 


e
 All 3 RCTs pooled; 'patient choice' 


f
 estimated from percentage; All 3 RCTs pooled 


g
 RCT1 


h
 RCT3 


 


   TOPIRAMATE 200MG/D  PLACEBO   


   N k mean  N k mean  Δ 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 140d
a
 Dichotomous  372 93 (25.0%)  384 32 (8.3%)  OR=3.667 (CI: 2.382, 5.644) 


adverse events: 
Cognitive impairment – 140d


b
 Dichotomous  372 18 (4.8%)  384 7 (1.8%)  OR=2.738 (CI: 1.130, 6.635) 


Confusion – 140d
a
 Dichotomous  372 11 (3.0%)  384 4 (1.0%)  OR=2.895 (CI: 0.913, 9.173) 


Fatigue – 140d
a
 Dichotomous  372 63 (16.9%)  384 42 (10.9%)  OR=1.660 (CI: 1.091, 2.526) 


Nausea – 140d
a
 Dichotomous  372 48 (12.9%)  384 27 (7.0%)  OR=1.959 (CI: 1.194, 3.213) 


parasthesia – 140d Dichotomous  372 52
a
 (14.0%)  384 19


c
 (4.9%)  OR=3.122 (CI: 1.808, 5.391) 


Somnolence – 140d
a
 Dichotomous  372 44 (11.8%)  384 15 (3.9%)  OR=3.300 (CI: 1.803, 6.041) 


treatment withdrawal: 
due to lack of efficacy – 140d


a
 Dichotomous  372 49 (13.2%)  384 82 (21.4%)  OR=0.559 (CI: 0.379, 0.823) 


unspecified/other reason – 140d
a
 Dichotomous  372 20 (5.4%)  384 15 (3.9%)  OR=1.398 (CI: 0.704, 2.773) 


withdrawal of consent – 140d Dichotomous  372 28
d
 (7.5%)  384 23


e
 (6.0%)  OR=1.278 (CI: 0.722, 2.261) 


lost to follow-up – 140d
a
 Dichotomous  372 7 (1.9%)  384 4 (1.0%)  OR=1.822 (CI: 0.529, 6.276) 


use of rescue medication: 
proportion using pain medication – 140d Dichotomous  372 196


c
 (52.7%)  384 202


f
 (52.6%)  OR=1.003 (CI: 0.754, 1.335) 


RCT1 
pain score: 


VAS – 0d
g
 Continuous  130  55.8 (SD 21.2)  136  57.7 (SD 19.1)   


VAS – 140d
g
 Continuous  130  38.3 (SD 28.4)  136  43.1 (SD 27.5)  MD=-4.800 (CI: -11.523, 1.923) 


RCT2 
pain score: 


VAS – 0d
h
 Continuous  116  58 (SD 19.5)  119  57.5 (SD 19.4)   


VAS – 140d
h
 Continuous  116  37.8 (SD 28.4)  119  41.6 (SD 28.6)  MD=-3.800 (CI: -11.088, 3.488) 


RCT3 
pain score: 


VAS – 0d
i
 Continuous  123  59.3 (SD 19.2)  126  55.3 (SD 21.1)   


VAS – 140d
i
 Continuous  123  44.7 (SD 28.7)  126  37.8 (SD 29.1)  MD=6.900 (CI: -0.279, 14.079) 


a
 All 3 RCTs pooled 
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b
 memory impairment, all 3 RCTs pooled 


c
 All 3 RCTs pooled; approximated to nearest integer (percentages only presented in text) 


d
 'patient choice'; All 3 RCTs pooled 


e
 All 3 RCTs pooled; 'patient choice' 


f
 estimated from percentage; All 3 RCTs pooled 


g
 RCT1 


h
 RCT2 


i
 RCT3 
 


   TOPIRAMATE 400MG/D  PLACEBO   


   N k mean  N k mean  Δ 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 140d
a
 Dichotomous  260 79 (30.4%)  384 32 (8.3%)  OR=4.801 (CI: 3.067, 7.515) 


adverse events: 
Cognitive impairment – 140d


b
 Dichotomous  260 18 (6.9%)  384 7 (1.8%)  OR=4.006 (CI: 1.649, 9.734) 


Confusion – 140d
a
 Dichotomous  260 18 (6.9%)  384 4 (1.0%)  OR=7.066 (CI: 2.363, 21.129) 


Fatigue – 140d
a
 Dichotomous  260 52 (20.0%)  384 42 (10.9%)  OR=2.036 (CI: 1.309, 3.166) 


Nausea – 140d
a
 Dichotomous  260 33 (12.7%)  384 27 (7.0%)  OR=1.922 (CI: 1.126, 3.282) 


parasthesia – 140d
c
 Dichotomous  260 31 (11.9%)  384 19 (4.9%)  OR=2.601 (CI: 1.435, 4.712) 


Somnolence – 140d
a
 Dichotomous  260 23 (8.8%)  384 15 (3.9%)  OR=2.387 (CI: 1.221, 4.668) 


treatment withdrawal: 
due to lack of efficacy – 140d


a
 Dichotomous  260 32 (12.3%)  384 82 (21.4%)  OR=0.517 (CI: 0.332, 0.805) 


unspecified/other reason – 140d
a
 Dichotomous  260 10 (3.8%)  384 15 (3.9%)  OR=0.984 (CI: 0.435, 2.225) 


withdrawal of consent – 140d Dichotomous  260 19
d
 (7.3%)  384 23


e
 (6.0%)  OR=1.237 (CI: 0.660, 2.321) 


lost to follow-up – 140d
a
 Dichotomous  260 11 (4.2%)  384 4 (1.0%)  OR=4.197 (CI: 1.322, 13.327) 


use of rescue medication: 
proportion using pain medication – 140d Dichotomous  260 142


c
 (54.6%)  384 202


f
 (52.6%)  OR=1.084 (CI: 0.791, 1.487) 


RCT1 
pain score: 


VAS – 0d
g
 Continuous  130  56.3 (SD 20.2)  136  57.7 (SD 19.1)   


VAS – 140d
g
 Continuous  130  39.7 (SD 26.9)  136  43.1 (SD 27.5)  MD=-3.400 (CI: -9.938, 3.138) 


RCT2 
pain score: 


VAS – 0d
h
 Continuous  129  57.8 (SD 19.7)  119  57.5 (SD 19.4)   


VAS – 140d
h
 Continuous  129  39.3 (SD 26.3)  119  41.6 (SD 28.6)  MD=-2.300 (CI: -9.156, 4.556) 


a
 All 3 RCTs pooled 


b
 memory impairment, all 3 RCTs pooled 


c
 All 3 RCTs pooled; approximated to nearest integer (percentages only presented in text) 


d
 'patient choice'; All 3 RCTs pooled 


e
 All 3 RCTs pooled; 'patient choice' 


f
 estimated from percentage; All 3 RCTs pooled 


g
 RCT1 


h
 RCT2 


Comments This paper combines the results of 3 RCTs some had a treatment phase of 18 weeks, some had a treatment phase of 22 weeks 
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Definitions of abbreviations are given at the end of this document. 


 


Study Tolle et al. (2008) 


Pain category Peripheral pain 


Study design Country: USA and Germany 


Design: Parallel 


Inclusion criteria: PDN for at least 1 year with a pain score of at least 40mm on a VAS-100mm and average daily pain rating of at least 4 on NRS-11 
point 


Exclusion criteria: Creatinine clearence less than 30mL/min  


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 395 


Number of males: 219 (55.4%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.425 (NRS (average of all means)) 


Mean age: 58.61 (SD: 11.5) 


Intervention(s) (1) Pregabalin 150mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 150mg/d 
Notes: no titration 


(2) Pregabalin 300mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 300mg/d 
Notes: 7 day titration from 150 mg/d 


(3) Pregabalin 300/600mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Flexible dose 
Notes: patients received 300 mg/d or 600 mg/d depending on their creatinine clearance (high [> 60 ml/min] - 600 mg/d, normal [> 30 but < or = 60 
ml/min] - 300 mg/d); 7 day titration from 150 mg/d 


(4) Placebo 
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Intervention: placebo 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 


(5) Pregabalin (dosages combined) 


Intervention: pregabalin 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Yes (excluded: medications and miscellaneous supplements commonly used for relief of neuropathic pain including 
benzodiazepines (other than stable bedtime dosages for sleep), skeletal muscle relaxants, capsaicin, alpha-lipoid acid, local anaesthtics, opioids 
including tramadol, memantine, AEDs, anti-depressants (other than SSRI for depression if stable for at least 30 days - SSRIs could be considered 
concomitant medications), analgesics like NSAIDs and dextromethorphan; unclear if rescue analgesics (such as paracetamol) were allowed) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN 150MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 50% pain reduction (NRS) – 84d Dichotomous  99 28 (28.3%)  96 24 (25.0%)  OR=1.188 (CI: 0.613, 2.304) 
at least 50% pain reduction (NRS) – 84d Dichotomous  82 28 (28.3%)  79 24 (25.0%)  OR=1.188 (CI: 0.613, 2.304) 


patient-reported global improvement: 
PGIC - worse (all grades) – 84d Dichotomous  99 5 (5.1%)  96 9 (9.4%)  OR=0.513 (CI: 0.165, 1.592) 
PGIC - worse (all grades) – 84d Dichotomous  96 5 (5.1%)  93 9 (9.4%)  OR=0.513 (CI: 0.165, 1.592) 
PGIC - worse (all grades), no change or minimally better – 84d Dichotomous  99 52 (52.5%)  96 62 (64.6%)  OR=0.591 (CI: 0.328, 1.065) 
PGIC - worse (all grades), no change or minimally better – 84d Dichotomous  96 52 (52.5%)  93 62 (64.6%)  OR=0.591 (CI: 0.328, 1.065) 
PGIC - no change – 84d Dichotomous  99 21 (21.2%)  96 23 (24.0%)  OR=0.852 (CI: 0.434, 1.674) 
PGIC - no change – 84d Dichotomous  96 21 (21.2%)  93 23 (24.0%)  OR=0.852 (CI: 0.434, 1.674) 
PGIC - minimally better – 84d Dichotomous  99 26 (26.3%)  96 30 (31.3%)  OR=0.780 (CI: 0.417, 1.458) 
PGIC - minimally better – 84d Dichotomous  96 26 (26.3%)  93 30 (31.3%)  OR=0.780 (CI: 0.417, 1.458) 
PGIC - at least moderately better – 84d Dichotomous  99 44 (44.4%)  96 31 (32.3%)  OR=1.692 (CI: 0.939, 3.050) 
PGIC - at least moderately better – 84d Dichotomous  96 44 (44.4%)  93 31 (32.3%)  OR=1.692 (CI: 0.939, 3.050) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 84d Continuous  96    93    MD=-0.450 (CI: -1.050, 0.150) 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  99 5 (5.1%)  96 3 (3.1%)  OR=1.649 (CI: 0.383, 7.099) 
adverse events: 


asthenia – 84d Dichotomous  99 1 (1.0%)  96 0 (0.0%)  OR=2.939 (CI: 0.118, 73.039) 
Dizziness – 84d Dichotomous  99 3 (3.0%)  96 2 (2.1%)  OR=1.469 (CI: 0.240, 8.990) 
Dry mouth – 84d Dichotomous  99 3 (3.0%)  96 0 (0.0%)  OR=7.000 (CI: 0.357, 137.346) 
headache – 84d Dichotomous  99 5 (5.1%)  96 5 (5.2%)  OR=0.968 (CI: 0.271, 3.456) 
oedema – 84d Dichotomous  99 4 (4.0%)  96 0 (0.0%)  OR=9.094 (CI: 0.483, 171.237) 
Peripheral oedema – 84d Dichotomous  99 5 (5.1%)  96 2 (2.1%)  OR=2.500 (CI: 0.473, 13.208) 
Somnolence – 84d Dichotomous  99 5 (5.1%)  96 1 (1.0%)  OR=5.053 (CI: 0.579, 44.075) 
vertigo – 84d Dichotomous  99 2 (2.0%)  96 0 (0.0%)  OR=4.949 (CI: 0.235, 104.429) 
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Weight gain – 84d Dichotomous  99 6 (6.1%)  96 0 (0.0%)  OR=13.417 (CI: 0.745, 241.531) 
overall improvement in quality of life: 


EQ-5D - health status index – 84d Continuous  92    90    MD=0.100 (CI: 0.035, 0.165) 
treatment withdrawal: 


due to lack of efficacy – 84d Dichotomous  99 8 (8.1%)  96 11 (11.5%)  OR=0.679 (CI: 0.261, 1.770) 
unspecified/other reason – 84d Dichotomous  99 4 (4.0%)  96 3 (3.1%)  OR=1.305 (CI: 0.284, 5.992) 
poor compliance – 84d Dichotomous  99 0 (0.0%)  96 0 (0.0%)  OR=0.970 (CI: 0.019, 49.368) 


Per Protocol 
pain score: 


NRS/NRS Pain – 84d Continuous  87    87    MD=-0.400 (CI: -1.040, 0.240) 


ITT population 
pain score: 


NRS/NRS Pain – 84d Continuous  98    96    MD=-0.270 (CI: -0.875, 0.335) 


 


   PREGABALIN 300MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 50% pain reduction (NRS) – 84d Dichotomous  99 26 (26.3%)  96 24 (25.0%)  OR=1.124 (CI: 0.575, 2.199) 
at least 50% pain reduction (NRS) – 84d Dichotomous  79 26 (26.3%)  79 24 (25.0%)  OR=1.124 (CI: 0.575, 2.199) 


patient-reported global improvement: 
PGIC - worse (all grades) – 84d Dichotomous  99 8 (8.1%)  96 9 (9.4%)  OR=0.868 (CI: 0.320, 2.357) 
PGIC - worse (all grades) – 84d Dichotomous  94 8 (8.1%)  93 9 (9.4%)  OR=0.868 (CI: 0.320, 2.357) 
PGIC - worse (all grades), no change or minimally better – 84d Dichotomous  99 54 (54.5%)  96 62 (64.6%)  OR=0.675 (CI: 0.373, 1.223) 
PGIC - worse (all grades), no change or minimally better – 84d Dichotomous  94 54 (54.5%)  93 62 (64.6%)  OR=0.675 (CI: 0.373, 1.223) 
PGIC - no change – 84d Dichotomous  99 17 (17.2%)  96 23 (24.0%)  OR=0.672 (CI: 0.332, 1.361) 
PGIC - no change – 84d Dichotomous  94 17 (17.2%)  93 23 (24.0%)  OR=0.672 (CI: 0.332, 1.361) 
PGIC - minimally better – 84d Dichotomous  99 29 (29.3%)  96 30 (31.3%)  OR=0.937 (CI: 0.506, 1.736) 
PGIC - minimally better – 84d Dichotomous  94 29 (29.3%)  93 30 (31.3%)  OR=0.937 (CI: 0.506, 1.736) 
PGIC - at least moderately better – 84d Dichotomous  99 40 (40.4%)  96 31 (32.3%)  OR=1.481 (CI: 0.818, 2.684) 
PGIC - at least moderately better – 84d Dichotomous  94 40 (40.4%)  93 31 (32.3%)  OR=1.481 (CI: 0.818, 2.684) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 84d Continuous  96    93    MD=-0.620 (CI: 0.000, -1.240) 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  99 11 (11.1%)  96 3 (3.1%)  OR=3.875 (CI: 1.046, 14.354) 
adverse events: 


asthenia – 84d Dichotomous  99 4 (4.0%)  96 0 (0.0%)  OR=9.094 (CI: 0.483, 171.237) 
Dizziness – 84d Dichotomous  99 9 (9.1%)  96 2 (2.1%)  OR=4.700 (CI: 0.988, 22.349) 
Dry mouth – 84d Dichotomous  99 5 (5.1%)  96 0 (0.0%)  OR=11.233 (CI: 0.613, 205.976) 
headache – 84d Dichotomous  99 3 (3.0%)  96 5 (5.2%)  OR=0.569 (CI: 0.132, 2.449) 
oedema – 84d Dichotomous  99 12 (12.1%)  96 0 (0.0%)  OR=27.571 (CI: 1.609, 472.600) 
Peripheral oedema – 84d Dichotomous  99 9 (9.1%)  96 2 (2.1%)  OR=4.700 (CI: 0.988, 22.349) 
Somnolence – 84d Dichotomous  99 4 (4.0%)  96 1 (1.0%)  OR=4.000 (CI: 0.439, 36.451) 
vertigo – 84d Dichotomous  99 6 (6.1%)  96 0 (0.0%)  OR=13.417 (CI: 0.745, 241.531) 
Weight gain – 84d Dichotomous  99 6 (6.1%)  96 0 (0.0%)  OR=13.417 (CI: 0.745, 241.531) 
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overall improvement in quality of life: 
EQ-5D - health status index – 84d Continuous  92    90    MD=0.080 (CI: 0.015, 0.145) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  99 5 (5.1%)  96 11 (11.5%)  OR=0.411 (CI: 0.137, 1.231) 
unspecified/other reason – 84d Dichotomous  99 4 (4.0%)  96 3 (3.1%)  OR=1.305 (CI: 0.284, 5.992) 
poor compliance – 84d Dichotomous  99 0 (0.0%)  96 0 (0.0%)  OR=0.970 (CI: 0.019, 49.368) 


Per Protocol 
pain score: 


NRS/NRS Pain – 84d Continuous  89    87    MD=-0.150 (CI: -0.785, 0.485) 


ITT population 
pain score: 


NRS/NRS Pain – 84d Continuous  99    96    MD=-0.100 (CI: -0.700, 0.500) 


 


   PREGABALIN 300/600MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 50% pain reduction (NRS) – 84d Dichotomous  101 36 (35.6%)  96 24 (25.0%)  OR=1.964 (CI: 1.021, 3.779) 
at least 50% pain reduction (NRS) – 84d Dichotomous  78 36 (35.6%)  79 24 (25.0%)  OR=1.964 (CI: 1.021, 3.779) 


patient-reported global improvement: 
PGIC - worse (all grades) – 84d Dichotomous  101 5 (5.0%)  96 9 (9.4%)  OR=0.519 (CI: 0.167, 1.610) 
PGIC - worse (all grades) – 84d Dichotomous  95 5 (5.0%)  93 9 (9.4%)  OR=0.519 (CI: 0.167, 1.610) 
PGIC - worse (all grades), no change or minimally better – 84d Dichotomous  101 47 (46.5%)  96 62 (64.6%)  OR=0.490 (CI: 0.271, 0.883) 
PGIC - worse (all grades), no change or minimally better – 84d Dichotomous  95 47 (46.5%)  93 62 (64.6%)  OR=0.490 (CI: 0.271, 0.883) 
PGIC - no change – 84d Dichotomous  101 13 (12.9%)  96 23 (24.0%)  OR=0.483 (CI: 0.228, 1.023) 
PGIC - no change – 84d Dichotomous  95 13 (12.9%)  93 23 (24.0%)  OR=0.483 (CI: 0.228, 1.023) 
PGIC - minimally better – 84d Dichotomous  101 29 (28.7%)  96 30 (31.3%)  OR=0.923 (CI: 0.498, 1.709) 
PGIC - minimally better – 84d Dichotomous  95 29 (28.7%)  93 30 (31.3%)  OR=0.923 (CI: 0.498, 1.709) 
PGIC - at least moderately better – 84d Dichotomous  101 48 (47.5%)  96 31 (32.3%)  OR=2.043 (CI: 1.133, 3.683) 
PGIC - at least moderately better – 84d Dichotomous  95 48 (47.5%)  93 31 (32.3%)  OR=2.043 (CI: 1.133, 3.683) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 84d Continuous  98    93    MD=-1.010 (CI: -1.605, -0.415) 
major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  101 13 (12.9%)  96 3 (3.1%)  OR=4.580 (CI: 1.262, 16.616) 
adverse events: 


asthenia – 84d Dichotomous  101 5 (5.0%)  96 0 (0.0%)  OR=11.000 (CI: 0.600, 201.678) 
Dizziness – 84d Dichotomous  101 14 (13.9%)  96 2 (2.1%)  OR=7.563 (CI: 1.671, 34.237) 
Dry mouth – 84d Dichotomous  101 7 (6.9%)  96 0 (0.0%)  OR=15.317 (CI: 0.863, 271.978) 
headache – 84d Dichotomous  101 1 (1.0%)  96 5 (5.2%)  OR=0.182 (CI: 0.021, 1.587) 
oedema – 84d Dichotomous  101 4 (4.0%)  96 0 (0.0%)  OR=8.908 (CI: 0.473, 167.701) 
Peripheral oedema – 84d Dichotomous  101 10 (9.9%)  96 2 (2.1%)  OR=5.165 (CI: 1.101, 24.220) 
Somnolence – 84d Dichotomous  101 8 (7.9%)  96 1 (1.0%)  OR=8.172 (CI: 1.002, 66.629) 
vertigo – 84d Dichotomous  101 5 (5.0%)  96 0 (0.0%)  OR=11.000 (CI: 0.600, 201.678) 
Weight gain – 84d Dichotomous  101 7 (6.9%)  96 0 (0.0%)  OR=15.317 (CI: 0.863, 271.978) 
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overall improvement in quality of life: 
EQ-5D - health status index – 84d Continuous  90    90    MD=0.140 (CI: 0.075, 0.205) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  101 3 (3.0%)  96 11 (11.5%)  OR=0.237 (CI: 0.064, 0.876) 
unspecified/other reason – 84d Dichotomous  101 6 (5.9%)  96 3 (3.1%)  OR=1.958 (CI: 0.476, 8.060) 
poor compliance – 84d Dichotomous  101 1 (1.0%)  96 0 (0.0%)  OR=2.881 (CI: 0.116, 71.577) 


Per Protocol 
pain score: 


NRS/NRS Pain – 84d Continuous  85    87    MD=-1.030 (CI: -1.680, -0.380) 


ITT population 
pain score: 


NRS/NRS Pain – 84d Continuous  101    96    MD=-0.910 (CI: -1.510, -0.310) 
 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study van Seventer et al. (2006) 


Pain category Peripheral pain 


Study design Country: unclear 


Design: Parallel 


Inclusion criteria: PHN for at least 3 months after herpes zoster episode with pain score of at least 40mm on VAS 100mm, average daily pain rating of at 
least 4 on NRS 11 point 


Exclusion criteria: Patients with malignancy (except basal cell carcinoma) within the past 2 years, clinically significant or unstable hepatic, respiratory, or 
haematological illnesses or psychologic condtitions, unstable cardiovascular disease, immunocomptimised, history of alcohol or drug abuse in the past 2 
years, participantion in a clinical trial for an investigational drug or agent within 30 days prior to study, participation in a trial on pregabalin.  


Study length (days): 91 


Intention-to-treat analysis? No 


Participants Total number of patients: 370 


Number of males: 168 (45.4%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 40.7 


Baseline pain severity: 6.67 (NRS) 


Mean age: 70.7 


Intervention(s) (1) Pregabalin 150mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 13 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 150mg/d 
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Notes: 1 week titration, 12 week maintenance 


(2) Pregabalin 300mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 13 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 300mg/d 
Notes: 1 week titration, 12 week maintenance 


(3) Pregablin 600mg/d 


Intervention: pregabalin 
Length of treatment (weeks): 13 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 
Notes: 1 week titration, 12 week maintenance 


(4) Placebo 


Intervention: placebo 
Length of treatment (weeks): 13 
Fixed/flexible dose regimen: Fixed dose 


(5) all pregabalin dosages 


Intervention: pregabalin 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? Yes (stable medications (30 days or more) before study entry including non-narcotic analgesics (ie. 
Noramidopyrine and paracetamol) and stable regimes of opioids, anti-inflammatories were allowed; rescue medications allowed (paracetamol, tramadol, 
amitriptyline); wash-out required for prohibited medications including skeletal muscle relaxants, steriods, capsaicin, mexiletine, dextromethorphan, anti-
epileptics, amantadine, alpha-lipoic acid, hydroxychloroquine, benzodiazepine, thioridazine, deferoxamine) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN 150MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  87  6.44 (SD 1.58)  93  6.85 (SD 1.49)   
NRS/NRS Pain – 91d


a
 Continuous  87  5.26 (SD 2.24)  93  6.14 (SD 2.22)  MD=-0.880 (CI: -1.530, -0.230) 


at least 30% pain reduction (NRS) – 91d Dichotomous  87 24 (27.6%)  93 10 (10.8%)  OR=3.162 (CI: 1.411, 7.087) 
at least 50% pain reduction (NRS) – 91d Dichotomous  87 16 (18.4%)  93 4 (4.3%)  OR=5.014 (CI: 1.605, 15.665) 


patient-reported global improvement: 
PGIC - worse (all grades) or no change – 91d Dichotomous  87 30 (34.5%)  93 38 (40.9%)  OR=0.762 (CI: 0.416, 1.395) 
PGIC - minimally better – 91d Dichotomous  87 17 (19.5%)  93 11 (11.8%)  OR=1.810 (CI: 0.795, 4.122) 
PGIC - at least moderately better – 91d Dichotomous  87 14 (16.1%)  93 10 (10.8%)  OR=1.592 (CI: 0.667, 3.801) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 91d
b
 Continuous  87  3.07 (SD 2.05)  93  4.1 (SD 2.03)  MD=-1.030 (CI: -1.620, -0.440) 
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major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 91d Dichotomous  87 7 (8.0%)  93 5 (5.4%)  OR=1.540 (CI: 0.470, 5.046) 
adverse events: 


asthenia – 91d Dichotomous  87 4 (4.6%)  93 5 (5.4%)  OR=0.848 (CI: 0.220, 3.267) 
Blurred vision – 91d Dichotomous  87 0 (0.0%)  93 0 (0.0%)  OR=1.069 (CI: 0.021, 54.439) 
Confusion – 91d


c
 Dichotomous  87 2 (2.3%)  93 1 (1.1%)  OR=2.165 (CI: 0.193, 24.307) 


Constipation – 91d Dichotomous  87 1 (1.1%)  93 2 (2.2%)  OR=0.529 (CI: 0.047, 5.941) 
Diarrhoea – 91d Dichotomous  87 5 (5.7%)  93 1 (1.1%)  OR=5.610 (CI: 0.642, 49.013) 
Dizziness – 91d Dichotomous  87 14 (16.1%)  93 9 (9.7%)  OR=1.790 (CI: 0.732, 4.377) 
Dry mouth – 91d Dichotomous  87 5 (5.7%)  93 0 (0.0%)  OR=12.467 (CI: 0.679, 228.884) 
Gait disturbance – 91d Dichotomous  87 1 (1.1%)  93 0 (0.0%)  OR=3.243 (CI: 0.130, 80.670) 
headache – 91d Dichotomous  87 4 (4.6%)  93 3 (3.2%)  OR=1.446 (CI: 0.314, 6.653) 
Nausea – 91d Dichotomous  87 1 (1.1%)  93 5 (5.4%)  OR=0.205 (CI: 0.023, 1.788) 
oedema – 91d Dichotomous  87 3 (3.4%)  93 3 (3.2%)  OR=1.071 (CI: 0.210, 5.456) 
Peripheral oedema – 91d Dichotomous  87 11 (12.6%)  93 10 (10.8%)  OR=1.201 (CI: 0.483, 2.988) 
Somnolence – 91d Dichotomous  87 8 (9.2%)  93 4 (4.3%)  OR=2.253 (CI: 0.653, 7.770) 
Weight gain – 91d Dichotomous  87 3 (3.4%)  93 0 (0.0%)  OR=7.746 (CI: 0.394, 152.151) 
facial oedema – 91d Dichotomous  87 3 (3.4%)  93 2 (2.2%)  OR=1.625 (CI: 0.265, 9.965) 


treatment withdrawal: 
due to lack of efficacy – 91d Dichotomous  87 16 (18.4%)  93 22 (23.7%)  OR=0.727 (CI: 0.353, 1.499) 
unspecified/other reason – 91d Dichotomous  87 3 (3.4%)  93 7 (7.5%)  OR=0.439 (CI: 0.110, 1.754) 
poor compliance – 91d Dichotomous  87 0 (0.0%)  93 0 (0.0%)  OR=1.069 (CI: 0.021, 54.439) 


a
 least squares mean 


b
 least squares mean; baseline not reported 


c
 Described as 'thinking abnormal' in evidence table 


 


   PREGABALIN 300MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  98  6.72 (SD 1.41)  93  6.85 (SD 1.49)   
NRS/NRS Pain – 91d


a
 Continuous  98  5.07 (SD 2.28)  93  6.14 (SD 2.22)  MD=-1.070 (CI: -1.695, -0.445) 


at least 30% pain reduction (NRS) – 91d Dichotomous  98 25 (25.5%)  93 10 (10.8%)  OR=2.842 (CI: 1.280, 6.313) 
at least 50% pain reduction (NRS) – 91d Dichotomous  98 16 (16.3%)  93 4 (4.3%)  OR=4.341 (CI: 1.394, 13.520) 


patient-reported global improvement: 
PGIC - worse (all grades) or no change – 91d Dichotomous  98 32 (32.7%)  93 38 (40.9%)  OR=0.702 (CI: 0.389, 1.267) 
PGIC - minimally better – 91d Dichotomous  98 13 (13.3%)  93 11 (11.8%)  OR=1.140 (CI: 0.483, 2.690) 
PGIC - at least moderately better – 91d Dichotomous  98 17 (17.3%)  93 10 (10.8%)  OR=1.742 (CI: 0.753, 4.031) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 91d
b
 Continuous  98  2.84 (SD 2.08)  93  4.1 (SD 2.03)  MD=-1.260 (CI: -1.840, -0.680) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 91d Dichotomous  98 15 (15.3%)  93 5 (5.4%)  OR=3.181 (CI: 1.107, 9.141) 
adverse events: 


asthenia – 91d Dichotomous  98 3 (3.1%)  93 5 (5.4%)  OR=0.556 (CI: 0.129, 2.394) 
Blurred vision – 91d Dichotomous  98 2 (2.0%)  93 0 (0.0%)  OR=4.845 (CI: 0.230, 102.259) 
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Confusion – 91d
c
 Dichotomous  98 2 (2.0%)  93 1 (1.1%)  OR=1.917 (CI: 0.171, 21.499) 


Constipation – 91d Dichotomous  98 8 (8.2%)  93 2 (2.2%)  OR=4.044 (CI: 0.836, 19.570) 
Diarrhoea – 91d Dichotomous  98 0 (0.0%)  93 1 (1.1%)  OR=0.313 (CI: 0.013, 7.781) 
Dizziness – 91d Dichotomous  98 32 (32.7%)  93 9 (9.7%)  OR=4.525 (CI: 2.020, 10.139) 
Dry mouth – 91d Dichotomous  98 4 (4.1%)  93 0 (0.0%)  OR=8.905 (CI: 0.473, 167.718) 
Gait disturbance – 91d Dichotomous  98 2 (2.0%)  93 0 (0.0%)  OR=4.845 (CI: 0.230, 102.259) 
headache – 91d Dichotomous  98 1 (1.0%)  93 3 (3.2%)  OR=0.309 (CI: 0.032, 3.028) 
Nausea – 91d Dichotomous  98 0 (0.0%)  93 5 (5.4%)  OR=0.082 (CI: 0.004, 1.498) 
oedema – 91d Dichotomous  98 3 (3.1%)  93 3 (3.2%)  OR=0.947 (CI: 0.186, 4.816) 
Peripheral oedema – 91d Dichotomous  98 14 (14.3%)  93 10 (10.8%)  OR=1.383 (CI: 0.582, 3.290) 
Somnolence – 91d Dichotomous  98 11 (11.2%)  93 4 (4.3%)  OR=2.813 (CI: 0.863, 9.173) 
Weight gain – 91d Dichotomous  98 8 (8.2%)  93 0 (0.0%)  OR=17.564 (CI: 0.999, 308.770) 
facial oedema – 91d Dichotomous  98 1 (1.0%)  93 2 (2.2%)  OR=0.469 (CI: 0.042, 5.262) 


treatment withdrawal: 
due to lack of efficacy – 91d Dichotomous  98 13 (13.3%)  93 22 (23.7%)  OR=0.494 (CI: 0.232, 1.050) 
unspecified/other reason – 91d Dichotomous  98 7 (7.1%)  93 7 (7.5%)  OR=0.945 (CI: 0.318, 2.806) 
poor compliance – 91d Dichotomous  98 1 (1.0%)  93 0 (0.0%)  OR=2.877 (CI: 0.116, 71.513) 


a
 least squares mean 


b
 least squares mean; baseline not reported 


c
 Described as 'thinking abnormal' in evidence table 


 


   PREGABLIN 600MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  90  6.65 (SD 1.44)  93  6.85 (SD 1.49)   
NRS/NRS Pain – 91d


a
 Continuous  88  4.35 (SD 2.25)  93  6.14 (SD 2.22)  MD=-1.790 (CI: -2.430, -1.150) 


at least 30% pain reduction (NRS) – 91d Dichotomous  90 31 (34.4%)  93 10 (10.8%)  OR=4.361 (CI: 1.985, 9.581) 
at least 50% pain reduction (NRS) – 91d Dichotomous  90 22 (24.4%)  93 4 (4.3%)  OR=7.199 (CI: 2.370, 21.868) 


patient-reported global improvement: 
PGIC - worse (all grades) or no change – 91d Dichotomous  90 20 (22.2%)  93 38 (40.9%)  OR=0.414 (CI: 0.217, 0.789) 
PGIC - minimally better – 91d Dichotomous  90 18 (20.0%)  93 11 (11.8%)  OR=1.864 (CI: 0.826, 4.207) 
PGIC - at least moderately better – 91d Dichotomous  90 22 (24.4%)  93 10 (10.8%)  OR=2.685 (CI: 1.191, 6.057) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 91d
b
 Continuous  88  2.17 (SD 2.06)  93  4.1 (SD 2.03)  MD=-1.930 (CI: -2.520, -1.340) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 91d Dichotomous  90 19 (21.1%)  93 5 (5.4%)  OR=4.710 (CI: 1.675, 13.240) 
adverse events: 


asthenia – 91d Dichotomous  90 5 (5.6%)  93 5 (5.4%)  OR=1.035 (CI: 0.289, 3.705) 
Blurred vision – 91d Dichotomous  90 4 (4.4%)  93 0 (0.0%)  OR=9.728 (CI: 0.516, 183.346) 
Confusion – 91d


c
 Dichotomous  90 4 (4.4%)  93 1 (1.1%)  OR=4.279 (CI: 0.469, 39.043) 


Constipation – 91d Dichotomous  90 8 (8.9%)  93 2 (2.2%)  OR=4.439 (CI: 0.916, 21.507) 
Diarrhoea – 91d Dichotomous  90 0 (0.0%)  93 1 (1.1%)  OR=0.341 (CI: 0.014, 8.474) 
Dizziness – 91d Dichotomous  90 33 (36.7%)  93 9 (9.7%)  OR=5.404 (CI: 2.403, 12.149) 
Dry mouth – 91d Dichotomous  90 11 (12.2%)  93 0 (0.0%)  OR=27.050 (CI: 1.569, 466.317) 
Gait disturbance – 91d Dichotomous  90 4 (4.4%)  93 0 (0.0%)  OR=9.728 (CI: 0.516, 183.346) 
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headache – 91d Dichotomous  90 4 (4.4%)  93 3 (3.2%)  OR=1.395 (CI: 0.303, 6.417) 
Nausea – 91d Dichotomous  90 2 (2.2%)  93 5 (5.4%)  OR=0.400 (CI: 0.076, 2.117) 
oedema – 91d Dichotomous  90 5 (5.6%)  93 3 (3.2%)  OR=1.765 (CI: 0.409, 7.612) 
Peripheral oedema – 91d Dichotomous  90 12 (13.3%)  93 10 (10.8%)  OR=1.277 (CI: 0.522, 3.123) 
Somnolence – 91d Dichotomous  90 23 (25.6%)  93 4 (4.3%)  OR=7.638 (CI: 2.522, 23.133) 
Weight gain – 91d Dichotomous  90 8 (8.9%)  93 0 (0.0%)  OR=19.267 (CI: 1.095, 338.955) 
facial oedema – 91d Dichotomous  90 4 (4.4%)  93 2 (2.2%)  OR=2.116 (CI: 0.378, 11.851) 


treatment withdrawal: 
due to lack of efficacy – 91d Dichotomous  90 6 (6.7%)  93 22 (23.7%)  OR=0.231 (CI: 0.089, 0.600) 
unspecified/other reason – 91d Dichotomous  90 4 (4.4%)  93 7 (7.5%)  OR=0.571 (CI: 0.161, 2.023) 
poor compliance – 91d Dichotomous  90 1 (1.1%)  93 0 (0.0%)  OR=3.134 (CI: 0.126, 77.948) 


a
 least squares mean 


b
 least squares mean; baseline not reported 


c
 Described as 'thinking abnormal' in evidence table 


 


   PLACEBO  ALL PREGABALIN DOSAGES   


   N k mean  N k mean  Δ 


patient-reported global improvement: 
PGIC - worse (all grades) or no change – 91d Dichotomous  93 38 (40.9%)  275 82 (29.8%)  OR=1.626 (CI: 0.999, 2.648) 
PGIC - minimally better – 91d Dichotomous  93 11 (11.8%)  275 48 (17.5%)  OR=0.634 (CI: 0.314, 1.280) 
PGIC - at least moderately better – 91d Dichotomous  93 10 (10.8%)  275 53 (19.3%)  OR=0.505 (CI: 0.245, 1.038) 


 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Vestergaard et al. (2001) 


Pain category Central pain 


Study design Country: Denmark 


Design: Crossover 


Inclusion criteria: central post stroke pain for more than 3 months where nocioceptive, periphrral neuropathy and psychogenic origin were considered 
unlikely, pain score of at least 4 on an NRS (11-point), age >18 years 


Exclusion criteria: dementia or any other cognitive impairment, diabetic neuropathy, malignant disease, recent myocardial infarction, severe heart 
insufficiency, liver/renal failure, known allergy to lamotrigine, positive hisotry for alcohol o drug abuse, pregnancy or lactation (those of childbearing age 
were required to use contraception) 


Study length (days): 133 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 30 


Number of males: 18 (60.0%) 


Underlying cause of neuropathic pain: Post-stroke pain 
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Mean duration of NP (in months): 48 


Baseline pain severity: 6 (median NRS 


(median duration of pain and age)) 


Mean age: 59 


Intervention(s) (1) Lamotrigine 200 mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 200mg/d 
Notes: dose gradually increased every 2nd week (25 to 50 to 100 to 200 mg/d) 


(2) placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? No (no concomitant use of anti-depressants, anti-epileptics or analgesics allowed, use of monamine oxidase 
inhibitors were not allowed in the last 14 days before the start of the trial; acetylsalicylic acid (300 mg dailly) as an antithrombolytic agent and 
paracetamol (500mg as needed) were allowed as rescue medication.) 


Outcomes 
measures and 
effect sizes 


   LAMOTRIGINE 200 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  30  med: 6 [rng 4–10]  30  med: 6 [rng 4–10]   
NRS/NRS Pain – 56d Continuous  30  med: 5  30  med: 7   


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  30 3
a
 (10.0%)  30 0 (0.0%)  OR=7.764 (CI: 0.384, 157.138) 


adverse events: 
any adverse event – 56d Dichotomous  30 17 (56.7%)  30 18 (60.0%)  OR=0.872 (CI: 0.312, 2.435) 
moderate to severe – 56d


b
 Dichotomous  30 6 (20.0%)  30 3 (10.0%)  OR=2.250 (CI: 0.507, 9.993) 


skin-related side effects – 56d Dichotomous  30 5
c
 (16.7%)  30 2 (6.7%)  OR=2.800 (CI: 0.498, 15.734) 


treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  30 1 (3.3%)  30 3 (10.0%)  OR=0.310 (CI: 0.030, 3.168) 
protocol deviation – 56d Dichotomous  30 0 (0.0%)  30 1


d
 (3.3%)  OR=0.322 (CI: 0.013, 8.235) 


a
 these were due to mild rash, severe headache and severe pain 


b
 considered by investigators to possibly be related to treatment 


c
 2 had rash 


d
 patient took concomitant analgesics 


Comments 1 patient withdrew consent before randomisation; an additional patient was withdrawn due to protocol violation (for taking concomitant analgesics) but it 
was not clear which treatment this was associated with (this was discovered by investigators after completion of the trial); authors reported rates of those 
who they considered responding to treatment (pain scores lower than the corresponding treatment period values): 12 were considered responders in the 
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lamotrigine group, 3 in the placebo group and 11 had no difference in pain scores; rescue medication usage was reported as low in the study and not 
statistically significantly different between groups (but more data was not reported); there was a 7-day baseline period (patients on other medications 
were tapered off before the trial - uncertain if this was done before ths 7-day baseline period [this would then be a drug-free baseline period] or during 
this period) 


Definitions of abbreviations are given at the end of this document. 


 


Study Vinik et al. (2007) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: PDN for at least 6 months but less than 5 years with an average daily pain score of at least 4 on the NRS 11-point 


Exclusion criteria: severe pain not associated with PDN, pain from mononeuropathy, osteoarthritis of ankle or foot, gout, bursitis or fascitis, pain from 
proximal diabetic neuropathy, diabetic mononeuropathy or diabetic truncal neuropathy, diffuse peripheral neuropathy from causes other than diabetes, 
MS or other conditions associated with central neuropathic pain, acupuncutre or nerve blocks for pain relief within 30 days of screening, prior use of 
lamotrigine 


Study length (days): 133 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 360 


Number of males: 195 (54.2%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): not reported 


Baseline pain severity: 6.275 (NRS (average of arm means)) 


Mean age: 59.9 


Intervention(s) (1) Lamotrigine 200mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 19 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 200mg/d 
Notes: 7 week dose escalation and 12 week maintenance phase 


(2) Lamotrigine 300mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 19 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 300mg/d 
Notes: 7 week dose escalation and 12 week maintenance phase 


(3) Lamotrigine 400mg/d 
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Intervention: lamotrigine 
Length of treatment (weeks): 19 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 400mg/d 
Notes: 7 week dose escalation and 12 week maintenance phase 


(4) Placebo 


Intervention: placebo 
Length of treatment (weeks): 19 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Paracetamol as rescue, gabapentin and anti-depressents allowed; non-drug therapies like nerve blocks, 
acupunture or other procedures, analgesics and medications with analgesic properties like dextormethorphan were prohibited) 


Outcomes 
measures and 
effect sizes 


   LAMOTRIGINE 200MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 133d


a
 Dichotomous  90 25 (27.8%)  90 32 (35.6%)  OR=0.688 (CI: 0.343, 1.380) 


at least 50% pain reduction (NRS) – 133d
a
 Dichotomous  90 19 (21.1%)  90 23 (25.6%)  OR=0.791 (CI: 0.364, 1.720) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 133d Dichotomous  90 10 (11.1%)  90 5 (5.6%)  OR=2.125 (CI: 0.696, 6.487) 
adverse events: 


Dizziness – 133d Dichotomous  90 3 (3.3%)  90 2 (2.2%)  OR=1.517 (CI: 0.247, 9.304) 
headache Dichotomous  90 7 (7.8%)  90 3 (3.3%)  OR=2.446 (CI: 0.612, 9.776) 
Nausea – 133d Dichotomous  90 10 (11.1%)  90 4 (4.4%)  OR=2.688 (CI: 0.810, 8.912) 
Rash – 133d Dichotomous  90 13 (14.4%)  90 8 (8.9%)  OR=1.731 (CI: 0.680, 4.404) 


treatment withdrawal: 
unspecified/other reason – 133d Dichotomous  90 31 (34.4%)  90 28 (31.1%)  OR=1.163 (CI: 0.624, 2.169) 


a
 calculated from percentages 


 


   LAMOTRIGINE 300MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 133d


a
 Dichotomous  90 37 (41.1%)  90 32 (35.6%)  OR=1.000 (CI: 0.516, 1.936) 


at least 50% pain reduction (NRS) – 133d
a
 Dichotomous  90 28 (31.1%)  90 23 (25.6%)  OR=1.074 (CI: 0.513, 2.247) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 133d Dichotomous  90 10 (11.1%)  90 5 (5.6%)  OR=2.125 (CI: 0.696, 6.487) 
adverse events: 


Dizziness – 133d Dichotomous  90 8 (8.9%)  90 2 (2.2%)  OR=4.293 (CI: 0.886, 20.808) 
headache Dichotomous  90 19 (21.1%)  90 3 (3.3%)  OR=7.761 (CI: 2.207, 27.287) 
Nausea – 133d Dichotomous  90 4 (4.4%)  90 4 (4.4%)  OR=1.000 (CI: 0.242, 4.128) 
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Rash – 133d Dichotomous  90 7 (7.8%)  90 8 (8.9%)  OR=0.864 (CI: 0.300, 2.493) 
treatment withdrawal: 


unspecified/other reason – 133d Dichotomous  90 34 (37.8%)  90 28 (31.1%)  OR=1.344 (CI: 0.725, 2.492) 


a
 calculated from percentages 


 


   LAMOTRIGINE 400MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 133d


a
 Dichotomous  90 25 (27.8%)  90 32 (35.6%)  OR=0.464 (CI: 0.219, 0.984) 


at least 50% pain reduction (NRS) – 133d
a
 Dichotomous  90 16 (17.8%)  90 23 (25.6%)  OR=0.419 (CI: 0.171, 1.028) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 133d Dichotomous  90 15 (16.7%)  90 5 (5.6%)  OR=3.400 (CI: 1.180, 9.801) 
adverse events: 


Dizziness – 133d Dichotomous  90 10 (11.1%)  90 2 (2.2%)  OR=5.500 (CI: 1.170, 25.863) 
headache Dichotomous  90 14 (15.6%)  90 3 (3.3%)  OR=5.342 (CI: 1.479, 19.298) 
Nausea – 133d Dichotomous  90 9 (10.0%)  90 4 (4.4%)  OR=2.389 (CI: 0.708, 8.061) 
Rash – 133d Dichotomous  90 11 (12.2%)  90 8 (8.9%)  OR=1.427 (CI: 0.546, 3.734) 


treatment withdrawal: 
unspecified/other reason – 133d Dichotomous  90 45 (50.0%)  90 28 (31.1%)  OR=2.214 (CI: 1.205, 4.068) 


a
 calculated from percentages 


Comments this entry summaries study 1 from this publication; there was a 7 day baseline period 


Definitions of abbreviations are given at the end of this document. 


 


Study Vinik et al. (2007) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: PDN for at least 6 months but less than 5 years with an average daily pain score of at least 4 on the NRS 11-point 


Exclusion criteria: severe pain not associated with PDN, pain from mononeuropathy, osteoarthritis of ankle or foot, gout, bursitis or fascitis, pain from 
proximal diabetic neuropathy, diabetic mononeuropathy or diabetic truncal neuropathy, diffuse peripheral neuropathy from causes other than diabetes, 
MS or other conditions associated with central neuropathic pain, acupuncutre or nerve blocks for pain relief within 30 days of screening, prior use of 
lamotrigine 


Study length (days): 133 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 360 


Number of males: 195 (54.2%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 
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Mean duration of NP (in months): not reported 


Baseline pain severity: 6.225 (NRS (average of arm means)) 


Mean age: 59.9 


Intervention(s) (1) Lamotrigine 200mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 19 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 200mg/d 


(2) Lamotrigine 300mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 19 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 300mg/d 


(3) Lamotrigine 400mg/d 


Intervention: lamotrigine 
Length of treatment (weeks): 19 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 400mg/d 


(4) Placebo 


Intervention: placebo 
Length of treatment (weeks): 19 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (gabapentin and anti-depressents allowed; non-drug therapies like nerve blocks, acupuntures or other 
procedures, analgesics and medications with analgesic properties like dextormethorphan were prohibited; Paracetamol as rescue permitted) 


Outcomes 
measures and 
effect sizes 


   LAMOTRIGINE 200MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 133d


a
 Dichotomous  90 32 (35.6%)  90 25 (27.8%)  OR=0.661 (CI: 0.295, 1.478) 


at least 50% pain reduction (NRS) – 133d
a
 Dichotomous  90 21 (23.3%)  90 19 (21.1%)  OR=1.091 (CI: 0.481, 2.474) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 133d Dichotomous  90 10 (11.1%)  90 9 (10.0%)  OR=1.125 (CI: 0.434, 2.915) 
adverse events: 


Dizziness – 133d Dichotomous  90 4 (4.4%)  90 6 (6.7%)  OR=0.651 (CI: 0.177, 2.390) 
Nausea – 133d Dichotomous  90 11 (12.2%)  90 7 (7.8%)  OR=1.651 (CI: 0.610, 4.472) 
Rash – 133d Dichotomous  90 9 (10.0%)  90 8 (8.9%)  OR=1.139 (CI: 0.419, 3.098) 


treatment withdrawal: 
unspecified/other reason – 133d Dichotomous  90 32 (35.6%)  90 32 (35.6%)  OR=1.000 (CI: 0.543, 1.841) 
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a
 calculated from percentages 


 


   LAMOTRIGINE 300MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 133d


a
 Dichotomous  90 28 (31.1%)  90 25 (27.8%)  OR=1.149 (CI: 0.553, 2.388) 


at least 50% pain reduction (NRS) – 133d
a
 Dichotomous  90 20 (22.2%)  90 19 (21.1%)  OR=1.091 (CI: 0.481, 2.474) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 133d Dichotomous  90 9 (10.0%)  90 9 (10.0%)  OR=1.000 (CI: 0.378, 2.648) 
adverse events: 


Dizziness – 133d Dichotomous  90 6 (6.7%)  90 6 (6.7%)  OR=1.000 (CI: 0.310, 3.226) 
Nausea – 133d Dichotomous  90 5 (5.6%)  90 7 (7.8%)  OR=0.697 (CI: 0.213, 2.285) 
Rash – 133d Dichotomous  90 10 (11.1%)  90 8 (8.9%)  OR=1.281 (CI: 0.481, 3.412) 


treatment withdrawal: 
unspecified/other reason – 133d Dichotomous  90 32 (35.6%)  90 32 (35.6%)  OR=1.000 (CI: 0.543, 1.841) 


a
 calculated from percentages 


 


   LAMOTRIGINE 400MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
at least 30% pain reduction (NRS) – 133d


a
 Dichotomous  90 27 (30.0%)  90 25 (27.8%)  OR=0.859 (CI: 0.399, 1.846) 


at least 50% pain reduction (NRS) – 133d
a
 Dichotomous  90 20 (22.2%)  90 19 (21.1%)  OR=0.911 (CI: 0.391, 2.122) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 133d Dichotomous  90 15 (16.7%)  90 9 (10.0%)  OR=1.800 (CI: 0.744, 4.357) 
adverse events: 


Dizziness – 133d Dichotomous  90 9 (10.0%)  90 6 (6.7%)  OR=1.556 (CI: 0.530, 4.568) 
Nausea – 133d Dichotomous  90 5 (5.6%)  90 7 (7.8%)  OR=0.697 (CI: 0.213, 2.285) 
Rash – 133d Dichotomous  90 14 (15.6%)  90 8 (8.9%)  OR=1.888 (CI: 0.750, 4.752) 


treatment withdrawal: 
unspecified/other reason – 133d Dichotomous  90 42 (46.7%)  90 32 (35.6%)  OR=1.586 (CI: 0.872, 2.884) 


a
 calculated from percentages 


Comments this entry summaries study 2 from this publication;there was a 7 day baseline period 


Definitions of abbreviations are given at the end of this document. 


 


Study Vranken et al. (2008) 


Pain category Central pain 


Study design Country: Holland 
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Design: Parallel 


Inclusion criteria: Severe neuropathic pain caused by brain and spinal cord injuries for at least 6 months, with a pain score of at least 60mm on a VAS 
100mm 


Exclusion criteria: pregnancy, history of intolerance, hypersensitivity or known allergy tp pregabalin, known history of significant heaptic, renal or 
spychiatric disorder, hisotry of galactose intolerance, lactase deficieincy, glucose-galactose malabsorption, < 60ml/min creatinine clearnace 


Study length (days): 28 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 40 


Number of males: 19 (47.5%) 


Underlying cause of neuropathic pain: Central pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 7.5 (VAS (average of means)) 


Mean age: 54.45 


Intervention(s) (1) Pregabalin (flexible dose) 


Intervention: pregabalin 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 
Range: 150–600 
Notes: titrated at 3-day intervals (150, 300 or 600 mg/d with 1, 2 or 4 daily capsules) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Opioids, anti-depressants, NSAIDs if stable for at least 90 days before study) 


Outcomes 
measures and 
effect sizes 


   PREGABALIN (FLEXIBLE DOSE)  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  20  7.6 (SD 0.8)  20  7.4 (SD 1)   
VAS – 28d Continuous  20  5.1 (SD 2.9)  20  7.3 (SD 2)  MD=-2.180 (CI: -3.795, -0.565) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  20 3 (15.0%)  20 3 (15.0%)  OR=1.000 (CI: 0.176, 5.673) 
adverse events: 


Cognitive impairment – 28d
a
 Dichotomous  20 6 (30.0%)  20 8 (40.0%)  OR=0.643 (CI: 0.174, 2.381) 


Confusion Dichotomous  20 7 (35.0%)  20 4 (20.0%)  OR=2.154 (CI: 0.515, 9.000) 
Dizziness – 28d Dichotomous  20 7 (35.0%)  20 6 (30.0%)  OR=1.256 (CI: 0.334, 4.733) 
Nausea – 28d Dichotomous  20 6 (30.0%)  20 4 (20.0%)  OR=1.714 (CI: 0.400, 7.340) 
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Peripheral oedema – 28d Dichotomous  20 1 (5.0%)  20 4 (20.0%)  OR=0.211 (CI: 0.021, 2.079) 
Somnolence – 28d Dichotomous  20 9 (45.0%)  20 9 (45.0%)  OR=1.000 (CI: 0.288, 3.476) 


overall improvement in quality of life: 
SF36 Mental – 0d Continuous  20  67.5 (SD 19.2)  20  63.2 (SD 22)   
SF36 Mental – 28d Continuous  20  70.3 (SD 18.8)  20  62 (SD 21.3)  MD=8.300 (CI: -4.151, 20.751) 
SF36 Physical – 0d Continuous  20  31.5 (SD 21.4)  20  30.5 (SD 23.8)   
SF36 Physical – 28d Continuous  20  34 (SD 23.4)  20  30 (SD 23.5)  MD=4.000 (CI: -10.534, 18.534) 
EQ-5D - health status index – 0d Continuous  20  0.28 (SD 0.32)  20  0.16 (SD 0.34)   
EQ-5D - health status index – 28d Continuous  20  med: 0.59


b
  20  med: 0.06


c
   


EQ-5D - health status VAS – 0d Continuous  20  60.4 (SD 17)  20  50.1 (SD 19.7)   
EQ-5D - health status VAS – 28d Continuous  20  65.7 (SD 17)  20  37.8 (SD 18.5)  MD=27.900 (CI: 16.889, 38.911) 


treatment withdrawal: 
due to lack of efficacy – 28d Dichotomous  20 0 (0.0%)  20 1 (5.0%)  OR=0.317 (CI: 0.012, 8.260) 


a
 study reported 'cognitive performance' as adverse event 


b
 instead of dispersion, IQR was reported (0.52, 0.67) 


c
 instead of dispersion, IQR was reported (-0.17, 0.57) 


Comments those on gabapentin had to discontinue use at least 3 days before the start of the study 


Definitions of abbreviations are given at the end of this document. 


 


Study Vranken et al. (2011) 


Pain category Central pain 


Study design Country: Holland 


Design: Parallel 


Inclusion criteria: Participants with neuropathic pain caused by spinal cord injury at least 6 months, at least 18 years of age and VAS scale of 6 and 
higher 


Exclusion criteria: pregnancy, history of intolerance, hypersensitivity or known allergy to duloxetine, known history of significant hepatic, renal or 
psychiatric disorder, use of antidepressants for treatment of depression 


Study length (days): 56 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 48 


Number of males: not reported 


Underlying cause of neuropathic pain: Spinal cord injury pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 7.15 (VAS (average of arm means)) 


Mean age: not reported 


Intervention(s) (1) Duloxetine flexi 


Intervention: duloxetine 
Length of treatment (weeks): 8 
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Fixed/flexible dose regimen: Flexible dose 
Mean dose: 99.1mg/d (SD: 29.2) 
Range: 60–120 
Notes: Patients received either 60 or 120 mg/d; mean usage at end of study was 99.1 mg ( 29.2) 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Oral medication for pain were allowed if neuropathic pain treatment was on a stable regimen at least 6 weeks 
before study. Anti-depressants discontinued for 30 days prior to starting study. No new analgesic treatment alllowed during study.) 


Outcomes 
measures and 
effect sizes 


   DULOXETINE FLEXI  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  24  7.1 (SD 0.8)  24  7.2 (SD 0.8)   


VAS – 28d
b
 Continuous  24  5.3 (SD 2)  24  5.9 (SD 2.1)  MD=-0.600 (CI: -1.760, 0.560) 


VAS – 56d
a
 Continuous  24  5 (SD 2)  24  6.1 (SD 1.7)  MD=-1.100 (CI: -2.150, -0.050) 


patient-reported global improvement: 
PGIC - much worse – 56d Dichotomous  24 0 (0.0%)  24 0 (0.0%)  OR=1.000 (CI: 0.019, 52.443) 
PGIC - moderately worse – 56d Dichotomous  24 1 (4.2%)  24 0 (0.0%)  OR=3.128 (CI: 0.121, 80.684) 
PGIC - minimally worse – 56d Dichotomous  24 1 (4.2%)  24 4 (16.7%)  OR=0.217 (CI: 0.022, 2.108) 
PGIC - no change – 56d Dichotomous  24 10 (41.7%)  24 16 (66.7%)  OR=0.357 (CI: 0.110, 1.156) 
PGIC - minimally better – 56d Dichotomous  24 6 (25.0%)  24 4 (16.7%)  OR=1.667 (CI: 0.404, 6.870) 
PGIC - moderately better – 56d Dichotomous  24 4 (16.7%)  24 0 (0.0%)  OR=10.756 (CI: 0.546, 211.777) 
PGIC - at least moderately better – 56d Dichotomous  24 5 (20.8%)  24 0 (0.0%)  OR=13.821 (CI: 0.719, 265.518) 
PGIC - much better – 56d Dichotomous  24 1 (4.2%)  24 0 (0.0%)  OR=3.128 (CI: 0.121, 80.684) 


adverse events: 
Confusion – 56d Dichotomous  24 3 (12.5%)  24 0 (0.0%)  OR=7.977 (CI: 0.390, 163.333) 
Constipation – 56d Dichotomous  24 0 (0.0%)  24 2 (8.3%)  OR=0.184 (CI: 0.008, 4.036) 
Dizziness – 56d Dichotomous  24 4 (16.7%)  24 2 (8.3%)  OR=2.200 (CI: 0.363, 13.338) 
Dry mouth – 56d Dichotomous  24 1 (4.2%)  24 0 (0.0%)  OR=3.128 (CI: 0.121, 80.684) 
headache – 56d Dichotomous  24 3 (12.5%)  24 2 (8.3%)  OR=1.571 (CI: 0.238, 10.365) 
nausea/vomiting – 56d Dichotomous  24 5 (20.8%)  24 2 (8.3%)  OR=2.895 (CI: 0.503, 16.674) 
Somnolence – 56d Dichotomous  24 12 (50.0%)  24 2 (8.3%)  OR=11.000 (CI: 2.104, 57.504) 
urination difficulties – 56d Dichotomous  24 2


c
 (8.3%)  24 0


d
 (0.0%)  OR=5.444 (CI: 0.248, 119.632) 


overall improvement in quality of life: 
SF36 Mental – 0d Continuous  24  68 (SD 17)  24  72 (SD 19)   
SF36 Mental – 56d Continuous  24  73 (SD 19)  24  73 (SD 19)  MD=0.000 (CI: -10.750, 10.750) 
SF36 Physical – 0d Continuous  24  39 (SD 25)  24  38 (SD 28)   
SF36 Physical – 56d Continuous  24  41 (SD 27)  24  39 (SD 25)  MD=2.000 (CI: -12.721, 16.721) 
EQ-5D - health status index – 0d Continuous  24  0.36 (SD 0.33)  24  0.24 (SD 0.3)   
EQ-5D - health status index – 56d Continuous  24  4 (SD 0.31)  24  0.37 (SD 0.34)  MD=3.630 (CI: 3.446, 3.814) 
EQ-5D - health status VAS – 0d Continuous  24  63 (SD 18)  24  56 (SD 18)   
EQ-5D - health status VAS – 56d Continuous  24  59 (SD 21)  24  53 (SD 17)  MD=6.000 (CI: -4.809, 16.809) 
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treatment withdrawal: 
due to lack of efficacy – 56d Dichotomous  24 1 (4.2%)  24 0 (0.0%)  OR=3.128 (CI: 0.121, 80.684) 
unspecified/other reason – 56d Dichotomous  24 3 (12.5%)  24 1 (4.2%)  OR=3.286 (CI: 0.317, 34.083) 


a
 denominators not reported for this outcome but assumed as ITT 


b
 estimated from graph; denominators not reported for this outcome but assumed as ITT 


c
 study reported 'micturition' 


d
 study reported 'miction' 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Vrethem et al. (1997) 


Pain category Peripheral pain 


Study design Country: Sweden 


Design: Crossover 


Inclusion criteria: polyneuropathy for at least 6 months with no signs of central, nocioceptive or psychogenic pain (polyneuropathy diagnosis required at 
least 2 of: distal sensory impairment, distal bilateral msucle weakness or atrophy, bileateral decrease or loss of tendon reflexes 


Exclusion criteria: patients with other neurologic diseases 


Study length (days): 98 


Intention-to-treat analysis? No 


Participants Total number of patients: 37 


Number of males: 17 (45.9%) 


Underlying cause of neuropathic pain: Polyneuropathy 


Mean duration of NP (in months): 48 


Baseline pain severity: 4.55 (VRS-10-step (average of arm means - diabetic patients had mean 5.0 [1.4] score and non-diabetic patients had 4.1[1.9]) 


(pain duration is median value)) 


Mean age: 61 


Intervention(s) (1) Amitriptyline 75 mg/d 


Intervention: amitriptyline 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 75mg/d 
Notes: days 1-3: 25 mg/d, 4-6: 50 mg/d, from day 7: 75 mg/d 


(2) placebo (lactose) 


Intervention: placebo 
Length of treatment (weeks): 4 
Fixed/flexible dose regimen: Fixed dose 
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Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? Yes (appears concomitant drugs were used by some) 


Outcomes 
measures and 
effect sizes 


   AMITRIPTYLINE 75 MG/D  PLACEBO (LACTOSE)   


   N k mean  N k mean  Δ 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Better sleep – 28d Dichotomous  35 11
a
 (31.4%)  33 4 (12.1%)  OR=3.323 (CI: 0.937, 11.782) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 28d Dichotomous  35 3
b
 (8.6%)  33 0 (0.0%)  OR=7.215 (CI: 0.358, 145.247) 


adverse events: 
any adverse event – 28d Dichotomous  35 24


c
 (68.6%)  33 6


d
 (18.2%)  OR=9.818 (CI: 3.151, 30.594) 


Dry mouth – 28d Dichotomous  35 12
e
 (34.3%)  33 2


f
 (6.1%)  OR=8.087 (CI: 1.647, 39.702) 


hyperglycaemia – 28d Dichotomous  35 1
g
 (2.9%)  33 0 (0.0%)  OR=2.913 (CI: 0.115, 74.063) 


Nausea – 28d Dichotomous  35 1
h
 (2.9%)  33 0 (0.0%)  OR=2.913 (CI: 0.115, 74.063) 


Sedation – 28d Dichotomous  35 12
i
 (34.3%)  33 3


j
 (9.1%)  OR=5.217 (CI: 1.317, 20.673) 


tachycardia – 28d Dichotomous  35 0 (0.0%)  33 0 (0.0%)  OR=0.944 (CI: 0.018, 48.924) 
Urine retention – 28d Dichotomous  35 1


k
 (2.9%)  33 0 (0.0%)  OR=2.913 (CI: 0.115, 74.063) 


urticaria – 28d Dichotomous  35 0 (0.0%)  33 0 (0.0%)  OR=0.944 (CI: 0.018, 48.924) 
vertigo – 28d Dichotomous  35 7


l
 (20.0%)  33 1


h
 (3.0%)  OR=8.000 (CI: 0.926, 69.078) 


diabetes 
pain score: 


VRS – 0d
m
 Continuous  17  5.3 (SD 1.4)  17  5.3 (SD 1.4)   


VRS – 28d
n
 Continuous  17  3.65 (SD 1.7)  17  5.5 (SD 1.55)  MD=-1.850 (CI: -2.945, -0.755) 


no diabetes 
pain score: 


VRS – 0d
m
 Continuous  17  4.3 (SD 1.76)  17  4.3 (SD 1.76)   


VRS – 28d
n
 Continuous  16  3.55 (SD 1.96)  16  3.85 (SD 2.16)  MD=-0.300 (CI: -1.726, 1.126) 


a
 2 with better sleep did not have better pain relief 


b
 due to hyperglycaemia, severe thirst and urinary retention 


c
 17 mild, 4 moderate, 3 severe 


d
 4 mild, 2 moderate 


e
 10 were mild, 2 moderate 


f
 1 was mild 


g
 severe (not directly related to the treatment but could have been caused by lethargy and slight confusion which made the patient forget her insulin treatment) 


h
 mild 


i
 10 mild, 2 moderate 
j
 2 mild, 1 moderate 
k
 severe 


l
 5 mild, 2 moderate 
m
 measured as daily verbal assessment; average of morning and evening scores 


n
 measured as daily verbal assessment; average of morning and evening scores taken over the last week (days 22 to 28) 


Comments 19 patients were diabetic; 1 patient with severe depression was excluded and treated by a psychiatrist and another discontinued the study after taking 
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only one dose (but it was not clear what treatment the patient was receiving at the time of withdrawal); authors considered at least 20% pain reduction a 
response to treatment 


Definitions of abbreviations are given at the end of this document. 


 


Study Wade et al. (2004) 


Pain category Central pain 


Study design Country: UK 


Design: Parallel 


Inclusion criteria: clinically confirmed MS of any type (undertaken through history, full examination, and full review of hospital notes) that is stable over 
the preceeding 4 weeks with no relapse (confirmed clinically on study entry) and be on stable regular medication for the past 4 weeks; participants 
included for pain as the primary symptom were required to have pain that was not obviously musculoskeletal and was at least 50% of maximal severity 
on a VAS 


Exclusion criteria: current or past history of drug or alcohol abuse, significant psychiatric illness other than depression associated with MS, serious 
cardiovascular disorder, significant renal or hepatic impairment or history of epilepsy, planned visit abroad during the active study 


Study length (days): - 


Intention-to-treat analysis? Unclear 


Participants Total number of patients: 37 


Number of males: not reported 


Underlying cause of neuropathic pain: MS neuropathic pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: not reported ((data on patient demographics is from all 160 patients included in the study with various primary symptoms including 
pain, tremor, bladder control, spasticity, and spasm)) 


Mean age: 50.7 


Intervention(s) (1) Sativex pump action spray flexible dose 


Intervention: cannabis sativa extract 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Range: 2.5–120 
Notes: 2.7 mg THC and 2.5 mg CBD with each spray; contained peppermint flavour and colouring to disguise the taste and appearance of CBME; 
participants titrated individually and recorded the number of doses they tried in a diary (increments were no more than 120 mg THC and 120 mg CBD per 
day with no more than 20 mg of each in any 3-hour period); average dose of the subgroup with pain as the primary symptom was not clear 


(2) Placebo spray flexible dose 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Notes: contained peppermint flavour and colouring as the active treatment did to disguise the taste and appearance of CBME 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     245 of 283 
 
 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Sativex was taken as adjuvant treatment so patients were asked to continue on concomitant medication) 


Outcomes 
measures and 
effect sizes 


   
SATIVEX PUMP ACTION SPRAY 
FLEXIBLE DOSE  


PLACEBO SPRAY FLEXIBLE 
DOSE   


   N k mean  N k mean  Δ 


pain score: 
VAS – 
35d


a
 


Mean difference from baseline to 
average f-u  18  -9.83  19  -19.9  


MD=10.040 (CI: -6.522, 
26.602) 


a
 from baseline to last 2 weeks of treatment (so average of weeks 4 to 6 [5 weeks] chosen as endpoint)(dispersion available from inter-arm data only) 


Comments This study has been included, despite the fact that it includes patients with MS with symptoms other than neuropathic pain as the randomisation was 
stratified by primary MS symptom and results are also separated by symptom. Authors stated that caution was exercised for those taking drugs 
metabolized by certain cytochrome P450 enzymes such as tricyclic antidepressants and anticonvulsants. Patients were assessed for eligibility after a 2-
week baseline period. Other outcomes were reported in the study (including affect on sleep, Beck's Depression Index, safety data, and others) but they 
have not been extracted as the summary of results included patients with primary symptoms other than pain from MS. 


Definitions of abbreviations are given at the end of this document. 


 


Study Watson & Evans (1992) 


Pain category Peripheral pain 


Study design Country: Canada 


Design: Parallel 


Inclusion criteria: Neuropathic post mastectomy pain for more than 3 months with at least moderate or severe pain for at least one half of the day 


Exclusion criteria: open skin lesionsi n area of pain, other skin conditions in the affected area, severe depression with voiced suicidal intent, another 
unrelated significant pain problem 


Study length (days): 42 


Intention-to-treat analysis? No 


Participants Total number of patients: 25 


Number of males: 0 (0.0%) 


Underlying cause of neuropathic pain: Post-surgical pain after surgery for cancer 


Mean duration of NP (in months): 48 


Baseline pain severity: 59.95 (VAS (average of arm means)) 


Mean age: 58 


Intervention(s) (1) Capsaicin 0.075% 4x per day 


Intervention: capsaicin cream 
Length of treatment (weeks): 6 
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Fixed/flexible dose regimen: Fixed dose 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Participants could continue with previous analgesics if needed but no topical agents) 


Outcomes 
measures and 
effect sizes 


   
CAPSAICIN 0.075% 4X PER 
DAY  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d Continuous  13  59.9 (SD 17.1)  10  


60 (SD 
16.2)   


VAS – 42d 
Mean 
change  12  -17.8 (SD 24.8)  10  -9.6 (SD 25)  


MD=-8.200 (CI: -29.084, 
12.684) 


patient-reported global improvement: 
at least 50% improvement in global ratings of pain status – 
42d Dichotomous  14 8 (57.1%)  11 3 (27.3%)  OR=3.556 (CI: 0.651, 19.412) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 42d Dichotomous  14 1 (7.1%)  11 0 (0.0%)  OR=2.556 (CI: 0.095, 68.999) 
adverse events: 


Burning pain – 42d Dichotomous  14 12 (85.7%)  11 1 (9.1%)  
OR=60.000 (CI: 4.718, 
763.007) 


treatment withdrawal: 
unspecified/other reason – 42d Dichotomous  14 1 (7.1%)  11 1 (9.1%)  OR=0.769 (CI: 0.043, 13.866) 


 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Watson et al. (1993) 


Pain category Peripheral pain 


Study design Country: USA & Canada 


Design: Parallel 


Inclusion criteria: Participants aged 18 and over with PHN for at least 6 months who had been poorly or incompletely controlled with oral analgesics, 
antidepressants or anticonvulsants 


Exclusion criteria: Pregnant or lactating women, patients with other skin conditions in the dermatome areas of skin affected by PHN 


Study length (days): 42 


Intention-to-treat analysis? No 
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Participants Total number of patients: 143 


Number of males: 90 (62.9%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 32.2 


Baseline pain severity: not reported (actual values not reported (9% in capsaicin and 10% in placebo had very severe initial pain severity while 91% and 
90% in these groups, respectively, had moderate/severe initial pain severity)) 


Mean age: 70.8 


Intervention(s) (1) Capasaicin 0.075% applied 4 times per day 


Intervention: capsaicin cream 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Fixed dose 


(2) Placebo 


Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: - 
Notes: unclear if placebo was active or not 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Previous oral medications for pain (topical excluded); however, 6 patients were excluded because they 
received concomitant psychoactive medication (this was not reported as exclusion criteria)) 


Outcomes 
measures and 
effect sizes 


   
CAPASAICIN 0.075% APPLIED 4 TIMES PER 
DAY  PLACEBO   


   N k mean  N k mean  Δ 


major adverse events 
(defined as leading to 
withdrawal): 


any major adverse event – 
42d Dichotomous  74 18 (24.3%)  69 2 (2.9%)  


OR=10.768 (CI: 2.395, 
48.420) 


adverse events: 
asthenia Dichotomous  74 3 (4.1%)  69 0 (0.0%)  


OR=6.804 (CI: 0.345, 
134.164) 


Burning pain – 42d Dichotomous  74 45 (60.8%)  69 23 (33.3%)  OR=3.103 (CI: 1.565, 6.153) 
Diarrhoea Dichotomous  74 0 (0.0%)  69 2 (2.9%)  OR=0.181 (CI: 0.009, 3.842) 


Dizziness – 42d Dichotomous  74 1 (1.4%)  69 0 (0.0%)  
OR=2.837 (CI: 0.114, 
70.811) 


headache Dichotomous  74 2 (2.7%)  69 0 (0.0%)  
OR=4.793 (CI: 0.226, 
101.628) 


Infection Dichotomous  74 2 (2.7%)  69 0 (0.0%)  
OR=4.793 (CI: 0.226, 
101.628) 


Nausea – 42d Dichotomous  74 2 (2.7%)  69 0 (0.0%)  
OR=4.793 (CI: 0.226, 
101.628) 
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Pain lasting over 12 months 
pain score: 


VAS – 28d
a
 


Percentage change from 
baseline    21.5    1.1  MD=20.400 


VAS – 42d
a
 


Percentage change from 
baseline    15    5.2  MD=9.800 


Pain lasting over 6 months 
pain score: 


VAS – 28d
a
 


Percentage change from 
baseline    21.8    9  MD=12.800 


VAS – 42d
a
 


Percentage change from 
baseline    20.9    5.8  MD=15.100 


a
 Ns for each arm unclear. Dispersion not reported  


Comments all topical medications were stopped 7 days before the trial started 


Definitions of abbreviations are given at the end of this document. 


 


Study Watson et al. (1998) 


Pain category Peripheral pain 


Study design Country: Canada 


Design: Crossover 


Inclusion criteria: PHN of more than 3 months duration, with pain of at least moderate severity for at least one-half of the day, no evidence of impaired 
ability to attend weekly visits or communicate to deal with outcome measures 


Exclusion criteria: cardiac disease, seizure disorder, severe depression with voiced suicidal intent requiring urgent management, another significant pain 
problem, alcoholism, previous brain damage caused by head injury, stroke or other causes 


Study length (days): 70 


Intention-to-treat analysis? Unclear 


Participants Total number of patients: 33 


Number of males: not reported 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 13 


Baseline pain severity: not reported (not reported 


(pain duration is median)) 


Mean age: not reported 


Intervention(s) (1) Amitriptyline flexible dose 


Intervention: amitriptyline 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Flexible dose 
Range: 10–160 
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Notes: stable dosage in last 2 weeks (dosages started at 20 mg/d but at 10 mg/d if aged > 65 years); actual dosage unclear - responders (n = 18 
amitriptyline, 17 nortriptyline) had mean 58.09 mg/d (on either drug) while non-responders (13 amitriptyline, 14 nortriptyline) had mean 68.57 mg/d (on 
either drug) 


(2) Nortriptyline flexible dose 


Intervention: nortriptyline 
Length of treatment (weeks): 5 
Fixed/flexible dose regimen: Flexible dose 
Range: 10–160 
Notes: stable dosage in last 2 weeks (dosages started at 20 mg/d but at 10 mg/d if aged > 65 years); actual dosage unclear - responders (n = 18 
amitriptyline, 17 nortriptyline) had mean 58.09 mg/d while non-responders (13 amitriptyline, 14 nortriptyline) had mean 68.57 mg/d 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 21d) 


Concomitant pain treatment allowed? Unclear (anti-depressants and neuroleptic therapy were withdrawn in first 3 week period but patients were allowed 
to continue with use of analgesics as needed during the trial as they had previously and this was reported daily (but it is unclear if these other analgesics 
would be concomitant medications or rescue medications)) 


Outcomes 
measures and 
effect sizes 


   AMITRIPTYLINE FLEXIBLE DOSE  NORTRIPTYLINE FLEXIBLE DOSE   


   N k mean  N k mean  Δ 


adverse events: 
Constipation – 35d Dichotomous  33 10 (30.3%)  33 14 (42.4%)  OR=0.590 (CI: 0.214, 1.626) 
dizziness or vertigo – 35d Dichotomous  33 3 (9.1%)  33 1 (3.0%)  OR=3.200 (CI: 0.315, 32.475) 
Drowsiness – 35d Dichotomous  33 4 (12.1%)  33 6 (18.2%)  OR=0.621 (CI: 0.158, 2.441) 
Dry mouth – 35d Dichotomous  33 28 (84.8%)  33 26 (78.8%)  OR=1.508 (CI: 0.425, 5.346) 
headache – 35d Dichotomous  33 3 (9.1%)  33 3 (9.1%)  OR=1.000 (CI: 0.187, 5.357) 
lethargy or fatigue – 35d Dichotomous  33 1 (3.0%)  33 2 (6.1%)  OR=0.484 (CI: 0.042, 5.617) 
Nausea – 35d Dichotomous  33 1 (3.0%)  33 0 (0.0%)  OR=3.092 (CI: 0.121, 78.704) 
Weight gain – 35d Dichotomous  33 2 (6.1%)  33 0 (0.0%)  OR=5.317 (CI: 0.246, 115.132) 


 


Comments Actual efficacy data not reported: authors stated that there was no significant difference in VAS pain scores between treatment groups and VAS scores 
generally decreased over time, VAS for sleep showed increasing and equal effect in both groups, no difference in concomitant rescue analgesic usage; 
study started with a 3-week period where patietns were withdrawn from antidepressants or neuroleptic therapy but it is unclear how long patients were 
actually drug-free before they started treatment) 


Definitions of abbreviations are given at the end of this document. 


 


Study Webster et al. (2010) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Aged 18 and over with a diagnosis of PHN and an average NPRS score of 3-9 (inclusive) were eligible if at least 3 months had elapsed 
since vesicle crusting 
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Exclusion criteria: Pain at or around facial area 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 155 


Number of males: 72 (46.5%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 36 


Baseline pain severity: 5.35 (NRS (average of arm means)) 


Mean age: 70 


Intervention(s) (1) Capasaicin 8% single patch (60 minutes only) 


Intervention: capsaicin patch 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: Study reports 8% capsaicin patch, applied for 60 minutes once then removed (topical anaesthetic cream applied 60 mins before patches) 


(2) Placebo patch applied for 60 minutes only 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: 1 hr then removed (topical anaesthetic cream applied 60 mins before patches) 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (patients on any chronic pain medications had to be on stable dosages for at least 21 days before study patch 
application (but this was limited to only 25% of patients on concomitant drugs at study entry); however any topically applied pain medication to the 
affected area within 21 days before application of study patch was exclusion criteria; use of opioid medication that was not orally or transdermally 
administered or exceeded total dose of 60 mg/d morphine were excluded; paracetamol up to 2g/d allowed as rescue medication) 


Outcomes 
measures and 
effect sizes 


   
CAPASAICIN 8% SINGLE PATCH 
(60 MINUTES ONLY)  


PLACEBO PATCH APPLIED FOR 
60 MINUTES ONLY   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  102  5.4 (SD 1.62)  53  5.3 (SD 1.6)   


NRS/NRS Pain – 28d
b
 


Percentage change from 
baseline  102  -37 (SD 40.4)  53  -29 (SD 32.8)  


MD=-8.000 (CI: -
19.801, 3.801) 


NRS/NRS Pain – 35d
c
 


Mean difference from 
baseline to average f-u  102  -1.8 (SD 2.02)  53  -1.6 (SD 1.97)  


MD=-0.200 (CI: -
0.859, 0.459) 


NRS/NRS Pain – 49d
d
 


Mean difference from 
baseline to average f-u  102  -1.8 (SD 2.02)  53  -1.6 (SD 1.97)  


MD=-0.200 (CI: -
0.859, 0.459) 


NRS/NRS Pain – 56d
b
 


Percentage change from 
baseline  102  -37.5 (SD 40.4)  53  -33.5 (SD 43.7)  


MD=-4.000 (CI: -
18.134, 10.134) 
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NRS/NRS Pain – 84d
b
 


Percentage change from 
baseline  102  -36.5 (SD 22.7)  53  -39 (SD 29.1)  


MD=2.500 (CI: -
6.495, 11.495) 


at least 30% pain reduction 
(NRS) – 84d Dichotomous  102 50 (49.0%)  53 26 (49.1%)  


OR=0.999 (CI: 0.514, 
1.939) 


at least 50% pain reduction 
(NRS) – 84d Dichotomous  102 40 (39.2%)  53 19 (35.8%)  


OR=1.154 (CI: 0.580, 
2.297) 


patient-reported global 
improvement: 


PGIC - worse (all grades) or no 
change – 28d Dichotomous  102 60 (58.8%)  53 30 (56.6%)  


OR=1.095 (CI: 0.560, 
2.143) 


PGIC - worse (all grades) or no 
change – 56d Dichotomous  102 48 (47.1%)  53 29 (54.7%)  


OR=0.736 (CI: 0.378, 
1.432) 


PGIC - worse (all grades) or no 
change – 84d Dichotomous  102 54 (52.9%)  53 35 (66.0%)  


OR=0.579 (CI: 0.291, 
1.152) 


PGIC - better (all grades) – 28d Dichotomous  102 40 (39.2%)  53 19 (35.8%)  
OR=1.154 (CI: 0.580, 
2.297) 


PGIC - better (all grades) – 56d Dichotomous  102 43 (42.2%)  53 14 (26.4%)  
OR=2.030 (CI: 0.982, 
4.197) 


PGIC - better (all grades) – 84d Dichotomous  102 41 (40.2%)  53 15 (28.3%)  
OR=1.703 (CI: 0.831, 
3.487) 


major adverse events 
(defined as leading to 
withdrawal): 


any major adverse event – 84d Dichotomous  102 0 (0.0%)  53 0 (0.0%)  
OR=0.522 (CI: 0.010, 
26.673) 


adverse events: 
any adverse event – 84d Dichotomous  102 76 (74.5%)  53 28 (52.8%)  


OR=2.610 (CI: 1.297, 
5.252) 


Burning pain – 84d Dichotomous  102 3 (2.9%)  53 0 (0.0%)  
OR=3.764 (CI: 0.191, 
74.232) 


Dizziness – 84d Dichotomous  102 1 (1.0%)  53 3 (5.7%)  
OR=0.165 (CI: 0.017, 
1.627) 


Infection – 84d Dichotomous  102 16 (15.7%)  53 8 (15.1%)  
OR=1.047 (CI: 0.416, 
2.632) 


Pruritus – 84d Dichotomous  103 17 (16.5%)  53 6 (11.3%)  
OR=1.548 (CI: 0.572, 
4.194) 


Rash – 84d
e
 Dichotomous  103 4 (3.9%)  53 0 (0.0%)  


OR=4.839 (CI: 0.256, 
91.590) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  102 3 (2.9%)  53 7 (13.2%)  


OR=0.199 (CI: 0.049, 
0.805) 


unspecified/other reason – 84d Dichotomous  102 3 (2.9%)  53 1 (1.9%)  
OR=1.576 (CI: 0.160, 
15.528) 


lost to follow-up – 84d Dichotomous  102 5 (4.9%)  53 0 (0.0%)  
OR=6.036 (CI: 0.327, 
111.266) 


poor compliance – 84d Dichotomous  102 0 (0.0%)  53 2 (3.8%)  
OR=0.100 (CI: 0.005, 
2.132) 


Patients with >6 months PHN 
duration 
pain score: 


NRS/NRS Pain – 0d
a
 Continuous  86  5.4 (SD 1.72)  43  5.2 (SD 1.75)   


NRS/NRS Pain – 35d
c
 


Mean difference from 
baseline to average f-u  86  -1.8 (SD 2.02)  43  -1.4 (SD 2.11)  


MD=-0.400 (CI: -
1.162, 0.362) 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     252 of 283 
 
 


NRS/NRS Pain – 49d
d
 


Mean difference from 
baseline to average f-u  86  -1.8 (SD 2.02)  43  -1.3 (SD 2.04)  


MD=-0.500 (CI: -
1.244, 0.244) 


at least 30% pain reduction 
(NRS) – 84d Dichotomous  86 43 (50.0%)  43 19 (44.2%)  


OR=1.263 (CI: 0.605, 
2.636) 


at least 50% pain reduction 
(NRS) – 84d Dichotomous  86 34 (39.5%)  43 12 (27.9%)  


OR=1.689 (CI: 0.763, 
3.738) 


a
 least squares mean 


b
 percentage change from baseline; estimated from graph 


c
 least squares mean; baseline to weeks 2 to 8 


d
 least squares mean; baseline to weeks 2 to 12 


e
 described as site erythema in paper 


Comments - 


Definitions of abbreviations are given at the end of this document. 


 


Study Webster et al. (2010) 


Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: Aged 18 and over with a diagnosis of PHN and an average NPRS score of 3-9 (inclusive) were eligible if at least 6 months had elapsed 
since vesicle crusting 


Exclusion criteria: Use of any toipcally applied pain medication on the painful area within 21 days of treatment; current use of any investigational drug or 
class I anti-arrhythmic drug, uncontrolled diabetes mellitus or hypertention, significnat pain of an etiology other than PHN, pain at or around facial area 
(including above the scalp hairline or near mucous membranes), hypersensitivity to capsaicin, local anesthetics, oxycodone hydrochloride, hydrocodone 
or adhesives 


Study length (days): 84 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 299 


Number of males: 150 (50.2%) 


Underlying cause of neuropathic pain: Post-herpetic neuralgia 


Mean duration of NP (in months): 45.6 


Baseline pain severity: 5.6 (NRS) 


Mean age: 71.35 


Intervention(s) (1) Capsaicin 8% single patch applied for 90mins then removed (topical anasthetic cream applied 60 mins before patches) 


Intervention: capsaicin patch 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: Study reports 8% capsaicin patch, applied for 90 minutes once. 
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(2) Capsaicin 8% single patch applied for 60mins then removed (topical anaesthetic cream applied 60 mins before patches) 


Intervention: capsaicin patch 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: Study reports 8% capsaicin patch, applied for 60 minutes once. 


(3) Capsaicin 8% single patch applied for 30mins then removed (topical anaesthetic cream applied 60 mins before patches) 


Intervention: capsaicin patch 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: Study reports 8% capsaicin patch, applied for 30 minutes once. 


(4) Pooled Placebo patch applied for 30, 60 & 90 mins then removed (topical anaesthetic cream applied 60 mins before patches) 


Intervention: placebo 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: Study reports pooled results for placebo groups (30,60 and 90 mins) 


(5) Pooled capsaicin group 


Intervention: capsaicin patch 
Length of treatment (weeks):  
Fixed/flexible dose regimen: Fixed dose 
Notes: Study reports pooled results for intervention groups (30,60 and 90 mins) 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Yes (Paracetamol up to 2g/d (as rescue medication); opioids up to 3 days after patch application; no other topical 
medications allowed during the study period; concomitant opioids that were not orally or transdermally administered or exceeded a total dose of 60 mg/d 
morphine equivalent) 


Outcomes 
measures and 
effect sizes 


   


CAPSAICIN 8% SINGLE PATCH APPLIED FOR 
90MINS THEN REMOVED (TOPICAL 
ANASTHETIC CREAM APPLIED 60 MINS 
BEFORE PATCHES)  


POOLED PLACEBO PATCH APPLIED FOR 30, 60 
& 90 MINS THEN REMOVED (TOPICAL 
ANAESTHETIC CREAM APPLIED 60 MINS 
BEFORE PATCHES)   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 
0d Continuous  73  5.6 (SD 0.94)  77  5.3 (SD 1.49)   


NRS/NRS Pain – 
35d


a
 


Mean difference 
from baseline to 
average f-u  73  -1.4 (SD 1.71)  77  -1 (SD 1.67)  


MD=-0.400 
(CI: -0.941, 
0.141) 


NRS/NRS Pain – 
49d


b
 


Mean difference 
from baseline to 
average f-u  73  -1.3 (SD 1.62)  77  -0.8 (SD 1.67)  


MD=-0.500 
(CI: -1.027, 
0.027) 


at least 30% pain 
reduction (NRS) 
– 84d Dichotomous  73 29 (39.7%)  77 22 (28.6%)  


OR=1.648 (CI: 
0.834, 3.257) 
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at least 50% pain 
reduction (NRS) 
– 84d Dichotomous  73 17 (23.3%)  77 8 (10.4%)  


OR=2.618 (CI: 
1.053, 6.513) 


adverse events: 
Nausea – 84d Dichotomous  73 6


c
 (8.2%)  77 7 (9.1%)  


OR=0.896 (CI: 
0.286, 2.802) 


Pruritus – 84d Dichotomous  73 6 (8.2%)  77 9 (11.7%)  
OR=0.677 (CI: 
0.228, 2.006) 


a
 least squares mean; baseline to weeks 2 to 8 


b
 least squares mean; baseline to weeks 2 to 12 


c
 described as site erythema in paper 


 


   


CAPSAICIN 8% SINGLE PATCH APPLIED FOR 
60MINS THEN REMOVED (TOPICAL 
ANAESTHETIC CREAM APPLIED 60 MINS 
BEFORE PATCHES)  


POOLED PLACEBO PATCH APPLIED FOR 30, 
60 & 90 MINS THEN REMOVED (TOPICAL 
ANAESTHETIC CREAM APPLIED 60 MINS 
BEFORE PATCHES)   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 
0d Continuous  77  5.4 (SD 1.75)  77  5.3 (SD 1.49)   


NRS/NRS Pain – 
35d


a
 


Mean difference 
from baseline to 
average f-u  77  -1.3 (SD 1.67)  77  -1 (SD 1.67)  


MD=-0.300 
(CI: -0.827, 
0.227) 


NRS/NRS Pain – 
49d


b
 


Mean difference 
from baseline to 
average f-u  77  -1.2 (SD 1.58)  77  -0.8 (SD 1.67)  


MD=-0.400 
(CI: -0.913, 
0.113) 


at least 30% pain 
reduction (NRS) 
– 84d Dichotomous  77 27 (35.1%)  77 22 (28.6%)  


OR=1.350 (CI: 
0.683, 2.667) 


at least 50% pain 
reduction (NRS) 
– 84d Dichotomous  77 21 (27.3%)  77 8 (10.4%)  


OR=3.234 (CI: 
1.332, 7.855) 


adverse events: 
Nausea – 84d Dichotomous  77 3


c
 (3.9%)  77 7 (9.1%)  


OR=0.405 (CI: 
0.101, 1.630) 


Pruritus – 84d Dichotomous  77 4 (5.2%)  77 9 (11.7%)  
OR=0.414 (CI: 
0.122, 1.407) 


a
 least squares mean; baseline to weeks 2 to 8 


b
 least squares mean; baseline to weeks 2 to 12 


c
 described as site erythema in paper 


 


   


CAPSAICIN 8% SINGLE PATCH APPLIED FOR 
30MINS THEN REMOVED (TOPICAL 
ANAESTHETIC CREAM APPLIED 60 MINS 
BEFORE PATCHES)  


POOLED PLACEBO PATCH APPLIED FOR 30, 
60 & 90 MINS THEN REMOVED (TOPICAL 
ANAESTHETIC CREAM APPLIED 60 MINS 
BEFORE PATCHES)   


   N k mean  N k mean  Δ 
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pain score: 
NRS/NRS Pain – 
0d Continuous  72  5.8 (SD 1.7)  77  5.3 (SD 1.49)   


NRS/NRS Pain – 
35d


a
 


Mean difference 
from baseline to 
average f-u  72  -1.4 (SD 1.7)  77  -1 (SD 1.67)  


MD=-0.400 
(CI: -0.941, 
0.141) 


NRS/NRS Pain – 
49d


b
 


Mean difference 
from baseline to 
average f-u  72  -1.3 (SD 1.61)  77  -0.8 (SD 1.67)  


MD=-0.500 
(CI: -1.027, 
0.027) 


at least 30% pain 
reduction (NRS) 
– 84d Dichotomous  72 27 (37.5%)  77 22 (28.6%)  


OR=1.500 (CI: 
0.755, 2.982) 


at least 50% pain 
reduction (NRS) 
– 84d Dichotomous  72 17 (23.6%)  77 8 (10.4%)  


OR=2.666 (CI: 
1.071, 6.636) 


adverse events: 
Nausea – 84d Dichotomous  72 4 (5.6%)  77 7 (9.1%)  


OR=0.588 (CI: 
0.165, 2.101) 


Pruritus – 84d Dichotomous  72 7 (9.7%)  77 9 (11.7%)  
OR=0.814 (CI: 
0.286, 2.313) 


a
 least squares mean; baseline to weeks 2 to 8 


b
 least squares mean; baseline to weeks 2 to 12 


 


   


POOLED PLACEBO PATCH APPLIED FOR 30, 60 & 90 MINS THEN 
REMOVED (TOPICAL ANAESTHETIC CREAM APPLIED 60 MINS 
BEFORE PATCHES)  


POOLED CAPSAICIN 
GROUP   


   N k mean  N k mean  Δ 


patient-reported global 
improvement: 


PGIC - worse (all 
grades) or no change – 
28d Dichotomous  77 45 (58.4%)  222 97 (43.7%)  


OR=1.812 (CI: 
1.072, 3.064) 


PGIC - worse (all 
grades) or no change – 
56d Dichotomous  77 42 (54.5%)  222 99 (44.6%)  


OR=1.491 (CI: 
0.886, 2.510) 


PGIC - worse (all 
grades) or no change – 
84d Dichotomous  77 38 (49.4%)  222 99 (44.6%)  


OR=1.211 (CI: 
0.720, 2.035) 


PGIC - better (all grades) 
– 28d Dichotomous  77 32


a
 (41.6%)  222 125


b
 (56.3%)  


OR=0.552 (CI: 
0.326, 0.933) 


PGIC - better (all grades) 
– 56d Dichotomous  77 35


a
 (45.5%)  222 123


b
 (55.4%)  


OR=0.671 (CI: 
0.398, 1.129) 


PGIC - better (all grades) 
– 84d Dichotomous  77 39


a
 (50.6%)  222 123


b
 (55.4%)  


OR=0.826 (CI: 
0.491, 1.388) 
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major adverse events 
(defined as leading to 
withdrawal): 


any major adverse event 
– 84d


b
 Dichotomous  77 0 (0.0%)  222 2 (0.9%)  


OR=0.569 (CI: 
0.027, 11.984) 


adverse events: 
Diarrhoea – 84d Dichotomous  77 3 (3.9%)  222 7 (3.2%)  


OR=1.245 (CI: 
0.314, 4.940) 


Dizziness – 84d Dichotomous  77 2
c
 2 (2.6%)  222 10 (4.5%)  


OR=0.565 (CI: 
0.121, 2.639) 


GI disorders – 84d
d
 Dichotomous  77 13 (16.9%)  222 32 (14.4%)  


OR=1.206 (CI: 
0.596, 2.439) 


headache – 84d Dichotomous  77 2 (2.6%)  222 7 (3.2%)  
OR=0.819 (CI: 
0.166, 4.030) 


Infection – 84d Dichotomous  77 13
e
 (16.9%)  222 44 (19.8%)  


OR=0.822 (CI: 
0.416, 1.624) 


site pain – 84d Dichotomous  77 2 (2.6%)  222 1 (0.5%)  
OR=5.893 (CI: 
0.527, 65.925) 


site papules – 84d Dichotomous  77 2 (2.6%)  222 3 (1.4%)  
OR=1.947 (CI: 
0.319, 11.875) 


Vomiting – 84d Dichotomous  77 1 (1.3%)  222 9 (4.1%)  
OR=0.311 (CI: 
0.039, 2.499) 


treatment withdrawal: 
due to lack of efficacy – 
84d Dichotomous  77 0 (0.0%)  222 4 (1.8%)  


OR=0.313 (CI: 
0.017, 5.886) 


lost to follow-up – 84d Dichotomous  77 1 (1.3%)  222 7 (3.2%)  
OR=0.404 (CI: 
0.049, 3.339) 


poor compliance – 84d Dichotomous  77 1 (1.3%)  222 4 (1.8%)  
OR=0.717 (CI: 
0.079, 6.516) 


Death unrelated to 
treatment – 84d Dichotomous  77 1 (1.3%)  222 0 (0.0%)  


OR=8.725 (CI: 
0.352, 216.455) 


a
 includes those considered 'very much', 'much', or 'slightly' improved; numerators estimated from percentages; approximated to nearest integer (percentages only 
presented in text) 


b
 includes those considered 'very much', 'much', or 'slightly' improved; numerators estimated from percentages 


c
 cant remove value in mean field 


d
 includes abdominal pain, diarrhoea, nausea and vomiting 


e
 includes  gastroenteritis (viral, nasopharyngitis, pneumonia, upper respiratory tract infection 


Comments BPI and SFMPQ were measured but actual results not reported in study 


Definitions of abbreviations are given at the end of this document. 


 


Study Wernicke et al. (2006) 


Pain category Peripheral pain 


Study design Country: Canada 


Design: Parallel 


Inclusion criteria: PDN for at least 6 months, with a pain score of at least 4 on the NRS (11 point) 
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Exclusion criteria: pregnancy,breastfeeding, renal transplant or current dialysis, unstable cardiovascular, hepatic, renal respiratory, or hematological 
illness, medical or psychological conditions that might compromise participation in the study, diagnosis of psychological disorder or previous diagnosis of 
mania, bipolar, psychosis, historical exposure to drugs known to cause neuropathy, history of substance abuse or dependence, treatment with MAOI or 
fluoxetine within 30 days, chronic use of anti-depressants, anti-emetics, anglesics, anti-manics, anti-migraines, anti-psychotics, benzodiazepines, 
capsaicin, chlorial hydrate, guanethidine, topical lidocaine, MAOIs, narcotics, psycho-stimulatns, oral and injectable steroids, and anti-convulsants 


Study length (days): 84 


Intention-to-treat analysis? No 


Participants Total number of patients: 334 


Number of males: 204 (61.1%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 45.6 


Baseline pain severity: 6.1 (24-hour average pain intensity on NRS) 


Mean age: 60.7 (SD: 10.6) 


Intervention(s) (1) Duloxetine 60mg/d 


Intervention: duloxetine 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 60mg/d 
Notes: no titration 


(2) Duloxetine 120mg/d 


Intervention: duloxetine 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 120mg/d 
Notes: patients received 60 mg/d for 3 days and then increased to 600 mg/d 


(3) Placebo 


Intervention: placebo 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Unclear 


Concomitant pain treatment allowed? No (anti-depressants, anti-emetics, analgesics, anti-manics, anti-migraines, anti-psychotics, benzodiazepines, 
capsaicin, chlorial hydrate, guanethidine, topical lidocaine, MAOIs, narcotics, psycho-stimulants, oral and injectable steroids, and anti-convulsants not 
permitted; paracetamol (up to 4g/d) an aspirin up to 325 mg/d permited) 


Outcomes 
measures and 
effect sizes 


   DULOXETINE 60MG/D  DULOXETINE 120MG/D   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  114  6.1 (SD 1.6)  112  6.2 (SD 1.5)   
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NRS/NRS Pain – 84d Mean change  110  -2.72 (SD 2.31)  111  -2.84 (SD 2.42)  MD=0.120 (CI: -0.504, 0.744) 
at least 30% pain reduction (NRS) – 84d


a
 Dichotomous  114 69 (60.5%)  112 77 (68.8%)  OR=0.697 (CI: 0.403, 1.206) 


at least 50% pain reduction (NRS) – 84d
a
 Dichotomous  114 47 (41.2%)  112 59 (52.7%)  OR=0.630 (CI: 0.372, 1.066) 


BPI (severity) – 84d Mean change  112  -2.66 (SD 2.43)  107  -3.05 (SD 2.48)  MD=0.390 (CI: -0.262, 1.042) 
SF McGill – 0d Continuous  114  15.9 (SD 7.7)  112  16.8 (SD 6.7)   
SF McGill – 84d Mean change  97  -7.23 (SD 6.89)  100  -7.98 (SD 7.1)  MD=0.750 (CI: -1.204, 2.704) 


patient-reported global improvement: 
PGI-I – 84d Continuous  112  2.61 (SD 15.2)  107  2.4 (SD 13.3)  MD=0.210 (CI: -3.579, 3.999) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 84d
b
 Mean change  111  -3.02 (SD 2.74)  107  -3.17 (SD 2.69)  MD=0.150 (CI: -0.571, 0.871) 


BPI – 0d Continuous  114  4.7 (SD 2.5)  112  5 (SD 2.4)   
BPI – 84d Mean change  111  -2.36 (SD 2)  107  -2.79 (SD 1.97)  MD=0.430 (CI: -0.097, 0.957) 
BPI Mood – 84d Mean change  111  -1.95 (SD 2.21)  107  -2.48 (SD 2.17)  MD=0.530 (CI: -0.052, 1.112) 
BPI Sleep – 84d Mean change  111  -3.02 (SD 2.74)  107  -3.17 (SD 2.69)  MD=0.150 (CI: -0.571, 0.871) 
HAMD – 0d Continuous  114  3.3 (SD 3.4)  112  3.6 (SD 3)   
HAMD – 84d Mean change  97  -0.65 (SD 2.56)  101  0.19 (SD 2.61)  MD=-0.840 (CI: -1.561, -0.119) 
BPI general activity – 84d Mean change  111  -2.4 (SD 2.42)  107  -2.57 (SD 2.38)  MD=0.170 (CI: -0.468, 0.808) 
BPI walking ability – 84d Mean change  111  -2.5 (SD 2.53)  107  -2.96 (SD 2.59)  MD=0.460 (CI: -0.219, 1.139) 
BPI normal work – 84d Mean change  111  -2.49 (SD 2.42)  107  -2.93 (SD 2.48)  MD=0.440 (CI: -0.212, 1.092) 
BPI relationship with other people – 84d Mean change  111  -1.44 (SD 1.9)  107  -1.81 (SD 1.97)  MD=0.370 (CI: -0.143, 0.883) 
BPI enjoyment of life – 84d Mean change  111  -2.58 (SD 2.42)  107  -3.42 (SD 2.38)  MD=0.840 (CI: 0.202, 1.478) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  114 17 (14.9%)  112 20 (17.9%)  OR=0.806 (CI: 0.398, 1.634) 
adverse events: 


Constipation – 84d Dichotomous  114 8 (7.0%)  112 21 (18.8%)  OR=0.327 (CI: 0.138, 0.774) 
Diarrhoea – 84d Dichotomous  114 13 (11.4%)  112 5 (4.5%)  OR=2.754 (CI: 0.948, 8.003) 
Dizziness – 84d Dichotomous  114 18 (15.8%)  112 12 (10.7%)  OR=1.563 (CI: 0.715, 3.416) 
Fatigue – 84d Dichotomous  114 14 (12.3%)  112 14 (12.5%)  OR=0.980 (CI: 0.444, 2.162) 
headache – 84d Dichotomous  114 12 (10.5%)  112 15 (13.4%)  OR=0.761 (CI: 0.339, 1.707) 
Nausea – 84d Dichotomous  114 32 (28.1%)  112 36 (32.1%)  OR=0.824 (CI: 0.466, 1.456) 
Somnolence – 84d Dichotomous  114 9 (7.9%)  112 17 (15.2%)  OR=0.479 (CI: 0.204, 1.125) 


overall improvement in quality of life: 
SF36 Mental – 84d Mean change  108  1.63 (SD 15.4)  108  3.82 (SD 15.5)  MD=-2.190 (CI: -6.306, 1.926) 
SF36 Physical – 84d Mean change  109  12 (SD 18.9)  108  11.2 (SD 19.3)  MD=0.760 (CI: -4.327, 5.847) 
EQ-5D - health status index – 84d Mean change  108  0.15 (SD 0.208)  105  0.15 (SD 0.205)  MD=0.000 (CI: -0.055, 0.055) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  114 1 (0.9%)  112 3 (2.7%)  OR=0.322 (CI: 0.033, 3.139) 
unspecified/other reason – 84d Dichotomous  114 4 (3.5%)  112 7 (6.3%)  OR=0.545 (CI: 0.155, 1.918) 
withdrawal of consent – 84d Dichotomous  114 3 (2.6%)  112 1 (0.9%)  OR=3.000 (CI: 0.307, 29.283) 
protocol deviation – 84d Dichotomous  114 2 (1.8%)  112 3 (2.7%)  OR=0.649 (CI: 0.106, 3.959) 
lost to follow-up – 84d Dichotomous  114 2 (1.8%)  112 0 (0.0%)  OR=5.000 (CI: 0.237, 105.322) 


a
 numbers estimated from percentages (assuming the same denominator for other outcomes reported at this time) 


b
 based on BPI Sleep 


 


   DULOXETINE 60MG/D  PLACEBO   







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix E (June 2013)     259 of 283 
 
 


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  114  6.1 (SD 1.6)  108  5.9 (SD 1.4)   
NRS/NRS Pain – 84d Mean change  110  -2.72 (SD 2.31)  106  -1.39 (SD 2.37)  MD=-1.330 (CI: -1.954, -0.706) 
at least 30% pain reduction (NRS) – 84d


a
 Dichotomous  114 69 (60.5%)  108 45 (41.7%)  OR=2.147 (CI: 1.256, 3.669) 


at least 50% pain reduction (NRS) – 84d
a
 Dichotomous  114 47 (41.2%)  108 29 (26.9%)  OR=1.911 (CI: 1.085, 3.365) 


BPI (severity) – 84d Mean change  112  -2.66 (SD 2.43)  104  -1.48 (SD 2.35)  MD=-1.180 (CI: -1.818, -0.542) 
SF McGill – 0d Continuous  114  15.9 (SD 7.7)  108  16.2 (SD 7.5)   
SF McGill – 84d Mean change  97  -7.23 (SD 6.89)  91  -4.18 (SD 6.96)  MD=-3.050 (CI: -5.032, -1.068) 


patient-reported global improvement: 
PGI-I – 84d Continuous  112  2.61 (SD 15.2)  105  3.17 (SD 14.8)  MD=-0.560 (CI: -4.551, 3.431) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 84d
b
 Mean change  111  -3.02 (SD 2.74)  104  -2.34 (SD 2.65)  MD=-0.680 (CI: -1.401, 0.041) 


BPI – 0d Continuous  114  4.7 (SD 2.5)  108  4.2 (SD 2.2)   
BPI – 84d Mean change  111  -2.36 (SD 2)  104  -1.72 (SD 1.94)  MD=-0.640 (CI: -1.167, -0.113) 
BPI Mood – 84d Mean change  111  -1.95 (SD 2.21)  104  -1.37 (SD 2.14)  MD=-0.580 (CI: -1.162, 0.002) 
BPI Sleep – 84d Mean change  111  -3.02 (SD 2.74)  104  -2.34 (SD 2.65)  MD=-0.680 (CI: -1.401, 0.041) 
HAMD – 0d Continuous  114  3.3 (SD 3.4)  108  3.4 (SD 2.7)   
HAMD – 84d Mean change  97  -0.65 (SD 2.56)  95  -0.64 (SD 2.53)  MD=-0.010 (CI: -0.731, 0.711) 
BPI general activity – 84d Mean change  111  -2.4 (SD 2.42)  104  -1.79 (SD 2.35)  MD=-0.610 (CI: -1.248, 0.028) 
BPI walking ability – 84d Mean change  111  -2.5 (SD 2.53)  104  -1.74 (SD 2.55)  MD=-0.760 (CI: -1.439, -0.081) 
BPI normal work – 84d Mean change  111  -2.49 (SD 2.42)  104  -2.03 (SD 2.45)  MD=-0.460 (CI: -1.112, 0.192) 
BPI relationship with other people – 84d Mean change  111  -1.44 (SD 1.9)  104  -0.88 (SD 1.94)  MD=-0.560 (CI: -1.073, -0.047) 
BPI enjoyment of life – 84d Mean change  111  -2.58 (SD 2.42)  104  -2.24 (SD 2.35)  MD=-0.340 (CI: -0.978, 0.298) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  114 17 (14.9%)  108 8 (7.4%)  OR=2.191 (CI: 0.904, 5.311) 
adverse events: 


Constipation – 84d Dichotomous  114 8 (7.0%)  108 2 (1.9%)  OR=4.000 (CI: 0.830, 19.279) 
Diarrhoea – 84d Dichotomous  114 13 (11.4%)  108 2 (1.9%)  OR=6.822 (CI: 1.502, 30.987) 
Dizziness – 84d Dichotomous  114 18 (15.8%)  108 6 (5.6%)  OR=3.188 (CI: 1.214, 8.367) 
Fatigue – 84d Dichotomous  114 14 (12.3%)  108 3 (2.8%)  OR=4.900 (CI: 1.367, 17.565) 
headache – 84d Dichotomous  114 12 (10.5%)  108 7 (6.5%)  OR=1.697 (CI: 0.642, 4.486) 
Nausea – 84d Dichotomous  114 32 (28.1%)  108 7 (6.5%)  OR=5.631 (CI: 2.363, 13.415) 
Somnolence – 84d Dichotomous  114 9 (7.9%)  108 1 (0.9%)  OR=9.171 (CI: 1.142, 73.666) 


overall improvement in quality of life: 
SF36 Mental – 84d Mean change  108  1.63 (SD 15.4)  101  -0.31 (SD 15.3)  MD=1.940 (CI: -2.218, 6.098) 
SF36 Physical – 84d Mean change  109  12 (SD 18.9)  101  3.64 (SD 19.1)  MD=8.320 (CI: 3.177, 13.463) 
EQ-5D - health status index – 84d Mean change  108  0.15 (SD 0.208)  99  0.08 (SD 0.199)  MD=0.070 (CI: 0.015, 0.125) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  114 1 (0.9%)  108 5 (4.6%)  OR=0.182 (CI: 0.021, 1.586) 
unspecified/other reason – 84d Dichotomous  114 4 (3.5%)  108 3 (2.8%)  OR=1.273 (CI: 0.278, 5.823) 
withdrawal of consent – 84d Dichotomous  114 3 (2.6%)  108 3 (2.8%)  OR=0.946 (CI: 0.187, 4.791) 
protocol deviation – 84d Dichotomous  114 2 (1.8%)  108 1 (0.9%)  OR=1.911 (CI: 0.171, 21.381) 
lost to follow-up – 84d Dichotomous  114 2 (1.8%)  108 3 (2.8%)  OR=0.625 (CI: 0.102, 3.815) 


a
 numbers estimated from percentages (assuming the same denominator for other outcomes reported at this time) 
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b
 based on BPI Sleep 


 


   DULOXETINE 120MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  112  6.2 (SD 1.5)  108  5.9 (SD 1.4)   
NRS/NRS Pain – 84d Mean change  111  -2.84 (SD 2.42)  106  -1.39 (SD 2.37)  MD=-1.450 (CI: -2.088, -0.812) 
at least 30% pain reduction (NRS) – 84d


a
 Dichotomous  112 77 (68.8%)  108 45 (41.7%)  OR=3.080 (CI: 1.771, 5.355) 


at least 50% pain reduction (NRS) – 84d
a
 Dichotomous  112 59 (52.7%)  108 29 (26.9%)  OR=3.033 (CI: 1.724, 5.333) 


BPI (severity) – 84d Mean change  107  -3.05 (SD 2.48)  104  -1.48 (SD 2.35)  MD=-1.570 (CI: -2.222, -0.918) 
SF McGill – 0d Continuous  112  16.8 (SD 6.7)  108  16.2 (SD 7.5)   
SF McGill – 84d Mean change  100  -7.98 (SD 7.1)  91  -4.18 (SD 6.96)  MD=-3.800 (CI: -5.796, -1.804) 


patient-reported global improvement: 
PGI-I – 84d Continuous  107  2.4 (SD 13.3)  105  3.17 (SD 14.8)  MD=-0.770 (CI: -4.559, 3.019) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 84d
b
 Mean change  107  -3.17 (SD 2.69)  104  -2.34 (SD 2.65)  MD=-0.830 (CI: -1.551, -0.109) 


BPI – 0d Continuous  112  5 (SD 2.4)  108  4.2 (SD 2.2)   
BPI – 84d Mean change  107  -2.79 (SD 1.97)  104  -1.72 (SD 1.94)  MD=-1.070 (CI: -1.597, -0.543) 
BPI Mood – 84d Mean change  107  -2.48 (SD 2.17)  104  -1.37 (SD 2.14)  MD=-1.110 (CI: -1.692, -0.528) 
BPI Sleep – 84d Mean change  107  -3.17 (SD 2.69)  104  -2.34 (SD 2.65)  MD=-0.830 (CI: -1.551, -0.109) 
HAMD – 0d Continuous  112  3.6 (SD 3)  108  3.4 (SD 2.7)   
HAMD – 84d Mean change  101  0.19 (SD 2.61)  95  -0.64 (SD 2.53)  MD=0.830 (CI: 0.109, 1.551) 
BPI general activity – 84d Mean change  107  -2.57 (SD 2.38)  104  -1.79 (SD 2.35)  MD=-0.780 (CI: -1.418, -0.142) 
BPI walking ability – 84d Mean change  107  -2.96 (SD 2.59)  104  -1.74 (SD 2.55)  MD=-1.220 (CI: -1.913, -0.527) 
BPI normal work – 84d Mean change  107  -2.93 (SD 2.48)  104  -2.03 (SD 2.45)  MD=-0.900 (CI: -1.565, -0.235) 
BPI relationship with other people – 84d Mean change  107  -1.81 (SD 1.97)  104  -0.88 (SD 1.94)  MD=-0.930 (CI: -1.457, -0.403) 
BPI enjoyment of life – 84d Mean change  107  -3.42 (SD 2.38)  104  -2.24 (SD 2.35)  MD=-1.180 (CI: -1.818, -0.542) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  112 20 (17.9%)  108 8 (7.4%)  OR=2.717 (CI: 1.141, 6.469) 
adverse events: 


Constipation – 84d Dichotomous  112 21 (18.8%)  108 2 (1.9%)  OR=12.231 (CI: 2.792, 53.579) 
Diarrhoea – 84d Dichotomous  112 5 (4.5%)  108 2 (1.9%)  OR=2.477 (CI: 0.470, 13.047) 
Dizziness – 84d Dichotomous  112 12 (10.7%)  108 6 (5.6%)  OR=2.040 (CI: 0.737, 5.646) 
Fatigue – 84d Dichotomous  112 14 (12.5%)  108 3 (2.8%)  OR=5.000 (CI: 1.394, 17.929) 
headache – 84d Dichotomous  112 15 (13.4%)  108 7 (6.5%)  OR=2.231 (CI: 0.872, 5.709) 
Nausea – 84d Dichotomous  112 36 (32.1%)  108 7 (6.5%)  OR=6.835 (CI: 2.885, 16.193) 
Somnolence – 84d Dichotomous  112 17 (15.2%)  108 1 (0.9%)  OR=19.147 (CI: 2.501, 146.612) 


overall improvement in quality of life: 
SF36 Mental – 84d Mean change  108  3.82 (SD 15.5)  101  -0.31 (SD 15.3)  MD=4.130 (CI: -0.042, 8.302) 
SF36 Physical – 84d Mean change  108  11.2 (SD 19.3)  101  3.64 (SD 19.1)  MD=7.560 (CI: 2.349, 12.771) 
EQ-5D - health status index – 84d Mean change  105  0.15 (SD 0.205)  99  0.08 (SD 0.199)  MD=0.070 (CI: 0.015, 0.125) 


treatment withdrawal: 
due to lack of efficacy – 84d Dichotomous  112 3 (2.7%)  108 5 (4.6%)  OR=0.567 (CI: 0.132, 2.433) 
unspecified/other reason – 84d Dichotomous  112 7 (6.3%)  108 3 (2.8%)  OR=2.333 (CI: 0.587, 9.268) 
withdrawal of consent – 84d Dichotomous  112 1 (0.9%)  108 3 (2.8%)  OR=0.315 (CI: 0.032, 3.079) 
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protocol deviation – 84d Dichotomous  112 3 (2.7%)  108 1 (0.9%)  OR=2.945 (CI: 0.302, 28.758) 
lost to follow-up – 84d Dichotomous  112 0 (0.0%)  108 3 (2.8%)  OR=0.134 (CI: 0.007, 2.625) 


a
 numbers estimated from percentages (assuming the same denominator for other outcomes reported at this time) 


b
 based on BPI Sleep 


Comments 3-week assessment and screening period - not clear if any of this was a drug-free period 


Definitions of abbreviations are given at the end of this document. 


 


Study Wu et al. (2008) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: USA 


Design: Crossover 


Inclusion criteria: Adults aged 18 years and older with the presence of persistent post amputation pain rated as greater than 3 on a 0-10 NRS for a period 
of 6 months or longer. 


Exclusion criteria: History of allergic reaction to any of the study drugs, cardiac condution defects, myocardial infarction within 3 months of evaluation, 
severe pulmonary disease, current history of alcohol or substance abuse, seizures, dementia, encephalopathy, pregnant or breast feeding, chronic 
hepatic diseae, hepatic or renal failure, any haematologic disease associated with leukopenia or thrombocytopenia, or the presence of any terminal 
disease with a life expectancy of less than 6 months 


Study length (days): 182 


Intention-to-treat analysis? No 


Participants Total number of patients: 60 


Number of males: 47 (78.3%) 


Underlying cause of neuropathic pain: Phantomb limb pain 


Mean duration of NP (in months): 51.3 


Baseline pain severity: 6.85 (NRS (average of arm means)) 


Mean age: 63.4 (SD: 16.4) 


Intervention(s) (1) Morphine sustained-release flexible dose 


Intervention: morphine 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 
Mean dose: 112mg/d (SD: 62.7) 
Range: 15–180 
Notes: treatment consited of 4 weeks titration, 2 weeks maintenance, and 2 weeks taper phases, followed by 1 week drug free; each capsule had 15 mg 
sustained-release morphine; titration period started with 1 capsule every morning to 1 capsule 2x per day and, if no significant side effects, subsequent 
increments were made at 3 to 4 day intervals (increases of 2 capsules/day - 1 in the morning and one in the evening) up to a maximum of 16 capsules 
(180 mg) - aim was maximum tolerated dosage 


(2) Placebo 
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Intervention: placebo 
Length of treatment (weeks): 6 
Fixed/flexible dose regimen: Flexible dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? Unclear (patients withdrawn from opioids, benzodiazepines, antiepileptics, mexiletine, baclofen or other neuroleptic 
drugs precribed for pain (but unclear about anti-depressant usage); paracetamol (up to 4 g/d) and NSAIDs allowed as needed during the study as rescue 
medications) 


Outcomes 
measures and 
effect sizes 


   
MORPHINE SUSTAINED-RELEASE 
FLEXIBLE DOSE  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d


a
 Continuous  50  6.8 (SD 1)  43  


6.9 (SD 
0.85)   


NRS/NRS Pain – 42d
a
 Continuous  50  3.7 (SD 0.85)  43  4.5 (SD 1)  


MD=-0.800 (CI: -1.181, -
0.419) 


NRS/NRS Pain – 42d 
Percentage change from 
baseline  50  53  43  19  MD=34.000 


NRS/NRS Pain – 42d Mean change  50  -2.8 (SD 2.16)  43  
-1.4 (SD 
2.68)  


MD=-1.400 (CI: -2.430, -
0.370) 


at least 30% pain reduction (NRS) 
– 42d Dichotomous  56 33 (58.9%)  56 19 (33.9%)  


OR=2.794 (CI: 1.297, 
6.021) 


at least 50% pain reduction (NRS) 
– 42d Dichotomous  56 23 (41.1%)  56 13 (23.2%)  


OR=2.305 (CI: 1.018, 
5.221) 


adverse events: 
any adverse event – 42d Dichotomous  56 27 (48.2%)  56 7 (12.5%)  


OR=6.517 (CI: 2.521, 
16.847) 


Constipation – 42d Dichotomous  56 17 (30.4%)  56 2 (3.6%)  
OR=11.769 (CI: 2.569, 
53.917) 


Dizziness – 42d Dichotomous  56 2 (3.6%)  56 2 (3.6%)  
OR=1.000 (CI: 0.136, 
7.359) 


Drowsiness – 42d Dichotomous  56 9 (16.1%)  56 3 (5.4%)  
OR=3.383 (CI: 0.864, 
13.239) 


Nausea – 42d Dichotomous  56 4 (7.1%)  56 1 (1.8%)  
OR=4.231 (CI: 0.458, 
39.105) 


treatment withdrawal: 
unspecified/other reason – 42d


b
 Dichotomous  56 10 (17.9%)  56 5 (8.9%)  


OR=2.217 (CI: 0.706, 
6.969) 


a
 estimated from graph 


b
 reasons for these patients not reported 


Comments study compared morphine to mexiletine and placebo (results from mexiletine not reported here as drug was not in scope); of 60 patients randomised, 4 
dropped out before participation in the treatment periods, and only 42 had data from both treatment periods 


Definitions of abbreviations are given at the end of this document. 


 


Study Wymer et al. (2009) 
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Pain category Peripheral pain 


Study design Country: USA 


Design: Parallel 


Inclusion criteria: at least 18 years with diagnosed diabetes mellitus type 1 or 2 and painful diabetic neuropathy for 6 months to 5 years, HbA1c < 12% for 
at least 3 months prior to enrollment, moderate severity of pain intensity =on 11-point Likert scale in 7 days prior to randomisation 


Exclusion criteria: pregnant women, those breastfeeding or trying to have children, participation in investigational trial in last 30 days, any other condition 
to interfer with assessment of NP, major skin ulcers, clinically significant ECG abnormalities, any cardiac disorder putting the patient at risk of arrhythmia 
and MI, history of alcohol or drug abuse in last year, those taking any drugs that may interfer with results of trial (including anti-convulsants) 


Study length (days): 140 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 370 


Number of males: 202 (54.6%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 39.6 


Baseline pain severity: 6.55 (NRS (average of scores for the 2 arms that baseline values were given for [400 mg/d and placebo]; paper says the average 
baseline value ranges from 6.4 to 6.6 across the arms so 6.55 may be a reasonable estimate)) 


Mean age: 58.2 (SD: 9.6) 


Intervention(s) (1) Lacosamide 600 mg/d 


Intervention: lacosamide 
Length of treatment (weeks): 18 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 
Notes: 6 week titration, 12 week maintenance 


(2) Lacosamide 400 mg/d 


Intervention: lacosamide 
Length of treatment (weeks): 18 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 400mg/d 
Notes: 6 week titration, 12 week maintenance 


(3) Lacosamide 200 mg/d 


Intervention: lacosamide 
Length of treatment (weeks): 18 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 200mg/d 
Notes: 6 week titration, 12 week maintenance 


(4) Placebo 


Intervention: placebo 
Length of treatment (weeks): 18 
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Fixed/flexible dose regimen: Fixed dose 


(5) All lacosamide dosages 


Intervention: lacosamide 
Length of treatment (weeks): 18 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 14d) 


Concomitant pain treatment allowed? Yes (concomitant treatment for depression, anxiety or sleep disorder (including tricyclics) were allowed if the 
patient was on a stable dose not likely to change during trial; paracetamol up to 2g/d as rescue medication) 


Outcomes 
measures and 
effect sizes 


   
LACOSAMIDE 600 
MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 84d


a
 


Mean difference from baseline to 
average f-u  54  -2.55  73  -1.65  MD=-0.900 


NRS/NRS Pain – 112d
b
 


Mean difference from baseline to 
average f-u  92  -2.02  90  -1.6  MD=-0.420 


patient-reported global improvement: 
PGIC - worse (all grades) or no change – 
126d


c
 Dichotomous  93 11 (11.8%)  93 29 (31.2%)  OR=0.296 (CI: 0.137, 0.638) 


PGIC - better (all grades) – 126d
c
 Dichotomous  93 81 (87.1%)  93 61 (65.6%)  OR=3.541 (CI: 1.686, 7.437) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 126d Dichotomous  93 37 (39.8%)  93 8 (8.6%)  OR=7.020 (CI: 3.045, 16.186) 
adverse events: 


asthenia – 126d Dichotomous  93 5 (5.4%)  93 2 (2.2%)  OR=2.585 (CI: 0.489, 13.676) 


balance disorder – 126d Dichotomous  93 6 (6.5%)  93 0 (0.0%)  
OR=13.891 (CI: 0.771, 
250.247) 


Diarrhoea – 126d Dichotomous  93 3 (3.2%)  93 4 (4.3%)  OR=0.742 (CI: 0.161, 3.409) 
Dizziness – 126d Dichotomous  93 27 (29.0%)  93 5 (5.4%)  OR=7.200 (CI: 2.632, 19.693) 
Fatigue – 126d Dichotomous  93 9 (9.7%)  93 3 (3.2%)  OR=3.214 (CI: 0.842, 12.276) 
headache – 126d Dichotomous  93 9 (9.7%)  93 6 (6.5%)  OR=1.554 (CI: 0.530, 4.555) 
Nausea – 126d Dichotomous  93 14 (15.1%)  93 8 (8.6%)  OR=1.883 (CI: 0.750, 4.730) 
vertigo – 126d Dichotomous  93 6 (6.5%)  93 1 (1.1%)  OR=6.345 (CI: 0.749, 53.777) 


treatment withdrawal: 
due to lack of efficacy – 126d Dichotomous  93 3 (3.2%)  93 2 (2.2%)  OR=1.517 (CI: 0.248, 9.293) 
unspecified/other reason – 126d Dichotomous  93 1 (1.1%)  93 3 (3.2%)  OR=0.326 (CI: 0.033, 3.194) 
withdrawal of consent – 126d Dichotomous  93 6 (6.5%)  93 7 (7.5%)  OR=0.847 (CI: 0.274, 2.624) 
protocol deviation – 126d Dichotomous  93 1 (1.1%)  93 1 (1.1%)  OR=1.000 (CI: 0.062, 16.230) 
lost to follow-up – 126d Dichotomous  93 3 (3.2%)  93 5 (5.4%)  OR=0.587 (CI: 0.136, 2.529) 


a
 least squares mean; outcome from weeks 6 to 18 


b
 least squares mean; outcome from weeks 14 to 18 


c
 approximated to nearest integer (percentages only presented in text) 
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LACOSAMIDE 400 
MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  91  6.5  93  6.6   


NRS/NRS Pain – 84d
a
 


Mean difference from baseline to average 
f-u  72  -2.39  73  -1.65  MD=-0.740 


NRS/NRS Pain – 112d
b
 


Mean difference from baseline to average 
f-u  91  -2.34  90  -1.6  MD=-0.740 


NRS/NRS Pain – 126d Mean change  91  2.5  93  1.8  MD=0.700 
NRS/NRS Pain – 126d Continuous  91  4  93  4.8  MD=-0.800 


at least 30% pain reduction (NRS) – 126d
c
 Dichotomous from baseline to average f-u  91 53   93 41   


OR=1.769 (CI: 0.986, 
3.172) 


patient-reported global improvement: 
PGIC - worse (all grades) – 126d


d
 Dichotomous  91 5 (5.5%)  93 15 (16.1%)  


OR=0.302 (CI: 0.105, 
0.870) 


PGIC - worse (all grades) or no change – 
126d


d
 Dichotomous  91 17 (18.7%)  93 29 (31.2%)  


OR=0.507 (CI: 0.255, 
1.007) 


PGIC - no change – 126d
d
 Dichotomous  91 12 (13.2%)  93 14 (15.1%)  


OR=0.857 (CI: 0.373, 
1.969) 


PGIC - minimally or moderately better – 
126d


d
 Dichotomous  91 40 (44.0%)  93 42 (45.2%)  


OR=0.952 (CI: 0.532, 
1.704) 


PGIC - better (all grades) – 126d
d
 Dichotomous  91 74 (81.3%)  93 61 (65.6%)  


OR=2.284 (CI: 1.158, 
4.502) 


PGIC - much better – 126d
d
 Dichotomous  91 34 (37.4%)  93 19 (20.4%)  


OR=2.323 (CI: 1.202, 
4.491) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 112d
b
 


Mean difference from baseline to average 
f-u  91  -2.3  90  -1.8  MD=-0.500 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 126d Dichotomous  91 21 (23.1%)  93 8 (8.6%)  
OR=3.188 (CI: 1.331, 
7.636) 


adverse events: 
asthenia – 126d Dichotomous  91 3 (3.3%)  93 2 (2.2%)  


OR=1.551 (CI: 0.253, 
9.507) 


balance disorder – 126d Dichotomous  91 1 (1.1%)  93 0 (0.0%)  
OR=3.099 (CI: 0.125, 
77.081) 


Diarrhoea – 126d Dichotomous  91 5 (5.5%)  93 4 (4.3%)  
OR=1.294 (CI: 0.336, 
4.979) 


Dizziness – 126d Dichotomous  91 12 (13.2%)  93 5 (5.4%)  
OR=2.673 (CI: 0.902, 
7.924) 


Fatigue – 126d Dichotomous  91 6 (6.6%)  93 3 (3.2%)  
OR=2.118 (CI: 0.513, 
8.737) 


headache – 126d Dichotomous  91 7 (7.7%)  93 6 (6.5%)  
OR=1.208 (CI: 0.390, 
3.744) 


Nausea – 126d Dichotomous  91 7 (7.7%)  93 8 (8.6%)  
OR=0.885 (CI: 0.307, 
2.551) 


vertigo – 126d Dichotomous  91 2 (2.2%)  93 1 (1.1%)  
OR=2.067 (CI: 0.184, 
23.205) 
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treatment withdrawal: 
due to lack of efficacy – 126d Dichotomous  91 1 (1.1%)  93 2 (2.2%)  


OR=0.506 (CI: 0.045, 
5.674) 


unspecified/other reason – 126d Dichotomous  91 4 (4.4%)  93 3 (3.2%)  
OR=1.379 (CI: 0.300, 
6.342) 


withdrawal of consent – 126d Dichotomous  91 6 (6.6%)  93 7 (7.5%)  
OR=0.867 (CI: 0.280, 
2.687) 


protocol deviation – 126d Dichotomous  91 1 (1.1%)  93 1 (1.1%)  
OR=1.022 (CI: 0.063, 
16.593) 


lost to follow-up – 126d Dichotomous  91 2 (2.2%)  93 5 (5.4%)  
OR=0.396 (CI: 0.075, 
2.093) 


a
 least squares mean; outcome from weeks 6 to 18 


b
 least squares mean; outcome from weeks 14 to 18 


c
 OR ≥2 point reduction in NRS; numbers estimated from percentages so may not be absolutely accurate; outcome from weeks 14 to 18 


d
 approximated to nearest integer (percentages only presented in text) 


 


   
LACOSAMIDE 200 
MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 84d


a
 


Mean difference from baseline to average 
f-u  79  -1.93  73  -1.65  MD=-0.280 


NRS/NRS Pain – 112d
b
 


Mean difference from baseline to average 
f-u  92  -1.99  90  -1.6  MD=-0.390 


patient-reported global improvement: 
PGIC - worse (all grades) or no change – 
126d


c
 Dichotomous  93 29 (31.2%)  93 29 (31.2%)  


OR=1.000 (CI: 0.538, 
1.860) 


PGIC - better (all grades) – 126d
c
 Dichotomous  93 63 (67.7%)  93 61 (65.6%)  


OR=1.102 (CI: 0.599, 
2.027) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 126d Dichotomous  93 8 (8.6%)  93 8 (8.6%)  
OR=1.000 (CI: 0.359, 
2.787) 


adverse events: 
asthenia – 126d Dichotomous  93 0 (0.0%)  93 2 (2.2%)  


OR=0.196 (CI: 0.009, 
4.133) 


balance disorder – 126d Dichotomous  93 0 (0.0%)  93 0 (0.0%)  
OR=1.000 (CI: 0.020, 
50.927) 


Diarrhoea – 126d Dichotomous  93 1 (1.1%)  93 4 (4.3%)  
OR=0.242 (CI: 0.027, 
2.206) 


Dizziness – 126d Dichotomous  93 9 (9.7%)  93 5 (5.4%)  
OR=1.886 (CI: 0.607, 
5.857) 


Fatigue – 126d Dichotomous  93 3 (3.2%)  93 3 (3.2%)  
OR=1.000 (CI: 0.197, 
5.087) 


headache – 126d Dichotomous  93 6 (6.5%)  93 6 (6.5%)  
OR=1.000 (CI: 0.310, 
3.222) 


Nausea – 126d Dichotomous  93 8 (8.6%)  93 8 (8.6%)  
OR=1.000 (CI: 0.359, 
2.787) 


vertigo – 126d Dichotomous  93 1 (1.1%)  93 1 (1.1%)  
OR=1.000 (CI: 0.062, 
16.230) 


treatment withdrawal: 
due to lack of efficacy – 126d Dichotomous  93 3 (3.2%)  93 2 (2.2%)  


OR=1.517 (CI: 0.248, 
9.293) 
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unspecified/other reason – 126d Dichotomous  93 3 (3.2%)  93 3 (3.2%)  
OR=1.000 (CI: 0.197, 
5.087) 


withdrawal of consent – 126d Dichotomous  93 6 (6.5%)  93 7 (7.5%)  
OR=0.847 (CI: 0.274, 
2.624) 


protocol deviation – 126d Dichotomous  93 1 (1.1%)  93 1 (1.1%)  
OR=1.000 (CI: 0.062, 
16.230) 


lost to follow-up – 126d Dichotomous  93 3 (3.2%)  93 5 (5.4%)  
OR=0.587 (CI: 0.136, 
2.529) 


a
 least squares mean; outcome from weeks 6 to 18 


b
 least squares mean; outcome from weeks 14 to 18 


c
 approximated to nearest integer (percentages only presented in text) 


 


   PLACEBO  ALL LACOSAMIDE DOSAGES   


   N k mean  N k mean  Δ 


patient-reported global improvement: 
PGIC - worse (all grades) or no change – 126d


a
 Dichotomous  93 29 (31.2%)  277 57 (20.6%)  OR=1.749 (CI: 1.033, 2.961) 


PGIC - better (all grades) – 126d
a
 Dichotomous  93 61 (65.6%)  277 218 (78.7%)  OR=0.516 (CI: 0.308, 0.864) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 126d Dichotomous  93 8 (8.6%)  277 66 (23.8%)  OR=0.301 (CI: 0.139, 0.654) 
adverse events: 


asthenia – 126d Dichotomous  93 2 (2.2%)  277 8 (2.9%)  OR=0.739 (CI: 0.154, 3.544) 
balance disorder – 126d Dichotomous  93 0 (0.0%)  277 7 (2.5%)  OR=0.193 (CI: 0.011, 3.410) 
Diarrhoea – 126d Dichotomous  93 4 (4.3%)  277 9 (3.2%)  OR=1.338 (CI: 0.402, 4.452) 
Dizziness – 126d Dichotomous  93 5 (5.4%)  277 48 (17.3%)  OR=0.271 (CI: 0.104, 0.703) 
Fatigue – 126d Dichotomous  93 3 (3.2%)  277 18 (6.5%)  OR=0.480 (CI: 0.138, 1.667) 
headache – 126d Dichotomous  93 6 (6.5%)  277 22 (7.9%)  OR=0.799 (CI: 0.314, 2.036) 
Nausea – 126d Dichotomous  93 8 (8.6%)  277 29 (10.5%)  OR=0.805 (CI: 0.354, 1.828) 
oedema – 126d Dichotomous  93 4 (4.3%)  277 9 (3.2%)  OR=1.338 (CI: 0.402, 4.452) 
vertigo – 126d Dichotomous  93 1 (1.1%)  277 9 (3.2%)  OR=0.324 (CI: 0.040, 2.590) 


treatment withdrawal: 
due to lack of efficacy – 126d Dichotomous  93 2 (2.2%)  277 7 (2.5%)  OR=0.848 (CI: 0.173, 4.154) 
unspecified/other reason – 126d Dichotomous  93 3 (3.2%)  277 8 (2.9%)  OR=1.121 (CI: 0.291, 4.316) 
withdrawal of consent – 126d Dichotomous  93 7 (7.5%)  277 18 (6.5%)  OR=1.171 (CI: 0.473, 2.899) 
protocol deviation – 126d Dichotomous  93 1 (1.1%)  277 3 (1.1%)  OR=0.993 (CI: 0.102, 9.662) 
lost to follow-up – 126d Dichotomous  93 5 (5.4%)  277 8 (2.9%)  OR=1.911 (CI: 0.609, 5.992) 


a
 approximated to nearest integer (percentages only presented in text) 


Comments ITT population was defined as any patients who received at least 1 dose of study medication and had at least 1 postbaseline pain score entry; most 
patients had previously failed on other medications for NP; baseline scores were given as a range or dichotomised into categories (ie. <4, 4-6, 6-8, 8-10); 
concomittant tricyclic antidepressants in 9.6% (placebo), 7.6% (200 mg/d), 1.4% (400 mg/d), 7.4% (600 mg/d) but there were no apparent differences in 
pain reduction in those with and those without 


Definitions of abbreviations are given at the end of this document. 


 


Study Yasuda et al. (2011) 
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Pain category Peripheral pain 


Study design Country: Japan 


Design: Parallel 


Inclusion criteria: 20-80 years, sustained pain for =6 months from distal symmetric polyneuropathy from type 1 or 2 diabetes, =4 NRS weekly mean 24 
hour average, HBA1c =9.4% at screening, fluctuation of HbA1c =1% at 42-70 days before screening 


Exclusion criteria: psychiatric disease or with history of these diseases in past year requiring pharmacotherapy, any disorders that might affect 
assessment of PDN, such as neurological disorders 


Study length (days): 91 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 339 


Number of males: 256 (75.5%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 54 


Baseline pain severity: 5.78 (weekly mean 24 hour average on NRS) 


Mean age: 60.8 


Intervention(s) (1) Duloxetine 40 mg/d 


Intervention: duloxetine 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 40mg/d 
Notes: first 1-2 week titration, starting with 20 mg/d and increasing the dose at 20 mg weekly increments 


(2) Duloxetine 60 mg/d 


Intervention: duloxetine 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 60mg/d 
Notes: first 1-2 week titration, starting with 20 mg/d and increasing the dose at 20 mg weekly increments 


(3) Placebo 


Intervention: placebo 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 


(4) Pooled duloxetine 


Intervention: duloxetine 
Length of treatment (weeks): 12 
Fixed/flexible dose regimen: Fixed dose 
Notes: Arms 1 & 2 combined 


Concomitant Drug free baseline period? Yes (duration: 7d) 
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treatments Concomitant pain treatment allowed? No (paracetamol (max daily dose of 1.5g) (but none other)) 


Outcomes 
measures and 
effect sizes 


   DULOXETINE 40 MG/D  DULOXETINE 60 MG/D   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  85  5.79 (SD 1.23)  86  5.76 (SD 1.17)   
NRS/NRS Pain – 84d Mean change  85  -2.41 (SD 1.94)  86  -2.53 (SD 1.95)  MD=0.120 (CI: -0.462, 0.702) 
NRS/NRS Pain – 84d Continuous  85  3.38  86  3.23  MD=0.150 
at least 30% pain reduction (NRS) – 84d Dichotomous  85 47 (55.3%)  86 51 (59.3%)  OR=0.849 (CI: 0.463, 1.557) 
at least 50% pain reduction (NRS) – 84d Dichotomous  85 32 (37.6%)  86 35 (40.7%)  OR=0.880 (CI: 0.476, 1.626) 


patient-reported global improvement: 
PGI-I – 84d


a
 Continuous  85  2.53 (SD 1.29)  86  2.52 (SD 1.3)  MD=0.010 (CI: -0.378, 0.398) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
b
 Continuous  85  4 (SD 2.8)  86  4.3 (SD 2.7)   


Normalised (10-pt) sleep interference measure – 84d
b
 Mean change  85  -2.26 (SD 2.67)  86  -2.05 (SD 2.69)   


BPI – 0d
c
 Continuous  85  3.88 (SD 2.25)  86  4.09 (SD 2.13)   


BPI – 84d
c
 Mean change  85  -2 (SD 2.21)  86  -2.08 (SD 2.23)  MD=0.080 (CI: -0.585, 0.745) 


BPI Mood – 0d Continuous  85  3.9 (SD 2.5)  86  4.2 (SD 2.5)   
BPI Mood – 84d Mean change  85  -2.18 (SD 2.67)  86  -2.39 (SD 2.69)  MD=0.210 (CI: -0.594, 1.014) 
BPI Sleep – 0d Continuous  85  4 (SD 2.8)  86  4.3 (SD 2.7)   
BPI Sleep – 84d Mean change  85  -2.26 (SD 2.67)  86  -2.05 (SD 2.69)  MD=-0.210 (CI: -1.014, 0.594) 
BPI general activity – 0d Continuous  85  4.5 (SD 2.7)  86  4.5 (SD 2.4)   
BPI general activity – 84d Mean change  85  -2.48 (SD 2.67)  86  -2.1 (SD 2.69)  MD=-0.380 (CI: -1.184, 0.424) 
BPI walking ability – 0d Continuous  85  4.4 (SD 2.8)  86  4.3 (SD 2.5)   
BPI walking ability – 84d Mean change  85  -2.32 (SD 2.58)  86  -2.31 (SD 2.6)  MD=-0.010 (CI: -0.786, 0.766) 
BPI normal work – 0d Continuous  85  3.9 (SD 2.6)  86  4.3 (SD 2.5)   
BPI normal work – 84d Mean change  85  -1.84 (SD 2.58)  86  -1.9 (SD 2.6)  MD=0.060 (CI: -0.716, 0.836) 
BPI relationship with other people – 0d Continuous  85  2.7 (SD 2.7)  86  2.9 (SD 2.4)   
BPI relationship with other people – 84d Mean change  85  -1.16 (SD 2.49)  86  -1.49 (SD 2.5)  MD=0.330 (CI: -0.418, 1.078) 
BPI enjoyment of life – 0d Continuous  85  3.7 (SD 2.7)  86  4.2 (SD 2.5)   
BPI enjoyment of life – 84d Mean change  85  -1.96 (SD 2.58)  86  -2.35 (SD 2.6)  MD=0.390 (CI: -0.386, 1.166) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  85 9 (10.6%)  86 12 (14.0%)  OR=0.730 (CI: 0.291, 1.835) 
adverse events: 


any adverse event – 84d Dichotomous  85 72 (84.7%)  86 73 (84.9%)  OR=0.986 (CI: 0.428, 2.273) 
Constipation Dichotomous  85 6 (7.1%)  86 5 (5.8%)  OR=1.230 (CI: 0.361, 4.195) 
Diarrhoea Dichotomous  85 4 (4.7%)  86 7 (8.1%)  OR=0.557 (CI: 0.157, 1.979) 
Dizziness – 84d Dichotomous  85 6 (7.1%)  86 4 (4.7%)  OR=1.557 (CI: 0.423, 5.726) 
Nausea Dichotomous  85 10 (11.8%)  86 14 (16.3%)  OR=0.686 (CI: 0.286, 1.643) 
Somnolence – 84d Dichotomous  85 16 (18.8%)  86 21 (24.4%)  OR=0.718 (CI: 0.345, 1.494) 
Vomiting Dichotomous  85 4 (4.7%)  86 5 (5.8%)  OR=0.800 (CI: 0.207, 3.087) 


treatment withdrawal: 
unspecified/other reason – 84d Dichotomous  85 4 (4.7%)  86 4 (4.7%)  OR=1.012 (CI: 0.245, 4.186) 


a
 Table says this is a mean difference but text says it is the figures at week 12. As no baseline given, assumed it was the value at 12 weeks 


b
 based on BPI Sleep 
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c
 average of all 7 inference scores 


 


   DULOXETINE 40 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  85  5.79 (SD 1.23)  167  5.78 (SD 1.17)   
NRS/NRS Pain – 84d Mean change  85  -2.41 (SD 1.94)  167  -1.61 (SD 2.33)  MD=-0.800 (CI: -1.342, -0.258) 
NRS/NRS Pain – 84d Continuous  85  3.38  167  4.17  MD=-0.790 
at least 30% pain reduction (NRS) – 84d Dichotomous  85 47 (55.3%)  167 59 (35.3%)  OR=2.264 (CI: 1.329, 3.856) 
at least 50% pain reduction (NRS) – 84d Dichotomous  85 32 (37.6%)  167 33 (19.8%)  OR=2.452 (CI: 1.371, 4.383) 


patient-reported global improvement: 
PGI-I – 84d


a
 Continuous  85  2.53 (SD 1.29)  167  3.18 (SD 1.55)  MD=-0.650 (CI: -1.011, -0.289) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
b
 Continuous  85  4 (SD 2.8)  167  3.9 (SD 2.7)   


Normalised (10-pt) sleep interference measure – 84d
b
 Mean change  85  -2.26 (SD 2.67)  167  -1.69 (SD 3.1)   


BPI – 0d
c
 Continuous  85  3.88 (SD 2.25)  167  3.75 (SD 2.15)   


BPI – 84d
c
 Mean change  85  -2 (SD 2.21)  167  -1.56 (SD 2.58)  MD=-0.440 (CI: -1.052, 0.172) 


BPI Mood – 0d Continuous  85  3.9 (SD 2.5)  167  4.2 (SD 2.4)   
BPI Mood – 84d Mean change  85  -2.18 (SD 2.67)  167  -1.91 (SD 3.1)  MD=-0.270 (CI: -1.008, 0.468) 
BPI Sleep – 0d Continuous  85  4 (SD 2.8)  167  3.9 (SD 2.7)   
BPI Sleep – 84d Mean change  85  -2.26 (SD 2.67)  167  -1.69 (SD 3.1)  MD=-0.570 (CI: -1.308, 0.168) 
BPI general activity – 0d Continuous  85  4.5 (SD 2.7)  167  4.4 (SD 2.4)   
BPI general activity – 84d Mean change  85  -2.48 (SD 2.67)  167  -1.88 (SD 3.1)  MD=-0.600 (CI: -1.338, 0.138) 
BPI walking ability – 0d Continuous  85  4.4 (SD 2.8)  167  4 (SD 2.6)   
BPI walking ability – 84d Mean change  85  -2.32 (SD 2.58)  167  -1.82 (SD 2.97)  MD=-0.500 (CI: -1.210, 0.210) 
BPI normal work – 0d Continuous  85  3.9 (SD 2.6)  167  3.7 (SD 2.7)   
BPI normal work – 84d Mean change  85  -1.84 (SD 2.58)  167  -1.49 (SD 2.97)  MD=-0.350 (CI: -1.060, 0.360) 
BPI relationship with other people – 0d Continuous  85  2.7 (SD 2.7)  167  2.6 (SD 2.5)   
BPI relationship with other people – 84d Mean change  85  -1.16 (SD 2.49)  167  -0.77 (SD 2.97)  MD=-0.390 (CI: -1.085, 0.305) 
BPI enjoyment of life – 0d Continuous  85  3.7 (SD 2.7)  167  3.5 (SD 2.5)   
BPI enjoyment of life – 84d Mean change  85  -1.96 (SD 2.58)  167  -1.59 (SD 2.97)  MD=-0.370 (CI: -1.080, 0.340) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  85 9 (10.6%)  167 9 (5.4%)  OR=2.079 (CI: 0.793, 5.449) 
adverse events: 


any adverse event – 84d Dichotomous  85 72 (84.7%)  167 123 (73.7%)  OR=1.981 (CI: 1.000, 3.925) 
Constipation Dichotomous  85 6 (7.1%)  167 9 (5.4%)  OR=1.333 (CI: 0.458, 3.878) 
Diarrhoea Dichotomous  85 4 (4.7%)  167 6 (3.6%)  OR=1.325 (CI: 0.364, 4.828) 
Dizziness – 84d Dichotomous  85 6 (7.1%)  167 2 (1.2%)  OR=6.266 (CI: 1.237, 31.745) 
Nausea Dichotomous  85 10 (11.8%)  167 3 (1.8%)  OR=7.289 (CI: 1.949, 27.253) 
Somnolence – 84d Dichotomous  85 16 (18.8%)  167 14 (8.4%)  OR=2.534 (CI: 1.172, 5.482) 
Vomiting Dichotomous  85 4 (4.7%)  167 2 (1.2%)  OR=4.074 (CI: 0.731, 22.708) 


treatment withdrawal: 
unspecified/other reason – 84d Dichotomous  85 4 (4.7%)  167 8 (4.8%)  OR=0.981 (CI: 0.287, 3.357) 


a
 Table says this is a mean difference but text says it is the figures at week 12. As no baseline given, assumed it was the value at 12 weeks 


b
 based on BPI Sleep 
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c
 average of all 7 inference scores 


 


   DULOXETINE 60 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  86  5.76 (SD 1.17)  167  5.78 (SD 1.17)   
NRS/NRS Pain – 84d Mean change  86  -2.53 (SD 1.95)  167  -1.61 (SD 2.33)  MD=-0.920 (CI: -1.462, -0.378) 
NRS/NRS Pain – 84d Continuous  86  3.23  167  4.17  MD=-0.940 
at least 30% pain reduction (NRS) – 84d Dichotomous  86 51 (59.3%)  167 59 (35.3%)  OR=2.667 (CI: 1.563, 4.552) 
at least 50% pain reduction (NRS) – 84d Dichotomous  86 35 (40.7%)  167 33 (19.8%)  OR=2.787 (CI: 1.569, 4.950) 


patient-reported global improvement: 
PGI-I – 84d


a
 Continuous  86  2.52 (SD 1.3)  167  3.18 (SD 1.55)  MD=-0.660 (CI: -1.021, -0.299) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
b
 Continuous  86  4.3 (SD 2.7)  167  3.9 (SD 2.7)   


Normalised (10-pt) sleep interference measure – 84d
b
 Mean change  86  -2.05 (SD 2.69)  167  -1.69 (SD 3.1)   


BPI – 0d
c
 Continuous  86  4.09 (SD 2.13)  167  3.75 (SD 2.15)   


BPI – 84d
c
 Mean change  86  -2.08 (SD 2.23)  167  -1.56 (SD 2.58)  MD=-0.520 (CI: -1.132, 0.092) 


BPI Mood – 0d Continuous  86  4.2 (SD 2.5)  167  4.2 (SD 2.4)   
BPI Mood – 84d Mean change  86  -2.39 (SD 2.69)  167  -1.91 (SD 3.1)  MD=-0.480 (CI: -1.218, 0.258) 
BPI Sleep – 0d Continuous  86  4.3 (SD 2.7)  167  3.9 (SD 2.7)   
BPI Sleep – 84d Mean change  86  -2.05 (SD 2.69)  167  -1.69 (SD 3.1)  MD=-0.360 (CI: -1.098, 0.378) 
BPI general activity – 0d Continuous  86  4.5 (SD 2.4)  167  4.4 (SD 2.4)   
BPI general activity – 84d Mean change  86  -2.1 (SD 2.69)  167  -1.88 (SD 3.1)  MD=-0.220 (CI: -0.958, 0.518) 
BPI walking ability – 0d Continuous  86  4.3 (SD 2.5)  167  4 (SD 2.6)   
BPI walking ability – 84d Mean change  86  -2.31 (SD 2.6)  167  -1.82 (SD 2.97)  MD=-0.490 (CI: -1.200, 0.220) 
BPI normal work – 0d Continuous  86  4.3 (SD 2.5)  167  3.7 (SD 2.7)   
BPI normal work – 84d Mean change  86  -1.9 (SD 2.6)  167  -1.49 (SD 2.97)  MD=-0.410 (CI: -1.120, 0.300) 
BPI relationship with other people – 0d Continuous  86  2.9 (SD 2.4)  167  2.6 (SD 2.5)   
BPI relationship with other people – 84d Mean change  86  -1.49 (SD 2.5)  167  -0.77 (SD 2.97)  MD=-0.720 (CI: -1.415, -0.025) 
BPI enjoyment of life – 0d Continuous  86  4.2 (SD 2.5)  167  3.5 (SD 2.5)   
BPI enjoyment of life – 84d Mean change  86  -2.35 (SD 2.6)  167  -1.59 (SD 2.97)  MD=-0.760 (CI: -1.470, -0.050) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  86 12 (14.0%)  167 9 (5.4%)  OR=2.847 (CI: 1.149, 7.053) 
adverse events: 


any adverse event – 84d Dichotomous  86 73 (84.9%)  167 123 (73.7%)  OR=2.009 (CI: 1.014, 3.977) 
Constipation Dichotomous  86 5 (5.8%)  167 9 (5.4%)  OR=1.084 (CI: 0.352, 3.340) 
Diarrhoea Dichotomous  86 7 (8.1%)  167 6 (3.6%)  OR=2.378 (CI: 0.773, 7.310) 
Dizziness – 84d Dichotomous  86 4 (4.7%)  167 2 (1.2%)  OR=4.024 (CI: 0.722, 22.427) 
Nausea Dichotomous  86 14 (16.3%)  167 3 (1.8%)  OR=10.630 (CI: 2.963, 38.130) 
Somnolence – 84d Dichotomous  86 21 (24.4%)  167 14 (8.4%)  OR=3.531 (CI: 1.692, 7.370) 
Vomiting Dichotomous  86 5 (5.8%)  167 2 (1.2%)  OR=5.093 (CI: 0.967, 26.817) 


treatment withdrawal: 
unspecified/other reason – 84d Dichotomous  86 4 (4.7%)  167 8 (4.8%)  OR=0.970 (CI: 0.284, 3.315) 


a
 Table says this is a mean difference but text says it is the figures at week 12. As no baseline given, assumed it was the value at 12 weeks 


b
 based on BPI Sleep 
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c
 average of all 7 inference scores 


 


   PLACEBO  POOLED DULOXETINE   


   N k mean  N k mean  Δ 


pain score: 
NRS/NRS Pain – 0d Continuous  167  5.78 (SD 1.17)  171  5.77 (SD 1.2)   
NRS/NRS Pain – 28d


a
 Mean change  167  -1.05  171  -1.75  MD=0.700 


NRS/NRS Pain – 56d
a
 Mean change  167  -1.48  171  -2.25  MD=0.770 


NRS/NRS Pain – 84d Mean change  167  -1.61 (SD 2.33)  171  -2.47 (SD 2.35)  MD=0.870 (CI: 0.576, 1.164) 
NRS/NRS Pain – 84d Continuous  167  4.17  171  3.3  MD=0.870 
at least 30% pain reduction (NRS) – 84d Dichotomous  167 59 (35.3%)  171 98 (57.3%)  OR=0.407 (CI: 0.262, 0.631) 
at least 50% pain reduction (NRS) – 84d Dichotomous  167 33 (19.8%)  171 67 (39.2%)  OR=0.382 (CI: 0.234, 0.624) 


patient-reported global improvement: 
PGI-I – 84d Continuous  167  3.18 (SD 1.55)


b
  171  2.53 (SD 1.57)  MD=0.650 (CI: 0.317, 0.983) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


Normalised (10-pt) sleep interference measure – 0d
c
 Continuous  167  3.9 (SD 2.7)  171  4.2 (SD 2.8)   


Normalised (10-pt) sleep interference measure – 84d
c
 Mean change  167  -1.69 (SD 3.1)  171  -2.15 (SD 3.14)   


BPI – 0d
d
 Continuous  167  3.75 (SD 2.15)  171  3.99 (SD 2.18)   


BPI – 84d
d
 Mean change  167  -1.56 (SD 2.58)  171  -2.04 (SD 2.62)  MD=0.480 (CI: -0.074, 1.034) 


BPI Mood – 0d Continuous  167  4.2 (SD 2.4)  171  4.1 (SD 2.5)   
BPI Mood – 84d Mean change  167  -1.91 (SD 3.1)  171  -2.28 (SD 3.14)  MD=0.370 (CI: -0.295, 1.035) 
BPI Sleep – 0d Continuous  167  3.9 (SD 2.7)  171  4.2 (SD 2.8)   
BPI Sleep – 84d Mean change  167  -1.69 (SD 3.1)  171  -2.15 (SD 3.14)  MD=0.460 (CI: -0.205, 1.125) 
BPI general activity – 0d Continuous  167  4.4 (SD 2.4)  171  4.5 (SD 2.5)   
BPI general activity – 84d Mean change  167  -1.88 (SD 3.1)  171  -2.29 (SD 3.14)  MD=0.410 (CI: -0.255, 1.075) 
BPI walking ability – 0d Continuous  167  4 (SD 2.6)  171  4.4 (SD 2.6)   
BPI walking ability – 84d Mean change  167  -1.82 (SD 2.97)  171  -2.31 (SD 3.01)  MD=0.490 (CI: -0.148, 1.128) 
BPI normal work – 0d Continuous  167  3.7 (SD 2.7)  171  4.1 (SD 2.5)   
BPI normal work – 84d Mean change  167  -1.49 (SD 2.97)  171  -1.86 (SD 3.01)  MD=0.370 (CI: -0.268, 1.008) 
BPI relationship with other people – 0d Continuous  167  2.6 (SD 2.5)  171  2.8 (SD 2.5)   
BPI relationship with other people – 84d Mean change  167  -0.77 (SD 2.97)  171  -1.32 (SD 3.01)  MD=0.550 (CI: -0.088, 1.188) 
BPI enjoyment of life – 0d Continuous  167  3.5 (SD 2.5)  171  3.9 (SD 2.6)   
BPI enjoyment of life – 84d Mean change  167  -1.59 (SD 2.97)  171  -2.15 (SD 3.01)  MD=0.560 (CI: -0.078, 1.198) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 84d Dichotomous  167 9 (5.4%)  171 21 (12.3%)  OR=0.407 (CI: 0.181, 0.917) 
adverse events: 


any adverse event – 84d Dichotomous  167 123 (73.7%)  171 145 (84.8%)  OR=0.501 (CI: 0.292, 0.861) 
Constipation Dichotomous  167 9 (5.4%)  171 11 (6.4%)  OR=0.829 (CI: 0.334, 2.054) 
Diarrhoea Dichotomous  167 6 (3.6%)  171 11 (6.4%)  OR=0.542 (CI: 0.196, 1.501) 
Dizziness – 84d Dichotomous  167 2 (1.2%)  171 10 (5.8%)  OR=0.195 (CI: 0.042, 0.905) 
Nausea Dichotomous  167 3 (1.8%)  171 24 (14.0%)  OR=0.112 (CI: 0.033, 0.380) 
Somnolence – 84d Dichotomous  167 14 (8.4%)  171 37 (21.6%)  OR=0.331 (CI: 0.172, 0.639) 
Vomiting Dichotomous  167 2 (1.2%)  171 9 (5.3%)  OR=0.218 (CI: 0.046, 1.025) 


treatment withdrawal: 
unspecified/other reason – 84d Dichotomous  167 8 (4.8%)  171 8 (4.7%)  OR=1.025 (CI: 0.376, 2.798) 
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a
 estimated from graph using ruler 


b
 Table says this is a mean difference but text says it is the figures at week 12. As no baseline given, assumed it was the value at 12 weeks 


c
 based on BPI Sleep 


d
 average of all 7 inference scores 


Comments 1 patient in 40mg group did not receive drug and was not assessed 


Definitions of abbreviations are given at the end of this document. 


 


Study Yucel et al. (2005) 


Pain category Mixed (central and peripheral) or unclear if mixed 


Study design Country: Turkey 


Design: Parallel 


Inclusion criteria: Neuropathic pain for longer than 6 months with at least 4cm on 10cm VASpi- patients were subjected to experimentally induced pain 
but this data was not used in this review 


Exclusion criteria: pain other than neuropathic pain, pain of mixed origin, previous hypersensitivity to venlafaxine, experience of MI in last 6 months or 
current being treated for angina pectoris, alcohol or drug addiction, bipolar depression, psychotic disorder, major depressive treatment with monoamine 
oxidase inhibitors 


Study length (days): 56 


Intention-to-treat analysis? No 


Participants Total number of patients: 60 


Number of males: 24 (40.0%) 


Underlying cause of neuropathic pain: Mixed neuropathic pain 


Mean duration of NP (in months): not reported 


Baseline pain severity: 7.7 (VAS (average of arm medians)) 


Mean age: 50.2066666666667 


Intervention(s) (1) Venlafaxine 75 mg/d 


Intervention: venlafaxine 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 75mg/d 


(2) Venlafaxine 150mg/d 


Intervention: venlafaxine 
Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 150mg/d 


(3) Placebo 


Intervention: placebo 
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Length of treatment (weeks): 8 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? No 


Concomitant pain treatment allowed? Unclear (no anti-depressants or anti-convulsants were permitted but not clear if opioids were allowed; 500mg 
paracetamol (3-4 tablets per day) was permitted as rescue analgesia) 


Outcomes 
measures and 
effect sizes 


   VENLAFAXINE 75 MG/D  VENLAFAXINE 150MG/D   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  17  med: 7 [rng 5–10]  17  med: 8 [rng 5–10]   


VAS – 56d
a
 Mean change  17  med: 4 [rng 0–8]  17  med: 4 [rng -3–7]   


VAS – 56d
a
 Continuous  17  med: 4 [rng 0–6]  17  med: 4 [rng 0–8]   


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  20 1 (5.0%)  20 3 (15.0%)  OR=0.298 (CI: 0.028, 3.146) 
adverse events: 


any adverse event – 56d
b
 Dichotomous  20 9 (45.0%)  20 14 (70.0%)  OR=0.351 (CI: 0.096, 1.287) 


a
 only medians reported 


b
 rate of each side effect not given but included nausea-vomiting, dizziness and somnolence 


 


   VENLAFAXINE 75 MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  17  med: 7 [rng 5–10]  18  med: 8 [rng 6–10]   


VAS – 56d
a
 Mean change  17  med: 4 [rng 0–8]  18  med: 1 [rng -1–6]   


VAS – 56d
a
 Continuous  17  med: 4 [rng 0–6]  18  med: 7 [rng 0–10]   


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  20 1 (5.0%)  20 1 (5.0%)  OR=1.000 (CI: 0.058, 17.181) 
adverse events: 


any adverse event – 56d
b
 Dichotomous  20 9 (45.0%)  20 11 (55.0%)  OR=0.669 (CI: 0.193, 2.327) 


a
 only medians reported 


b
 rate of each side effect not given but included nausea-vomiting, dizziness and somnolence 


 


   VENLAFAXINE 150MG/D  PLACEBO   


   N k mean  N k mean  Δ 


pain score: 
VAS – 0d


a
 Continuous  17  med: 8 [rng 5–10]  18  med: 8 [rng 6–10]   


VAS – 56d
a
 Continuous  17  med: 4 [rng 0–8]  18  med: 7 [rng 0–10]   


VAS – 56d
a
 Mean change  17  med: 4 [rng -3–7]  18  med: 1 [rng -1–6]   
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major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 56d Dichotomous  20 3 (15.0%)  20 1 (5.0%)  OR=3.353 (CI: 0.318, 35.364) 
adverse events: 


any adverse event – 56d
b
 Dichotomous  20 14 (70.0%)  20 11 (55.0%)  OR=1.909 (CI: 0.520, 7.007) 


a
 only medians reported 


b
 rate of each side effect not given but included nausea-vomiting, dizziness and somnolence 


Comments global effficacy and affect on daily activities were reported in the study but not extracted as they did not use measurement tools where the results would 
be combinable with the results from other studies 


Definitions of abbreviations are given at the end of this document. 


 


Study Ziegler et al. (2010) 


Pain category Peripheral pain 


Study design Country: Europe 


Design: Parallel 


Inclusion criteria: =18 years with type1 or type 2 diabetes, symptoms for 6 months to 5 years (=4 on NRS), A1C < 12% 


Exclusion criteria: other conditions contributing to chronic pain, MI or clinically relevant cardiac dysfunction in last year, chronic alcohol or drug abuse in 
last year or any drug use that might interfere with trial results, 2nd or 3rd degree atrioventricular block 


Study length (days): 140 


Intention-to-treat analysis? Yes 


Participants Total number of patients: 357 


Number of males: 184 (51.5%) 


Underlying cause of neuropathic pain: Painful diabetic neuropathy 


Mean duration of NP (in months): 38.4 


Baseline pain severity: 6.46666666666667 (NRS (average of arm means)) 


Mean age: 57.9 (SD: 10.6) 


Intervention(s) (1) Lacosamide 600 mg/d 


Intervention: lacosamide 
Length of treatment (weeks): 18 
Fixed/flexible dose regimen: Fixed dose 
Set dose: 600mg/d 
Notes: 6 week titration, 12 week maintenance; titration period was standard: 100 mg/d with weekly increases of 100 mg/d to 600 mg/d target dosage 


(2) Lacosamide 400 mg/d 


Intervention: lacosamide 
Length of treatment (weeks): 18 
Fixed/flexible dose regimen: Fixed dose 
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Set dose: 400mg/d 
Notes: this group was further randomised to slow titration (100 mg/d for 3 weeks, then weekly increases of 100 mg/d, to 400 mg/d target dose at week 6) 
and standard titration (100 mg/d with weekly increases of 100 mg/d to 400 mg/d target dosage) 


(3) Placebo 


Intervention: placebo 
Length of treatment (weeks): 18 
Fixed/flexible dose regimen: Fixed dose 


Concomitant 
treatments 


Drug free baseline period? Yes (duration: 7d) 


Concomitant pain treatment allowed? No (paracetamol =2 g/day as rescue medication (no others allowed)) 


Outcomes 
measures and 
effect sizes 


   
LACOSAMIDE 600 
MG/D  


LACOSAMIDE 400 
MG/D   


   N k mean  N k mean  Δ 


adverse events: 
any adverse event – 126d Dichotomous  133 86 (64.7%)  150 88 (58.7%)   


Fatigue – 126d Dichotomous  133    150    
OR=0.893 (CI: 0.402, 
1.982) 


headache – 126d Dichotomous  133    150    
OR=0.870 (CI: 0.315, 
2.405) 


Nausea – 126d Dichotomous  133    150    
OR=3.051 (CI: 1.148, 
8.109) 


vertigo – 126d Dichotomous  133    150    
OR=1.554 (CI: 0.633, 
3.813) 


Vomiting – 126d Dichotomous  133    150    
OR=4.111 (CI: 0.839, 
20.146) 


ITT/LOCF (last-observation carried 
forward) 
pain score: 


NRS/NRS Pain – 0d Continuous  133  6.4 (SD 1.4)  150  6.4 (SD 1.3)   


NRS/NRS Pain – 126d 
Mean difference from baseline to 
average f-u  132  -1.86  149  -1.9  MD=0.040 


VAS – 63d
a
 


Mean difference from baseline to 
average f-u  131  -18.8  149  -18.1  MD=-0.700 


at least 30% pain reduction (NRS) – 
126d


b
 


Dichotomous from baseline to average 
f-u  132 66   149 64   


OR=1.328 (CI: 0.829, 
2.127) 


at least 50% pain reduction (NRS) – 
105d


c
 Dichotomous  132 39 (29.5%)  149 42 (28.2%)  


OR=1.068 (CI: 0.637, 
1.791) 


at least 50% pain reduction (NRS) – 
126d


c
 Dichotomous  132 35 (26.5%)  149 43 (28.9%)   


patient-reported global improvement: 
PGIC - much worse – 126d Dichotomous  132 2 (1.5%)  149 1 (0.7%)  


OR=2.277 (CI: 0.204, 
25.402) 


PGIC - moderately worse – 126d Dichotomous  132 1 (0.8%)  149 1 (0.7%)  
OR=1.130 (CI: 0.070, 
18.243) 


PGIC - minimally worse – 126d Dichotomous  132 1 (0.8%)  149 2 (1.3%)  
OR=0.561 (CI: 0.050, 
6.259) 
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PGIC - no change – 126d Dichotomous  132 16 (12.1%)  149 16 (10.7%)  
OR=1.147 (CI: 0.549, 
2.394) 


PGIC - minimally better – 126d Dichotomous  132 21 (15.9%)  149 36 (24.2%)  
OR=0.594 (CI: 0.326, 
1.080) 


PGIC - moderately better – 126d Dichotomous  132 19 (14.4%)  149 20 (13.4%)  
OR=1.085 (CI: 0.551, 
2.134) 


PGIC - much better – 126d Dichotomous  132 17 (12.9%)  149 20 (13.4%)  
OR=0.953 (CI: 0.476, 
1.908) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 84d
d
 


Mean difference from baseline to 
average f-u  96  -2.29  122  -1.92  MD=-0.370 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 126d Dichotomous  133 31 (23.3%)  150 17 (11.3%)  
OR=0.447 (CI: 0.145, 
1.380) 


any major adverse event – 126d Dichotomous  74 31 (23.3%)  150 17 (11.3%)  
OR=0.447 (CI: 0.145, 
1.380) 


adverse events: 
Dizziness – 126d Dichotomous  133 26 (19.5%)  150 11 (7.3%)  


OR=1.370 (CI: 0.633, 
2.962) 


Dizziness – 126d Dichotomous  133 26 (19.5%)  73 11 (7.3%)  
OR=1.370 (CI: 0.633, 
2.962) 


Fatigue – 126d Dichotomous  133 12 (9.0%)  150 15 (10.0%)   
headache – 126d Dichotomous  133 7 (5.3%)  150 9 (6.0%)   
Nausea – 126d Dichotomous  133 15 (11.3%)  150 6 (4.0%)   
vertigo – 126d Dichotomous  133 12 (9.0%)  150 9 (6.0%)   
Vomiting – 126d Dichotomous  133 7 (5.3%)  150 2 (1.3%)   


treatment withdrawal: 
due to lack of efficacy – 126d Dichotomous  133 6 (4.5%)  150 4 (2.7%)  


OR=1.542 (CI: 0.336, 
7.077) 


due to lack of efficacy – 126d Dichotomous  74 6 (4.5%)  150 4 (2.7%)  
OR=1.542 (CI: 0.336, 
7.077) 


unspecified/other reason – 126d Dichotomous  74 5 (3.8%)  150 4 (2.7%)  
OR=0.500 (CI: 0.055, 
4.554) 


unspecified/other reason – 126d Dichotomous  133 5 (3.8%)  150 4 (2.7%)  
OR=0.500 (CI: 0.055, 
4.554) 


withdrawal of consent – 126d Dichotomous  74 14 (10.5%)  150 10 (6.7%)  
OR=1.014 (CI: 0.334, 
3.083) 


withdrawal of consent – 126d Dichotomous  133 14 (10.5%)  150 10 (6.7%)  
OR=1.014 (CI: 0.334, 
3.083) 


protocol deviation – 126d Dichotomous  74 1 (0.8%)  150 1 (0.7%)  
OR=2.041 (CI: 0.126, 
33.096) 


protocol deviation – 126d Dichotomous  133 1 (0.8%)  150 1 (0.7%)  
OR=2.041 (CI: 0.126, 
33.096) 


poor compliance – 126d Dichotomous  74 2 (1.5%)  150 1 (0.7%)  
OR=2.041 (CI: 0.126, 
33.096) 


poor compliance – 126d Dichotomous  133 2 (1.5%)  150 1 (0.7%)  
OR=2.041 (CI: 0.126, 
33.096) 


a
 least squares mean; outcome from baseline to entire treatment period (weeks 1 to 18) 


b
 OR ≥2 point reduction in NRS; outcome from baseline to weeks 14 to 18 


c
 OR ≥2 point reduction in NRS; numbers estimated from percentages so may not be absolutely accurate 


d
 least squares mean; outcome from baseline to entire maintenance period (weeks 6 to 18) 
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LACOSAMIDE 600 
MG/D  PLACEBO   


   N k mean  N k mean  Δ 


adverse events: 
any adverse event – 126d Dichotomous  133 86 (64.7%)  74 40 (54.1%)   
Fatigue – 126d Dichotomous  133    74    OR=1.369 (CI: 0.463, 4.048) 
headache – 126d Dichotomous  133    74    OR=2.000 (CI: 0.405, 9.885) 


Nausea – 126d Dichotomous  133    74    
OR=4.576 (CI: 1.017, 
20.597) 


vertigo – 126d Dichotomous  133    74    
OR=3.570 (CI: 0.777, 
16.408) 


Vomiting – 126d Dichotomous  133    74    
OR=8.834 (CI: 0.497, 
156.897) 


ITT/LOCF (last-observation carried 
forward) 
pain score: 


NRS/NRS Pain – 0d Continuous  133  6.4 (SD 1.4)  74  
6.6 (SD 
15)   


NRS/NRS Pain – 126d 
Mean difference from baseline to 
average f-u  132  -1.86  74  -1.5  


MD=-0.360 (CI: -0.870, 
0.150) 


VAS – 63d
a
 


Mean difference from baseline to 
average f-u  131  -18.8  74  -12.8  MD=-6.000 


at least 30% pain reduction (NRS) – 
126d


b
 


Dichotomous from baseline to average f-
u  132 66   74 26   OR=1.800 (CI: 5.162, 0.628) 


at least 50% pain reduction (NRS) – 
105d


c
 Dichotomous  132 39 (29.5%)  74 12 (16.2%)  OR=2.167 (CI: 1.052, 4.462) 


at least 50% pain reduction (NRS) – 
126d


c
 Dichotomous  132 35 (26.5%)  74 17 (23.0%)   


McGill VAS – 63d 
Mean difference from baseline to 
average f-u  132    74    


MD=-5.990 (CI: -11.184, -
0.796) 


patient-reported global improvement: 
PGIC - much worse – 126d Dichotomous  132 2 (1.5%)  74 1 (1.4%)  


OR=1.123 (CI: 0.100, 
12.599) 


PGIC - moderately worse – 126d Dichotomous  132 1 (0.8%)  74 4 (5.4%)  OR=0.134 (CI: 0.015, 1.218) 


PGIC - minimally worse – 126d Dichotomous  132 1 (0.8%)  74 0 (0.0%)  
OR=1.700 (CI: 0.068, 
42.250) 


PGIC - no change – 126d Dichotomous  132 16 (12.1%)  74 16 (21.6%)  OR=0.500 (CI: 0.234, 1.070) 
PGIC - minimally better – 126d Dichotomous  132 21 (15.9%)  74 16 (21.6%)  OR=0.686 (CI: 0.333, 1.414) 
PGIC - moderately better – 126d Dichotomous  132 19 (14.4%)  74 12 (16.2%)  OR=0.869 (CI: 0.396, 1.907) 
PGIC - much better – 126d Dichotomous  132 17 (12.9%)  74 6 (8.1%)  OR=1.675 (CI: 0.630, 4.454) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 84d
d
 


Mean difference from baseline to 
average f-u  96  -2.29  63  -1.28  


MD=-0.640 (CI: -1.169, -
0.111) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 126d Dichotomous  133 31 (23.3%)  74 4 (5.4%)  OR=0.188 (CI: 0.064, 0.556) 
any major adverse event – 126d Dichotomous  74 31 (23.3%)  133 4 (5.4%)  OR=0.188 (CI: 0.064, 0.556) 
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adverse events: 
Dizziness – 126d Dichotomous  133 26 (19.5%)  77 2 (2.7%)  


OR=9.112 (CI: 2.099, 
39.559) 


Dizziness – 126d Dichotomous  133 26 (19.5%)  74 2 (2.7%)  
OR=9.112 (CI: 2.099, 
39.559) 


Fatigue – 126d Dichotomous  133 12 (9.0%)  74 5 (6.8%)   
headache – 126d Dichotomous  133 7 (5.3%)  74 2 (2.7%)   
Nausea – 126d Dichotomous  133 15 (11.3%)  74 2 (2.7%)   
vertigo – 126d Dichotomous  133 12 (9.0%)  74 2 (2.7%)   
Vomiting – 126d Dichotomous  133 7 (5.3%)  74 0 (0.0%)   


treatment withdrawal: 
due to lack of efficacy – 126d Dichotomous  74 6 (4.5%)  133 3 (4.1%)  OR=0.894 (CI: 0.217, 3.685) 
due to lack of efficacy – 126d Dichotomous  133 6 (4.5%)  74 3 (4.1%)  OR=0.894 (CI: 0.217, 3.685) 
unspecified/other reason – 126d Dichotomous  74 5 (3.8%)  133 1 (1.4%)  OR=0.351 (CI: 0.040, 3.060) 
unspecified/other reason – 126d Dichotomous  133 5 (3.8%)  74 1 (1.4%)  OR=0.351 (CI: 0.040, 3.060) 
withdrawal of consent – 126d Dichotomous  74 14 (10.5%)  133 5 (6.8%)  OR=0.616 (CI: 0.213, 1.784) 
withdrawal of consent – 126d Dichotomous  133 14 (10.5%)  74 5 (6.8%)  OR=0.616 (CI: 0.213, 1.784) 


protocol deviation – 126d Dichotomous  74 1 (0.8%)  133 1 (1.4%)  
OR=1.808 (CI: 0.111, 
29.337) 


protocol deviation – 126d Dichotomous  133 1 (0.8%)  74 1 (1.4%)  
OR=1.808 (CI: 0.111, 
29.337) 


poor compliance – 126d Dichotomous  74 2 (1.5%)  133 1 (1.4%)  
OR=0.897 (CI: 0.080, 
10.065) 


poor compliance – 126d Dichotomous  133 2 (1.5%)  74 1 (1.4%)  
OR=0.897 (CI: 0.080, 
10.065) 


a
 least squares mean; outcome from baseline to entire treatment period (weeks 1 to 18) 


b
 OR ≥2 point reduction in NRS; outcome from baseline to weeks 14 to 18 


c
 OR ≥2 point reduction in NRS; numbers estimated from percentages so may not be absolutely accurate 


d
 least squares mean; outcome from baseline to entire maintenance period (weeks 6 to 18) 


 


   
LACOSAMIDE 400 
MG/D  PLACEBO   


   N k mean  N k mean  Δ 


adverse events: 
any adverse event – 126d Dichotomous  150 88 (58.7%)  74 40 (54.1%)   
Fatigue – 126d Dichotomous  150    74    OR=1.533 (CI: 0.535, 4.394) 


headache – 126d Dichotomous  150    74    
OR=2.298 (CI: 0.484, 
10.916) 


Nausea – 126d Dichotomous  150    74    OR=1.500 (CI: 0.295, 7.619) 


vertigo – 126d Dichotomous  150    74    
OR=2.298 (CI: 0.484, 
10.916) 


Vomiting – 126d Dichotomous  150    74    
OR=2.508 (CI: 0.119, 
52.918) 


ITT/LOCF (last-observation carried 
forward) 
pain score: 


NRS/NRS Pain – 0d Continuous  150  6.4 (SD 1.3)  74  
6.6 (SD 
15)   
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NRS/NRS Pain – 126d 
Mean difference from baseline to 
average f-u  149  -1.9  74  -1.5  


MD=-0.400 (CI: -0.929, 
0.129) 


VAS – 63d
a
 


Mean difference from baseline to 
average f-u  149  -18.1  74  -12.8  MD=-5.300 


at least 30% pain reduction (NRS) – 
126d


b
 


Dichotomous from baseline to average f-
u  149 64   74 26   OR=1.400 (CI: 7.199, 0.272) 


at least 50% pain reduction (NRS) – 
105d


c
 Dichotomous  149 42 (28.2%)  74 12 (16.2%)  OR=2.028 (CI: 0.993, 4.141) 


at least 50% pain reduction (NRS) – 
126d


c
 Dichotomous  149 43 (28.9%)  74 17 (23.0%)   


McGill VAS – 63d 
Mean difference from baseline to 
average f-u  149    74    


MD=-5.320 (CI: -10.396, -
0.244) 


patient-reported global improvement: 
PGIC - much worse – 126d Dichotomous  149 1 (0.7%)  74 1 (1.4%)  OR=0.493 (CI: 0.030, 7.998) 
PGIC - moderately worse – 126d Dichotomous  149 1 (0.7%)  74 4 (5.4%)  OR=0.118 (CI: 0.013, 1.078) 


PGIC - minimally worse – 126d Dichotomous  149 2 (1.3%)  74 0 (0.0%)  
OR=2.525 (CI: 0.120, 
53.278) 


PGIC - no change – 126d Dichotomous  149 16 (10.7%)  74 16 (21.6%)  OR=0.436 (CI: 0.204, 0.931) 
PGIC - minimally better – 126d Dichotomous  149 36 (24.2%)  74 16 (21.6%)  OR=1.155 (CI: 0.592, 2.254) 
PGIC - moderately better – 126d Dichotomous  149 20 (13.4%)  74 12 (16.2%)  OR=0.801 (CI: 0.368, 1.742) 
PGIC - much better – 126d Dichotomous  149 20 (13.4%)  74 6 (8.1%)  OR=1.757 (CI: 0.674, 4.582) 


patient-reported improvement in 
daily physical and emotional 
functioning, including sleep: 


NRS Sleep – 84d
d
 


Mean difference from baseline to 
average f-u  122  -1.92  63  -1.28  


MD=-1.000 (CI: -1.549, -
0.451) 


major adverse events 
(defined as leading to withdrawal): 


any major adverse event – 126d Dichotomous  150 17 (11.3%)  133 4 (5.4%)  OR=0.421 (CI: 0.221, 0.802) 
any major adverse event – 126d Dichotomous  150 17 (11.3%)  74 4 (5.4%)  OR=0.421 (CI: 0.221, 0.802) 


adverse events: 
Dizziness – 126d Dichotomous  150 11 (7.3%)  74 2 (2.7%)  


OR=6.653 (CI: 1.421, 
31.151) 


Dizziness – 126d Dichotomous  73 11 (7.3%)  77 2 (2.7%)  
OR=6.653 (CI: 1.421, 
31.151) 


Fatigue – 126d Dichotomous  150 15 (10.0%)  74 5 (6.8%)   
headache – 126d Dichotomous  150 9 (6.0%)  74 2 (2.7%)   
Nausea – 126d Dichotomous  150 6 (4.0%)  74 2 (2.7%)   
vertigo – 126d Dichotomous  150 9 (6.0%)  74 2 (2.7%)   
Vomiting – 126d Dichotomous  150 2 (1.3%)  74 0 (0.0%)   


treatment withdrawal: 
due to lack of efficacy – 126d Dichotomous  150 4 (2.7%)  74 3 (4.1%)  OR=0.580 (CI: 0.160, 2.101) 
due to lack of efficacy – 126d Dichotomous  150 4 (2.7%)  133 3 (4.1%)  OR=0.580 (CI: 0.160, 2.101) 
unspecified/other reason – 126d Dichotomous  150 4 (2.7%)  74 1 (1.4%)  OR=0.701 (CI: 0.184, 2.668) 
unspecified/other reason – 126d Dichotomous  150 4 (2.7%)  133 1 (1.4%)  OR=0.701 (CI: 0.184, 2.668) 
withdrawal of consent – 126d Dichotomous  150 10 (6.7%)  74 5 (6.8%)  OR=0.607 (CI: 0.260, 1.417) 
withdrawal of consent – 126d Dichotomous  150 10 (6.7%)  133 5 (6.8%)  OR=0.607 (CI: 0.260, 1.417) 


protocol deviation – 126d Dichotomous  150 1 (0.7%)  74 1 (1.4%)  
OR=0.886 (CI: 0.055, 
14.304) 


protocol deviation – 126d Dichotomous  150 1 (0.7%)  133 1 (1.4%)  
OR=0.886 (CI: 0.055, 
14.304) 


poor compliance – 126d Dichotomous  150 1 (0.7%)  74 1 (1.4%)  OR=0.440 (CI: 0.039, 4.904) 
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poor compliance – 126d Dichotomous  150 1 (0.7%)  133 1 (1.4%)  OR=0.440 (CI: 0.039, 4.904) 


a
 least squares mean; outcome from baseline to entire treatment period (weeks 1 to 18) 


b
 OR ≥2 point reduction in NRS; outcome from baseline to weeks 14 to 18 


c
 OR ≥2 point reduction in NRS; numbers estimated from percentages so may not be absolutely accurate 


d
 least squares mean; outcome from baseline to entire maintenance period (weeks 6 to 18) 


Comments proportion with 50% response reported at 15 and 18 weeks but only percentages (not denominators) and unable to calculate correctly; bottom of the 
article (which is a 'brief report') states that the costs of publication were defrayed in part by the payment of page charges and, thus, this article must be 
marked 'advertisement'; ITT included those who received at least 1 dose of medication with at least one post-baseline efficacy assessment (2 patients 
randomised - 1 in 400 mg/d and 1 in 600 mg/d group - were not included in the ITT population) - LOCF was performed 


Definitions of abbreviations are given at the end of this document. 
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Abbreviations 


 


Abbreviation Term 


AEDs anti-epileptic drugs 


ART anti-retroviral therapy 


avg. average 


BOCF baseline observation carried forward (a 
form of ITT) 


BPI Brief Pain Inventory 


BDI Beck’s Depression Inventory 


CBD cannabidiol 


CBME cannabis based medicine extract 


CI confidence interval 


CNS central nervous system 


COPD chronic obstructive pulmonary disease 


CPSP central post-stroke pain 


DSM-IV diagnostic and statistical manual of 
mental disorders 


ECG electrocardiogram 


f-u follow-up 


GATE global assessment of therapeutic effect 


HADS Hospital Anxiety and Depression Scale 


HAMD Hamilton Depression Rating Scale 


HbA1c glycated haemoglobin 


HIV human immunodeficiency virus 


HIV DSF human immunodeficiency virus distal 
sensory polyneuropathy 


IQR interquartile range 


ITT intention-to-treat 


LOCF last observation carried forward (a form 
of ITT) 


LS least squares 


MAOI monoamine oxidase inhibitor 


MD mean difference 


MI myocardial infarction 


MOS Medical Outcomes Study sleep scale 


MPQ McGill Pain Questionnaire 


MS multiple sclerosis 


NCP neuropathic cancer pain 


NP neuropathic pain 


NRS numerical rating scale 


NPS/NPRS numerical pain rating scale 
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NSAIDs non-steroidal anti-inflammatory drugs 


OR odds ratio 


OTC over-the-counter 


PDN painful diabetic neuropathy 


PGIC patient reported global impression of 
change 


PGI-I patient reported global impression of 
improvement 


PHN post-herpetic neuralgia 


PHQ-15 patient health questionnaire with 15 
somatic symptoms 


POMS profile of mood states 


PPI present pain intensity 


SCI spinal cord injury 


SD standard deviation 


SE standard error 


SF short form 


SNRI serotonin–norepinephrine reuptake 
inhibitor 


SSRI selective serotonin reuptake inhibitor 


TAD tricyclic anti-depressants 


TB tuberculosis 


TENS transcutaneous electrical nerve 
stimulation 


THC delta-9-tetrahydrocannabinol 


TIA transient ischaemic attack 


VAS visual analogue scale 


VASpr visual analogue scale for pain relief 


VASpi visual analogue scale for pain intensity 


VRS verbal rating scale 


VRSpr verbal rating scale for pain relief 


VRSpi verbal rating scale for pain intensity 
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Appendix F Full health economic report  1 


Introduction 2 


The National Institute for Health and Clinical Excellence (NICE) has been 3 


asked to produce a guideline on the pharmacological management of 4 


neuropathic pain. 5 


This is the health economic analysis developed to support the guideline 6 


development group (GDG) in making recommendations. The analysis was 7 


conducted according to NICE methods outlined in the ‘The guidelines manual 8 


2012’ and ‘Guide to the methods of technology appraisals 2008’. It follows the 9 


NICE reference case (the framework NICE requests all cost-effectiveness 10 


analysis follow) in its methods. 11 


Contents 12 
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4.2 Peripheral pain only .......................................................................... 48 28 
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5.1 Summary of results ........................................................................... 58 30 
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5.3 Comparison with other economic models ......................................... 62 32 
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1 Systematic review of published economic 1 


evaluations 2 


A systematic review for cost-effectiveness evidence was undertaken for this 3 


guideline. 4 


1.1 Information sources 5 


The following databases were searched for economic evidence: NHS 6 


Economic Evaluation Database (NHS EED), and the Health Economic 7 


Evaluations Database (HEED). MEDLINE, MEDLINE (in-process) and 8 


Embase were searched using a validated economic filter to ensure any 9 


non-indexed economic studies were identified. No date filters were applied. 10 


The search strategies for health economics are included in Appendix D. 11 


1.2 Selection criteria for included evidence 12 


Studies that compared the costs and health consequences (cost–utility 13 


analyses) of different strategies in terms of an incremental cost effectiveness 14 


ratio, or net benefit, were included. All other study types (cost-effectiveness, 15 


cost–benefit, cost–consequence, and comparative costing studies) were 16 


excluded. 17 


Studies conducted in OECD countries were included.  18 


Studies that met the NICE reference case criteria (The guidelines manual, 19 


2012) for applicability and quality were included. 20 


The health economist sifted the literature search results by comparing the title 21 


and abstract of the study with the selection criteria and PICO question. 22 


Posters, reviews and letters, non-English studies and unpublished studies 23 


were excluded. 24 


Duplicates were excluded, and if identical study designs were available but 25 


from a different setting, the study closest to the NHS and PSS setting was 26 


included and the other excluded. 27 
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1.3 Assessment of applicability and quality of studies 1 


The health economist assessed full texts of potential studies for applicability 2 


and methodological quality using the NICE methodology checklist for 3 


economic evaluations (The Guidelines manual, 2012, Appendix G). The 4 


checklist helped to assess the applicability of the economic evaluation to the 5 


clinical guideline, the current NHS situation and the context for NICE guidance 6 


as one of the following: 7 


 Directly applicable – the study met all applicability criteria, or failed to meet 8 


1 or more applicability criteria but was unlikely to change the conclusions 9 


about cost effectiveness. 10 


 Partially applicable – the study failed to meet 1 or more applicability criteria, 11 


and this could change the conclusions about cost effectiveness. 12 


 Not applicable – the study failed to meet 1 or more applicability criteria, and 13 


was likely to change the conclusions about cost effectiveness. Such studies 14 


were excluded from further consideration. 15 


If the study was directly or partially applicable, the overall methodological 16 


study quality of the economic evaluation was then classified as one of the 17 


following: 18 


 Minor limitations – the study met all quality criteria, or failed to meet 1 or 19 


more quality criteria but was unlikely to change the conclusions about cost 20 


effectiveness. 21 


 Potentially serious limitations – the study failed to meet 1 or more quality 22 


criteria, and could change the conclusions about cost effectiveness. 23 


 Very serious limitations – the study failed to meet 1 or more quality criteria, 24 


and this was highly likely to change the conclusions about cost 25 


effectiveness. Such studies should usually be excluded from further 26 


consideration. 27 
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1.4 Results 1 


1.4.1 Selectively excluded studies 2 


 3 


Eighteen studies were deemed to be eligible for inclusion; these were 4 


assessed using NICE's economic checklist (The Guidelines manual, 2012, 5 


Appendix G). Five studies were selectively excluded; see Table F1. 6 


Table F1 Reasons for selectively excluding studies 7 


Study Reason for exclusion 


(de Salas-Cansado et al. 2012) Did not meet NICE reference case 
(pooled productivity costs) 


(Simpson et al. 2009) Did not include a relevant comparator 


(Smith 2007) Did not meet NICE reference case 
(pooled productivity costs) 


(Vissers 2011) Did not include a relevant comparator 


(Ward et al. 2007) Did not include a relevant comparator 


 8 


1.4.2 Included studies 9 


Thirteen cost–utility studies were identified and included in the economic 10 


evidence review on peripheral neuropathic pain. They are summarised in the 11 


economic evidence profiles (Table F2–Table F6, below), and described in 12 


greater detail in the Appendix F1. 13 


Records screened (n=3353) Records excluded (n=3318) 


Full-text articles assessed 
for eligibility (n=35) 


Full-text articles excluded 
on inclusion criteria (n=17) 


Studies included (n=13) 


Full-text articles assessed 
for using checklist (n=18) 


Full-text articles selectively 
excluded (n=5) 
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No studies on central pain or trigeminal neuralgia were identified. 1 
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Table F2 Economic evidence profile: people with post-herpetic neuralgia or painful diabetic neuropathy 1 
Study 


 


Limitations 


 


Applicability 


 


Other comments 


 


Incremental  Uncertainty 


Costs  Effects 
(QALY) 


ICER 


(Cepeda 2006) 


Intvn 1: 
Amitriptyline 


Intvn 2: 
Carbamazepine 


Intvn 3: 
Tramadol 


Intvn 4: 
Gabapentin 


Potentially 
Serious 
Limitations1 


Partially 
Applicable


2
 


People with post-herpetic 
neuralgia or diabetic 
peripheral neuropathy  


Decision analytic model 


US third party payer 


Versus 
Intvn 1: 
Amitriptyline 


Intvn 2: $20 
(£12.65)


3
 


Intvn 3: $68 
(£43.01)


3
 


Intvn 4: 
$241 
(£152.44)


3
 


Versus 
Intvn 1: 
Amitriptyline 


Intvn 2: 0 


Intvn 3: -
0.038 


Intvn 4: -
0.11 


Versus 
Intvn 1: 
Amitriptyline 


Intvn 2: 
dominated 


Intvn 3: 
dominated 


Intvn 4: 
dominated 


Multivariate sensitivity analysis 
adjusting doses and resources: 


- Tramadol and gabapentin dominated 
by amitriptyline 


- ICER of carbamazepine vs. 
amitriptyline $43,296 (£27,385) per 
QALY gain 


(Rodriguez et 
al. 2007) 


Pregabalin 
versus 
gabapentin 


Potentially 
Serious 
Limitations


4
 


Partially 
Applicable


5
 


People with post-herpetic 
neuralgia or diabetic 
peripheral neuropathy  


Stochastic simulation model 


Spanish NHS 


€98.61 
(£84.01)


6
 


0.0048 
QALYs per 
patient 


€20,535 
(£17,494)


7
 


per QALY 
gain 


 


- Sensitive to changes to mean generic 
gabapentin dose 


- 23% reduction in costs of medical 
visits or healthy utility values, or 
increase in cost of spinal cord 
stimulation, cause ICERs to fall or 
become cost saving. 


1 
Short time horizon (1 month). Unclear method of weighting in the meta-analysis. Costs of management of some adverse effects were not included. PSA conducted, but on 


triangular distributions. Not a fully incremental analysis. 
2
 Based on third-party healthcare US payer. Did not include all relevant comparators. 


3
 Converted using 2004 purchasing power parities http://stats.oecd.org  


4
 Short time horizon (12 weeks). Effects of efficacy not from a systematic review of evidence. Did not include costs and utilities from adverse effects of treatment. 


5
 Based on Spanish healthcare system, unclear if adults only, some relevant comparators not included. 


6
 Converted using 2006 purchasing power parities http://stats.oecd.org  


7
 Converted using 2006 purchasing power parities from original ICER (not increments): http://stats.oecd.org. Discrepancy in ICER’s may be due to rounding. 


 2 



http://stats.oecd.org/

http://stats.oecd.org/
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Table F3 Economic evidence profile: people with post-herpetic neuralgia 1 
Study 


 


Limitations 


 


Applicability 


 


Other comments 


 


Incremental  Uncertainty 


Costs  Effects 
(QALY) 


ICER 


(Armstrong et 
al. 2011) 


Intervention 1: 
Capsaicin 
topical 8% 
versus: 


Intervention 2: 
TCA – 
Nortriptyline  


Intervention 3: 
Lidocaine 
topical 5%  


Intervention 4: 
Gabapentin  


Intervention 5: 
Pregabalin  


Intervention 6: 
Duloxetine  


 


Potentially 
Serious 
Limitations


1
 


Partially 
Applicable


2
 


People with post-herpetic 
neuralgia 


Markov state transition 
model 


US payer 


Intvn 1: 
Capsaicin 
topical 
versus: 


 


Intvn 2: 
$3605 
(£2444.42)


3
 


Intvn 3: $317 
(£214.95)


3
 


Intvn 4: 
$3097 
(£2099.96)


3
 


Intvn 5: 
$2562 
(£1737.20)


3
 


Intvn 6: 
$2898 
(£1965.03)


3
 


Intvn 1: 
Capsaicin 
topical 
versus: 


 


Intvn 2: 
0.062 


Intvn 3: 
0.004 


Intvn 4: 
0.074 


Intvn 5: 
0.065 


Intvn 6: 
0.067 


Intvn 1: 
Capsaicin 
topical 
versus: 


 


Intvn 2: 
$59,919 
(£40,629)


4
 


per QALY 
gain 


Intvn 3: 
$554,627 
(£376,073)


4
 


per QALY 
gain 


Intvn 4: 
$42,008 
(£28,484)


4
 


per QALY 
gain 


Intvn 5: 
$40,241 
(£27,296)


4 


per QALY 
gain 


Intvn 6: 
$43,908 
(£29,772)


4
 


per QALY 
gain 


- Less frequent retreatment using 
capsaicin patch. Retreatment every 
14.5 week ICER vs all other oral less 
than $51,000 (£34,581) per QALY 
gain, retreatment every 17.7 weeks: 
less than $44,000 (£29,834) per 
QALY gain 


- Cost of replacement treatment 
(oxycodone) was a cost driver. 
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Study 


 


Limitations 


 


Applicability 


 


Other comments 


 


Incremental  Uncertainty 


Costs  Effects 
(QALY) 


ICER 


(O'Connor et al. 
2007) 


Intvn 1: 
Desipramine  


Intvn 2: 
Pregabalin  


Intvn 3: 
Gabapentin  


Potentially 
Serious 
Limitations


5
 


Partially 
Applicable


6
 


People with post-herpetic 
neuralgia 


Decision analytic model 


US third party payer 


Versus Intvn 
1: 
Desipramine 


 


Intvn 2: 
$116.90 
(£73.94)


7
 


Intvn 3: 
$397.63 
(£397.63)


7
 


Versus Intvn 
1: 
Desipramine 


 


Intvn 2: -
0.0074 


Intvn 3: -
0.0061 


 


Desipramine 
dominates 
gabapentin 
and 
pregabalin 


 


Gabapentin 
versus 
pregabalin: 
$216,000 
(£136,622)


8
 


per QALY 
gain 


- Result was sensitive to utility in 
severe pain, utility in mild pain, 
probability of pain relief with 
desipramine and utility of minor side 
effects 


(Dakin et al. 
2007) 


Lidocaine 5% 
medicated 
plaster versus 
gabapentin  


Potentially 
Serious 
Limitations


9
 


Partially 
Applicable


10
 


People with post-herpetic 
neuralgia 


Markov model 


UK NHS 


-£16911 0.0502 Lidocaine 
dominates 


Probability cost-effective: 99.99% at 
£20,000 per QALY gain threshold 


- Lidocaine more cost-effective if more 
plasters per day used. 


- Longer time horizon: lidocaine 
dominates 


(Ritchie and 
Liedgens 2010) 


Lidocaine 5% 
medicated 
plaster versus 
pregabalin 


Potentially 
Serious 
Limitations


12
 


Partially 
Applicable


13
 


People with post-herpetic 
neuralgia 


Markov model 


UK NHS 


£19614 0.067 £2925 per 
QALY gain 


- Extending the time horizon: 
Lidocaine remained cost-effective at 
the £35,000 per QALY gain threshold 


- Using EQ-5D data for utility: 
Lidocaine cost-effective 


- Increasing number of plasters: 
Lidocaine cost-effective 


- higher doses of pregabalin: lidocaine 
cost-effective 
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Study 


 


Limitations 


 


Applicability 


 


Other comments 


 


Incremental  Uncertainty 


Costs  Effects 
(QALY) 


ICER 


(Tarride et al. 
2006) 


Pregabalin 
versus 
gabapentin 


Potentially 
Serious 
Limitations


15
 


Partially 
Applicable


16
 


People with post-herpetic 
neuralgia 


Markov model 


Ontario Ministry of Health, 
Canada 


−$53.54 
(−£27.51)


17
 


0.0086 


 


Pregabalin 
dominates 


- lower dose of gabapentin 
1800 mg/day (daily cost for 
1800 mg/day): ICER: $575 (£295) per 
QALY gain 


- lower dose of gabapentin 1800 
mg/day (daily cost for 900 mg/day): 
ICER: $20,101 (£10,330) per QALY 
gain 


1
 Short time horizon (1 years), and does not state if HRQoL outcomes reported by patients or carer. Not a fully incremental analysis. No PSA conducted. 


2
 US population. Unclear if adult only population considered. 


3
 Converted using 2011 purchasing power parities http://stats.oecd.org. 


4
 Converted using 2011 purchasing power parities http://stats.oecd.org. Discrepancy in ICER’s may be due to rounding. 


5
 Short time horizon (3 months). Unclear if a systematic review was used to estimate of relative effect. PSA not conducted. Source of funding not stated. 


6
 Perspective of US healthcare system, other relevant comparators not included. 


7
 Converted using 2006 purchasing power parities http://stats.oecd.org. 


8
 Converted using 2006 purchasing power parities http://stats.oecd.org. Discrepancy in ICER’s may be due to rounding. 


9
 Delphi panel used and no published sources used for resource use, small size of Delphi panel (n=9). 


10 
Some relevant comparators not included. 


11
 2006 UK Pounds. 


12
 Short time horizon (3 months): disease may last longer, Unclear if efficacy from systematic review of literature, Small Delphi panel, unclear if literature search was conducted 


for resource use data. 
13


 Not all relevant comparators included. 
14


 2009 UK Pounds. 
15


 Short time horizon (12 weeks). No systematic review of evidence for baseline or efficacy outcomes; role of adverse effects not clear in the model. No PSA conducted. 
16


 Not all relevant comparators included; Perspective of the Ontario Ministry of Health, Canada. 
17 


Converted using 2004 purchasing power parities http://stats.oecd.org. 


 1 



http://stats.oecd.org/

http://stats.oecd.org/

http://stats.oecd.org/

http://stats.oecd.org/

http://stats.oecd.org/
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Table F4 Economic evidence profile: people with painful diabetic neuropathy (PDN) 1 
Study 


 


Limitations 


 


Applicability 


 


Other comments 


 


Incremental  Uncertainty 


Costs  Effects (QALY) ICER 


(Beard et al. 
2008) 


Intvn 1: 
Amitriptyline  
Gabapentin  
Tramadol 


Intvn 2: 
Duloxetine  
Amitriptyline  
Gabapentin  
Tramadol 


Intvn 3: 
Amitriptyline  
Duloxetine  
Gabapentin 
Tramadol 


Intvn 4: 
Amitriptyline  
Gabapentin  
Duloxetine  
Tramadol 


Intvn 5: 
Amitriptyline  
Gabapentin  
Tramadol  
Duloxetine 


Potentially 
Serious 
Limitations


1
 


Partially 
Applicable


2
 


People with painful 
diabetic neuropathy 


Decision analytic 
model 


UK NHS 


versus Intvn 1 ( 
per 1000 
patients):


3
 


 


Intvn 2: -£34791 
 


Intvn 3: -£77071 
 


Intvn 4: £4338 
 


Intvn 5: £3458 


versus Intvn 1 
(per 1000 
patients): 


 


Intvn 2: 2.5 
QALYs 


Intvn 3: 1.9 
QALYs 


Intvn 4: 1.6 
QALYs  


Intvn 5: 1.6 
QALYs 


 


  


versus Intvn 1:  
 
 


 


Intvn 2: dominates 
 


Intvn 3: dominates 
 


Intvn 4: £2698 
 


Intvn 5: £2109 


Probability Intvn 3 cost-effective: 94% 
(at £30,000 per QALY threshold) 


- Longer time horizon: Intvn 3: most 
cost effective. 


- Use of pregabalin instead of 
gabapentin: 


Intvn 2 vs Intvn 3: approx. £75,000 per 
QALY gain. 


- First line anticonvulsant (of Intvn 1): 
Intvn 2 dominates. 


(Bellows et al. 
2012) 


 


Duloxetine 
versus 
pregabalin 


Potentially 
Serious 
Limitations


4
 


Partially 
Applicable


5
 


People with painful 
diabetic neuropathy 


Decision analytic 
tree 


US third party payer 


-$187 
(£126.80)


6
 


0.011 Duloxetine 
dominates 
pregabalin 


- Real-world (range of doses from real 
world, but mean from efficacy): 
$16,300 (£11,052)


7
 per QALY gain 


- Real-world: Pooled efficacy of doses: 
$20,667 (£14,014)


7
 per QALY gain 


- Without adherence: duloxetine 
dominates 
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Study 


 


Limitations 


 


Applicability 


 


Other comments 


 


Incremental  Uncertainty 


Costs  Effects (QALY) ICER 


(Carlos et al. 
2012) 


Intvn 1: Generic 
gabapentin 


Intvn 2: 
Duloxetine 


Intvn 3: 
Pregabalin 


Intvn 4: 
Branded 
gabapentin 


Potentially 
Serious 
Limitations


8
 


Partially 
Applicable


9
 


People with painful 
diabetic neuropathy 


Decision analytic 
model 


Mexican payer 
perspective 


versus Intvn 1: 
generic 
gabapentin (per 
1000 patients): 


 


Intvn 2: 
$491,676 
(£40,862.40)


10
 


Intvn 3: 
$1,501,512 
(£124,788.24)


10
 


Intvn 4: 
$2,233,647 
(£185,634.79)


10
 


versus Intvn 1: 
generic 
gabapentin (per 
1000 patients): 


 


Intvn 2: 4.8 
 
 


Intvn 3: 2.9 
 
 


Intvn 4: 0 


 


versus Intvn 1: 
generic 
gabapentin: 
 


 


Intvn 2: $102,433 
(£8513.04)


11
 


 


Intvn 3: $517,763 
(£43,030.45)


11
 


 


Intvn 4: NA 


- RR of achieving good pain relief for 
each active drug relative to placebo 
was the most sensitive parameter. 


(O'Connor et al. 
2008) 


Intvn 1: 
Desipramine 


Intvn 2: 
Duloxetine 


Intvn 3: 
Pregabalin 


Intvn 4: 
Gabapentin 


Potentially 
Serious 
Limitations


12
 


Partially 
Applicable


13
 


People with painful 
diabetic neuropathy 


Decision analytic 
model 


US third party payer 


versus Intvn 1: 
Desipramine 
(per 1000 
patients): 


 


Intvn 2: $107.24 
(£67.20)


14
 


Intvn 3: $212.73 
(£133.29) 


14
 


Intvn 4: $439.03 
(£273.21) 


14
 


versus Intvn 1: 
Desipramine 
(per 1000 
patients): 


 


Intvn 2: 0.0022 
 


Intvn 3: -0.0014 
 


Intvn 4: -0.0024 


versus Intvn 1: 
Desipramine (per 
1000 patients): 
 


 


Intvn 2: $47,700 
(£29,888)


14
 per 


QALY gain 


Intvn 3: dominated 


Intvn 4: dominated 


- Using base observation carried 
forward estimates of the probability of 
achieving 50% pain score: duloxetine 
become cost ineffective 


- Results most robust probabilities of 
obtaining pain relief, probabilities of 
intolerable adverse effects. 
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Study 


 


Limitations 


 


Applicability 


 


Other comments 


 


Incremental  Uncertainty 


Costs  Effects (QALY) ICER 


(Tarride, 
Gordon, Vera-
Llonch, Dukes, 
& Rousseau 
2006) 


 


Pregabalin 
versus 
gabapentin 


Potentially 
Serious 
Limitations


16
 


Partially 
Applicable


17
 


People with painful 
diabetic neuropathy 


Markov model 


Ontario Ministry of 
Health, Canada 


−$19.04 
(−£9.78)


18
 


 


0.0047 Pregabalin 
dominates 


- lower dose of gabapentin 
1800 mg/day (daily cost for 
1800 mg/day): ICER of pregabalin 
compared with gabapentin: $6502 
(£3341) per QALY gain 


- lower dose of gabapentin 
1800 mg/day (daily cost for 
900 mg/day): ICER: $31,148 
(£16,007) per QALY gain 


1
 Short time horizon (6 months). Unclear how the management of adverse effects were included. Pooling of studies: unclear how heterogeneity was taken into account. 


2
 Some relevant comparators not included. 


3
 2005 UK pounds. 


4
 Short time horizon (6 months), systematic review was based on a search of PubMed only; triangular distributions used in PSA with no clear rational. 


5
 US healthcare system, not all relevant treatment comparisons included. 


6
 Converted using 2011 purchasing power parities http://stats.oecd.org. 


7
 Converted using 2011 purchasing power parities http://stats.oecd.org. Discrepancy in ICER’s may be due to rounding. 


8
 Short time horizon (12 weeks). Simple pooling of efficacy estimates: not meta-analysis studies. Irregular decision rules used in analysis. Not a fully incremental analysis. 


9
 Mexican payer systems, some relevant comparators not included. 


10
 Converted from Mexican dollars to GBP using 2010 purchasing power parities http://stats.oecd.org. 


11
 Converted using 2010 purchasing power parities http://stats.oecd.org. Discrepancy in ICER’s may be due to rounding. 


12
 Short time horizon (12 weeks). Likely to be shorter than disease length. PubMed only search for efficacy data. Unclear method of weighting for pooling outcomes. Not a fully 


incremental analysis. 
13


 Some relevant comparators not included US healthcare system. 
14


 Converted using 2006 purchasing power parities http://stats.oecd.org. 
15


 Converted using 2006 purchasing power parities http://stats.oecd.org. Discrepancy in ICER’s may be due to rounding. 
16


 Short time horizon (12 weeks). No systematic review of evidence for baseline or efficacy outcomes; role of adverse effects not clear in the model. No PSA conducted. 
17


 Not all relevant comparators included; Perspective of the Ontario Ministry of Health, Canada. 
18


 Converted using 2004 purchasing power parities http://stats.oecd.org 


 1 



http://stats.oecd.org/

http://stats.oecd.org/

http://stats.oecd.org/

http://stats.oecd.org/

http://stats.oecd.org/

http://stats.oecd.org/

http://stats.oecd.org/
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Table F5 Economic evidence profile: People with refractory neuropathic pain 1 
Study 


 


Limitations 


 


Applicability 


 


Other comments 


 


Incremental  Uncertainty 


Costs  Effects 
(QALY) 


ICER 


(Gordon et al. 
2012) 


Pregabalin 
versus Usual 
Care 


Potentially 
Serious 
Limitations


1
 


Partially 
Applicable


2
 


People with refractory 
neuropathic pain 


Stochastic simulation model 


UK NHS 


£27,483 0.25 £10,803 per 
QALY gain 


- Result was sensitive to alternative 
sources of utility inputs: ICER for 
Pregabalin rose above threshold of 
£20,000 per QALY gain 


1
 Usual care includes various treatments (pooling these may underestimate the relative effect size to some comparators). Non randomised controlled trial (RCT) data used in 


efficacy results. Unclear how pooled estimate was calculated from several heterogeneous studies. Resource use estimates from Cardiff and Vale NHS Trust pain clinic, not a 
national average. 
2
 Some relevant comparators not included. 


3
 2011 UK Pounds. 


 2 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix F (June 2013)   Page 14 of 79 


Table F6 Economic evidence profile: people with peripheral neuropathic pain 1 
Study 


 


Limitations 


 


Applicability 


 


Other comments 


 


Incremental  Uncertainty 


Costs  Effects 
(QALY) 


ICER 


(Annemans et 
al. 2008) 


Intvn 1: Usual 
care 


Intvn 2: 
pregabalin 
150 mg + usual 
care 


Intvn 3: 
pregabalin 
300 mg/d + 
usual care 


Intvn 4: 
pregabalin 
600 mg/d + 
usual care 


Intvn 5: 
pregabalin mix 
+ usual care 


Potentially 
Serious 
Limitations


1
 


Partially 
Applicable


2
 


People with peripheral 
neuropathic pain Markov 
model 


Belgian health care public 
payer 


Intvn 2: 
−€225 
(−£186.01)


3
 


Intvn 3: 
−€127 
(−£92.64)


3
 


Intvn 4: 
−€306 
(−£223.21)


3 
 


Intvn 5: 
−€216 
(−£157.56)


3
 


Intvn 2: 
0.009 
 


Intvn 3: 
0.007 
 


Intvn 4: 
0.014 
 


Intvn 5: 
0.009 


Intvn 2: 
dominates 
 


Intvn 3: 
dominates 
 


Intvn 4: 
dominates 
 


Intvn 4: 
dominates 


It cannot be concluded that pregabalin 
is cost saving. 


 


1
 Short time horizon (1 year). Clinical efficacy data from obtained from 1 randomized trial, not from a systematic review. RCT ‘usual care’ arm was made up of SSRIs, SNRIs, 


non-opioid analgesics, NSAIDS, or antiepileptic drugs. Does not consider issue of side effects within the model explicitly, titration not included. Not a fully incremental analysis. 
2
 Belgian perspectives. Unclear if adults. Some relevant interventions not included. 


3
 Converted using 2003 purchasing power parities http://stats.oecd.org 


 2 



http://stats.oecd.org/
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1.5 Economic evidence review conclusion 1 


Thirteen partially applicable studies with potentially serious limitations were 2 


identified. However, no study included the range of comparators included in 3 


the scope of the guideline. The GDG's economic considerations were 4 


therefore based on the de novo economic model developed for this guideline. 5 


2 Original health economic model – methods 6 


2.1 Model overview 7 


2.1.1 Comparators 8 


The model was designed to assess the cost effectiveness of alternative 9 


pharmaceutical treatments for either all neuropathic pain or peripheral pain 10 


only. 11 


In total there were 16 pharmaceutical treatments with sufficient data to be 12 


included in the model for all neuropathic pain, and 14 for peripheral pain only. 13 


For several drugs, several formulations (such as capsules and dispersible 14 


tablets) can be prescribed, sometimes with markedly different costs. 15 


Guidance was sought from the pharmacist on the GDG as to the most 16 


appropriate formulation to be used in the model and whether multiple 17 


formulations needed to be considered. 18 


The full list of evaluated drugs and formulations is provided in Table F7 below.  19 
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Table F7 Drugs evaluated and formulations 1 


Drug Formulation 


Amitriptyline Tablets 


Cannabis sativa extract Nasal spray 


Capsaicin 0.075% Cream 


Capsaicin 8% Patch 


Duloxetine Capsules 


Gabapentin Tablets 


Lacosamide Tablets 


Lamotrigine Tablets 


Levetiracetama Tablets 


Morphinea Tablets 


Nortriptyline Tablets 


Oxcarbazepine Tablets 


Pregabalin Capsules 


Topiramate Tablets 


Tramadol Capsules 


Venlafaxine Capsules 
a Excluded from peripheral pain analysis due to insufficient data 


2.1.2 Population 2 


The hypothetical population included in the analysis was all people with 3 


neuropathic pain. A separate analysis was undertaken for peripheral pain.  4 


The GDG recognised the potential limitations on the model of assuming that 5 


efficacy data in a trial of one drug for one type of neuropathic pain is equally 6 


valid for all types of neuropathic pain. However, the GDG felt the efficacy 7 


networks were too sparse for any individual conditions or subgroups apart 8 


from peripheral pain to be able to produce informative models.  9 


2.1.3 Time horizon, perspective, discount rates used 10 


The analysis was undertaken from the perspective of the NHS and personal 11 


social services, in accordance with NICE guidelines methodology.  12 


There were no studies identified and included in the efficacy review to suggest 13 


that there was a difference in mortality between the drugs considered in the 14 


model.  15 
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Data on efficacy and adverse effects of drugs were available for up to 1 


20 weeks. Extrapolation beyond this point in the absence of evidence would 2 


require making the same assumptions on temporal efficacy profiles for all 3 


drugs, and so would lead to the same conclusions as at 20 weeks. 4 


With a 20-week time horizon there was no requirement to apply a discount 5 


rate to either costs or QALYs. 6 


2.1.4 Approach to modelling 7 


The de novo economic model was built based on the availability of data, 8 


together with the views of the GDG. 9 


With different scales being used to measure pain, the GDG agreed that pain 10 


data should be modelled as a discrete variable, with pain reduction of less 11 


than 30%, 30–49%, or 50% or more. 12 


With such a short time horizon and with no data available on the 13 


independence of effect between different drugs (that is, we do not know how 14 


failure to achieve pain relief on one drug affects the likelihood of a patient 15 


achieving pain relief on another) the model is a simple decision tree rather 16 


than a Markov transition state model.  17 


On starting a drug treatment, patients record pain relief of either 30–49% or 18 


50% or more. If pain relief is less than 30% then no pain relief is assumed.  19 


Data were available on 2 minor adverse effects for all drugs: dizziness/vertigo 20 


and nausea. Data were also available on patients withdrawing due to adverse 21 


effects. On advice from the GDG, withdrawal is assumed to occur at 4 weeks, 22 


with drug costs incurred up to that point and any efficacy benefits seen 23 


included in the analysis.  24 


Experience of an adverse event was assumed to be independent of pain 25 


reduction and individual adverse events were assumed to be independent of 26 


each other – including adverse events leading to withdrawal. The latter of 27 


these assumptions means that a single patient could experience each of the 28 
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adverse events considered and withdraw due to adverse events and the utility 1 


decrements of each of these events would be additive for that patient. 2 


The purpose of the model was not to estimate the cost effectiveness of 3 


treatment strategies over more than 1 line. There are insufficient data on the 4 


correlation of effectiveness on 1 drug having taken another in a different or 5 


same class to model multiple line treatment strategies. The model therefore 6 


focussed on the cost effectiveness of individual drugs as monotherapies.  7 


In the base case it was assumed that at withdrawal from a drug due to 8 


adverse effects the patient received no pain relief for the remaining 16 weeks 9 


of the model.  10 


The GDG wished to explore the robustness of this assumption by undertaking 11 


a scenario analysis in which patients were given amitriptyline (the cheapest 12 


treatment considered) after withdrawal. The purpose of the scenario was to 13 


explore the impact of assuming no further treatment over 16 weeks following 14 


withdrawal in the base case and not to model a second-line therapy. As such, 15 


in the amitriptyline second-line scenario it was assumed that after withdrawal 16 


from amitriptyline due to adverse effects, another drug of equal efficacy and 17 


cost as itself was prescribed.  18 


A schematic of the base case model is shown in Figure F1. 19 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix F (June 2013)   Page 19 of 79 


 


Drug 


selection


30–49% 


pain relief; 


withdrawal 


due to AEs


30–49% 


pain relief;


no AEs


30–49% 


pain relief; 


minor AEs


≥50%


pain relief; 


withdrawal 


due to AEs


≥50%


pain relief;


no AEs


≥50%


pain relief; 


minor AEs


No pain 


relief; 


withdrawal 


due to AEs


No pain 


relief;


no AEs


No pain 


relief; 


minor AEs


Terminate 


drug


Terminate 


drug


Terminate 


drug


 


 


Figure F1 Neuropathic pain model schematic 1 
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2.1.5 Uncertainty 1 


The model was built probabilistically to take account of the uncertainty 2 


surrounding each input parameter. In order to characterise uncertainty, a 3 


probability distribution was defined for utilities and the length of adverse 4 


effects and resource use associated with them. This was based on means 5 


and standard errors for utilities. For adverse effects the GDG provided a 6 


range for duration and for resource use. The distributions chosen are shown 7 


in Table F8. 8 


A beta distribution was chosen for utilities because there was no evidence 9 


found that utility values for neuropathic pain could be less than zero.  10 


For the adverse event costs a uniform distribution was applied to the number 11 


of GP visits required, and in the case of nausea a uniform distribution was 12 


applied to the number of days antiemetic medication was needed for. 13 


Because of the way effectiveness data was derived from a probabilistic 14 


process (Bayesian Markov-chain Monte-Carlo sampling), when the cost-15 


effectiveness model was run a value was chosen at random directly from the 16 


posterior distribution for the relevant parameter from the evidence synthesis 17 


model (WinBUGS CODA output). For costs and utilities, when the cost 18 


effectiveness model was run a value was randomly selected from its 19 


respective distribution. The model was run repeatedly (5000 times) to obtain 20 


mean cost and QALY values. 21 
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Table F8 Distributions used for parameters in probabilistic sensitivity 1 
analysis 2 


Parameter Type of 
distribution 


Properties of 
distribution 


Parameters for the 
distributions 


Utilities (pain 
relief and 
minor 
adverse 
effects) 


Beta Bound 
between 0 and 
1 


Alpha = mean*([mean*{1-
mean}/standard error^2]-1) 


Beta = mean*([{1-mean}/standard 
error^2]-1)-alpha 


Utility 
(adverse 
effects 
leading to 
withdrawal) 


Uniform Bound 
between 0 and 
1 


Min = minimum value 


Max = maximum value 


Resource 
use due to 
AEs (GP 
visits and 
days of 
antiemetic 
medication) 


Uniform Bound 
between 1 and 
2 (GP visits for 
minor AEs) 


Bound 
between 2 and 
4 (GP visits for 
AEs leading to 
withdrawal) 


Bound 
between 7 and 
14 (days of 
antiemetic 
medication) 


Min = minimum value 


Max = maximum value 


Duration of 
minor AEs 
(days) 


Uniform Bound 
between 7 and 
14 


Min = minimum value 


Max = maximum value 


 3 


2.2 Model parameters 4 


2.2.1 Summary of model parameters 5 
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Table F9 Efficacy and safety parameters (all neuropathic pain – dose-adjusted) 20 weeks 1 


Drug 
Assumed 
dose 


Probability (95%CrI) of pain relief after 20wk Probability (95%CrI) of event within 20 weeks 


<30% 30–49% ≥50% 
Withdrawal 
due to AEs Dizziness


a
 Nauseaa 


Placebo - 0.64 (0.48,0.77) 0.14 (0.10,0.16) 0.22 (0.12,0.36) 0.09 (0.08,0.11) 0.12 (0.09,0.16) 0.10 (0.08,0.14) 


Amitriptyline 50 mg/d
b
 0.54 (0.31,0.78) 0.15 (0.10,0.17) 0.30 (0.12,0.54) 0.23 (0.13,0.35) 0.12 (0.05,0.25) 0.09 (0.01,0.31) 


Cannabis extract 4 sprays/d
b
 0.46 (0.18,0.76) 0.16 (0.10,0.17) 0.38 (0.13,0.70) 0.49 (0.14,0.98) 0.37 (0.13,0.75) 0.20 (0.08,0.41) 


Capsaicin cream 4 apps/d
b
 0.19 (0.04,0.49) 0.13 (0.05,0.16) 0.68 (0.35,0.91) 0.43 (0.22,0.69) 0.58 (0.02,1.00) 0.47 (0.03,1.00) 


Capsaicin patch 1 × 60-min 0.55 (0.37,0.74) 0.15 (0.11,0.17) 0.30 (0.15,0.47) 0.11 (0.04,0.25) 0.09 (0.03,0.21) 0.14 (0.07,0.23) 


Duloxetine 60 mg/d
b
 0.44 (0.27,0.62) 0.16 (0.14,0.17) 0.40 (0.24,0.58) 0.21 (0.14,0.32) 0.26 (0.13,0.47) 0.28 (0.16,0.48) 


Gabapentin 1800 mg/d
b
 0.41 (0.15,0.66) 0.16 (0.11,0.17) 0.43 (0.20,0.74) 0.18 (0.08,0.35) 0.40 (0.23,0.61) 0.11 (0.04,0.25) 


Lacosamide 400 mg/d
b
 0.55 (0.36,0.71) 0.15 (0.12,0.17) 0.30 (0.17,0.48) 0.21 (0.13,0.32) 0.38 (0.18,0.66) 0.14 (0.06,0.27) 


Lamotrigine 400 mg/d
b
 0.54 (0.36,0.72) 0.15 (0.12,0.17) 0.30 (0.16,0.48) 0.17 (0.11,0.27) 0.17 (0.06,0.35) 0.09 (0.05,0.16) 


Levetiracetam 3000 mg/d
c
 0.70 (0.33,0.93) 0.12 (0.04,0.16) 0.18 (0.03,0.52) 0.44 (0.15,0.92) 0.57 (0.20,0.97) 0.25 (0.02,0.86) 


Morphine 120 mg/d
b
 0.38 (0.15,0.60) 0.16 (0.11,0.17) 0.46 (0.25,0.74) 0.52 (0.09,1.00) 0.27 (0.05,0.74) 0.47 (0.11,0.99) 


Nortriptyline 50 mg/d
b
 0.44 (0.13,0.80) 0.16 (0.08,0.17) 0.39 (0.10,0.77) 0.27 (0.03,0.83) 0.14 (0.03,0.40) 0.07 (0.00,0.34) 


Oxcarbazepine 1800 mg/d
c
 0.45 (0.23,0.70) 0.16 (0.12,0.17) 0.39 (0.18,0.64) 0.30 (0.16,0.50) 0.65 (0.27,0.97) 0.18 (0.06,0.38) 


Pregabalin 300 mg/d
b
 0.47 (0.34,0.68) 0.16 (0.13,0.17) 0.37 (0.19,0.50) 0.12 (0.08,0.17) 0.36 (0.24,0.50) 0.10 (0.04,0.17) 


Topiramate 100 mg/d
b
 0.48 (0.09,0.89) 0.16 (0.05,0.17) 0.36 (0.05,0.82) 0.23 (0.15,0.34) 0.21 (0.04,0.59) 0.15 (0.07,0.25) 


Tramadol 400 mg/d
b
 0.42 (0.23,0.69) 0.16 (0.12,0.17) 0.42 (0.19,0.63) 0.44 (0.20,0.81) 0.52 (0.18,0.93) 0.37 (0.20,0.65) 


Venlafaxine 75 mg/d
b
 0.55 (0.32,0.77) 0.15 (0.10,0.17) 0.30 (0.13,0.52) 0.23 (0.09,0.48) 0.39 (0.01,1.00) 0.24 (0.11,0.45) 


a
 Not dose-adjusted 


b 
Estimate provided by GDG 


c
 GDG felt unable to comment based on own experience; weighted mean of doses in trials contributing to evidence-base used instead 


NB data shown do not reflect correlations between response probabilities as sampled in the model; therefore, credibility intervals for mutually 
exclusive outcomes can only be considered separately, and cannot be expected to sum to 1 
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Table F10 Efficacy and safety parameters (all neuropathic pain – dose-adjusted) 16 weeks 1 


Drug 
Assumed 
dose 


Probability (95%CrI) of pain relief after 16wk Probability (95%CrI) of event within 16 weeks 


<30% 30–49% ≥50% 
Withdrawal 
due to AEs Dizziness


a
 Nauseaa 


Amitriptyline 50 mg/da 0.50 (0.05,0.95) 0.12 (0.03,0.17) 0.38 (0.02,0.89) 0.33 (0.13,0.35) 0.12 (0.05,0.25) 0.09 (0.01,0.31) 


a Estimate provided by GDG 


NB data shown do not reflect correlations between response probabilities as sampled in the model; therefore, credibility intervals for mutually 
exclusive outcomes can only be considered separately, and cannot be expected to sum to 1 


 2 
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Table F11 Efficacy and safety parameters (all neuropathic pain – no dose adjustment) 20 weeks 1 


Drug 


Pain relief after 20 weeks Probability of event within 20 weeks 


<30% 30–49% ≥50% 
Withdrawal 
due to AEs Dizziness Nausea 


Placebo 0.64 (0.49,0.77) 0.14 (0.10,0.16) 0.22 (0.13,0.35) 0.09 (0.08,0.11) 0.12 (0.09,0.16) 0.10 (0.08,0.14) 


Amitriptyline 0.48 (0.25,0.70) 0.16 (0.12,0.17) 0.37 (0.18,0.60) 0.24 (0.12,0.41) 0.12 (0.05,0.25) 0.09 (0.01,0.31) 


Cannabis extract 0.44 (0.20,0.73) 0.16 (0.11,0.17) 0.40 (0.15,0.67) 0.48 (0.11,0.98) 0.37 (0.13,0.75) 0.20 (0.08,0.41) 


Capsaicin cream 0.17 (0.04,0.43) 0.12 (0.05,0.16) 0.71 (0.41,0.92) 0.45 (0.22,0.78) 0.58 (0.02,1.00) 0.47 (0.03,1.00) 


Capsaicin patch 0.54 (0.37,0.70) 0.15 (0.12,0.16) 0.30 (0.17,0.46) 0.11 (0.03,0.25) 0.09 (0.03,0.21) 0.14 (0.07,0.23) 


Duloxetine 0.43 (0.27,0.60) 0.16 (0.14,0.17) 0.41 (0.25,0.58) 0.23 (0.13,0.37) 0.26 (0.13,0.47) 0.28 (0.16,0.48) 


Gabapentin 0.49 (0.28,0.71) 0.16 (0.12,0.17) 0.35 (0.17,0.56) 0.17 (0.09,0.26) 0.40 (0.23,0.61) 0.11 (0.04,0.25) 


Lacosamide 0.55 (0.36,0.71) 0.15 (0.12,0.17) 0.30 (0.17,0.49) 0.21 (0.11,0.36) 0.38 (0.18,0.66) 0.14 (0.06,0.27) 


Lamotrigine 0.55 (0.37,0.72) 0.15 (0.12,0.17) 0.30 (0.17,0.47) 0.18 (0.10,0.29) 0.17 (0.06,0.35) 0.09 (0.05,0.16) 


Levetiracetam 0.70 (0.32,0.94) 0.12 (0.04,0.16) 0.18 (0.03,0.53) 0.40 (0.12,0.84) 0.57 (0.20,0.97) 0.25 (0.02,0.86) 


Morphine 0.36 (0.16,0.61) 0.16 (0.12,0.17) 0.48 (0.24,0.71) 0.58 (0.08,1.00) 0.27 (0.05,0.74) 0.47 (0.11,0.99) 


Nortriptyline 0.44 (0.14,0.78) 0.16 (0.09,0.17) 0.40 (0.12,0.74) 0.33 (0.03,0.97) 0.14 (0.03,0.40) 0.07 (0.00,0.34) 


Oxcarbazepine 0.45 (0.21,0.71) 0.16 (0.12,0.17) 0.39 (0.17,0.66) 0.34 (0.14,0.66) 0.65 (0.27,0.97) 0.18 (0.06,0.38) 


Pregabalin 0.43 (0.27,0.59) 0.16 (0.14,0.17) 0.41 (0.27,0.58) 0.19 (0.12,0.26) 0.36 (0.24,0.50) 0.10 (0.04,0.17) 


Topiramate 0.48 (0.26,0.71) 0.16 (0.12,0.17) 0.36 (0.17,0.59) 0.32 (0.16,0.53) 0.21 (0.04,0.59) 0.15 (0.07,0.25) 


Tramadol 0.42 (0.22,0.64) 0.16 (0.13,0.17) 0.42 (0.22,0.65) 0.45 (0.17,0.88) 0.52 (0.18,0.93) 0.37 (0.20,0.65) 


Venlafaxine 0.51 (0.27,0.73) 0.16 (0.11,0.17) 0.34 (0.15,0.59) 0.24 (0.08,0.55) 0.39 (0.01,1.00) 0.24 (0.11,0.45) 


NB data shown do not reflect correlations between response probabilities as sampled in the model; therefore, credibility intervals for mutually 
exclusive outcomes can only be considered separately, and cannot be expected to sum to 1 


 2 
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Table F12 Efficacy and safety parameters (all neuropathic pain – no dose adjustment) 16 weeks 1 


Drug 


Pain relief after 16 weeks Probability of event within 16 weeks 


<30% 30–49% ≥50% 
Withdrawal 
due to AEs Dizziness Nausea 


Amitriptyline 0.45 (0.03,0.91) 0.12 (0.03,0.17) 0.43 (0.04,0.92) 0.17 (0.12,0.41) 0.12 (0.05,0.25) 0.09 (0.01,0.31) 


NB data shown do not reflect correlations between response probabilities as sampled in the model; therefore, credibility intervals for mutually 
exclusive outcomes can only be considered separately, and cannot be expected to sum to 1 


 2 
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Table F13 Efficacy parameters (peripheral neuropathic pain) 20 weeks 1 


Drug 
Assumed 
dose 


Probability (95%CrI) of pain relief after 20 weeks 


dose-adjusted non-dose-adjusted 


<30% 30–49% ≥50% <30% 30–49% ≥50% 


Placebo - 0.64 (0.51,0.76) 0.14 (0.11,0.16) 0.22 (0.14,0.33) 0.64 (0.51,0.76) 0.14 (0.11,0.16) 0.22 (0.13,0.34) 


Amitriptyline 50 mg/da 0.61 (0.32,0.85) 0.14 (0.07,0.16) 0.24 (0.07,0.53) 0.56 (0.26,0.81) 0.15 (0.09,0.16) 0.29 (0.10,0.59) 


Cannabis extract 4 sprays/da 0.46 (0.18,0.77) 0.16 (0.10,0.17) 0.38 (0.12,0.69) 0.46 (0.22,0.72) 0.16 (0.11,0.17) 0.39 (0.16,0.64) 


Capsaicin cream 4 apps/da 0.18 (0.01,0.78) 0.12 (0.01,0.16) 0.70 (0.12,0.98) 0.18 (0.04,0.46) 0.12 (0.05,0.16) 0.69 (0.38,0.91) 


Capsaicin patch 1 × 60-min 0.55 (0.39,0.71) 0.15 (0.12,0.16) 0.30 (0.17,0.46) 0.55 (0.39,0.69) 0.15 (0.12,0.16) 0.30 (0.18,0.44) 


Duloxetine 60 mg/da 0.44 (0.29,0.60) 0.16 (0.14,0.17) 0.40 (0.26,0.56) 0.43 (0.29,0.59) 0.16 (0.14,0.17) 0.41 (0.27,0.56) 


Gabapentin 1800 mg/da 0.42 (0.20,0.67) 0.16 (0.12,0.17) 0.42 (0.20,0.67) 0.42 (0.23,0.64) 0.16 (0.13,0.17) 0.42 (0.23,0.64) 


Lacosamide 400 mg/da 0.55 (0.37,0.70) 0.15 (0.12,0.17) 0.30 (0.18,0.47) 0.55 (0.38,0.71) 0.15 (0.12,0.16) 0.30 (0.17,0.46) 


Lamotrigine 400 mg/da 0.56 (0.39,0.72) 0.15 (0.12,0.16) 0.29 (0.16,0.45) 0.56 (0.40,0.72) 0.15 (0.12,0.17) 0.29 (0.16,0.44) 


Nortriptyline 50 mg/da 0.33 (0.00,1.00) 0.16 (0.00,0.16) 0.52 (0.00,1.00) 0.36 (0.10,0.71) 0.16 (0.09,0.17) 0.48 (0.17,0.81) 


Oxcarbazepine 1800 mg/db 0.45 (0.23,0.69) 0.16 (0.12,0.17) 0.39 (0.18,0.63) 0.45 (0.23,0.71) 0.16 (0.12,0.17) 0.39 (0.17,0.64) 


Pregabalin 300 mg/da 0.45 (0.31,0.58) 0.16 (0.14,0.17) 0.39 (0.27,0.53) 0.44 (0.30,0.59) 0.16 (0.14,0.17) 0.40 (0.27,0.55) 


Topiramate 100 mg/da 0.46 (0.00,1.00) 0.16 (0.00,0.16) 0.38 (0.00,1.00) 0.49 (0.28,0.72) 0.16 (0.12,0.17) 0.35 (0.16,0.57) 


Tramadol 400 mg/da 0.46 (0.23,0.71) 0.16 (0.12,0.17) 0.39 (0.17,0.64) 0.42 (0.23,0.65) 0.16 (0.13,0.17) 0.42 (0.22,0.63) 


Venlafaxine 75 mg/da 0.72 (0.38,0.94) 0.12 (0.03,0.16) 0.16 (0.02,0.46) 0.50 (0.29,0.71) 0.16 (0.12,0.17) 0.34 (0.17,0.56) 
a Estimate provided by GDG 
b GDG felt unable to comment based on own experience; weighted mean of doses in trials contributing to evidence-base used instead 


NB data shown do not reflect correlations between response probabilities as sampled in the model; therefore, credibility intervals for mutually 
exclusive outcomes can only be considered separately, and cannot be expected to sum to 1 


 2 
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Table F14 Efficacy parameters (peripheral neuropathic pain) 16 weeks 1 


Drug 
Assumed 
dose 


Probability (95%CrI) of pain relief after 16 weeks 


dose-adjusted non-dose-adjusted 


<30% 30–49% ≥50% <30% 30–49% ≥50% 


Amitriptyline 50 mg/da 0.58 (0.07,0.97) 0.15 (0.02,0.16) 0.27 (0.01,0.85) 0.52 (0.05,0.96) 0.15 (0.02,0.16) 0.32 (0.02,0.90) 
a Estimate provided by GDG 


NB data shown do not reflect correlations between response probabilities as sampled in the model; therefore, credibility intervals for mutually 
exclusive outcomes can only be considered separately, and cannot be expected to sum to 1 
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Table F15 Model cost parameters (20-week drug costs) 1 


Drug Daily dose 
(dose-
adjusted) 


20-week 
costs 
(dose-
adjusted) 


Daily dose 
(no dose-
adjustment) 


20-week costs 
(no dose 
adjustment) 


Amitriptyline 50 mg £4.10 100 mg £8.20 


Cannabis 
sativa extract 


4 sprays £777.78 11 sprays £2138.89 


Capsaicin 
cream 


4 × 1 g 
applications 


£177.96 4 × 1 g 
applications 


£177.96 


Capsaicin 
patch 


4 patches 
over 
140 days 


£840.00 2 patches over 
140 days 


£420.00 


Duloxetine 60 mg £138.60 90 mg £250.60 


Gabapentin 1800 mg £33.80 2600 mg £46.73 


Lacosamide 400 mg £720.80 450 mg £828.90 


Lamotrigine 400 mg £24.90 350 mg £25.50 


Levetiracetam 3000 mg £61.69 3000 mg £61.69 


Morphine 120 mg £75.60 70 mg £51.08 


Nortriptyline 50 mg £162.40 125 mg £406.00 


Oxcarbazepine 1800 mg £372.12 1800 mg £372.12 


Pregabalin 300 mg £322.00 400 mg £322.00 


Topiramate 100 mg £17.13 300 mg £23.94 


Tramadol 400 mg £35.84 300 mg £26.88 


Venlafaxine 75 mg £12.65 150 mg £25.30 


 2 


Table F16 Model cost parameters (16-week drug costs) 3 


Drug Daily dose 
(dose-
adjusted) 


16-week 
costs (dose-
adjusted) 


Daily dose (no 
dose-
adjustment) 


16-week costs 
(no dose-
adjustment) 


Amitriptyline 50 mg £3.28 100 mg £6.56 


 4 


Table F17 Model utility parameters 5 


Drug Mean (SE) 95% CI 


No pain reduction 0.16 (0.036) 0.09–0.23 


30–49% pain reduction 0.46 (0.015) 0.43–0.49 


50%+ pain reduction 0.67 (0.015) 0.64–0.70 


Withdrawal due to adverse 
effects (disutility) 


0.9 0.80–0.93 (upper and 
lower bounds) 


Dizziness −0.12 (0.0024)  


Nausea −0.065 (0.0013)  


 6 
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2.2.2 Efficacy and safety 1 


Efficacy data for all neuropathic pain that was both dose-adjusted (Table F9) 2 


and non-dose-adjusted (Table F11) were available for up to 20 weeks, as 3 


were efficacy data for peripheral pain only (Table F13). It was assumed that 4 


the incidence of adverse effects would not vary according to the type of 5 


neuropathic pain; therefore, dose-adjusted and non-dose-adjusted safety data 6 


(Table F9 and Table F11) derived from the whole evidence-base were used 7 


for the peripheral-only model as well as the all neuropathic pain model. For 8 


full details of methods of evidence synthesis, please see Appendix K. 9 


3 Resource use and costs 10 


3.1 Costs of drugs 11 


Drug prices were taken from the NHS Electronic Drug Tariff (March 2013). 12 


The cost per mg of each drug in different doses was determined. The GDG 13 


pharmacist checked and confirmed drug prices and formulations. On the 14 


advice of the GDG pharmacist no pill splitting was simulated.  15 


The GDG was asked to provide estimates of what it believed were the most 16 


common doses of each drug used to treat neuropathic pain. These estimates 17 


were used in the dose-adjusted models to determine both drug cost and 18 


efficacy.  19 


For the non-dose adjusted models data on dose to estimate costs were taken 20 


as a simple average across trials. 21 


In both models the dose was rounded up to the nearest whole tablet (or spray 22 


or patch). The cost of the dose was determined by the combination of tablets 23 


of different strengths that was the most cost efficient based on the frequency 24 


of dose as advised by the GDG. For capsaicin cream no information was 25 


available on the number of applications in a 45 g tube. It was assumed that 26 


1 g of cream would be applied in each application. 27 


A full list of drugs, dosages and costs used in the modelling is shown in Table 28 


F18, Table F19 and Table F20. 29 
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Table F18 Drug prices and formulations 1 


Drug Tab size 
(mg) 


Number 
of caps 


Drug tariff 
(March 
2013) price 
(in pence) 


Cost per 
mg/spray/patch 
(in pence) 


Amitriptyline (tablets) 10 28 73 0.26 


25 28 74 0.11 


50 28 82 0.06 


Cannabis sativa extract 2.7 90 12,500 51.44 


Capsaicin cream 1 tube   1,430   


Capsaicin patch 1 patch 1 21,000 21000 


Duloxetine  30 28 2,240 2.67 


60 28 2,772 1.65 


Gabapentin 100 100 283 0.03 


300 100 387 0.01 


400 100 462 0.01 


600 100 1,300 0.02 


800 100 3,873 0.05 


Lacosamide 50 14 1,081 1.54 


150 56 12,974 1.54 


200 56 14,416 1.29 


Lamotrigine (non 
dispersible) 


25 56 178 0.13 


50 56 214 0.08 


100 56 308 0.06 


200 56 498 0.04 


Levetiracetam 750 60 661 0.01 


Morphine (tablets) 10 56 531 0.95 


20 56 1,061 0.95 


60 60 1,620 0.45 


Nortriptyline 10 100 3,574 3.57 


25 100 5,800 2.32 


Oxcarbazepine 600 50 4,430 0.15 


Pregabalin 25 56 6,440 4.60 


50 84 9,660 2.30 


75 56 6,440 1.53 


100 84 9,660 1.15 


150 56 6,440 0.77 


200 84 9,660 0.58 


225 56 6,440 0.51 


300 56 6,440 0.38 


Topiramate (tablets) 25 60 271 0.18 


50 60 367 0.12 


100 60 342 0.06 
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200 60 1,460 0.12 


Tramadol (capsules) 50 30 96 0.06 


50 100 320 0.06 


Venlafaxine 37.5 56 253 0.12 


 1 


Table F19 Daily dosages, dosage mix and price per dosage (GDG-2 
advised) 3 


Drug GDG-
advised 
dosage 


Rounded up 
to nearest 
whole tablet 
dose or 20-
week 
dosage 


Most cost-
efficient tab 
mix 


140-day cost 


Amitriptyline 37.5 mg 50 mg 1×50 £4.10 


Cannabis 
sativa extract 


10.8 mg 10.8 mg 4 sprays  £777.78 


Capsaicin 
cream 


3.7 
applications 


4×1 g 
applications 


tube (assume 
45×1 g 
applications) 


£177.96 


Capsaicin 
patch 


2 patches 
every 90 days 


4 patches over 
140 days 


Patch 
(90 days) 


£840.00 


Duloxetine 52.5 mg 60 mg 1×60 £138.60 


Gabapentin 1800 mg 1800 mg 4×400+2×100 £33.80 


Lacosamide 400 mg 400 mg 2×200 £720.80 


Lamotrigine 360 mg 400 mg 2×200 £24.90 


Levetiracetam 3000 mg 3000 mg 4×750 £61.69 


Morphine 120 mg 120 mg 2 ×60 £75.60 


Nortriptyline 41.7 mg 50 mg 2×25 £162.40 


Oxcarbazepine 1800 mg 1800 mg 3×600 £372.12 


Pregabalin 300 mg 300 mg 2×150 £322.00 


Topiramate 100 mg 100 mg 2×50 £17.13 


Tramadol 333 mg 400 mg 4×100 £35.84 


Venlafaxine 75 mg 75 mg 2×37.5 £12.65 


 4 
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Table F20 Daily dosages, dosage mix and price per dosage (trial data) 1 


Drug GDG or 
trial 
dosage 


Rounded 
up to 
nearest 
whole 
tablet dose 
or 20-week 
dosage 


Most cost 
efficient tab mix 


140 day 
cost 


Amitriptyline 95.0 mg 100 mg 2×50 £8.20 


Cannabis 
sativa extract 


27.7 mg 29.7 mg 11 sprays £2,138.89 


Capsaicin 
cream 


3.75 
applications 


4 × 1 g 
applications 


tube (assume 
45×1 g applications) 


£177.96 


Capsaicin 
patch 


1.0 patch 2 patches 
over 140 
days 


Patch (90 days) £420.00 


Duloxetine 78.0 mg 90 mg 1 × 60 + 1 ×30 £250.60 


Gabapentin 2572.0 mg 2600 mg 6×400+2×100 £46.73 


Lacosamide 422.2 mg 450 mg 2×200+1×50 £828.90 


Lamotrigine 318.7 mg 350 mg 1×200+1×100+1×50 £25.50 


Levetiracetam 2375.0 mg 3000 mg 4×750 £61.69 


Morphine 62.0 mg 70 mg 1×60+1×10 £51.08 


Nortriptyline 122.0 mg 125 mg 5×25 £406.00 


Oxcarbazepine 1261.0 mg 1800 mg 3×600 £372.12 


Pregabalin 397.6 mg 400 mg 2×200 £322.00 


Topiramate 252.2 mg 300 mg 3×100 £23.94 


Tramadol 297.5 mg 300 mg 3×100 £26.88 


Venlafaxine 118.8 mg 150 mg 4×37.5 £25.30 


 2 


3.1.1 Administration costs 3 


The GDG advised that administration costs of the drugs would be equal in a 4 


primary care setting, and so these were excluded from the analysis. 5 


3.1.2 Costs of treating adverse effects 6 


Costs of treating adverse effects could not be identified in the literature and so 7 


were estimated by the GDG. It was assumed that for minor adverse effects 8 


either 1 or 2 visits to a GP would be needed. For nausea it was assumed that 9 


a course of antiemetics would be given for between 7 and 14 days. 10 


For other minor adverse effects no treatment costs were considered beyond 11 


the cost of the GP visit. 12 
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For adverse effects leading to withdrawal it was assumed that there would be 1 


between 2 and 4 visits to a GP before drug withdrawal. No treatment costs 2 


were assumed for the adverse effects. Table F21 summarises the costs of 3 


treating adverse effects. 4 


Table F21 Adverse event costs 5 
Adverse 
event 


No of GP 
visits 


Cost/visit 
(pence) 


Source Drug used Drug 
cost/day 


Number 
of days 


Total 
cost 
(pence) 


Dizziness 1–2 
(uniform) 


6,300 PSSRU 
2012 


N/A N/A N/A 6,300–
12,600 


Nausea 1–2 
(uniform) 


6,300 PSSRU 
2012 


Cyclizine 
hydrochloride 
50 mg (3 pills a 
day) 


44.07 
(Drug 
Tariff) 


7–14 
(uniform) 


6,608–
13,217 


Withdrawal 
due to 
adverse 
effects 


2–4 
(uniform) 


6,300 PSSRU 
2012 


N/A N/A N/A 12,600–
25,200 


 6 


3.2 Utilities 7 


Measures of health benefit in the model are valued in quality-adjusted life 8 


years (QALYs). A QALY is a combination measure of a person’s 9 


health-related quality of life (HRQoL) over a specified time period. There are 10 


several questionnaires available to ascertain HRQoL for specific health states, 11 


such as the EQ5D, that allow linking of these health states to population-12 


based utility indices. These utility indices allow time spent in a particular 13 


health state to be weighted against time spent in a different health state – 14 


usually perfect health.  15 


For the cost–utility model, utility values were needed for no pain relief, 30% 16 


pain relief, 50% pain relief, minor adverse effects (headache, nausea, 17 


dizziness) and withdrawal due to adverse effects. The timeframe of the 18 


guideline development did not allow for a systematic review of utility values to 19 


be undertaken. A pragmatic approach was taken to review the utility values 20 


incorporated in previous economic analyses identified in the systematic 21 


review of effectiveness evidence discussed earlier in this section. 22 


A full list of identified studies with details of measurements used and health 23 


states described is provided in Table F22. 24 
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Table F22 Utility values used in identified cost–utility studies 1 
Study Health state description Utility 


value 
Range (SD) Comments 


Lawrence Pain relief with minor side 
effects 


0.95   


Gordon Severe pain (pain score ≥7) 0.2  EQ5D on Canadian 
patients Moderate pain (pain score 


≥4 and <7) 
0.47  


No or mild pain (<4) 0.71  


Capeda Persistent pain (initial 
titration phase and/or 
dropout) 


0.418 0.16–0.55  


Pain relief with minor (local) 
AEs (maintenance and/or 
additional treatment) 


0.722 0.44–0.95 


Bala Disutility from uncontrolled 
pain 


0.47  Mean utility score for 
persons with severe 
pain from shingles 
using SG 


Disutility of controlled pain 0.27  


Gore Moderate to severe pain 0.39  EQ5D on US patients 
using UK preference 
values 


Mild pain 0.7  


McCrink 


 


Full response (≥50% 
improvement)  


0.78 0.77–0.79 Poster abstract only. 
Patients with diabetic 
neuropathy Partial response 30-40% 


improvement 
0.7 0.68–0.72 


No response <30% 
improvement 


0.61 0.59–0.63 


Oster No withdrawal and no AEs 0.695 (0.016)  


Mild to moderate AEs not 
leading to withdrawal 


0.583 (0.007) 


Rejas Severe pain (≥7) 0.27  HUI from Spanish 
perspective Moderate pain (≥4 – <7) 0.48  


Without pain/mild pain (<4) 0.64  


Wilby Intolerable adverse effects 0.9 0.80–0.93 
(uniform) 


Disutility. Study on 
patients taking 
antiepileptic 
medication 


McDermott Mild pain 0.67 (0.015) Pan-European survey 
of patients with 
neuropathic pain using 
EQ5D and UK 
population preference 
values. Standard 
errors were not 
provided but were 
calculated from 95% 
confidence intervals 


Moderate pain 0.46 (0.015) 


Severe pain 0.16 (0.035) 


Revicki Dizziness −0.12 (0.0024)  


Sullivan Nausea −0.065 (0.0013)  


 2 


From the identified studies there was no particular study that was clearly 3 


superior for inclusion over the others. Either the patients were not from the 4 


UK, the 3 health states of relevance for our model were not considered, the 5 
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study was on only 1 subgroup of neuropathic pain patients, or the health 1 


states considered were absolute rather than relative and not identical to the 2 


health states needed for the model (that is, ‘mild pain’ as opposed to ‘50% 3 


pain reduction’). 4 


The 2 studies that appeared most favourable were McCrink (2006) and 5 


McDermott (2006). McCrink provides utility measures in the same health 6 


states as needed for the model. However, the study was reported as a 7 


conference abstract and not in a peer-reviewed journal. In addition, it was for 8 


patients with diabetic neuropathy only. The McDermott study was a 9 


pan-European survey of patients with neuropathic pain with health states 10 


valued using the UK preferences for EQ-5D measured health states. Although 11 


3 health states were recorded (mild, moderate and severe pain), they were 12 


absolute rather than states reflecting change in pain. 13 


The McDermott study was chosen over the McCrink study because it was 14 


available as a detailed, peer-reviewed publication, and the values were for 15 


patients with any neuropathic pain. The values for mild pain were assumed to 16 


equate to 50% pain reduction, moderate pain 30–49% reduction and severe 17 


pain <30% reduction.  18 


For minor adverse effects individual disutilities for nausea, headache and 19 


dizziness were identified. The disutility was assumed to last for between 7 and 20 


14 days. For adverse effects leading to withdrawal, a disutility was assumed 21 


for withdrawal due to adverse effects rather than applying disutilities for 22 


individual adverse effects. For this value the study by Wilby (2005) was 23 


chosen for ‘intolerable adverse effects’ (the same value was used by 4 of the 24 


identified cost-effectiveness studies). It is noted that the Wilby study is of 25 


patients treated with antiepileptic drugs but the value is used due to the 26 


absence of other evidence. 27 
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3.3 Interpreting results 1 


3.3.1 Incremental cost effectiveness ratios 2 


The results of cost-effectiveness analysis are presented as incremental 3 


cost-effectiveness ratios (ICERs). ICERs are calculated by dividing the 4 


difference in costs associated with 2 alternative treatments by the difference 5 


in QALYs: 6 


𝐼𝐶𝐸𝑅 =  
𝐶𝑜𝑠𝑡 𝑜𝑓 𝐵 − 𝐶𝑜𝑠𝑡 𝑜𝑓 𝐴


𝑄𝐴𝐿𝑌 𝑜𝑓 𝐵 − 𝑄𝐴𝐿𝑌 𝑜𝑓 𝐴
 


 7 


Where more than 2 interventions are being compared, the ICER is calculated 8 


according to the following process: 9 


 The interventions are ranked in terms of cost, from least to most expensive. 10 


 If an intervention is more expensive and less effective than the preceding 11 


intervention, it is said to be 'dominated' and is excluded from further 12 


analysis. 13 


 ICERs are then calculated for each drug compared with the next most 14 


expensive non-dominated option. If the ICER for a drug is higher than that 15 


of the next most effective strategy, then it is ruled out by 'extended 16 


dominance' 17 


 ICERs are recalculated excluding any drugs subject to dominance or 18 


extended dominance. 19 


 When there are multiple comparators, the option with the greatest average 20 


net benefit (see below) may also be used to rank comparators. 21 


NICE's report 'Social value judgements: principles for the development of 22 


NICE guidance' sets out the principles that GDGs should consider when 23 


judging whether an intervention offers good value for money. In general, an 24 


intervention is considered to be cost-effective if either of the following criteria 25 


applies: 26 
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 The intervention dominates other relevant strategies (that is, is both less 1 


costly in terms of resource use and more clinically effective than all the 2 


other relevant alternative strategies), or 3 


 The intervention costs less than £20,000 per QALY gained than the next 4 


best strategy. 5 


3.3.2 Net benefit framework 6 


The net benefit (NB) framework allows us to rearrange the decision rule using 7 


the threshold value. 8 


NB = Threshold value × total QALYs − total costs 9 


The decision rule then becomes a simple question of maximising net benefit; 10 


the strategy with the greatest average NB is also the most cost-effective 11 


option. This framework also eliminates the need to consider dominance and 12 


calculate ICERs with respect to the most appropriate comparator. As such, it 13 


allows us to rank order interventions according to cost effectiveness. 14 


Using the net benefit framework in probabilistic modelling, we are able to 15 


calculate the probability that a strategy will be cost effective (have the greatest 16 


NB) over a number of simulations. However, because this method does not 17 


take into account the magnitude of the NB in each of the simulations, the 18 


optimal treatment is not always the one with the greatest proportion of 19 


simulations in its favour. In order to calculate the optimal treatment when 20 


there are a large number of strategies, it is most useful to consider the 21 


cost-effectiveness frontier. 22 


4 Results 23 


4.1 All neuropathic pain 24 


4.1.1 Incremental analysis 25 


The incremental analyses of the average costs and QALYs generated from 26 


5000 simulations of the model for treatments for all neuropathic pain are 27 
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presented in Table F23 and Table F24, with efficiency frontiers shown in 1 


Figure F2 and Figure F3. 2 


Table F23 Incremental analysis for all neuropathic pain (dose 3 
unadjusted data) 4 


Cohort 


Absolute Incremental Net monetary benefit 


Costs QALYs Costs QALYs ICER @£20K/QALY @£30K/QALY 


Placebo £46.80 0.117 


   


£2284.40 £3450.00 


Amitriptyline £78.15 0.133 £31.35 0.017 £1887 £2585.30 £3917.02 


Lamotrigine £88.65 0.125 £10.50 −0.008 dominated £2415.70 £3667.87 


Topiramate £118.81 0.126 £40.66 −0.008 dominated £2391.97 £3647.36 


Gabapentin £128.32 0.134 £50.18 0.001 ext. dom. £2556.95 £3899.59 


Venlafaxine £132.35 0.127 £54.20 −0.006 dominated £2401.33 £3668.17 


Tramadol £193.51 0.121 £115.37 −0.013 dominated £2217.55 £3423.09 


Levetiracetam £200.78 0.093 £122.63 −0.040 dominated £1665.62 £2598.82 


Morphine £211.11 0.118 £132.96 −0.015 dominated £2145.18 £3323.33 


Capsaicin cream £301.84 0.150 £223.69 0.016 £13,568 £2691.35 £4187.94 


Duloxetine £309.54 0.138 £7.70 −0.011 dominated £2458.38 £3842.35 


Pregabalin £360.99 0.144 £59.15 −0.006 dominated £2519.92 £3960.38 


Nortriptyline £388.84 0.131 £87.00 −0.018 dominated £2234.49 £3546.16 


Oxcarbazepine £417.00 0.126 £115.16 −0.023 dominated £2108.14 £3370.71 


Capsaicin patch £433.38 0.131 £131.55 −0.019 dominated £2185.51 £3494.95 


Lacosamide £783.40 0.123 £481.56 −0.027 dominated £1667.53 £2893.00 


Cannabis extract £1493.12 0.118 £1,191.28 −0.032 dominated £865.29 £2044.49 


Abbreviations: ext. dom., extendedly dominated; ICER, incremental cost-effectiveness ratio; QALY, 
quality-adjusted life year. 


 5 
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1=placebo; 2=amitriptyline; 3=cannabis sativa extract; 4=capsaicin patch; 5=duloxetine


6=gabapentin; 7=lacosamide; 8=lamotrigine; 9=levetiracetam; A=morphine


B=nortriptyline; C=oxcarbazepine; D=pregabalin; E=topiramate; F=tramadol


G=venlafaxine; H=capsaicin cream


1
2


3


4


5


6


7


8


9 A


B
C


D


E


F
G


H


£0.0K


£0.2K


£0.4K


£0.6K


£0.8K


£1.0K


£1.2K


£1.4K


£1.6K


0.08 0.09 0.10 0.11 0.12 0.13 0.14 0.15 0.16


C
o


s
ts


QALYs


 


Figure F2 Efficiency frontier for all neuropathic pain (dose unadjusted 1 
data)  2 
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Table F24 Incremental analysis for all neuropathic pain (dose-adjusted 1 
data) 2 


Cohort 


Absolute Incremental Net monetary benefit 


Costs QALYs Costs QALYs ICER @£20K/QALY @£30K/QALY 


Placebo £47.36 0.116 - - - £2268.28 £3426.10 


Amitriptyline £73.75 0.123 £26.39 0.007 ext. dom. £2381.32 £3608.86 


Lamotrigine £89.70 0.125 £42.34 0.010 ext. dom. £2416.61 £3669.76 


Topiramate £99.01 0.132 £51.66 0.016 ext. dom. £2531.79 £3847.20 


Venlafaxine £118.15 0.121 £70.79 0.005 dominated £2302.38 £3512.64 


Gabapentin £136.66 0.146 £89.30 0.030 £2962 £2782.02 £4241.36 


Tramadol £197.54 0.121 £60.88 −0.025 dominated £2230.98 £3445.24 


Levetiracetam £201.89 0.093 £65.23 −0.053 dominated £1649.49 £2575.18 


Nortriptyline £205.51 0.133 £68.85 −0.013 dominated £2453.71 £3783.32 


Duloxetine £218.37 0.139 £81.71 −0.007 dominated £2557.61 £3945.61 


Morphine £222.17 0.118 £85.50 −0.028 dominated £2139.52 £3320.37 


Capsaicin cream £300.19 0.150 £163.53 0.004 £43,304 £2694.02 £4191.12 


Pregabalin £363.97 0.139 £63.77 −0.011 dominated £2407.72 £3793.56 


Oxcarbazepine £400.78 0.113 £100.59 −0.037 dominated £1852.88 £2979.71 


Cannabis extract £631.59 0.115 £331.40 −0.035 dominated £1661.47 £2807.99 


Lacosamide £703.05 0.123 £402.85 −0.027 dominated £1753.75 £2982.15 


Capsaicin patch £818.09 0.130 £517.90 −0.019 dominated £1786.74 £3089.16 


Abbreviations: ext. dom., externally dominated; ICER, incremental cost-effectiveness ratio; QALY, 
quality-adjusted life year. 


 3 
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1=placebo; 2=amitriptyline; 3=cannabis sativa extract; 4=capsaicin patch; 5=duloxetine


6=gabapentin; 7=lacosamide; 8=lamotrigine; 9=levetiracetam; A=morphine


B=nortriptyline; C=oxcarbazepine; D=pregabalin; E=topiramate; F=tramadol


G=venlafaxine; H=capsaicin cream
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Figure F3 Efficiency frontier for all neuropathic pain (dose adjusted 1 
data) 2 


 3 


The incremental analysis of dose adjusted and dose unadjusted data 4 


suggests some difference in the efficiency frontier. Although capsaicin cream 5 


sits on both frontiers, amitriptyline is on the dose unadjusted frontier and 6 


gabapentin sits on the dose adjusted frontier. In addition, capsaicin cream on 7 


the dose adjusted frontier has an ICER of £43,304, compared with an ICER of 8 


£13,568 on the dose unadjusted frontier.  9 


However, the drugs that cluster around the frontier are the same using both 10 


dose adjusted and unadjusted data. As well as gabapentin and amitriptyline, 11 


topiramate, venlafaxine and lamotrigine sit close to the frontier using either 12 


data set. 13 


In addition, a similar cluster of drugs sits either well above the frontier or in the 14 


top left quadrant (costing more and being less effective than placebo): 15 


cannabis sativa, oxcarbazepine, levetiracetam, lacosamide and capsaicin 16 


patch. 17 
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If capsaicin cream were to be removed from the analysis, then pregabalin 1 


would be on the efficiency frontier for the dose unadjusted data at an ICER of 2 


£26,013. For dose adjusted data only, gabapentin would be on the frontier 3 


dominating or extendedly dominating all other drugs. 4 


The scenario analysis with amitriptyline as second-line therapy following 5 


withdrawal showed no difference in the drugs sitting on or near the efficiency 6 


frontier in either the dose unadjusted or adjusted models. 7 


4.1.2 PSA and net benefit analysis 8 


This analysis is based on the average cost and QALY values generated from 9 


the 5000 simulations of each model. This masks the significant variation in 10 


cost and QALYs generated for individual drugs across the simulations that 11 


reflects the uncertainty around effectiveness in the data. This variation is 12 


shown in scatter plots of the cost and QALYs generated for each drug across 13 


the first 1000 simulations in Figure F4 and Figure F5. 14 


 15 
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  1 


Figure F4 Scatter plot of first 1000 simulations for all neuropathic pain (dose unadjusted data) 2 


 3 
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 1 


Figure F5 Scatter plot of first 1000 simulations for all neuropathic pain (dose adjusted data) 2 
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The lack of clarity in the scatter plots in part is due to the number of drugs in 1 


the analysis, but also reflects the similarity in cost and outcome across the 2 


majority of drugs considered. 3 


A net benefit analysis at £20,000 a QALY provides further detail of this 4 


uncertainty. The probability of a drug having the highest net benefit at £20,000 5 


for dose variant and dose invariant data is shown in Table F25 and Table F26. 6 


The cost effectiveness acceptability curves (CEACs) are shown in Figure F6 7 


and Figure F7. 8 


Table F25 Net benefit analysis at £20,000 a QALY for all neuropathic pain 9 
(dose unadjusted data) 10 


Drug Probability highest net benefit at 
£20,000/QALY 


Capsaicin cream 33.4% 


Amitriptyline 14.4% 


Morphine 10.9% 


Nortriptyline 10.3% 


Gabapentin 8.0% 


Venlafaxine 7.1% 


Topiramate 5.2% 


Tramadol 3.7% 


Duloxetine 2.1% 


Pregabalin 1.6% 


Oxcarbazepine 1.5% 


Lamotrigine 1.3% 


Levetiracetam 0.5% 


Placebo 0.0% 


Cannabis sativa extract 0.0% 


Capsaicin patch 0.0% 


Lacosamide 0.0% 


 11 
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Figure F6 CEAC for all neuropathic pain (Dose unadjusted data)  1 


 2 


Table F26 Net benefit analysis at £20,000 a QALY for all neuropathic pain 3 
(dose adjusted data) 4 


Drug Probability highest net benefit at 
£20,000/QALY 


Topiramate 23.6% 


Capsaicin cream 22.8% 


Gabapentin 21.2% 


Nortriptyline 16.3% 


Morphine 5.6% 


Amitriptyline 2.8% 


Duloxetine 2.5% 


Venlafaxine 2.2% 


Tramadol 1.7% 


Lamotrigine 0.7% 


Cannabis sativa extract 0.4% 


Levetiracetam 0.3% 


Pregabalin 0.1% 


Placebo 0.0% 


Capsaicin patch 0.0% 


Lacosamide 0.0% 


Oxcarbazepine 0.0% 
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Figure F7 CEAC for all neuropathic pain (dose adjusted data) 1 


 2 


The net benefit analysis for both dose unadjusted and dose adjusted data is 3 


similar, with 4 of the 5 drugs most likely to be the most cost effective being the 4 


same in the dose unadjusted and unadjusted data, and the drugs with a less 5 


than 2% chance of being the most cost effective also being almost identical.  6 


The drugs that sit at the top of the net benefit tables are those that are also 7 


clustered around the efficiency frontier, with the exception of morphine. The 8 


data suggest morphine is an effective pain killer but has a high rate of 9 


withdrawal due to adverse effects. In a simulation in which an individual has a 10 


low chance of withdrawal then the potential utility gains from morphine make it 11 


a cost effective option at £20,000 a QALY.  12 


The drugs with zero or very low probability of being the most cost effective 13 


options at £20,000 per QALY were the ones that were the furthest away from 14 


the efficiency frontier. 15 


Scenario analysis of amitriptyline as second-line therapy made no substantive 16 


difference to the ordering of the drugs in terms of the probability of cost 17 
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effectiveness at £20,000 per QALY, although capsaicin cream had a greater 1 


than 50% chance of being the most cost-effective treatment with dose 2 


unadjusted data and became the drug with the highest probability of being the 3 


most cost effective with dose adjusted data. 4 


4.2 Peripheral pain only 5 


4.2.1 Incremental analysis 6 


The incremental analyses of the average costs and QALYs generated from 7 


5000 simulations of the model for treatments for peripheral pain are presented 8 


in Table F27 and Table F28, with efficiency frontiers shown in Figure F8 and 9 


Figure F9. 10 


Table F27 Incremental analysis for peripheral pain (dose unadjusted 11 
data) 12 


Cohort 


Absolute Incremental Net Monetary Benefit 


Costs QALYs Costs QALYs ICER @£20K/QALY @£30K/QALY 


Placebo £46.77 0.116    £2266.03 £3422.43 


Amitriptyline £77.69 0.121 £30.91 0.005 ext. dom. £2333.27 £3538.74 


Lamotrigine £88.63 0.124 £41.86 0.009 ext. dom. £2394.34 £3635.83 


Topiramate £119.18 0.124 £72.41 0.009 ext. dom. £2366.33 £3609.09 


Gabapentin £128.05 0.146 £81.27 0.030 £2684 £2790.34 £4249.54 


Venlafaxine £132.79 0.127 £4.74 −0.019 dominated £2403.57 £3671.76 


Tramadol £193.34 0.120 £65.29 −0.026 dominated £2201.95 £3399.59 


Capsaicin cream £300.85 0.148 £172.80 0.002 £71,291 £2666.02 £4149.45 


Duloxetine £309.69 0.138 £8.84 −0.011 dominated £2447.04 £3825.40 


Pregabalin £360.91 0.142 £60.06 −0.007 dominated £2474.07 £3891.55 


Nortriptyline £388.69 0.142 £87.85 −0.006 dominated £2448.86 £3867.63 


Oxcarbazepine £418.14 0.126 £117.29 −0.022 dominated £2106.63 £3369.02 


Capsaicin patch £433.08 0.130 £132.23 −0.019 dominated £2162.92 £3460.91 


Lacosamide £784.06 0.122 £483.21 −0.026 dominated £1656.16 £2876.27 


Cannabis extract £1501.00 0.117 £1200.15 −0.032 dominated £834.71 £2002.56 


Abbreviations: ext. dom., externally dominated; ICER, incremental cost-effectiveness ratio; QALY, 
quality-adjusted life year. 


 13 
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1=placebo; 2=amitriptyline; 3=cannabis sativa extract; 4=capsaicin patch; 5=duloxetine


6=gabapentin; 7=lacosamide; 8=lamotrigine; 9=nortriptyline; A=oxcarbazepine


B=pregabalin; C=topiramate; D=tramadol; E=venlafaxine; F=capsaicin cream
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Figure F8 Efficiency frontier for peripheral pain (dose unadjusted data) 1 
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Table F28 Incremental analysis for peripheral pain (dose-adjusted data) 1 


Cohort 


Absolute Incremental Net monetary benefit 


Costs QALYs Costs QALYs ICER @£20K/QALY @£30K/QALY 


Placebo £46.95 0.116    £2271.05 £3430.05 


Amitriptyline £72.98 0.114 £26.02 −0.002 dominated £2198.16 £3333.73 


Lamotrigine £89.01 0.124 £42.05 0.008 ext. dom. £2388.26 £3626.90 


Topiramate £98.76 0.133 £51.81 0.018 £2948 £2570.71 £3905.44 


Venlafaxine £118.37 0.120 £19.60 −0.013 dominated £2287.68 £3490.71 


Gabapentin £136.01 0.144 £37.24 0.010 £3641 £2738.02 £4175.03 


Tramadol £196.34 0.118 £60.33 −0.026 dominated £2165.93 £3347.06 


Nortriptyline £204.91 0.147 £68.90 0.004 ext. dom. £2744.20 £4218.75 


Duloxetine £218.13 0.139 £82.12 −0.005 dominated £2556.04 £3943.13 


Capsaicin cream £299.00 0.153 £162.99 0.009 £17,907 £2757.07 £4285.11 


Pregabalin £363.23 0.138 £64.23 −0.015 dominated £2388.14 £3763.83 


Oxcarbazepine £399.74 0.113 £100.74 −0.040 dominated £1855.60 £2983.27 


Cannabis extract £630.58 0.115 £331.59 −0.038 dominated £1660.42 £2805.93 


Lacosamide £702.16 0.123 £403.16 −0.030 dominated £1757.40 £2987.18 


Capsaicin patch £817.88 0.130 £518.89 −0.022 dominated £1791.01 £3095.46 


Abbreviations: ext. dom., externally dominated; ICER, incremental cost-effectiveness ratio; QALY, 
quality-adjusted life year. 
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1=placebo; 2=amitriptyline; 3=cannabis sativa extract; 4=capsaicin patch; 5=duloxetine


6=gabapentin; 7=lacosamide; 8=lamotrigine; 9=nortriptyline; A=oxcarbazepine


B=pregabalin; C=topiramate; D=tramadol; E=venlafaxine; F=capsaicin cream
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Figure F9 Efficiency frontier for all peripheral pain (dose adjusted data) 1 


 2 


The incremental analyses of dose adjusted and dose unadjusted data suggest 3 


no difference in the drugs that sit on the efficiency frontier, with gabapentin 4 


and capsaicin cream constituting the frontier in both dose unadjusted and 5 


adjusted data sets. The ICER for capsaicin cream was higher than £20,000 a 6 


QALY in both instances. 7 


A cluster of drugs sit close to the frontier in both data sets: topiramate, 8 


duloxetine, venlafaxine and nortriptyline.  9 


Similarly the same drugs sit either well above the frontier or in the top left 10 


quadrant (costing more and being less effective than placebo): cannabis 11 


sativa, oxcarbazepine, lacosamide and capsaicin patch. 12 


If capsaicin cream were to be removed from the analysis, then only in the 13 


non-adjusted analysis would another drug replace it on the frontier. In this 14 


case nortriptyline would be on the frontier but at over £400,000 a QALY.  15 
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The scenario analysis with amitriptyline as second-line therapy following 1 


withdrawal showed no difference in the drugs sitting on or near the efficiency 2 


frontier in either the dose unadjusted or adjusted models. However, in both 3 


instances the ICER for capsaicin cream was lower than £20,000 a QALY. 4 


4.2.2 PSA and net benefit analysis 5 


This analysis is based on the average cost and QALY values generated from 6 


the 5000 simulations of each model. This masks the significant variation in 7 


cost and QALYs generated for individual drugs across the simulations, which 8 


reflects the uncertainty around effectiveness in the data. This variation is 9 


shown in scatter plots of the cost and QALYs generated for each drug across 10 


the 1000 simulations in Figure F10 and Figure F11. 11 
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 1 


Figure F10 Scatter plot of 1000 simulations for all peripheral pain (dose unadjusted data) 2 


 3 
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 1 


Figure F11 Scatter plot of 1000 simulations for all peripheral pain (dose adjusted data) 2 
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As with the data on all neuropathic pain, the lack of clarity in the scatter plots 1 


is partly due to the number of drugs in the analysis, but also reflects the 2 


similarity in cost and outcome across the majority of drugs considered. 3 


A net benefit analysis at £20,000 a QALY provides further detail of this 4 


uncertainty. The probability of a drug having the highest net benefit at £20,000 5 


for dose variant and dose invariant data is shown in Table F29 and Table F30. 6 


The cost effectiveness acceptability curves (CEACs) are shown in Figure F12 7 


and Figure F13. 8 


Table F29 Net benefit analysis at £20,000 a QALY for peripheral pain 9 
(dose unadjusted data) 10 


Drug Probability highest net benefit at 
£20,000/QALY 


Capsaicin cream 28.5% 


Gabapentin 28.0% 


Nortriptyline 19.9% 


Venlafaxine 6.1% 


Amitriptyline 5.9% 


Topiramate 3.9% 


Tramadol 2.9% 


Oxcarbazepine 1.5% 


Duloxetine 1.3% 


Lamotrigine 1.2% 


Pregabalin 0.9% 


Placebo 0.0% 


Cannabis sativa extract 0.0% 


Capsaicin patch 0.0% 


Lacosamide 0.0% 


 11 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix F 
(June 2013)   Page 56 of 79 


0.00


0.10


0.20


0.30


0.40


0.50


0.60


0.70


0.80


0.90


1.00


£0K £10K £20K £30K £40K £50K


P
ro


b
a
b


il
it


y
 m


o
s
t 


c
o


s
t-


e
ff


e
c
ti


v
e
 o


p
ti


o
n


Maximum acceptable ICER (£/QALY)


placebo amitriptyline


cannabis sativa extract capsaicin patch


duloxetine gabapentin


lacosamide lamotrigine


nortriptyline oxcarbazepine


pregabalin topiramate


tramadol venlafaxine


capsaicin cream


 


Figure F12 CEAC for peripheral pain (dose unadjusted data) 1 


 2 


Table F30 Net benefit analysis at £20,000 a QALY for peripheral pain 3 
(dose adjusted data) 4 


Drug Probability highest net benefit at 
£20,000/QALY 


Nortriptyline 31.7% 


Capsaicin cream 22.4% 


Topiramate 19.7% 


Gabapentin 18.9% 


Duloxetine 2.1% 


Amitriptyline 1.6% 


Venlafaxine 1.5% 


Tramadol 1.2% 


Lamotrigine 0.5% 


Cannabis sativa extract 0.2% 


Pregabalin 0.1% 


Oxcarbazepine 0.0% 


Placebo 0.0% 


Capsaicin patch 0.0% 


Lacosamide 0.0% 


 5 
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Figure F13 CEAC for peripheral pain (dose adjusted data) 1 


 2 


The net benefit analysis for both dose unadjusted and dose adjusted data is 3 


similar, with capsaicin cream having a greater than 30% chance of being a 4 


cost effective option at £20,000 a QALY. Nortriptyline has the highest 5 


likelihood of being the most cost effective option in dose adjusted data but the 6 


third most likely in unadjusted data. However, the drugs that sit at the top of 7 


the net benefit table are those that constitute or are clustered around the 8 


efficiency frontier.  9 


The drugs with zero or very low probability of being the most cost effective 10 


options at £20,000 a QALY were the ones that were the furthest away from 11 


the efficiency frontier. 12 


Scenario analysis of amitriptyline as second-line therapy made no substantive 13 


difference to the ordering of the drugs in terms of the probability of cost 14 


effectiveness at £20,000 a QALY, although capsaicin cream increased in 15 


likelihood of being the most cost effective option to around 50% at the 16 


expense of lower probabilities for gabapentin and nortriptyline for both dose 17 


unadjusted and adjusted data. 18 
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5 Discussion 1 


5.1 Summary of results 2 


Due to the large confidence intervals around effectiveness estimates for most 3 


of the drugs considered, identification of the most cost-effective drugs is 4 


problematic. At times the evidence was conflicting between the PSA 5 


compared to the mean net benefit analysis. 6 


However, for several drugs there is consistency across the analyses whether 7 


dose-adjusted or unadjusted data was chosen. These drugs: 8 


 sat on or close to the efficiency frontier, 9 


 had a positive net benefit compared to placebo at £20,000 per QALY and 10 


 had a greater than 5% chance of being the most cost effective option at 11 


£20,000 per QALY. 12 


For all neuropathic pain the drugs that met these criteria were:  13 


 topiramate 14 


 gabapentin 15 


 amitriptyline 16 


 capsaicin cream. 17 


Nortriptyline had a greater than 10% chance of being the most cost-effective 18 


option with either dose-adjusted or unadjusted data, but only had a mean net 19 


benefit greater than placebo at £20,000 per QALY when dose-adjusted data 20 


were used.  21 


Venlafaxine met all 3 criteria, with the exception of having a probability of 22 


being the most cost-effective option at £20,000 per QALY greater than 5% 23 


with dose-adjusted data. 24 


Duloxetine had a positive mean net benefit compared with placebo (and 25 


indeed compared with amitriptyline and topiramate) whether dose-adjusted or 26 


unadjusted data were used and sat close to the frontier in both cases. 27 
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However, it had a less than 5% chance of being the most cost-effective option 1 


at £20,000 QALY with both datasets. 2 


For peripheral pain only, the drugs that met the 3 criteria above were: 3 


 nortriptyline 4 


 gabapentin 5 


 capsaicin cream. 6 


Topiramate and venlafaxine met all 3 criteria with the exception of having a 7 


probability of being the most cost-effective option at £20,000 per QALY 8 


greater than 5% with dose adjusted data. 9 


There was strong and consistent evidence that the following drugs are not 10 


cost effective for either all or peripheral neuropathic pain. These drugs, 11 


regardless of whether dose-adjusted or unadjusted data were used, had: 12 


 a less than 1% probability of being the most cost effective option at 13 


£20,000 per QALY 14 


 a mean net benefit less than placebo at £20,000 per QALY. 15 


For both all and peripheral pain only the drugs meeting these criteria were: 16 


 cannabis sativa extract 17 


 capsaicin patch 18 


 oxcarbazepine 19 


 lacosamide. 20 


Levetiracetam also met these criteria for all neuropathic pain. (It was not 21 


analysed for peripheral pain only.) Tramadol also had a negative mean net 22 


benefit compared with placebo at £20,000 per QALY for dose-adjusted and 23 


unadjusted data and for all and peripheral-only pain. However, the probability 24 


that it had the greatest net benefit at £20,000 a QALY was consistently above 25 


1%. 26 
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5.2 Strengths and limitations of findings 1 


The model allowed comparison for the maximum number of drugs for which 2 


data are available in a transparent way. The modelling was probabilistic in 3 


nature that allowed the uncertainty in the data to be reflected in the model. 4 


Assumptions that had to be taken were the minimum required for a tractable 5 


model to generate results. 6 


The model was able to synthesise disparate datasets for drugs in terms of 7 


quality and availability of data across efficacy time scales and identify those 8 


drugs where the evidence was consistent for potential cost effectiveness or 9 


lack of cost effectiveness.  10 


The model itself was a simple decision tree over 20 weeks of treatment. 11 


Efficacy data were generated for 4 week cycles up to 20 weeks. An alternative 12 


model of 5 4-week cycles could have been produced using this data. Such a 13 


model would be advantageous for drugs that reach maximum efficacy more 14 


rapidly than other drugs.  15 


However, from 8 to 20 weeks there is relatively little change in efficacy seen in 16 


the data. All drugs at 4 weeks show a reduction in efficacy compared to 8 17 


weeks that is proportionally almost identical. As such a decision tree was 18 


chosen favouring parsimony over the complexity of a 5-cycle model that 19 


would have had little or no impact on conclusions.  20 


The model also dealt with efficacy as a discrete rather than a continuous 21 


variable. This meant, for example, that utility derived from 100% pain relief 22 


was assumed to be the same as if 50% pain relief. This assumption will be to 23 


the disadvantage of those drugs that deliver substantially greater reductions in 24 


pain than 50%. This assumption was required however as the available utility 25 


data is discrete and it also allowed easier synthesis of the mix of continuous 26 


and discrete efficacy evidence available. In addition there is considerable 27 


literature that is critical of the use of continuous scales in the measurement of 28 


pain within trials (see, for example, Moore et al., 2005). 29 
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Ideally multiple-line treatment strategies should be modelled but, in the 1 


absence of any evidence about how these treatments work in sequence, this 2 


could not be undertaken. In the base-case analysis it was assumed that if a 3 


patient withdraws from treatment due to adverse effects then there is no 4 


further treatment for the remainder of the 20 weeks. This would be to the 5 


detriment of drugs that have high withdrawal rates that may be very effective 6 


for patients for whom the drug is well tolerated. Whilst this assumption is not a 7 


reflection of reality, the scenario analysis that moved patients onto 8 


amitriptyline after withdrawal did not produce different findings on the drugs 9 


that were found to be cost effective or cost ineffective. As such the 10 


assumption whilst an abstraction from reality does not impact on findings. 11 


A similar limitation is the lack of modelling of combination therapies but again 12 


due to a lack of efficacy evidence on combination therapy such treatment 13 


could not be modelled. 14 


The findings – as with all models – are also limited by the robustness of the 15 


data populating the model. The lack of evidence on effectiveness and side 16 


effects beyond 20 weeks may be particularly important for the development of 17 


adverse effects or addiction to some of these drugs, and a subsequent longer 18 


term reduction in quality of life. Without evidence it is impossible to say which 19 


drugs this might have had the greatest impact on. 20 


Alternative robust utility estimates would have been beneficial to assess the 21 


impact of the utility estimates chosen. This applies for both utility from pain 22 


relief and disutility from adverse effects. Similarly, efficacy data on adverse 23 


effects was limited to withdrawal due to adverse effects, nausea and dizziness 24 


because these data were available for all drugs considered. It may be that 25 


incorporation of other side-effects, were data available, such as headache, 26 


may have influenced the findings. For topiramate especially, the GDG felt that 27 


there are unusual adverse effects. These were not captured by the model. 28 


However, the driver of the difference in QALYs generated is pain relief 29 


achieved. Unless the minor side effects of one of the drugs found to be cost 30 


effective had a very high incidence rate compared with other drugs, it is 31 
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unlikely that exclusion of such minor events will have an important impact on 1 


findings.  2 


5.3 Comparison with other economic models 3 


Given the potentially serious limitations found in previous economic models of 4 


pharmaceutical treatment for neuropathic pain, the fact that the models did 5 


not look at all neuropathic pain as a homogeneous patient cohort, the different 6 


modelling approaches chosen (notably the number of drugs modelled) and 7 


the breadth of the data incorporated into the de novo model, there is no 8 


reason to suppose that the results found elsewhere should match those 9 


produced here.  10 


However, putting these concerns to the side the major apparent difference 11 


would appear to be around pregabalin, which in the identified models 12 


frequently comes out as being cost effective whereas this was not the case in 13 


our analysis. 14 


This can be explained in part by the methods of analysis undertaken in these 15 


models and utility values chosen, with three studies reporting that the cost 16 


effectiveness of pregabalin was sensitive to utility values chosen and in 2 17 


studies the dosage of gabapentin chosen had a significant influence on the 18 


relative cost effectiveness of pregabalin over gabapentin. 19 


The apparent difference can also be explained by the scope of drugs 20 


considered in our model. If comparing only gabapentin with pregabalin, then 21 


the ICER for all neuropathic data using dose unadjusted data would be 22 


£23,200 for pregabalin. If capsaicin cream was not available using the same 23 


data set then pregabalin would sit on the efficiency frontier, albeit at an ICER 24 


of £26,013. These values are not dissimilar to the majority of ICERs reported 25 


in the literature for pregabalin that in some case were higher.  26 


For dose-adjusted data and for peripheral pain we find that gabapentin 27 


dominates pregabalin which is contradiction to the literature. On the whole it 28 


would appear that the economic models would seem to overestimate the 29 


difference in efficacy seen for pregabalin over gabapentin which coupled with 30 
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the failure to look at other options makes the published findings that would 1 


strongly suggest pregabalin is cost effective to differ from ours.  2 


5.4 Final conclusions 3 


The de novo economic modelling found that there are a number of drugs for 4 


the treatment of neuropathic pain (either all or peripheral), where the evidence 5 


is consistent that they are likely to be cost effective. 6 


The modelling was also consistent in the evidence it produced on the drugs 7 


that are likely to be not cost effective. 8 


The model was able to explore the uncertainty in the data and the probabilistic 9 


results reflect both this uncertainty and the similar levels of efficacy that many 10 


of these drugs exhibit. Indeed, it is this similarity in efficacy (and the low cost 11 


of most drugs) that means that there are a cluster of drugs that sit around the 12 


efficiency frontier and in a probabilistic analysis have a non-trivial probability 13 


of being the most cost effective at £20,000 a QALY.  14 


The same probabilistic analysis shows that the findings are robust across the 15 


range of potential values for efficacy, adverse effects and utilities for pain and 16 


effects that could be incorporated in the model.  17 


Assumptions were made that may limit the findings, most notably the adoption 18 


of a 20-week time horizon and the assumption, in the base case scenario, that 19 


no treatment would occur following withdrawal due to adverse effects. A 20 


scenario analysis with amitriptyline second line revealed the latter assumption 21 


to have no significant influence on results. The former assumption is an 22 


artefact of data limitations and may be important for drugs that have 23 


significant long-term adverse effects. 24 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix F (June 2013)   Page 64 of 79 


Appendix F1 Economic evidence tables 1 


Annemans L, Caekelbergh K, Morlion B et al. (2008) A cost–utility analysis of pregabalin in the management of peripheral neuropathic pain. Acta Clinica 
Belgica 63: 170-78. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA 


Study design: Markov 
state transition model 


Perspective: Belgian 
health care public 
payer 


Time horizon: 1 year 


Cycle length: 1 month 


Discounting: Costs = 
NA; Outcomes = NA 


Population: 


Patients with peripheral 
neuropathic pain 


 


Intervention 1: 


Usual care 


Intervention 2:  


150 mg/day pregabalin 


Intervention 3:  


300 mg/day pregabalin 


Intervention 4: 


600 mg/day pregabalin 


Intervention 5:  


Mix pregabalin 


Total costs (mean per 
patient): 


Intvn 1: €6200 (£4522.62) 


Intvn 2: €5945 (£4336.61) 


Intvn 3: €6073 (£4429.98) 


Intvn 4: €5894 (£4299.41) 


Intvn 5: €5984 (£4365.06) 


 


Currency & cost year: 


2003 Euros (presented here 
as 2003 UK pounds‡) 


Cost components 
incorporated: 


Drug acquisition costs, cost 
per day for Belgian insurance 


Primary outcome measure: 


QALYs (mean per patient)  


Intvn 1: 0.510 


Intvn 2: 0.519 


Intvn 3: 0.517 


Intvn 4: 0.525 


Intvn 5: 0.520 


 


Primary ICER:  


All interventions dominant when compared 
with usual care 


 


Uncertainty: 


It cannot be concluded that pregabalin is cost 
saving 


 


Data sources 


Health outcomes: van Seventer et al 2006. Quality-of-life weights: SF-6D from Annemans et al 2004. 2003 costs from Annemans et al, 2004 


Comments 


Source of funding: Unclear; Limitations: Unclear if adults only, likely Belgian population, Pregabalin and usual care. Some comparators not examined, Does not consider 
issue of side effects within the model explicitly, titration not included. Short Time horizon. Clinical efficacy data from obtained from 1 randomised trial, not from a systematic 
review. RCT ‘usual care’ arm was made up of SSRIs, SNRIs, non-opioid analgesics, NSAIDS, or antiepileptic drugs. Not a fully incremental analysis. 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; QALYs =quality-adjusted life years  


‡ Converted using 2003 purchasing power parities http://stats.oecd.org  


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 


 2 



http://stats.oecd.org/
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Armstrong EP, Malone DC, McCarberg B et al. (2011) Cost-effectiveness analysis of a new 8% capsaicin patch compared to existing therapies for post-herpetic 
neuralgia. [Review]. Current Medical Research & Opinion 27: 939-50. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA 


Study design: 


Markov model 


Perspective: USA 
payer (manager-care 
organization) 


Time horizon: 1 year 


Cycle length: 1 month 


Discounting: Costs = 
NA ; Outcomes = NA 


Population: 


US patients with post-herpetic 
neuralgia 


Intervention 1: 


Capsaicin topical 8% 280 cm2 
1.87 patches per treatment 


Intervention 2:  


TCA – Nortriptyline 50 mg/day, 
(titration doses of 100 mg/day and 
150 mg/day) 


100 mg/day, 150 mg/day 


Intervention 3:  


Lidocaine topical 5% 140 cm2 
t.d.s. 


Intervention 4:  


Gabapentin 1800, 2400 mg/day 


Intervention 5:  


Pregabalin 150, 300, 600 mg/day 


Intervention 6: 


Duloxetine 60, 120 mg/day 


Total costs (mean per 
patient): 


Intvn 1: $5305 (£3597) 


Intvn 2: $1700 (£1153) 


Intvn 3: $4988 (£3382) 


Intvn 4: $2208 (£1497) 


Intvn 5: $2743 (£1960) 


Intvn 6: $2407 (£1632) 


Currency & cost year: 


2011 US dollars 


(presented here as 2011 
UK pounds‡) 


Cost components 
incorporated: 


Drug and prescribing 
costs, costs of physician 
applying patch 
management of side-
effects (drug and 
physician costs), cost of 
replacement treatment 
(oxycodone) 


Primary outcome measure: 


QALYs (mean per patient)  


Intvn 1: 0.606 


Intvn 2: 0.544 


Intvn 3: 0.602 


Intvn 4: 0.532 


Intvn 5: 0.541 


Intvn 6: 0.539 


 


Primary ICER (compared with capsaicin 
patch): 


Intvn 2: $59,919 (£40,629) per QALY  


Intvn 3: $554,627 (£376,073) per QALY  


Intvn 4: $42,008 (£28,484) per QALY  


Intvn 5: $40,241 (£27,296) per QALY  


Intvn 6: $43,908 (£29,772) per QALY  


Analysis of uncertainty:  


- Less frequent retreatment using capsaicin 
patch. Retreatment every 14.5 week ICER vs 
all other oral less than $51,000 (£34,581) per 
QALY, retreatment every 17.7 weeks: less 
than $44,000 (£29,834) per QALY 


- Cost of replacement treatment (oxycodone) 
was a cost driver. 


Data sources 


Health outcomes: Variety of sources (systematic review on MEDLINE and EMBASE). Quality-of-life weights: Variety of sources. Cost sources: drugstore.com 


Comments 


Source of funding: NeurogesX  


Limitations: US population. Unclear if adult only population considered (likely), unclear if population is in specialist services, US health system: costs of treatment likely to 
vary, short time horizon, and does not state if HRQOL outcomes reported by patients or carer. Not a fully incremental analysis. No PSA conducted. 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
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= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; QALYs =quality-adjusted life years  


‡ Converted using 2011 purchasing power parities http://stats.oecd.org  


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 


 1 



http://stats.oecd.org/
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Beard SM, McCrink L, Le TK et al. (2008) Cost effectiveness of duloxetine in the treatment of diabetic peripheral neuropathic pain in the UK. Current Medical 
Research & Opinion 24: 385-99. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA 


Study design: Decision 
analytic model 


Perspective: UK NHS 


Time horizon: 6 months 


Discounting: Costs = 
NA; Outcomes = NA 


Population: 


Adults with diagnoses 
symmetric PDN, suffering 
from painful symptoms 


Intervention 1: 


1st line: Tricyclic 
antidepressant (TCA) 
Amitriptyline 75 mg/day 


2nd line: Gabapentin (GBN) 
1800 mg/day  


3rd line: Opioid-related 
treatment (OPD) Tramadol 
300 mg/day 


Intervention 2:  


1st line: Duloxetine (DUL) 
60 mg/day 


2nd line: Tricyclic 
antidepressant (TCA) 


3rd line: Gabapentin (GBN) 


4th line: Opioid-related 
treatment (OPD) 


Intervention 3:  


1st line: Tricyclic 
antidepressant (TCA) 


2nd line: Duloxetine (DUL) 


3rd line: Gabapentin (GBN) 


4th line: Opioid-related 
treatment (OPD) 


Intervention 4:  


1st line: Tricyclic 
antidepressant (TCA) 


Total costs (mean per 1000 
patients): 


Intvn 1: £306,148 


Intvn 2: £271,358 


Intvn 3: £229,077 


Intvn 4: £310,487 


Intvn 5: £309,607 


Currency & cost year: 


2005 UK pounds 


Cost components 
incorporated: 


Drug acquisition costs, 
administration costs and cost 
of treatment switching (cost of 
outpatient and GP 
attendance). 


Primary outcome measure: 


QALYs (mean per 1000 
patients)  


Intvn 1: 363.9 


Intvn 2: 366.3 


Intvn 3: 365.7 


Intvn 4: 365.5 


Intvn 5: 365.5 


 


Primary ICER (compared with intervention 1): 


Intvn 2: Intervention 2 Dominant  


Intvn 3:Intervention 3 Dominant  


Intvn 4: £2,698 per QALY gained  


Intvn 5: £2,109 per QALY gained  


Intvn 2 vs Intvn 3: £75,036 per QALY gained 


Probability Intvn 3 cost-effective: 94% (at 
£30,000 per QALY threshold) 


Analysis of uncertainty:  


- Longer time horizon: Intvn 3: most cost 
effective. 


- Use of Pregabalin instead of gabapentin: 


Intvn 2 vs Intvn 3: approx. £75,000 per QALY 
gained. 


- First line anticonvulsant (of Intvn 1): Intvn 2 
dominates. 
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2nd line: Gabapentin (GBN) 


3rd line: Duloxetine (DUL) 


4th line: Opioid-related 
treatment (OPD) 


Intervention 5:  


1st line: Tricyclic 
antidepressant (TCA) 


2nd line: Gabapentin (GBN) 


3rd line: Opioid-related 
treatment (OPD) 


4th line: Duloxetine (DUL) 


Data sources 


Health outcomes: Medline database structured literature review: pooling of multiple studies. Quality-of-life weights: EQ5D UK tariff. Cost sources: PSSRU, BNF 2005 


Comments 


Source of funding: Funding by Eli Lilly and Boehringer Ingelheim; Limitations: Some relevant comparators not included, Time horizon of 6 months may be too short to fully 
reflect the costs and benefits associated with the treatments for the disease. Unclear how the management of adverse events were included. Pooling of studies: unclear 
how heterogeneity was taken into account. 


Overall applicability*: Partially applicable . Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; PDN = painful diabetic neuropathy; QALYs =quality-adjusted life years  


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 


 1 
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Bellows BK, Dahal A, Jiao T et al. (2012) A cost–utility analysis of pregabalin versus duloxetine for the treatment of painful diabetic neuropathy. Journal of Pain 
& Palliative Care Pharmacotherapy 26: 153-64. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA 


Study design: 


Decision tree 


Approach to analysis: 


Perspective: US third-
party payer 


Time horizon: 6 months 


Discounting: Costs = 
NA; Outcomes = NA  


Population: 


US population with painful 
diabetic neuropathy 


Intervention 1: 


Pregabalin 300 mg/day 
(100 mg TID) 


Intervention 2:  


Duloxetine 60 mg/day (60 mg 
QD) 


Total costs (mean per patient 
from PSA): 


Intvn 1: $967 (£656) 


Intvn 2: $758 (£514) 


Incremental (2-1): $209 
(£142) 


Currency & cost year: 


(e.g. 2011 US dollars 
(presented here as 2011 UK 
pounds‡) 


Cost components 
incorporated: 


Drug costs, inpatient and 
outpatients costs, emergency 
costs, and adverse event 
management costs 


Primary outcome measure: 


QALYs (mean per patient)  


Intvn 1: 0.189 


Intvn 2: 0.199 


 


Primary ICER (duloxetine vs pregabalin): 


ICER: Duloxetine dominates 


Probability cost-effective: NS for base case 


Analysis of uncertainty: 


Real-world (range of doses from real world, 
but mean from efficacy): $16,300 (£11,052) 
per QALY  


Real-world: Pooled efficacy of doses: $20,667 
(£14,014) per QALY  


Without adherence: Duloxetine dominates 


 


Data sources 


Health outcomes: Literature search PUBMED and references (included English studies of adults (18 or older) from North America or Europe with PDN for 5 weeks or 
longer, pooled estimates used. Quality-of-life weights: EQ5D (O’Connor et al). Cost sources: Variety of sources: commercial insurance claims database, average wholesale 
price for medication costs. 


Comments 


Source of funding: NS; Limitations: US healthcare system, not all relevant treatment comparisons included. Costs of treatment likely to vary; time horizon of 6 months likely 
to be insufficient, given the disease can last longer; systematic review was based on a search of PUBMED only; triangular distributions used in PSA with no clear rational. 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; PSA = probabilistic sensitivity analysis; QALYs =quality-adjusted life years  


‡ Converted using 2011 purchasing power parities http://stats.oecd.org  


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 


 1 
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Carlos F, Ramirez-Gamez J, Duenas H et al. (2012) Economic evaluation of duloxetine as a first-line treatment for painful diabetic peripheral neuropathy in 
Mexico. Journal of Medical Economics 15: 233-44. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CEA/CUA 


Study design: 


Decision tree 


Perspective: Payer 
perspective in Mexico 


Time horizon: 
12 weeks 


Treatment effect : 
12 weeks 


Discounting: Costs = 
NA; Outcomes = NA 


Population: 


Adult diabetic patients with 
diagnosis of painful diabetic 
peripheral neuropathy with 
moderate to severe pain 


Intervention 1: 


Duloxetine 60 mg/day  


Intervention 2:  


Pregabalin 300 mg/day  


Intervention 3: 


Gabapentin (generic) 
600 mg/day 


Intervention 4: 


Gabapentin (branded) 
600 mg/day 


Total costs (per 1000 patients) 


Intvn 1: $3,561,411 
(£295,983) 


Intvn 2: $4,574,247 
(£379,909) 


Intvn 3: $3,069,735 


(£255,121) 


Intvn 4: $5,303,382 


(£440,756) 


Currency & cost year: 


Mexican peso (presented here 
as 2010 UK pounds‡) 


Cost components 
incorporated: 


Drug costs, management of 
AE’s, other additional costs 
due to poor pain relief 


Primary outcome measure: 


QALYs (per 1000 patients)  


Intvn 1:125.7 


Intvn 2: 123.8 


Intvn 3: 120.9 


Intvn 4: 120.9 


Other outcome measures: 


Patients with ‘Good pain 
relief’ (per 1000 patients) 


Intvn 1:534 


Intvn 2: 511 


Intvn 3: 470 


Intvn 4: 470 


 


Primary ICER (compared with generic 
gabapentin): 


Intvn 1: $102,433 (£8,513) per QALY 


Intvn 2: $517,763 (£43,030) per QALY 


Intvn 4: gabapentin (branded) dominated 


Other:  


Cost per addition patient with ‘good pain 
relief’: 


Intvn 1: $7,647 (£636) per patient 


Intvn 2: $36,712 (£3,051) per patient  


Intvn 4: Dominated 


Analysis of uncertainty:  


10 parameters influencing NMB presented. 


RR of achieving good pain relief for each 
active drug relative to placebo was the most 
sensitive parameter. 


Data sources 


Health outcomes: PubMED/MEDLINE search for RCTs and placebo controlled trials: 14 trials included from Saini et al, 2009. Quality-of-life weights: Multiply sources 
mainly; O’Connor et al and Doth et al. Cost sources: average whole sales prices for medication from government sources, unit costs from reference list by the Mexican 
Institute of Social security 


Comments 


Source of funding: Eli Lilly; Limitations: Mexican payer system, short time horizon, simple pooling use: not a meta-analysis studies; costs likely to vary; irregular decision 
rule used. Not a fully incremental analysis. 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; QALYs =quality-adjusted life years  


‡ Converted using 2010 purchasing power parities http://stats.oecd.org  


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 
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Cepeda SM and Farrar JT (2006) Economic evaluation of oral treatments for neuropathic pain. Journal of Pain 7: 119-28. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA 


Study design: 


Decision tree 


Perspective: Us third 
party payer 


Time horizon: 1 month 


Discounting: Costs = 
NA; Outcomes = NA 


Population: 


Patients with pain from post-
herpetic neuralgia or diabetic 
neuropathy who were free of 
cardiovascular, hepatic, and 
renal disease 


Intervention 1: 


Amitriptyline, 75 mg/day 


Intervention 2:  


Carbamazepine 800 mg/day 


Intervention 3: 


Gabapentin 2400 mg/day 


Intervention 4:  


Tramadol 200 mg/day 


Total costs (mean per patient 
per month): 


Intvn 1: $29 (£18) 


Intvn 2: $50 (£32) 


Intvn 3: $98 (£62) 


Intvn 4: $270 (£171) 


Currency & cost year: 


(e.g. 2004 US dollars 
(presented here as 2004 UK 
pounds‡) 


Cost components 
incorporated: 


Drug acquisition costs, 
medical office visits, inpatient 
and outpatient care for 
adverse events, and lab tests. 


Primary outcome measure: 


QALYs (mean per patient)  


Intvn 1: 0.807 


Intvn 2: 0.807 


Intvn 3: 0.769 


Intvn 4: 0.697 


 


Primary ICER: 


ICER: Dominated by amitriptyline 


Analysis of uncertainty:  


Multivariate sensitivity analysis adjusting 
doses and resources: 


- Tramadol and gabapentin dominated by 
amitriptyline 


- ICER of carbamazepine vs. amitriptyline 
$43,296 (£27,385) per QALY gained  


Data sources 


Health outcomes: MEDLINE and Cochrane library search: pooled data from 10 studies for amitriptyline, 2 studies for carbamazepine, 6 for gabapentin, 3 for tramadol. 
Quality-of-life weights: HUI3 Cost sources: Drug costs from the Red Book for average wholesale prices in the USA (2004), GP visit costs from 2004 American Medicare 
Fee Schedule, and other costs from medication diagnosis-related groups. Lab test costs form American Medical Association. 


Comments 


Source of funding: Funded by the Columbian Chapter of International Association for the Study of Pain.; Limitations: Comparators were amitriptyline, carbamazepine, 
gabapentin, tramadol. Did not include all relevant comparators. Third-party healthcare US payer. Dose titration not included into model, very short time horizon. Conducted 
a systematic review and included meta-analyses. Medline and Cochrane only. Unclear method of weighting. Costs of management of some adverse events were not 
included. PSA conducted, but on triangular distributions. Not a fully incremental analysis. 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; QALYs =quality-adjusted life years  


‡ Converted using 2004 purchasing power parities http://stats.oecd.org  


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 
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O'Connor AB, Noyes K, Holloway RG (2007) A cost-effectiveness comparison of desipramine, gabapentin, and pregabalin for treating post-herpetic neuralgia. 
Journal of the American Geriatrics Society 55: 1176-84. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA 


Study design: 


Decision analytic model 


Perspective: US third 
party payer 


Time horizon: 3 months 


Discounting: Costs = 
NA; Outcomes = NA 


Population: 


Patients aged 60 to 80 with 
PHN 


Intervention 1: 


Desipramine 100 mg/day 


Intervention 2:  


Pregabalin 450 mg/day 


Intervention 3:  


Gabapentin 1800 mg/day 


 


Total costs (mean per 
patient): 


Intvn 1: $310.76 (£169.56) 


Intvn 2:$427.66 (£270.50) 


Intvn 3: $708.39 (£448.06) 


Currency & cost year: 


(e.g. 2006 US dollars 
(presented here as 2006 UK 
pounds‡) 


Cost components 
incorporated: 


Drug acquisition costs, 
management of serious side 
effect (MI) 


Primary outcome measure: 


QALYs (mean per patient)  


Intvn 1: 0.1371 


Intvn 2: 0.1297 


Intvn 3: 0.1310 


 


Primary ICER: 


Despiramine dominates both gabapentin and 
pregabalin 


ICER between gabapentin and pregabalin: 
$216,000 (£136,622) per QALY gain 


Analysis of uncertainty:  


- Time horizon: 


1 month: Despiramine dominates. ICER of 
gabapentin vs pregabalin increases 


6 months: Despiramine dominates. ICER of 
gabapentin vs pregabalin decreases 


- Result was sensitive to utility in severe pain, 
utility in mild pain, probability of pain relief with 
despiramine and utility of minor side effects. 


Data sources 


Health outcomes: Several sources from pooled RCT data. Quality-of-life weights: EQ5D tariff – Oster et al 2005. Cost sources: Average wholesale price of medications 
were derived from 2006 Red Book. 


Comments 


Source of funding: Not stated; Limitations: Other relevant comparators not included, Perspective of US healthcare system, Time horizon used was 3 months, disease is 
likely to be longer, Unclear if a systematic review was used to estimate of relative effect, PSA not conducted ; Other: author has been supported by an intuitional career 
development board. 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; QALYs =quality-adjusted life years  


‡ Converted using 2006 purchasing power parities http://stats.oecd.org  


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 
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O'Connor AB, Noyes K, Holloway RG (2008) A cost-utility comparison of four first-line medications in painful diabetic neuropathy. Pharmacoeconomics 26: 
1045-64. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA 


Study design: Decision 
analytic model 


Perspective: US third 
party payer 


Time horizon: 3 months 


Discounting: Costs = 
NA; Outcomes = NA 


Population: 


Patients with painful diabetic 
neuropathy that is causing 
moderate to severe pain, but 
without cardiac conduction 
disorders or recent 
myocardial infarctions 


Intervention 1: 


Despiramine 100 mg/day 


Intervention 2:  


Duloxetine 60 mg/day 


Intervention 3:  


Pregabalin 300 mg/day 


Intervention 4:  


Gabapentin 2400 mg/day 


Total costs (mean per 
patient): 


Intvn 1: $312.35 (£195.72) 


Intvn 2: $419.60 (£262.92) 


Intvn 3: $525.08 (£329.01) 


Intvn 4: $748.39 (£468.94) 


Currency & cost year: 


2006 US dollars (presented 
here as 2006 UK pounds‡) 


Cost components 
incorporated: 


Drug acquisition costs, costs 
of management of adverse 
effects, cost of non-adherence 


Primary outcome measure: 


QALYs (mean per patient)  


Intvn 1: 0.1200 


Intvn 2: 0.1222 


Intvn 3: 0.1186 


Intvn 4: 0.1176 


 


Primary ICER (duloxetine vs despiramine): 


ICER: $47,700 (£29,888) per QALY gained 
(pa) 


Intvn 3: Dominated by duloxetine 


Intvn 4: Dominated by duloxetine 


Analysis of uncertainty: 


- Using base observation carried forward 
estimates of the probability of achieving 50% 
pain score: duloxetine become cost ineffective 


- results most robust probabilities of obtaining 
pain relief, probabilities of intolerable adverse 
effects. 


Data sources 


Health outcomes: Pubmed search: several RCTs pooled. Quality-of-life weights: US patients using EQ5D UK tariff. Cost sources: 2006 US Red Book. 


Comments 


Source of funding: NIH: Limitations: Some relevant comparators not included, US healthcare system. Dose titration not included. 3 month time horizon: likely to be shorter 
than disease length. Pubmed only search for efficacy data. Unclear method of weighting for pooling outcomes. Not a fully incremental analysis. 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; QALYs =quality-adjusted life years  


‡ Converted using 2006 purchasing power parities http://stats.oecd.org 


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 
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Dakin H, Nuijten M, Liedgens H. et al, (2007) Cost-effectiveness of a lidocaine 5% medicated plaster relative to gabapentin for post-herpetic neuralgia in the 
United Kingdom. Clinical Therapeutics 29: 1491-5007. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA 


Study design: 


Markov model 


Perspective: UK NHS 


Time horizon: 6 months 
(base case) 


Cycle length: 30 days 


Discounting: Costs = 
3.5%; Outcomes = 
3.5% 


Population: 


Predominantly elderly 
population of patients with 
post-herpetic neuralgia who 
had insufficient pain relief with 
standard analgesics and 
could not tolerate or had 
contraindications to tricyclic 
antidepressants. 


Intervention 1: 


Lidocaine 5% medicated 
plaster 


Intervention 2:  


Gabapentin ≤1800 mg/day 


 


Total costs (mean per patient) 
PSA values: 


Intvn 1: £549 (95% CI 436-
758) 


Intvn 2 :£718 (95% CI 531-
1002) 


Currency & cost year: 


2006 UK Pounds 


Cost components 
incorporated: 


Drug and plaster cost, 
changing costs due to 
titration, cost of add-in and 
switch therapies, cost of 
adverse events. 


Primary outcome measure: 


QALYs (mean per patient)  


Intvn 1: 0.3000 (95% CI 
0.2785-0.3158) 


Intvn 2: 0.2496 (95% CI 
0.2324-0.2650) 


 


Primary ICER (gabapentin vs. lidocaine): 


Lidocaine dominates 


Probability cost-effective: 99.99% at £20,000 
per QALY threshold 


Analysis of uncertainty:  


Lidocaine more cost-effective if more plasters 
per day used. 


Longer time horizon: lidocaine dominates 


Data sources 


Health outcomes: systematic literature review of EMABSE and MEDLINE (min 50 patients): 1 trial predominantly used Katz et al. 2002. Quality-of-life weights: HUI3 scores 
from Cepeda and Ferrar. Cost sources: Variety of sources: BNF, SCHIN, resource use by Delphi panel, Lidocaine use by IMS prescription data. 


Comments 


Source of funding: Grunenthal Limitations: Some relevant comparators could be included. Delphi panel, and no published sources used for resource use, small size of 
Delphi panel (n=9). 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; QALYs =quality-adjusted life years  


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 
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Gordon J, Lister S, Prettyjohns M et al. (2012) A cost-utility study of the use of pregabalin in treatment-refractory neuropathic pain. Journal of Medical 
Economics 15: 207-18. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA 


Study design: 
stochastic simulation 
model 


Perspective: UK NHS 


Time horizon: 5 year 
time horizon 


Discounting: Costs = 
3.5% ; Outcomes = 
3.5%  


Population: 


Patients with refractory 
Neuropathic pain 


Intervention 1:  


Usual care (1 or more weak 
opioids, strong opioids, 
NSAIDS, analgesics) 


Intervention 2: 


Pregabalin 150 – 600 mg/day 
combined with usual care (1 
or more weak opioids, strong 
opioids, NSAIDS, analgesics) 


Total costs (mean per 
patient): 


Intvn 1: £16,624 


Intvn 2: £18,372 


Incremental (2-1): £2,748 


Currency & cost year: 


2011 UK Pounds 


Cost components 
incorporated: 


Drug acquisition costs, 
inpatient and outpatient costs, 
cost of managing an adverse 
event 


Primary outcome measure: 


QALYs (mean per patient)  


Intvn 1: 0.43 


Intvn 2: 0.68 


 


Primary ICER (Pregabalin compared with 
usual care): 


ICER: £10,803 per QALY gained (pa) 


Analysis of uncertainty: 


Result was sensitive to alternative sources of 
utility inputs: ICER for Pregabalin rose above 
threshold of £20,000 per QALY gained 


Result was robust for costs for drug 
acquisition costs, frequency and withdrawal 
rate, utility decrement from adverse events, 
probability of withdrawal for non AE-reason, 
cost of AEs, shorter time horizons. 


Data sources 


Health outcomes: From non-randomised studies identified in a PubMED and Google search; using a pain scale from 0-10 (Stacey et al., Douglas et al., Allen, Freynhagen 
et al.); longer term data from Stacey et al. Quality-of-life weights: QoL pain data from Cardiff and Vale local health board NHS trust pain clinic, then mapped mean pain 
scores to EQ-5D. Cost sources: for resource use: survey of NEP patients attending Cardiff and Vale NHS Trust pain clinic (n=144); drug costs: BNF 2009, and NHS 
reference cost. Cost of AEs: PSSRU 


Comments 


Source of funding: Pfizer Ltd; Limitations: Some relevant comparators not included. Pains scores were mapped to EQ-5D utility decrements. Lit search: insufficient details 
about search strategy, VAS pain scale used as main outcome measure. Usual care includes various treatments (pooling these may underestimate the relative effect size to 
some comparators). Non RCT data used. Unclear how pooled estimate was calculated from several heterogeneous studies. Resource use estimates from Cardiff and Vale 
NHS Trust pain clinic, not a national average. 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; QALYs =quality-adjusted life years  


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 
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Ritchie M, Liedgens H, Nuijte M (2010 Cost effectiveness of a lidocaine 5% medicated plaster compared with pregabalin for the treatment of post-herpetic 
neuralgia in the UK: a Markov model analysis. Clinical Drug Investigation 30: 71-87. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA 


Study design: 


Markov model 


Approach to analysis: 


Perspective: UK NHS 


Time horizon: 6 months 


Cycle length: 30 days 


Discounting: 
Costs=3.5%; 
Outcomes=3.5% 


Population: 


Patients with post-herpetic 
neuralgia who were intolerant 
to tricyclic antidepressants 
and in whom analgesics were 
ineffective or contraindicated 


Intervention 1: 


Pregabalin 300 mg/day 
followed by 600 mg/day 
(mean approx. 488 mg/day) 


Intervention 2:  


Lidocaine plaster 140 cm2 
1.71 plasters/day 


 


Total costs (mean per 
patient): 


Intvn 1: £784 


Intvn 2: £980 


Currency & cost year: 


2009 UK pounds  


Cost components 
incorporated: 


Drug acquisition costs, costs 
associated with outpatients 
treatment 


Primary outcome measure: 


QALYs (mean per patient)  


Intvn 1: 0.254 


Intvn 2: 0.321 


Other outcome measures 
(mean): 


Time without pain or 
intolerable AEs (mo) 


Intvn 1: 2.737 


Intvn 2: 4.287 


Primary ICER (lidocaine vs. pregabalin): 


ICER: £2925 per QALY gained (pa) 


Probability cost-effective: 100% (at threshold 
of £35,000 per QALY gained) 


Other: Cost/month without pain or intolerable 
AEs relative to pregabalin 


£126 addition cost/month of lidocaine vs 
pregabalin. 


Analysis of uncertainty:  


- Extending the time horizon: Lidocaine 
remained cost-effective at the £35,000 per 
QALY gained threshold 


- Using EQ-5D data for utility: lidocaine cost-
effective 


- Increasing number of plasters: lidocaine 
cost-effective 


- higher doses of pregabalin: lidocaine cost-
effective 


Data sources 


Health outcomes: Mainly 1 open-level, head-to-head, trial. Quality-of-life weights: Mainly from Cepeda et al (2006); for SA used data from Baron et al (2009). Cost sources: 
resource use by Delphi consensus, PSSRU 2008, NHS Ref costs 06-07.  


Comments 


Source of funding: Grunenthal GmbH; Limitations: Not all relevant comparators included, Time horizon limited to 3 months: disease may last longer, Unclear if efficacy from 
systematic review of literature, Small Delphi panel, unclear if literature was searched for resource use 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; QALYs =quality-adjusted life years 


* Directly applicable/Partially applicable/Not applicable; ** Minor limitation /Potentially serious limitations/Very serious limitations 
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Rodriguez MJ, Diaz S, Vera-Llonch M et al. (2007) Cost-effectiveness analysis of pregabalin versus gabapentin in the management of neuropathic pain due to 
diabetic polyneuropathy or post-herpetic neuralgia. Current Medical Research & Opinion 23: 2585-96. 


Study details Population & interventions Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA 


Study design: 
stochastic simulation 
model 


Perspective: Spanish 
NHS  


Time horizon: 
12 weeks 


Discounting: 
Costs=NA; 
Outcomes=NA 


Population: 


Patients with post-herpetic 
neuralgia or painful diabetic 
polyneuropathy. 


 


Intervention 1: 


Pregabalin 457 mg/day 


Intervention 2:  


Gabapentin 2400 mg/day 


Total costs (mean per 
patient): 


Intvn 1: €1049.42 (£894.01) 


Intvn 2: €950.82 (£810.01) 


Currency & cost year: 


(e.g. 2006 Spanish Euros 
(presented here as 2006 UK 
pounds‡) 


Cost components 
incorporated: 


Drug acquisition costs, 
outpatient visits, diagnostic 
tests, non-pharmacological 
treatments. 


Primary outcome measure: 


QALYs (mean per patient 
gained)  


Intvn 1: 0.1186 


Intvn 2: 0.1138 


Primary ICER (pregabalin compared with 
gabapentin): 


ICER: €20,535 (£17,494) per QALY gained 
(pa) 


Analysis of uncertainty:  


- Sensitive to changes to mean generic 
gabapentin dose, when 1200 mg/day ICER: 
€33,498 (£28537) per QALY gained. 


- 23% reduction in costs of medical visits or 
healthy utility values, or increase in cost of 
spinal cord stimulation, cause ICERs to fall or 
become cost saving. 


Data sources 


Health outcomes: Freyhagen et al 2005, Backonja et al 1998, Rowbotham et al 1998. Quality-of-life weights: HUI3. Cost sources: resource use of non-pharmacological 
resources by group of experts. Costs from Soikos Institute, Catalogue of Medicinal Product (2006) 


Comments 


Source of funding: Funded by Pfizer Espana; Limitations: Pregabalin and gabapentin: other comparators were not included, Spanish health care system, did not include 
costs and utilities from adverse events of treatment, 12 week time horizon: disease can last for longer, efficacy not based on a systematic review of data. 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
= incremental cost-effectiveness ratio; NA = not applicable; NR = not reported; pa = probabilistic analysis; QALYs =quality-adjusted life years;  


‡ Converted using 2006 purchasing power parities http://stats.oecd.org 


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 


 1 



http://stats.oecd.org/
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Tarride JE, Gordon A, Vera-Llonch M et al. (2006) Cost-effectiveness of pregabalin for the management of neuropathic pain associated with diabetic peripheral 
neuropathy and post-herpetic neuralgia: A Canadian perspective. Clinical Therapeutics.28: 1922-34. 


Study details Population & 
interventions 


Costs Health outcomes  Cost effectiveness  


Economic analysis: 
CUA/CEA 


Study design: Markov 
model 


Perspective: Ontario 
Ministry of Health, 
Canada 


Time horizon: 3 months 


Cycle length: 1 day 


Discounting: 
Costs=NA; 
Outcomes=NA 


Population: 


Patients with diabetic 
peripheral neuropathy 
or post-herpetic 
neuralgia  


Cohort settings: 


M = 53-57% 


Intervention 1: 


Gabapentin 2400 mg 
(900-3600 mg/day) 


Intervention 2:  


Pregabalin 372 mg 
(150-600 mg/day) 


 


Total costs (mean per 
patient): 


DPN: 


Intvn 1: $837.53 (£430.40) 


Intvn 2: $818.49 (£420.62) 


PHN: 


Intvn 1: $720.61 (£370.32) 


Intvn 2: $667.07 (£342.80) 


Currency & cost year: 


(e.g. 2004 Canadian dollars 
(presented here as 2004 UK 
pounds‡) 


Cost components 
incorporated: 


Drug acquisition costs, costs 
of diagnostic tests, costs of 
non-pharmacological 
treatments 


Primary outcome measure: 


QALYs (mean per patient)  


DPN: 


Intvn 1: 0.1150 


Intvn 2: 0.1197 


PHN: 


Intvn 1: 0.1125 


Intvn 2: 0.1211 


Other outcome measures 
(mean): 


No. of days with no or mild 
pain 


DPN: 


Intvn 1: 30 


Intvn 2: 36 


PHN: 


Intvn 1: 27 


Intvn 2: 36 


Primary ICER: 


DPN: pregabalin dominates 


PHN: pregabalin dominates 


Other: Cost per no. of days with no or mild pain 


DPN: pregabalin dominates 


PHN: pregabalin dominates 


Analysis of uncertainty: Result was sensitive to: 


DPN: 


- lower dose of gabapentin 1800 mg/day (daily cost 
for 1800 mg/day): ICER of pregabalin compared with 
gabapentin: $6,502 (£3,341) per QALY  


- lower dose of gabapentin 1800 mg/day (daily cost 
for 900 mg/day): ICER: $31,148 (£16,007) per QALY 


PHN: 


- lower dose of gabapentin 1800 mg/day (daily cost 
for 1800 mg/day): ICER: $575 (£295) per QALY  


- lower dose of gabapentin 1800 mg/day (daily cost 
for 900 mg/day): ICER: $20,101 (£10,330) per QALY 


Data sources 


Health outcomes: 3 RCTs: Freyhagen et al. (2005), Rowbotham et al. (2008), Backonja et al. (1998). Quality-of-life weights: EQ5D Canadian tariff based on patients, 
Gordon et al. (2011); Cost sources: resource used on internet based survey of 80 Canadian physicians in 2003, unit costs from Ontario Health Insurance plan schedule of 
benefits and fees. 


Comments 


Source of funding: Pfizer Canada, Inc; Limitations: Pregabalin and gabapentin only, not all relevant comparators included; Perspective of the Ontario Ministry of Health, 
Canada; Model does not clearly specify the structure: unclear how patients with adverse events are managed in this model; 12 week time horizon may be too short for this 
disease; No systematic review of evidence for baseline or efficacy outcomes; role of adverse events not clear in the model. ; No PSA conducted. 


Overall applicability*: Partially applicable. Overall quality**: Potentially serious limitations 


Abbreviations: CCA = cost-consequence analysis; CEA = cost-effectiveness analysis; CI = confidence interval; CUA = cost-utility analysis; d/a deterministic analysis; ICER 
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= incremental cost-effectiveness ratio; NR = not reported; pa = probabilistic analysis; QALYs =quality-adjusted life years  


‡ Converted using 2004 purchasing power parities http://stats.oecd.org  


* Directly applicable/Partially applicable/Not applicable; ** Minor limitations/Potentially serious limitations/Very serious limitations 
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Appendix G GRADE profiles and results for ‘all neuropathic pain’ 


 


Outcome Profile ID Follow-up 
(days) 


Number 
of RCTs 


Interventions 


Critical 


PGIC (at least 
moderate 
improvement) 


1a (pg2) 28 +/- 7 4 cannabis sativa extract, levetiracetam, 
pregabalin, tramadol 


1b (pg6) 56 +/- 7 9 capsaicin patch, duloxetine, gabapentin, 
pregabalin, valproate 


1c (see 
Appendix H) 


84 +/- 14 8 capsaicin patch, lacosamide, lamotrigine, 
pregabalin 


Sleep 
interference – 
normalised 10-
point scale


1
 


2a (pg11) 28 +/- 7 4 cannabis sativa extract, escitalopram, 
gabapentin, gabapentin+nortriptyline, 
nortriptyline 


2b (see 
Appendix H) 


56 +/- 7 2 gabapentin 


2c (pg15) 84 +/- 14 6 duloxetine, pregabalin, topiramate 


Withdrawal due to 
adverse effects 


3 (pg20) All time 
points 


92 23 (see page 20) 


Specific adverse 
effects 


3a-t All time 
points 


See Appendix J 


Important 


30% pain relief 4a (pg32) 28 +/- 7 6 cannabis sativa extract, capsaicin cream, 
levetiracetam, pregabalin, tramadol 


4b (pg37) 56 +/- 7 6 amitriptyline, capsaicin patch, gabapentin, 
pregabalin 


4c (pg41) 84 +/- 14 18 cannabis sativa extract, capsaicin patch, 
duloxetine, lacosamide, lamotrigine, 
pregabalin, topiramate 


50% pain relief 5a (pg45) 28 +/- 7 7 amitriptyline, cannabis sativa extract, 
levetiracetam, morphine, pregabalin, tramadol 


5b (see 
Appendix H) 


56 +/- 7 8 capsaicin patch, gabapentin, lamotrigine, 
nortriptyline, pregabalin 


5c (pg49) 84 +/- 14 16 capsaicin patch, duloxetine, pregabalin, 
topiramate 


Pain relief – 
normalised 10-
point scale 


6a (pg55) 28 +/- 7 30 21 (see page 55) 


6b (pg67) 56 +/- 7 21 13 (see page 67) 


6c (pg75) 84 +/- 14 15 10 (see page 75) 


1
 this is the only synthesis possible for the outcome ‘patient reported improvement in daily physical and 


emotional functioning including sleep’ 


 (it was not possible to synthesise any results for the outcome ‘use of rescue medication’) 
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CRITICAL OUTCOMES (profiles 1 to 3) 


 
Summary GRADE profile 1a: Network meta-analysis for PGIC (at least 
moderate improvement) – 28 +/-7 days 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectne
ss 


Imprecisio
n 


Qualit
y 


Importanc
e 


PGIC – at 
least 
moderate 
improveme
nt (28 +/-7 
days) 


4 
RCTs


a
 


n=412 


very 
serious


1
 


not 
applicable


2
 


not serious
3
 


very 
serious


4
 


Very 
low 


 


 


Critical 


1
 treatment groups were not comparable at baseline in one study and it was unclear if groups were 


comparable in the others, particularly regarding concomitant drug use; during the study, there were 
differences in concomitant drug use between groups in one study and it was not clear if use was 
different between groups in the other studies; concomitant drugs permitted varies across the studies in 
the network; inadequate length of follow-up (no more than 5 weeks for included studies) 
2
 only 1 trial for each arm so no possibility of inconsistency between studies for a pairwise comparison; 


also, no loops in networks so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 all ‘links’ in network include only 1 trial; no head-to-head trials; wide confidence intervals for effect 


estimates of most compared to placebo and for overall rankings within the network (all interventions 
ranked from 1 to 5) 
a 


cannabis sativa extract (n=66): Rog et al. (2005); concomitant drugs permitted 


levetiracetam (n=72): Finnerup et al. (2009); concomitant drugs permitted 


pregabalin (n=252): Lesser et al. (2004); only SSRIs permitted 


tramadol (n=22): Norrbrink (2009); concomitant drugs permitted 


 [all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 1 PGIC (at least moderate improvement) - 4 weeks - evidence 
network 
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Table 1 PGIC (at least moderate improvement) - 4 weeks - trials included 
in analysis 


 Placebo 
Cannabis 
Sativa Extract 


Levetiracetam Pregabalin 


Cannabis 
Sativa Extract 


1 RCT
4
 


total n=66 
   


Levetiracetam 
1 RCT


1
 


total n=72 
-   


Pregabalin 
1 RCT


2
 


total n=252 
- -  


Tramadol 
1 RCT


3
 


total n=22 
- - - 


(1) Finnerup et al. (2009); (2) Lesser et al. (2004); (3) Norrbrink & Lundeberg (2009); (4) Rog et al. 
(2005) 


 


Table 2 PGIC (at least moderate improvement) - 4 weeks - relative 
effectiveness of all pairwise combinations 


 Placebo 
Cannabis 
Sativa Extract 


Levetiracetam Pregabalin Tramadol 


Placebo  
2.52 
(0.69, 9.20) 


1.00 
(0.06, 16.63) 


5.20 
(2.94, 9.19) 


11.12 
(0.52, 236.75) 


Cannabis 
Sativa Extract 


2.67 
(0.74, 11.46) 


 - - - 


Levetiracetam 
1.00 
(0.02, 39.93) 


0.37 
(0.01, 18.24) 


 - - 


Pregabalin 
5.28 
(3.01, 9.52) 


1.98 
(0.42, 8.07) 


5.29 
(0.13, 223.70) 


 - 


Tramadol 
23.18 
(1.31, 
10440.00) 


8.85 
(0.34, 
4351.00) 


26.69 
(0.22, 
23600.00) 


4.40 
(0.23, 
1986.00) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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0.015625 0.125 1 8 64 512 4096


Cannabis Sativa Extract


Levetiracetam


Pregabalin


Tramadol


Odds Ratio -v- Placebo


 MTC


 Direct pairwise
 


Figure 2 PGIC (at least moderate improvement) - 4 weeks - relative effect 
of all options compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 3 PGIC (at least moderate improvement) - 4 weeks - rankings for 
each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.000 4 (3, 5) 


Cannabis Sativa Extract 0.041 3 (1, 5) 


Levetiracetam 0.063 4 (1, 5) 


Pregabalin 0.139 2 (1, 4) 


Tramadol 0.757 1 (1, 4) 
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Figure 3 PGIC (at least moderate improvement) - 4 weeks - rank 
probability histograms 


 
Table 4 PGIC (at least moderate improvement) - 4 weeks - model fit 
statistics 


Residual deviance Dbar Dhat pD DIC 


11.76 


(compared to 9 data-points) 
41.127 33.515 7.612 48.739 


 
Table 5 PGIC (at least moderate improvement) - 4 weeks - notes 


 Fixed-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 10000 burn-ins and 50000 iterations. 


 Model convergence: autocorrelation for tramadol was relatively poor 


because of small study size and zero events in the placebo arm. 
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Summary GRADE profile 1b: Network meta-analysis for PGIC (at least 
moderate improvement) (56 +/-7 days) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectne
ss 


Imprecisio
n 


Qualit
y 


Importanc
e 


PGIC – at 
least 
moderate 
improveme
nt (56 +/-7 
days) 


9 
RCTs


a
 


n=2652 


serious
1
 not serious


2
 not serious


3
 


very 
serious


4
 


Very 
low    


 


 


Critical 


1
 concomitant drug use between arms within each study appears to be similar but concomitant drugs 


permitted varies across the studies in the network 
2
 I


2
 was 17% for gabapentin vs placebo which may indicate that any inconsistency might not be 


important (heterogeneity not possible for comparisons with only one trial); no loops in networks so no 
possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 there are no head-to-head trials; most links in the network contain only one trial; wide confidence 


intervals for effect estimates compared to placebo for 3 of 5 interventions, but particularly for duloxetine 
and valproate which are likely due to very small study sizes causing uncertainty of the ranking within the 
network 
a
 Capsaicin Patch (n=1543): Irving et al. (2011); Irving et al. (2012); concomitant drugs permitted if 


stable 


Duloxetine (n=48): Vranken et al. (2011); concomitant drugs permitted if stable except antidepressants 


Gabapentin (n=778): Backonja et al. (1998), Rice & Maton (2001), Rowbotham et al. (1998), Simpson 
(2001); concomitant drugs not permitted in 1, but permitted in 3 (but anticonvulsants excluded in 1 and 
SSRIs excluded in another) 


Pregabalin (n=238): Sabatowski et al. (2004); concomitant drugs permitted if stable 


Valproate (n=45): Kochar et al. (2005); no concomitant drugs permitted 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 4 PGIC (at least moderate improvement) - 8 weeks - evidence 
network 
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Table 6 PGIC (at least moderate improvement) - 8 weeks - trials included 
in analysis 


 Placebo 
Capsaicin 
Patch 


Duloxetine Gabapentin Pregabalin 


Capsaicin Patch 
2 RCTs


2,3
 


total n=1543 
    


Duloxetine 
1 RCT


9
 


total n=48 
-    


Gabapentin 
4 RCTs


1,5,6,8
 


total n=778 
- -   


Pregabalin 
1 RCT


7
 


total n=238 
- - -  


Valproate 
1 RCT


4
 


total n=45 
- - - - 


(1) Backonja et al. (1998); (2) Irving et al. (2011); (3) Irving et al. (2012); (4) Kochar et al. (2005); (5) 
Rice & Maton (2001); (6) Rowbotham et al. (1998); (7) Sabatowski et al. (2004); (8) Simpson (2001); (9) 
Vranken et al. (2011) 
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Table 7 PGIC (at least moderate improvement) - 8 weeks - relative 
effectiveness of all pairwise combinations 


 Placebo 
Capsaicin 
Patch 


Duloxetine Gabapentin Pregabalin Valproate 


Placebo  
1.69 
(1.35, 2.12) 


13.82 
(0.72, 
265.52) 


3.14 
(2.16, 4.56) 


3.34 
(1.63, 6.83) 


8.23 
(1.89, 35.83) 


Capsaicin Patch 
1.68 
(1.06, 2.64) 


 - - - - 


Duloxetine 
27.40 
(1.70, 
26580.00) 


16.44 
(0.98, 
16200.00) 


 - - - 


Gabapentin 
3.20 
(2.09, 4.96) 


1.91 
(1.03, 3.57) 


0.12 
(0.00, 1.94) 


 - - 


Pregabalin 
3.41 
(1.49, 8.38) 


2.04 
(0.79, 5.52) 


0.12 
(0.00, 2.36) 


1.07 
(0.42, 2.90) 


 - 


Valproate 
9.30 
(2.03, 54.25) 


5.57 
(1.14, 34.07) 


0.33 
(0.00, 9.03) 


2.91 
(0.59, 17.83) 


2.75 
(0.47, 19.32) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 5 PGIC (at least moderate improvement) - 8 weeks - relative effect 
of all options compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 8 PGIC (at least moderate improvement) - 8 weeks - rankings for 
each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.000 6 (5, 6) 


Capsaicin Patch 0.000 5 (4, 5) 


Duloxetine 0.710 1 (1, 4) 


Gabapentin 0.005 3 (2, 4) 


Pregabalin 0.017 3 (2, 5) 


Valproate 0.268 2 (1, 4) 
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Figure 6 PGIC (at least moderate improvement) - 8 weeks - rank 
probability histograms 


 


Table 9 PGIC (at least moderate improvement) - 8 weeks - model fit 
statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


19.04 
(compared to 20 data-points) 109.428 93.604 15.824 125.251 0.000 (95%CrI: 0.000, 0.441) 


 
Table 10 PGIC (at least moderate improvement) - 8 weeks - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 30000 burn-ins and 50000 iterations. 


 Model convergence: autocorrelation relatively poor for duloxetine and 
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valproate because of small numbers of events in placebo arm. 


 


 


Summary GRADE profile 1c: Network meta-analysis for PGIC (at least 
moderate improvement) (84 +/- 14 days) 


 


Please see Appendix H (peripheral pain) for this outcome (only studies with 


peripheral pain reported this outcome at this time point). 


 


Summary GRADE profile 2a: Network meta-analysis for sleep 
interference on normalised 10-point scale (28 +/- 7d) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Sleep 
interferenc
e on 
normalise
d 10-point 
scale 
(follow up 
28 days) 


4 RCTs
 


a
 


n=489 


very 
serious


1
 


not serious
2
 not serious


3
 serious


4
 Low 


 


 


Critical 


1
 more than half of studies are crossover studies; treatment groups were not comparable at baseline in 


one study and it was unclear if groups were comparable in the others, particularly regarding concomitant 
drug use; during the study, there were differences in concomitant drug use between groups in one study 
(though the significance is unknown) and it was not clear if use was significantly different between 
groups in the other studies; concomitant drugs permitted varies across the studies in the network; 
inadequate length of follow-up (no more than 5 weeks for included studies) 
2
 only 1 trial for each arm so no possibility of inconsistency between studies for a pairwise comparison; 


the network is not susceptible to inconsistency because the only loop is from a multi-armed trial 
3
 all aspects of PICO conform to review protocol 


4 
all ‘links’ in network include only 1 trial, wide confidence intervals around rankings in the network 


a
 Placebo-controlled comparisons: 


Cannabis sativa extract (n=65): Rog et al. (2005); concomitant amitriptyline or tricyclic anti-depressants 
permitted if in stable doses 


Escitalopram (n=82): Otto et al. (2008); no concomitant drugs permitted 


Gabapentin (n=196): Gordh et al. (2008); no concomitant drugs permitted 


Head-to-head comparisons: 


Gabapentin vs gabapentin+nortriptyline (n=96): Gilron et al. (2012); concomitant opioids permitted in 
stable doses but tricyclics, gabapentin, pregabalin excluded 


Nortriptyline vs gabapentin+nortriptyline (n=100): Gilron et al. (2012); concomitant opioids permitted in 
stable doses but tricyclics, gabapentin, pregabalin excluded 


Nortriptyline vs gabapentin (n=96): Gilron et al. (2012); concomitant opioids permitted in stable doses 
but tricyclics, gabapentin, pregabalin excluded 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 7 sleep interference - 4 weeks - evidence network 


 


Table 11 sleep interference - 4 weeks - trials included in analysis 


 Placebo 
Cannabis 
Sativa 
Extract 


Escitalopram Gabapentin 
Gabapentin 
+Nortriptyline 


Cannabis 
Sativa Extract 


1 RCT
4
 


total n=65 
    


Escitalopram 
1 RCT


3
 


total n=82 
-    


Gabapentin 
1 RCT


2
 


total n=98 
- -   


Gabapentin 
+Nortriptyline 


- - - 
1 RCT


1
 


total n=96 
 


Nortriptyline - - - 
1 RCT


1
 


total n=96 
1 RCT


1
 


total n=100 


(1) Gilron et al. (2012); (2) Gordh et al. (2008); (3) Otto et al. (2008); (4) Rog et al. (2005) 


 







DRAFT FOR CONSULTATION 


 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix 
G (June 2013)  12 of 78 


 


Table 12 sleep interference - 4 weeks - relative effectiveness of all 
pairwise combinations 


 Placebo 
Cannabis 
Sativa 
Extract 


Escitalopram Gabapentin 
Gabapentin 
+Nortriptyline 


Nortriptyline 


Placebo  
-1.74 
(-2.40, -1.08) 


-1.00 
(-1.57, -0.43) 


-0.39 
(-0.95, 0.17) 


- - 


Cannabis 
Sativa Extract 


-1.74 
(-2.40, -1.08) 


 - - - - 


Escitalopram 
-1.00 
(-1.57, -0.43) 


0.74 
(-0.13, 1.61) 


 - - - 


Gabapentin 
-0.39 
(-0.96, 0.17) 


1.35 
(0.47, 2.22) 


0.61 
(-0.19, 1.41) 


 
-1.20 
(-1.83, -0.57) 


0.10 
(-0.53, 0.73) 


Gabapentin 
+Nortriptyline 


-1.60 
(-2.44, -0.75) 


0.14 
(-0.92, 1.22) 


-0.60 
(-1.61, 0.42) 


-1.20 
(-1.83, -0.57) 


 
1.30 
(0.69, 1.91) 


Nortriptyline 
-0.30 
(-1.13, 0.55) 


1.44 
(0.38, 2.52) 


0.71 
(-0.31, 1.72) 


0.10 
(-0.53, 0.73) 


1.30 
(0.69, 1.91) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 


 


-3 -2.5 -2 -1.5 -1 -0.5 0 0.5 1


Cannabis Sativa Extract


Escitalopram


Gabapentin


Gabapentin+Nortriptyline


Nortriptyline


Mean Difference -v- Placebo


 MTC


 Direct pairwise
 


Figure 8 sleep interference - 4 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 13 sleep interference - 4 weeks - rankings for each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.000 6 (4, 6) 


Cannabis Sativa Extract 0.593 1 (1, 3) 


Escitalopram 0.016 3 (2, 5) 


Gabapentin 0.000 4 (3, 6) 


Gabapentin+Nortriptyline 0.391 2 (1, 3) 


Nortriptyline 0.000 5 (3, 6) 


 


0.0


0.2


0.4


0.6


0.8


1 2 3 4 5 6


Placebo


0.0


0.2


0.4


0.6


0.8


1 2 3 4 5 6


Cannabis Sativa 
Extract


0.0


0.2


0.4


0.6


0.8


1 2 3 4 5 6


Escitalopram


0.0


0.2


0.4


0.6


0.8


1 2 3 4 5 6


Gabapentin


0.0


0.2


0.4


0.6


0.8


1 2 3 4 5 6


Gabapentin+Nortript
yline


0.0


0.2


0.4


0.6


0.8


1 2 3 4 5 6


Nortriptyline


 


 


Figure 9 sleep interference - 4 weeks - rank probability histograms 


 
Table 14 sleep interference - 4 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC 


8.996 


(compared to 9 data-points) 
-1.941 -10.937 8.995 7.054 


 
Table 15 sleep interference - 4 weeks - notes 


 Fixed-effects model was used. 


 10000 burn-ins and 50000 iterations. 
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Summary GRADE profile 2b: Meta-analysis for sleep interference on 
normalised 10-point scale (56 +/- 7d) 


 


Please see Appendix H (peripheral pain) for this outcome (only studies with 


peripheral pain reported this outcome at this time point). 


Summary GRADE profile 2c: Network meta-analysis for sleep 
interference on normalised 10-point scale (84 +/- 14d) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Sleep 
interferenc
e on 
normalise
d 10-point 
scale 
(follow up 
84 days) 


6 RCTs
 


a
 


n=1650 


very 
serious


1
 


not serious
2
 not serious


3
 serious


4
 Low 


 


 


Critical 


1
 one study used inadequate allocation concealment and 2 were unclear about allocation concealment; 


treatment groups were not comparable at baseline in one study and it was unclear if groups were 
comparable in 3 of the others, particularly regarding concomitant drug use; during the study, there were 
differences in rescue medication usage in one study and it was not clear if there were differences 
between groups for concomitant and rescue medication usages in 3 other studies; concomitant drugs 
permitted varies across the studies in the network  
2
 I


2
 was 0% for placebo vs pregabalin which may indicate that any inconsistency might not be important 


(heterogeneity not possible for comparisons with only one trial); no loops in networks so no possibility of 
inconsistency between direct and indirect estimates  
3
 all aspects of PICO conform to review protocol 


4 
 there are no head-to-head trials; most ‘links’ in network include only 1 trial; confidence intervals for 


effect estimates against placebo appear small enough but confidence intervals around rankings are 
wide (all 3 interventions could be ranked from 1 to 3) 
a
 Duloxetine (n=1198): Gao et al. (2010), Raskin et al. (2005), Wernicke et al. (2006), Yasuda et al. 


(2011); most did not permit concomitant pain medications but one was unclear 


Pregabalin (n=135): Siddall et al. (2006); concomitant medications were permitted in stable doses but 
gabapentin was excluded 


Topiramate (n=317): Raskin et al. (2004); only SSRIs permitted 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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1 Placebo


2 Duloxetine


3 Pregabalin


4 Topiramate
12


3


4
 


Figure 10 sleep interference - 12 weeks - evidence network 
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Table 16 sleep interference - 12 weeks - trials included in analysis 


 Placebo Duloxetine Pregabalin 


Duloxetine 
4 RCTs


1,3,5,6
 


total n=1198 
  


Pregabalin 
1 RCT


4
 


total n=135 
-  


Topiramate 
1 RCT


2
 


total n=317 
- - 


(1) Gao et al. (2010); (2) Raskin et al. (2004); (3) Raskin et al. (2005); (4) Siddall et al. (2006); (5) 
Wernicke et al. (2006); (6) Yasuda et al. (2011) 


 
Table 17 sleep interference - 12 weeks - relative effectiveness of all 
pairwise combinations 


 Placebo Duloxetine Pregabalin Topiramate 


Placebo  
-0.62 
(-0.94, -0.31) 


-1.16 
(-2.05, -0.27) 


-1.00 
(-1.64, -0.36) 


Duloxetine 
-0.62 
(-1.03, -0.20) 


 - - 


Pregabalin 
-1.15 
(-2.21, -0.09) 


-0.52 
(-1.67, 0.61) 


 - 


Topiramate 
-1.00 
(-1.87, -0.14) 


-0.38 
(-1.35, 0.56) 


0.15 
(-1.22, 1.50) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 


 


-3 -2.5 -2 -1.5 -1 -0.5 0


Duloxetine


Pregabalin


Topiramate


Mean Difference -v- Placebo


 MTC


 Direct pairwise
 


Figure 11 sleep interference - 12 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 18 sleep interference - 12 weeks - rankings for each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.000 4 (3, 4) 


Duloxetine 0.043 3 (1, 3) 


Pregabalin 0.568 1 (1, 3) 


Topiramate 0.389 2 (1, 3) 


 


0.0


0.2


0.4


0.6


0.8


1.0


1 2 3 4


Placebo


0.0


0.2


0.4


0.6


0.8


1.0


1 2 3 4


Duloxetine


0.0


0.2


0.4


0.6


0.8


1.0


1 2 3 4


Pregabalin


0.0


0.2


0.4


0.6


0.8


1.0


1 2 3 4


Topiramate


 


Figure 12 sleep interference - 12 weeks - rank probability histograms 


 
Table 19 sleep interference - 12 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


12.88 
(compared to 15 data-points) 0.213 -10.539 10.752 10.966 0.000 (95%CrI: 0.000, 0.530) 


 
Table 20 sleep interference - 12 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 


 







DRAFT FOR CONSULTATION 


 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix 
G (June 2013)  18 of 78 


 


Summary GRADE profile 3: Network meta-analysis for withdrawal due to 
adverse effects at any time point 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Withdraw
al due to 
adverse 
effects at 
any time 


92 
RCTs


a
 


n=1814
0 


very 
serious


2
 


not serious
3
 not serious


4
 serious


5
 


Very 
low 


 


 


Critical 


1
 in 66% of studies, groups were either not comparable or it was unclear if they were comparable at 


baseline; concomitant drugs permitted varies across the studies in the network; one study was single-
blind 
2
 it was not possible to assess heterogeneity for pairwise comparisons; there appears to be consistency 


between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 only a very small proportion of links in the network are connected with head-to-head trials; confidence 


intervals around the hazard ratios were wide for the majority of interventions and were wide for the 
overall rankings within the network 
a
 placebo-controlled comparisons: 


amitriptyline (n=449): Cardenas et al. (2002), Graff-Radford et al. (2000), Kautio et al. (2008), Max et al. 
(1988), Rintala et al. (2007), Robinson et al. (2004), Vrethem et al. (1997); concomitant drugs permitted 
in 3 but it was unclear if they were permitted in the others 


cannabis sativa extract (n=191): Nurmikko et al. (2007), Rog et al. (2005); concomitant drugs permitted 


capsaicin cream (n=547): Donofrio & Capsaicin study (1992), Paice et al. (2000), Scheffler et al. (1991), 
Tandan et al. (1992), Watson & Evans (1992), Watson et al. (1993); concomitant drugs permitted but 
topical medications excluded in most 


capsaicin patch (n=2738): Backonja et al. (2008), Clifford et al. (2012), Irving et al. (2011), Irving et al. 
(2012), Webster et al. (2010); concomitant drugs permitted but topical medications excluded in most 


duloxetine (n=1692): Gao et al. (2010), Goldstein et al. (2005), Raskin et al. (2005), Wernicke et al. 
(2006), Yasuda et al. (2011); concomitant drugs not permitted in most except one study that was 
unclear 


escitalopram (n=96):  Otto et al. (2008); concomitant drugs not permitted 


gabapentin (n=1176): Backonja et al. (1998), Gordh et al. (2008), Hahn et al. (2004), Nikolajsen et al. 
(2006), Rice & Maton (2001), Rintala et al. (2007), Rowbotham et al. (1998), Simpson (2001); 
concomitant drugs not permitted in three, permitted in five (oxycodone was used as a rescue medication 
in one which is in the scope of the guideline for the use in NP so considered a concomitant medication) 


imipramine (n=80): Sindrup et al. (2003); unclear if concomitant drugs permitted 


lacosamide (n=1314): Rauck et al. (2007), Shaibani et al. (2009), Wymer et al. (2009), Ziegler et al. 
(2010); concomitant drugs were permitted in all but one (but anti-convulsants excluded in these) 


lamotrigine (n=1463): Breuer et al. (2007), Eisenberg et al. (2001), Finnerup et al. (2002), Luria et al. 
(2000), McCleane (1999), Rao et al. (2008), Simpson et al. (2000), Simpson et al. (2003), Vestergaard 
et al. (2001), Vinik et al. (2007), Vinik et al. (2007); five studies permitted concomitant drugs, four did not 
and the rest were unclear 


levetiracetam (n=226): Falah et al. (2012), Finnerup et al. (2009), Holbech et al. (2011), Rossi et al. 
(2009); concomitant drugs not permitted in 3 studies but were permitted (apart from anti-depressants) in 
the other 


lidocaine (n=56): Cheville et al. (2009); concomitant drugs not permitted 


morphine (n=110): Khoromi et al. (2007); opioids, SSRIs, and tricylic anti-depressants not permitted but 
it appears some other medication for sciatica was permitted 


nortriptyline (n=110): Khoromi et al. (2007); (as above) 


nortriptyline+morphine (n=110): Khoromi et al. (2007); (as above) 


oxcarbamazepine (n=493): Beydoun et al. (2006), Dogra et al. (2005); SSRIs only 


oxycodone (n=159): Gimbel et al. (2003); unclear if concomitant drugs permitted 
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pregabalin (n=4236): Arezzo et al. (2008), Dworkin et al. (2003), Freynhagen et al. (2005), Guan et al. 
(2011), Kim et al. (2011), Lesser et al. (2004), Moon et al. (2010), Richter et al. (2005), Rosenstock et 
al. (2004), Sabatowski et al. (2004), Satoh et al. (2011), Siddall et al. (2006), Simpson et al. (2010); 
Stacey et al. (2008), Tolle et al. (2008), van Seventer et al. (2006), Vranken et al. (2008); some 
concomitant drugs were permitted in all but one study which was unclear (however, SSRIs were the only 
drugs permitted in 7) 


topiramate (n=1674): Khoromi et al. (2005), Raskin et al. (2004), Thienel et al. (2004); two studies 
permitted concomitant drugs but only SSRIs in one and anti-convulsants were excluded in the other (the 
other study did not permit concomitant drugs) 


tramadol (n=292): Arbaiza & Vidal (2007), Harati et al. (1998), Norrbrink & Lundeberg (2009), Sindrup et 
al. (1999); concomitant drugs were permitted in 2, not permitted in one and unclear in the other 


valproate (n=145): Kochar et al. (2002), Kochar et al. (2004), Kochar et al. (2005); concomitant drugs 
not permitted in one, permitted in one and it was unclear if they were permitted in the other 


venlafaxine (n=415): Rowbotham et al. (2004), Sindrup et al. (2003), Tasmuth et al. (2002), Yucel et al. 
(2005); concomitant drugs were not permitted in most but opioids were permitted in one 


Head-to-head comparisons: 


amitriptyline vs gabapentin (n=126): Morello et al. (1999), Rintala et al. (2007); concomitant drugs not 
permitted in both but oxycodone was used as a rescue medication in one (this is in the scope of the 
guideline for the use in NP so considered a concomitant medication) 


amitriptyline vs nortriptyline (n=66): Watson et al. (1998); unclear if concomitant drugs permitted 


amitriptyline vs pregabalin (n=102): Bansal et al. (2009); concomitant drugs not permitted 


gabapentin vs gabapentin+oxycodone (n=338): Hanna et al. (2008); concomitant drugs permitted 


imipramine vs venlafaxine (n=80): Sindrup et al. (2003); unclear if concomitant drugs permitted 


nortriptyline+morphine vs nortriptyline, morphine vs nortriptyline+morphine vs nortriptyline, nortriptyline 
vs morphine (n=110): Khoromi et al. (2007); opioids, SSRIs, and tricylic anti-depressants not permitted 
but it appears some other medication for sciatica was permitted 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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1 Placebo
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Figure 13 withdrawal due to adverse effects - evidence network 
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Table 21 withdrawal due to adverse effects - trials included in analysis 
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V
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n
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x
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Amitriptyline 
7 RCTs


8,23,31,40,55,56,83
 


total n=449 
                      


Cannabis 
Sativa Extract 


2 RCTs
46,57


 
total n=191 


-                      


Capsaicin 
Patch 


5 RCTs
4,10,29,30,87


 
total n=2738 


- -                     


Duloxetine 
5 RCTs


19,21,51,88,90
 


total n=1692 
- - -                    


Escitalopram 
1 RCT


47
 


total n=96 
- - - -                   


Gabapentin 
8 RCTs


3,22,25,44,53,55,60,67
 


total n=1176 


2 
RCTs


43,55
 


total 
n=126 


- - - -                  


Gabapentin 
+Oxycodone 


- - - - - - 


1 
RCT


26
 


total 
n=338 


                


Imipramine 
1 RCT


72
 


total n=80 
- - - - - - -                


Lacosamide 
4 RCTs


52,65,89,92
 


total n=1314 
- - - - - - - -               


Lamotrigine 
11 RCTs


7,14,16,39,41,49,68,69,79,80,81
 


total n=1463 
- - - - - - - - -              


Levetiracetam 
4 RCTs


15,17,28,59
 


total n=226 
- - - - - - - - - -             







DRAFT FOR CONSULTATION 


 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix G (June 2013)  22 of 78 


 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


C
a
n


n
a


b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


C
a
p


s
a
ic


in
 P


a
tc


h
 


D
u
lo


x
e


ti
n
e
 


E
s
c
it
a


lo
p


ra
m


 


G
a


b
a


p
e


n
ti
n
 


G
a


b
a


p
e


n
ti
n
 


+
O


x
y
c
o


d
o


n
e
 


Im
ip


ra
m


in
e
 


L
a


c
o
s
a
m


id
e
 


L
a


m
o
tr


ig
in


e
 


L
e


v
e
ti
ra


c
e


ta
m


 


L
id


o
c
a


in
e


 


(T
o


p
ic


a
l)
 


M
o


rp
h
in


e
 


N
o
rt


ri
p


ty
lin


e
 


N
o
rt


ri
p


ty
lin


e
 


+
M


o
rp


h
in


e
 


O
x
c
a


rb
a


z
e
p


in
e
 


O
x
y
c
o
d


o
n
e
 


P
re


g
a


b
a
lin


 


V
a


lp
ro


a
te


 


T
o


p
ir


a
m


a
te


 


T
ra


m
a
d


o
l 


V
e


n
la


fa
x
in


e
 


Lidocaine 
(Topical) 


1 RCT
9
 


total n=56 
- - - - - - - - - - -            


Morphine 
1 RCT


33
 


total n=110 
- - - - - - - - - - - -           


Nortriptyline 
1 RCT


33
 


total n=110 


1 RCT
86


 
total 
n=66 


- - - - - - - - - - - 


1 
RCT


33
 


total 
n=110 


         


Nortriptyline 
+Morphine 


1 RCT
33


 
total n=110 


- - - - - - - - - - - - 


1 
RCT


33
 


total 
n=110 


1 
RCT


33
 


total 
n=110 


        


Oxcarbazepine 
2 RCTs


6,11
 


total n=493 
- - - - - - - - - - - - - - -        


Oxycodone 
1 RCT


20
 


total n=159 
- - - - - - - - - - - - - - - -       


Pregabalin 
17 
RCTs


2,13,18,24,34,38,42,54,58,62,63,66,70,73,77,78,82
 


total n=4236 


1 RCT
5
 


total 
n=102 


- - - - - - - - - - - - - - - -      


Valproate 
3 RCTs


35,36,37
 


total n=145 
- - - - - - - - - - - - - - - - - -     


Topiramate 
3 RCTs


32,50,76
 


total n=1674 
- - - - - - - - - - - - - - - - - - -    


Tramadol 
4 RCTs


1,27,45,71
 


total n=292 
- - - - - - - - - - - - - - - - - - - -   


Venlafaxine 
4 RCTs


61,72,75,91
 


total n=415 
- - - - - - - 


1 
RCT


72
 


total 


- - - - - - - - - - - - -  
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n=80 


Capsaicin 
Cream 


6 RCTs
12,48,64,74,84,85


 
total n=547 


- - - - - - - - - - - - - - - - - - - - - - 


(1) Arbaiza & Vidal (2007); (2) Arezzo et al. (2008); (3) Backonja et al. (1998); (4) Backonja et al. (2008); (5) Bansal et al. (2009); (6) Beydoun et al. (2006); (7) Breuer et al. 
(2007); (8) Cardenas et al. (2002); (9) Cheville et al. (2009); (10) Clifford et al. (2012); (11) Dogra et al. (2005); (12) Donofrio & Capsaicin study (1992); (13) Dworkin et al. 
(2003); (14) Eisenberg et al. (2001); (15) Falah et al. (2012); (16) Finnerup et al. (2002); (17) Finnerup et al. (2009); (18) Freynhagen et al. (2005); (19) Gao et al. (2010); (20) 
Gimbel et al. (2003); (21) Goldstein et al. (2005); (22) Gordh et al. (2008); (23) Graff-Radford et al. (2000); (24) Guan et al. (2011); (25) Hahn et al. (2004); (26) Hanna et al. 
(2008); (27) Harati et al. (1998); (28) Holbech et al. (2011); (29) Irving et al. (2011); (30) Irving et al. (2012); (31) Kautio et al. (2008); (32) Khoromi et al. (2005); (33) Khoromi et 
al. (2007); (34) Kim et al. (2011); (35) Kochar et al. (2002); (36) Kochar et al. (2004); (37) Kochar et al. (2005); (38) Lesser et al. (2004); (39) Luria et al. (2000); (40) Max et al. 
(1988); (41) McCleane (1999); (42) Moon et al. (2010); (43) Morello et al. (1999); (44) Nikolajsen et al. (2006); (45) Norrbrink & Lundeberg (2009); (46) Nurmikko et al. (2007); 
(47) Otto et al. (2008); (48) Paice et al. (2000); (49) Rao et al. (2008); (50) Raskin et al. (2004); (51) Raskin et al. (2005); (52) Rauck et al. (2007); (53) Rice & Maton (2001); 
(54) Richter et al. (2005); (55) Rintala et al. (2007); (56) Robinson et al. (2004); (57) Rog et al. (2005); (58) Rosenstock et al. (2004); (59) Rossi et al. (2009); (60) Rowbotham 
et al. (1998); (61) Rowbotham et al. (2004); (62) Sabatowski et al. (2004); (63) Satoh et al. (2011); (64) Scheffler et al. (1991); (65) Shaibani et al. (2009); (66) Siddall et al. 
(2006); (67) Simpson (2001); (68) Simpson et al. (2000); (69) Simpson et al. (2003); (70) Simpson et al. (2010); (71) Sindrup et al. (1999); (72) Sindrup et al. (2003); (73) 
Stacey et al. (2008); (74) Tandan et al. (1992); (75) Tasmuth et al. (2002); (76) Thienel et al. (2004); (77) Tolle et al. (2008); (78) van Seventer et al. (2006); (79) Vestergaard 
et al. (2001); (80) Vinik et al. (2007); (81) Vinik et al. (2007); (82) Vranken et al. (2008); (83) Vrethem et al. (1997); (84) Watson & Evans (1992); (85) Watson et al. (1993); (86) 
Watson et al. (1998); (87) Webster et al. (2010); (88) Wernicke et al. (2006); (89) Wymer et al. (2009); (90) Yasuda et al. (2011); (91) Yucel et al. (2005); (92) Ziegler et al. 
(2010) 
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Table 22 withdrawal due to adverse effects - relative effectiveness of all pairwise combinations 
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C
a
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s
a
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C
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a
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Placebo  N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Amitriptyline 
2.65 
(1.35, 
5.27) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Cannabis 
Sativa 
Extract 


5.82 
(1.21, 
38.14) 


2.20 
(0.39, 
16.14) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Capsaicin 
Patch 


1.08 
(0.38, 
3.06) 


0.41 
(0.12, 
1.39) 


0.18 
(0.02, 
1.23) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Duloxetine 
2.70 
(1.50, 
4.99) 


1.02 
(0.41, 
2.55) 


0.47 
(0.06, 
2.51) 


2.51 
(0.74, 
8.30) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Escitalopra
m 


7.41 
(0.70, 
237.90
) 


2.79 
(0.24, 
96.52) 


1.28 
(0.07, 
54.24
) 


6.91 
(0.53, 
252.80
) 


2.75 
(0.24, 
92.46) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Gabapentin 
1.86 
(1.04, 
3.35) 


0.70 
(0.31, 
1.59) 


0.32 
(0.04, 
1.73) 


1.72 
(0.51, 
5.66) 


0.69 
(0.29, 
1.59) 


0.25 
(0.01, 
2.82) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Gabapentin 
+Oxycodon
e 


6.03 
(1.41, 
26.99) 


2.26 
(0.48, 
11.11) 


1.02 
(0.10, 
9.15) 


5.58 
(0.93, 
33.89) 


2.22 
(0.46, 
11.24) 


0.79 
(0.02, 
12.93
) 


3.23 
(0.86, 
12.56) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Imipramine 0.36 
(0.01, 


0.13 
(0.00, 


0.06 
(0.00, 


0.32 
(0.01, 


0.13 
(0.00, 


0.04 
(0.00, 


0.19 
(0.01, 


0.06 
(0.00, 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 
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3.83) 1.60) 1.06) 4.58) 1.49) 1.32) 2.22) 0.95) 


Lacosamide 
2.47 
(1.30, 
4.77) 


0.93 
(0.36, 
2.39) 


0.42 
(0.06, 
2.31) 


2.29 
(0.67, 
7.95) 


0.91 
(0.37, 
2.24) 


0.33 
(0.01, 
3.90) 


1.33 
(0.56, 
3.20) 


0.41 
(0.08, 
2.03) 


6.98 
(0.61, 
264.00) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Lamotrigine 
1.95 
(1.12, 
3.51) 


0.74 
(0.30, 
1.79) 


0.33 
(0.05, 
1.81) 


1.81 
(0.56, 
5.94) 


0.72 
(0.31, 
1.66) 


0.26 
(0.01, 
2.98) 


1.05 
(0.46, 
2.41) 


0.33 
(0.07, 
1.57) 


5.54 
(0.48, 
210.20) 


0.79 
(0.34, 
1.90) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Levetiraceta
m 


4.79 
(1.46, 
19.82) 


1.82 
(0.45, 
8.42) 


0.84 
(0.09, 
6.66) 


4.52 
(0.93, 
25.51) 


1.78 
(0.46, 
8.03) 


0.65 
(0.02, 
10.04
) 


2.59 
(0.68, 
12.02) 


0.81 
(0.12, 
6.16) 


14.27 
(0.97, 
576.60) 


1.95 
(0.51, 
9.16) 


2.46 
(0.66, 
11.13) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Lidocaine 
(Topical) 


10.96 
(0.44, 
3740.0
0) 


4.17 
(0.15, 
1499.0
0) 


1.94 
(0.04, 
689.4
0) 


10.54 
(0.33, 
3338.0
0) 


4.07 
(0.15, 
1446.0
0) 


1.50 
(0.01, 
729.5
0) 


5.95 
(0.22, 
2067.0
0) 


1.87 
(0.05, 
732.4
0) 


37.30 
(0.56, 
26670.0
0) 


4.49 
(0.16, 
1540.0
0) 


5.66 
(0.21, 
1953.0
0) 


2.34 
(0.06, 
742.1
0) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Morphine 


7.35 
(0.87, 
118.80
) 


2.81 
(0.30, 
45.43) 


1.26 
(0.07, 
31.90
) 


6.86 
(0.64, 
130.80
) 


2.71 
(0.29, 
47.58) 


1.00 
(0.02, 
34.90
) 


4.00 
(0.43, 
67.76) 


1.25 
(0.09, 
29.19
) 


22.92 
(0.79, 
1874.00
) 


2.97 
(0.32, 
51.04) 


3.78 
(0.41, 
64.66) 


1.52 
(0.12, 
30.92
) 


0.64 
(0.00
, 
48.5
8) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Nortriptyline 
2.56 
(0.29, 
32.19) 


0.97 
(0.11, 
11.79) 


0.44 
(0.02, 
9.05) 


2.39 
(0.21, 
36.62) 


0.94 
(0.10, 
12.84) 


0.33 
(0.01, 
10.37
) 


1.38 
(0.15, 
18.97) 


0.42 
(0.03, 
7.95) 


7.78 
(0.28, 
518.10) 


1.03 
(0.11, 
13.86) 


1.31 
(0.14, 
17.77) 


0.52 
(0.04, 
8.67) 


0.21 
(0.00
, 
14.9
8) 


0.34 
(0.04
, 
2.32) 


 N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Nortriptyline 
+Morphine 


5.65 
(0.61, 
98.68) 


2.14 
(0.21, 
36.79) 


0.98 
(0.05, 
25.08
) 


5.22 
(0.45, 
107.60
) 


2.08 
(0.20, 
38.44) 


0.75 
(0.01, 
27.44
) 


3.05 
(0.30, 
56.36) 


0.95 
(0.06, 
23.87
) 


17.52 
(0.56, 
1425.00
) 


2.30 
(0.22, 
42.67) 


2.90 
(0.29, 
54.13) 


1.18 
(0.08, 
25.04
) 


0.49 
(0.00
, 
40.1


0.78 
(0.13
, 
4.27) 


2.28 
(0.30
, 
19.8


 N/A N/A N/A N/A N/A N/A N/A 
N/
A 
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1) 2) 


Oxcarbazep
ine 


4.06 
(1.62, 
10.64) 


1.53 
(0.49, 
4.89) 


0.69 
(0.09, 
4.35) 


3.77 
(0.94, 
15.07) 


1.50 
(0.49, 
4.67) 


0.54 
(0.02, 
6.98) 


2.19 
(0.73, 
6.67) 


0.67 
(0.12, 
3.85) 


11.55 
(0.90, 
478.80) 


1.64 
(0.53, 
5.16) 


2.08 
(0.70, 
6.30) 


0.84 
(0.16, 
3.78) 


0.37 
(0.00
, 
11.1
5) 


0.55 
(0.03
, 
5.81) 


1.60 
(0.11
, 
16.3
4) 


0.71 
(0.04
, 
8.26) 


 N/A N/A N/A N/A N/A N/A 
N/
A 


Oxycodone 
1.78 
(0.32, 
10.14) 


0.67 
(0.11, 
4.37) 


0.30 
(0.02, 
3.28) 


1.66 
(0.22, 
12.68) 


0.66 
(0.11, 
4.14) 


0.23 
(0.01, 
4.48) 


0.96 
(0.16, 
6.11) 


0.30 
(0.03, 
2.89) 


5.24 
(0.28, 
252.40) 


0.73 
(0.12, 
4.68) 


0.92 
(0.15, 
5.58) 


0.37 
(0.04, 
3.07) 


0.16 
(0.00
, 
6.33) 


0.23 
(0.01
, 
3.96) 


0.70 
(0.03
, 
11.0
2) 


0.31 
(0.01
, 
5.58) 


0.44 
(0.06
, 
3.19) 


 N/A N/A N/A N/A N/A 
N/
A 


Pregabalin 
2.09 
(1.48, 
2.97) 


0.79 
(0.38, 
1.63) 


0.36 
(0.05, 
1.79) 


1.93 
(0.65, 
5.82) 


0.77 
(0.38, 
1.53) 


0.28 
(0.01, 
3.04) 


1.13 
(0.57, 
2.20) 


0.35 
(0.08, 
1.56) 


5.92 
(0.53, 
223.30) 


0.85 
(0.40, 
1.77) 


1.07 
(0.54, 
2.08) 


0.44 
(0.10, 
1.52) 


0.19 
(0.00
, 
5.07) 


0.28 
(0.02
, 
2.50) 


0.82 
(0.06
, 
7.26) 


0.37 
(0.02
, 
3.55) 


0.51 
(0.19
, 
1.39) 


1.17 
(0.20
, 
6.72) 


 N/A N/A N/A N/A 
N/
A 


Valproate 
3.54 
(0.51, 
46.22) 


1.33 
(0.17, 
18.86) 


0.63 
(0.04, 
11.81
) 


3.28 
(0.37, 
50.11) 


1.30 
(0.17, 
18.61) 


0.46 
(0.01, 
15.63
) 


1.90 
(0.26, 
26.27) 


0.60 
(0.05, 
10.88
) 


10.91 
(0.47, 
730.90) 


1.44 
(0.19, 
19.86) 


1.81 
(0.24, 
25.18) 


0.74 
(0.07, 
11.85
) 


0.31 
(0.00
, 
20.5
6) 


0.48 
(0.02
, 
12.1
0) 


1.42 
(0.06
, 
37.9
5) 


0.64 
(0.02
, 
17.6
2) 


0.88 
(0.10
, 
12.4
7) 


2.03 
(0.15
, 
41.6
6) 


1.70 
(0.23
, 
22.7
6) 


 N/A N/A N/A 
N/
A 


Topiramate 
3.76 
(1.83, 
7.92) 


1.42 
(0.53, 
3.86) 


0.65 
(0.09, 
3.68) 


3.48 
(0.99, 
12.60) 


1.39 
(0.55, 
3.58) 


0.51 
(0.01, 
5.96) 


2.02 
(0.80, 
5.17) 


0.62 
(0.12, 
3.19) 


10.75 
(0.88, 
406.20) 


1.52 
(0.57, 
4.09) 


1.93 
(0.77, 
4.86) 


0.78 
(0.16, 
3.17) 


0.34 
(0.00
, 
9.53) 


0.51 
(0.03
, 
4.91) 


1.47 
(0.11
, 
14.2
0) 


0.66 
(0.04
, 
7.15) 


0.93 
(0.28
, 
3.03) 


2.12 
(0.33
, 
13.3
1) 


1.81 
(0.80
, 
4.10) 


1.06 
(0.08
, 
8.39) 


 N/A N/A 
N/
A 


Tramadol 
5.78 
(2.05, 
19.31) 


2.18 
(0.63, 
8.45) 


0.99 
(0.12, 
7.34) 


5.39 
(1.18, 
25.78) 


2.13 
(0.64, 
8.14) 


0.77 
(0.02, 
10.96
) 


3.11 
(0.95, 
11.74) 


0.97 
(0.16, 
6.22) 


16.66 
(1.20, 
770.90) 


2.35 
(0.69, 
9.03) 


2.93 
(0.91, 
11.00) 


1.20 
(0.21, 
6.42) 


0.52 
(0.00
, 
16.7
9) 


0.79 
(0.04
, 
9.11) 


2.27 
(0.15
, 
26.4
4) 


1.02 
(0.05
, 
12.9
7) 


1.44 
(0.34
, 
6.32) 


3.24 
(0.43
, 
25.7
7) 


2.77 
(0.93
, 
9.64) 


1.64 
(0.10
, 
16.3
1) 


1.54 
(0.4
3, 
6.25
) 


 N/A 
N/
A 
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Venlafaxine 
2.60 
(0.93, 
8.09) 


0.98 
(0.29, 
3.66) 


0.44 
(0.05, 
3.23) 


2.42 
(0.56, 
11.67) 


0.96 
(0.29, 
3.44) 


0.35 
(0.01, 
4.76) 


1.40 
(0.43, 
5.00) 


0.43 
(0.07, 
2.70) 


7.36 
(0.78, 
275.70) 


1.05 
(0.31, 
3.87) 


1.33 
(0.41, 
4.71) 


0.54 
(0.10, 
2.80) 


0.24 
(0.00
, 
7.28) 


0.36 
(0.02
, 
3.88) 


1.03 
(0.07
, 
11.2
1) 


0.47 
(0.02
, 
5.61) 


0.64 
(0.16
, 
2.75) 


1.46 
(0.19
, 
11.3
6) 


1.25 
(0.42
, 
4.05) 


0.73 
(0.05
, 
6.97) 


0.69 
(0.2
0, 
2.67
) 


0.45 
(0.0
9, 
2.13
) 


 
N/
A 


Capsaicin 
Cream 


6.06 
(2.49, 
16.76) 


2.29 
(0.75, 
7.67) 


1.04 
(0.13, 
6.95) 


5.63 
(1.44, 
23.69) 


2.25 
(0.76, 
7.37) 


0.82 
(0.02, 
10.64
) 


3.25 
(1.14, 
10.56) 


1.02 
(0.18, 
5.70) 


17.35 
(1.35, 
734.50) 


2.47 
(0.82, 
8.10) 


3.11 
(1.07, 
9.88) 


1.27 
(0.24, 
5.94) 


0.55 
(0.00
, 
16.8
0) 


0.83 
(0.05
, 
8.68) 


2.42 
(0.17
, 
25.3
1) 


1.08 
(0.06
, 
12.1
6) 


1.50 
(0.41
, 
5.81) 


3.42 
(0.48
, 
24.6
8) 


2.92 
(1.10
, 
8.50) 


1.71 
(0.12
, 
14.9
7) 


1.62 
(0.5
0, 
5.54
) 


1.06 
(0.2
3, 
4.42
) 


2.33 
(0.57
, 
10.1
7) 


 


Values given are hazard ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. Because it is not easily possible to derive 
analogous estimates of hazard ratios from a frequentist analysis of direct data only, the segment above and to the right of the shaded cells is left blank. 
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Figure 14 withdrawal due to adverse effects - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals) 
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Table 23 withdrawal due to adverse effects - rankings for each 
comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.051 3 (1, 6) 


Amitriptyline 0.000 11 (5, 19) 


Cannabis Sativa Extract 0.002 19 (4, 24) 


Capsaicin Patch 0.098 3 (1, 13) 


Duloxetine 0.000 12 (5, 19) 


Escitalopram 0.009 20 (2, 24) 


Gabapentin 0.001 7 (3, 14) 


Gabapentin+Oxycodone 0.001 19 (5, 24) 


Imipramine 0.667 1 (1, 15) 


Lacosamide 0.000 11 (4, 18) 


Lamotrigine 0.001 8 (3, 15) 


Levetiracetam 0.000 17 (5, 23) 


Lidocaine (Topical) 0.022 22 (2, 24) 


Morphine 0.004 20 (3, 24) 


Nortriptyline 0.054 11 (1, 23) 


Nortriptyline+Morphine 0.011 18 (2, 24) 


Oxcarbazepine 0.000 16 (6, 22) 


Oxycodone 0.056 7 (1, 22) 


Pregabalin 0.000 9 (4, 14) 


Valproate 0.021 15 (2, 24) 


Topiramate 0.000 15 (7, 21) 


Tramadol 0.000 19 (8, 24) 


Venlafaxine 0.001 11 (3, 21) 


Capsaicin Cream 0.000 19 (11, 23) 
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Figure 15 withdrawal due to adverse effects - rank probability 
histograms 


 
Table 24 withdrawal due to adverse effects - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


204.4 


(compared to 199 data-
points) 


918.674 763.034 155.641 1074.31 
0.294 (95%CrI: 0.176, 
0.507) 


 
Table 25 withdrawal due to adverse effects - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 10000 burn-ins and 10000 iterations. 
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 Model convergence: there was poor autocorrelation for lidocaine since 


there was one study with small event rates and for nortriptyline, morphine 


and nortriptyline+morphine because the data for these interventions came 


mostly from one 3-armed trial with low event rates. 


 Leijon and Bovie (1989) and one of the Webster et al. (2010) studies were 


not included in this network as they had zero events in all study arms. 
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IMPORTANT OUTCOMES (profiles 4 to 6) 


Summary GRADE profile 4a: Network meta-analysis for at least 30% pain 
relief (28 days +/-7 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 30% 
pain 
relief on 
any 
scale 
(follow 
up 28 
days) 


6 
RCTs


a
 


n=847 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


 


Important 


1
 unclear if groups were comparable in 5 studies, particularly regarding concomitant drug use; during the 


study, most studies allowed concomitant drug use but it was not clear if use was different between 
groups in a number of studies; concomitant drugs permitted varies across the studies in the network; 
insufficient follow-up in 5 of the 6 studies 
2
 I


2
 was 0% for placebo vs pregabalin which may indicate that any inconsistency might not be important 


(heterogeneity not possible for comparisons with only one trial); no loops in networks so no possibility of 
inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 all but one ‘link’ in network include only 1 trial; no head-to-head trials; wide confidence intervals for the 


effect estimates of all interventions compared to placebo and for overall rankings within the network 
a
cannabis sativa extract (n=125): Nurmikko et al. (2007); concomitant drugs permitted 


levetiracetam (n=72): Finnerup et al. (2009); concomitant drugs apart from anti-depressants permitted 


pregabalin (n=528): Lesser et al. (2004), Stacey et al. (2008); concomitant drugs apart from gabapentin 
and oxycodone permitted in one and only SSRIs permitted in the other 


tramadol (n=90): Sindrup et al. (1999); unclear if any concomitant drugs permitted (study says a number 
of drugs tapered before study start but no details given) 


capsaicin cream (n=32): Bernstein et al. (1989); concomitant drugs permitted 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 16 30% pain relief - 4 weeks - evidence network 
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Table 26 30% pain relief - 4 weeks - trials included in analysis 


 Placebo 
Cannabis 
Sativa Extract 


Levetiracetam Pregabalin Tramadol 


Cannabis 
Sativa Extract 


1 RCT
4
 


total n=125 
    


Levetiracetam 
1 RCT


2
 


total n=72 
-    


Pregabalin 
2 RCTs


3,6
 


total n=528 
- -   


Tramadol 
1 RCT


5
 


total n=90 
- - -  


Capsaicin Cream 
1 RCT


1
 


total n=32 
- - - - 


(1) Bernstein et al. (1989); (2) Finnerup et al. (2009); (3) Lesser et al. (2004); (4) Nurmikko et al. (2007); 
(5) Sindrup et al. (1999); (6) Stacey et al. (2008) 
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Table 27 30% pain relief - 4 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo 
Cannabis 
Sativa 
Extract 


Levetiracetam Pregabalin Tramadol 
Capsaicin 
Cream 


Placebo  
2.00 
(0.81, 4.96) 


0.73 
(0.15, 3.51) 


3.75 
(2.57, 5.48) 


3.59 
(1.25, 10.29) 


5.57 
(1.13, 27.52) 


Cannabis 
Sativa Extract 


2.07 
(0.39, 10.89) 


 - - - - 


Levetiracetam 
0.70 
(0.07, 5.75) 


0.33 
(0.02, 4.90) 


 - - - 


Pregabalin 
3.79 
(1.48, 9.72) 


1.83 
(0.28, 12.45) 


5.48 
(0.55, 60.95) 


 - - 


Tramadol 
3.76 
(0.67, 22.22) 


1.82 
(0.17, 20.39) 


5.49 
(0.36, 92.50) 


0.99 
(0.14, 7.40) 


 - 


Capsaicin Cream 
6.24 
(0.83, 60.96) 


3.06 
(0.22, 50.49) 


9.11 
(0.48, 211.40) 


1.65 
(0.18, 19.25) 


1.66 
(0.11, 29.58) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 17 30% pain relief - 4 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 28 30% pain relief - 4 weeks - rankings for each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.000 5 (4, 6) 


Cannabis Sativa Extract 0.058 4 (1, 6) 


Levetiracetam 0.015 6 (2, 6) 


Pregabalin 0.148 2 (1, 4) 


Tramadol 0.230 2 (1, 5) 


Capsaicin Cream 0.549 1 (1, 5) 
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Figure 18 30% pain relief - 4 weeks - rank probability histograms 


 


Table 29 30% pain relief - 4 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


13.91 
(compared to 14 data-points) 70.874 57.972 12.902 83.776 0.000 (95%CrI: 0.000, 4.407) 


 
Table 30 30% pain relief - 4 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 
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Summary GRADE profile 4b: Network meta-analysis for at least 30% 
pain relief (56 days +/-7 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 30% 
pain 
relief on 
any 
scale 
(follow 
up 56 
days) 


6 
RCTs


a
 


n=2361 


very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


 


Important 


1
 half of studies do not report the method of randomisation and half do not report about allocation 


concealment; treatment groups were not comparable at baseline in two studies and it was unclear if 
groups were comparable in two; concomitant drugs permitted varies across the studies in the network


 


2
 I


2 
was 80% for pregabalin vs placebo which may indicate considerable heterogeneity between the 


studies that make this comparison and 0% for capsaicin patch vs placebo which may indicate that any 
inconsistency might not be important (heterogeneity not possible for comparisons with only one trial); 
the network is not susceptible to inconsistency because the only loop is from a multi-armed trial 
3
 all aspects of PICO conform to review protocol 


4
 3 of 5 links in the network are connected with only one trial (same trial with 3 links) which also provides 


the only head-to-head comparison; wide confidence intervals for the effect estimates of all interventions 
compared to placebo and for overall rankings within the network (most interventions could have any 
ranking) 
a
 placebo-controlled comparisons: 


amitriptyline (n=76): Rintala et al. (2007); concomitant drugs were not permitted but oxycodone was 
used as a rescue medication (this is in the scope of the guideline for the use in NP so considered a 
concomitant medication) 


capsaicin patch (n=1529): Backonja et al. (2008), Irving et al (2012); concomitant drugs were permitted 
apart from topical medications 


gabapentin (n=76): Rintala et al. (2007); concomitant drugs were not permitted but oxycodone was used 
as a rescue medication (this is in the scope of the guideline for the use in NP so considered a 
concomitant medication) 


pregabalin (n=718): Dworkin et al. (2003), Guan et al. (2011), Moon et al. (2010); concomitant anti-
depressants permitted in two (with the exception of anti-convulsants) but only SSRIs permitted in the 
other 


Head-to-head comparisons: 


amitriptyline vs gabapentin (n=76): Rintala et al. (2007); concomitant drugs were not permitted but 
oxycodone was used as a rescue medication (this is in the scope of the guideline for the use in NP so 
considered a concomitant medication)


 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 19 30% pain relief - 8 weeks - evidence network 


 


Table 31 30% pain relief - 8 weeks - trials included in analysis 


 Placebo Amitriptyline Capsaicin Patch Gabapentin 


Amitriptyline 
1 RCT


6
 


total n=76 
   


Capsaicin Patch 
2 RCTs


1,4
 


total n=1529 
-   


Gabapentin 
1 RCT


6
 


total n=76 
1 RCT


6
 


total n=76 
-  


Pregabalin 
3 RCTs


2,3,5
 


total n=718 
- - - 


(1) Backonja et al. (2008); (2) Dworkin et al. (2003); (3) Guan et al. (2011); (4) Irving et al. (2012); (5) 
Moon et al. (2010); (6) Rintala et al. (2007) 


 


Table 32 30% pain relief - 8 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo Amitriptyline 
Capsaicin 
Patch 


Gabapentin Pregabalin 


Placebo  
2.04 
(0.70, 5.95) 


1.54 
(1.25, 1.89) 


1.00 
(0.31, 3.19) 


2.20 
(1.06, 4.59) 


Amitriptyline 
2.13 
(0.16, 28.67) 


 - 
0.49 
(0.17, 1.42) 


- 


Capsaicin Patch 
1.55 
(0.28, 8.41) 


0.72 
(0.03, 15.88) 


 - - 


Gabapentin 
1.01 
(0.07, 13.88) 


0.47 
(0.04, 6.25) 


0.65 
(0.03, 15.56) 


 - 


Pregabalin 
2.19 
(0.56, 9.18) 


1.03 
(0.06, 20.16) 


1.42 
(0.16, 13.33) 


2.19 
(0.12, 43.27) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 20 30% pain relief - 8 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 33 30% pain relief - 8 weeks - rankings for each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.006 4 (2, 5) 


Amitriptyline 0.392 2 (1, 5) 


Capsaicin Patch 0.140 3 (1, 5) 


Gabapentin 0.085 4 (1, 5) 


Pregabalin 0.377 2 (1, 5) 
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Figure 21 30% pain relief - 8 weeks - rank probability histograms 
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Table 34 30% pain relief - 8 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


13.81 


(compared to 13 data-points) 
80.247 67.14 13.107 93.355 0.002 (95%CrI: 0.006, 9.823) 


 
Table 35 30% pain relief - 8 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 
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Summary GRADE profile 4c: Network meta-analysis for at least 30% pain 
relief (84 days +/-14 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 30% 
pain 
relief on 
any 
scale 
(follow 
up 84 
days) 


18 
RCTs


a
  


n=5660 


very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


 


Important 


1
 over half of studies do not report the method of randomisation; one study had inadequate allocation 


concealment while over half do not report about allocation concealment; treatment groups were not 
comparable at baseline in four studies and it was unclear if groups were comparable in nine; 
concomitant drugs permitted varies across the studies in the network 
2
 I


2 
was 79% for pregabalin vs placebo which may indicate considerable heterogeneity between the 


studies that make this comparison, I
2 


was 36% for duloxetine vs placebo which may suggest moderate 
heterogeneity in the studies; no loops in networks so no possibility of inconsistency between direct and 
indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 there are no head-to-head trials; wide confidence intervals for the effect estimates of more than half of 


interventions compared to placebo and for overall rankings within the network 
a
 cannabis sativa extract (n=30): Selvarajah et al. (2010); concomitant drugs permitted 


capsaicin patch (n=2893): Backonja et al. (2008), Clifford et al. (2012), Irving et al. (2012), Irving et al. 
(2011), Webster et al. (2010), Webster et al. (2010); concomitant drugs except topical medications 
permitted (and no opioids in one study) 


duloxetine (n=887): Gao et al. (2010), Wernicke et al. (2006), Yasuda et al. (2011); concomitant drugs 
not permitted in two and unclear in the other (the study only said that MAO inhibitors were permitted) 


lacosamide (n=119): Rauck et al. (2007); SSRI only, however, excluded concomitant medications were 
permitted if the investigator considered them necessary 


lamotrigine (n=263): Breuer et al. (2007), Simpson et al. (2003); concomitant drugs permitted in both but 
with the exception of anti-convulsants in one 


pregabalin (n=1145): Freynhagen et al. (2005), Siddall et al. (2006), Simpson et al. (2010), van 
Seventer et al. (2006); concomitant drugs permitted in all – two with the exception of anti-convulsants, 
two with the exception of gabapentin and SSRIs only in the fourth 


topiramate (n=323): Raskin et al. (2004); SSRIs only 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 22 30% pain relief - 12 weeks - evidence network 


 


Table 36 30% pain relief - 12 weeks - trials included in analysis 


 Placebo 
Cannabis 
Sativa 
Extract 


Capsaicin 
Patch 


Duloxetine Lacosamide Lamotrigine Pregabalin 


Cannabis 
Sativa Extract 


1 RCT
10


 
total n=30 


      


Capsaicin Patch 
6 
RCTs


1,3,6,7,15,16
 


total n=2893 
-      


Duloxetine 
3 RCTs


5,17,18
 


total n=887 
- -     


Lacosamide 
1 RCT


9
 


total n=119 
- - -    


Lamotrigine 
2 RCTs


2,12
 


total n=263 
- - - -   


Pregabalin 
4 
RCTs


4,11,13,14
 


total n=1145 
- - - - -  


Topiramate 
1 RCT


8
 


total n=323 
- - - - - - 


(1) Backonja et al. (2008); (2) Breuer et al. (2007); (3) Clifford et al. (2012); (4) Freynhagen et al. (2005); 
(5) Gao et al. (2010); (6) Irving et al. (2011); (7) Irving et al. (2012); (8) Raskin et al. (2004); (9) Rauck et 
al. (2007); (10) Selvarajah et al. (2010); (11) Siddall et al. (2006); (12) Simpson et al. (2003); (13) 
Simpson et al. (2010); (14) van Seventer et al. (2006); (15) Webster et al. (2010); (16) Webster et al. 
(2010); (17) Wernicke et al. (2006); (18) Yasuda et al. (2011) 
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Table 37 30% pain relief - 12 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo 
Cannabis 
Sativa 
Extract 


Capsaicin 
Patch 


Duloxetine Lacosamide Lamotrigine Pregabalin Topiramate 


Placebo  
0.76 
(0.18, 
3.24) 


1.46 
(1.25, 
1.70) 


2.17 
(1.56, 
3.01) 


1.45 
(0.70, 3.00) 


2.15 
(1.21, 3.81) 


2.35 
(1.21, 
4.57) 


1.81 
(1.12, 
2.91) 


Cannabis 
Sativa Extract 


0.76 
(0.15, 
3.51) 


 - - - - - - 


Capsaicin 
Patch 


1.44 
(1.10, 
1.87) 


1.90 
(0.40, 
9.59) 


 - - - - - 


Duloxetine 
2.20 
(1.46, 
3.27) 


2.89 
(0.60, 
15.13) 


1.52 
(0.94, 
2.47) 


 - - - - 


Lacosamide 
1.46 
(0.58, 
3.63) 


1.93 
(0.32, 
12.04) 


1.01 
(0.39, 
2.63) 


0.67 
(0.25, 
1.80) 


 - - - 


Lamotrigine 
2.22 
(1.07, 
4.78) 


2.95 
(0.53, 
16.93) 


1.54 
(0.71, 
3.50) 


1.02 
(0.44, 
2.41) 


1.52 
(0.47, 5.07) 


 - - 


Pregabalin 
2.22 
(1.55, 
3.39) 


2.94 
(0.61, 
15.52) 


1.54 
(0.99, 
2.58) 


1.01 
(0.59, 
1.83) 


1.53 
(0.58, 4.22) 


1.00 
(0.43, 2.37) 


 - 


Topiramate 
1.82 
(0.89, 
3.77) 


2.40 
(0.45, 
13.90) 


1.26 
(0.59, 
2.74) 


0.83 
(0.36, 
1.90) 


1.25 
(0.39, 3.99) 


0.82 
(0.28, 2.29) 


0.82 
(0.35, 
1.80) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 23 30% pain relief - 12 weeks - relative effect of all options 
compared with placebo 
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(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 38 30% pain relief - 12 weeks - rankings for each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.000 7 (6, 8) 


Cannabis Sativa Extract 0.046 8 (1, 8) 


Capsaicin Patch 0.001 5 (3, 7) 


Duloxetine 0.200 3 (1, 5) 


Lacosamide 0.085 5 (1, 8) 


Lamotrigine 0.325 2 (1, 7) 


Pregabalin 0.213 2 (1, 5) 


Topiramate 0.131 4 (1, 7) 
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Figure 24 30% pain relief - 12 weeks - rank probability histograms 


 


Table 39 30% pain relief - 12 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


46.04 


(compared to 45 data-points) 
266.765 232.441 34.325 301.09 0.000 (95%CrI: 0.001, 0.226) 
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Table 40 30% pain relief - 12 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 


 Includes Rauck (2007) which reported outcomes at 70 days. 


 


Summary GRADE profile 5a: Network meta-analysis for at least 50% pain 
relief (28 days +/-7 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 50% 
pain 
relief on 
any 
scale 
(follow 
up 28 
days) 


7 
RCTs


a
 


n=941 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


very 
low 


 


 


 


Important 


1
 more than half of studies were crossover studies; it was unclear if treatment groups were comparable 


at baseline in all studies, particularly for concomitant drug use; baseline pain severity and concomitant 
drugs permitted varies across the studies in the network; insufficient follow-up in all studies 
2
 I


2
 was 0% for pregabalin vs placebo which may indicate that any inconsistency might not be important 


(heterogeneity no possible for comparisons with only one trial); no loops in networks so no possibility of 
inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol


 
 


4
 there is only one head-to-head trial; all but one ‘link’ in network includes only 1 trial; wide confidence 


intervals for the effect estimates of most interventions compared to placebo (particularly for morphine, 
levetiracetam, tramadol, cannabis sativa extract which is likely due to small studies) and for overall 
rankings within the network 
a
 placebo-controlled comparisons: 


cannabis sativa extract (n=125): Nurmikko et al. (2007); concomitant drugs permitted 


levetiracetam (n=72): Finnerup et al. (2009); concomitant drugs permitted with the exception of anti-
depressants 


morphine (n=24): Huse et al. (2001); unclear if concomitant drugs permitted 


pregabalin (n=528): Lesser et al. (2004); Stacey et al. (2008); concomitant drugs permitted in one 
except gabapentin, oxycodone, local or topical anaesthetic, but SSRIs only in another studies 


tramadol (n=90): Sindrup et al (1999); unclear if concomitant drugs permitted 


Head-to-head comparisons: 


amitriptyline vs pregabalin (n=102): Bansal et al. (2009); concomitant drugs not permitted 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 25 50% pain relief - 4 weeks - evidence network 


 


Table 41 50% pain relief - 4 weeks - trials included in analysis 


 Placebo Amitriptyline 
Cannabis 
Sativa 
Extract 


Levetiracetam Morphine Pregabalin 


Amitriptyline -      


Cannabis 
Sativa Extract 


1 RCT
5
 


total n=125 
-     


Levetiracetam 
1 RCT


2
 


total n=72 
- -    


Morphine 
1 RCT


3
 


total n=24 
- - -   


Pregabalin 
2 RCTs


4,7
 


total n=528 
1 RCT


1
 


total n=102 
- - -  


Tramadol 
1 RCT


6
 


total n=90 
- - - - - 


(1) Bansal et al. (2009); (2) Finnerup et al. (2009); (3) Huse et al. (2001); (4) Lesser et al. (2004); (5) 
Nurmikko et al. (2007); (6) Sindrup et al. (1999); (7) Stacey et al. (2008) 
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Table 42 50% pain relief - 4 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo Amitriptyline 
Cannabis 
Sativa 
Extract 


Levetiracetam Morphine Pregabalin Tramadol 


Placebo  - 
2.96 
(0.99, 
8.90) 


1.00 
(0.06, 16.63) 


7.86 
(0.75, 
82.13) 


3.67 
(2.39, 
5.63) 


4.53 
(1.17, 
17.55) 


Amitriptyline 
2.23 
(0.49, 
9.95) 


 - - - 
1.68 
(0.74, 
3.82) 


- 


Cannabis 
Sativa Extract 


3.13 
(0.72, 
15.60) 


1.43 
(0.17, 
12.65) 


 - - - - 


Levetiracetam 
1.00 
(0.02, 
54.34) 


0.45 
(0.01, 
33.51) 


0.31 
(0.00, 
23.87) 


 - - - 


Morphine 
10.79 
(0.91, 
371.80) 


5.00 
(0.26, 
240.10) 


3.51 
(0.19, 
171.70) 


11.89 
(0.10, 
1839.00) 


 - - 


Pregabalin 
3.73 
(1.75, 
8.05) 


1.69 
(0.46, 6.19) 


1.19 
(0.20, 
6.25) 


3.77 
(0.06, 217.30) 


0.34 
(0.01, 
4.63) 


 - 


Tramadol 
5.07 
(0.98, 
35.15) 


2.33 
(0.24, 
26.46) 


1.63 
(0.16, 
17.80) 


5.23 
(0.07, 429.50) 


0.47 
(0.01, 
10.55) 


1.36 
(0.22, 
10.78) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 26 50% pain relief - 4 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 43 50% pain relief - 4 weeks - rankings for each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.000 6 (5, 7) 


Amitriptyline 0.024 5 (2, 7) 


Cannabis Sativa Extract 0.071 4 (1, 6) 


Levetiracetam 0.082 6 (1, 7) 


Morphine 0.574 1 (1, 6) 


Pregabalin 0.042 3 (1, 5) 


Tramadol 0.206 2 (1, 6) 
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Figure 27 50% pain relief - 4 weeks - rank probability histograms 


 


Table 44 50% pain relief - 4 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


15.38 


(compared to 16 data-points) 
75.745 61.694 14.051 89.796 0.000 (95%CrI: 0.000, 2.608) 


 
Table 45 50% pain relief - 4 weeks - notes 


 Random-effects model was used. 
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 30000 burn-ins and 50000 iterations. 


 Model convergence: autocorrelation relatively poor for levetiracetam and 


morphine because of low event rates in the studies (1 in placebo arm in 


both). 


 


Summary GRADE profile 5b: Network meta-analysis for at least 50% 
pain relief (56 days +/-7 days) 


 


Please see Appendix H (peripheral pain) for this outcome (only studies with 


peripheral pain reported this outcome at this time point). 
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Summary GRADE profile 5c: Network meta-analysis for at least 50% pain 
relief (84 days +/-14 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 50% 
pain 
relief on 
any 
scale 
(follow 
up 84 
days) 


16 
RCTs


a
  


n=5866 
serious


1
 serious


2
 not serious


3
 serious


4
 


Very 
low 


 


 


 


Important 


1
 group were not comparable at baseline in 3 studies and it was unclear if they were comparable in 7; 


concomitant drugs permitted varies across the studies in the network 
2
 I


2 
was 74%, 53%, and 30% for pregabalin, duloxetine, and capsaicin patch vs placebo, respectively 


which may indicate considerable, substantial, and moderate heterogeneity, respectively; no loops in 
networks so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 there are no head-to-head trials; wide confidence intervals for the overall ranking within the network 


a
 capsaicin patch (n=1997): Irving et al. (2011), Irving et al. (2012), Webster et al. (2010), Webster et al. 


(2010); concomitant drugs except topical medications permitted 


duloxetine (n= 1692): Gao et al. (2010), Goldstein et al. (2005), Raskin et al. (2005); Wernicke et al. 
(2006), Yasuda et al. (2011); concomitant drugs not permitted in four, but one of these is unclear about 
anti-depressant usage; unclear about concomitants in the other (the study only said that MAO inhibitors 
were permitted) 


pregabalin (n=1854): Freynhagen et al. (2005), Satoh et al. (2011), Siddall et al. (2006), Tolle et al. 
(2008), Simpson et al. (2010), van Seventer et al. (2006); unclear about concomitant drugs permitted in 
one but permitted in the remaining – two with the exception of anti-convulsants, two with the exception 
of gabapentin and SSRIs only in the two 


topiramate (n=323): Raskin et al. (2004); SSRIs only 


 [all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 28 50% pain relief - 12 weeks - evidence network 
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Table 46 50% pain relief - 12 weeks - trials included in analysis 


 Placebo Capsaicin Patch Duloxetine Pregabalin 


Capsaicin Patch 
4 RCTs


4,5,13,14
 


total n=1997 
   


Duloxetine 
5 RCTs


2,3,7,15,16
 


total n=1692 
-   


Pregabalin 
6 RCTs


1,8,9,10,11,12
 


total n=1854 
- -  


Topiramate 
1 RCT


6
 


total n=323 
- - - 


(1) Freynhagen et al. (2005); (2) Gao et al. (2010); (3) Goldstein et al. (2005); (4) Irving et al. (2011); (5) 
Irving et al. (2012); (6) Raskin et al. (2004); (7) Raskin et al. (2005); (8) Satoh et al. (2011); (9) Siddall et 
al. (2006); (10) Simpson et al. (2010); (11) Tolle et al. (2008); (12) van Seventer et al. (2006); (13) 
Webster et al. (2010); (14) Webster et al. (2010); (15) Wernicke et al. (2006); (16) Yasuda et al. (2011) 


 


Table 47 50% pain relief - 12 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo 
Capsaicin 
Patch 


Duloxetine Pregabalin Topiramate 


Placebo  
1.60 
(1.29, 1.98) 


2.27 
(1.65, 3.13) 


1.93 
(1.16, 3.21) 


1.98 
(1.15, 3.39) 


Capsaicin Patch 
1.66 
(1.14, 2.47) 


 - - - 


Duloxetine 
2.33 
(1.70, 3.22) 


1.41 
(0.85, 2.30) 


 - - 


Pregabalin 
1.84 
(1.34, 2.65) 


1.11 
(0.68, 1.88) 


0.79 
(0.51, 1.29) 


 - 


Topiramate 
2.00 
(0.90, 4.51) 


1.21 
(0.49, 2.93) 


0.86 
(0.36, 2.05) 


1.09 
(0.44, 2.56) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 29 50% pain relief - 12 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


 


Table 48 50% pain relief - 12 weeks - rankings for each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.000 5 (4, 5) 


Capsaicin Patch 0.041 3 (1, 4) 


Duloxetine 0.539 1 (1, 3) 


Pregabalin 0.087 3 (1, 4) 


Topiramate 0.333 2 (1, 5) 
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Figure 30 50% pain relief - 12 weeks - rank probability histograms 
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Table 49 50% pain relief - 12 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


47.46 


(compared to 45 data-points) 
268.615 236.758 31.857 300.473 0.009 (95%CrI: 0.004, 0.244) 


 
Table 50 50% pain relief - 12 weeks - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 10000 burn-ins and 50000 iterations. 
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Summary GRADE profile 6a: Network meta-analysis for pain relief on 
normalised 10-point scale (28 +/- 7 days) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Pain relief 
on 
normalise
d 10-point 
scale 
(follow up 
28 days) 


30 
RCTs


a
  


n=3546 


very 
serious


1
 


very serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


Important 


1
 over half of the studies were unclear about allocation concealment; groups were not comparable at 


baseline in 2 studies and it was unclear if they were comparable in 24 others; over half of the studies 
had inadequate follow-up; concomitant drugs permitted varies across the studies in the network; one 
study was single-blind 
2
 I


2 
was 90, 97, 90 and 33% for amitriptyline, gabapentin, pregabalin, tramadol vs placebo, respectively 


which may indicate considerable heterogeneity in the first 3 comparisons and moderate in the last; there 
appears to be some inconsistency between direct and indirect comparisons, but they appear to be small 
and not larger than a minimally important difference  
3
 all aspects of PICO conform to review protocol 


4
 the majority of links in the network are connected by only one study; wide confidence intervals for  


effectiveness estimates of most interventions compared to placebo and in the overall ranking in the 
network


 


a
 Placebo-controlled trials 


amitriptyline (n=148): Kalso et al. (1995), Mishra et al. (2012), Vrethem et al. (1997) (both with and 
without diabetes); concomitant drugs allowed in one and unclear in two 


cannabis sativa extract (n=190): Nurmikko et al. (2007), Rog et al. (2005); concomitant drugs permitted 


duloxetine (n=48): Vranken et al. (2011); concomitant drugs permitted if stable except anti-depressants 


escitalopram (n=82): Otto et al. (2008); concomitant drugs not permitted 


gabapentin (n=758): Backonja et al. (1998), Bone et al. (2002), Gordh et al. (2008), Levendoglu et al. 
(2004), Mishra et al. (2012), Rao et al. (2007), Rice & Maton (2001); concomitant drug not permitted in 
two, unclear if permitted in 1, and permitted in four (only tricyclics in one, SSRIs in another, most 
excluded from one but permitted if investigator considered necessary) 


imipramine (n=64): Sindrup et al. (2003); unclear if concomitant drugs permitted 


lamotrigine (n=125): Rao et al. (2008); concomitant drugs not permitted 


levetiracetam (n=19): Rossi et al. (2009); concomitant drugs not permitted 


lidocaine (n=28): Cheville et al. (2009); concomitant drugs not permitted 


morphine (n=24): Huse et al. (2001); unclear if concomitant drugs permitted 


oxcarbazepine (n=146): Dogra et al. (2005); SSRIs only 


oxycodone (n=159): Gimbel et al. (2003); unclear if concomitant drugs permitted 


pregabalin (n=725): Guan et al. (2011), Lesser et al. (2004), Mishra et al. (2012), Vranken et al. (2008); 
concomitant drugs permitted in 3 (but only SSRIs in two), unclear if concomitants permitted in the other 


valproate (n=91): Kochar et al. (2002), Kochar et al. (2004);  unclear if concomitant drugs permitted 


topiramate (n=317): Raskin et al. (2004); SSRIs only 


tramadol (n=176): Boureau et al. (2003), Sindrup et al. (1999); unclear if concomitant drugs permitted in 
one and not permitted in the other 


venlafaxine (n=64): Sindrup et al. (2003); unclear if concomitant drugs permitted 


Head-to-head trials 


gabapentin vs amitriptyline (n=60): Mishra et al. (2012); unclear if concomitant drugs permitted 


gabapentin+nortriptyline vs gabapentin (n=96): Gilron et al. (2012); concomitant opioids permitted in 
stable doses but tricyclics, gabapentin, pregabalin excluded 


gabapentin+oxycodone vs gabapentin (n=328): Hanna et al. (2008); concomitant drugs permitted 
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nortriptyline vs gabapentin (n=96): Gilron et al. (2012); concomitant opioids permitted in stable doses 
but tricyclics, gabapentin, pregabalin excluded 


nortriptyline vs gabapentin+nortriptyline (n=100): Gilron et al. (2012); concomitant opioids permitted in 
stable doses but tricyclics, gabapentin, pregabalin excluded 


pregabalin vs amitriptyline (n=60): Mishra et al. (2012); unclear if concomitant drugs permitted 


pregabalin vs gabapentin (n=60): Mishra et al. (2012); unclear if concomitant drugs permitted 


venlafaxine vs imipramine (n=64): Sindrup et al. (2003); unclear if concomitant drugs permitted 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 31 pain (continuous) - 4 weeks - evidence network 
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Table 51 pain (continuous) - 4 weeks - trials included in analysis 
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T
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a
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T
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m
a
d


o
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Amitriptyline 
4 RCTs


12,17,30,30
 


total n=148 
                   


Cannabis 
Sativa Extract 


2 RCTs
18,24


 
total n=190 


-                   


Duloxetine 
1 RCT


29
 


total n=48 
- -                  


Escitalopram 
1 RCT


19
 


total n=82 
- - -                 


Gabapentin 
7 
RCTs


1,2,8,16,17,20,23
 


total n=758 


1 
RCT


17
 


total 
n=60 


- - -                


Gabapentin 
+Nortriptyline 


- - - - - 


1 
RCT


6
 


total 
n=96 


              


Gabapentin 
+Oxycodone 


- - - - - 


1 
RCT


10
 


total 
n=328 


-              


Imipramine 
1 RCT


27
 


total n=64 
- - - - - - -             


Lamotrigine 
1 RCT


21
 


total n=125 
- - - - - - - -            


Levetiracetam 
1 RCT


25
 


total n=19 
- - - - - - - - -           


Lidocaine 1 RCT
4
 - - - - - - - - - -          
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V
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a
te


 


T
o


p
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T
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(Topical) total n=28 


Morphine 
1 RCT


11
 


total n=24 
- - - - - - - - - - -         


Nortriptyline - - - - - 


1 
RCT


6
 


total 
n=96 


1 
RCT


6
 


total 
n=100 


- - - - - -        


Oxcarbazepine 
1 RCT


5
 


total n=146 
- - - - - - - - - - - - -       


Oxycodone 
1 RCT


7
 


total n=159 
- - - - - - - - - - - - - -      


Pregabalin 
4 RCTs


9,15,17,28
 


total n=725 


1 
RCT


17
 


total 
n=60 


- - - 


1 
RCT


17
 


total 
n=60 


- - - - - - - - - -     


Valproate 
2 RCTs


13,14
 


total n=91 
- - - - - - - - - - - - - - - -    


Topiramate 
1 RCT


22
 


total n=317 
- - - - - - - - - - - - - - - - -   


Tramadol 
2 RCTs


3,26
 


total n=176 
- - - - - - - - - - - - - - - - - -  


Venlafaxine 
1 RCT


27
 


total n=64 
- - - - - - - 


1 
RCT


27
 


total 
n=64 


- - - - - - - - - - - 


(1) Backonja et al. (1998); (2) Bone et al. (2002); (3) Boureau et al. (2003); (4) Cheville et al. (2009); (5) Dogra et al. (2005); (6) Gilron et al. (2012); (7) Gimbel et al. (2003); (8) 
Gordh et al. (2008); (9) Guan et al. (2011); (10) Hanna et al. (2008); (11) Huse et al. (2001); (12) Kalso et al. (1995); (13) Kochar et al. (2002); (14) Kochar et al. (2004); (15) 
Lesser et al. (2004); (16) Levendoglu et al. (2004); (17) Mishra et al. (2012); (18) Nurmikko et al. (2007); (19) Otto et al. (2008); (20) Rao et al. (2007); (21) Rao et al. (2008); 
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(22) Raskin et al. (2004); (23) Rice & Maton (2001); (24) Rog et al. (2005); (25) Rossi et al. (2009); (26) Sindrup et al. (1999); (27) Sindrup et al. (2003); (28) Vranken et al. 
(2008); (29) Vranken et al. (2011); (30) Vrethem et al. (1997) 
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Table 52 pain (continuous) - 4 weeks - relative effectiveness of all pairwise combinations 
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Placebo  
-1.22 
(-2.18, 
-0.26) 


-1.21 
(-1.64, 
-0.77) 


-0.50 
(-1.34, 
0.34) 


-1.00 
(-1.57, 
-0.43) 


-0.84 
(-1.72, 
0.05) 


- - 
-1.30 
(-2.04, 
-0.56) 


0.35 
(-0.32, 
1.02) 


-1.51 
(-2.63, 
-0.39) 


0.10 
(-0.78, 
0.98) 


-0.73 
(-1.41, 
-0.05) 


- 
-0.72 
(-1.18, 
-0.26) 


-0.70 
(-1.14, 
-0.26) 


-0.96 
(-1.51, 
-0.41) 


-1.34 
(-1.98, 
-0.69) 


-0.18 
(-0.50, 
0.15) 


-1.19 
(-1.85, 
-0.53) 


-1.00 
(-1.74, 
-0.26) 


Amitriptyline 
-1.19 
(-2.13, 
-0.25) 


 - - - 
0.11 
(-0.21, 
0.43) 


- - - - - - - - - - 
-0.73 
(-1.00, 
-0.46) 


- - - - 


Cannabis 
Sativa Extract 


-1.21 
(-2.61, 
0.18) 


-0.02 
(-1.71, 
1.66) 


 - - - - - - - - - - - - - - - - - - 


Duloxetine 
-0.50 
(-2.56, 
1.56) 


0.69 
(-1.58, 
2.95) 


0.72 
(-1.79, 
3.20) 


 - - - - - - - - - - - - - - - - - 


Escitalopram 
-1.00 
(-2.97, 
0.97) 


0.18 
(-2.00, 
2.38) 


0.21 
(-2.20, 
2.62) 


-0.50 
(-3.34, 
2.35) 


 - - - - - - - - - - - - - - - - 


Gabapentin 
-0.88 
(-1.57, 
-0.18) 


0.31 
(-0.80, 
1.43) 


0.34 
(-1.22, 
1.90) 


-0.38 
(-2.55, 
1.80) 


0.12 
(-1.96, 
2.21) 


 
-0.90 
(-1.42, 
-0.38) 


-0.80 
(-1.22, 
-0.38) 


- - - - - 
-0.30 
(-0.82, 
0.22) 


- - 
-0.84 
(-1.13, 
-0.55) 


- - - - 


Gabapentin 
+Nortriptyline 


-1.77 
(-3.84, 
0.31) 


-0.58 
(-2.82, 
1.68) 


-0.56 
(-3.06, 
1.94) 


-1.27 
(-4.18, 
1.65) 


-0.77 
(-3.64, 
2.09) 


-0.89 
(-2.85, 
1.06) 


 - - - - - - 
0.60 
(0.19, 
1.01) 


- - - - - - - 


Gabapentin 
+Oxycodone 


-1.68 
(-3.72, 
0.38) 


-0.49 
(-2.71, 
1.74) 


-0.46 
(-2.94, 
2.01) 


-1.18 
(-4.07, 
1.74) 


-0.68 
(-3.52, 
2.16) 


-0.80 
(-2.73, 
1.12) 


0.09 
(-2.66, 
2.83) 


 - - - - - - - - - - - - - 


Imipramine 
-1.29 
(-3.31, 
0.72) 


-0.10 
(-2.34, 
2.12) 


-0.08 
(-2.54, 
2.36) 


-0.80 
(-3.67, 
2.09) 


-0.30 
(-3.11, 
2.52) 


-0.41 
(-2.55, 
1.71) 


0.48 
(-2.42, 
3.38) 


0.39 
(-2.50, 
3.25) 


 - - - - - - - - - - - 
0.30 
(-0.54, 
1.14) 
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Lamotrigine 
0.35 
(-1.63, 
2.36) 


1.54 
(-0.67, 
3.76) 


1.56 
(-0.87, 
4.00) 


0.85 
(-1.99, 
3.74) 


1.35 
(-1.43, 
4.17) 


1.23 
(-0.88, 
3.35) 


2.13 
(-0.76, 
5.01) 


2.03 
(-0.83, 
4.89) 


1.65 
(-1.18, 
4.48) 


 - - - - - - - - - - - 


Levetiracetam 
-1.52 
(-3.69, 
0.66) 


-0.33 
(-2.69, 
2.06) 


-0.31 
(-2.89, 
2.29) 


-1.02 
(-4.01, 
1.99) 


-0.52 
(-3.46, 
2.43) 


-0.64 
(-2.93, 
1.64) 


0.25 
(-2.77, 
3.25) 


0.16 
(-2.83, 
3.16) 


-0.23 
(-3.21, 
2.75) 


-1.88 
(-4.83, 
1.09) 


 - - - - - - - - - - 


Lidocaine 
(Topical) 


0.10 
(-1.98, 
2.17) 


1.29 
(-0.98, 
3.57) 


1.31 
(-1.19, 
3.82) 


0.60 
(-2.34, 
3.52) 


1.10 
(-1.76, 
3.95) 


0.98 
(-1.22, 
3.16) 


1.87 
(-1.07, 
4.78) 


1.78 
(-1.15, 
4.70) 


1.39 
(-1.49, 
4.29) 


-0.25 
(-3.13, 
2.64) 


1.62 
(-1.37, 
4.61) 


 - - - - - - - - - 


Morphine 
-0.73 
(-2.72, 
1.27) 


0.46 
(-1.74, 
2.67) 


0.49 
(-1.94, 
2.93) 


-0.23 
(-3.10, 
2.66) 


0.27 
(-2.53, 
3.06) 


0.15 
(-1.97, 
2.26) 


1.05 
(-1.84, 
3.92) 


0.95 
(-1.90, 
3.81) 


0.57 
(-2.26, 
3.39) 


-1.08 
(-3.91, 
1.74) 


0.80 
(-2.16, 
3.76) 


-0.83 
(-3.70, 
2.05) 


 - - - - - - - - 


Nortriptyline 
-1.17 
(-3.25, 
0.91) 


0.01 
(-2.22, 
2.27) 


0.04 
(-2.46, 
2.54) 


-0.67 
(-3.59, 
2.26) 


-0.17 
(-3.03, 
2.68) 


-0.29 
(-2.25, 
1.66) 


0.60 
(-1.32, 
2.51) 


0.51 
(-2.23, 
3.25) 


0.12 
(-2.77, 
3.01) 


-1.52 
(-4.41, 
1.36) 


0.34 
(-2.65, 
3.35) 


-1.27 
(-4.20, 
1.66) 


-0.44 
(-3.34, 
2.44) 


 - - - - - - - 


Oxcarbazepine 
-0.71 
(-2.64, 
1.21) 


0.47 
(-1.69, 
2.62) 


0.50 
(-1.88, 
2.88) 


-0.22 
(-3.03, 
2.62) 


0.28 
(-2.46, 
3.04) 


0.17 
(-1.90, 
2.20) 


1.06 
(-1.79, 
3.87) 


0.96 
(-1.85, 
3.77) 


0.58 
(-2.22, 
3.39) 


-1.07 
(-3.84, 
1.71) 


0.80 
(-2.11, 
3.70) 


-0.82 
(-3.66, 
2.00) 


0.01 
(-2.78, 
2.77) 


0.45 
(-2.37, 
3.28) 


 - - - - - - 


Oxycodone 
-0.70 
(-2.65, 
1.23) 


0.48 
(-1.68, 
2.63) 


0.51 
(-1.87, 
2.88) 


-0.20 
(-3.03, 
2.62) 


0.29 
(-2.47, 
3.03) 


0.18 
(-1.88, 
2.22) 


1.07 
(-1.78, 
3.89) 


0.98 
(-1.84, 
3.79) 


0.59 
(-2.20, 
3.39) 


-1.05 
(-3.84, 
1.74) 


0.81 
(-2.11, 
3.73) 


-0.80 
(-3.63, 
2.03) 


0.02 
(-2.75, 
2.79) 


0.47 
(-2.36, 
3.30) 


0.01 
(-2.72, 
2.74) 


 - - - - - 


Pregabalin 
-1.17 
(-2.07, 
-0.29) 


0.02 
(-1.20, 
1.23) 


0.05 
(-1.63, 
1.68) 


-0.67 
(-2.91, 
1.56) 


-0.17 
(-2.33, 
1.98) 


-0.29 
(-1.39, 
0.77) 


0.60 
(-1.65, 
2.82) 


0.51 
(-1.71, 
2.69) 


0.13 
(-2.09, 
2.32) 


-1.52 
(-3.72, 
0.66) 


0.35 
(-2.03, 
2.69) 


-1.27 
(-3.53, 
0.98) 


-0.44 
(-2.64, 
1.72) 


0.01 
(-2.23, 
2.22) 


-0.45 
(-2.59, 
1.66) 


-0.46 
(-2.60, 
1.65) 


 - - - - 


Valproate 
-1.52 
(-3.27, 
0.20) 


-0.33 
(-2.32, 
1.63) 


-0.31 
(-2.57, 
1.89) 


-1.02 
(-3.73, 
1.66) 


-0.52 
(-3.16, 
2.07) 


-0.64 
(-2.53, 
1.20) 


0.25 
(-2.47, 
2.93) 


0.16 
(-2.55, 
2.82) 


-0.23 
(-2.91, 
2.41) 


-1.87 
(-4.55, 
0.75) 


0.00 
(-2.79, 
2.75) 


-1.62 
(-4.34, 
1.07) 


-0.79 
(-3.46, 
1.83) 


-0.34 
(-3.08, 
2.33) 


-0.80 
(-3.39, 
1.77) 


-0.82 
(-3.44, 
1.76) 


-0.35 
(-2.30, 
1.58) 


 - - - 


Topiramate -0.18 
(-2.08, 


1.01 
(-1.11, 


1.04 
(-1.32, 


0.32 
(-2.47, 


0.82 
(-1.91, 


0.70 
(-1.33, 


1.60 
(-1.24, 


1.50 
(-1.30, 


1.12 
(-1.64, 


-0.53 
(-3.30, 


1.34 
(-1.55, 


-0.27 
(-3.09, 


0.55 
(-2.20, 


1.00 
(-1.84, 


0.54 
(-2.16, 


0.53 
(-2.19, 


0.99 
(-1.10, 


1.34 
(-1.22, 


 - - 
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1.73) 3.13) 3.39) 3.13) 3.56) 2.72) 4.43) 4.29) 3.90) 2.25) 4.24) 2.53) 3.30) 3.83) 3.23) 3.24) 3.10) 3.94) 


Tramadol 
-1.30 
(-2.76, 
0.14) 


-0.12 
(-1.85, 
1.61) 


-0.09 
(-2.11, 
1.91) 


-0.80 
(-3.33, 
1.70) 


-0.31 
(-2.77, 
2.13) 


-0.43 
(-2.05, 
1.18) 


0.47 
(-2.08, 
2.98) 


0.38 
(-2.15, 
2.88) 


-0.01 
(-2.50, 
2.47) 


-1.66 
(-4.13, 
0.80) 


0.21 
(-2.43, 
2.84) 


-1.41 
(-3.93, 
1.12) 


-0.58 
(-3.07, 
1.88) 


-0.13 
(-2.67, 
2.39) 


-0.58 
(-3.02, 
1.82) 


-0.60 
(-3.03, 
1.81) 


-0.14 
(-1.83, 
1.57) 


0.22 
(-2.03, 
2.49) 


-1.12 
(-3.52, 
1.25) 


 - 


Venlafaxine 
-1.00 
(-3.02, 
1.02) 


0.19 
(-2.03, 
2.43) 


0.22 
(-2.25, 
2.67) 


-0.49 
(-3.38, 
2.39) 


0.00 
(-2.82, 
2.82) 


-0.12 
(-2.26, 
2.01) 


0.77 
(-2.12, 
3.69) 


0.68 
(-2.21, 
3.55) 


0.30 
(-1.75, 
2.35) 


-1.35 
(-4.18, 
1.49) 


0.52 
(-2.45, 
3.49) 


-1.10 
(-4.01, 
1.80) 


-0.27 
(-3.12, 
2.56) 


0.17 
(-2.73, 
3.08) 


-0.29 
(-3.07, 
2.51) 


-0.29 
(-3.09, 
2.49) 


0.17 
(-2.03, 
2.39) 


0.52 
(-2.11, 
3.22) 


-0.82 
(-3.58, 
1.95) 


0.30 
(-2.18, 
2.80) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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Figure 32 pain (continuous) - 4 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 53 pain (continuous) - 4 weeks - rankings for each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.000 18 (14, 20) 


Amitriptyline 0.007 9 (2, 16) 


Cannabis Sativa Extract 0.029 9 (1, 18) 


Duloxetine 0.019 15 (2, 21) 


Escitalopram 0.047 10 (1, 21) 


Gabapentin 0.000 12 (6, 17) 


Gabapentin+Nortriptyline 0.183 4 (1, 18) 


Gabapentin+Oxycodone 0.164 5 (1, 19) 


Imipramine 0.081 8 (1, 20) 


Lamotrigine 0.002 19 (6, 21) 


Levetiracetam 0.150 6 (1, 20) 


Lidocaine (Topical) 0.005 18 (4, 21) 


Morphine 0.028 13 (1, 21) 


Nortriptyline 0.046 9 (1, 20) 


Oxcarbazepine 0.023 13 (2, 21) 


Oxycodone 0.023 13 (2, 21) 


Pregabalin 0.005 9 (3, 16) 


Valproate 0.100 6 (1, 18) 


Topiramate 0.006 17 (3, 21) 


Tramadol 0.042 8 (1, 18) 


Venlafaxine 0.042 11 (1, 21) 
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Figure 33 pain (continuous) - 4 weeks - rank probability histograms 


 


Table 54 pain (continuous) - 4 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


68.66 
(compared to 69 data-points) -21.183 -88.062 66.879 45.697 0.765 (95%CrI: 0.398, 1.878) 


 
Table 55 pain (continuous) - 4 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 


 Vrethem (1997) reported this outcome separately in those with and without 


diabetes – both arms are included here since the study did not report this 
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outcome for both of these groups separately. 
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Summary GRADE profile 6b: Network meta-analysis for pain relief on 
normalised 10-point scale (56 +/- 7d) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Pain relief 
on 
normalise
d 10-point 
scale 
(follow up 
56 days) 


21 
RCTs


a
  


n=2923 


very 
serious


1
 


very serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


Important 


1
 over half of the studies were unclear about allocation concealment; groups were not comparable at 


baseline in 4 studies and it was unclear if they were comparable in 10 others; concomitant drugs 
permitted varies across the studies in the network; one study was single-blind 
2
 I


2 
was 96 and 90 for gabapentin and pregabalin vs placebo, respectively, which may indicate 


considerable heterogeneity; I
2 
was 47% for the two arms of Rintala comparing amitriptyline vs 


gabapentin (with and without depression) which may indicate moderate inconsistency; there did not 
appear to be differences between indirect and direct comparisons for most, however, the direct 
comparison for amitriptyline and gabapentin was slightly different than that for the indirect comparison 
but this is not likely to be considered clinical different. 
3
 all aspects of PICO conform to review protocol 


4
 the majority of links in the network are connected by only one study; wide confidence intervals for  


effectiveness estimates of most interventions compared to placebo and in the overall ranking in the 
network 
a
 Placebo-controlled trials 


amitriptyline (n=68): Graff-Radford et al. (2000), Rintala et al. (2007); unclear if concomitant drugs were 
permitted in one, but as oxycodone was used as a rescue medication in the other (this is in the scope of 
the guideline for the use in NP so considered a concomitant medication) 


duloxetine (n=48): Vranken et al. (2011); concomitant drugs permitted if stable except anti-depressants 


gabapentin (n=758): Backonja et al. (1998), Levendoglu et al. (2004), Rice & Maton (2001), Rintala et 
al. (2007), Rowbotham et al. (1998);  concomitant drugs not permitted in one, unclear in one, but 
permitted in the others (but only SSRIs in one, and one only allowed oxycodone as rescue medication 
so is considered concomitant medication) 


lamotrigine (n=212): Eisenberg et al. (2001), Luria et al. (2000), Rao et al. (2008); concomitant drugs not 
permitted 


levetiracetam (n=19): Rossi et al. (2009); concomitant drugs not permitted 


oxcarbazepine (n=146): Dogra et al. (2005); SSRIs only 


pregabalin (n=749): Guan et al. (2011), Moon et al. (2010), Sabatowski et al. (2004); concomitant drugs 
permitted (but only SSRIs in one) 


valproate (n=40): Kochar et al. (2005); no concomitant drugs permitted 


topiramate (n=317): Raskin et al. (2004); SSRIs only 


capsaicin cream (n=20): Tandan et al. (1992); concomitant drugs other than topical medications 
permitted 


Head-to-head trials 


gabapentin+oxycodone vs gabapentin (n=328): Hanna et al. (2008); concomitant drugs permitted 


nortriptyline vs gabapentin (n=70): Chandra et al. (2006);  unclear if concomitant drugs permitted 


capsaicin cream vs amitriptyline (n=212); Biesbroeck et al. (1995); concomitant drugs permitted except 
tricyclics and topical medications 


amitriptyline vs gabapentin (n=44): Rintala et al. (2007); concomitant drugs were not permitted but 
oxycodone was used as a rescue medication (this is in the scope of the guideline for the use in NP so 
considered a concomitant medication) 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 34 pain (continuous) - 8 weeks - evidence network 
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Table 56 pain (continuous) - 8 weeks - trials included in analysis 
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Amitriptyline 
3 RCTs


6,16,16
 


total n=68 
           


Duloxetine 
1 RCT


21
 


total n=48 
-           


Gabapentin 
6 
RCTs


1,10,15,16,16,18
 


total n=716 


2 RCTs
16,16


 
total n=44 


-          


Gabapentin 
+Oxycodone 


- - - 
1 RCT


8
 


total n=328 
        


Lamotrigine 
3 RCTs


5,11,13
 


total n=212 
- - - -        


Levetiracetam 
1 RCT


17
 


total n=19 
- - - - -       


Nortriptyline - - - 
1 RCT


3
 


total n=70 
- - -      


Oxcarbazepine 
1 RCT


4
 


total n=146 
- - - - - - -     


Pregabalin 
3 RCTs


7,12,19
 


total n=749 
- - - - - - - -    


Valproate 
1 RCT


9
 


total n=40 
- - - - - - - - -   


Topiramate 
1 RCT


14
 


total n=317 
- - - - - - - - - -  


Capsaicin Cream 
1 RCT


20
 


total n=20 
1 RCT


2
 


total n=212 
- - - - - - - - - - 
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(1) Backonja et al. (1998); (2) Biesbroeck et al. (1995); (3) Chandra et al. (2006); (4) Dogra et al. (2005); (5) Eisenberg et al. (2001); (6) Graff-Radford et al. (2000); (7) Guan et 
al. (2011); (8) Hanna et al. (2008); (9) Kochar et al. (2005); (10) Levendoglu et al. (2004); (11) Luria et al. (2000); (12) Moon et al. (2010); (13) Rao et al. (2008); (14) Raskin et 
al. (2004); (15) Rice & Maton (2001); (16) Rintala et al. (2007); (17) Rossi et al. (2009); (18) Rowbotham et al. (1998); (19) Sabatowski et al. (2004); (20) Tandan et al. (1992); 
(21) Vranken et al. (2011) 
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Table 57 pain (continuous) - 8 weeks - relative effectiveness of all pairwise combinations 
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T
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C
a
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s
a
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C
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a
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Placebo  
-1.99 
(-2.89, -1.09) 


-1.00 
(-1.85, -
0.15) 


-1.51 
(-2.80, -0.21) 


- 
-0.97 
(-1.20, -
0.74) 


-2.71 
(-4.27, -
1.15) 


- 
-0.92 
(-1.60, -
0.24) 


-0.92 
(-1.70, -
0.13) 


-2.54 
(-3.57, -
1.51) 


-0.66 
(-1.14, -
0.18) 


-1.19 
(-2.59, 
0.21) 


Amitriptyline 
-2.29 
(-3.62, -
0.96) 


 - 
1.55 
(-0.09, 3.20) 


- - - - - - - - 
0.30 
(0.22, 
0.38) 


Duloxetine 
-1.00 
(-3.33, 
1.33) 


1.29 
(-1.40, 3.99) 


 - - - - - - - - - - 


Gabapentin 
-1.57 
(-2.46, -
0.59) 


0.73 
(-0.69, 2.21) 


-0.57 
(-3.05, 
2.00) 


 
-0.80 
(-1.31, -
0.29) 


- - 
-0.21 
(-1.05, 
0.63) 


- - - - - 


Gabapentin 
+Oxycodone 


-2.37 
(-4.76, 
0.13) 


-0.08 
(-2.73, 2.65) 


-1.37 
(-4.70, 
2.05) 


-0.80 
(-3.06, 1.46) 


 - - - - - - - - 


Lamotrigine 
-0.89 
(-2.26, 
0.48) 


1.40 
(-0.50, 3.31) 


0.11 
(-2.61, 
2.81) 


0.68 
(-1.02, 2.29) 


1.48 
(-1.37, 
4.23) 


 - - - - - - - 


Levetiracetam 
-2.71 
(-5.40, -
0.04) 


-0.42 
(-3.42, 2.54) 


-1.72 
(-5.28, 
1.83) 


-1.15 
(-4.01, 1.64) 


-0.35 
(-4.03, 
3.23) 


-1.83 
(-4.85, 
1.19) 


 - - - - - - 


Nortriptyline 
-1.78 
(-4.25, 
0.79) 


0.51 
(-2.20, 3.31) 


-0.78 
(-4.17, 
2.71) 


-0.22 
(-2.56, 2.14) 


0.58 
(-2.67, 
3.85) 


-0.89 
(-3.73, 
2.03) 


0.94 
(-2.69, 
4.66) 


 - - - - - 


Oxcarbazepine 
-0.92 
(-3.21, 
1.38) 


1.37 
(-1.28, 4.03) 


0.08 
(-3.20, 
3.35) 


0.65 
(-1.87, 3.09) 


1.44 
(-1.94, 
4.77) 


-0.04 
(-2.69, 
2.63) 


1.79 
(-1.73, 
5.33) 


0.85 
(-2.59, 
4.23) 


 - - - - 
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C
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s
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C
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a
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Pregabalin 
-0.99 
(-2.22, 
0.24) 


1.30 
(-0.50, 3.11) 


0.01 
(-2.64, 
2.65) 


0.57 
(-1.01, 2.07) 


1.37 
(-1.40, 
4.05) 


-0.11 
(-1.94, 
1.73) 


1.72 
(-1.22, 
4.67) 


0.79 
(-2.07, 
3.54) 


-0.07 
(-2.67, 
2.52) 


 - - - 


Valproate 
-2.54 
(-4.95, -
0.11) 


-0.25 
(-2.99, 2.51) 


-1.53 
(-4.91, 
1.82) 


-0.97 
(-3.60, 1.60) 


-0.17 
(-3.65, 
3.23) 


-1.65 
(-4.42, 
1.13) 


0.18 
(-3.44, 
3.79) 


-0.75 
(-4.30, 
2.68) 


-1.62 
(-4.95, 
1.73) 


-1.54 
(-4.25, 
1.18) 


 - - 


Topiramate 
-0.65 
(-2.91, 
1.60) 


1.63 
(-0.96, 4.25) 


0.35 
(-2.90, 
3.60) 


0.91 
(-1.57, 3.31) 


1.71 
(-1.67, 
4.99) 


0.23 
(-2.40, 
2.87) 


2.06 
(-1.40, 
5.56) 


1.13 
(-2.32, 
4.45) 


0.27 
(-2.93, 
3.48) 


0.34 
(-2.24, 
2.91) 


1.87 
(-1.43, 
5.18) 


 - 


Capsaicin 
Cream 


-1.68 
(-3.51, 
0.18) 


0.61 
(-1.12, 2.39) 


-0.67 
(-3.65, 
2.32) 


-0.11 
(-2.13, 1.85) 


0.69 
(-2.35, 
3.67) 


-0.79 
(-3.06, 
1.52) 


1.04 
(-2.20, 
4.31) 


0.10 
(-3.00, 
3.16) 


-0.75 
(-3.68, 
2.20) 


-0.68 
(-2.87, 
1.54) 


0.86 
(-2.16, 
3.92) 


-1.02 
(-3.89, 
1.89) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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Amitriptyline


Duloxetine


Gabapentin


Gabapentin+Oxycodone


Lamotrigine


Levetiracetam


Nortriptyline


Oxcarbazepine


Pregabalin


Valproate


Topiramate


Capsaicin Cream


Mean Difference -v- Placebo


 MTC


 Direct pairwise
 


Figure 35 pain (continuous) - 8 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


 


Table 58 pain (continuous) - 8 weeks - rankings for each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.000 12 (10, 13) 


Amitriptyline 0.073 4 (1, 9) 


Duloxetine 0.023 9 (2, 13) 


Gabapentin 0.001 7 (3, 10) 


Gabapentin+Oxycodone 0.187 3 (1, 12) 


Lamotrigine 0.002 9 (4, 13) 


Levetiracetam 0.322 3 (1, 12) 


Nortriptyline 0.087 6 (1, 13) 


Oxcarbazepine 0.019 9 (2, 13) 


Pregabalin 0.001 9 (4, 12) 


Valproate 0.243 3 (1, 11) 


Topiramate 0.011 10 (2, 13) 


Capsaicin Cream 0.033 6 (1, 12) 
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Figure 36 pain (continuous) - 8 weeks - rank probability histograms 


 


Table 59 pain (continuous) - 8 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


47.61 


(compared to 48 data-points) 
1.522 -44.108 45.63 47.151 0.965 (95%CrI: 0.448, 2.870) 


 
Table 60 pain (continuous) - 8 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 


 Rintala (2007) reported this outcome separately in those with and without 


depression – both arms are included here since the study did not report this 


outcome for both of these groups separately. 
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Summary GRADE profile 6c: Network meta-analysis for pain relief on 
normalised 10-point scale (84 +/- 14days) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Pain relief 
on 
normalise
d 10-point 
scale 
(follow up 
84 days) 


15 
RCTs


a
  


n=2987 


very 
serious


1
 


serious
2
 not serious


3
 serious


4
 low 


 


 


Important 


1
 over half of the studies were unclear about allocation concealment; groups were not comparable at 


baseline in 3 studies and it was unclear if they were comparable in 7 others; baseline severity and 
concomitant drugs permitted varies across the studies in the network; one study was single-blind 
2
 I


2 
was 90% for pregabalin vs placebo which may indicate considerable heterogeneity and 27% for 


valproate vs placebo which may indicate that any inconsistency might not be important; no loops in 
networks so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 there are no head-to-head trials; the majority of links in the network are connected by only one study;  


wide confidence intervals for overall ranking in the network  
a
 cannabis sativa extract (n=30): Selvarajah et al. (2010); concomitant drugs permitted 


duloxetine (n=1352): Goldstein et al. (2005), Raskin et al. (2005), Wernicke et al. (2006), Yasuda et al. 
(2011); concomitant drugs not permitted in 3 and unclear if permitted in the other 


lacosamide (n=119): Rauck et al. (2007); only SSRIs permitted but others were permitted during the trial 
if the investigator considered it necessary 


lamotrigine (n=125): Rao et al. (2008); concomitant drugs not permitted 


levetiracetam (n=19): Rossi et al. (2009); concomitant drugs not permitted 


oxcarbazepine (n=146): Dogra et al. (2005); SSRIs only 


pregabalin (n=801): Siddall et al. (2006), Simpson et al. (2010), van Seventer et al. (2006); concomitant 
drugs permitted but anti-convulsants excluded in one and gabapentin excluded in another 


valproate (n=79): Agrawal et al. (2009), Kochar et al. (2004); concomitant drugs not permitted and 
unclear in the other 


topiramate (n=317): Raskin et al. (2004); SSRIs only 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 37 pain (continuous) - 12 weeks - evidence network 


 


Table 61 pain (continuous) - 12 weeks - trials included in analysis 
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V
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Cannabis 
Sativa Extract 


1 RCT
10


 
total n=30 


        


Duloxetine 


4 
RCTs


3,7,14,15
 


total 
n=1352 


-        


Lacosamide 
1 RCT


8
 


total n=119 
- -       


Lamotrigine 
1 RCT


5
 


total n=125 
- - -      


Levetiracetam 
1 RCT


9
 


total n=18 
- - - -     


Oxcarbazepine 
1 RCT


2
 


total n=146 
- - - - -    


Pregabalin 
3 
RCTs


11,12,13
 


total n=801 
- - - - - -   


Valproate 
2 RCTs


1,4
 


total n=79 
- - - - - - -  


Topiramate 
1 RCT


6
 


total n=317 
- - - - - - - - 


(1) Agrawal et al. (2009); (2) Dogra et al. (2005); (3) Goldstein et al. (2005); (4) Kochar et al. (2004); (5) 
Rao et al. (2008); (6) Raskin et al. (2004); (7) Raskin et al. (2005); (8) Rauck et al. (2007); (9) Rossi et 
al. (2009); (10) Selvarajah et al. (2010); (11) Siddall et al. (2006); (12) Simpson et al. (2010); (13) van 
Seventer et al. (2006); (14) Wernicke et al. (2006); (15) Yasuda et al. (2011) 
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Table 62 pain (continuous) - 12 weeks - relative effectiveness of all pairwise combinations 
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T
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Placebo  
0.40 
(-1.52, 2.32) 


-0.99 
(-1.23, -0.75) 


-0.90 
(-1.72, -0.08) 


-0.15 
(-1.32, 1.02) 


-2.81 
(-4.54, -1.08) 


-0.82 
(-1.61, -0.03) 


-0.86 
(-1.61, -0.11) 


-0.56 
(-2.77, 1.64) 


-0.67 
(-1.23, -0.11) 


Cannabis 
Sativa Extract 


0.41 
(-1.77, 2.55) 


 - - - - - - - - 


Duloxetine 
-1.01 
(-1.51, -0.51) 


-1.42 
(-3.62, 0.82) 


 - - - - - - - 


Lacosamide 
-0.90 
(-2.20, 0.41) 


-1.30 
(-3.82, 1.23) 


0.11 
(-1.28, 1.52) 


 - - - - - - 


Lamotrigine 
-0.15 
(-1.69, 1.40) 


-0.55 
(-3.19, 2.12) 


0.86 
(-0.75, 2.50) 


0.75 
(-1.29, 2.77) 


 - - - - - 


Levetiracetam 
-2.81 
(-4.80, -0.80) 


-3.21 
(-6.16, -0.23) 


-1.80 
(-3.86, 0.28) 


-1.91 
(-4.30, 0.48) 


-2.66 
(-5.19, -0.12) 


 - - - - 


Oxcarbazepine 
-0.82 
(-2.11, 0.47) 


-1.22 
(-3.73, 1.31) 


0.19 
(-1.19, 1.58) 


0.08 
(-1.78, 1.92) 


-0.68 
(-2.69, 1.35) 


1.98 
(-0.40, 4.36) 


 - - - 


Pregabalin 
-0.84 
(-1.48, -0.25) 


-1.24 
(-3.49, 1.01) 


0.17 
(-0.64, 0.94) 


0.06 
(-1.40, 1.48) 


-0.69 
(-2.37, 0.95) 


1.97 
(-0.15, 4.04) 


-0.01 
(-1.47, 1.39) 


 - - 


Valproate 
-0.23 
(-1.42, 0.88) 


-0.63 
(-3.10, 1.80) 


0.79 
(-0.52, 2.01) 


0.68 
(-1.12, 2.38) 


-0.08 
(-2.04, 1.82) 


2.57 
(0.23, 4.85) 


0.59 
(-1.18, 2.29) 


0.61 
(-0.71, 1.89) 


 - 


Topiramate 
-0.67 
(-1.84, 0.50) 


-1.07 
(-3.52, 1.40) 


0.34 
(-0.93, 1.62) 


0.23 
(-1.53, 1.99) 


-0.52 
(-2.46, 1.43) 


2.14 
(-0.18, 4.46) 


0.15 
(-1.59, 1.90) 


0.17 
(-1.13, 1.52) 


-0.44 
(-2.05, 1.25) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 







DRAFT FOR CONSULTATION 


 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix 
G (June 2013)  77 of 78 


 


-5 -4 -3 -2 -1 0 1 2 3


Cannabis Sativa Extract


Duloxetine


Lacosamide


Lamotrigine


Levetiracetam


Oxcarbazepine


Pregabalin


Valproate


Topiramate


Mean Difference -v- Placebo


 MTC


 


Figure 38 pain (continuous) - 12 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 63 pain (continuous) - 12 weeks - rankings for each comparator 


 Probability best Median rank (95%CrI) 


Placebo 0.000 8 (6, 10) 


Cannabis Sativa Extract 0.010 10 (2, 10) 


Duloxetine 0.012 4 (2, 7) 


Lacosamide 0.036 4 (1, 9) 


Lamotrigine 0.008 8 (2, 10) 


Levetiracetam 0.883 1 (1, 5) 


Oxcarbazepine 0.028 5 (1, 10) 


Pregabalin 0.006 5 (2, 8) 


Valproate 0.004 7 (2, 10) 


Topiramate 0.014 5 (2, 10) 
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Figure 39 pain (continuous) - 12 weeks - rank probability histograms 


 
Table 64 pain (continuous) - 12 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


37.27 


(compared to 37 data-points) 
7.357 -25.746 33.103 40.461 0.182 (95%CrI: 0.066, 0.727) 


 
Table 65 pain (continuous) - 12 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 


 Hanna (2008) was excluded from this analysis as it was not connected to 


the network 


 Includes Rauck et al (2007) and Rao et al (2008) which report outcomes at 


70 days. 
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Appendix H GRADE profiles and results for ‘peripheral neuropathic pain’ 
 


Outcome Profile ID Follow-up 
(days) 


Number 
of RCTs 


Interventions 


Critical 


PGIC (at least 
moderate 
improvement) 


1a (pg2) 28 +/- 7 1 pregabalin 


1b (pg3) 56 +/- 7 8 capsaicin patch, gabapentin, pregabalin, 
valproate 


1c (pg6) 84 +/- 14 8 capsaicin patch, lacosamide, lamotrigine, 
pregabalin 


Sleep interference 
– normalised 10-
point scale


1
 


2a (pg9) 28 +/- 7 3 escitalopram, gabapentin, 
gabapentin+nortriptyline, nortriptyline 


2b (pg12) 56 +/- 7 2 gabapentin 


2c (pg13) 84 +/- 14 5 duloxetine, topiramate 


Withdrawal due to 
adverse effects 


3 (pg17) All time 
points 


75 23 (see page 17) 


Specific adverse 
effects


2
 


3a-t All time 
points 


See Appendix J 


Important 


30% pain relief 4a (pg29) 28 +/- 7 5 cannabis sativa extract, capsaicin cream, 
pregabalin, tramadol 


4b (pg33) 56 +/- 7 5 capsaicin patch, pregabalin 


4c (pg37) 84 +/- 14 16 cannabis sativa extract, capsaicin patch, 
duloxetine, lacosamide, lamotrigine, 
pregabalin, topiramate 


50% pain relief 5a (pg41) 28 +/- 7 5 amitriptyline, cannabis sativa extract, 
pregabalin, tramadol 


5b (pg44) 56 +/- 7 8 capsaicin patch, gabapentin, lamotrigine, 
nortriptyline, pregabalin 


5c (pg47) 84 +/- 14 15 capsaicin patch, duloxetine, pregabalin, 
topiramate 


Pain relief – 
normalised 10-point 
scale 


6a (pg52) 28 +/- 7 22 18 (see page 52) 


6b (pg61) 56 +/- 7 17 11 (see page 61) 


6c (pg67) 84 +/- 14 13 9 (see page 67) 


1
 this is the only synthesis possible for the outcome ‘patient reported improvement in daily physical and 


emotional functioning including sleep’ 
2
 completed for ‘all neuropathic pain’ only. 


(it was not possible to synthesise any results for the outcome ‘use of rescue medication’) 
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CRITICAL OUTCOMES (profiles 1 to 3) 


 
Summary GRADE profile 1a: PGIC (at least moderate improvement) (28 
+/-7 days) – pregabalin vs placebo 


Outcome Numb
er of 
Studi
es 


Limitati
ons 


Inconsiste
ncy 


Indirectn
ess 


Imprecis
ion 


Effect/ 
outco
me 


Qualit
y 


Importa
nce 


PGIC – at 
least 
moderate 
improvem
ent (28 
+/-7 days) 


1 
RCT


a
 


n=252 


serious
1
 


not 
applicable


2
 


not 
serious


3
 


serious
4
 


OR: 
5.1997 


(95% 
CI 2.94 
to 
9.19) 


moder
ate 


 


 


Critical 


1
 it was unclear if groups were comparable at baseline in concomitant SSRI use; during the study, 


rescue analgesic usage permitted but not reported; inadequate length of follow-up (5 weeks) 
2
 only 1 trial so no possibility of inconsistency between studies for a pairwise comparison 


3
 all aspects of PICO conform to review protocol 


4
 wide confidence intervals for effect estimate compared to placebo 


a 
pregabalin vs placebo (n=252): Lesser et al. (2004); only SSRIs permitted 


Abbreviations: CI, confidence interval; OR, odds ratio; PICO, patient intervention comparator outcome; 
RCT, randomised controlled trial; SSRI, selective serotonin reuptake inhibitors.


 


 


1 Placebo


2 Pregabalin


1 2
 


Figure 1 PGIC (at least moderate improvement) - 4 weeks - evidence 
diagram 


 
Table 1 PGIC (at least moderate improvement) - 4 weeks - notes 


 none 
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Summary GRADE profile 1b: Network meta-analysis for PGIC (at least 
moderate improvement) (56 +/-7 days) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectne
ss 


Imprecisio
n 


Qualit
y 


Importanc
e 


PGIC – at 
least 
moderate 
improveme
nt (56 +/-7 
days) 


8 
RCTs


a
 


n=2604 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low    


 


 


Critical 


1
 half of studies do not report the method of randomisation and half do not report about allocation 


concealment; concomitant drug use between arms within each study appears to be similar but 
concomitant drugs permitted varies across the studies in the network 
2
 I


2
 was 17% for gabapentin vs placebo which may indicate that any inconsistency might not be 


important; no loops in networks so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 there are no head-to-head trials; most links in the network contain only one trial; wide confidence 


intervals for effect estimates compared to placebo for at least half of the interventions but particularly for 
valproate which is likely due to very small study sizes causing uncertainty of the ranking within the 
network 
a
 Capsaicin Patch (n=1543): Irving et al. (2011); Irving et al. (2012); concomitant drugs permitted if 


stable 


Gabapentin (n=778): Backonja et al. (1998), Rice & Maton (2001), Rowbotham et al. (1998), Simpson 
(2001); concomitant drugs not permitted in 1, but permitted in 3 (but anti-convulsants excluded in 1 and 
SSRIs excluded in another) 


Pregabalin (n=238): Sabatowski et al. (2004); concomitant drugs permitted if stable 


Valproate (n=45): Kochar et al. (2005); no concomitant drugs permitted 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 2 PGIC (at least moderate improvement) - 8 weeks - evidence 
network 
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Table 2 PGIC (at least moderate improvement) - 8 weeks - trials included 
in analysis 


 Placebo Capsaicin Patch Gabapentin Pregabalin 


Capsaicin Patch 
2 RCTs


2,3
 


total n=1543 
   


Gabapentin 
4 RCTs


1,5,6,8
 


total n=778 
-   


Pregabalin 
1 RCT


7
 


total n=238 
- -  


Valproate 
1 RCT


4
 


total n=45 
- - - 


(1) Backonja et al. (1998); (2) Irving et al. (2011); (3) Irving et al. (2012); (4) Kochar et al. (2005); (5) 
Rice & Maton (2001); (6) Rowbotham et al. (1998); (7) Sabatowski et al. (2004); (8) Simpson (2001) 


 


Table 3 PGIC (at least moderate improvement) - 8 weeks - relative 
effectiveness of all pairwise combinations 


 Placebo 
Capsaicin 
Patch 


Gabapentin Pregabalin Valproate 


Placebo  
1.69 
(1.35, 2.12) 


3.14 
(2.16, 4.56) 


3.34 
(1.63, 6.83) 


8.23 
(1.89, 35.83) 


Capsaicin Patch 
1.68 
(1.06, 2.65) 


 - - - 


Gabapentin 
3.18 
(2.10, 4.87) 


1.89 
(1.02, 3.53) 


 - - 


Pregabalin 
3.43 
(1.52, 8.33) 


2.04 
(0.80, 5.52) 


1.08 
(0.43, 2.86) 


 - 


Valproate 
9.60 
(2.12, 60.14) 


5.73 
(1.18, 37.71) 


3.03 
(0.62, 19.76) 


2.79 
(0.49, 20.92) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 3 PGIC (at least moderate improvement) - 8 weeks - relative effect 
of all options compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 4 PGIC (at least moderate improvement) - 8 weeks - rankings for 
each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 5 (5, 5) 


Capsaicin Patch 0.001 4 (3, 4) 


Gabapentin 0.044 3 (1, 3) 


Pregabalin 0.102 2 (1, 4) 


Valproate 0.853 1 (1, 3) 
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Figure 4 PGIC (at least moderate improvement) - 8 weeks - rank 
probability histograms 


 


Table 5 PGIC (at least moderate improvement) - 8 weeks - model fit 
statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


16.59 


(compared to 18 data-points) 
102.227 88.295 13.932 116.159 0.000 (95%CrI: 0.000, 0.462) 


 


Table 6 PGIC (at least moderate improvement) - 8 weeks - notes 


 Random-effects model was used. 


 30000 burn-ins and 50000 iterations. 


 Model convergence: autocorrelation relatively poor for valproate because of 


small numbers of events in placebo arm. 
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Summary GRADE profile 1c: Network meta-analysis for PGIC (at least 
moderate improvement) (84 +/- 14 days) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectne
ss 


Imprecisio
n 


Qualit
y 


Importanc
e 


PGIC – at 
least 
moderate 
improveme
nt (follow 
up 84 
days) 


8 RCTs
 


a
 


n=3157 


very 
serious


1
 


not serious
2
 not serious


3
 serious


4
 low 


 


 


Critical 


1
 5 studies do not report the method of randomisation and half were unclear about allocation 


concealment; there is uncertainty about comparability at baseline between groups in 5 studies 
(particularly for use of concomitant drugs); during the studies, concomitant drug and rescue medication 
use was unclear in 5 studies; concomitant drugs permitted varies across the studies in the network 
2
 I


2
 was 0% for capsaicin patch or pregabalin vs placebo which may indicate that any inconsistency 


might not be important (heterogeneity not possible for comparisons with only one trial); no loops in 
networks so no possibility of inconsistency between direct and indirect estimates  
3
 all aspects of PICO conform to review protocol 


4 
there are no head-to-head trials; half of the ‘links’ in network include only 1 trial; wide confidence 


intervals around rankings in the network 
a
 capsaicin patch (n=1543): Irving et al. (2011); Irving et al. (2012); concomitant drugs permitted if stable 


lacosamide (n=119): Rauck et al. (2007); only SSRIs permitted but others were permitted during the trial 
if the investigator considered it necessary  


lamotrigine (n=227): Simpson et al. (2003); concomitant drugs permitted if stable 


Pregabalin (n=1268): Arezzo et al. (2008), Freynhagen et al. (2005),Tolle et al. (2008), van Seventer et 
al. (2006); concomitant drugs permitted if stable in one study but only SSRIs permitted in 3 studies 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 5 PGIC (at least moderate improvement) - 12 weeks - evidence 
network 
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Table 7 PGIC (at least moderate improvement) - 12 weeks - trials 
included in analysis 


 Placebo Capsaicin Patch Lacosamide Lamotrigine 


Capsaicin Patch 
2 RCTs


3,4
 


total n=1543 
   


Lacosamide 
1 RCT


5
 


total n=119 
-   


Lamotrigine 
1 RCT


6
 


total n=227 
- -  


Pregabalin 
4 RCTs


1,2,7,8
 


total n=1268 
- - - 


(1) Arezzo et al. (2008); (2) Freynhagen et al. (2005); (3) Irving et al. (2011); (4) Irving et al. (2012); (5) 
Rauck et al. (2007); (6) Simpson et al. (2003); (7) Tolle et al. (2008); (8) van Seventer et al. (2006) 


 


Table 8 PGIC (at least moderate improvement) - 12 weeks - relative 
effectiveness of all pairwise combinations 


 Placebo 
Capsaicin 
Patch 


Lacosamide Lamotrigine Pregabalin 


Placebo  
1.88 
(1.50, 2.35) 


2.04 
(0.98, 4.24) 


0.88 
(0.48, 1.62) 


2.07 
(1.55, 2.77) 


Capsaicin Patch 
1.89 
(1.37, 2.62) 


 - - - 


Lacosamide 
2.06 
(0.92, 4.63) 


1.09 
(0.46, 2.59) 


 - - 


Lamotrigine 
0.88 
(0.44, 1.79) 


0.47 
(0.21, 1.01) 


0.43 
(0.15, 1.27) 


 - 


Pregabalin 
2.08 
(1.51, 2.91) 


1.10 
(0.69, 1.76) 


1.01 
(0.42, 2.42) 


2.36 
(1.09, 5.15) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 6 PGIC (at least moderate improvement) - 12 weeks - relative 
effect of all options compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 9 PGIC (at least moderate improvement) - 12 weeks - rankings for 
each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 4 (3, 5) 


Capsaicin Patch 0.175 2 (1, 3) 


Lacosamide 0.439 2 (1, 4) 


Lamotrigine 0.006 5 (3, 5) 


Pregabalin 0.380 2 (1, 3) 
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Figure 7 PGIC (at least moderate improvement) - 12 weeks - rank 
probability histograms 


 


Table 10 PGIC (at least moderate improvement) - 12 weeks - model fit 
statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


17.45 


(compared to 21 data-points) 
123 109.254 13.746 136.746 0.000 (95%CrI: 0.000, 0.154) 


 
Table 11 PGIC (at least moderate improvement) - 12 weeks - notes 


 Random-effects model was used. 


 30000 burn-ins and 50000 iterations. 


 Includes Rauck (2007) which reported outcomes at 70 days allowing us to 


include lacosamide into this network (adding this into the network does not 


make any dramatic changes to the results, but it does make us less certain 
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that pregabalin ranks in the top 2). 


 


Summary GRADE profile 2a: Network meta-analysis for sleep 
interference on normalised 10-point scale (28 +/- 7d) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Sleep 
interferenc
e on 
normalise
d 10-point 
scale 
(follow up 
28 days) 


3 RCTs
 


a
 


n=326 


very 
serious


1
 


not serious
2
 not serious


3
 serious


4
 


very 
low 


 


 


Critical 


1
 more than half of studies are crossover studies; it was unclear if groups were comparable in the 


others, particularly regarding concomitant drug use; during the study, there were differences in 
concomitant drug use between groups in one study (though the significance is unknown) and it was not 
clear if use was significantly different between groups in the other studies; concomitant drugs permitted 
varies across the studies in the network; inadequate length of follow-up (no more than 5 weeks for 
included studies) 
2
 only 1 trial for each arm so no possibility of inconsistency between studies for a pairwise comparison; 


the network is not susceptible to inconsistency because the only loop is from a multi-armed trial 
3
 all aspects of PICO conform to review protocol 


4 
most ‘links’ in network include only 1 trial, wide confidence around rankings in the network 


a
 Placebo-controlled comparisons: 


Escitalopram (n=82): Otto et al. (2008); no concomitant drugs permitted 


Gabapentin (n=196): Gordh et al. (2008) ; no concomitant drugs permitted 


Head-to-head comparisons: 


Gabapentin vs gabapentin+nortriptyline (n=96): Gilron et al. (2012); concomitant opioids permitted in 
stable doses but tricyclics, gabapentin, pregabalin excluded 


Nortriptyline vs gabapentin+nortriptyline (n=100): Gilron et al. (2012); concomitant opioids permitted in 
stable doses but tricyclics, gabapentin, pregabalin excluded 


Nortriptyline vs gabapentin (n=96): Gilron et al. (2012); concomitant opioids permitted in stable doses 
but tricyclics, gabapentin, pregabalin excluded 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 8 sleep interference - 4 weeks - evidence network 


 







DRAFT FOR CONSULTATION 
 


Neuropathic pain –  pharmacological management: NICE clinical guideline DRAFT appendix 
H (June 2013) 
  10 of 70 
 
 


Table 12 sleep interference - 4 weeks - trials included in analysis 


 Placebo Escitalopram Gabapentin 
Gabapentin 
+Nortriptyline 


Escitalopram 
1 RCT


3
 


total n=82 
   


Gabapentin 
1 RCT


2
 


total n=98 
-   


Gabapentin 
+Nortriptyline 


- - 
1 RCT


1
 


total n=96 
 


Nortriptyline - - 
1 RCT


1
 


total n=96 
1 RCT


1
 


total n=100 


(1) Gilron et al. (2012); (2) Gordh et al. (2008); (3) Otto et al. (2008) 


 


Table 13 sleep interference - 4 weeks - relative effectiveness of all 
pairwise combinations 


 Placebo Escitalopram Gabapentin 
Gabapentin 
+Nortriptyline 


Nortriptyline 


Placebo  
-1.00 
(-1.57, -0.43) 


-0.39 
(-0.95, 0.17) 


- - 


Escitalopram 
-1.00 
(-1.57, -0.43) 


 - - - 


Gabapentin 
-0.39 
(-0.96, 0.17) 


0.61 
(-0.20, 1.41) 


 
-1.20 
(-1.83, -0.57) 


0.10 
(-0.53, 0.73) 


Gabapentin 
+Nortriptyline 


-1.59 
(-2.44, -0.75) 


-0.60 
(-1.61, 0.43) 


-1.20 
(-1.83, -0.58) 


 
1.30 
(0.69, 1.91) 


Nortriptyline 
-0.29 
(-1.14, 0.55) 


0.70 
(-0.31, 1.73) 


0.10 
(-0.53, 0.73) 


1.30 
(0.69, 1.91) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 9 sleep interference - 4 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 14 peripheral - sleep interference - 4 weeks - rankings for each 
comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 5 (3, 5) 


Escitalopram 0.128 2 (1, 4) 


Gabapentin 0.000 3 (2, 5) 


Gabapentin+Nortriptyline 0.872 1 (1, 2) 


Nortriptyline 0.000 4 (2, 5) 
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Figure 10 sleep interference - 4 weeks - rank probability histograms 


 


Table 15 sleep interference - 4 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC 


6.998 


(compared to 7 data-points) 
-1.885 -8.883 6.998 5.114 


 


Table 16 sleep interference - 4 weeks - notes 


 Fixed-effects model was used. 


 10000 burn-ins and 50000 iterations. 
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Summary GRADE profile 2b: Meta-analysis for sleep interference on 
normalised 10-point scale (56 +/- 7d) – gabapentin vs placebo 


Outcom
e 


Num
ber of 
Studi
es 


Limitati
ons 


Inconsist
ency 


Indirectn
ess 


Imprecis
ion 


Effect/outc
ome 


Qualit
y 


Importa
nce 


Sleep 
interfere
nce on 
normalis
ed 10-
point 
scale 
(follow 
up 56 
days) 


2 
RCTs


 


a
 


n=36
0 


serious
1
 


not 
serious


2
 


not 
serious


3
 


not 
serious


4
 


MD: -1.28 
(95% CI:  
-1.69 to  
-0.88) 


moder
ate 


 


 


Critical 


1
 1 of the 2 studies does not report the method of randomisation and neither were clear about allocation 


concealment; there is uncertainty about SSRI usage at baseline between groups in 1 of the studies 
2
 I


2
 was 0% for the pairwise comparison which may indicate that any inconsistency might not be 


important 
3
 all aspects of PICO conform to review protocol 


a
 Gabapentin vs placebo (n=1543): Irving et al. (2011); Irving et al. (2012); concomitant tricyclic anti-


depressants permitted in one but only SSRIs in the other
 


Abbreviations: CI, confidence interval; MD, mean difference; PICO, patient intervention comparator 
outcome; RCT, randomised controlled trial; SSRI, selective serotonin reuptake inhibitors.


 


 


1 Placebo


2 Gabapentin


1 2
 


Figure 11 sleep interference - 8 weeks - evidence diagram 
Table 17 sleep interference - 8 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


3.793 


(compared to 4 data-points) 
-1.69 -5.459 3.768 2.078 0.000 (95%CrI: 0.001, 21.137) 


 
Table 18 sleep interference - 8 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 
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Summary GRADE profile 2c: Network meta-analysis for sleep 
interference on normalised 10-point scale (84 +/- 14d) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Sleep 
interferenc
e on 
normalise
d 10-point 
scale 
(follow up 
84 days) 


5 RCTs
 


a
 


n=1515 


very 
serious


1
 


not serious
2
 not serious


3
 serious


4
 Low 


 


 


Critical 


1
 one study used inadequate allocation concealment and 2 were unclear about allocation concealment; 


treatment groups were not comparable at baseline in two studies and it was unclear if groups were 
comparable in 3 of the others, particularly regarding concomitant drug use; during the study, there were 
differences in rescue medication usage in one study and it was not clear if there were differences 
between groups for concomitant and rescue medication usages in 2 other studies; concomitant drugs 
permitted varies across the studies in the network  
2
 I


2
 was 0% for duloxetine vs placebo which may indicate that any inconsistency might not be important 


(heterogeneity not possible for topiramate vs placebo since the comparisons contains only one trial); no 
loops in networks so no possibility of inconsistency between direct and indirect estimates  
3
 all aspects of PICO conform to review protocol 


4 
 there are no head-to-head trials; 1 of 2 ‘links’ in network includes only 1 trial; confidence intervals for 


effect estimates against placebo appear small enough but confidence intervals around rankings are 
wide (both interventions could be ranked either 1 or 2) 
a
 Duloxetine (n=1198): Gao et al. (2010), Raskin et al. (2005), Wernicke et al. (2006), Yasuda et al. 


(2011); most did not permit concomitant pain medications but one was unclear 


Topiramate (n=317): Raskin et al. (2004); only SSRIs permitted 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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3 Topiramate


1
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3


 


Figure 12 sleep interference - 12 weeks - evidence network 
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Table 19 sleep interference - 12 weeks - trials included in analysis 


 Placebo Duloxetine 


Duloxetine 
4 RCTs


1,3,4,5
 


total n=1198 
 


Topiramate 
1 RCT


2
 


total n=317 
- 


(1) Gao et al. (2010); (2) Raskin et al. (2004); (3) Raskin et al. (2005); (4) Wernicke et al. (2006); (5) 
Yasuda et al. (2011) 


 


Table 20 sleep interference - 12 weeks - relative effectiveness of all 
pairwise combinations 


 Placebo Duloxetine Topiramate 


Placebo  
-0.62 
(-0.94, -0.31) 


-1.00 
(-1.64, -0.36) 


Duloxetine 
-0.62 
(-1.02, -0.21) 


 - 


Topiramate 
-1.00 
(-1.86, -0.14) 


-0.38 
(-1.34, 0.57) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 


 


-2 -1.5 -1 -0.5 0


Duloxetine


Topiramate


Mean Difference -v- Placebo


 MTC
 Direct pairwise


 


Figure 13 sleep interference - 12 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 21 sleep interference - 12 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.001 3 (3, 3) 


Duloxetine 0.193 2 (1, 2) 


Topiramate 0.806 1 (1, 2) 
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Figure 14 sleep interference - 12 weeks - rank probability histograms 


 


Table 22 sleep interference - 12 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


10.88 


(compared to 13 data-points) 
-0.903 -9.653 8.75 7.847 0.000 (95%CrI: 0.000, 0.516) 


 
Table 23 sleep interference - 12 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 
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Summary GRADE profile 3: Network meta-analysis for withdrawal due to 
adverse effects at any time point 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Withdraw
al due to 
adverse 
effects at 
any time 


75 
RCTs


a
 


n=1706
3 


very 
serious


2
 


not serious
3
 not serious


4
 


very 
serious


5
 


Very 
low 


 


 


Critical 


1
 in just over half of the studies, groups were either not comparable or it was unclear if they were 


comparable at baseline; concomitant drugs permitted varies across the studies in the network 
2
 it was not possible to assess heterogeneity for pairwise comparisons; there appears to be consistency 


between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 only a very small proportion of links in the network are connected with head-to-head trials; wide 


confidence intervals for effect estimates for the majority of interventions against placebo and around 
rankings in the network 
a
 placebo-controlled comparisons: 


amitriptyline (n=250): Graff-Radford et al. (2000), Kautio et al. (2008), Max et al. (1988), Vrethem et al. 
(1997); concomitant drugs permitted in one but it was unclear if they were permitted in the others 


cannabis sativa extract (n=125): Nurmikko et al. (2007); concomitant drugs permitted 


capsaicin cream (n=547): Donofrio & Capsaicin study (1992), Paice et al. (2000), Scheffler et al. (1991), 
Tandan et al. (1992), Watson & Evans (1992), Watson et al. (1993); concomitant drugs permitted but 
topical medications excluded in most 


capsaicin patch (n=2738): Backonja et al. (2008), Clifford et al. (2012), Irving et al. (2011), Irving et al. 
(2012), Webster et al. (2010); concomitant drugs permitted but topical medications excluded in most 


duloxetine (n=1692): Gao et al. (2010), Goldstein et al. (2005), Raskin et al. (2005), Wernicke et al. 
(2006), Yasuda et al. (2011); concomitant drugs not permitted in most except one study that was 
unclear 


escitalopram (n=96):  Otto et al. (2008); concomitant drugs not permitted 


gabapentin (n=1054): Backonja et al. (1998), Gordh et al. (2008), Hahn et al. (2004), Rice & Maton 
(2001), Simpson (2001); concomitant drugs not permitted in three, permitted in two (only SSRIs in one 
and oxycodone was used as a rescue medication in another which is in the scope of the guideline for 
the use in NP so considered a concomitant medication) 


imipramine (n=80): Sindrup et al. (2003); unclear if concomitant drugs permitted 


lacosamide (n=1314): Rauck et al. (2007), Shaibani et al. (2009), Wymer et al. (2009), Ziegler et al. 
(2010); concomitant drugs were permitted in all but one (but anti-convulsants excluded in these) 


lamotrigine (n=1207): Eisenberg et al. (2001), Luria et al. (2000), Rao et al. (2008), Simpson et al. 
(2000), Simpson et al. (2003), Vinik et al. (2007), Vinik et al. (2007); two studies did not permit 
concomitant drugs, one was unclear and the rest permitted concomitant drugs 


levetiracetam (n=74): Holbech et al. (2011); concomitant drugs not permitted  


lidocaine (n=56): Cheville et al. (2009); concomitant drugs not permitted 


morphine (n=110): Khoromi et al. (2007); opioids, SSRIs, and tricylic anti-depressants not permitted but 
it appears some other medication for sciatica was permitted 


nortriptyline (n=110): Khoromi et al. (2007); (as above) 


nortriptyline+morphine (n=110): Khoromi et al. (2007); (as above) 


oxcarbamazepine (n=493): Beydoun et al. (2006), Dogra et al. (2005); SSRIs only 


oxycodone (n=159): Gimbel et al. (2003); unclear if concomitant drugs permitted 


pregabalin (n=3840): Arezzo et al. (2008), Dworkin et al. (2003), Freynhagen et al. (2005), Guan et al. 
(2011), Lesser et al. (2004), Moon et al. (2010), Richter et al. (2005), Rosenstock et al. (2004), 
Sabatowski et al. (2004), Satoh et al. (2011), Simpson et al. (2010); Stacey et al. (2008), Tolle et al. 
(2008), van Seventer et al. (2006); some concomitant drugs were permitted in all but one study which 
was unclear (however, SSRIs were the only drugs permitted in 7) 


topiramate (n=1674): Khoromi et al. (2005), Raskin et al. (2004), Thienel et al. (2004); two studies 







DRAFT FOR CONSULTATION 
 


Neuropathic pain –  pharmacological management: NICE clinical guideline DRAFT appendix 
H (June 2013) 
  17 of 70 
 
 


permitted concomitant drugs but only SSRIs in one and anti-convulsants were excluded in the other (the 
other study did not permit concomitant drugs) 


tramadol (n=257): Arbaiza & Vidal (2007), Harati et al. (1998), Sindrup et al. (1999); concomitant drugs 
were permitted in one, not permitted in one and unclear in the other 


valproate (n=145): Kochar et al. (2002), Kochar et al. (2004), Kochar et al. (2005); concomitant drugs 
not permitted in one, permitted in one and it was unclear if they were permitted in the other 


venlafaxine (n=355): Rowbotham et al. (2004), Sindrup et al. (2003), Tasmuth et al. (2002); concomitant 
drugs were not permitted in most but opioids were permitted in one 


Head-to-head comparisons: 


amitriptyline vs gabapentin (n=50): Morello et al. (1999); concomitant drugs not permitted 


amitriptyline vs nortriptyline (n=66): Watson et al. (1998); unclear if concomitant drugs permitted 


amitriptyline vs pregabalin (n=102): Bansal et al. (2009); concomitant drugs not permitted 


gabapentin vs gabapentin+oxycodone (n=338): Hanna et al. (2008); concomitant drugs permitted 


imipramine vs venlafaxine (n=80): Sindrup et al. (2003); unclear if concomitant drugs permitted 


nortriptyline+morphine vs nortriptyline, morphine vs nortriptyline+morphine vs nortriptyline, nortriptyline 
vs morphine (n=110): Khoromi et al. (2007); opioids, SSRIs, and tricylic anti-depressants not permitted 
but it appears some other medication for sciatica was permitted 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 15 withdrawal due to adverse effects - evidence network 
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Table 24 withdrawal due to adverse effects - trials included in analysis 
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o
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V
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n
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Amitriptyline 
4 RCTs


18,26,34,67
 


total n=250 
                      


Cannabis 
Sativa Extract 


1 RCT
37


 
total n=125 


-                      


Capsaicin 
Patch 


5 RCTs
4,8,24,25,71


 
total n=2738 


- -                     


Duloxetine 
5 RCTs


14,16,42,72,74
 


total n=1863 
- - -                    


Escitalopram 
1 RCT


38
 


total n=96 
- - - -                   


Gabapentin 
6 RCTs


3,17,20,44,47,53
 


total n=1054 


1 
RCT


36
 


total 
n=50 


- - - -                  


Gabapentin 
+Oxycodone 


- - - - - - 


1 
RCT


21
 


total 
n=338 


                


Imipramine 
1 RCT


58
 


total n=80 
- - - - - - -                


Lacosamide 
4 RCTs


43,52,73,75
 


total n=1314 
- - - - - - - -               


Lamotrigine 
7 RCTs


12,33,40,54,55,65,66
 


total n=1207 
- - - - - - - - -              


Levetiracetam 
1 RCT


23
 


total n=74 
- - - - - - - - - -             
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Lidocaine 
(Topical) 


1 RCT
7
 


total n=56 
- - - - - - - - - - -            


Morphine 
1 RCT


28
 


total n=110 
- - - - - - - - - - - -           


Nortriptyline 
1 RCT


28
 


total n=110 


1 
RCT


70
 


total 
n=66 


- - - - - - - - - - - 


1 
RCT


28
 


total 
n=110 


         


Nortriptyline 
+Morphine 


1 RCT
28


 
total n=110 


- - - - - - - - - - - - 


1 
RCT


28
 


total 
n=110 


1 
RCT


28
 


total 
n=110 


        


Oxcarbazepine 
2 RCTs


6,9
 


total n=493 
- - - - - - - - - - - - - - -        


Oxycodone 
1 RCT


15
 


total n=159 
- - - - - - - - - - - - - - - -       


Pregabalin 
14 
RCTs


2,11,13,19,32,35,45,46,49,50,56,59,63,64
 


total n=3840 


1 
RCT


5
 


total 
n=102 


- - - - - - - - - - - - - - - -      


Valproate 
3 RCTs


29,30,31
 


total n=145 
- - - - - - - - - - - - - - - - - -     


Topiramate 
3 RCTs


27,41,62
 


total n=1674 
- - - - - - - - - - - - - - - - - - -    


Tramadol 
3 RCTs


1,22,57
 


total n=257 
- - - - - - - - - - - - - - - - - - - -   


Venlafaxine 
3 RCTs


48,58,61
 


total n=355 
- - - - - - - 


1 
RCT


58
 


total 


- - - - - - - - - - - - -  
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n=80 


Capsaicin 
Cream 


6 RCTs
10,39,51,60,68,69


 
total n=547 


- - - - - - - - - - - - - - - - - - - - - - 


(1) Arbaiza & Vidal (2007); (2) Arezzo et al. (2008); (3) Backonja et al. (1998); (4) Backonja et al. (2008); (5) Bansal et al. (2009); (6) Beydoun et al. (2006); (7) Cheville et al. 
(2009); (8) Clifford et al. (2012); (9) Dogra et al. (2005); (10) Donofrio & Capsaicin study (1992); (11) Dworkin et al. (2003); (12) Eisenberg et al. (2001); (13) Freynhagen et al. 
(2005); (14) Gao et al. (2010); (15) Gimbel et al. (2003); (16) Goldstein et al. (2005); (17) Gordh et al. (2008); (18) Graff-Radford et al. (2000); (19) Guan et al. (2011); (20) 
Hahn et al. (2004); (21) Hanna et al. (2008); (22) Harati et al. (1998); (23) Holbech et al. (2011); (24) Irving et al. (2011); (25) Irving et al. (2012); (26) Kautio et al. (2008); (27) 
Khoromi et al. (2005); (28) Khoromi et al. (2007); (29) Kochar et al. (2002); (30) Kochar et al. (2004); (31) Kochar et al. (2005); (32) Lesser et al. (2004); (33) Luria et al. (2000); 
(34) Max et al. (1988); (35) Moon et al. (2010); (36) Morello et al. (1999); (37) Nurmikko et al. (2007); (38) Otto et al. (2008); (39) Paice et al. (2000); (40) Rao et al. (2008); (41) 
Raskin et al. (2004); (42) Raskin et al. (2005); (43) Rauck et al. (2007); (44) Rice & Maton (2001); (45) Richter et al. (2005); (46) Rosenstock et al. (2004); (47) Rowbotham et 
al. (1998); (48) Rowbotham et al. (2004); (49) Sabatowski et al. (2004); (50) Satoh et al. (2011); (51) Scheffler et al. (1991); (52) Shaibani et al. (2009); (53) Simpson (2001); 
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Table 25 withdrawal due to adverse effects - relative effectiveness of all pairwise combinations 
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Placebo  N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Amitriptylin
e 


2.70 
(1.15, 
6.46) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Cannabis 
Sativa 
Extract 


7.08 
(1.12, 
69.34) 


2.64 
(0.34, 
29.91) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Capsaicin 
Patch 


1.09 
(0.38, 
3.18) 


0.40 
(0.10, 
1.58) 


0.15 
(0.01, 
1.30) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Duloxetine 
2.72 
(1.48, 
5.04) 


1.01 
(0.35, 
2.89) 


0.38 
(0.04, 
2.69) 


2.52 
(0.72, 
8.38) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Escitalopra
m 


7.18 
(0.68, 
216.50
) 


2.68 
(0.21, 
88.67) 


1.03 
(0.04, 
46.68) 


6.70 
(0.49, 
233.90
) 


2.65 
(0.23, 
83.30) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Gabapentin 
1.79 
(0.93, 
3.48) 


0.67 
(0.24, 
1.83) 


0.25 
(0.02, 
1.80) 


1.65 
(0.47, 
5.65) 


0.66 
(0.27, 
1.63) 


0.25 
(0.01, 
2.91) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Gabapentin 
+Oxycodon
e 


5.93 
(1.27, 
28.42) 


2.19 
(0.39, 
12.54) 


0.82 
(0.05, 
9.41) 


5.45 
(0.84, 
36.02) 


2.19 
(0.41, 
11.74) 


0.80 
(0.02, 
14.04) 


3.31 
(0.82, 
13.69) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Imipramine 
0.37 
(0.01, 
4.17) 


0.14 
(0.00, 
1.82) 


0.05 
(0.00, 
1.13) 


0.34 
(0.01, 
4.78) 


0.14 
(0.00, 
1.66) 


0.05 
(0.00, 
1.62) 


0.21 
(0.01, 
2.56) 


0.06 
(0.00, 
1.12) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 
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Lacosamide 
2.46 
(1.25, 
4.92) 


0.91 
(0.31, 
2.74) 


0.35 
(0.03, 
2.50) 


2.27 
(0.63, 
7.93) 


0.91 
(0.36, 
2.28) 


0.34 
(0.01, 
4.03) 


1.38 
(0.53, 
3.59) 


0.42 
(0.08, 
2.25) 


6.67 
(0.54, 
252.80) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Lamotrigine 
2.08 
(1.07, 
4.20) 


0.77 
(0.26, 
2.33) 


0.29 
(0.03, 
2.12) 


1.92 
(0.54, 
6.70) 


0.77 
(0.31, 
1.94) 


0.29 
(0.01, 
3.42) 


1.17 
(0.45, 
3.04) 


0.35 
(0.06, 
1.93) 


5.63 
(0.46, 
209.90) 


0.85 
(0.33, 
2.23) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Levetiracet
am 


13.07 
(0.60, 
7262.0
0) 


4.89 
(0.20, 
2745.0
0) 


1.91 
(0.04, 
1231.0
0) 


12.30 
(0.45, 
6911.0
0) 


4.84 
(0.21, 
2732.0
0) 


1.87 
(0.02, 
1283.0
0) 


7.34 
(0.31, 
4139.0
0) 


2.30 
(0.07, 
1360.0
0) 


43.56 
(0.64, 
44400.0
0) 


5.35 
(0.22, 
2973.0
0) 


6.31 
(0.26, 
3558.0
0) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Lidocaine 
(Topical) 


9.59 
(0.38, 
4395.0
0) 


3.62 
(0.13, 
1725.0
0) 


1.40 
(0.03, 
787.80
) 


8.94 
(0.30, 
4425.0
0) 


3.56 
(0.13, 
1640.0
0) 


1.37 
(0.01, 
843.50
) 


5.39 
(0.20, 
2515.0
0) 


1.69 
(0.04, 
861.80
) 


31.39 
(0.43, 
28320.0
0) 


3.93 
(0.14, 
1823.0
0) 


4.62 
(0.17, 
2196.0
0) 


0.73 
(0.00, 
623.2
0) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Morphine 
6.90 
(0.78, 
96.33) 


2.58 
(0.26, 
36.32) 


0.96 
(0.04, 
23.96) 


6.42 
(0.56, 
106.60
) 


2.55 
(0.26, 
37.82) 


0.95 
(0.02, 
34.11) 


3.87 
(0.40, 
57.86) 


1.19 
(0.08, 
23.76) 


20.17 
(0.67, 
1523.00
) 


2.81 
(0.28, 
42.95) 


3.31 
(0.33, 
50.33) 


0.50 
(0.00, 
32.84
) 


0.68 
(0.00
, 
47.6
1) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Nortriptyline 
2.50 
(0.28, 
27.83) 


0.93 
(0.10, 
10.39) 


0.35 
(0.02, 
7.53) 


2.32 
(0.21, 
31.61) 


0.92 
(0.10, 
11.11) 


0.34 
(0.01, 
10.41) 


1.39 
(0.15, 
16.78) 


0.43 
(0.03, 
7.14) 


7.17 
(0.26, 
504.40) 


1.02 
(0.10, 
12.43) 


1.19 
(0.12, 
14.60) 


0.18 
(0.00, 
10.14
) 


0.24 
(0.00
, 
15.0
8) 


0.36 
(0.04
, 
2.46) 


 N/A N/A N/A N/A N/A N/A N/A N/A 
N/
A 


Nortriptyline 
+Morphine 


5.38 
(0.55, 
76.50) 


2.01 
(0.19, 
29.14) 


0.75 
(0.03, 
19.20) 


5.00 
(0.40, 
84.03) 


1.98 
(0.19, 
30.21) 


0.73 
(0.01, 
26.97) 


3.01 
(0.28, 
45.42) 


0.93 
(0.06, 
19.17) 


15.49 
(0.51, 
1227.00
) 


2.20 
(0.21, 
34.09) 


2.58 
(0.24, 
40.03) 


0.39 
(0.00, 
25.63
) 


0.52 
(0.00
, 
37.6
7) 


0.78 
(0.12
, 
4.71) 


2.15 
(0.29
, 
18.7
4) 


 N/A N/A N/A N/A N/A N/A N/A 
N/
A 







DRAFT FOR CONSULTATION 
 


Neuropathic pain –  pharmacological management: NICE clinical guideline DRAFT appendix H (June 2013) 
  23 of 70 
 
 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


C
a
n


n
a


b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


C
a
p


s
a
ic


in
 P


a
tc


h
 


D
u
lo


x
e


ti
n
e
 


E
s
c
it
a


lo
p


ra
m


 


G
a


b
a


p
e


n
ti
n
 


G
a


b
a


p
e


n
ti
n
 


+
O


x
y
c
o


d
o


n
e
 


Im
ip


ra
m


in
e
 


L
a


c
o
s
a
m


id
e
 


L
a


m
o
tr


ig
in


e
 


L
e


v
e
ti
ra


c
e


ta
m


 


L
id


o
c
a


in
e
 


(T
o


p
ic


a
l)
 


M
o


rp
h
in


e
 


N
o
rt


ri
p


ty
lin


e
 


N
o
rt


ri
p


ty
lin


e
 


+
M


o
rp


h
in


e
 


O
x
c
a


rb
a


z
e
p


in
e
 


O
x
y
c
o
d


o
n
e
 


P
re


g
a


b
a
lin


 


V
a


lp
ro


a
te


 


T
o


p
ir


a
m


a
te


 


T
ra


m
a
d


o
l 


V
e


n
la


fa
x
in


e
 


C
a
p


s
a
ic


in
 


C
re


a
m


 


Oxcarbazep
ine 


4.08 
(1.55, 
11.09) 


1.51 
(0.41, 
5.60) 


0.57 
(0.05, 
4.68) 


3.76 
(0.89, 
15.88) 


1.50 
(0.48, 
4.82) 


0.56 
(0.02, 
7.40) 


2.28 
(0.70, 
7.49) 


0.69 
(0.11, 
4.28) 


11.14 
(0.81, 
450.50) 


1.65 
(0.50, 
5.56) 


1.96 
(0.59, 
6.48) 


0.31 
(0.00, 
8.20) 


0.42 
(0.00
, 
12.5
4) 


0.59 
(0.04
, 
6.60) 


1.63 
(0.12
, 
17.7
6) 


0.75 
(0.04
, 
9.13) 


 N/A N/A N/A N/A N/A N/A 
N/
A 


Oxycodone 
1.75 
(0.32, 
10.45) 


0.65 
(0.10, 
4.70) 


0.24 
(0.01, 
3.30) 


1.61 
(0.21, 
12.73) 


0.64 
(0.11, 
4.29) 


0.24 
(0.01, 
4.71) 


0.98 
(0.16, 
6.47) 


0.30 
(0.03, 
3.12) 


4.91 
(0.23, 
247.90) 


0.71 
(0.11, 
4.86) 


0.84 
(0.13, 
5.67) 


0.13 
(0.00, 
4.94) 


0.17 
(0.00
, 
7.65) 


0.25 
(0.01
, 
4.26) 


0.70 
(0.04
, 
11.5
7) 


0.32 
(0.01
, 
5.80) 


0.43 
(0.06
, 
3.27) 


 N/A N/A N/A N/A N/A 
N/
A 


Pregabalin 
2.17 
(1.47, 
3.22) 


0.80 
(0.33, 
1.94) 


0.31 
(0.03, 
2.03) 


2.00 
(0.63, 
6.08) 


0.80 
(0.38, 
1.64) 


0.30 
(0.01, 
3.29) 


1.21 
(0.56, 
2.59) 


0.37 
(0.07, 
1.79) 


5.82 
(0.50, 
214.00) 


0.88 
(0.40, 
1.94) 


1.04 
(0.47, 
2.26) 


0.17 
(0.00, 
3.76) 


0.23 
(0.00
, 
5.79) 


0.31 
(0.02
, 
2.87) 


0.87 
(0.08
, 
7.81) 


0.40 
(0.03
, 
3.99) 


0.53 
(0.18
, 
1.52) 


1.24 
(0.20
, 
7.13) 


 N/A N/A N/A N/A 
N/
A 


Valproate 
3.60 
(0.51, 
46.19) 


1.34 
(0.16, 
19.85) 


0.51 
(0.03, 
11.86) 


3.33 
(0.36, 
51.91) 


1.33 
(0.17, 
18.11) 


0.51 
(0.01, 
15.35) 


2.02 
(0.26, 
28.19) 


0.62 
(0.05, 
11.91) 


10.67 
(0.41, 
756.20) 


1.47 
(0.18, 
20.77) 


1.73 
(0.22, 
24.12) 


0.27 
(0.00, 
15.08
) 


0.36 
(0.00
, 
23.9
1) 


0.53 
(0.02
, 
14.6
0) 


1.47 
(0.07
, 
39.6
9) 


0.68 
(0.03
, 
19.6
7) 


0.89 
(0.10
, 
13.2
3) 


2.10 
(0.15
, 
43.0
3) 


1.66 
(0.23
, 
22.0
9) 


 N/A N/A N/A 
N/
A 


Topiramate 
3.80 
(1.80, 
8.23) 


1.41 
(0.45, 
4.45) 


0.53 
(0.05, 
4.00) 


3.50 
(0.95, 
12.83) 


1.40 
(0.53, 
3.74) 


0.53 
(0.02, 
6.28) 


2.12 
(0.78, 
5.84) 


0.64 
(0.11, 
3.61) 


10.33 
(0.81, 
387.60) 


1.54 
(0.56, 
4.33) 


1.82 
(0.65, 
5.07) 


0.29 
(0.00, 
7.10) 


0.39 
(0.00
, 
10.9
2) 


0.55 
(0.04
, 
5.52) 


1.52 
(0.12
, 
15.1
9) 


0.70 
(0.04
, 
7.72) 


0.93 
(0.27
, 
3.23) 


2.17 
(0.31
, 
14.2
5) 


1.75 
(0.75
, 
4.18) 


1.05 
(0.07
, 
8.52) 


 N/A N/A 
N/
A 


Tramadol 
7.07 
(1.92, 
33.53) 


2.64 
(0.54, 
15.43) 


1.00 
(0.07, 
10.98) 


6.57 
(1.19, 
41.61) 


2.60 
(0.62, 
14.03) 


0.98 
(0.03, 
16.44) 


3.96 
(0.91, 
21.41) 


1.21 
(0.15, 
10.72) 


19.94 
(1.18, 
930.90) 


2.88 
(0.66, 
15.52) 


3.40 
(0.78, 
18.50) 


0.53 
(0.00, 
17.96
) 


0.73 
(0.00
, 
27.0
1) 


1.03 
(0.05
, 
14.7
7) 


2.87 
(0.18
, 
40.0
4) 


1.33 
(0.07
, 
20.4
3) 


1.74 
(0.33
, 
10.7
9) 


4.08 
(0.44
, 
40.3
8) 


3.26 
(0.84
, 
16.3
0) 


1.96 
(0.12
, 
23.8
8) 


1.87 
(0.41
, 
10.4
8) 


 N/A 
N/
A 


Venlafaxine 2.73 1.01 0.38 2.52 1.01 0.38 1.52 0.46 7.33 1.11 1.31 0.20 0.28 0.40 1.10 0.51 0.67 1.57 1.26 0.76 0.72 0.38  N/
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(0.85, 
9.79) 


(0.24, 
4.70) 


(0.03, 
3.70) 


(0.52, 
12.95) 


(0.27, 
4.13) 


(0.01, 
5.69) 


(0.40, 
6.47) 


(0.07, 
3.43) 


(0.76, 
250.50) 


(0.28, 
4.69) 


(0.34, 
5.50) 


(0.00, 
6.16) 


(0.00
, 
9.18) 


(0.02
, 
4.86) 


(0.07
, 
13.2
3) 


(0.03
, 
6.81) 


(0.14
, 
3.30) 


(0.18
, 
13.2
7) 


(0.37
, 
4.78) 


(0.05
, 
7.76) 


(0.18
, 
3.14) 


(0.0
6, 
2.39
) 


A 


Capsaicin 
Cream 


6.10 
(2.43, 
16.88) 


2.27 
(0.63, 
8.54) 


0.86 
(0.07, 
7.15) 


5.66 
(1.35, 
24.19) 


2.25 
(0.74, 
7.32) 


0.85 
(0.03, 
11.23) 


3.42 
(1.09, 
11.33) 


1.04 
(0.17, 
6.59) 


16.76 
(1.22, 
674.10) 


2.48 
(0.78, 
8.45) 


2.93 
(0.91, 
9.91) 


0.46 
(0.00, 
12.06
) 


0.63 
(0.00
, 
18.8
4) 


0.89 
(0.05
, 
9.94) 


2.44 
(0.18
, 
26.9
8) 


1.14 
(0.07
, 
13.7
6) 


1.50 
(0.39
, 
6.13) 


3.51 
(0.46
, 
25.5
9) 


2.82 
(1.03
, 
8.39) 


1.69 
(0.12
, 
15.2
2) 


1.61 
(0.48
, 
5.67) 


0.86 
(0.1
4, 
4.50
) 


2.24 
(0.47
, 
10.5
2) 


 


Values given are hazard ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. Because it is not easily possible to derive 
analogous estimates of hazard ratios from a frequentist analysis of direct data only, the segment above and to the right of the shaded cells is left blank. 
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Figure 16 withdrawal due to adverse effects - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals) 
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Table 26 withdrawal due to adverse effects - rankings for each 
comparator 


 Probability best Median rank (95%CI) 


Placebo 0.045 3 (1, 6) 


Amitriptyline 0.001 11 (4, 19) 


Cannabis Sativa Extract 0.003 19 (4, 24) 


Capsaicin Patch 0.092 4 (1, 14) 


Duloxetine 0.000 12 (5, 18) 


Escitalopram 0.011 19 (2, 24) 


Gabapentin 0.003 7 (3, 15) 


Gabapentin+Oxycodone 0.002 18 (5, 24) 


Imipramine 0.639 1 (1, 15) 


Lacosamide 0.000 10 (4, 18) 


Lamotrigine 0.001 9 (3, 17) 


Levetiracetam 0.014 22 (2, 24) 


Lidocaine (Topical) 0.028 21 (1, 24) 


Morphine 0.005 19 (3, 24) 


Nortriptyline 0.053 11 (1, 22) 


Nortriptyline+Morphine 0.013 18 (2, 24) 


Oxcarbazepine 0.000 16 (6, 22) 


Oxycodone 0.066 7 (1, 21) 


Pregabalin 0.000 9 (5, 15) 


Valproate 0.021 14 (2, 24) 


Topiramate 0.000 15 (7, 21) 


Tramadol 0.000 19 (8, 24) 


Venlafaxine 0.002 12 (3, 21) 


Capsaicin Cream 0.000 18 (10, 23) 
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Figure 17 withdrawal due to adverse effects - rank probability 
histograms 


 
Table 27 withdrawal due to adverse effects - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


176.7 


(compared to 187 data-
points) 


798.607 661.961 136.646 935.253 
0.328 (95%CrI: 0.197, 
0.576) 


 
Table 28 withdrawal due to adverse effects - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 10000 burn-ins and 50000 iterations. 
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 Model convergence: there was poor autocorrelation for lidocaine and 


levetiracetam since there were few studies and small events in the studies 


for these interventions. 


 One of the Webster et al. (2010) studies was not included in this network 


as it had zero events in all study arms. 
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IMPORTANT OUTCOMES (profiles 4 to 6) 


Summary GRADE profile 4a: Network meta-analysis for at least 30% pain 
relief (28 days +/-7 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 30% 
pain 
relief on 
any 
scale 
(follow 
up 28 
days) 


5 
RCTs


a
 


n=775 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


 


Important 


1
 unclear if groups were comparable in 4 studies, particularly regarding concomitant drug use; during the 


study, most studies allowed concomitant drug use but it was not clear if use was different between 
groups in a number of studies; concomitant drugs permitted varies across the studies in the network; 
insufficient follow-up in 4 of the 5 studies 
2
 I


2
 was 0% for pregabalin vs placebo which may indicate that any inconsistency might not be important 


(heterogeneity not possible for comparisons with only one trial); no loops in networks so no possibility of 
inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 all but one ‘link’ in network include only 1 trial; no head-to-head trials; wide confidence intervals for the 


effect estimates of all interventions compared to placebo and for overall rankings within the network 
a
cannabis sativa extract (n=125): Nurmikko et al. (2007); concomitant drugs permitted 


pregabalin (n=528): Lesser et al. (2004), Stacey et al. (2008); concomitant drugs apart from gabapentin 
and oxycodone permitted in one and only SSRIs permitted in the other 


tramadol (n=90): Sindrup et al. (1999); unclear if any concomitant drugs permitted (study says a number 
of drugs tapered before study start but no details given) 


capsaicin cream (n=32): Bernstein et al. (1989); concomitant drugs permitted 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 18 30% pain relief - 4 weeks - evidence network 
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Table 29 30% pain relief - 4 weeks - trials included in analysis 


 Placebo 
Cannabis 
Sativa Extract 


Pregabalin Tramadol 


Cannabis 
Sativa Extract 


1 RCT
3
 


total n=125 
   


Pregabalin 
2 RCTs


2,5
 


total n=528 
-   


Tramadol 
1 RCT


4
 


total n=90 
- -  


Capsaicin Cream 
1 RCT


1
 


total n=32 
- - - 


(1) Bernstein et al. (1989); (2) Lesser et al. (2004); (3) Nurmikko et al. (2007); (4) Sindrup et al. (1999); 
(5) Stacey et al. (2008); (6) van Seventer 


 


Table 30 30% pain relief - 4 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo 
Cannabis 
Sativa Extract 


Pregabalin Tramadol 
Capsaicin 
cream 


Placebo  
2.00 
(0.81, 4.96) 


3.75 
(2.57, 5.48) 


3.59 
(1.25, 10.29) 


5.57 
(1.13, 27.52) 


Cannabis 
Sativa Extract 


2.04 
(0.39, 11.11) 


 - - - 


Pregabalin 
3.80 
(1.49, 9.92) 


1.86 
(0.27, 12.58) 


 - - 


Tramadol 
3.74 
(0.67, 22.32) 


1.82 
(0.16, 20.71) 


0.98 
(0.14, 7.24) 


 - 


Capsaicin Cream 
6.35 
(0.78, 63.49) 


3.12 
(0.21, 51.52) 


1.67 
(0.17, 19.60) 


1.72 
(0.10, 29.89) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 19 30% pain relief - 4 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 31 30% pain relief - 4 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 5 (3, 5) 


Cannabis Sativa Extract 0.057 4 (1, 5) 


Pregabalin 0.152 2 (1, 4) 


Tramadol 0.233 2 (1, 5) 


Capsaicin Cream 0.558 1 (1, 5) 
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Figure 20 30% pain relief - 4 weeks - rank probability histograms 
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Table 32 30% pain relief - 4 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


11.86 


(compared to 12 data-points) 
62.771 51.805 10.965 73.736 0.000 (95%CrI: 0.000, 4.519) 


 
Table 33 30% pain relief - 4 weeks - notes 


 Random-effects model was used 


 10000 burn-ins and 50000 iterations. 







DRAFT FOR CONSULTATION 
 


Neuropathic pain –  pharmacological management: NICE clinical guideline DRAFT appendix 
H (June 2013) 
  33 of 70 
 
 


 


Summary GRADE profile 4b: Network meta-analysis for at least 30% 
pain relief (56 days +/-7 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 30% 
pain 
relief on 
any 
scale 
(follow 
up 56 
days) 


5 
RCTs


a
 


n=2247 


very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


 


Important 


1
 3 of 5 studies do not report the method of randomisation; treatment groups were not comparable at 


baseline in two studies and it was unclear if groups were comparable in one others; concomitant drugs 
permitted varies across the studies in the network


 


2
 I


2
 was 0% for capsaicin patch vs placebo which may indicate that any inconsistency might not be 


important; however, I
2 


was 80% for pregabalin vs placebo which may indicate considerable 
heterogeneity between the studies that make this comparison; appears to be consistency between direct 
and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 no head-to-head comparisons; wide confidence intervals for the effect estimates of both interventions 


compared to placebo and for overall rankings within the network (most interventions could have any 
ranking) 
a
 capsaicin patch (n=1529): Backonja et al. (2008), Irving et al (2012); concomitant drugs were permitted 


apart from topical medications 


pregabalin (n=718): Dworkin et al. (2003), Guan et al. (2011), Moon et al. (2010); concomitant anti-
depressants permitted in two (with the exception of anti-convulsants) but only SSRIs permitted in the 
other 


[all compared to placebo] 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 21 30% pain relief - 8 weeks - evidence network 
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Table 34 30% pain relief - 8 weeks - trials included in analysis 


 Placebo Capsaicin Patch 


Capsaicin Patch 
2 RCTs


1,4
 


total n=1529 
 


Pregabalin 
3 RCTs


2,3,5
 


total n=718 
- 


(1) Backonja et al. (2008); (2) Dworkin et al. (2003); (3) Guan et al. (2011); (4) Irving et al. (2012); (5) 
Moon et al. (2010) 


 


Table 35 30% pain relief - 8 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo Capsaicin Patch Pregabalin 


Placebo  
1.54 
(1.25, 1.89) 


2.20 
(1.06, 4.59) 


Capsaicin Patch 
1.55 
(0.29, 8.45) 


 - 


Pregabalin 
2.20 
(0.55, 9.41) 


1.42 
(0.16, 13.00) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Capsaicin Patch
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Odds Ratio -v- Placebo
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 Direct pairwise
 


Figure 22 30% pain relief - 8 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


 
Table 36 30% pain relief - 8 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.023 3 (2, 3) 


Capsaicin Patch 0.270 2 (1, 3) 


Pregabalin 0.707 1 (1, 3) 
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Figure 23 30% pain relief - 8 weeks - rank probability histograms 


 


Table 37 30% pain relief - 8 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


10.69 


(compared to 10 data-points) 
65.961 55.902 10.058 76.019 0.003 (95%CrI: 0.010, 9.643) 


 
Table 38 30% pain relief - 8 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 
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Summary GRADE profile 4c: Network meta-analysis for at least 30% pain 
relief (84 days +/-14 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 30% 
pain 
relief on 
any 
scale 
(follow 
up 84 
days) 


16 
RCTs


a
  


n=5487 


very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


 


Important 


1
 over half of studies do not report the method of randomisation; one study had inadequate allocation 


concealment while over half do not report about allocation concealment; treatment groups were not 
comparable at baseline in three studies and it was unclear if groups were comparable in eight; 
concomitant drugs permitted varies across the studies in the network 
2
 I


2 
was 79% for pregabalin vs placebo which may indicate considerable heterogeneity between the 


studies that make this comparison, I
2 


was 36% for duloxetine vs placebo which may suggest moderate 
heterogeneity in the studies;; no loops in networks so no possibility of inconsistency between direct and 
indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 there are no head-to-head trials; over half of links have only one trial; wide confidence intervals for the 


effect estimates of more than half of interventions compared to placebo and for overall rankings within 
the network 
a
 cannabis sativa extract (n=30): Selvarajah et al. (2010); concomitant drugs permitted 


capsaicin patch (n=2893): Backonja et al. (2008), Clifford et al. (2012), Irving et al. (2012), Irving et al. 
(2011), Webster et al. (2010), Webster et al. (2010); concomitant drugs except topical medications 
permitted (and no opioids in one study) 


duloxetine (n=887): Gao et al. (2010), Wernicke et al. (2006), Yasuda et al. (2011); concomitant drugs 
not permitted in two and unclear in the other (the study only said that MAO inhibitors were permitted) 


lacosamide (n=119): Rauck et al. (2007); SSRI only, however, excluded concomitant medications were 
permitted if the investigator considered them necessary 


lamotrigine (n=227): Simpson et al. (2003); concomitant drugs permitted 


pregabalin (n=1008): Freynhagen et al. (2005), Simpson et al. (2010), van Seventer et al. (2006); 
concomitant drugs permitted in all – two with the exception of anti-convulsants, two with the exception of 
gabapentin and SSRIs only in the fourth 


topiramate (n=323): Raskin et al. (2004); SSRIs only 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 24 30% pain relief - 12 weeks - evidence network 


 


Table 39 30% pain relief - 12 weeks - trials included in analysis 


 Placebo 
Cannabis 
Sativa 
Extract 


Capsaicin 
Patch 


Duloxetine Lacosamide Lamotrigine Pregabalin 


Cannabis 
Sativa Extract 


1 RCT
9
 


total n=30 
      


Capsaicin Patch 
6 
RCTs


1,2,5,6,13,14
 


total n=2893 
-      


Duloxetine 
3 RCTs


4,15,16
 


total n=887 
- -     


Lacosamide 
1 RCT


8
 


total n=119 
- - -    


Lamotrigine 
1 RCT


10
 


total n=227 
- - - -   


Pregabalin 
3 RCTs


3,11,12
 


total n=1008 
- - - - -  


Topiramate 
1 RCT


7
 


total n=323 
- - - - - - 


(1) Backonja et al. (2008); (2) Clifford et al. (2012); (3) Freynhagen et al. (2005); (4) Gao et al. (2010); 
(5) Irving et al. (2011); (6) Irving et al. (2012); (7) Raskin et al. (2004); (8) Rauck et al. (2007); (9) 
Selvarajah et al. (2010); (10) Simpson et al. (2003); (11) Simpson et al. (2010); (12) van Seventer et al. 
(2006); (13) Webster et al. (2010); (14) Webster et al. (2010); (15) Wernicke et al. (2006); (16) Yasuda 
et al. (2011) 
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Table 40 30% pain relief - 12 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo 
Cannabis 
Sativa 
Extract 


Capsaicin 
Patch 


Duloxetine Lacosamide Lamotrigine Pregabalin Topiramate 


Placebo  
0.76 
(0.18, 
3.24) 


1.46 
(1.25, 
1.70) 


2.17 
(1.56, 
3.01) 


1.45 
(0.70, 3.00) 


2.06 
(1.13, 3.77) 


2.09 
(0.95, 
4.60) 


1.81 
(1.12, 
2.91) 


Cannabis 
Sativa Extract 


0.74 
(0.15, 
3.56) 


 - - - - - - 


Capsaicin 
Patch 


1.44 
(1.10, 
1.87) 


1.95 
(0.39, 
9.87) 


 - - - - - 


Duloxetine 
2.20 
(1.48, 
3.25) 


2.99 
(0.59, 
15.62) 


1.53 
(0.95, 
2.46) 


 - - - - 


Lacosamide 
1.46 
(0.60, 
3.62) 


1.97 
(0.31, 
12.53) 


1.01 
(0.40, 
2.62) 


0.66 
(0.25, 
1.80) 


 - - - 


Lamotrigine 
2.09 
(0.95, 
4.73) 


2.84 
(0.49, 
16.80) 


1.45 
(0.63, 
3.44) 


0.95 
(0.39, 
2.38) 


1.43 
(0.43, 4.84) 


 - - 


Pregabalin 
2.02 
(1.36, 
3.21) 


2.75 
(0.55, 
14.59) 


1.40 
(0.88, 
2.42) 


0.92 
(0.53, 
1.71) 


1.39 
(0.52, 3.84) 


0.97 
(0.40, 2.46) 


 - 


Topiramate 
1.81 
(0.89, 
3.75) 


2.46 
(0.45, 
14.23) 


1.26 
(0.59, 
2.75) 


0.82 
(0.37, 
1.89) 


1.25 
(0.39, 3.96) 


0.87 
(0.29, 2.53) 


0.90 
(0.38, 
2.01) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 25 30% pain relief - 12 weeks - relative effect of all options 
compared with placebo 
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(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 41 30% pain relief - 12 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 7 (6, 8) 


Cannabis Sativa Extract 0.051 8 (1, 8) 


Capsaicin Patch 0.001 5 (3, 7) 


Duloxetine 0.255 2 (1, 5) 


Lacosamide 0.095 5 (1, 8) 


Lamotrigine 0.301 3 (1, 7) 


Pregabalin 0.149 3 (1, 6) 


Topiramate 0.149 4 (1, 7) 
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Figure 26 30% pain relief - 12 weeks - rank probability histograms 
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Table 42 30% pain relief - 12 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


43 


(compared to 41 data-points) 
249.325 217.812 31.513 280.837 0.003 (95%CrI: 0.001, 0.227) 


 
Table 43 30% pain relief - 12 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 


 Includes Rauck (2007) which reported outcomes at 70 days. 


 


Summary GRADE profile 5a: Network meta-analysis for at least 50% pain 
relief (28 days +/-7 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 50% 
pain 
relief on 
any 
scale 
(follow 
up 28 
days) 


5 
RCTs


a
 


n=845 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


very 
low 


 


 


 


Important 


1
 it was unclear if treatment groups were comparable at baseline in all studies, particularly for 


concomitant drug use; concomitant drugs permitted varies across the studies in the network; insufficient 
follow-up in all studies 
2
 I


2
 was 0% for pregabalin vs placebo which may indicate that any inconsistency might not be important 


(heterogeneity not possible for comparisons with only one trial); no loops in networks so no possibility of 
inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol


 
 


4
 there is only one head-to-head trial; all but one ‘link’ in network includes only 1 trial; wide confidence 


intervals for the effect estimates of most interventions compared to placebo and for overall rankings 
within the network 
a
 placebo-controlled comparisons: 


cannabis sativa extract (n=125): Nurmikko et al. (2007); concomitant drugs permitted 


pregabalin (n=528): Lesser et al. (2004); Stacey et al. (2008); concomitant drugs permitted in one 
except gabapentin, oxycodone, local or topical anaesthetic, but SSRIs only in another studies 


tramadol (n=90): Sindrup et al (1999); unclear if concomitant drugs permitted 


Head-to-head comparisons: 


amitriptyline vs pregabalin (n=102): Bansal et al. (2009); concomitant drugs not permitted 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 27 50% pain relief - 4 weeks - evidence network 


 


Table 44 50% pain relief - 4 weeks - trials included in analysis 


 Placebo Amitriptyline 
Cannabis 
Sativa Extract 


Pregabalin 


Amitriptyline -    


Cannabis 
Sativa Extract 


1 RCT
3
 


total n=125 
-   


Pregabalin 
2 RCTs


2,5
 


total n=528 
1 RCT


1
 


total n=102 
-  


Tramadol 
1 RCT


4
 


total n=90 
- - - 


(1) Bansal et al. (2009); (2) Lesser et al. (2004); (3) Nurmikko et al. (2007); (4) Sindrup et al. (1999); (5) 
Stacey et al. (2008); (6) van Seventer 


 


Table 45 50% pain relief - 4 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo Amitriptyline 
Cannabis 
Sativa Extract 


Pregabalin Tramadol  


Placebo  - 
2.96 
(0.99, 8.90) 


3.67 
(2.39, 5.63) 


4.53 
(1.17, 17.55) 


Amitriptyline 
2.20 
(0.47, 10.11) 


 - 
1.68 
(0.74, 3.82) 


- 


Cannabis 
Sativa Extract 


3.06 
(0.69, 15.47) 


1.40 
(0.17, 12.81) 


 - - 


Pregabalin 
3.75 
(1.75, 8.09) 


1.71 
(0.46, 6.49) 


1.22 
(0.21, 6.50) 


 - 


Tramadol 
4.95 
(0.92, 35.62) 


2.27 
(0.23, 26.20) 


1.61 
(0.16, 18.80) 


1.31 
(0.21, 10.80) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 28 50% pain relief - 4 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 46 50% pain relief - 4 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 5 (4, 5) 


Amitriptyline 0.070 4 (1, 5) 


Cannabis Sativa Extract 0.210 3 (1, 5) 


Pregabalin 0.204 2 (1, 4) 


Tramadol 0.516 1 (1, 4) 


 


0.0


0.2


0.4


0.6


0.8


1.0


1 2 3 4 5


Placebo


0.0


0.2


0.4


0.6


0.8


1.0


1 2 3 4 5


Amitriptyline


0.0


0.2


0.4


0.6


0.8


1.0


1 2 3 4 5


Cannabis Sativa 
Extract


0.0


0.2


0.4


0.6


0.8


1.0


1 2 3 4 5


Pregabalin


0.0


0.2


0.4


0.6


0.8


1.0


1 2 3 4 5


Tramadol


 


Figure 29 50% pain relief - 4 weeks - rank probability histograms 
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Table 47 50% pain relief - 4 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


10.9 


(compared to 12 data-points) 
62.456 52.121 10.335 72.791 0.000 (95%CrI: 0.000, 2.810) 


 
Table 48 50% pain relief - 4 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 


 


Summary GRADE profile 5b: Network meta-analysis for at least 50% 
pain relief (56 days +/-7 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 50% 
pain 
relief on 
any 
scale 
(follow 
up 56 
days) 


8 
RCTs


a
  


n=2362 
serious


1
 not serious


2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


 


Important 


1
 groups were not comparable at baseline in one and it was unclear if treatment groups were 


comparable at baseline in 3; concomitant drugs permitted varies across the studies in the network 
2
 I


2
 was 0% for pregabalin vs placebo which may indicate that any inconsistency might not be important 


(heterogeneity not possible for comparisons with only one trial); no loops in networks so no possibility of 
inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 there is only one head-to-head trial; most ‘links’ in network include only 1 trial; wide confidence 


intervals for the effect estimates of most interventions compared to placebo (particularly for lamotrigine 
and nortriptyline which is likely due to small studies) and for overall rankings within the network 
a
 placebo-controlled comparisons: 


capsaicin patch (n=1127): Irving et al (2012); concomitant drugs except topical medications permitted 


gabapentin (n=334): Rice & Maton (2001); concomitant drugs except anti-convulsants, opioids, and 
capsaicin permitted 


lamotrigine (n=34): Luria et al. (2000); concomitant drugs not permitted 


pregabalin (n=797): Dworkin et al. (2003); Moon et al. (2010); Rosenstock et al. (2004); Sabatowski et 
al. (2004); only SSRIs permitted in one but concomitant drugs permitted in the others with the exception 
of anti-convulsants two 


Head-to-head comparisons: 


nortriptyline vs gabapentin (n=70): Chandra et al. (2006); most concomitant drugs not permitted but 
unclear about anti-depressants 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 30 50% pain relief - 8 weeks - evidence network 


 


Table 49 50% pain relief - 8 weeks - trials included in analysis 


 Placebo 
Capsaicin 
Patch 


Gabapentin Lamotrigine Nortriptyline 


Capsaicin Patch 
1 RCT


3
 


total n=1127 
    


Gabapentin 
1 RCT


6
 


total n=334 
-    


Lamotrigine 
1 RCT


4
 


total n=34 
- -   


Nortriptyline - - 
1 RCT


1
 


total n=70 
-  


Pregabalin 
4 RCTs


2,5,7,8
 


total n=797 
- - - - 


(1) Chandra et al. (2006); (2) Dworkin et al. (2003); (3) Irving et al. (2012); (4) Luria et al. (2000); (5) 
Moon et al. (2010); (6) Rice & Maton (2001); (7) Rosenstock et al. (2004); (8) Sabatowski et al. (2004) 
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Table 50 50% pain relief - 8 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo 
Capsaicin 
Patch 


Gabapentin Lamotrigine Nortriptyline Pregabalin 


Placebo  
1.58 
(1.20, 2.08) 


2.71 
(1.41, 5.20) 


4.33 
(0.91, 20.60) 


- 
3.13 
(2.14, 4.56) 


Capsaicin Patch 
1.59 
(0.82, 3.03) 


 - - - - 


Gabapentin 
2.77 
(1.25, 6.68) 


1.75 
(0.63, 5.15) 


 - 
1.29 
(0.42, 3.95) 


- 


Lamotrigine 
4.84 
(0.97, 30.66) 


3.04 
(0.54, 21.53) 


1.74 
(0.27, 13.36) 


 - - 


Nortriptyline 
3.60 
(0.79, 16.82) 


2.28 
(0.45, 11.92) 


1.29 
(0.36, 4.69) 


0.75 
(0.07, 6.93) 


 - 


Pregabalin 
3.20 
(2.02, 5.15) 


2.02 
(0.92, 4.48) 


1.15 
(0.43, 2.96) 


0.66 
(0.10, 3.59) 


0.88 
(0.18, 4.35) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 31 50% pain relief - 8 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 51 50% pain relief - 8 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 6 (5, 6) 


Capsaicin Patch 0.005 5 (3, 6) 


Gabapentin 0.053 3 (1, 5) 


Lamotrigine 0.513 1 (1, 6) 


Nortriptyline 0.304 2 (1, 6) 


Pregabalin 0.124 3 (1, 4) 
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Figure 32 50% pain relief - 8 weeks - rank probability histograms 


 


Table 52 50% pain relief - 8 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


15.26 
(compared to 18 data-points) 96.181 81.962 14.219 110.401 0.000 (95%CrI: 0.000, 0.596) 


 
Table 53 50% pain relief - 8 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 


 McCleane (1999) was removed from the synthesis because both arms 


were zero. 


 Model convergence: autocorrelation relatively poor for lamotrigine because 


of low event rates. 
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Summary GRADE profile 5c: Network meta-analysis for at least 50% pain 
relief (84 days +/-14 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 50% 
pain 
relief on 
any 
scale 
(follow 
up 84 
days) 


15 
RCTs


a
  


n=5729 
serious


1
 serious


2
 not serious


3
 serious


4
 


Very 
low 


 


 


 


Important 


1
 group were not comparable at baseline in 2 studies and it was unclear if they were comparable in 7; 


concomitant drugs permitted varies across the studies in the network 
2
 I


2 
was 74%, 53%, and 30% for pregabalin, duloxetine, and capsaicin patch vs placebo, respectively 


which may indicate considerable, substantial, and moderate heterogeneity, respectively; no loops in 
networks so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 there are no head-to-head trials; wide confidence intervals for the overall ranking within the network 


a
 capsaicin patch (n=1997): Irving et al. (2011), Irving et al. (2012), Webster et al. (2010), Webster et al. 


(2010); concomitant drugs except topical medications permitted 


duloxetine (n= 1692): Gao et al. (2010), Goldstein et al. (2005), Raskin et al. (2005); Wernicke et al. 
(2006), Yasuda et al. (2011); concomitant drugs not permitted in four, but one of these is unclear about 
anti-depressant usage; unclear about concomitants in the other (the study only said that MAO inhibitors 
were permitted) 


pregabalin (n=1717): Freynhagen et al. (2005), Satoh et al. (2011), Tolle et al. (2008), Simpson et al. 
(2010), van Seventer et al. (2006); unclear about concomitant drugs permitted in one but permitted in 
the remaining – two with the exception of anti-convulsants, two with the exception of gabapentin and 
SSRIs only in the two 


topiramate (n=323): Raskin et al. (2004); SSRIs only 


 [all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 33 50% pain relief - 12 weeks - evidence network 
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Table 54 50% pain relief - 12 weeks - trials included in analysis 


 Placebo Capsaicin Patch Duloxetine Pregabalin 


Capsaicin Patch 
4 RCTs


4,5,12,13
 


total n=1997 
   


Duloxetine 
5 RCTs


2,3,7,14,15
 


total n=1692 
-   


Pregabalin 
5 RCTs


1,8,9,10,11
 


total n=1717 
- -  


Topiramate 
1 RCT


6
 


total n=323 
- - - 


(1) Freynhagen et al. (2005); (2) Gao et al. (2010); (3) Goldstein et al. (2005); (4) Irving et al. (2011); (5) 
Irving et al. (2012); (6) Raskin et al. (2004); (7) Raskin et al. (2005); (8) Satoh et al. (2011); (9) Simpson 
et al. (2010); (10) Tolle et al. (2008); (11) van Seventer et al. (2006); (12) Webster et al. (2010); (13) 
Webster et al. (2010); (14) Wernicke et al. (2006); (15) Yasuda et al. (2011) 


 


Table 55 50% pain relief - 12 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo 
Capsaicin 
Patch 


Duloxetine Pregabalin Topiramate  


Placebo  
1.60 
(1.29, 1.98) 


2.27 
(1.65, 3.13) 


1.80 
(1.05, 3.09) 


1.98 
(1.15, 3.39) 


Capsaicin Patch 
1.66 
(1.15, 2.45) 


 - - - 


Duloxetine 
2.33 
(1.71, 3.20) 


1.41 
(0.85, 2.28) 


 - - 


Pregabalin 
1.75 
(1.26, 2.54) 


1.05 
(0.64, 1.79) 


0.75 
(0.48, 1.23) 


 - 


Topiramate 
1.99 
(0.91, 4.44) 


1.20 
(0.50, 2.90) 


0.85 
(0.37, 2.03) 


1.15 
(0.48, 2.67) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 34 50% pain relief - 12 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 56 50% pain relief - 12 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 5 (4, 5) 


Capsaicin Patch 0.044 3 (1, 4) 


Duloxetine 0.564 1 (1, 3) 


Pregabalin 0.059 3 (1, 4) 


Topiramate 0.333 2 (1, 5) 
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Figure 35 50% pain relief - 12 weeks - rank probability histograms 


 







DRAFT FOR CONSULTATION 
 


Neuropathic pain –  pharmacological management: NICE clinical guideline DRAFT appendix 
H (June 2013) 
  50 of 70 
 
 


Table 57 50% pain relief - 12 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


45.91 


(compared to 43 data-points) 
259.343 229.073 30.269 289.612 0.000 (95%CrI: 0.002, 0.238) 


 
Table 58 50% pain relief - 12 weeks - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 10000 burn-ins and 50000 iterations. 
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Summary GRADE profile 6a: Network meta-analysis for pain relief on 
normalised 10-point scale (28 +/- 7 days) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Pain relief 
on 
normalise
d 10-point 
scale 
(follow up 
28 days) 


22 
RCTs


a
  


n=3152 


very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


Important 


1
 over half of the studies were unclear about allocation concealment; groups were not comparable at 


baseline in 2 studies and it was unclear if they were comparable in 17 others; over half of the studies 
had inadequate follow-up; concomitant drugs permitted varies across the studies in the network 
2
 I


2 
was 83, 74, 76 and 29% for amitriptyline, gabapentin, pregabalin, tramadol vs placebo, respectively 


which may indicate substantial heterogeneity in the first 3 comparisons but might not be important in the 
last; there appears to be consistency between direct and indirect comparisons 
3
 all aspects of PICO conform to review protocol 


4
 the majority of links in the network are connected by only one study; wide confidence intervals in the 


overall rankings in the network
 


a
 Placebo-controlled trials 


amitriptyline (n=88): Kalso et al. (1995), Vrethem et al. (1997) (both with and without diabetes); 
concomitant drugs allowed in one and unclear in one 


cannabis sativa extract (n=125): Nurmikko et al. (2007); concomitant drugs permitted 


escitalopram (n=82): Otto et al. (2008); concomitant drugs not permitted 


gabapentin (n=620): Backonja et al. (1998), Gordh et al. (2008), Mishra et al. (2012), Rao et al. (2007), 
Rice & Maton (2001); concomitant drug not permitted in one and permitted in four (only tricyclics in one, 
SSRIs in another, most excluded from one but permitted if investigator considered necessary) 


imipramine (n=64): Sindrup et al. (2003); unclear if concomitant drugs permitted 


lamotrigine (n=125): Rao et al. (2008); concomitant drugs not permitted 


lidocaine (n=28): Cheville et al. (2009); concomitant drugs not permitted 


oxcarbazepine (n=146): Dogra et al. (2005); SSRIs only 


oxycodone (n=159): Gimbel et al. (2003); unclear if concomitant drugs permitted 


pregabalin (n=625): Guan et al. (2011), Lesser et al. (2004); SSRIs only 


valproate (n=91): Kochar et al. (2002), Kochar et al. (2004); unclear if concomitant drugs permitted 


topiramate (n=317): Raskin et al. (2004); SSRIs only 


tramadol (n=176): Boureau et al. (2003), Sindrup et al. (1999); unclear if concomitant drugs permitted in 
one and not permitted in the other 


venlafaxine (n=64): Sindrup et al. (2003); unclear if concomitant drugs permitted 


Head-to-head trials 


gabapentin+nortriptyline vs gabapentin (n=96): Gilron et al. (2012); concomitant opioids permitted in 
stable doses but tricyclics, gabapentin, pregabalin excluded 


gabapentin+oxycodone vs gabapentin (n=328): Hanna et al. (2008); concomitant drugs permitted 


nortriptyline vs gabapentin (n=96): Gilron et al. (2012); concomitant opioids permitted in stable doses 
but tricyclics, gabapentin, pregabalin excluded 


nortriptyline vs gabapentin+nortriptyline (n=100): Gilron et al. (2012); concomitant opioids permitted in 
stable doses but tricyclics, gabapentin, pregabalin excluded 


venlafaxine vs imipramine (n=64): Sindrup et al. (2003); unclear if concomitant drugs permitted 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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1 Placebo


2 Amitriptyline


3 Cannabis Sativa Extract


4 Escitalopram


5 Gabapentin


6 Gabapentin+Nortriptyline


7 Gabapentin+Oxycodone


8 Imipramine


9 Lamotrigine


10 Lidocaine (Topical)


11 Nortriptyline


12 Oxcarbazepine


13 Oxycodone


14 Pregabalin


15 Valproate


16 Topiramate


17 Tramadol


18 Venlafaxine


1
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3
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13 14
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17


18


 


Figure 36 pain (continuous) - 4 weeks - evidence network 
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Table 59 pain (continuous) - 4 weeks - trials included in analysis 
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V
a
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T
o


p
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a
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a
te


 


T
ra


m
a
d


o
l 


Amitriptyline 
3 
RCTs


10,22,22
 


total n=88 
                


Cannabis 
Sativa Extract 


1 RCT
14


 
total n=125 


-                


Escitalopram 
1 RCT


15
 


total n=82 
- -               


Gabapentin 
4 
RCTs


1,7,16,19
 


total n=620 
- - -              


Gabapentin 
+Nortriptyline 


- - - - 
1 RCT


5
 


total 
n=96 


            


Gabapentin 
+Oxycodone 


- - - - 
1 RCT


9
 


total 
n=328 


-            


Imipramine 
1 RCT


21
 


total n=64 
- - - - - -           


Lamotrigine 
1 RCT


17
 


total n=125 
- - - - - - -          


Lidocaine 
(Topical) 


1 RCT
3
 


total n=28 
- - - - - - - -         


Nortriptyline - - - - 
1 RCT


5
 


total 
n=96 


1 RCT
5
 


total 
n=100 


- - - -        


Oxcarbazepine 
1 RCT


4
 


total n=146 
- - - - - - - - - -       
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Oxycodone 
1 RCT


6
 


total n=159 
- - - - - - - - - - -      


Pregabalin 
2 RCTs


8,13
 


total n=625 
- - - - - - - - - - - -     


Valproate 
2 RCTs


11,12
 


total n=91 
- - - - - - - - - - - - -    


Topiramate 
1 RCT


18
 


total n=317 
- - - - - - - - - - - - - -   


Tramadol 
2 RCTs


2,20
 


total n=176 
- - - - - - - - - - - - - - -  


Venlafaxine 
1 RCT


21
 


total n=64 
- - - - - - 


1 RCT
21


 
total 
n=64 


- - - - - - - - - 


(1) Backonja et al. (1998); (2) Boureau et al. (2003); (3) Cheville et al. (2009); (4) Dogra et al. (2005); (5) Gilron et al. (2012); (6) Gimbel et al. (2003); (7) Gordh et al. (2008); 
(8) Guan et al. (2011); (9) Hanna et al. (2008); (10) Kalso et al. (1995); (11) Kochar et al. (2002); (12) Kochar et al. (2004); (13) Lesser et al. (2004); (14) Nurmikko et al. 
(2007); (15) Otto et al. (2008); (16) Rao et al. (2007); (17) Rao et al. (2008); (18) Raskin et al. (2004); (19) Rice & Maton (2001); (20) Sindrup et al. (1999); (21) Sindrup et al. 
(2003); (22) Vrethem et al. (1997) 
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Table 60 pain (continuous) - 4 weeks - relative effectiveness of all pairwise combinations 
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V
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n
la
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Placebo  
-1.51 
(-2.64, -
0.38) 


-1.10 
(-1.72, -
0.48) 


-1.00 
(-1.59, -
0.41) 


-0.70 
(-1.17, -
0.22) 


- - 
-1.30 
(-2.06, -
0.54) 


0.35 
(-0.34, 
1.04) 


0.10 
(-0.81, 
1.01) 


- 
-0.72 
(-1.20, -
0.24) 


-0.70 
(-1.16, -
0.24) 


-0.51 
(-0.93, -
0.09) 


-1.34 
(-2.01, -
0.66) 


-0.18 
(-0.51, 
0.16) 


-1.18 
(-1.83, -
0.53) 


-1.00 
(-1.76, -
0.24) 


Amitriptyline 
-1.53 
(-2.37, -
0.67) 


 - - - - - - - - - - - - - - - - 


Cannabis 
Sativa Extract 


-1.10 
(-2.47, 
0.27) 


0.42 
(-1.20, 
2.03) 


 - - - - - - - - - - - - - - - 


Escitalopram 
-1.01 
(-2.37, 
0.36) 


0.52 
(-1.10, 
2.13) 


0.10 
(-1.84, 
2.04) 


 - - - - - - - - - - - - - - 


Gabapentin 
-0.73 
(-1.35, -
0.06) 


0.80 
(-0.25, 
1.87) 


0.38 
(-1.13, 
1.92) 


0.28 
(-1.21, 
1.82) 


 
-0.90 
(-1.44, -
0.36) 


-0.80 
(-1.22, -
0.38) 


- - - 
-0.30 
(-0.84, 
0.24) 


- - - - - - - 


Gabapentin 
+Nortriptyline 


-1.62 
(-3.12, -
0.11) 


-0.10 
(-1.82, 
1.64) 


-0.52 
(-2.54, 
1.53) 


-0.62 
(-2.64, 
1.43) 


-0.90 
(-2.25, 
0.45) 


 - - - - 
0.60 
(0.17, 
1.03) 


- - - - - - - 


Gabapentin 
+Oxycodone 


-1.53 
(-2.97, -
0.05) 


0.00 
(-1.67, 
1.70) 


-0.43 
(-2.41, 
1.61) 


-0.53 
(-2.48, 
1.49) 


-0.80 
(-2.11, 
0.51) 


0.10 
(-1.80, 
1.99) 


 - - - - - - - - - - - 


Imipramine 
-1.30 
(-2.74, 
0.14) 


0.23 
(-1.45, 
1.89) 


-0.20 
(-2.19, 
1.80) 


-0.29 
(-2.28, 
1.69) 


-0.57 
(-2.17, 
0.98) 


0.33 
(-1.78, 
2.39) 


0.23 
(-1.85, 
2.26) 


 - - - - - - - - - 
0.30 
(-0.56, 
1.16) 


Lamotrigine 
0.35 
(-1.08, 
1.76) 


1.88 
(0.21, 
3.52) 


1.46 
(-0.53, 
3.41) 


1.36 
(-0.62, 
3.32) 


1.08 
(-0.51, 
2.61) 


1.98 
(-0.11, 
4.01) 


1.88 
(-0.18, 
3.89) 


1.65 
(-0.39, 
3.67) 


 - - - - - - - - - 
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V
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n
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Lidocaine 
(Topical) 


0.10 
(-1.42, 
1.62) 


1.63 
(-0.12, 
3.36) 


1.20 
(-0.85, 
3.26) 


1.10 
(-0.93, 
3.13) 


0.82 
(-0.85, 
2.46) 


1.72 
(-0.43, 
3.84) 


1.62 
(-0.49, 
3.72) 


1.40 
(-0.70, 
3.50) 


-0.25 
(-2.33, 
1.84) 


 - - - - - - - - 


Nortriptyline 
-1.02 
(-2.51, 
0.50) 


0.51 
(-1.22, 
2.24) 


0.08 
(-1.93, 
2.14) 


-0.02 
(-2.03, 
2.03) 


-0.29 
(-1.66, 
1.05) 


0.60 
(-0.71, 
1.92) 


0.51 
(-1.38, 
2.39) 


0.27 
(-1.79, 
2.37) 


-1.37 
(-3.41, 
0.71) 


-1.12 
(-3.24, 
1.04) 


 - - - - - - - 


Oxcarbazepine 
-0.72 
(-2.04, 
0.61) 


0.81 
(-0.77, 
2.38) 


0.39 
(-1.52, 
2.29) 


0.28 
(-1.61, 
2.19) 


0.01 
(-1.49, 
1.46) 


0.91 
(-1.11, 
2.90) 


0.81 
(-1.18, 
2.76) 


0.58 
(-1.37, 
2.55) 


-1.07 
(-3.01, 
0.89) 


-0.81 
(-2.83, 
1.21) 


0.30 
(-1.72, 
2.30) 


 - - - - - - 


Oxycodone 
-0.70 
(-2.02, 
0.62) 


0.82 
(-0.74, 
2.39) 


0.40 
(-1.51, 
2.31) 


0.30 
(-1.60, 
2.20) 


0.02 
(-1.47, 
1.47) 


0.92 
(-1.09, 
2.91) 


0.82 
(-1.17, 
2.78) 


0.59 
(-1.36, 
2.55) 


-1.06 
(-2.98, 
0.89) 


-0.80 
(-2.81, 
1.22) 


0.32 
(-1.69, 
2.30) 


0.02 
(-1.86, 
1.89) 


 - - - - - 


Pregabalin 
-0.55 
(-1.37, 
0.26) 


0.98 
(-0.21, 
2.14) 


0.55 
(-1.05, 
2.15) 


0.46 
(-1.14, 
2.04) 


0.18 
(-0.89, 
1.19) 


1.07 
(-0.64, 
2.76) 


0.98 
(-0.72, 
2.62) 


0.75 
(-0.90, 
2.40) 


-0.90 
(-2.54, 
0.74) 


-0.65 
(-2.38, 
1.08) 


0.47 
(-1.25, 
2.16) 


0.17 
(-1.39, 
1.74) 


0.15 
(-1.40, 
1.70) 


 - - - - 


Valproate 
-1.42 
(-2.76, -
0.15) 


0.11 
(-1.48, 
1.61) 


-0.32 
(-2.25, 
1.53) 


-0.41 
(-2.32, 
1.42) 


-0.69 
(-2.20, 
0.70) 


0.21 
(-1.84, 
2.14) 


0.11 
(-1.90, 
2.00) 


-0.12 
(-2.10, 
1.78) 


-1.77 
(-3.71, 
0.12) 


-1.52 
(-3.54, 
0.44) 


-0.40 
(-2.43, 
1.53) 


-0.70 
(-2.60, 
1.10) 


-0.71 
(-2.61, 
1.10) 


-0.87 
(-2.44, 
0.62) 


 - - - 


Topiramate 
-0.18 
(-1.48, 
1.12) 


1.35 
(-0.21, 
2.88) 


0.92 
(-0.97, 
2.81) 


0.82 
(-1.06, 
2.70) 


0.55 
(-0.92, 
1.97) 


1.45 
(-0.55, 
3.40) 


1.35 
(-0.62, 
3.27) 


1.12 
(-0.82, 
3.06) 


-0.53 
(-2.44, 
1.39) 


-0.28 
(-2.27, 
1.72) 


0.84 
(-1.16, 
2.80) 


0.54 
(-1.32, 
2.39) 


0.53 
(-1.33, 
2.37) 


0.37 
(-1.16, 
1.90) 


1.24 
(-0.54, 
3.12) 


 - - 


Tramadol 
-1.24 
(-2.31, -
0.24) 


0.28 
(-1.10, 
1.59) 


-0.14 
(-1.89, 
1.55) 


-0.24 
(-1.98, 
1.43) 


-0.51 
(-1.80, 
0.66) 


0.38 
(-1.49, 
2.16) 


0.29 
(-1.56, 
2.01) 


0.05 
(-1.75, 
1.80) 


-1.60 
(-3.37, 
0.14) 


-1.35 
(-3.21, 
0.49) 


-0.22 
(-2.10, 
1.55) 


-0.52 
(-2.25, 
1.13) 


-0.54 
(-2.25, 
1.10) 


-0.69 
(-2.04, 
0.59) 


0.17 
(-1.47, 
1.83) 


-1.06 
(-2.76, 
0.56) 


 - 


Venlafaxine 
-1.00 
(-2.44, 
0.44) 


0.53 
(-1.14, 
2.19) 


0.10 
(-1.89, 
2.09) 


0.00 
(-1.99, 
1.99) 


-0.28 
(-1.87, 
1.28) 


0.62 
(-1.48, 
2.69) 


0.53 
(-1.55, 
2.56) 


0.30 
(-1.20, 
1.79) 


-1.35 
(-3.37, 
0.69) 


-1.10 
(-3.19, 
1.00) 


0.02 
(-2.07, 
2.09) 


-0.28 
(-2.25, 
1.68) 


-0.30 
(-2.26, 
1.66) 


-0.45 
(-2.10, 
1.20) 


0.42 
(-1.48, 
2.40) 


-0.82 
(-2.76, 
1.12) 


0.24 
(-1.49, 
2.05) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
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column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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Mean Difference -v- Placebo


 MTC


 Direct pairwise


 


Figure 37 pain (continuous) - 4 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 61 pain (continuous) - 4 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 16 (13, 18) 


Amitriptyline 0.101 4 (1, 11) 


Cannabis Sativa Extract 0.058 7 (1, 17) 


Escitalopram 0.043 8 (1, 17) 


Gabapentin 0.000 11 (6, 15) 


Gabapentin+Nortriptyline 0.228 4 (1, 14) 


Gabapentin+Oxycodone 0.178 4 (1, 15) 


Imipramine 0.107 6 (1, 16) 


Lamotrigine 0.001 17 (8, 18) 


Lidocaine (Topical) 0.002 16 (5, 18) 


Nortriptyline 0.026 8 (1, 17) 


Oxcarbazepine 0.016 11 (2, 18) 


Oxycodone 0.015 11 (2, 18) 


Pregabalin 0.001 12 (5, 17) 


Valproate 0.132 5 (1, 15) 


Topiramate 0.003 15 (5, 18) 


Tramadol 0.048 6 (1, 14) 


Venlafaxine 0.041 8 (1, 17) 
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Figure 38 pain (continuous) - 4 weeks - rank probability histograms 


 


Table 62 pain (continuous) - 4 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


51.72 


(compared to 51 data-points) 
-12.51 -61.005 48.496 35.986 0.240 (95%CrI: 0.081, 1.138) 


 


Table 63 pain (continuous) - 4 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 


 Vrethem (1997) reported this outcome separately in those with and without 


diabetes – both arms are included here since the study did not report this 


outcome for both of these groups separately. 
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Summary GRADE profile 6b: Network meta-analysis for pain relief on 
normalised 10-point scale (56 +/- 7d) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Pain relief 
on 
normalise
d 10-point 
scale 
(follow up 
56 days) 


17 
RCTs


a
  


n=2750 


very 
serious


1
 


serious
2
 not serious


3
 serious


4
 


very 
low 


 


 


Important 


1
 over half of the studies were unclear about allocation concealment; groups were not comparable at 


baseline in 4 studies and it was unclear if they were comparable in 7 others; concomitant drugs 
permitted varies across the studies in the network 
2
 I


2 
was 90 for pregabalin vs placebo which may indicate considerable heterogeneity; I


2 
was 41% for 


gabapentin vs placebo which may indicate moderate inconsistency; there did not appear to be 
differences between indirect and direct comparisons 
3
 all aspects of PICO conform to review protocol 


4
 the majority of links in the network are connected by only one study; only one head-to-head trial; wide 


confidence intervals in the overall ranking in the network 
a
 Placebo-controlled trials 


amitriptyline (n=24): Graff-Radford et al. (2000), unclear if concomitant drugs were permitted in one 


gabapentin (n=632): Backonja et al. (1998), Rice & Maton (2001), Rowbotham et al. (1998);  
concomitant drugs permitted (but only SSRIs in one) 


lamotrigine (n=212): Eisenberg et al. (2001), Luria et al. (2000), Rao et al. (2008); concomitant drugs not 
permitted 


oxcarbazepine (n=146): Dogra et al. (2005); SSRIs only 


pregabalin (n=749): Guan et al. (2011), Moon et al. (2010), Sabatowski et al. (2004); concomitant drugs 
permitted (but only SSRIs in one) 


valproate (n=40): Kochar et al. (2005); no concomitant drugs permitted 


topiramate (n=317): Raskin et al. (2004); SSRIs only 


capsaicin cream (n=20): Tandan et al. (1992); concomitant drugs other than topical medications 
permitted 


Head-to-head trials 


gabapentin+oxycodone vs gabapentin (n=328): Hanna et al. (2008); concomitant drugs permitted 


nortriptyline vs gabapentin (n=70): Chandra et al. (2006);  unclear if concomitant drugs permitted 


capsaicin cream vs amitriptyline (n=212); Biesbroeck et al. (1995); concomitant drugs permitted except 
tricyclics and topical medications 


amitriptyline vs gabapentin (n=44): Rintala et al. (2007); concomitant drugs were not permitted but 
oxycodone was used as a rescue medication (this is in the scope of the guideline for the use in NP so 
considered a concomitant medication) 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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Figure 39 pain (continuous) - 8 weeks - evidence network 
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Table 64 pain (continuous) - 8 weeks - trials included in analysis 
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Amitriptyline 
1 RCT


6
 


total n=24 
         


Gabapentin 
3 RCTs


1,14,15
 


total n=632 
-         


Gabapentin 
+Oxycodone 


- - 
1 RCT


8
 


total n=328 
       


Lamotrigine 
3 RCTs


5,10,12
 


total n=212 
- - -       


Nortriptyline - - 
1 RCT


3
 


total n=70 
- -      


Oxcarbazepine 
1 RCT


4
 


total n=146 
- - - - -     


Pregabalin 
3 RCTs


7,11,16
 


total n=749 
- - - - - -    


Valproate 
1 RCT


9
 


total n=40 
- - - - - - -   


Topiramate 
1 RCT


13
 


total n=317 
- - - - - - - -  


Capsaicin Cream 
1 RCT


17
 


total n=20 
1 RCT


2
 


total n=212 
- - - - - - - - 


(1) Backonja et al. (1998); (2) Biesbroeck et al. (1995); (3) Chandra et al. (2006); (4) Dogra et al. (2005); (5) Eisenberg et al. (2001); (6) Graff-Radford et al. (2000); (7) Guan et 
al. (2011); (8) Hanna et al. (2008); (9) Kochar et al. (2005); (10) Luria et al. (2000); (11) Moon et al. (2010); (12) Rao et al. (2008); (13) Raskin et al. (2004); (14) Rice & Maton 
(2001); (15) Rowbotham et al. (1998); (16) Sabatowski et al. (2004); (17) Tandan et al. (1992) 
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Table 65 pain (continuous) - 8 weeks - relative effectiveness of all pairwise combinations 
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Placebo  
-2.39 
(-3.82, -0.96) 


-1.29 
(-1.68, -0.89) 


- 
-0.97 
(-1.20, -0.74) 


- 
-0.92 
(-1.60, -0.24) 


-0.92 
(-1.70, -0.13) 


-2.54 
(-3.57, -1.51) 


-0.66 
(-1.14, -0.18) 


-1.19 
(-2.59, 0.21) 


Amitriptyline 
-2.00 
(-3.37, -0.65) 


 - - - - - - - - 
0.30 
(0.22, 0.38) 


Gabapentin 
-1.28 
(-1.95, -0.59) 


0.72 
(-0.78, 2.26) 


 
-0.80 
(-1.31, -0.29) 


- 
-0.21 
(-1.05, 0.63) 


- - - - - 


Gabapentin 
+Oxycodone 


-2.08 
(-3.45, -0.66) 


-0.08 
(-2.00, 1.89) 


-0.80 
(-2.02, 0.42) 


 - - - - - - - 


Lamotrigine 
-0.89 
(-1.68, -0.10) 


1.10 
(-0.44, 2.70) 


0.38 
(-0.67, 1.42) 


1.19 
(-0.44, 2.79) 


 - - - - - - 


Nortriptyline 
-1.48 
(-3.01, 0.06) 


0.52 
(-1.52, 2.59) 


-0.20 
(-1.59, 1.18) 


0.60 
(-1.26, 2.43) 


-0.58 
(-2.32, 1.14) 


 - - - - - 


Oxcarbazepine 
-0.92 
(-2.23, 0.38) 


1.08 
(-0.78, 2.98) 


0.35 
(-1.12, 1.82) 


1.16 
(-0.76, 3.04) 


-0.03 
(-1.55, 1.49) 


0.56 
(-1.45, 2.57) 


 - - - - 


Pregabalin 
-0.98 
(-1.65, -0.33) 


1.02 
(-0.48, 2.53) 


0.30 
(-0.68, 1.23) 


1.10 
(-0.48, 2.62) 


-0.08 
(-1.13, 0.93) 


0.50 
(-1.19, 2.16) 


-0.06 
(-1.53, 1.40) 


 - - - 


Valproate 
-2.54 
(-4.04, -1.04) 


-0.54 
(-2.57, 1.49) 


-1.27 
(-2.92, 0.37) 


-0.46 
(-2.53, 1.58) 


-1.65 
(-3.36, 0.05) 


-1.06 
(-3.23, 1.09) 


-1.62 
(-3.61, 0.36) 


-1.57 
(-3.21, 0.08) 


 - - 


Topiramate 
-0.66 
(-1.87, 0.56) 


1.34 
(-0.46, 3.17) 


0.61 
(-0.79, 1.99) 


1.42 
(-0.46, 3.24) 


0.23 
(-1.22, 1.68) 


0.82 
(-1.15, 2.77) 


0.26 
(-1.51, 2.06) 


0.31 
(-1.05, 1.71) 


1.88 
(-0.05, 3.82) 


 - 


Capsaicin Cream 
-1.58 
(-2.93, -0.22) 


0.41 
(-0.56, 1.48) 


-0.31 
(-1.81, 1.23) 


0.49 
(-1.45, 2.45) 


-0.68 
(-2.26, 0.88) 


-0.10 
(-2.15, 1.97) 


-0.66 
(-2.52, 1.23) 


-0.60 
(-2.09, 0.93) 


0.96 
(-1.06, 3.02) 


-0.92 
(-2.72, 0.91) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus column). The 
point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the shaded cells gives pooled 
direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence intervals. 
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Figure 40 pain (continuous) - 8 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 66 pain (continuous) - 8 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 11 (9, 11) 


Amitriptyline 0.170 3 (1, 8) 


Gabapentin 0.000 6 (3, 9) 


Gabapentin+Oxycodone 0.205 3 (1, 8) 


Lamotrigine 0.001 8 (4, 10) 


Nortriptyline 0.058 5 (1, 10) 


Oxcarbazepine 0.009 8 (2, 11) 


Pregabalin 0.001 7 (4, 10) 


Valproate 0.526 1 (1, 7) 


Topiramate 0.003 9 (3, 11) 


Capsaicin Cream 0.028 4 (1, 10) 
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Figure 41 pain (continuous) - 8 weeks - rank probability histograms 


 


Table 67 pain (continuous) - 8 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


35.76 
(compared to 36 data-points) -12.141 -45.695 33.554 21.413 0.170 (95%CrI: 0.051, 1.005) 


 
Table 68 pain (continuous) - 8 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 







DRAFT FOR CONSULTATION 
 


Neuropathic pain –  pharmacological management: NICE clinical guideline DRAFT appendix 
H (June 2013) 
  66 of 70 
 
 


Summary GRADE profile 6c: Network meta-analysis for pain relief on 
normalised 10-point scale (84 +/- 14days) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Pain relief 
on 
normalise
d 10-point 
scale 
(follow up 
84 days) 


13 
RCTs


a
  


n=2833 


very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


Important 


1
 over half of the studies were unclear about allocation concealment; groups were not comparable at 


baseline in 2 studies and it was unclear if they were comparable in 7 others; baseline severity and 
concomitant drugs permitted varies across the studies in the network 
2
 I


2 
was 89% for pregabalin vs placebo which may indicate considerable heterogeneity and 27% for 


valproate vs placebo which may indicate that any inconsistency might not be important; no loops in 
networks so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 there are no head-to-head trials; the majority of links in the network are connected by only one study;  


wide confidence intervals for the overall ranking in the network  
a
 cannabis sativa extract (n=30): Selvarajah et al. (2010); concomitant drugs permitted 


duloxetine (n=1352): Goldstein et al. (2005), Raskin et al. (2005), Wernicke et al. (2006), Yasuda et al. 
(2011); concomitant drugs not permitted in 3 and unclear if permitted in the other 


lacosamide (n=119): Rauck et al. (2007); only SSRIs permitted but others were permitted during the trial 
if the investigator considered it necessary 


lamotrigine (n=125): Rao et al. (2008); concomitant drugs not permitted 


oxcarbazepine (n=146): Dogra et al. (2005); SSRIs only 


pregabalin (n=665): Simpson et al. (2010), van Seventer et al. (2006); concomitant drugs permitted in 
both but anti-convulsants excluded in one 


valproate (n=79): Agrawal et al. (2009), Kochar et al. (2004); concomitant drugs not permitted and 
unclear in the other 


topiramate (n=317): Raskin et al. (2004); SSRIs only 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial; SSRI, 
selective serotonin reuptake inhibitors.
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1 Placebo


2 Cannabis Sativa Extract


3 Duloxetine


4 Lacosamide


5 Lamotrigine


6 Oxcarbazepine


7 Pregabalin


8 Valproate


9 Topiramate


1


2
3


4


5


6
7


8


9


 


Figure 42 pain (continuous) - 12 weeks - evidence network 


 


Table 69 pain (continuous) - 12 weeks - trials included in analysis 


 P
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C
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S
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v
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 E
x
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a
c
t 


D
u
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x
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L
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c
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a
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L
a
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e
 


O
x
c
a
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a


z
e
p
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e
 


P
re


g
a


b
a
lin


 


V
a


lp
ro


a
te


 


Cannabis 
Sativa Extract 


1 RCT
9
 


total n=30 
       


Duloxetine 


4 
RCTs


3,7,12,13
 


total 
n=1352 


-       


Lacosamide 
1 RCT


8
 


total n=119 
- -      


Lamotrigine 
1 RCT


5
 


total n=125 
- - -     


Oxcarbazepine 
1 RCT


2
 


total n=146 
- - - -    


Pregabalin 
2 RCTs


10,11
 


total n=665 
- - - - -   


Valproate 
2 RCTs


1,4
 


total n=79 
- - - - - -  


Topiramate 
1 RCT


6
 


total n=317 
- - - - - - - 


(1) Agrawal et al. (2009); (2) Dogra et al. (2005); (3) Goldstein et al. (2005); (4) Kochar et al. (2004); (5) 
Rao et al. (2008); (6) Raskin et al. (2004); (7) Raskin et al. (2005); (8) Rauck et al. (2007); (9) 
Selvarajah et al. (2010); (10) Simpson et al. (2010); (11) van Seventer et al. (2006); (12) Wernicke et al. 
(2006); (13) Yasuda et al. (2011) 
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Table 70 pain (continuous) - 12 weeks - relative effectiveness of all 
pairwise combinations 


 P
la


c
e
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n
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a
b
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ti
v
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 E
x
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a
c
t 


D
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x
e
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O
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e
p


in
e
 


P
re


g
a


b
a
lin


 


V
a


lp
ro


a
te


 


T
o


p
ir


a
m


a
te


 


Placebo  
0.40 
(-1.52, 
2.32) 


-0.99 
(-1.23, -
0.75) 


-0.90 
(-1.72, -
0.08) 


-0.15 
(-1.32, 
1.02) 


-0.82 
(-1.61, -
0.03) 


-0.59 
(-1.32, 
0.14) 


-0.56 
(-2.77, 
1.64) 


-0.67 
(-1.23, -
0.11) 


Cannabis 
Sativa Extract 


0.40 
(-1.77, 
2.55) 


 - - - - - - - 


Duloxetine 
-1.01 
(-1.49, -
0.54) 


-1.41 
(-3.62, 
0.81) 


 - - - - - - 


Lacosamide 
-0.90 
(-2.17, 
0.36) 


-1.31 
(-3.78, 
1.21) 


0.11 
(-1.24, 
1.46) 


 - - - - - 


Lamotrigine 
-0.15 
(-1.67, 
1.36) 


-0.55 
(-3.18, 
2.08) 


0.86 
(-0.73, 
2.45) 


0.75 
(-1.21, 
2.72) 


 - - - - 


Oxcarbazepine 
-0.82 
(-2.07, 
0.42) 


-1.22 
(-3.70, 
1.29) 


0.19 
(-1.14, 
1.52) 


0.08 
(-1.70, 
1.85) 


-0.67 
(-2.64, 
1.28) 


 - - - 


Pregabalin 
-0.62 
(-1.33, 
0.02) 


-1.03 
(-3.30, 
1.24) 


0.39 
(-0.46, 
1.18) 


0.28 
(-1.17, 
1.68) 


-0.48 
(-2.15, 
1.16) 


0.19 
(-1.25, 
1.58) 


 - - 


Valproate 
-0.22 
(-1.37, 
0.84) 


-0.63 
(-3.08, 
1.79) 


0.79 
(-0.46, 
1.96) 


0.68 
(-1.04, 
2.32) 


-0.07 
(-1.98, 
1.77) 


0.60 
(-1.11, 
2.22) 


0.41 
(-0.90, 
1.68) 


 - 


Topiramate 
-0.67 
(-1.79, 
0.44) 


-1.07 
(-3.49, 
1.37) 


0.34 
(-0.88, 
1.55) 


0.23 
(-1.46, 
1.91) 


-0.52 
(-2.39, 
1.37) 


0.15 
(-1.51, 
1.82) 


-0.05 
(-1.32, 
1.29) 


-0.45 
(-1.97, 
1.17) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 


 







DRAFT FOR CONSULTATION 
 


Neuropathic pain –  pharmacological management: NICE clinical guideline DRAFT appendix 
H (June 2013) 
  69 of 70 
 
 


-3 -2 -1 0 1 2 3


Cannabis Sativa Extract


Duloxetine


Lacosamide


Lamotrigine


Oxcarbazepine


Pregabalin


Valproate


Topiramate


Mean Difference -v- Placebo


 MTC


 Direct
pairwise


 


Figure 43 pain (continuous) - 12 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


 
Table 71 pain (continuous) - 12 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 7 (5, 9) 


Cannabis Sativa Extract 0.056 9 (1, 9) 


Duloxetine 0.211 2 (1, 5) 


Lacosamide 0.272 3 (1, 8) 


Lamotrigine 0.061 7 (1, 9) 


Oxcarbazepine 0.217 3 (1, 8) 


Pregabalin 0.037 4 (1, 7) 


Valproate 0.028 6 (1, 9) 


Topiramate 0.120 4 (1, 9) 
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Figure 44 pain (continuous) - 12 weeks - rank probability histograms 


 
Table 72 pain (continuous) - 12 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


33.78 


(compared to 33 data-points) 
4.445 -24.741 29.186 33.631 0.137 (95%CrI: 0.042, 0.698) 


 
Table 73 pain (continuous) - 12 weeks - notes 


 Random-effects model was used. 


 10000 burn-ins and 50000 iterations. 
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Appendix I GRADE profiles and results for ‘central 
neuropathic pain’  


 


Outcome Profile ID Follow-up 
(days) 


Number 
of RCTs 


Interventions 


Critical 


PGIC (at least 
moderate 
improvement) 


1a (pg2) 28 +/- 7 1 cannabis sativa extract 


1b (pg3) 56 +/- 7 1 duloxetine 


Sleep interference 
– normalised 10-
point scale


1
 


2a (pg4) 28 +/- 7 1 cannabis sativa extract 


2b (pg5) 84 +/- 14 1 pregabalin 


Withdrawal due to 
adverse effects 


3 (pg6) All time 
points 


8 cannabis sativa extract, lamotrigine, 
levetiracetam, pregabalin 


Specific adverse 
effects


2
 


3a-t All time 
points 


See Appendix J 


Important 


30% pain relief 4a (pg10) 84 +/- 14 2 lamotrigine, pregabalin 


50% pain relief 5a (pg13) 84 +/- 14 1 pregabalin 


Pain relief – 
normalised 10-point 
scale 


6a (pg14) 28 +/- 7 4 cannabis sativa extract, duloxetine, 
levetiracetam, pregabalin 


6b (pg17) 56 +/- 7 2 duloxetine, levetiracetam 


6c (pg20) 84 +/- 14 2 levetiracetam, pregabalin 


1
 this is the only synthesis possible for the outcome ‘patient reported improvement in daily physical and 


emotional functioning including sleep’ 
2
 completed for ‘all neuropathic pain’ only.  


(it was not possible to synthesise any results for the outcome ‘use of rescue medication’) 
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CRITICAL OUTCOMES (profiles 1 to 3) 


 
Summary GRADE profile 1a: PGIC (at least moderate improvement) (28 
+/-7 days) – cannabis sativa extract vs placebo 


Outcom
e 


Num
ber of 
Studi
es 


Limitati
ons 


Inconsiste
ncy 


Indirectn
ess 


Imprecis
ion 


Effect/outc
ome 


Quali
ty 


Importa
nce 


PGIC – 
at least 
moderate 
improve
ment (28 
+/-7 
days) 


1 
RCT


a
 


n=66 


very 
serious


1
 


not 
applicable


2
 


not 
serious


3
 


very 
serious


4
 


OR: 2.52 


(95% CI 
0.69 to 
9.20) 


Very 
low 


Critical 


1
 treatment groups were not comparable at baseline (more in the intervention group were using 


concomitant tricyclic anti-depressants and less were using NSAIDs than the placebo group); inadequate 
length of follow-up (no more than 5 weeks for included studies) 
2
 only 1 trial so no possibility of inconsistency 


3
 all aspects of PICO conform to review protocol 


4
 wide confidence intervals for effect estimate compared to placebo; small study size below optimal 


information size
 


a 
cannabis sativa extract vs placebo (n=66): Rog et al. (2005); concomitant drugs permitted


 


Abbreviations: CI, confidence interval; OR, odds ratio; PICO, patient intervention comparator outcome; 
RCT, randomised controlled trial.


 


 


1 Placebo


2 Cannabis Sativa Extract


1 2
 


Figure 1 PGIC (at least moderate improvement) - 4 weeks - evidence 
diagram 


 
Table 1 PGIC (at least moderate improvement) - 4 weeks - notes 


 none 
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Summary GRADE profile 1b: PGIC (at least moderate improvement) (56 
+/-7 days) – duloxetine vs placebo 


Outcom
e 


Num
ber of 
Studi
es 


Limitati
ons 


Inconsiste
ncy 


Indirectn
ess 


Imprecis
ion 


Effect/outc
ome 


Quali
ty 


Importa
nce 


PGIC – 
at least 
moderate 
improve
ment (56 
+/-7 
days) 


1 
RCT


a
 


n=48 


not 
serious


1
 


not 
applicable


2
 


not 
serious


3
 


very 
serious


4
 


OR: 2.55 


(95% CI 
0.51 to 
12.82) 


Low    Critical 


1
 no major concerns with risk of bias 


2
 only 1 trial so no possibility of inconsistency 


3
 all aspects of PICO conform to review protocol 


4
 wide confidence intervals for effect estimate compared to placebo; small number of events; study size 


below optimal information size
 


a
 Duloxetine vs placebo (n=48): Vranken et al. (2011); concomitant drugs permitted if stable except anti-


depressants
 


Abbreviations: CI, confidence interval; OR, odds ratio; PICO, patient intervention comparator outcome; 
RCT, randomised controlled trial.


 


 


1 Placebo


2 Duloxetine


1 2
 


Figure 2 PGIC (at least moderate improvement) - 8 weeks - evidence 
diagram 


 
Table 2 PGIC (at least moderate improvement) - 8 weeks - notes 


 none 
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Summary GRADE profile 2a: Sleep interference on normalised 10-point 
scale (28 +/- 7d) – cannabis sativa extract vs placebo 


Outcom
e 


Numb
er of 
Studi
es 


Limitati
ons 


Inconsiste
ncy 


Indirectn
ess 


Imprecis
ion 


Effect/outc
ome 


Quali
ty 


Importa
nce 


Sleep 
interfere
nce on 
normalis
ed 10-
point 
scale 
(follow 
up 28 
days) 


1 
RCT


a
 


n=65 


very 
serious


1
 


not 
applicable


2
 


not 
serious


3
 


serious
4
 


MD: -1.74 


(95% CI  
-2.99 to  
-0.49) 


Low Critical 


1
 treatment groups were not comparable at baseline (more in the intervention group were using 


concomitant tricyclic anti-depressants and less were using NSAIDs than the placebo group); inadequate 
length of follow-up (no more than 5 weeks for included studies) 
2
 only 1 trial so no possibility of inconsistency  


3
 all aspects of PICO conform to review protocol 


4 
 confidence intervals for effect estimate compared to placebo do not cross ‘no effect’; small number of 


events; study size below optimal information size
 


a
 Cannabis sativa extract vs placebo (n=65): Rog et al. (2005); concomitant amitriptyline permitted


 


Abbreviations: CI, confidence interval; MD, mean difference; PICO, patient intervention comparator 
outcome; RCT, randomised controlled trial.


 


 


1 Placebo


2 Cannabis Sativa Extract


1 2
 


Figure 3 sleep interference - 4 weeks - evidence diagram 


 


Table 3 sleep interference - 4 weeks - notes 


 none 
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Summary GRADE profile 2c: Sleep interference on normalised 10-point 
scale (84 +/- 14d) – pregabalin vs placebo 


Outcom
e 


Numb
er of 
Studi
es 


Limitati
ons 


Inconsiste
ncy 


Indirectn
ess 


Imprecis
ion 


Effect/outc
ome 


Quali
ty 


Importa
nce 


Sleep 
interfere
nce on 
normalis
ed 10-
point 
scale 
(follow 
up 84 
days) 


1 
RCT


a
 


n=135 
serious


1
 


not 
applicable


2
 


not 
serious


3
 


serious
4
 


MD: -1.16 


(95% CI  
-2.05 to  
-0.27) 


Low Critical 


1
 allocation concealment unclear; groups appear different at baseline in concomitant medication usage; 


more patients completed the trial in the placebo group 
2
 only 1 trial so no possibility of inconsistency  


3
 all aspects of PICO conform to review protocol 


4 
 confidence intervals for direct effect estimates against placebo appear small enough (do not include 


appreciable benefit or harm); small number of events; study size below optimal information size
 


a
 Pregabalin vs placebo (n=135): Siddall et al. (2006); concomitant medications permitted


 


Abbreviations: CI, confidence interval; MD, mean difference; PICO, patient intervention comparator 
outcome; RCT, randomised controlled trial.


 


 


1 Placebo


2 Pregabalin


1 2
 


Figure 4 sleep interference - 12 weeks - evidence diagram 


 


Table 4 sleep interference - 12 weeks - notes 


 none 
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Summary GRADE profile 3: Network meta-analysis for withdrawal due to 
adverse effects at any time point 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Withdraw
al due to 
adverse 
effects at 
any time 


8 
RCTs


a
 


n=638 


very 
serious


2
 


not serious
3
 not serious


4
 serious


5
 


very 
low 


 


 


Critical 


1
 in 1 study, groups were not comparable at baseline and in 5 studies it was unclear if they were 


comparable at baseline; concomitant drugs permitted varies across the studies in the network; one 
study was single-blind 
2
 it was not possible to assess heterogeneity for pairwise comparisons; there appeared to be 


consistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 no head-to-head trials; wide confidence intervals for hazard ratios


 


a
 cannabis sativa extract (n=66): Rog et al. (2005);  concomitant medication permitted 


lamotrigine (n=96): Breuer et al. (2007), Vestergaard et al. (2001); concomitant medication permitted in 
one (except anti-convulsants) but not the other 


levetiracetam (n=80): Falah et al. (2012), Rossi et al. (2009); concomitant medication not permitted 


pregabalin (n=396): Kim et al. (2011), Siddall et al. (2006), Vranken et al. (2008); concomitant 
medication permitted in all but excluding gabapentin in one 


[All compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
 


 


1 Placebo


2 Cannabis Sativa Extract


3 Lamotrigine


4 Levetiracetam


5 Pregabalin


1


2


3


4


5


 


Figure 5 withdrawal due to adverse effects - evidence network 
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Table 5 withdrawal due to adverse effects - trials included in analysis 


 P
la


c
e
b


o
 


C
a


n
n


a
b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


L
a


m
o
tr


ig
in


e
 


L
e


v
e
ti
ra


c
e


ta
m


 


Cannabis 
Sativa Extract 


1 RCT
4
 


total n=66 
   


Lamotrigine 
2 RCTs


1,7
 


total n=96 
-   


Levetiracetam 
2 RCTs


2,5
 


total n=80 
- -  


Pregabalin 
3 RCTs


3,6,8
 


total n=396 
- - - 


(1) Breuer et al. (2007); (2) Falah et al. (2012); (3) Kim et al. (2011); (4) Rog et al. (2005); (5) Rossi et 
al. (2009); (6) Siddall et al. (2006); (7) Vestergaard et al. (2001); (8) Vranken et al. (2008) 
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Table 6 withdrawal due to adverse effects - relative effectiveness of all 
pairwise combinations 


 P
la


c
e
b


o
 


C
a


n
n


a
b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


L
a


m
o
tr


ig
in


e
 


L
e


v
e
ti
ra


c
e


ta
m


 


P
re


g
a


b
a
lin


 


Placebo  N/A N/A N/A N/A 


Cannabis 
Sativa Extract 


5.40 
(0.10, 5838.00) 


 N/A N/A N/A 


Lamotrigine 
9.26 
(0.91, 464.30) 


1.74 
(0.00, 488.70) 


 N/A N/A 


Levetiracetam 
4.99 
(0.62, 89.47) 


0.92 
(0.00, 134.70) 


0.54 
(0.01, 21.73) 


 N/A 


Pregabalin 
1.70 
(0.46, 5.91) 


0.31 
(0.00, 19.26) 


0.18 
(0.00, 2.53) 


0.34 
(0.01, 3.70) 


 


Values given are hazard ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
Because it is not easily possible to derive analogous estimates of hazard ratios from a frequentist 
analysis of direct data only, the segment above and to the right of the shaded cells is left blank. 


 


0.0625 0.25 1 4 16 64 256 1024


Cannabis Sativa Extract


Lamotrigine


Levetiracetam


Pregabalin


Hazard Ratio -v- Placebo
 MTC


 


Figure 6 withdrawal due to adverse effects - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals) 


Table 7 withdrawal due to adverse effects - rankings for each 
comparator 


 Probability best Median rank (95%CI) 


Placebo 0.632 1 (1, 3) 


Cannabis Sativa Extract 0.193 4 (1, 5) 


Lamotrigine 0.021 4 (2, 5) 


Levetiracetam 0.047 4 (1, 5) 


Pregabalin 0.107 2 (1, 4) 
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Figure 7 withdrawal due to adverse effects - rank probability histograms 


 


Table 8 withdrawal due to adverse effects - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


14.52 


(compared to 16 data-points) 
57.003 44.788 12.215 69.219 0.000 (95%CrI: 0.001, 6.798) 


 


Table 9 withdrawal due to adverse effects - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 10000 burn-ins and 50000 iterations. 


 Model convergence: there was poor autocorrelation for cannabis sativa and 


lamotrigine because of small numbers of events in the studies for these 


interventions. 


 Leijon and Bovie (1989) was not included in this network as it had zero 


events in all study arms. 
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IMPORTANT OUTCOMES (profiles 4 to 6) 


 


Summary GRADE profile 4a: Network meta-analysis for at least 30% pain 
relief (84 days +/-14 days) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


≥ 30% 
pain 
relief on 
any 
scale 
(follow 
up 84 
days) 


2 
RCTs


a
  


n=173 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


 


Important 


1
 1 of 2 studies was a crossover study; groups were not comparable at baseline in one study and it was 


unclear if they were comparable in another study (including for concomitant medications); unclear about 
allocation concealment in both studies; concomitant drugs permitted varies across the studies in the 
network; attrition bias in both studies 
2
 only one trial per ‘link’ so no possibility of inconsistency for each pairwise comparison; no loops in 


networks so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 there are no head-to-head trials; only 1 trial for each ‘link’ in the network; wide confidence intervals for 


effect estimate compared to placebo and for the overall ranking within the network
 


a
 lamotrigine (n=36): Breuer et al. (2007); concomitant opioids, lidocaine patch, gabapentin permitted 


but use of another anti-convulsants not permitted 


pregabalin (n=137): Siddall et al. (2006); concomitant drugs permitted with the exception of gabapentin 


 [all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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1
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Figure 8 30% pain relief - 12 weeks - evidence network 
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Table 10 30% pain relief - 12 weeks - trials included in analysis 


 Placebo Lamotrigine 


Lamotrigine 
1 RCT


1
 


total n=36 
 


Pregabalin 
1 RCT


2
 


total n=137 
- 


(1) Breuer et al. (2007); (2) Siddall et al. (2006) 


 


Table 11 30% pain relief - 12 weeks - relative effectiveness of all pairwise 
combinations 


 Placebo Lamotrigine Pregabalin 


Placebo  
3.08 
(0.51, 18.53) 


3.60 
(1.61, 8.03) 


Lamotrigine 
3.47 
(0.59, 30.16) 


 - 


Pregabalin 
3.69 
(1.68, 8.54) 


1.06 
(0.11, 7.57) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 


 


0.5 1 2 4 8 16 32


Lamotrigine


Pregabalin


Odds Ratio -v- Placebo


 MTC


 Direct pairwise
 


Figure 9 30% pain relief - 12 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 12 30% pain relief - 12 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 3 (2, 3) 


Lamotrigine 0.477 2 (1, 3) 


Pregabalin 0.523 1 (1, 2) 
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Figure 10 30% pain relief - 12 weeks - rank probability histograms 


 


Table 13 30% pain relief - 12 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC 


4.118 


(compared to 4 data-points) 
18.523 14.525 3.998 22.522 


 
Table 14 30% pain relief - 12 weeks - notes 


 Fixed-effects model was used. 


 10000 burn-ins and 50000 iterations. 


 


 


Summary GRADE profile 5a: At least 50% pain relief (84 days +/-14 days) 
– pregabalin vs placebo 


Outco
me 


Numb
er of 
Studi
es 


Limitati
ons 


Inconsiste
ncy 


Indirectn
ess 


Imprecis
ion 


Effect/outc
ome 


Quali
ty 


Importa
nce 


≥ 50% 
pain 
relief 
on any 
scale 
(follow 
up 84 
days) 


1 
RCT


a
  


n=168 
serious


1
 


not 
applicable


2
 


not 
serious


3
 


very 
serious


4
 


OR: 3.38 


(95% CI 
1.15 to 
9.91) 


Very 
low 


 


 


 


Importan
t 


1
 allocation concealment unclear; groups appear different at baseline with respect to concomitant 


medication usage; more patients completed the trial in the placebo group  
2
 only 1 trial so no possibility of inconsistency 


3
 all aspects of PICO conform to review protocol 


4
 wide confidence intervals for effect estimate compared to placebo; small number of events; study size 


below optimal information size
 


a
 pregabalin vs placebo (n=168): Siddall et al. (2006); concomitant drugs permitted with the exception of 


gabapentin
 


Abbreviations: CI, confidence interval; OR, odds ratio; PICO, patient intervention comparator outcome; 
RCT, randomised controlled trial.
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1 Placebo


2 Pregabalin


1 2
 


Figure 11 50% pain relief - 12 weeks - evidence diagram 


 
Table 15 50% pain relief - 12 weeks - notes 


 none 


 


Summary GRADE profile 6a: Network meta-analysis for pain relief on 
normalised 10-point scale (28 +/- 7 days) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Pain relief 
on 
normalise
d 10-point 
scale 
(follow up 
28 days) 


4 
RCTs


a
  


n=172 
serious


1
 not serious


2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


Important 


1
 unclear about allocation concealment in 3 studies; concomitant drugs permitted varies across the 


studies in the network; one study was single-blind
 


2
 only one trial per ‘link’ so no possibility of inconsistency for each pairwise comparison; no loops in 


networks so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol  


4
 no head-to-head trials; only one trial for each ‘link’; confidence intervals for  the overall ranking in the 


network is large
 


a
 cannabis sativa extract (n=65): Rog et al. (2005); concomitant drugs permitted 


duloxetine (n=48): Vranken et al. (2011); concomitant drugs permitted if stable except anti-depressants 


levetiracetam (n=19): Rossi et al. (2009); concomitant drugs not permitted 


pregabalin (n=40): Vranken et al. (2008); concomitant drugs permitted 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 12 pain (continuous) - 4 weeks - evidence network 


 


Table 16 pain (continuous) - 4 weeks - trials included in analysis 


 P
la


c
e
b


o
 


C
a
n


n
a


b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


D
u
lo


x
e


ti
n
e
 


L
e


v
e
ti
ra


c
e


ta
m


 


Cannabis 
Sativa Extract 


1 RCT
1
 


total n=65 
   


Duloxetine 
1 RCT


4
 


total n=48 
-   


Levetiracetam 
1 RCT


2
 


total n=19 
- -  


Pregabalin 
1 RCT


3
 


total n=40 
- - - 


(1) Rog et al. (2005); (2) Rossi et al. (2009); (3) Vranken et al. (2008); (4) Vranken et al. (2011) 
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Table 17 pain (continuous) - 4 weeks - relative effectiveness of all 
pairwise combinations 


 P
la


c
e
b


o
 


C
a


n
n


a
b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


D
u


lo
x
e


ti
n
e
 


L
e


v
e
ti
ra


c
e


ta
m


 


P
re


g
a


b
a
lin


 


Placebo  
-1.32 
(-2.28, -0.36) 


-0.50 
(-1.51, 0.51) 


-1.51 
(-3.30, 0.28) 


-2.40 
(-3.77, -1.03) 


Cannabis 
Sativa Extract 


-1.32 
(-2.28, -0.36) 


 - - - 


Duloxetine 
-0.50 
(-1.51, 0.51) 


0.82 
(-0.58, 2.22) 


 - - 


Levetiracetam 
-1.52 
(-3.31, 0.28) 


-0.20 
(-2.24, 1.85) 


-1.02 
(-3.07, 1.04) 


 - 


Pregabalin 
-2.40 
(-3.78, -1.04) 


-1.08 
(-2.76, 0.59) 


-1.90 
(-3.61, -0.20) 


-0.88 
(-3.15, 1.36) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 


 


-4 -3.5 -3 -2.5 -2 -1.5 -1 -0.5 0 0.5 1


Cannabis Sativa Extract


Duloxetine


Levetiracetam


Pregabalin


Mean Difference -v- Placebo


 MTC
 Direct pairwise


 


Figure 13 pain (continuous) - 4 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 18 pain (continuous) - 4 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 5 (4, 5) 


Cannabis Sativa Extract 0.063 3 (1, 4) 


Duloxetine 0.003 4 (2, 5) 


Levetiracetam 0.205 2 (1, 5) 


Pregabalin 0.729 1 (1, 3) 
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Figure 14 pain (continuous) - 4 weeks - rank probability histograms 


 


Table 19 pain (continuous) - 4 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC 


8 


(compared to 8 data-points) 
9.705 1.705 8 17.705 


 
Table 20 pain (continuous) - 4 weeks - notes 


 Fixed-effects model was used. 


 10000 burn-ins and 50000 iterations. 
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Summary GRADE profile 6b: Network meta-analysis for pain relief on 
normalised 10-point scale (56 +/- 7d) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Pain relief 
on 
normalise
d 10-point 
scale 
(follow up 
56 days) 


2 
RCTs


a
  


n=67 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


 


Important 


1
 unclear about allocation concealment in one study; concomitant drugs permitted varies across the 


studies in the network; one study was single-blind 
2
 only 1 trial for each arm so no possibility of inconsistency between studies for a pairwise comparison; 


no loops in networks so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol  


4
 no head-to-head trials; only one trial for each ‘link’; wide confidence intervals for  overall ranking in the 


network
 


a
 duloxetine (n=48): Vranken et al. (2011); concomitant drugs permitted if stable except anti-depressants 


levetiracetam (n=19): Rossi et al. (2009); concomitant drugs not permitted 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 15 pain (continuous) - 8 weeks - evidence network 


 


Table 21 pain (continuous) - 8 weeks - trials included in analysis 


 Placebo Duloxetine 


Duloxetine 
1 RCT


2
 


total n=48 
 


Levetiracetam 
1 RCT


1
 


total n=19 
- 


(1) Rossi et al. (2009); (2) Vranken et al. (2011) 
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Table 22 pain (continuous) - 8 weeks - relative effectiveness of all 
pairwise combinations 


 Placebo Duloxetine Levetiracetam 


Placebo  
-1.00 
(-1.91, -0.09) 


-2.71 
(-4.45, -0.97) 


Duloxetine 
-1.00 
(-1.91, -0.09) 


 - 


Levetiracetam 
-2.71 
(-4.45, -0.98) 


-1.71 
(-3.67, 0.25) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 


 


-5 -4 -3 -2 -1 0


Duloxetine


Levetiracetam


Mean Difference -v- Placebo


 MTC


 Direct pairwise
 


Figure 16 pain (continuous) - 8 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


 
Table 23 pain (continuous) - 8 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 3 (3, 3) 


Duloxetine 0.044 2 (1, 2) 


Levetiracetam 0.956 1 (1, 2) 
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Figure 17 pain (continuous) - 8 weeks - rank probability histograms 


 


Table 24 pain (continuous) - 8 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC 


3.989 


(compared to 4 data-points) 
4.91 0.921 3.989 8.899 


 
Table 25 pain (continuous) - 8 weeks - notes 


 Fixed-effects model was used.  


 10000 burn-ins and 50000 iterations. 
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Summary GRADE profile 6c: Network meta-analysis for pain relief on 
normalised 10-point scale (84 +/- 14days) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Pain relief 
on 
normalise
d 10-point 
scale 
(follow up 
84 days) 


2 
RCTs


a
  


n=155 


very 
serious


1
 


not 
applicable


2
 


not serious
3
 


very 
serious


4
 


Very 
low 


 


 


Important 


1
 unclear about allocation concealment in both studies; groups appear different at baseline for one study 


with respect to concomitant medication usage; more patients completed the trial in the placebo group in 
one study; concomitant drugs permitted varies across the studies in the network; one study was single-
blind 
2
 only 1 trial for each arm so no possibility of inconsistency between studies for a pairwise comparison; 


no loops in networks so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol  


4
 no head-to-head trials; only one trial for each ‘link’; wide confidence intervals for overall ranking in the 


network
 


a
 levetiracetam (n=19): Rossi et al. (2009); concomitant drugs not permitted 


pregabalin (n=136): Siddall et al. (2006); concomitant drugs permitted but gabapentin excluded 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 18 pain (continuous) - 12 weeks - evidence network 
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Table 26 pain (continuous) - 12 weeks - trials included in analysis 


 Placebo Levetiracetam 


Levetiracetam 
1 RCT


1
 


total n=18 
 


Pregabalin 
1 RCT


2
 


total n=136 
- 


(1) Rossi et al. (2009); (2) Siddall et al. (2006) 


 
Table 27 pain (continuous) - 12 weeks - relative effectiveness of all 
pairwise combinations 


 Placebo Levetiracetam Pregabalin 


Placebo  
-2.81 
(-4.54, -1.08) 


-1.46 
(-2.08, -0.84) 


Levetiracetam 
-2.81 
(-4.54, -1.08) 


 - 


Pregabalin 
-1.46 
(-2.08, -0.85) 


1.35 
(-0.50, 3.19) 


 


Values given are mean differences. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Levetiracetam


Pregabalin


Mean Difference -v- Placebo


 MTC


 Direct pairwise
 


Figure 19 pain (continuous) - 12 weeks - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


 
Table 28 pain (continuous) - 12 weeks - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 3 (3, 3) 


Levetiracetam 0.924 1 (1, 2) 


Pregabalin 0.076 2 (1, 2) 
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Figure 20 pain (continuous) - 12 weeks - rank probability histograms 


 


Table 29 pain (continuous) - 12 weeks - model fit statistics 


Residual deviance Dbar Dhat pD DIC 


3.995 


(compared to 4 data-points) 
3.418 -0.577 3.995 7.412 


 
Table 30 pain (continuous) - 12 weeks - notes 


 Fixed-effects model was used.  


 10000 burn-ins and 50000 iterations. 
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Appendix J GRADE profiles and results for individual 


adverse effects for ‘all neuropathic pain’ 


A Dizziness or vertigo (pg4) 


B Somnolence (including drowsiness and sedation) (pg17) 


C Fatigue (or tiredness) (pg29) 


D Lethargy (pg37) 


E Constipation (pg41) 


F Nausea (pg51) 


G Vomiting (pg62) 


H Pruritus (pg69) 


I Burning pain (pg74) 


J Rash/urticaria/overall erythema (not restricted to site) (pg77) 


K Blurred vision (pg83) 


L Peripheral oedema (pg90) 


M Oedema (pg94) 


N Confusion (pg100) 


O Cognitive impairment (including impaired attention) (pg104) 


P Mood disturbance (including depression and euphoria) (pg107) 


Q Dry mouth (pg112) 


R Urine retention (pg120) 


S Weight gain (pg126) 
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T Gait disturbance (pg131) 
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Summary GRADE profile 3a: dizziness or vertigo 


Outcom
e 


Numbe
r of 
Studies 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Dizzines
s or 
vertigo 


73 
RCTs


a
 


n=1383
8 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 allocation concealment was inadequate in 1 study and unclear in 37 studies; there is uncertainty about 


comparability at baseline between groups in 42 studies and there are differences between groups in 7 
studies (particularly for use of concomitant drugs); during 34 studies, it was unclear if the same care was 
received by each group and in 5 studies the same care was not received (these were usually to do with 
concomitant drug and rescue medication use); average baseline severity ranged from 3.9 to 8.8 on a 
11-point scale across the network; concomitant drugs permitted varies across the studies in the network 
2
 I


2
 was 41%, 37%, 37%, and 8% for amitriptyline vs placebo, cannabis sativa vs placebo, pregabalin vs 


placebo, and capsaicin patch vs placebo, respectively. This may indicate that moderate heterogeneity in 
the first 3 comparisons but any heterogeneity might not be important in any of these comparisons; 
indirect and direct estimates appear relatively similar  
3
 all aspects of PICO conform to review protocol 


4
 few head-to-head trials; wide confidence intervals for the effect estimates of most interventions 


compared to placebo and for overall rankings within the network
 


a
 placebo-controlled trials: 


Amitriptyline (n=341): Cardenas et al. (2002), Kalso et al. (1995), Max et al. (1988), Robinson et al. 
(2004), Vrethem et al. (1997) 


Cannabis Sativa Extract (n=191): Nurmikko et al. (2007), Rog et al. (2005) 


Capsaicin Patch (n=1272): Backonja et al. (2008), Irving et al. (2011), Webster et al. (2010), Webster et 
al. (2010) 


Duloxetine (n=1392): Gao et al. (2010), Goldstein et al. (2005), Vranken et al. (2011), Wernicke et al. 
(2006), Yasuda et al. (2011) 


Escitalopram (n=96): Otto et al. (2008) 


Gabapentin (n=1362): Backonja et al. (1998), Bone et al. (2002), Gordh et al. (2008), Hahn et al. (2004), 
Levendoglu et al. (2004), Rao et al. (2007), Rice & Maton (2001), Rowbotham et al. (1998), Simpson 
(2001) 


Imipramine (n=80): Sindrup et al. (2003) 


Lacosamide (n=1314): Rauck et al. (2007), Shaibani et al. (2009), Wymer et al. (2009), Ziegler et al. 
(2010) 


Lamotrigine (n=934): Breuer et al. (2007), Eisenberg et al. (2001), Rao et al. (2008), Vinik et al. (2007), 
Vinik et al. (2007) 


Levetiracetam (n=230): Falah et al. (2012), Finnerup et al. (2009), Holbech et al. (2011), Rossi et al. 
(2009) 


Morphine (n=222): Khoromi et al. (2007), Wu et al. (2008) 


Nortriptyline, Nortriptyline+Morphine (n=110): Khoromi et al. (2007) 


Oxcarbazepine (n=634): Beydoun et al. (2006), Dogra et al. (2005), Grosskopf et al. (2006) 


Oxycodone (n=159): Gimbel et al. (2003) 


Pregabalin (n=3997): Arezzo et al. (2008), Dworkin et al. (2003), Freynhagen et al. (2005), Guan et al. 
(2011), Kim et al. (2011), Lesser et al. (2004), Richter et al. (2005), Rosenstock et al. (2004), 
Sabatowski et al. (2004), Satoh et al. (2011), Siddall et al. (2006), Simpson et al. (2010), Stacey et al. 
(2008), Tolle et al. (2008), van Seventer et al. (2006), Vranken et al. (2008) 


Topiramate (n=323): Raskin et al. (2004) 


Tramadol (n=256): Harati et al. (1998), Norrbrink & Lundeberg (2009), Sindrup et al. (1999) 


Trazodone (n=18): Davidoff et al. (1987) 


Venlafaxine (n=80): Sindrup et al. (2003) 


Capsaicin Cream (n=143): Watson et al. (1993) 


Head-to-head trials: 


Amitriptyline vs Gabapentin (n=50): Morello et al. (1999) 


Amitriptyline vs Nortriptyline (n=66): Watson et al. (1998) 


Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009) 
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Gabapentin vs Gabapentin+Nortriptyline Gabapentin vs Nortriptyline, Gabapentin+Nortriptyline vs 
Nortriptyline (n=112): Gilron et al. (2012),  


Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008) 


Imipramine vs Venlafaxine (n=80): Sindrup et al. (2003) 


Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine, Nortriptyline vs Nortriptyline+Morphine 
(n=110): Khoromi et al. (2007)


 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 1 dizziness or vertigo - evidence network 
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Table 1 dizziness or vertigo - trials included in analysis 
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Amitriptyline 
5 RCTs


8,28,33,44,64
 


total n=341 
                      


Cannabis 
Sativa Extract 


2 RCTs
36,45


 
total n=191 


-                      


Capsaicin 
Patch 


4 RCTs
3,27,67,68


 
total n=1272 


- -                     


Duloxetine 
5 RCTs


16,19,63,69,72
 


total n=1392 
- - -                    


Escitalopram 
1 RCT


37
 


total n=96 
- - - -                   


Gabapentin 
9 RCTs


2,6,20,23,32,38,42,48,53
 


total n=1362 


1 
RCT


34
 


total 
n=50 


- - - -                  


Gabapentin 
+Nortriptyline 


- - - - - - 


1 
RCT


17
 


total 
n=112 


                


Gabapentin 
+Oxycodone 


- - - - - - 


1 
RCT


24
 


total 
n=338 


-                


Imipramine 
1 RCT


56
 


total n=80 
- - - - - - - -               


Lacosamide 
4 RCTs


41,51,71,73
 


total n=1314 
- - - - - - - - -              


Lamotrigine 5 RCTs
7,12,39,60,61


 - - - - - - - - - -             
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total n=934 


Levetiracetam 
4 RCTs


13,14,26,47
 


total n=230 
- - - - - - - - - - -            


Morphine 
2 RCTs


29,70
 


total n=222 
- - - - - - - - - - - -           


Nortriptyline 
1 RCT


29
 


total n=110 


1 
RCT


66
 


total 
n=66 


- - - - 


1 
RCT


17
 


total 
n=112 


1 
RCT


17
 


total 
n=112 


- - - - - 


1 
RCT


29
 


total 
n=110 


         


Nortriptyline 
+Morphine 


1 RCT
29


 
total n=110 


- - - - - - - - - - - - 


1 
RCT


29
 


total 
n=110 


1 
RCT


29
 


total 
n=110 


        


Oxcarbazepine 
3 RCTs


5,10,21
 


total n=634 
- - - - - - - - - - - - - - -        


Oxycodone 
1 RCT


18
 


total n=159 
- - - - - - - - - - - - - - - -       


Pregabalin 
16 
RCTs


1,11,15,22,30,31,43,46,49,50,52,54,57,58,59,62
 


total n=3997 


1 
RCT


4
 


total 
n=102 


- - - - - - - - - - - - - - - -      


Topiramate 
1 RCT


40
 


total n=323 
- - - - - - - - - - - - - - - - - -     


Tramadol 
3 RCTs


25,35,55
 


total n=256 
- - - - - - - - - - - - - - - - - - -    


Trazodone 
1 RCT


9
 


total n=18 
- - - - - - - - - - - - - - - - - - - -   


Venlafaxine 1 RCT
56


 - - - - - - - - 1 - - - - - - - - - - - -  
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total n=80 RCT
56


 
total 
n=80 


Capsaicin 
Cream 


1 RCT
65


 
total n=143 


- - - - - - - - - - - - - - - - - - - - - - 


(1) Arezzo et al. (2008); (2) Backonja et al. (1998); (3) Backonja et al. (2008); (4) Bansal et al. (2009); (5) Beydoun et al. (2006); (6) Bone et al. (2002); (7) Breuer et al. (2007); 
(8) Cardenas et al. (2002); (9) Davidoff et al. (1987); (10) Dogra et al. (2005); (11) Dworkin et al. (2003); (12) Eisenberg et al. (2001); (13) Falah et al. (2012); (14) Finnerup et 
al. (2009); (15) Freynhagen et al. (2005); (16) Gao et al. (2010); (17) Gilron et al. (2012); (18) Gimbel et al. (2003); (19) Goldstein et al. (2005); (20) Gordh et al. (2008); (21) 
Grosskopf et al. (2006); (22) Guan et al. (2011); (23) Hahn et al. (2004); (24) Hanna et al. (2008); (25) Harati et al. (1998); (26) Holbech et al. (2011); (27) Irving et al. (2011); 
(28) Kalso et al. (1995); (29) Khoromi et al. (2007); (30) Kim et al. (2011); (31) Lesser et al. (2004); (32) Levendoglu et al. (2004); (33) Max et al. (1988); (34) Morello et al. 
(1999); (35) Norrbrink & Lundeberg (2009); (36) Nurmikko et al. (2007); (37) Otto et al. (2008); (38) Rao et al. (2007); (39) Rao et al. (2008); (40) Raskin et al. (2004); (41) 
Rauck et al. (2007); (42) Rice & Maton (2001); (43) Richter et al. (2005); (44) Robinson et al. (2004); (45) Rog et al. (2005); (46) Rosenstock et al. (2004); (47) Rossi et al. 
(2009); (48) Rowbotham et al. (1998); (49) Sabatowski et al. (2004); (50) Satoh et al. (2011); (51) Shaibani et al. (2009); (52) Siddall et al. (2006); (53) Simpson (2001); (54) 
Simpson et al. (2010); (55) Sindrup et al. (1999); (56) Sindrup et al. (2003); (57) Stacey et al. (2008); (58) Tolle et al. (2008); (59) van Seventer et al. (2006); (60) Vinik et al. 
(2007); (61) Vinik et al. (2007); (62) Vranken et al. (2008); (63) Vranken et al. (2011); (64) Vrethem et al. (1997); (65) Watson et al. (1993); (66) Watson et al. (1998); (67) 
Webster et al. (2010); (68) Webster et al. (2010); (69) Wernicke et al. (2006); (70) Wu et al. (2008); (71) Wymer et al. (2009); (72) Yasuda et al. (2011); (73) Ziegler et al. 
(2010) 
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Table 2 dizziness or vertigo - relative effectiveness of all pairwise combinations 
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0.99 
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(1.40, 
8.75) 


0.70 
(0.32, 
1.52) 


2.08 
(1.34
, 
3.24) 


0.37 
(0.07, 
2.03) 


4.60 
(3.18, 
6.64) 


- - 


3.16 
(0.31
, 
31.78
) 


3.52 
(1.98, 
6.24) 


1.27 
(0.65, 
2.49) 


4.95 
(1.59, 
15.45
) 


1.90 
(0.43
, 
8.41) 


2.04 
(0.18, 
23.15
) 


1.00 
(0.06, 
16.40) 


8.20 
(2.88, 
23.38
) 


4.00 
(1.68
, 
9.53) 


3.56 
(2.66, 
4.75) 


1.29 
(0.49
, 
3.43) 


6.08 
(2.18, 
16.96
) 


6.33 
(0.26, 
152.8
6) 


2.05 
(0.18
, 
23.59
) 


2.84 
(0.11
, 
70.8
1) 


Amitriptyline 
1.22 
(0.53, 
2.83) 


 - - - - 


4.47 
(0.83, 
24.19
) 


- - - - - - - 
0.31 
(0.03, 
3.17) 


- - - 
1.53 
(0.24, 
9.57) 


- - - - - 


Cannabis 
Sativa 
Extract 


3.80 
(1.09, 
13.45
) 


3.11 
(0.69, 
14.08
) 


 - - - - - - - - - - - - - - - - - - - - - 


Capsaicin 
Patch 


0.65 
(0.23, 
1.84) 


0.53 
(0.14, 
2.03) 


0.17 
(0.03, 
0.87) 


 - - - - - - - - - - - - - - - - - - - - 


Duloxetine 
2.34 
(1.10, 
5.05) 


1.91 
(0.62, 
6.03) 


0.62 
(0.14, 
2.67) 


3.58 
(0.99, 
13.26
) 


 - - - - - - - - - - - - - - - - - - - 


Escitalopra
m 


0.33 
(0.03, 
3.06) 


0.27 
(0.02, 
2.95) 


0.09 
(0.01, 
1.10) 


0.50 
(0.03, 
5.89) 


0.14 
(0.01
, 
1.50) 


 - - - - - - - - - - - - - - - - - - 


Gabapentin 
4.43 
(2.41, 
8.23) 


3.63 
(1.36, 
9.70) 


1.17 
(0.29, 
4.69) 


6.80 
(2.04, 
22.96
) 


1.90 
(0.70
, 
5.05) 


13.51 
(1.33, 
182.8
0) 


 


1.00 
(0.24
, 
4.21) 


4.72 
(1.88, 
11.82
) 


- - - - - 
0.48 
(0.08, 
2.74) 


- - - - - - - - - 
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Gabapentin 
+Nortriptylin
e 


3.44 
(0.44, 
24.75
) 


2.82 
(0.33, 
22.59
) 


0.90 
(0.08, 
9.36) 


5.24 
(0.54, 
49.16
) 


1.46 
(0.17
, 
12.23
) 


10.60 
(0.51, 
253.6
0) 


0.77 
(0.11, 
5.33) 


 - - - - - - 
0.48 
(0.08, 
2.74) 


- - - - - - - - - 


Gabapentin 
+Oxycodon
e 


22.17 
(3.70, 
1400) 


18.23 
(2.56, 
134.8
0) 


5.86 
(0.65, 
54.67
) 


34.07 
(4.27, 
284.3
0) 


9.50 
(1.34
, 
69.84
) 


68.38 
(3.84, 
15240
) 


5.00 
(0.92, 
28.75
) 


6.52 
(0.50
, 
90.13
) 


 - - - - - - - - - - - - - - - 


Imipramine 
4.29 
(0.27, 
1980) 


3.54 
(0.19, 
173.4
0) 


1.15 
(0.05, 
62.45
) 


6.61 
(0.34, 
3480) 


1.85 
(0.10
, 
90.81
) 


13.84 
(0.35, 
12530
) 


0.97 
(0.06, 
47.24
) 


1.30 
(0.04
, 
91.42
) 


0.20 
(0.01, 
13.15
) 


 - - - - - - - - - - - - 


0.65 
(0.10
, 
4.11) 


- 


Lacosamide 
3.70 
(1.59, 
8.95) 


3.03 
(0.92, 
10.15
) 


0.98 
(0.21, 
4.46) 


5.67 
(1.50, 
22.33
) 


1.58 
(0.50
, 
5.04) 


11.29 
(1.03, 
162.9
0) 


0.83 
(0.29, 
2.44) 


1.08 
(0.13
, 
9.88) 


0.17 
(0.02, 
1.23) 


0.86 
(0.02
, 
16.04
) 


 - - - - - - - - - - - - - 


Lamotrigine 
1.35 
(0.54, 
3.43) 


1.11 
(0.32, 
3.86) 


0.36 
(0.07, 
1.70) 


2.07 
(0.52, 
8.44) 


0.58 
(0.17
, 
1.92) 


4.12 
(0.37, 
60.36) 


0.30 
(0.10, 
0.92) 


0.39 
(0.04
, 
3.73) 


0.06 
(0.01, 
0.46) 


0.31 
(0.01
, 
5.94) 


0.36 
(0.10, 
1.30) 


 - - - - - - - - - - - - 


Levetiraceta
m 


7.05 
(1.87, 
32.23
) 


5.82 
(1.19, 
32.64
) 


1.88 
(0.30, 
13.29
) 


10.93 
(2.01, 
68.53
) 


3.03 
(0.65
, 
16.36
) 


22.00 
(1.63, 
406.3
0) 


1.60 
(0.37, 
8.18) 


2.09 
(0.19
, 
26.02
) 


0.32 
(0.03, 
3.30) 


1.65 
(0.03
, 
38.76
) 


1.92 
(0.39, 
10.90
) 


5.25 
(1.04, 
30.32
) 


 - - - - - - - - - - - 


Morphine 2.02 1.66 0.53 3.10 0.86 6.23 0.46 0.59 0.09 0.46 0.55 1.50 0.28  0.48 0.24 - - - - - - - - 
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(0.38, 
11.24
) 


(0.26, 
10.73
) 


(0.07, 
4.44) 


(0.43, 
22.95
) 


(0.14
, 
5.58) 


(0.38, 
128.1
0) 


(0.08, 
2.75) 


(0.05
, 
7.67) 


(0.01, 
1.08) 


(0.01
, 
12.27
) 


(0.08, 
3.70) 


(0.22, 
10.52
) 


(0.03, 
2.61) 


(0.08, 
2.74) 


(0.03, 
2.18) 


Nortriptyline 
1.02 
(0.21, 
4.41) 


0.83 
(0.16, 
3.90) 


0.27 
(0.04, 
1.84) 


1.56 
(0.24, 
9.44) 


0.43 
(0.08
, 
2.28) 


3.09 
(0.20, 
58.71) 


0.23 
(0.05, 
1.01) 


0.30 
(0.03
, 
2.50) 


0.05 
(0.00, 
0.44) 


0.23 
(0.00
, 
5.55) 


0.27 
(0.05, 
1.48) 


0.75 
(0.12, 
4.22) 


0.14 
(0.02, 
1.07) 


0.50 
(0.07
, 
3.24) 


 


0.49 
(0.04, 
5.58) 


- - - - - - - - 


Nortriptyline 
+Morphine 


0.44 
(0.01, 
5.75) 


0.36 
(0.01, 
5.21) 


0.11 
(0.00, 
2.04) 


0.67 
(0.02, 
10.75
) 


0.19 
(0.00
, 
2.77) 


1.30 
(0.02, 
49.82) 


0.10 
(0.00, 
1.38) 


0.12 
(0.00
, 
3.05) 


0.02 
(0.00, 
0.45) 


0.09 
(0.00
, 
4.61) 


0.12 
(0.00, 
1.80) 


0.32 
(0.01, 
5.05) 


0.06 
(0.00, 
1.16) 


0.22 
(0.01
, 
2.73) 


0.44 
(0.01, 
6.13) 


 - - - - - - - - 


Oxcarbazep
ine 


8.84 
(2.48, 
39.36
) 


7.30 
(1.56, 
40.13
) 


2.35 
(0.39, 
16.36
) 


13.74 
(2.62, 
82.63
) 


3.81 
(0.85
, 
20.11
) 


27.76 
(2.04, 
493.8
0) 


2.01 
(0.49, 
10.02
) 


2.63 
(0.25
, 
32.12
) 


0.41 
(0.04, 
4.11) 


2.07 
(0.04
, 
48.45
) 


2.41 
(0.50, 
13.24
) 


6.61 
(1.35, 
37.55
) 


1.26 
(0.17, 
9.26) 


4.49 
(0.52
, 
40.91
) 


8.86 
(1.25, 
76.17
) 


21.16 
(1.11, 
936.2
0) 


 - - - - - - - 


Oxycodone 


4.21 
(0.78, 
23.19
) 


3.44 
(0.52, 
23.17
) 


1.11 
(0.13, 
9.23) 


6.44 
(0.89, 
48.15
) 


1.80 
(0.28
, 
11.59
) 


12.99 
(0.78, 
266.8
0) 


0.95 
(0.16, 
5.84) 


1.23 
(0.09
, 
17.39
) 


0.19 
(0.02, 
2.27) 


0.96 
(0.02
, 
26.30
) 


1.14 
(0.17, 
7.63) 


3.11 
(0.46, 
21.60
) 


0.59 
(0.06, 
5.16) 


2.08 
(0.19
, 
22.81
) 


4.18 
(0.44, 
41.58
) 


9.90 
(0.44, 
492.7
0) 


0.47 
(0.05, 
4.02) 


 - - - - - - 


Pregabalin 
3.81 
(2.56, 
5.70) 


3.12 
(1.26, 
7.78) 


1.01 
(0.27, 
3.74) 


5.84 
(1.92, 
17.90
) 


1.63 
(0.68
, 
3.84) 


11.56 
(1.21, 
149.6
0) 


0.86 
(0.41, 
1.78) 


1.11 
(0.15
, 
8.87) 


0.17 
(0.03, 
1.08) 


0.89 
(0.02
, 
14.72
) 


1.03 
(0.39, 
2.63) 


2.82 
(1.03, 
7.62) 


0.54 
(0.11, 
2.16) 


1.89 
(0.32
, 
10.64
) 


3.76 
(0.82, 
18.61
) 


8.68 
(0.64, 
311.8
0) 


0.43 
(0.09, 
1.64) 


0.91 
(0.16
, 
5.12) 


 - - - - - 


Topiramate 
1.35 
(0.24, 
7.82) 


1.11 
(0.16, 
7.80) 


0.36 
(0.04, 
3.11) 


2.08 
(0.28, 
15.97


0.58 
(0.09
, 


4.16 
(0.25, 
87.82) 


0.31 
(0.05, 
1.97) 


0.40 
(0.03
, 


0.06 
(0.00, 
0.75) 


0.31 
(0.00
, 


0.36 
(0.05, 
2.57) 


1.00 
(0.14, 
7.31) 


0.19 
(0.02, 
1.73) 


0.67 
(0.06
, 


1.34 
(0.14, 
13.66


3.18 
(0.14, 
158.4


0.15 
(0.02, 
1.36) 


0.32 
(0.03
, 


0.35 
(0.06, 
2.15) 


 - - - - 
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) 3.90) 5.76) 8.50) 7.61) ) 0) 3.71) 


Tramadol 


7.17 
(1.91, 
30.17
) 


5.91 
(1.22, 
30.64
) 


1.91 
(0.30, 
12.64
) 


11.09 
(2.03, 
65.14
) 


3.07 
(0.66
, 
15.64
) 


22.23 
(1.63, 
393.3
0) 


1.62 
(0.38, 
7.71) 


2.11 
(0.19
, 
25.24
) 


0.33 
(0.03, 
3.20) 


1.65 
(0.03
, 
38.80
) 


1.94 
(0.40, 
10.34
) 


5.32 
(1.05, 
29.08
) 


1.01 
(0.14, 
7.12) 


3.57 
(0.41
, 
32.68
) 


7.14 
(0.98, 
58.59
) 


16.82 
(0.90, 
747.4
0) 


0.80 
(0.11, 
5.57) 


1.72 
(0.20
, 
15.55
) 


1.88 
(0.47, 
8.35) 


5.35 
(0.59
, 
50.16
) 


 - - - 


Trazodone 


12.42 
(0.39, 
3940
0) 


10.26 
(0.28, 
3436
0) 


3.37 
(0.08, 
1176
0) 


19.40 
(0.50, 
6711
0) 


5.37 
(0.15
, 
1748
0) 


41.16 
(0.57, 
20480
0) 


2.83 
(0.08, 
917.9
0) 


3.86 
(0.06
, 
1551
0) 


0.59 
(0.01, 
231.7
0) 


2.95 
(0.02
, 
1550
0) 


3.39 
(0.09, 
1115
0) 


9.34 
(0.25, 
3039
0) 


1.78 
(0.04, 
624.4
0) 


6.38 
(0.13
, 
2389
0) 


12.82 
(0.28, 
4763
0) 


33.83 
(0.35, 
21340
0) 


1.41 
(0.03, 
495.2
0) 


3.07 
(0.06
, 
1154
0) 


3.27 
(0.10, 
1050
0) 


9.55 
(0.18
, 
3610
0) 


1.77 
(0.04, 
620.1
0) 


 - - 


Venlafaxine 


2.61 
(0.13, 
130.4
0) 


2.16 
(0.09, 
112.6
0) 


0.70 
(0.03, 
40.38
) 


4.03 
(0.17, 
226.9
0) 


1.13 
(0.05
, 
58.60
) 


8.34 
(0.18, 
804.2
0) 


0.59 
(0.03, 
30.89
) 


0.78 
(0.02
, 
60.96
) 


0.12 
(0.00, 
8.44) 


0.61 
(0.04
, 
6.92) 


0.71 
(0.03, 
37.60
) 


1.93 
(0.08, 
107.1
0) 


0.37 
(0.01, 
22.42
) 


1.31 
(0.04
, 
87.19
) 


2.63 
(0.09, 
167.7
0) 


6.64 
(0.11, 
10910
) 


0.29 
(0.01, 
17.56
) 


0.63 
(0.02
, 
42.90
) 


0.69 
(0.03, 
34.88
) 


1.96 
(0.06
, 
1360
) 


0.37 
(0.01, 
21.43
) 


0.20 
(0.00, 
39.91
) 


 - 


Capsaicin 
Cream 


5.06 
(0.12, 
2768
0) 


4.21 
(0.09, 
2348
0) 


1.36 
(0.02, 
824.1
0) 


7.88 
(0.16, 
4528
0) 


2.18 
(0.05
, 
1210
0) 


16.73 
(0.19, 
12400
0) 


1.15 
(0.03, 
637.5
0) 


1.56 
(0.02
, 
1018
0) 


0.24 
(0.00, 
154.1
0) 


1.19 
(0.01
, 
1170
0) 


1.37 
(0.03, 
760.4
0) 


3.80 
(0.08, 
2184
0) 


0.72 
(0.01, 
420.1
0) 


2.61 
(0.04
, 
1594
0) 


5.20 
(0.09, 
3119
0) 


13.79 
(0.11, 
13860
0) 


0.57 
(0.01, 
346.2
0) 


1.26 
(0.02
, 
7940
) 


1.33 
(0.03, 
735.7
0) 


3.91 
(0.06
, 
2521
0) 


0.71 
(0.01, 
4080) 


0.39 
(0.00, 
543.4
0) 


1.98 
(0.01
, 
2092
0) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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 Direct pairwise


 


Figure 2 dizziness or vertigo - relative effect of all options compared 
with placebo  


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 3 dizziness or vertigo - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.001 6 (3, 9) 


Amitriptyline 0.004 7 (2, 13) 


Cannabis Sativa Extract 0.000 15 (6, 22) 


Capsaicin Patch 0.071 4 (1, 10) 


Duloxetine 0.000 11 (6, 18) 


Escitalopram 0.389 2 (1, 13) 


Gabapentin 0.000 16 (11, 21) 


Gabapentin+Nortriptyline 0.006 14 (3, 23) 


Gabapentin+Oxycodone 0.000 23 (15, 24) 


Imipramine 0.015 16 (2, 24) 


Lacosamide 0.000 15 (8, 21) 


Lamotrigine 0.004 8 (3, 15) 


Levetiracetam 0.000 19 (10, 24) 


Morphine 0.006 10 (2, 21) 


Nortriptyline 0.033 6 (1, 16) 


Nortriptyline+Morphine 0.330 2 (1, 18) 


Oxcarbazepine 0.000 20 (11, 24) 


Oxycodone 0.001 16 (4, 23) 


Pregabalin 0.000 15 (11, 19) 


Topiramate 0.031 8 (1, 20) 


Tramadol 0.000 19 (10, 24) 


Trazodone 0.011 21 (2, 24) 


Venlafaxine 0.048 12 (1, 24) 


Capsaicin Cream 0.048 17 (1, 24) 
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Figure 3 dizziness or vertigo - rank probability histograms 


 
Table 4 dizziness or vertigo - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


171 


(compared to 177 data-
points) 


782.332 641.997 140.335 922.668 
0.501 (95%CrI: 0.314, 
0.844) 


 
Table 5 dizziness or vertigo - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 10000 burn-ins and 50000 iterations. 


 For the seven studies which reported both dizziness and vertigo separately, 


the results for dizziness were used (not vertigo) in the synthesis to avoid 
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possible double counting (reasoning explained in the method section). 


These studies were Breuer (2007), Falah (2012), Shaibani (2009), Stacey 


(2008), Tolle (2008), Wymer (2009), Zeigler (2010) 
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Summary GRADE profile 3b: somnolence (including drowsiness and 
sedation) 


Outcome 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectne
ss 


Imprecisio
n 


Qualit
y 


Importanc
e 


Somnolenc
e 
(including 
drowsiness 
and 
sedation) 


66 
RCTs


a
 


n=1211
2 


very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 allocation concealment was inadequate in 2 study and unclear in 33 studies; there is uncertainty about 


comparability at baseline between groups in 42 studies and there are differences between groups in 4 
studies (particularly for use of concomitant drugs); during 32 studies, it was unclear if the same care was 
received by each group and in 5 studies the same care was not received (these were usually to do with 
concomitant drug and rescue medication use); average baseline severity ranged from 4.15 to 8.8 on a 
11-point scale across the network; concomitant drugs permitted varies across the studies in the network 
2
 I


2
 was 63%, 50%, 49%, 42%, and 31% for venlafaxine vs placebo, lacosamide vs placebo, tramadol vs 


placebo, topiramate vs placebo, and oxcarbazepine vs placebo, respectively. This may indicate that any 
heterogeneity in the first 2 comparisons may be moderate to substantial, in the third and fourth 
comparisons may be moderate, and in the fifth comparison might not be important; indirect and direct 
estimates appear relatively similar 
3
 all aspects of PICO conform to review protocol 


4
 few head-to-head trials; wide confidence intervals for the effect estimates of most interventions 


compared to placebo and for overall rankings within the network
 


a
 placebo-controlled trials: 


Amitriptyline (n=243): Graff-Radford et al. (2000), Kalso et al. (1995), Max et al. (1988), Vrethem et al. 
(1997) 


Cannabis Sativa Extract (n=191): Nurmikko et al. (2007), Rog et al. (2005) 


Duloxetine (n=1392): Gao et al. (2010), Goldstein et al. (2005), Vranken et al. (2011), Wernicke et al. 
(2006), Yasuda et al. (2011) 


Escitalopram (n=96): Otto et al. (2008) 


Gabapentin (n=892): Backonja et al. (1998), Bone et al. (2002), Hahn et al. (2004), Levendoglu et al. 
(2004), Rice & Maton (2001), Rowbotham et al. (1998), Simpson (2001) 


Imipramine (n=80): Sindrup et al. (2003) 


Lacosamide (n=587): Rauck et al. (2007), Shaibani et al. (2009) 


Lamotrigine (n=129): Breuer et al. (2007), Eisenberg et al. (2001), Luria et al. (2000) 


Levetiracetam (n=230): Falah et al. (2012), Finnerup et al. (2009), Holbech et al. (2011), Rossi et al. 
(2009) 


Morphine (n=222): Khoromi et al. (2007), Wu et al. (2008) 


Nortriptyline, Nortriptyline+Morphine (n=110): Khoromi et al. (2007) 


Oxcarbazepine (n=493): Beydoun et al. (2006), Dogra et al. (2005) 


Oxycodone (n=159): Gimbel et al. (2003) 


Pregabalin (n=3997): Arezzo et al. (2008), Dworkin et al. (2003), Freynhagen et al. (2005), Guan et al. 
(2011), Kim et al. (2011), Lesser et al. (2004), Richter et al. (2005), Rosenstock et al. (2004), 
Sabatowski et al. (2004), Satoh et al. (2011), Siddall et al. (2006), Simpson et al. (2010), Stacey et al. 
(2008), Tolle et al. (2008), van Seventer et al. (2006), Vranken et al. (2008) 


Valproate (n=84): Agrawal et al. (2009), Kochar et al. (2004) 


Topiramate (n=1674): Khoromi et al. (2005), Raskin et al. (2004), Thienel et al. (2004) 


Tramadol (n=221): Harati et al. (1998), Sindrup et al. (1999) 


Trazodone (n=18): Davidoff et al. (1987) 


Venlafaxine (n=355): Rowbotham et al. (2004), Sindrup et al. (2003), Tasmuth et al. (2002) 


Head-to-head trials: 


Amitriptyline vs Nortriptyline (n=66): Watson et al. (1998) 


Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009) 


Amitriptyline vs Capsaicin Cream (n=235): Biesbroeck et al. (1995) 
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Outcome 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectne
ss 


Imprecisio
n 


Qualit
y 


Importanc
e 


Gabapentin vs Gabapentin+Nortriptyline, Gabapentin+Nortriptyline vs Nortriptyline (n=112): Gilron et al. 
(2012) 


Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008) 


Gabapentin vs Nortriptyline (n=182): Chandra et al. (2006), Gilron et al. (2012) 


Imipramine vs Venlafaxine (n=80): Sindrup et al. (2003) 


Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine, Nortriptyline vs Nortriptyline+Morphine 
(n=110): Khoromi et al. (2007)


 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 4 somnolence - evidence network 
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Table 6 somnolence - trials included in analysis 
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Amitriptyline 
4 RCTs


21,27,35,62
 


total n=243 
                      


Cannabis 
Sativa Extract 


2 RCTs
36,42


 
total n=191 


-                      


Duloxetine 
5 RCTs


17,20,61,64,66
 


total n=1392 
- -                     


Escitalopram 
1 RCT


37
 


total n=96 
- - -                    


Gabapentin 
7 RCTs


3,7,23,33,40,45,51
 


total n=892 
- - - -                   


Gabapentin 
+Nortriptyline 


- - - - - 
1 RCT


18
 


total 
n=112 


                 


Gabapentin 
+Oxycodone 


- - - - - 
1 RCT


24
 


total 
n=338 


-                 


Imipramine 
1 RCT


54
 


total n=80 
- - - - - - -                


Lacosamide 
2 RCTs


39,49
 


total n=587 
- - - - - - - -               


Lamotrigine 
3 RCTs


8,13,34
 


total n=129 
- - - - - - - - -              


Levetiracetam 
4 RCTs


14,15,26,44
 


total n=230 
- - - - - - - - - -             


Morphine 
2 RCTs


29,65
 


total n=222 
- - - - - - - - - - -            
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Nortriptyline 
1 RCT


29
 


total n=110 


1 
RCT


63
 


total 
n=66 


- - - 


2 
RCTs


9,18
 


total 
n=182 


1 
RCT


18
 


total 
n=112 


- - - - - 


1 
RCT


29
 


total 
n=110 


          


Nortriptyline 
+Morphine 


1 RCT
29


 
total n=110 


- - - - - - - - - - - 


1 
RCT


29
 


total 
n=110 


1 
RCT


29
 


total 
n=110 


         


Oxcarbazepine 
2 RCTs


5,11
 


total n=493 
- - - - - - - - - - - - - -         


Oxycodone 
1 RCT


19
 


total n=159 
- - - - - - - - - - - - - - -        


Pregabalin 
16 
RCTs


2,12,16,22,30,32,41,43,47,48,50,52,55,58,59,60
 


total n=3997 


1 
RCT


4
 


total 
n=102 


- - - - - - - - - - - - - - -       


Valproate 
2 RCTs


1,31
 


total n=84 
- - - - - - - - - - - - - - - - -      


Topiramate 
3 RCTs


28,38,57
 


total n=1674 
- - - - - - - - - - - - - - - - - -     


Tramadol 
2 RCTs


25,53
 


total n=221 
- - - - - - - - - - - - - - - - - - -    


Trazodone 
1 RCT


10
 


total n=18 
- - - - - - - - - - - - - - - - - - - -   


Venlafaxine 
3 RCTs


46,54,56
 


total n=355 
- - - - - - - 


1 
RCT


54
 


total 
n=80 


- - - - - - - - - - - - -  
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Capsaicin 
Cream 


- 


1 
RCT


6
 


total 
n=235 


- - - - - - - - - - - - - - - - - - - - - 


(1) Agrawal et al. (2009); (2) Arezzo et al. (2008); (3) Backonja et al. (1998); (4) Bansal et al. (2009); (5) Beydoun et al. (2006); (6) Biesbroeck et al. (1995); (7) Bone et al. 
(2002); (8) Breuer et al. (2007); (9) Chandra et al. (2006); (10) Davidoff et al. (1987); (11) Dogra et al. (2005); (12) Dworkin et al. (2003); (13) Eisenberg et al. (2001); (14) 
Falah et al. (2012); (15) Finnerup et al. (2009); (16) Freynhagen et al. (2005); (17) Gao et al. (2010); (18) Gilron et al. (2012); (19) Gimbel et al. (2003); (20) Goldstein et al. 
(2005); (21) Graff-Radford et al. (2000); (22) Guan et al. (2011); (23) Hahn et al. (2004); (24) Hanna et al. (2008); (25) Harati et al. (1998); (26) Holbech et al. (2011); (27) 
Kalso et al. (1995); (28) Khoromi et al. (2005); (29) Khoromi et al. (2007); (30) Kim et al. (2011); (31) Kochar et al. (2004); (32) Lesser et al. (2004); (33) Levendoglu et al. 
(2004); (34) Luria et al. (2000); (35) Max et al. (1988); (36) Nurmikko et al. (2007); (37) Otto et al. (2008); (38) Raskin et al. (2004); (39) Rauck et al. (2007); (40) Rice & Maton 
(2001); (41) Richter et al. (2005); (42) Rog et al. (2005); (43) Rosenstock et al. (2004); (44) Rossi et al. (2009); (45) Rowbotham et al. (1998); (46) Rowbotham et al. (2004); 
(47) Sabatowski et al. (2004); (48) Satoh et al. (2011); (49) Shaibani et al. (2009); (50) Siddall et al. (2006); (51) Simpson (2001); (52) Simpson et al. (2010); (53) Sindrup et al. 
(1999); (54) Sindrup et al. (2003); (55) Stacey et al. (2008); (56) Tasmuth et al. (2002); (57) Thienel et al. (2004); (58) Tolle et al. (2008); (59) van Seventer et al. (2006); (60) 
Vranken et al. (2008); (61) Vranken et al. (2011); (62) Vrethem et al. (1997); (63) Watson et al. (1998); (64) Wernicke et al. (2006); (65) Wu et al. (2008); (66) Yasuda et al. 
(2011) 
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Table 7 somnolence - relative effectiveness of all pairwise combinations 
 P


la
c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


C
a
n


n
a


b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


D
u
lo


x
e


ti
n
e
 


E
s
c
it
a


lo
p


ra
m


 


G
a


b
a


p
e


n
ti
n
 


G
a


b
a


p
e


n
ti
n
 


+
N


o
rt


ri
p


ty
lin


e
 


G
a


b
a


p
e


n
ti
n
 


+
O


x
y
c
o


d
o


n
e
 


Im
ip


ra
m


in
e
 


L
a


c
o
s
a
m


id
e
 


L
a


m
o
tr


ig
in


e
 


L
e


v
e
ti
ra


c
e


ta
m


 


M
o


rp
h
in


e
 


N
o
rt


ri
p


ty
lin


e
 


N
o
rt


ri
p


ty
lin


e
 


+
M


o
rp


h
in


e
 


O
x
c
a


rb
a


z
e
p


in
e
 


O
x
y
c
o
d


o
n
e
 


P
re


g
a


b
a
lin


 


V
a


lp
ro


a
te


 


T
o


p
ir


a
m


a
te


 


T
ra


m
a
d


o
l 


T
ra


z
o
d


o
n


e
 


V
e


n
la


fa
x
in


e
 


C
a
p


s
a
ic


in
 C


re
a
m


 


Placebo  
3.15 
(1.72, 
5.78) 


5.04 
(0.84
, 
30.0
3) 


3.48 
(2.24, 
5.40) 


2.09 
(0.36, 
12.0) 


5.23 
(3.25, 
8.40) 


- - 
1.0 
(0.19, 
5.28) 


2.39 
(0.26, 
22.33) 


0.56 
(0.15, 
2.14) 


3.45 
(1.72, 
6.92) 


4.32 
(1.37, 
13.65) 


2.04 
(0.18
, 
23.1
5) 


3.12 
(0.31, 
30.92) 


3.15 
(0.59, 
16.78) 


51.18 
(6.78, 
386.4
5) 


4.04 
(3.09
, 
5.29) 


3.15 
(0.31, 
31.52) 


3.54 
(1.57
, 
7.96) 


4.11 
(1.22
, 
13.7
9) 


6.40 
(0.55
, 
74.8
9) 


2.94 
(0.64
, 
13.4
2) 


- 


Amitriptyline 
3.53 
(1.61, 
7.94) 


 - - - - - - - - - - - 


1.61 
(0.41
, 
6.34) 


- - - 


1.53 
(0.24
, 
9.57) 


- - - - - 


0.0 
(0.0
, 
0.0
5) 


Cannabis 
Sativa 
Extract 


6.58 
(1.02, 
87.93) 


1.88 
(0.24, 
27.06) 


 - - - - - - - - - - - - - - - - - - - - - 


Duloxetine 
4.13 
(2.23, 
7.92) 


1.17 
(0.42, 
3.27) 


0.63 
(0.04
, 
4.63) 


 - - - - - - - - - - - - - - - - - - - - 


Escitalopra
m 


2.32 
(0.29, 
24.97) 


0.66 
(0.07, 
8.03) 


0.34 
(0.01
, 
7.38) 


0.56 
(0.06, 
6.59) 


 - - - - - - - - - - - - - - - - - - - 


Gabapentin 
5.53 
(2.97, 
10.65) 


1.57 
(0.59, 
4.21) 


0.84 
(0.06
, 
6.03) 


1.34 
(0.54, 
3.27) 


2.38 
(0.20, 
20.99) 


 
4.23 
(0.46, 
39.10) 


4.98 
(2.32
, 
10.7
0) 


- - - - - 


1.39 
(0.41
, 
4.72) 


- - - - - - - - - - 


Gabapentin 
+Nortriptylin


25.92 
(3.16, 


7.36 
(0.81, 


3.81 
(0.14


6.28 
(0.69, 


11.08 
(0.48, 


4.68 
(0.59, 


 - - - - - - 0.24 
(0.03


- - - - - - - - - - 
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e 284.4
0) 


85.90) , 
82.2
6) 


74.64) 263.3
0) 


49.22) , 
2.18) 


Gabapentin 
+Oxycodone 


28.68 
(6.57, 
131.7
0) 


8.14 
(1.54, 
43.89) 


4.28 
(0.22
, 
48.5
9) 


6.94 
(1.40, 
35.77) 


12.25 
(0.77, 
163.2
0) 


5.18 
(1.36, 
20.59) 


1.10 
(0.07, 
13.44) 


 - - - - - - - - - - - - - - - - 


Imipramine 
0.91 
(0.13, 
5.36) 


0.26 
(0.03, 
1.80) 


0.13 
(0.01
, 
1.86) 


0.22 
(0.03, 
1.43) 


0.38 
(0.02, 
6.11) 


0.16 
(0.02, 
1.08) 


0.03 
(0.0, 
0.56) 


0.03 
(0.0, 
0.32) 


 - - - - - - - - - - - - - 


3.58 
(0.89
, 
14.3
9) 


- 


Lacosamide 
3.07 
(0.81, 
14.85) 


0.88 
(0.19, 
4.97) 


0.47 
(0.03
, 
5.49) 


0.75 
(0.17, 
4.0) 


1.34 
(0.09, 
18.04) 


0.56 
(0.13, 
2.98) 


0.12 
(0.01, 
1.63) 


0.11 
(0.01
, 
0.92) 


3.49 
(0.36, 
40.87) 


 - - - - - - - - - - - - - - 


Lamotrigine 
0.56 
(0.12, 
2.33) 


0.16 
(0.03, 
0.80) 


0.08 
(0.0, 
0.91) 


0.13 
(0.03, 
0.64) 


0.24 
(0.01, 
2.99) 


0.10 
(0.02, 
0.47) 


0.02 
(0.0, 
0.27) 


0.02 
(0.0, 
0.15) 


0.61 
(0.06, 
6.88) 


0.18 
(0.02, 
1.27) 


 - - - - - - - - - - - - - 


Levetiraceta
m 


3.77 
(1.53, 
9.73) 


1.07 
(0.31, 
3.63) 


0.57 
(0.04
, 
4.73) 


0.91 
(0.30, 
2.81) 


1.62 
(0.13, 
15.79) 


0.68 
(0.22, 
2.12) 


0.14 
(0.01, 
1.48) 


0.13 
(0.02
, 
0.76) 


4.18 
(0.57, 
35.89) 


1.22 
(0.20, 
6.27) 


6.86 
(1.23, 
39.95) 


 - - - - - - - - - - - - 


Morphine 
8.03 
(2.18, 
33.47) 


2.29 
(0.52, 
10.83) 


1.20 
(0.07
, 
13.0
4) 


1.94 
(0.45, 
9.12) 


3.47 
(0.23, 
42.96) 


1.45 
(0.35, 
6.47) 


0.31 
(0.02, 
3.54) 


0.28 
(0.04
, 
2.09) 


9.01 
(0.98, 
95.42) 


2.60 
(0.34, 
17.83) 


14.71 
(2.08, 
112) 


2.14 
(0.42, 
11.59) 


 


0.26 
(0.05
, 
1.31) 


0.40 
(0.10, 
1.62) 


- - - - - - - - - 
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Nortriptyline 
4.80 
(1.60, 
14.61) 


1.35 
(0.41, 
4.43) 


0.72 
(0.04
, 
6.47) 


1.16 
(0.32, 
4.13) 


2.05 
(0.15, 
21.58) 


0.86 
(0.28, 
2.62) 


0.18 
(0.02, 
1.50) 


0.17 
(0.03
, 
0.94) 


5.30 
(0.65, 
48.26) 


1.54 
(0.23, 
8.77) 


8.68 
(1.42, 
55.40) 


1.27 
(0.30, 
5.29) 


0.59 
(0.14, 
2.42) 


 
1.53 
(0.25, 
9.53) 


- - - - - - - - - 


Nortriptyline 
+Morphine 


3.95 
(0.53, 
25.74) 


1.12 
(0.14, 
8.04) 


0.57 
(0.02
, 
8.82) 


0.95 
(0.12, 
6.81) 


1.66 
(0.08, 
28.04) 


0.71 
(0.09, 
4.88) 


0.15 
(0.01, 
2.24) 


0.14 
(0.01
, 
1.44) 


4.37 
(0.30, 
63.11) 


1.26 
(0.11, 
12.42) 


7.13 
(0.61, 
78.67) 


1.04 
(0.11, 
8.54) 


0.49 
(0.07, 
2.79) 


0.82 
(0.12
, 
5.18) 


 - - - - - - - - - 


Oxcarbazepi
ne 


3.61 
(0.96, 
17.05) 


1.03 
(0.21, 
5.85) 


0.54 
(0.03
, 
6.17) 


0.88 
(0.20, 
4.66) 


1.57 
(0.10, 
20.52) 


0.65 
(0.15, 
3.48) 


0.14 
(0.01, 
1.94) 


0.13 
(0.02
, 
1.06) 


4.11 
(0.42, 
46.59) 


1.17 
(0.15, 
8.93) 


6.63 
(0.91, 
56.61) 


0.96 
(0.19, 
5.76) 


0.45 
(0.06, 
3.41) 


0.76 
(0.13
, 
5.08) 


0.94 
(0.09, 
11.61) 


 - - - - - - - - 


Oxycodone 
73.14 
(8.87, 
2043) 


20.87 
(2.15, 
616.6
0) 


11.2
2 
(0.39
, 
487) 


17.83 
(1.91, 
503.1
0) 


32.56 
(1.31, 
1438) 


13.25 
(1.46, 
381.9
0) 


2.94 
(0.12, 
139.9
0) 


2.62 
(0.19
, 
92.1
8) 


86.19 
(4.96, 
3554) 


24.02 
(1.69, 
847) 


137 
(10.41
, 
4797) 


19.62 
(1.92, 
581.5
0) 


9.29 
(0.70, 
317.2
0) 


15.5
4 
(1.39
, 
496) 


19.72 
(1.06, 
844.7
0) 


20.46 
(1.44, 
694.7
0) 


 - - - - - - - 


Pregabalin 
4.51 
(3.12, 
6.63) 


1.28 
(0.54, 
3.01) 


0.68 
(0.05
, 
4.60) 


1.09 
(0.52, 
2.27) 


1.94 
(0.18, 
16.10) 


0.82 
(0.39, 
1.70) 


0.17 
(0.02, 
1.49) 


0.16 
(0.03
, 
0.73) 


4.99 
(0.81, 
35.91) 


1.46 
(0.29, 
5.88) 


8.12 
(1.84, 
38.40) 


1.20 
(0.43, 
3.20) 


0.56 
(0.13, 
2.19) 


0.94 
(0.29
, 3.0) 


1.15 
(0.17, 
8.76) 


1.25 
(0.26, 
4.96) 


0.06 
(0.0, 
0.53) 


 - - - - - - 


Valproate 
4.36 
(0.37, 
146) 


1.24 
(0.09, 
44.90) 


0.66 
(0.02
, 
33.3
8) 


1.06 
(0.08, 
36.64) 


1.93 
(0.06, 
105) 


0.79 
(0.06, 
27.10) 


0.17 
(0.01, 
9.47) 


0.15 
(0.01
, 
6.50) 


5.04 
(0.22, 
249.1
0) 


1.42 
(0.07, 
59.02) 


8.22 
(0.43, 
342.2
0) 


1.17 
(0.08, 
42.59) 


0.55 
(0.03, 
22.70) 


0.92 
(0.06
, 
35.0
2) 


1.15 
(0.05, 
58.62) 


1.20 
(0.06, 
50.74) 


0.06 
(0.0, 
3.53) 


0.97 
(0.08
, 
32.5
9) 


 - - - - - 


Topiramate 
3.82 
(1.75, 
8.80) 


1.09 
(0.35, 
3.38) 


0.58 
(0.04
, 
4.56) 


0.92 
(0.34, 
2.60) 


1.64 
(0.14, 
15.51) 


0.69 
(0.25, 
1.95) 


0.15 
(0.01, 
1.43) 


0.13 
(0.02
, 
0.73) 


4.25 
(0.61, 
34.25) 


1.24 
(0.22, 
5.90) 


6.93 
(1.34, 
38.26) 


1.01 
(0.30, 
3.47) 


0.48 
(0.10, 
2.25) 


0.80 
(0.21
, 
3.17) 


0.97 
(0.13, 
8.35) 


1.06 
(0.19, 
5.01) 


0.05 
(0.0, 
0.51) 


0.85 
(0.35
, 
2.10) 


0.87 
(0.02, 
12.07) 


 - - - - 
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Tramadol 
4.50 
(1.42, 
15.10) 


1.28 
(0.31, 
5.39) 


0.67 
(0.04
, 
6.44) 


1.09 
(0.29, 
4.22) 


1.93 
(0.14, 
21.74) 


0.81 
(0.22, 
3.15) 


0.17 
(0.01, 
2.02) 


0.16 
(0.02
, 
1.05) 


5.01 
(0.60, 
48.58) 


1.45 
(0.21, 
8.81) 


8.15 
(1.27, 
56.03) 


1.20 
(0.27, 
5.40) 


0.56 
(0.09, 
3.29) 


0.94 
(0.19
, 
4.76) 


1.15 
(0.13, 
11.73) 


1.24 
(0.18, 
7.48) 


0.06 
(0.0, 
0.72) 


1.0 
(0.30
, 
3.52) 


1.02 
(0.03, 
16.35) 


1.18 
(0.28
, 
4.92) 


 - - - 


Trazodone 


9.13 
(0.62, 
358.9
0) 


2.61 
(0.16, 
107.4
0) 


1.36 
(0.03
, 
81.1
7) 


2.21 
(0.14, 
90.02) 


3.99 
(0.11, 
251) 


1.64 
(0.10, 
67.54) 


0.36 
(0.01, 
22.87) 


0.32 
(0.01
, 
16.0
3) 


10.50 
(0.40, 
618.9
0) 


2.97 
(0.13, 
140.3
0) 


17.03 
(0.76, 
828.1
0) 


2.43 
(0.14, 
102.9
0) 


1.14 
(0.05, 
53.66) 


1.93 
(0.10
, 
84.5
3) 


2.41 
(0.08, 
144) 


2.51 
(0.11, 
122.6
0) 


0.12 
(0.0, 
8.43) 


2.02 
(0.13
, 
78.6
8) 


2.08 
(0.03, 
170.3
0) 


2.39 
(0.14
, 
99.9
5) 


2.06 
(0.11
, 
92.7
0) 


 - - 


Venlafaxine 
3.47 
(1.28, 
10.07) 


0.98 
(0.27, 
3.70) 


0.52 
(0.03
, 
4.58) 


0.84 
(0.25, 
2.87) 


1.49 
(0.12, 
15.79) 


0.63 
(0.19, 
2.15) 


0.13 
(0.01, 
1.42) 


0.12 
(0.02
, 
0.74) 


3.82 
(0.72, 
25.20) 


1.12 
(0.17, 
6.22) 


6.30 
(1.09, 
39.45) 


0.92 
(0.23, 
3.67) 


0.43 
(0.08, 
2.32) 


0.73 
(0.16
, 
3.36) 


0.89 
(0.10, 
8.32) 


0.96 
(0.15, 
5.27) 


0.05 
(0.0, 
0.51) 


0.77 
(0.26
, 
2.37) 


0.79 
(0.02, 
11.95) 


0.91 
(0.25
, 
3.37) 


0.77 
(0.16
, 
3.70) 


0.38 
(0.01
, 
6.90) 


 - 


Capsaicin 
Cream 


 


0.0 
(0.0, 
0.08) 


0.0 
(0.0, 
0.02) 


0.0 
(0.0, 
0.02) 


0.0 
(0.0, 
0.02) 


0.0 
(0.0, 
0.07) 


0.0 
(0.0, 
0.02) 


0.0 
(0.0, 
0.01) 


0.0 
(0.0, 
0.0) 


0.0 
(0.0, 
0.17) 


0.0 
(0.0, 
0.04) 


0.01 
(0.0, 
0.21) 


0.0 
(0.0, 
0.02) 


0.0 
(0.0, 
0.01) 


0.0 
(0.0, 
0.02) 


0.0 
(0.0, 
0.04) 


0.0 
(0.0, 
0.03) 


0.0 
(0.0, 
0.0) 


0.0 
(0.0, 
0.02) 


0.0 
(0.0, 
0.05) 


0.0 
(0.0, 
0.02) 


0.0 
(0.0, 
0.02) 


0.0 
(0.0, 
0.03) 


0.0 
(0.0, 
0.03) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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Figure 5 somnolence - relative effect of all options compared with 
placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 8 somnolence - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.000 4 (2, 6) 


Amitriptyline 0.000 11 (5, 19) 


Cannabis Sativa Extract 0.000 17 (4, 24) 


Duloxetine 0.000 12 (6, 19) 


Escitalopram 0.000 7 (2, 22) 


Gabapentin 0.000 16 (9, 20) 


Gabapentin+Nortriptyline 0.000 22 (10, 24) 


Gabapentin+Oxycodone 0.000 22 (17, 24) 


Imipramine 0.001 4 (2, 15) 


Lacosamide 0.000 9 (3, 21) 


Lamotrigine 0.001 2 (2, 7) 


Levetiracetam 0.000 11 (5, 20) 


Morphine 0.000 19 (7, 23) 


Nortriptyline 0.000 14 (6, 21) 


Nortriptyline+Morphine 0.000 12 (3, 22) 


Oxcarbazepine 0.000 11 (4, 21) 


Oxycodone 0.000 24 (19, 24) 


Pregabalin 0.000 14 (8, 19) 


Valproate 0.000 13 (2, 24) 


Topiramate 0.000 12 (5, 20) 


Tramadol 0.000 13 (5, 21) 


Trazodone 0.000 19 (3, 24) 


Venlafaxine 0.000 11 (5, 20) 


Capsaicin Cream 0.998 1 (1, 1) 
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Figure 6 somnolence - rank probability histograms 


 
Table 9 somnolence - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


157.7 


(compared to 159 data-
points) 


696.756 578.142 118.615 815.371 
0.267 (95%CrI: 0.127, 
0.585) 


Table 10 somnolence - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 30000 burn-ins and 50000 iterations. 


 Model convergence: poor autocorrelation for capsaicin cream and 


oxycodone – both are only connected with one study. 
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Summary GRADE profile 3c: fatigue (or tiredness) 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Fatigue 
(and 
tiredness
) 


24 
RCTs


a
 


n=6090 


Very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 unclear about allocation concealment in 12 studies; there is uncertainty about comparability at baseline 


between groups in 17 studies and there are differences between groups at baseline in 4 studies 
(particularly for use of concomitant drugs); during 12 studies, it was unclear if the same care was 
received by each group and in 3 studies different care was received (these were usually to do with 
concomitant drug and rescue medication use); patients who completed the trials were not comparable 
between groups in 9 studies and in 4 studies it was unclear if they were comparable; mean baseline 
severity ranged from 3.9 to 7.4 on a normalised 11-point scale across the studies in the network; 
concomitant drugs permitted varies across the studies in the network 
2
 I


2 
was 73% for duloxetine vs placebo, 61% for gabapentin vs placebo, 38% for gabapentin vs 


nortriptyline  which may indicate substantial heterogeneity between the studies that form the 
comparisons in the first two and moderate or no heterogeneity between the studies that make the last; 
appears to be consistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 few head-to-head trials; more than half of the links had only one trial; wide confidence intervals for the 


effect estimates of most interventions compared to placebo and for overall rankings within the network
 


a
 placebo-controlled trials: 


Cannabis Sativa Extract (n=191): Nurmikko et al. (2007), Rog et al. (2005) 


Duloxetine (n=549): Gao et al. (2010), Wernicke et al. (2006) 


Gabapentin (n=470): Gordh et al. (2008), Rao et al. (2007) 


Lacosamide (n=1195): Shaibani et al. (2009), Wymer et al. (2009), Ziegler et al. (2010) 


Lamotrigine (n=125): Rao et al. (2008) 


Levetiracetam (n=60): Falah et al. (2012) 


Morphine, Nortriptyline, Nortriptyline+Morphine (n=110): Khoromi et al. (2007) 


Oxcarbazepine (n=493): Beydoun et al. (2006), Dogra et al. (2005) 


Pregabalin (n=269): Stacey et al. (2008) 


Topiramate (n=1674): Khoromi et al. (2005), Raskin et al. (2004), Thienel et al. (2004) 


Tramadol (n=166): Harati et al. (1998), Norrbrink & Lundeberg (2009) 


Head-to-head trials: 


Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009) 


Gabapentin vs Gabapentin+Nortriptyline, Gabapentin+Nortriptyline vs Nortriptyline (n=112): Gilron et al. 
(2012) 


Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008) 


Gabapentin vs Nortriptyline (n=182): Chandra et al. (2006), Gilron et al. (2012) 


Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine (n=110): Khoromi et al. (2007)
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 7 fatigue (or tiredness) - evidence network 
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Table 11 fatigue (or tiredness) - trials included in analysis 
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T
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Amitriptyline -                


Cannabis 
Sativa Extract 


2 RCTs
14,18


 
total n=191 


-               


Duloxetine 
2 RCTs


6,22
 


total n=549 
- -              


Gabapentin 
2 RCTs


8,15
 


total n=470 
- - -             


Gabapentin 
+Nortriptyline 


- - - - 
1 RCT


7
 


total 
n=112 


           


Gabapentin 
+Oxycodone 


- - - - 
1 RCT


9
 


total 
n=338 


-           


Lacosamide 


3 
RCTs


19,23,24
 


total 
n=1195 


- - - - - -          


Lamotrigine 
1 RCT


16
 


total n=125 
- - - - - - -         


Levetiracetam 
1 RCT


5
 


total n=60 
- - - - - - - -        


Morphine 
1 RCT


12
 


total n=110 
- - - - - - - - -       


Nortriptyline 
1 RCT


12
 


total n=110 
- - - 


2 
RCTs


3,7
 


total 
n=182 


1 RCT
7
 


total 
n=112 


- - - - 
1 RCT


12
 


total 
n=110 
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Nortriptyline 
+Morphine 


1 RCT
12


 
total n=110 


- - - - - - - - - 
1 RCT


12
 


total 
n=110 


1 RCT
12


 
total 
n=110 


    


Oxcarbazepine 
2 RCTs


2,4
 


total n=493 
- - - - - - - - - - - -    


Pregabalin 
1 RCT


20
 


total n=269 


1 RCT
1
 


total 
n=102 


- - - - - - - - - - - -   


Topiramate 


3 
RCTs


11,17,21
 


total 
n=1674 


- - - - - - - - - - - - - -  


Tramadol 
2 RCTs


10,13
 


total n=166 
- - - - - - - - - - - - - - - 


(1) Bansal et al. (2009); (2) Beydoun et al. (2006); (3) Chandra et al. (2006); (4) Dogra et al. (2005); (5) Falah et al. (2012); (6) Gao et al. (2010); (7) Gilron et al. (2012); (8) 
Gordh et al. (2008); (9) Hanna et al. (2008); (10) Harati et al. (1998); (11) Khoromi et al. (2005); (12) Khoromi et al. (2007); (13) Norrbrink & Lundeberg (2009); (14) Nurmikko 
et al. (2007); (15) Rao et al. (2007); (16) Rao et al. (2008); (17) Raskin et al. (2004); (18) Rog et al. (2005); (19) Shaibani et al. (2009); (20) Stacey et al. (2008); (21) Thienel et 
al. (2004); (22) Wernicke et al. (2006); (23) Wymer et al. (2009); (24) Ziegler et al. (2010) 
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Table 12 fatigue (or tiredness) - relative effectiveness of all pairwise combinations 
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T
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Placebo  - 
2.28 
(0.87, 
5.99) 


2.18 
(0.47, 
10.12) 


1.36 
(0.47, 
3.92) 


- - 
1.63 
(0.82, 
3.24) 


0.48 
(0.04, 
5.48) 


7.25 
(0.82, 
64.46) 


0.38 
(0.07, 
2.03) 


0.58 
(0.13, 
2.54) 


0.58 
(0.13, 
2.54) 


1.86 
(0.79, 
4.36) 


6.97 
(0.90, 
54.15) 


1.57 
(1.11, 
2.24) 


11.96 
(2.59, 
55.20) 


Amitriptyline 
321.30 
(7.24, 
166600.00) 


 - - - - - - - - - - - - 
0.08 
(0.00, 
1.53) 


- - 


Cannabis 
Sativa Extract 


2.28 
(0.69, 
7.78) 


0.01 
(0.00, 
0.39) 


 - - - - - - - - - - - - - - 


Duloxetine 
2.34 
(0.95, 
6.16) 


0.01 
(0.00, 
0.37) 


1.03 
(0.23, 
4.78) 


 - - - - - - - - - - - - - 


Gabapentin 
1.23 
(0.51, 
2.69) 


0.00 
(0.00, 
0.18) 


0.54 
(0.12, 
2.21) 


0.52 
(0.14, 
1.71) 


 
2.08 
(0.36, 
11.83) 


2.49 
(1.27, 
4.87) 


- - - - 
1.53 
(0.18, 
13.18) 


- - - - - 


Gabapentin 
+Nortriptyline 


1.23 
(0.20, 
6.90) 


0.00 
(0.00, 
0.25) 


0.53 
(0.06, 
4.39) 


0.52 
(0.07, 
3.60) 


1.00 
(0.19, 
5.20) 


 - - - - - 
1.56 
(0.42, 
5.86) 


- - - - - 


Gabapentin 
+Oxycodone 


3.13 
(0.73, 
11.85) 


0.01 
(0.00, 
0.56) 


1.36 
(0.21, 
8.22) 


1.32 
(0.23, 
6.63) 


2.52 
(0.84, 
7.77) 


2.54 
(0.34, 
18.97) 


 - - - - - - - - - - 


Lacosamide 
1.71 
(0.78, 
4.09) 


0.01 
(0.00, 
0.26) 


0.75 
(0.18, 
3.29) 


0.73 
(0.21, 
2.53) 


1.39 
(0.47, 
4.81) 


1.41 
(0.21, 
10.34) 


0.55 
(0.12, 
2.96) 


 - - - - - - - - - 


Lamotrigine 
0.40 
(0.01, 
6.14) 


0.00 
(0.00, 
0.14) 


0.17 
(0.00, 
3.36) 


0.17 
(0.00, 
3.00) 


0.32 
(0.01, 
5.77) 


0.32 
(0.01, 
8.87) 


0.13 
(0.00, 
2.82) 


0.23 
(0.01, 
4.05) 


 - - - - - - - - 
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T
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Levetiracetam 
10.38 
(1.11, 
441.20) 


0.03 
(0.00, 
6.33) 


4.67 
(0.34, 
216.80) 


4.50 
(0.38, 
199.40) 


8.53 
(0.80, 
391.30) 


8.84 
(0.48, 
557.40) 


3.44 
(0.25, 
183.50) 


6.14 
(0.54, 
279.10) 


30.19 
(0.72, 
3797.00) 


 - - - - - - - 


Morphine 
0.48 
(0.05, 
3.01) 


0.00 
(0.00, 
0.10) 


0.21 
(0.02, 
1.90) 


0.20 
(0.02, 
1.61) 


0.39 
(0.04, 
2.71) 


0.38 
(0.03, 
4.30) 


0.15 
(0.01, 
1.46) 


0.27 
(0.02, 
2.09) 


1.18 
(0.03, 
60.43) 


0.04 
(0.00, 
0.90) 


 
1.53 
(0.25, 
9.53) 


1.53 
(0.25, 
9.53) 


- - - - 


Nortriptyline 
1.24 
(0.36, 
4.15) 


0.00 
(0.00, 
0.20) 


0.54 
(0.10, 
2.97) 


0.53 
(0.11, 
2.36) 


1.01 
(0.31, 
3.36) 


1.01 
(0.21, 
5.33) 


0.40 
(0.08, 
2.07) 


0.72 
(0.16, 
3.09) 


3.16 
(0.16, 
131.20) 


0.12 
(0.00, 
1.56) 


2.59 
(0.42, 
25.65) 


 
1.00 
(0.19, 
5.19) 


- - - - 


Nortriptyline 
+Morphine 


0.79 
(0.12, 
4.26) 


0.00 
(0.00, 
0.16) 


0.34 
(0.04, 
2.74) 


0.33 
(0.04, 
2.25) 


0.65 
(0.09, 
3.86) 


0.64 
(0.06, 
6.15) 


0.25 
(0.03, 
2.11) 


0.46 
(0.06, 
3.01) 


1.99 
(0.07, 
98.47) 


0.07 
(0.00, 
1.31) 


1.65 
(0.20, 
17.91) 


0.64 
(0.10, 
3.39) 


 - - - - 


Oxcarbazepine 
1.97 
(0.71, 
6.04) 


0.01 
(0.00, 
0.32) 


0.86 
(0.17, 
4.48) 


0.84 
(0.21, 
3.51) 


1.61 
(0.45, 
6.70) 


1.63 
(0.22, 
13.31) 


0.64 
(0.12, 
3.93) 


1.15 
(0.30, 
4.56) 


5.10 
(0.26, 
188.20) 


0.19 
(0.00, 
2.33) 


4.23 
(0.50, 
52.09) 


1.59 
(0.33, 
8.70) 


2.51 
(0.35, 
22.39) 


 - - - 


Pregabalin 
9.31 
(1.36, 
208.10) 


0.04 
(0.00, 
0.65) 


4.27 
(0.40, 
108.20) 


4.04 
(0.46, 
98.03) 


7.85 
(0.93, 
184.60) 


8.14 
(0.54, 
259.30) 


3.16 
(0.28, 
87.13) 


5.48 
(0.67, 
137.80) 


26.45 
(0.77, 
2270.00) 


0.90 
(0.01, 
42.62) 


21.48 
(1.34, 
870.70) 


7.80 
(0.76, 
206.30) 


12.68 
(0.89, 
422.10) 


4.78 
(0.51, 
119.90) 


 - - 


Topiramate 
1.65 
(0.90, 
3.17) 


0.01 
(0.00, 
0.25) 


0.72 
(0.19, 
2.88) 


0.70 
(0.23, 
2.14) 


1.34 
(0.51, 
4.10) 


1.35 
(0.22, 
9.36) 


0.53 
(0.12, 
2.64) 


0.97 
(0.33, 
2.69) 


4.18 
(0.25, 
144.20) 


0.16 
(0.00, 
1.66) 


3.47 
(0.49, 
38.35) 


1.33 
(0.35, 
5.51) 


2.09 
(0.35, 
15.75) 


0.84 
(0.24, 
2.82) 


0.18 
(0.01, 
1.36) 


 - 


Tramadol 
14.79 
(2.85, 
108.20) 


0.05 
(0.00, 
3.46) 


6.53 
(0.85, 
63.71) 


6.41 
(0.91, 
53.49) 


12.16 
(1.98, 
104.50) 


12.35 
(1.12, 
179.90) 


4.84 
(0.57, 
53.84) 


8.62 
(1.34, 
73.55) 


39.28 
(1.56, 
2013.00) 


1.41 
(0.03, 
29.47) 


32.69 
(2.48, 
637.30) 


12.16 
(1.52, 
123.30) 


19.27 
(1.71, 
293.80) 


7.59 
(1.00, 
69.14) 


1.51 
(0.05, 
25.27) 


8.97 
(1.52, 
70.94) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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Figure 8 fatigue (or tiredness) - relative effect of all options compared 
with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


 
Table 13 fatigue (or tiredness) - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.013 5 (2, 8) 


Amitriptyline 0.000 17 (15, 17) 


Cannabis Sativa Extract 0.004 11 (3, 15) 


Duloxetine 0.001 11 (4, 14) 


Gabapentin 0.009 6 (2, 11) 


Gabapentin+Nortriptyline 0.061 6 (1, 14) 


Gabapentin+Oxycodone 0.002 12 (4, 15) 


Lacosamide 0.003 9 (3, 13) 


Lamotrigine 0.449 2 (1, 14) 


Levetiracetam 0.002 15 (6, 17) 


Morphine 0.314 2 (1, 11) 


Nortriptyline 0.014 6 (2, 13) 


Nortriptyline+Morphine 0.121 3 (1, 13) 


Oxcarbazepine 0.004 10 (3, 14) 


Pregabalin 0.000 15 (7, 16) 


Topiramate 0.002 8 (3, 13) 


Tramadol 0.000 15 (12, 17) 
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Figure 9 fatigue (or tiredness) - rank probability histograms 


 
Table 14 fatigue (or tiredness) - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


63.32 


(compared to 62 data-points) 
277.054 229.845 47.209 324.262 0.015 (95%CrI: 0.005, 0.626) 


 
Table 15 fatigue (or tiredness) - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 10000 burn-ins and 50000 iterations. 


 Since we were unable to include lethargy in this synthesis (for reasons 


stated in the methods section), the results from Watson (1998) which 


classified an event as ‘lethargy and fatigue’ were not included in either this 


or the lethargy synthesis. 
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 Model convergence: amitriptyline and pregabalin have poor autocorrelation 


because they have only one study with low event rates for placebo. 


 


Summary GRADE profile 3d: lethargy 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Lethargy 
3 
RCTs


a
 


n=792 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 randomisation method and allocation concealment were unclear in all 3 studies; there is uncertainty 


about comparability at baseline between groups in all 3 studies (particularly for use of concomitant 
drugs); during 2 studies, it was unclear if the same care was received by each group (these were usually 
to do with concomitant drug and rescue medication use); concomitant drugs permitted varies across the 
studies in the network 
2
 I


2 
was 0% for pregabalin vs placebo which may indicate no heterogeneity between the studies that 


form this comparison (heterogeneity not possible for duloxetine vs placebo since there is only one trial 
for this comparison); no loops so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 no head-to-head trials; one of the two links has only one study; wide confidence intervals for the effect 


estimates of both interventions compared to placebo and for overall rankings within the network
 


a
 Duloxetine (n=215): Gao et al. (2010) 


Pregabalin (n=577): Guan et al. (2011), Stacey et al. (2008) 


(all compared to placebo)
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 10 lethargy - evidence network 
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Table 16 lethargy - trials included in analysis 


 P
la


c
e
b


o
 


D
u


lo
x
e


ti
n
e
 


Duloxetine 
1 RCT


1
 


total n=215 
 


Pregabalin 
2 RCTs


2,3
 


total n=577 
- 


(1) Gao et al. (2010); (2) Guan et al. (2011); (3) Stacey et al. (2008) 


 


Table 17 lethargy - relative effectiveness of all pairwise combinations 


 P
la


c
e
b


o
 


D
u
lo


x
e


ti
n
e
 


P
re


g
a


b
a
lin


 


Placebo  
3.04 
(0.94, 9.87) 


2.74 
(0.86, 8.77) 


Duloxetine 
3.32 
(0.02, 524.40) 


 - 


Pregabalin 
3.29 
(0.10, 143.10) 


1.00 
(0.00, 543.30) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 11 lethargy - relative effect of all options compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 18 lethargy - rankings for each comparators 


 Probability best Median rank (95%CI) 


Placebo 0.666 1 (1, 3) 


Duloxetine 0.194 2 (1, 3) 


Pregabalin 0.140 2 (1, 3) 


 


Figure 12 lethargy - rank probability histograms 


 


Table 19 lethargy - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


6.677 


(compared to 7 data-points) 


27.233 21.326 5.907 33.14 0.002 (95%CrI: 0.006, 21.659) 


 


Table 20 lethargy - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 10000 burn-ins and 50000 iterations. 


 Removed Morello from the synthesis because it was not connected to the 


network 
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Summary GRADE profile 3e: constipation 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Constipatio
n 


34 
RCTs


a
 


n=5172 


Very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 there is uncertainty about comparability at baseline between groups in 22 studies and there are 


differences between groups in 5 studies (particularly for use of concomitant drugs); during 21 studies, it 
was unclear if the same care was received by each group and in 3 studies the same care was not 
received (these were usually to do with concomitant drug and rescue medication use); average baseline 
severity ranged from 3.4 to 7 on a 11-point scale across the network; concomitant drugs permitted 
varies across the studies in the network; insufficient follow-up in 18 studies 
2
 I


2
 was 53%, 52%, 50%, and 40% for gabapentin vs nortriptyline, duloxetine vs placebo, amitriptyline vs 


placebo, and levetiracetam vs placebo, respectively. This may indicate that any inconsistency in the first 
three comparisons may be moderate to substantial and that the last comparison could be moderate 
heterogeneity or that any heterogeneity might not be important; indirect and direct estimates appear 
relatively similar  
3
 all aspects of PICO conform to review protocol 


4
 the majority of links in the network have only one trial; few head-to-head trials; wide confidence 


intervals for the effect estimates of most interventions compared to placebo and for overall rankings 
within the network


 


a
 placebo-controlled trials: 


Amitriptyline (n=149): Cardenas et al. (2002), Kalso et al. (1995), Robinson et al. (2004) 


Duloxetine (n=1392): Gao et al. (2010), Goldstein et al. (2005), Vranken et al. (2011), Wernicke et al. 
(2006), Yasuda et al. (2011) 


Imipramine (n=80): Sindrup et al. (2003) 


Lacosamide (n=119): Rauck et al. (2007) 


Lamotrigine (n=36): Breuer et al. (2007) 


Levetiracetam (n=138): Falah et al. (2012), Holbech et al. (2011) 


Morphine (n=222): Khoromi et al. (2007), Wu et al. (2008) 


Nortriptyline, Nortriptyline+Morphine (n=110): Khoromi et al. (2007) 


Oxycodone (n=159): Gimbel et al. (2003) 


Pregabalin (n=1547): Lesser et al. (2004), Richter et al. (2005), Rosenstock et al. (2004), Satoh et al. 
(2011), Siddall et al. (2006), van Seventer et al. (2006) 


Topiramate (n=82): Khoromi et al. (2005) 


Tramadol (n=256): Harati et al. (1998), Norrbrink & Lundeberg (2009), Sindrup et al. (1999) 


Trazodone (n=18): Davidoff et al. (1987) 


Venlafaxine (n=110): Sindrup et al. (2003), Tasmuth et al. (2002) 


Head-to-head trials: 


Amitriptyline vs Gabapentin (n=50): Morello et al. (1999) 


Amitriptyline vs Nortriptyline (n=66): Watson et al. (1998) 


Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009) 


Gabapentin vs Gabapentin+Nortriptyline, Gabapentin+Nortriptyline vs Nortriptyline (n=112): Gilron et al. 
(2012) 


Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008) 


Gabapentin vs Nortriptyline (n=182): Chandra et al. (2006), Gilron et al. (2012) 


Imipramine vs Venlafaxine (n=80): Sindrup et al. (2003) 


Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine, Nortriptyline vs Nortriptyline+Morphine 
(n=110): Khoromi et al. (2007)


 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 13 constipation - evidence network 
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Table 21 constipation - trials included in analysis 
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T
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p
ir
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m


a
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T
ra


m
a
d


o
l 


T
ra


z
o
d


o
n


e
 


Amitriptyline 
3 RCTs


3,14,22
 


total n=149 
                 


Duloxetine 
5 RCTs


7,10,30,32,34
 


total n=1392 
-                 


Gabapentin - 


1 
RCT


18
 


total 
n=50 


-                


Gabapentin 
+Nortriptyline 


- - - 
1 RCT


8
 


total 
n=112 


              


Gabapentin 
+Oxycodone 


- - - 


1 
RCT


11
 


total 
n=338 


-              


Imipramine 
1 RCT


27
 


total n=80 
- - - - -             


Lacosamide 
1 RCT


20
 


total n=119 
- - - - - -            


Lamotrigine 
1 RCT


2
 


total n=36 
- - - - - - -           


Levetiracetam 
2 RCTs


6,13
 


total n=138 
- - - - - - - -          


Morphine 
2 RCTs


16,33
 


total n=222 
- - - - - - - - -         


Nortriptyline 
1 RCT


16
 


total n=110 
1 
RCT


31
 


- 2 
RCTs


4,8
 
1 RCT


8
 


total 
- - - - - 1 


RCT
16
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total 
n=66 


total 
n=182 


n=112 total 
n=110 


Nortriptyline 
+Morphine 


1 RCT
16


 
total n=110 


- - - - - - - - - 


1 
RCT


16
 


total 
n=110 


1 
RCT


16
 


total 
n=110 


      


Oxycodone 
1 RCT


9
 


total n=159 
- - - - - - - - - - - -      


Pregabalin 
6 
RCTs


17,21,23,24,25,29
 


total n=1547 


1 RCT
1
 


total 
n=102 


- - - - - - - - - - - -     


Topiramate 
1 RCT


15
 


total n=82 
- - - - - - - - - - - - - -    


Tramadol 
3 RCTs


12,19,26
 


total n=256 
- - - - - - - - - - - - - - -   


Trazodone 
1 RCT


5
 


total n=18 
- - - - - - - - - - - - - - - -  


Venlafaxine 
2 RCTs


27,28
 


total n=110 
- - - - - 


1 
RCT


27
 


total 
n=80 


- - - - - - - - - - - 


(1) Bansal et al. (2009); (2) Breuer et al. (2007); (3) Cardenas et al. (2002); (4) Chandra et al. (2006); (5) Davidoff et al. (1987); (6) Falah et al. (2012); (7) Gao et al. (2010); (8) 
Gilron et al. (2012); (9) Gimbel et al. (2003); (10) Goldstein et al. (2005); (11) Hanna et al. (2008); (12) Harati et al. (1998); (13) Holbech et al. (2011); (14) Kalso et al. (1995); 
(15) Khoromi et al. (2005); (16) Khoromi et al. (2007); (17) Lesser et al. (2004); (18) Morello et al. (1999); (19) Norrbrink & Lundeberg (2009); (20) Rauck et al. (2007); (21) 
Richter et al. (2005); (22) Robinson et al. (2004); (23) Rosenstock et al. (2004); (24) Satoh et al. (2011); (25) Siddall et al. (2006); (26) Sindrup et al. (1999); (27) Sindrup et al. 
(2003); (28) Tasmuth et al. (2002); (29) van Seventer et al. (2006); (30) Vranken et al. (2011); (31) Watson et al. (1998); (32) Wernicke et al. (2006); (33) Wu et al. (2008); (34) 
Yasuda et al. (2011) 
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Table 22 constipation - relative effectiveness of all pairwise combinations 
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V
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n
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x
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Placebo  
2.54 
(0.70, 
9.23) 


1.92 
(0.87, 
4.24) 


- - - 
0.19 
(0.01, 
4.09) 


0.13 
(0.01, 
2.64) 


3.17 
(0.12, 
83.17) 


0.95 
(0.15, 
6.05) 


12.32 
(4.20, 
36.11) 


3.86 
(0.77, 
19.51) 


15.14 
(3.33, 
68.89) 


4.47 
(2.06, 
9.69) 


2.36 
(1.23, 
4.54) 


7.55 
(0.38, 
150.8
7) 


4.72 
(1.92, 
11.62) 


1.00 
(0.02, 
55.80) 


1.02 
(0.25
, 
4.11) 


Amitriptyline 
2.35 
(0.88, 
6.59) 


 - 
1.83 
(0.39, 
8.67) 


- - - - - - - 
1.69 
(0.61, 
4.67) 


- - 
1.53 
(0.24, 
9.57) 


- - - - 


Duloxetine 
1.97 
(0.88, 
4.42) 


0.84 
(0.22, 
2.96) 


 - - - - - - - - - - - - - - - - 


Gabapentin 
1.82 
(0.30, 
11.16) 


0.77 
(0.15, 
3.90) 


0.92 
(0.13, 
6.72) 


 
1.00 
(0.06, 
16.39) 


5.77 
(2.80, 
11.91) 


- - - - - 
4.43 
(0.23, 
85.75) 


- - - - - - - 


Gabapentin 
+Nortriptylin
e 


3.09 
(0.07, 
83.83) 


1.32 
(0.03, 
32.08) 


1.56 
(0.03, 
46.26) 


1.72 
(0.04, 
39.19) 


 - - - - - - 
1.00 
(0.06, 
16.39) 


- - - - - - - 


Gabapentin 
+Oxycodon
e 


10.83 
(0.98, 
132.80) 


4.61 
(0.46, 
48.71) 


5.51 
(0.44, 
76.87) 


6.01 
(1.14, 
32.58) 


3.55 
(0.10, 
205.40) 


 - - - - - - - - - - - - - 


Imipramine 
0.12 
(0.00, 
3.19) 


0.05 
(0.00, 
1.58) 


0.06 
(0.00, 
1.80) 


0.06 
(0.00, 
2.91) 


0.04 
(0.00, 
5.89) 


0.01 
(0.00, 
0.68) 


 - - - - - - - - - - - 


3.08 
(0.12
, 
77.8
0) 


Lacosamide 
0.07 
(0.00, 
1.68) 


0.03 
(0.00, 
0.82) 


0.03 
(0.00, 
0.93) 


0.03 
(0.00, 
1.50) 


0.02 
(0.00, 
3.12) 


0.01 
(0.00, 
0.34) 


0.52 
(0.00, 
464.20) 


 - - - - - - - - - - - 
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Lamotrigine 


5.83 
(0.13, 
2442.0
0) 


2.51 
(0.05, 
1079.0
0) 


2.99 
(0.06, 
1299.0
0) 


3.33 
(0.05, 
1719.0
0) 


2.19 
(0.01, 
1831.0
0) 


0.57 
(0.01, 
336.00) 


62.39 
(0.30, 
246500.0
0) 


121.50 
(0.55, 
451800.00
) 


 - - - - - - - - - - 


Levetiraceta
m 


0.94 
(0.16, 
5.36) 


0.40 
(0.05, 
2.93) 


0.47 
(0.07, 
3.24) 


0.51 
(0.04, 
6.28) 


0.31 
(0.01, 
19.38) 


0.09 
(0.00, 
1.71) 


8.08 
(0.18, 
3933.00) 


15.20 
(0.35, 
8448.00) 


0.15 
(0.00, 
10.70) 


 - - - - - - - - - 


Morphine 
16.29 
(4.05, 
72.91) 


6.96 
(1.43, 
35.08) 


8.27 
(1.65, 
45.64) 


9.03 
(1.17, 
71.66) 


5.33 
(0.18, 
252.30) 


1.51 
(0.10, 
21.14) 


140.40 
(3.82, 
68640.00
) 


262.90 
(7.13, 
146200.00
) 


2.74 
(0.01, 
170.10) 


17.55 
(1.86, 
177.60) 


 
0.30 
(0.11, 
0.79) 


1.17 
(0.53, 
2.58) 


- - - - - - 


Nortriptyline 
5.72 
(1.49, 
23.55) 


2.43 
(0.68, 
8.88) 


2.90 
(0.61, 
14.85) 


3.12 
(0.67, 
15.97) 


1.83 
(0.09, 
68.97) 


0.52 
(0.05, 
5.30) 


48.96 
(1.35, 
22430.00
) 


90.81 
(2.59, 
49500.00) 


0.96 
(0.00, 
58.32) 


6.13 
(0.68, 
59.63) 


0.35 
(0.08, 
1.64) 


 
3.92 
(1.49, 
10.28) 


- - - - - - 


Nortriptyline 
+Morphine 


20.19 
(3.66, 
120.70) 


8.61 
(1.40, 
54.02) 


10.25 
(1.57, 
73.31) 


11.14 
(1.26, 
102.40) 


6.58 
(0.21, 
335.40) 


1.86 
(0.12, 
28.77) 


175.50 
(4.12, 
85310.00
) 


328.90 
(7.70, 
194200.00
) 


3.34 
(0.01, 
237.30) 


21.69 
(1.88, 
265.90) 


1.24 
(0.24, 
6.38) 


3.55 
(0.66, 
18.79) 


 - - - - - - 


Oxycodone 
4.60 
(0.85, 
25.42) 


1.96 
(0.27, 
13.83) 


2.33 
(0.37, 
15.58) 


2.54 
(0.21, 
29.87) 


1.51 
(0.04, 
92.93) 


0.42 
(0.02, 
8.19) 


39.29 
(0.93, 
19270.00
) 


73.95 
(1.80, 
43000.00) 


0.77 
(0.00, 
51.47) 


4.92 
(0.44, 
58.28) 


0.28 
(0.03, 
2.53) 


0.81 
(0.09, 
6.94) 


0.23 
(0.02, 
2.51) 


 - - - - - 


Pregabalin 
2.86 
(1.29, 
6.69) 


1.22 
(0.36, 
4.03) 


1.45 
(0.47, 
4.72) 


1.58 
(0.23, 
10.78) 


0.93 
(0.03, 
44.42) 


0.26 
(0.02, 
3.29) 


23.62 
(0.81, 
10690.00
) 


44.56 
(1.56, 
22920.00) 


0.49 
(0.00, 
24.52) 


3.07 
(0.45, 
22.15) 


0.18 
(0.03, 
0.88) 


0.50 
(0.10, 
2.35) 


0.14 
(0.02, 
0.93) 


0.62 
(0.10, 
4.16) 


 - - - - 


Topiramate 
15.78 
(0.58, 
9676.0


6.79 
(0.21, 
4340.0


8.12 
(0.26, 
5163.0


9.08 
(0.20, 
6728.0


5.91 
(0.05, 
8425.0


1.56 
(0.02, 
1356.0


178.90 
(1.07, 
885500.0


343.30 
(2.10, 
1496000.0


2.90 
(0.00, 
4023.0


17.80 
(0.40, 
12610.0


0.98 
(0.03, 
683.8


2.80 
(0.07, 
1908.0


0.81 
(0.02, 
580.7


3.60 
(0.08, 
2561.0


5.54 
(0.18, 
3549.0


 - - - 
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0) 0) 0) 0) 0) 0) 0) 0) 0) 0) 0) 0) 0) 0) 0) 


Tramadol 
5.37 
(1.56, 
19.74) 


2.28 
(0.46, 
11.52) 


2.73 
(0.63, 
12.59) 


2.97 
(0.33, 
27.07) 


1.76 
(0.05, 
96.29) 


0.50 
(0.03, 
7.71) 


45.53 
(1.33, 
21240.00
) 


85.62 
(2.55, 
46180.00) 


0.91 
(0.00, 
52.36) 


5.78 
(0.68, 
51.75) 


0.33 
(0.05, 
2.22) 


0.94 
(0.14, 
6.03) 


0.26 
(0.03, 
2.26) 


1.17 
(0.14, 
9.73) 


1.88 
(0.42, 
8.61) 


0.33 
(0.00, 
12.31) 


 - - 


Trazodone 
0.96 
(0.00, 
725.30) 


0.40 
(0.00, 
322.50) 


0.49 
(0.00, 
386.00) 


0.52 
(0.00, 
486.10) 


0.32 
(0.00, 
621.80) 


0.09 
(0.00, 
92.95) 


9.54 
(0.00, 
50970.00
) 


18.15 
(0.01, 
121500.00
) 


0.14 
(0.00, 
329.80) 


1.01 
(0.00, 
941.80) 


0.06 
(0.00, 
48.80) 


0.17 
(0.00, 
143.80) 


0.05 
(0.00, 
42.14) 


0.21 
(0.00, 
186.60) 


0.33 
(0.00, 
263.00) 


0.05 
(0.00, 
81.58) 


0.18 
(0.00, 
149.4
0) 


 - 


Venlafaxine 
0.96 
(0.17, 
5.48) 


0.41 
(0.05, 
2.94) 


0.49 
(0.07, 
3.29) 


0.53 
(0.04, 
6.34) 


0.31 
(0.01, 
19.60) 


0.09 
(0.00, 
1.71) 


7.86 
(0.29, 
3391.00) 


15.60 
(0.36, 
8930.00) 


0.16 
(0.00, 
10.80) 


1.03 
(0.09, 
12.33) 


0.06 
(0.01, 
0.55) 


0.17 
(0.02, 
1.50) 


0.05 
(0.00, 
0.54) 


0.21 
(0.02, 
2.33) 


0.33 
(0.05, 
2.25) 


0.06 
(0.00, 
2.65) 


0.18 
(0.02, 
1.50) 


1.00 
(0.00, 
1248.0
0) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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 MTC


 Direct pairwise


 


Figure 14 constipation - relative effect of all options compared with 
placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 23 constipation - rankings for each comparators 


 Probability best Median rank (95%CI) 


Placebo 0.000 5 (3, 8) 


Amitriptyline 0.000 9 (5, 14) 


Duloxetine 0.000 8 (4, 13) 


Gabapentin 0.002 8 (3, 15) 


Gabapentin+Nortriptyline 0.019 11 (2, 19) 


Gabapentin+Oxycodone 0.000 16 (6, 19) 


Imipramine 0.333 2 (1, 11) 


Lacosamide 0.478 2 (1, 7) 


Lamotrigine 0.010 14 (2, 19) 


Levetiracetam 0.012 5 (2, 13) 


Morphine 0.000 17 (12, 19) 


Nortriptyline 0.000 13 (8, 17) 


Nortriptyline+Morphine 0.000 17 (12, 19) 


Oxycodone 0.000 13 (5, 18) 


Pregabalin 0.000 10 (6, 15) 


Topiramate 0.001 17 (4, 19) 


Tramadol 0.000 13 (7, 18) 


Trazodone 0.136 5 (1, 19) 


Venlafaxine 0.007 5 (2, 14) 
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Figure 15 constipation - rank probability histograms 


 
Table 24 constipation - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


86.02 


(compared to 82 data-points) 
335.552 271.288 64.264 399.815 0.337 (95%CrI: 0.110, 1.433) 


 


Table 25 constipation - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 30000 burn-ins and 50000 iterations. 


 Model convergence: topiramate and trazodone have poor autocorrelation 


because there is only one study with low event rates for these 
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interventions. 
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Summary GRADE profile 3f: nausea 


Outcom
e 


Numbe
r of 
Studies 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Nausea 


56 
RCTs


a
 


n=1258
9 


Very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 allocation concealment was inadequate in 1 study and unclear in 30 studies; there is uncertainty about 


comparability at baseline between groups in 31 studies and there are differences between groups in 4 
studies (particularly for use of concomitant drugs); during 23 studies, it was unclear if the same care was 
received by each group and in 6 studies the same care was not received (these were usually to do with 
concomitant drug and rescue medication use); average baseline severity ranged from 3.9 to 7.7 on a 
11-point scale across the network; concomitant drugs permitted varies across the studies in the network; 
insufficient follow-up in 18 studies 
2
 I


2
 was 63%, 48%, 34%, and 27% for pregabalin vs placebo, duloxetine vs placebo, amitriptyline vs 


placebo, and capsaicin patch vs placebo, respectively. This may indicate that any heterogeneity in the 
first comparison may be moderate to substantial, in the second comparison may be moderate, and in 
the third and fourth might not be important; indirect and direct estimates appear relatively similar  
3
 all aspects of PICO conform to review protocol 


4
 few head-to-head trials; wide confidence intervals for the effect estimates of most interventions 


compared to placebo and for overall rankings within the network
 


a
 placebo-controlled trials: 


Amitriptyline (n=94): Kalso et al. (1995), Vrethem et al. (1997) 


Cannabis Sativa Extract (n=191): Nurmikko et al. (2007), Rog et al. (2005) 


Capsaicin Patch (n=2738): Backonja et al. (2008), Clifford et al. (2012), Irving et al. (2011), Irving et al. 
(2012), Webster et al. (2010) 


Duloxetine (n=1344): Gao et al. (2010), Goldstein et al. (2005), Wernicke et al. (2006), Yasuda et al. 
(2011) 


Gabapentin (n=559): Backonja et al. (1998), Bone et al. (2002), Hahn et al. (2004), Levendoglu et al. 
(2004), Rao et al. (2007), Simpson (2001) 


Imipramine (n=80): Sindrup et al. (2003) 


Lacosamide (n=1314): Rauck et al. (2007), Shaibani et al. (2009), Wymer et al. (2009), Ziegler et al. 
(2010) 


Lamotrigine (n=1125): Eisenberg et al. (2001), Rao et al. (2008), Simpson et al. (2003), Vinik et al. 
(2007), Vinik et al. (2007) 


Levetiracetam (n=158): Falah et al. (2012), Holbech et al. (2011), Rossi et al. (2009) 


Morphine (n=222): Khoromi et al. (2007), Wu et al. (2008) 


Nortriptyline, Nortriptyline+Morphine (n=110): Khoromi et al. (2007) 


Oxcarbazepine (n=634): Beydoun et al. (2006), Dogra et al. (2005), Grosskopf et al. (2006) 


Oxycodone (n=159): Gimbel et al. (2003) 


Pregabalin (n=892): Freynhagen et al. (2005), Rosenstock et al. (2004), van Seventer et al. (2006), 
Vranken et al. (2008) 


Valproate (n=84): Agrawal et al. (2009), Kochar et al. (2004) 


Topiramate (n=1592): Raskin et al. (2004), Thienel et al. (2004) 


Tramadol (n=381): Boureau et al. (2003), Harati et al. (1998), Norrbrink & Lundeberg (2009), Sindrup et 
al. (1999) 


Venlafaxine (n=355): Rowbotham et al. (2004), Sindrup et al. (2003), Tasmuth et al. (2002) 


Capsaicin Cream (n=143): Watson et al. (1993) 


Head-to-head trials: 


Amitriptyline vs Gabapentin (n=50): Morello et al. (1999) 


Amitriptyline vs Nortriptyline (n=66): Watson et al. (1998) 


Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008) 


Imipramine vs Venlafaxine (n=80): Sindrup et al. (2003) 


Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine, Nortriptyline vs Nortriptyline+Morphine 
(n=110): Khoromi et al. (2007)
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Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 16 nausea - evidence network 
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Table 26 nausea - trials included in analysis 
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Amitriptyline 
2 RCTs


22,48
 


total n=94 
                    


Cannabis 
Sativa Extract 


2 RCTs
28,33


 
total n=191 


-                    


Capsaicin 
Patch 


5 RCTs
3,7,20,21,51


 
total n=2738 


- -                   


Duloxetine 
4 RCTs


12,14,52,55
 


total n=1344 
- - -                  


Gabapentin 
6 
RCTs


2,5,16,25,29,38
 


total n=559 


1 
RCT


26
 


total 
n=50 


- - -                 


Gabapentin 
+Oxycodone 


- - - - - 


1 
RCT


17
 


total 
n=338 


               


Imipramine 
1 RCT


41
 


total n=80 
- - - - - -               


Lacosamide 
4 RCTs


32,37,54,56
 


total n=1314 
- - - - - - -              


Lamotrigine 
5 
RCTs


9,30,39,45,46
 


total n=1125 
- - - - - - - -             


Levetiracetam 
3 RCTs


10,19,35
 


total n=158 
- - - - - - - - -            


Morphine 
2 RCTs


23,53
 


total n=222 
- - - - - - - - - -           







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix J (June 2013)   53 of 133 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


C
a
n


n
a


b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


C
a
p


s
a
ic


in
 P


a
tc


h
 


D
u
lo


x
e


ti
n
e
 


G
a


b
a


p
e


n
ti
n
 


G
a


b
a


p
e


n
ti
n
 


+
O


x
y
c
o


d
o


n
e
 


Im
ip


ra
m


in
e
 


L
a


c
o
s
a
m


id
e
 


L
a


m
o
tr


ig
in


e
 


L
e


v
e
ti
ra


c
e


ta
m


 


M
o


rp
h
in


e
 


N
o
rt


ri
p


ty
lin


e
 


N
o
rt


ri
p


ty
lin


e
 


+
M


o
rp


h
in


e
 


O
x
c
a


rb
a


z
e
p


in
e
 


O
x
y
c
o
d


o
n
e
 


P
re


g
a


b
a
lin


 


V
a


lp
ro


a
te


 


T
o


p
ir


a
m


a
te


 


T
ra


m
a
d


o
l 


V
e


n
la


fa
x
in


e
 


Nortriptyline 
1 RCT


23
 


total n=110 


1 
RCT


50
 


total 
n=66 


- - - - - - - - - 


1 
RCT


23
 


total 
n=110 


         


Nortriptyline 
+Morphine 


1 RCT
23


 
total n=110 


- - - - - - - - - - 


1 
RCT


23
 


total 
n=110 


1 
RCT


23
 


total 
n=110 


        


Oxcarbazepine 
3 RCTs


4,8,15
 


total n=634 
- - - - - - - - - - - - -        


Oxycodone 
1 RCT


13
 


total n=159 
- - - - - - - - - - - - - -       


Pregabalin 
4 RCTs


11,34,44,47
 


total n=892 
- - - - - - - - - - - - - - -      


Valproate 
2 RCTs


1,24
 


total n=84 
- - - - - - - - - - - - - - - -     


Topiramate 
2 RCTs


31,43
 


total n=1592 
- - - - - - - - - - - - - - - - -    


Tramadol 
4 RCTs


6,18,27,40
 


total n=381 
- - - - - - - - - - - - - - - - - -   


Venlafaxine 
3 RCTs


36,41,42
 


total n=355 
- - - - - - 


1 
RCT


41
 


total 
n=80 


- - - - - - - - - - - -  


Capsaicin 
Cream 


1 RCT
49


 
total n=143 


- - - - - - - - - - - - - - - - - - - - 


(1) Agrawal et al. (2009); (2) Backonja et al. (1998); (3) Backonja et al. (2008); (4) Beydoun et al. (2006); (5) Bone et al. (2002); (6) Boureau et al. (2003); (7) Clifford et al. 
(2012); (8) Dogra et al. (2005); (9) Eisenberg et al. (2001); (10) Falah et al. (2012); (11) Freynhagen et al. (2005); (12) Gao et al. (2010); (13) Gimbel et al. (2003); (14) 
Goldstein et al. (2005); (15) Grosskopf et al. (2006); (16) Hahn et al. (2004); (17) Hanna et al. (2008); (18) Harati et al. (1998); (19) Holbech et al. (2011); (20) Irving et al. 
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(2011); (21) Irving et al. (2012); (22) Kalso et al. (1995); (23) Khoromi et al. (2007); (24) Kochar et al. (2004); (25) Levendoglu et al. (2004); (26) Morello et al. (1999); (27) 
Norrbrink & Lundeberg (2009); (28) Nurmikko et al. (2007); (29) Rao et al. (2007); (30) Rao et al. (2008); (31) Raskin et al. (2004); (32) Rauck et al. (2007); (33) Rog et al. 
(2005); (34) Rosenstock et al. (2004); (35) Rossi et al. (2009); (36) Rowbotham et al. (2004); (37) Shaibani et al. (2009); (38) Simpson (2001); (39) Simpson et al. (2003); (40) 
Sindrup et al. (1999); (41) Sindrup et al. (2003); (42) Tasmuth et al. (2002); (43) Thienel et al. (2004); (44) van Seventer et al. (2006); (45) Vinik et al. (2007); (46) Vinik et al. 
(2007); (47) Vranken et al. (2008); (48) Vrethem et al. (1997); (49) Watson et al. (1993); (50) Watson et al. (1998); (51) Webster et al. (2010); (52) Wernicke et al. (2006); (53) 
Wu et al. (2008); (54) Wymer et al. (2009); (55) Yasuda et al. (2011); (56) Ziegler et al. (2010) 
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Table 27 nausea - relative effectiveness of all pairwise combinations 
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Placebo  
0.68 
(0.04, 
11.05) 


2.04 
(0.85, 
4.87) 


1.52 
(0.90, 
2.56) 


3.99 
(2.26, 
7.03) 


1.16 
(0.53, 
2.53) 


- 
5.57 
(0.62, 
50.03) 


1.70 
(0.99, 
2.91) 


1.08 
(0.66, 
1.77) 


1.84 
(0.51, 
6.63) 


4.54 
(0.75, 
27.43
) 


1.00 
(0.02, 
51.29) 


3.06 
(0.12, 
76.64) 


2.32 
(0.99, 
5.40) 


6.83 
(2.65, 
17.59
) 


1.01 
(0.30, 
3.41) 


3.11 
(0.45, 
21.58) 


1.79 
(1.20, 
2.67) 


4.17 
(2.10, 
8.31) 


2.79 
(1.07, 
7.27) 


4.79 
(0.23, 
101.6
3) 


Amitriptylin
e 


0.64 
(0.12, 
3.18) 


 - - - 
2.09 
(0.18, 
24.61) 


- - - - - - 
0.32 
(0.01, 
8.23) 


- - - - - - - - - 


Cannabis 
Sativa 
Extract 


2.03 
(0.65, 
6.58) 


3.19 
(0.44, 
24.80) 


 - - - - - - - - - - - - - - - - - - - 


Capsaicin 
Patch 


1.56 
(0.86, 
2.86) 


2.44 
(0.44, 
14.60) 


0.77 
(0.21, 
2.76) 


 - - - - - - - - - - - - - - - - - - 


Duloxetine 
4.19 
(2.37, 
7.57) 


6.56 
(1.18, 
38.88) 


2.07 
(0.56, 
7.44) 


2.68 
(1.17, 
6.29) 


 - - - - - - - - - - - - - - - - - 


Gabapentin 
1.15 
(0.50, 
2.70) 


1.79 
(0.34, 
10.68) 


0.57 
(0.14, 
2.33) 


0.74 
(0.26, 
2.09) 


0.27 
(0.10, 
0.76) 


 
2.86 
(1.57, 
5.21) 


- - - - - - - - - - - - - - - 


Gabapentin 
+Oxycodon
e 


3.36 
(0.83, 
13.75) 


5.24 
(0.69, 
42.69) 


1.65 
(0.27, 
10.08) 


2.15 
(0.47, 
9.89) 


0.80 
(0.17, 
3.62) 


2.92 
(0.95, 
8.94) 


 - - - - - - - - - - - - - - - 


Imipramine 
3.04 
(0.58, 
15.91) 


4.76 
(0.48, 
50.51) 


1.49 
(0.20, 
11.19) 


1.95 
(0.33, 
11.38) 


0.72 
(0.13, 
4.15) 


2.64 
(0.41, 
16.87) 


0.90 
(0.10, 
7.97) 


 - - - - - - - - - - - - 
1.24 
(0.34, 
4.43) 


- 


Lacosamid
e 


1.80 
(0.93, 


2.83 
(0.50, 


0.89 
(0.23, 


1.16 
(0.47, 


0.43 
(0.18, 


1.57 
(0.53, 


0.54 
(0.11, 


0.60 
(0.10, 


 - - - - - - - - - - - - - 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix J (June 2013)   56 of 133 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


C
a
n


n
a


b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


C
a
p


s
a
ic


in
 P


a
tc


h
 


D
u
lo


x
e


ti
n
e
 


G
a


b
a


p
e


n
ti
n
 


G
a


b
a


p
e


n
ti
n
 


+
O


x
y
c
o


d
o


n
e
 


Im
ip


ra
m


in
e
 


L
a


c
o
s
a
m


id
e
 


L
a


m
o
tr


ig
in


e
 


L
e


v
e
ti
ra


c
e


ta
m


 


M
o


rp
h
in


e
 


N
o
rt


ri
p


ty
lin


e
 


N
o
rt


ri
p


ty
lin


e
 


+
M


o
rp


h
in


e
 


O
x
c
a


rb
a


z
e
p


in
e
 


O
x
y
c
o
d


o
n
e
 


P
re


g
a


b
a
lin


 


V
a


lp
ro


a
te


 


T
o


p
ir


a
m


a
te


 


T
ra


m
a
d


o
l 


V
e


n
la


fa
x
in


e
 


C
a
p


s
a
ic


in
 


C
re


a
m


 


3.65) 17.63) 3.37) 2.90) 1.06) 4.71) 2.60) 3.60) 


Lamotrigin
e 


1.08 
(0.58, 
2.04) 


1.69 
(0.30, 
10.31) 


0.53 
(0.14, 
1.95) 


0.69 
(0.29, 
1.67) 


0.26 
(0.11, 
0.60) 


0.94 
(0.33, 
2.65) 


0.32 
(0.07, 
1.49) 


0.36 
(0.06, 
2.09) 


0.60 
(0.24, 
1.49) 


 - - - - - - - - - - - - 


Levetiracet
am 


2.09 
(0.52, 
9.46) 


3.29 
(0.38, 
32.24) 


1.03 
(0.17, 
6.75) 


1.34 
(0.30, 
6.77) 


0.50 
(0.11, 
2.49) 


1.82 
(0.36, 
10.12) 


0.63 
(0.09, 
4.83) 


0.69 
(0.08, 
6.44) 


1.16 
(0.24, 
6.02) 


1.94 
(0.42, 
9.76) 


 - - - - - - - - - - - 


Morphine 
4.75 
(0.83, 
42.33) 


7.67 
(0.73, 
105.1
0) 


2.37 
(0.29, 
26.97) 


3.07 
(0.47, 
29.29) 


1.14 
(0.18, 
10.76
) 


4.16 
(0.60, 
42.07) 


1.44 
(0.15, 
18.36) 


1.61 
(0.14, 
23.60) 


2.64 
(0.40, 
25.36) 


4.41 
(0.69, 
42.39) 


2.29 
(0.23, 
30.82) 


 
0.19 
(0.01, 
4.11) 


0.49 
(0.04, 
5.58) 


- - - - - - - - 


Nortriptylin
e 


0.29 
(0.01, 
4.62) 


0.45 
(0.01, 
6.62) 


0.14 
(0.00, 
2.93) 


0.18 
(0.00, 
3.18) 


0.07 
(0.00, 
1.17) 


0.25 
(0.01, 
4.33) 


0.08 
(0.00, 
1.81) 


0.09 
(0.00, 
2.48) 


0.16 
(0.00, 
2.74) 


0.27 
(0.01, 
4.59) 


0.13 
(0.00, 
3.16) 


0.06 
(0.00, 
1.02) 


 
3.06 
(0.12, 
76.64) 


- - - - - - - - 


Nortriptylin
e 
+Morphine 


2.44 
(0.13, 
38.81) 


3.83 
(0.15, 
88.97) 


1.20 
(0.05, 
23.75) 


1.57 
(0.08, 
26.61) 


0.58 
(0.03, 
9.72) 


2.12 
(0.10, 
37.25) 


0.73 
(0.03, 
15.82) 


0.80 
(0.03, 
20.16) 


1.35 
(0.07, 
22.58) 


2.24 
(0.12, 
38.11) 


1.16 
(0.05, 
26.36) 


0.51 
(0.03, 
4.68) 


8.46 
(0.27, 
678.70) 


 - - - - - - - - 


Oxcarbaze
pine 


2.33 
(0.85, 
7.07) 


3.67 
(0.55, 
27.93) 


1.16 
(0.24, 
5.60) 


1.50 
(0.46, 
5.30) 


0.56 
(0.17, 
1.93) 


2.03 
(0.54, 
8.11) 


0.70 
(0.12, 
4.13) 


0.78 
(0.11, 
5.59) 


1.29 
(0.38, 
4.70) 


2.16 
(0.65, 
7.72) 


1.12 
(0.18, 
6.71) 


0.49 
(0.04, 
3.89) 


8.21 
(0.41, 
420.00) 


0.97 
(0.05, 
21.52) 


 - - - - - - - 


Oxycodone 
7.25 
(1.95, 
29.67) 


11.43 
(1.41, 
102.4
0) 


3.58 
(0.62, 
21.64) 


4.66 
(1.09, 
21.43) 


1.73 
(0.41, 
7.89) 


6.33 
(1.31, 
32.66) 


2.17 
(0.32, 
15.84) 


2.41 
(0.28, 
21.01) 


4.02 
(0.91, 
18.92) 


6.68 
(1.56, 
31.36) 


3.48 
(0.47, 
25.46) 


1.51 
(0.12, 
14.31
) 


25.90 
(1.16, 
1447.0
0) 


3.01 
(0.14, 
73.38) 


3.11 
(0.57, 
17.51) 


 - - - - - - 


Pregabalin 
1.09 
(0.50, 
2.45) 


1.71 
(0.28, 
11.21) 


0.54 
(0.13, 
2.17) 


0.70 
(0.26, 
1.91) 


0.26 
(0.10, 
0.70) 


0.95 
(0.30, 
3.03) 


0.32 
(0.07, 
1.62) 


0.36 
(0.06, 
2.29) 


0.60 
(0.21, 
1.71) 


1.01 
(0.37, 
2.80) 


0.52 
(0.10, 
2.60) 


0.23 
(0.02, 
1.57) 


3.79 
(0.21, 
189.00) 


0.45 
(0.03, 
9.07) 


0.47 
(0.12, 
1.70) 


0.15 
(0.03, 
0.69) 


 - - - - - 


Valproate 3.96 
(0.53, 


6.36 
(0.45, 


1.98 
(0.19, 


2.54 
(0.31, 


0.95 
(0.12, 


3.47 
(0.38, 


1.20 
(0.10, 


1.33 
(0.10, 


2.19 
(0.26, 


3.67 
(0.45, 


1.92 
(0.15, 


0.83 
(0.04, 


14.86 
(0.42, 


1.71 
(0.05, 


1.70 
(0.17, 


0.55 
(0.05, 


3.64 
(0.41, 


 - - - - 
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54.01) 141.5
0) 


32.91) 37.08) 13.45
) 


53.17) 22.35) 28.29) 32.40) 53.69) 35.60) 18.62
) 


1499.0
0) 


76.43) 27.65) 10.06
) 


56.26) 


Topiramate 
1.80 
(0.86, 
3.77) 


2.81 
(0.48, 
17.66) 


0.89 
(0.22, 
3.43) 


1.15 
(0.45, 
3.02) 


0.43 
(0.17, 
1.09) 


1.57 
(0.51, 
4.80) 


0.54 
(0.11, 
2.64) 


0.59 
(0.10, 
3.61) 


0.99 
(0.36, 
2.69) 


1.66 
(0.63, 
4.40) 


0.86 
(0.16, 
4.19) 


0.38 
(0.04, 
2.52) 


6.30 
(0.35, 
300.90) 


0.74 
(0.04, 
14.84) 


0.77 
(0.21, 
2.72) 


0.25 
(0.05, 
1.12) 


1.65 
(0.56, 
4.87) 


0.45 
(0.03, 
3.87) 


 - - - 


Tramadol 
4.75 
(2.11, 
11.36) 


7.46 
(1.25, 
49.11) 


2.35 
(0.56, 
9.82) 


3.05 
(1.11, 
8.80) 


1.14 
(0.41, 
3.19) 


4.14 
(1.28, 
13.89) 


1.42 
(0.28, 
7.49) 


1.57 
(0.25, 
10.19) 


2.63 
(0.90, 
7.86) 


4.39 
(1.58, 
12.85) 


2.28 
(0.41, 
11.73) 


0.99 
(0.10, 
7.17) 


16.66 
(0.91, 
795.50) 


1.95 
(0.11, 
40.80) 


2.04 
(0.52, 
7.69) 


0.65 
(0.13, 
3.16) 


4.37 
(1.39, 
14.08) 


1.19 
(0.08, 
10.84) 


2.64 
(0.88, 
8.35) 


 - - 


Venlafaxin
e 


3.04 
(1.18, 
8.24) 


4.77 
(0.74, 
33.42) 


1.50 
(0.33, 
6.71) 


1.95 
(0.63, 
6.27) 


0.73 
(0.24, 
2.28) 


2.65 
(0.74, 
9.72) 


0.91 
(0.17, 
5.03) 


1.00 
(0.22, 
4.80) 


1.68 
(0.52, 
5.58) 


2.82 
(0.90, 
9.06) 


1.45 
(0.25, 
8.01) 


0.63 
(0.06, 
4.74) 


10.74 
(0.56, 
548.40) 


1.26 
(0.07, 
26.73) 


1.30 
(0.30, 
5.38) 


0.42 
(0.08, 
2.15) 


2.80 
(0.81, 
10.00) 


0.77 
(0.05, 
7.22) 


1.70 
(0.51, 
5.80) 


0.64 
(0.18, 
2.31) 


 - 


Capsaicin 
Cream 


8.94 
(0.39, 
3163.
00) 


14.86 
(0.40, 
6052.
00) 


4.51 
(0.15, 
1750.
00) 


5.81 
(0.23, 
2080.
00) 


2.15 
(0.09, 
778.5
0) 


7.95 
(0.30, 
2932.
00) 


2.78 
(0.09, 
1111.
00) 


3.10 
(0.08, 
1271.
00) 


5.00 
(0.20, 
1812.
00) 


8.35 
(0.34, 
2976.
00) 


4.46 
(0.13, 
1721.
00) 


1.92 
(0.04, 
815.9
0) 


38.42 
(0.42, 
30920.
00) 


4.14 
(0.05, 
2481.
00) 


3.89 
(0.14, 
1422.
00) 


1.26 
(0.04, 
500.4
0) 


8.30 
(0.32, 
3058.
00) 


2.31 
(0.04, 
1036.
00) 


5.04 
(0.20, 
1834.
00) 


1.91 
(0.07, 
685.9
0) 


2.99 
(0.11, 
1091.
00) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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Figure 17 nausea - relative effect of all options compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 28 nausea - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.009 5 (2, 8) 


Amitriptyline 0.169 2 (1, 15) 


Cannabis Sativa Extract 0.008 11 (2, 20) 


Capsaicin Patch 0.002 9 (3, 15) 


Duloxetine 0.000 17 (12, 21) 


Gabapentin 0.024 6 (2, 14) 


Gabapentin+Oxycodone 0.002 15 (4, 22) 


Imipramine 0.011 15 (2, 22) 


Lacosamide 0.001 10 (4, 17) 


Lamotrigine 0.024 6 (2, 12) 


Levetiracetam 0.016 12 (2, 21) 


Morphine 0.002 18 (4, 22) 


Nortriptyline 0.600 1 (1, 17) 


Nortriptyline+Morphine 0.057 13 (1, 22) 


Oxcarbazepine 0.002 13 (4, 20) 


Oxycodone 0.000 20 (11, 22) 


Pregabalin 0.036 6 (1, 13) 


Valproate 0.014 17 (2, 22) 


Topiramate 0.002 10 (4, 17) 


Tramadol 0.000 18 (11, 22) 


Venlafaxine 0.000 15 (6, 21) 


Capsaicin Cream 0.020 21 (2, 22) 
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Figure 18 nausea - rank probability histograms 


 


Table 29 nausea - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


138.9 


(compared to 140 data-
points) 


598.979 501.433 97.546 696.525 
0.165 (95%CrI: 0.058, 
0.480) 


 


Table 30 nausea - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 30000 burn-ins and 50000 iterations. 
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 Model convergence: there was poor autocorrelation for capsaicin cream 


since there was one study with small event rates and for nortriptyline, 


morphine and nortriptyline+morphine because the data for these 


interventions came mostly from one 3-armed trial with low event rates. 


 


Summary GRADE profile 3g: vomiting 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Vomiting 
18 
RCTs


a
 


n=4246 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 allocation concealment was unclear in 9 studies and inadequate 1 study; there is uncertainty about 


comparability at baseline between groups in 9 studies and in 4 there were differences in groups at 
baseline (particularly for use of concomitant drugs); during 11 studies, it was unclear if the same care 
was received by each group and in 2 studies different care was received in each group (these were 
usually to do with concomitant drug and rescue medication use); mean baseline severity ranged from 
3.95 to 8.8 on a normalised 11-point scale across the studies in the network; concomitant drugs 
permitted varies across the studies in the network 
2
 I


2 
was 40% for duloxetine vs placebo which may indicate that any heterogeneity between the studies 


that make this comparison might not be important; appeared to be consistency between direct and 
indirect estimates


 
 


3
 all aspects of PICO conform to review protocol 


4
 only one head-to-head trial; most links have one study; wide confidence intervals for the effect 


estimates of most interventions compared to placebo and for overall rankings within the network
 


a
 placebo-controlled trials: 


Cannabis Sativa Extract (n=191): Nurmikko et al. (2007), Rog et al. (2005) 


Capsaicin Patch (n=1117): Backonja et al. (2008), Irving et al. (2011), Webster et al. (2010) 


Duloxetine (n=553): Gao et al. (2010), Yasuda et al. (2011) 


Gabapentin (n=270): Levendoglu et al. (2004), Rao et al. (2007) 


Lacosamide (n=825): Shaibani et al. (2009), Ziegler et al. (2010) 


Lamotrigine (n=125): Rao et al. (2008) 


Oxcarbazepine (n=146): Dogra et al. (2005) 


Oxycodone (n=159): Gimbel et al. (2003) 


Pregabalin (n=146): Rosenstock et al. (2004) 


Tramadol (n=131): Harati et al. (1998) 


Venlafaxine (n=245): Rowbotham et al. (2004) 


Head-to-head trials: 


Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008)
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 19 vomiting - evidence network 
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Table 31 vomiting - trials included in analysis 
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T
ra
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Cannabis 
Sativa Extract 


2 RCTs
9,12


 
total n=191 


           


Capsaicin Patch 
3 RCTs


1,7,16
 


total 
n=1117 


-           


Duloxetine 
2 RCTs


3,17
 


total n=553 
- -          


Gabapentin 
2 RCTs


8,10
 


total n=270 
- - -         


Gabapentin 
+Oxycodone 


- - - - 
1 RCT


5
 


total n=338 
       


Lacosamide 
2 RCTs


15,18
 


total n=825 
- - - - -       


Lamotrigine 
1 RCT


11
 


total n=125 
- - - - - -      


Oxcarbazepine 
1 RCT


2
 


total n=146 
- - - - - - -     


Oxycodone 
1 RCT


4
 


total n=159 
- - - - - - - -    


Pregabalin 
1 RCT


13
 


total n=146 
- - - - - - - - -   


Tramadol 
1 RCT


6
 


total n=131 
- - - - - - - - - -  


Venlafaxine 
1 RCT


14
 


total n=245 
- - - - - - - - - - - 
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(1) Backonja et al. (2008); (2) Dogra et al. (2005); (3) Gao et al. (2010); (4) Gimbel et al. (2003); (5) Hanna et al. (2008); (6) Harati et al. (1998); (7) Irving et al. (2011); (8) 
Levendoglu et al. (2004); (9) Nurmikko et al. (2007); (10) Rao et al. (2007); (11) Rao et al. (2008); (12) Rog et al. (2005); (13) Rosenstock et al. (2004); (14) Rowbotham et al. 
(2004); (15) Shaibani et al. (2009); (16) Webster et al. (2010); (17) Yasuda et al. (2011); (18) Ziegler et al. (2010) 
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Table 32 vomiting - relative effectiveness of all pairwise combinations 
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P
re
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T
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V
e


n
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x
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e
 


Placebo  
2.87 
(0.81, 
10.18) 


2.90 
(0.99, 
8.52) 


2.18 
(0.62, 
7.71) 


0.56 
(0.11, 
2.70) 


- 
5.53 
(0.74, 
41.21) 


0.64 
(0.10, 
4.00) 


2.27 
(0.20, 
25.59) 


9.81 
(2.18, 
44.06) 


2.84 
(0.29, 
27.92) 


7.45 
(0.38, 
147.11) 


9.96 
(0.57, 
173.26) 


Cannabis 
Sativa Extract 


3.19 
(0.64, 
19.60) 


 - - - - - - - - - - - 


Capsaicin Patch 
3.86 
(1.17, 
17.97) 


1.23 
(0.14, 
11.31) 


 - - - - - - - - - - 


Duloxetine 
2.38 
(0.68, 
9.20) 


0.74 
(0.08, 
6.22) 


0.61 
(0.09, 
3.74) 


 - - - - - - - - - 


Gabapentin 
0.49 
(0.06, 
3.08) 


0.15 
(0.01, 
1.76) 


0.12 
(0.01, 
1.11) 


0.20 
(0.02, 
1.87) 


 
2.42 
(0.97, 
6.04) 


- - - - - - - 


Gabapentin 
+Oxycodone 


1.20 
(0.09, 
14.24) 


0.37 
(0.02, 
7.24) 


0.30 
(0.01, 
4.67) 


0.50 
(0.03, 
8.03) 


2.47 
(0.50, 
13.14) 


 - - - - - - - 


Lacosamide 
9.15 
(1.26, 
240.80) 


2.94 
(0.19, 
104.50) 


2.34 
(0.19, 
73.30) 


3.89 
(0.34, 
120.00) 


19.52 
(1.18, 
869.00) 


8.03 
(0.31, 
482.40) 


 - - - - - - 


Lamotrigine 
0.60 
(0.05, 
6.13) 


0.19 
(0.01, 
3.21) 


0.15 
(0.01, 
2.03) 


0.25 
(0.02, 
3.50) 


1.25 
(0.06, 
28.83) 


0.50 
(0.02, 
17.22) 


0.06 
(0.00, 
1.52) 


 - - - - - 


Oxcarbazepine 
2.71 
(0.16, 
106.90) 


0.83 
(0.03, 
45.62) 


0.70 
(0.03, 
30.90) 


1.17 
(0.05, 
55.07) 


5.83 
(0.19, 
389.90) 


2.35 
(0.05, 
207.20) 


0.28 
(0.00, 
20.22) 


4.63 
(0.12, 
380.20) 


 - - - - 
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Oxycodone 
11.75 
(1.74, 
124.50) 


3.73 
(0.27, 
64.08) 


3.04 
(0.25, 
42.48) 


4.97 
(0.47, 
69.25) 


24.92 
(1.72, 
566.70) 


10.18 
(0.43, 
336.90) 


1.30 
(0.03, 
27.22) 


20.11 
(0.97, 
592.10) 


4.38 
(0.07, 
165.30) 


 - - - 


Pregabalin 
3.61 
(0.26, 
130.90) 


1.15 
(0.05, 
55.85) 


0.93 
(0.04, 
39.16) 


1.52 
(0.08, 
67.13) 


7.70 
(0.31, 
467.10) 


3.16 
(0.09, 
259.80) 


0.38 
(0.01, 
25.20) 


6.34 
(0.19, 
460.90) 


1.36 
(0.02, 
127.70) 


0.30 
(0.01, 
17.88) 


 - - 


Tramadol 
13.69 
(0.60, 
6893.00) 


4.38 
(0.11, 
2685.00) 


3.57 
(0.11, 
1843.00) 


5.94 
(0.19, 
3108.00) 


31.03 
(0.76, 
18310.00) 


12.59 
(0.21, 
8442.00) 


1.51 
(0.02, 
829.50) 


25.11 
(0.44, 
18260.00) 


5.49 
(0.04, 
3844.00) 


1.20 
(0.02, 
737.10) 


3.91 
(0.03, 
3023.00) 


 - 


Venlafaxine 
20.97 
(1.27, 
13010.00) 


7.00 
(0.22, 
4836.00) 


5.58 
(0.21, 
3134.00) 


9.03 
(0.38, 
6699.00) 


49.36 
(1.43, 
38560.00) 


20.07 
(0.40, 
19550.00) 


2.42 
(0.03, 
1399.00) 


39.65 
(0.91, 
33620.00) 


8.59 
(0.08, 
7658.00) 


1.91 
(0.05, 
1339.00) 


6.51 
(0.06, 
4718.00) 


1.61 
(0.00, 
1528.00) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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Figure 20 vomiting - relative effect of all options compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 33 vomiting - rankings for each comparators 


 Probability best Median rank (95%CI) 


Placebo 0.033 4 (1, 6) 


Cannabis Sativa Extract 0.009 7 (2, 12) 


Capsaicin Patch 0.001 8 (4, 12) 


Duloxetine 0.009 6 (2, 11) 


Gabapentin 0.399 2 (1, 7) 


Gabapentin+Oxycodone 0.058 4 (1, 11) 


Lacosamide 0.001 10 (4, 13) 


Lamotrigine 0.357 2 (1, 9) 


Oxcarbazepine 0.076 7 (1, 13) 


Oxycodone 0.001 11 (5, 13) 


Pregabalin 0.041 8 (1, 13) 


Tramadol 0.012 11 (2, 13) 


Venlafaxine 0.002 12 (5, 13) 
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Figure 21 vomiting - rank probability histograms 


 


Table 34 vomiting - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


40.48 


(compared to 41 data-points) 
157.462 125.49 31.972 189.435 0.001 (95%CrI: 0.001, 2.002) 


 


Table 35 vomiting - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 30000 burn-ins and 50000 iterations. 


 Poor autocorrelation for lacosamide, tramadol, venlafaxine because small 


numbers of events in the single studies with each intervention. 
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Summary GRADE profile 3h: pruritus 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Pruritus 
11 
RCTs


a
 


n=3947 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 unclear about randomisation method in 7 studies; there is uncertainty about comparability at baseline 


between groups in 6 studies and there are differences between groups at baseline in 2 studies 
(particularly for use of concomitant drugs); during 6 studies, it was unclear if the same care was 
received by each group and in 2 studies different care was received (these were usually to do with 
concomitant drug and rescue medication use); concomitant drugs permitted varies across the studies in 
the network 
2
 I


2 
was 0% for capsaicin patch vs placebo which may indicate no heterogeneity between the studies 


that form this comparison (heterogeneity not possible for comparisons with only one trial); no loops so 
no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 no head-to-head trials; most links have one study; wide confidence intervals for the effect estimates of 


most interventions compared to placebo and for overall rankings within the network
 


a
 Capsaicin Patch (n=2894): Backonja et al. (2008), Clifford et al. (2012), Irving et al. (2011), Irving et al. 


(2012), Webster et al. (2010), Webster et al. (2010) 


Duloxetine (n=215): Gao et al. (2010) 


Lacosamide (n=468): Shaibani et al. (2009) 


Oxycodone (n=159): Gimbel et al. (2003) 


Tramadol (n=131): Harati et al. (1998) 


Capsaicin Cream (n=80): Low et al. (1995)  


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 22 pruritus - evidence network 
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Table 36 pruritus - trials included in analysis 


 P
la


c
e
b


o
 


C
a


p
s
a
ic


in
 P


a
tc


h
 


D
u


lo
x
e


ti
n
e
 


L
a


c
o
s
a
m


id
e
 


O
x
y
c
o
d


o
n
e
 


T
ra


m
a
d


o
l 


Capsaicin Patch 
6 
RCTs


1,2,6,7,10,11
 


total n=2894 
     


Duloxetine 
1 RCT


3
 


total n=215 
-     


Lacosamide 
1 RCT


9
 


total n=468 
- -    


Oxycodone 
1 RCT


4
 


total n=159 
- - -   


Tramadol 
1 RCT


5
 


total n=131 
- - - -  


Capsaicin Cream 
1 RCT


8
 


total n=80 
- - - - - 


(1) Backonja et al. (2008); (2) Clifford et al. (2012); (3) Gao et al. (2010); (4) Gimbel et al. (2003); (5) 
Harati et al. (1998); (6) Irving et al. (2011); (7) Irving et al. (2012); (8) Low et al. (1995); (9) Shaibani et 
al. (2009); (10) Webster et al. (2010); (11) Webster et al. (2010) 
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Table 37 pruritus - relative effectiveness of all pairwise combinations 


 P
la


c
e
b


o
 


C
a


p
s
a
ic


in
 P


a
tc


h
 


D
u


lo
x
e


ti
n
e
 


L
a


c
o
s
a
m


id
e
 


O
x
y
c
o
d


o
n
e
 


T
ra


m
a
d


o
l 


C
a


p
s
a
ic


in
 


C
re


a
m


 


Placebo  
1.31 
(0.92, 1.87) 


0.37 
(0.09, 1.43) 


3.70 
(0.49, 
27.90) 


3.82 
(1.44, 
10.11) 


9.73 
(0.51, 
184.50) 


2.11 
(0.36, 
12.24) 


Capsaicin Patch 
1.35 
(0.88, 2.14) 


 - - - - - 


Duloxetine 
0.34 
(0.06, 1.41) 


0.25 
(0.04, 1.10) 


 - - - - 


Lacosamide 
4.86 
(0.78, 
168.40) 


3.63 
(0.56, 
121.80) 


16.40 
(1.44, 
607.00) 


 - - - 


Oxycodone 
4.03 
(1.29, 
13.82) 


3.00 
(0.88, 
10.94) 


12.34 
(1.93, 
96.00) 


0.80 
(0.02, 7.98) 


 - - 


Tramadol 
19.66 
(1.04, 
8148.00) 


14.72 
(0.74, 
6256.00) 


65.41 
(2.09, 
31060.00) 


3.73 
(0.06, 
1867.00) 


5.05 
(0.20, 
2241.00) 


 - 


Capsaicin Cream 
2.41 
(0.37, 
21.79) 


1.78 
(0.26, 
17.02) 


7.48 
(0.66, 
111.60) 


0.47 
(0.01, 8.02) 


0.60 
(0.06, 7.22) 


0.12 
(0.00, 4.76) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 23 pruritus - relative effect of all options compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 
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Table 38 pruritus - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.043 2 (1, 4) 


Capsaicin Patch 0.006 3 (2, 5) 


Duloxetine 0.894 1 (1, 3) 


Lacosamide 0.006 6 (2, 7) 


Oxycodone 0.002 5 (3, 7) 


Tramadol 0.006 7 (3, 7) 


Capsaicin Cream 0.044 4 (1, 7) 
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Figure 24 pruritus - rank probability histograms 


 


Table 39 pruritus - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


26.19 


(compared to 28 data-points) 
123.697 105.07 18.627 142.325 0.000 (95%CrI: 0.000, 0.544) 


 


Table 40 pruritus - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 
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 30000 burn-ins and 50000 iterations. 


 Not possible to include Gilron (2009) and Morello (1999) in the synthesis 


because they were not connected to the any interventions in the network. 


 Model convergence: autocorrelation problems for lacosamide and tramadol 


because both interventions had only one study connecting them to the 


network and they had low event rates. 


 


Summary GRADE profile 3i: burning pain 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Burning 
pain 


11 
RCTs


a
 


n=1163 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 unclear about randomisation method in 6 studies and allocation concealment in 8 studies; there is 


uncertainty about comparability at baseline between groups in 6 studies and there are differences 
between groups at baseline in 2 studies (particularly for use of concomitant drugs); during 10 studies, it 
was unclear if the same care was received by each group (these were usually to do with concomitant 
drug and rescue medication use); mean baseline severity ranged from 3.95 to 8.4 on a normalised 11-
point scale across the studies in the network; concomitant drugs permitted varies across the studies in 
the network 
2
 I


2 
was 28% for capsaicin patch vs placebo which may indicate no heterogeneity between the studies 


that make this comparison; no loops so no possibility of inconsistency between direct and indirect 
estimates 
3
 all aspects of PICO conform to review protocol 


4
 only one head-to-head trial; most links have one study; wide confidence intervals for the effect 


estimates of most interventions compared to placebo and for overall rankings within the network
 


a
 placebo-controlled trials: 


Cannabis Sativa Extract (n=66): Rog et al. (2005) 


Capsaicin Patch (n=155): Webster et al. (2010) 


Capsaicin Cream (n=707): Bernstein et al. (1989), Donofrio & Capsaicin study (1992), Low et al. (1995), 
McCleane (2000), Scheffler et al. (1991), Tandan et al. (1992), Watson & Evans (1992), Watson et al. 
(1993) 


Head-to-head trials: 


Amitriptyline vs Capsaicin Cream (n=235): Biesbroeck et al. (1995)
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
 


 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix J 
(June 2013)   74 of 133 


1 Placebo


2 Amitriptyline


3 Cannabis Sativa Extract


4 Capsaicin Patch


5 Capsaicin Cream


1


23


4


5


 


Figure 25 burning pain - evidence network 


 


Table 41 burning pain - trials included in analysis 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
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C
a
n


n
a


b
is


 


S
a


ti
v
a


 E
x
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a
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C
a
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s
a
ic


in
 P


a
tc


h
 


Amitriptyline -    


Cannabis 
Sativa Extract 


1 RCT
6
 


total n=66 
-   


Capsaicin Patch 
1 RCT


11
 


total n=155 
- -  


Capsaicin Cream 
8 RCTs


1,3,4,5,7,8,9,10
 


total n=707 
1 RCT


2
 


total n=235 
- - 


(1) Bernstein et al. (1989); (2) Biesbroeck et al. (1995); (3) Donofrio & Capsaicin study (1992); (4) Low 
et al. (1995); (5) McCleane (2000); (6) Rog et al. (2005); (7) Scheffler et al. (1991); (8) Tandan et al. 
(1992); (9) Watson & Evans (1992); (10) Watson et al. (1993); (11) Webster et al. (2010) 
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Table 42 burning pain - relative effectiveness of all pairwise 
combinations 


 P
la


c
e
b


o
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S
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C
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a
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Placebo  - 
0.30 
(0.01, 7.75) 


3.76 
(0.19, 74.23) 


5.25 
(3.37, 8.19) 


Amitriptyline 
0.06 
(0.01, 0.48) 


 - - 
78.20 
(18.44, 331.65) 


Cannabis 
Sativa Extract 


0.17 
(0.00, 7.93) 


2.86 
(0.00, 232.60) 


 - - 


Capsaicin Patch 
7.40 
(0.33, 
3098.00) 


138.50 
(2.81, 
73140.00) 


58.57 
(0.28, 
236100.00) 


 - 


Capsaicin Cream 
5.82 
(3.18, 11.73) 


95.61 
(14.14, 
1065.00) 


35.07 
(0.71, 
20780.00) 


0.79 
(0.00, 19.26) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 26 burning pain - relative effect of all options compared with 
placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 43 burning pain - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.001 3 (2, 4) 


Amitriptyline 0.651 1 (1, 2) 


Cannabis Sativa Extract 0.344 2 (1, 4) 


Capsaicin Patch 0.003 5 (2, 5) 


Capsaicin Cream 0.000 4 (4, 5) 


 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix J 
(June 2013)   76 of 133 


0.0


0.2


0.4


0.6


0.8


1 2 3 4 5


Placebo


0.0


0.2


0.4


0.6


0.8


1 2 3 4 5


Amitriptyline


0.0


0.2


0.4


0.6


0.8


1 2 3 4 5


Cannabis Sativa 
Extract


0.0


0.2


0.4


0.6


0.8


1 2 3 4 5


Capsaicin Patch


0.0


0.2


0.4


0.6


0.8


1 2 3 4 5


Capsaicin Cream


 


Figure 27 burning pain - rank probability histograms 


 


Table 44 burning pain - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


23.17 


(compared to 22 data-points) 
96.621 78.743 17.878 114.498 0.000 (95%CrI: 0.002, 2.657) 


 


Table 45 burning pain - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 30000 burn-ins and 50000 iterations. 


 Model convergence: poor autocorrelation for lacosamide and tramadol due 


to one study with low event rates for both interventions. 
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Summary GRADE profile 3j: Rash/urticarial/overall erythema (not 
restricted to site) 


Outcome Numb
er of 
Studie
s 


Limitatio
ns 


Inconsiste
ncy 


Indirectne
ss 


Imprecisi
on 


Quali
ty 


Importan
ce 


Rash/urticarial/ov
erall erythema 
(not restricted to 
site) 


15 
RCTs


a
 


n=305
3 


Very 
serious


1
 


serious
2
 


not 
serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 unclear about randomisation method in 8 studies and allocation concealment in 10 studies; during 9 


studies, it was unclear if the same care was received by each group and in 1 study different care was 
received (these were usually to do with concomitant drug and rescue medication use); mean baseline 
severity ranged from 4.5 to 8.4 on a normalised 11-point scale across the studies in the network; 
concomitant drugs permitted varies across the studies in the network 
2
 I


2 
was 90% for pregabalin vs placebo which may indicate substantial heterogeneity between the 


studies that make this comparison; no loops so no possibility of inconsistency between direct and 
indirect estimates  
3
 all aspects of PICO conform to review protocol 


4
 no head-to-head trials; half of the links had only one trial; wide confidence intervals for the effect 


estimates of most interventions compared to placebo and for overall rankings within the network
 


a
 Amitriptyline (n=68): Vrethem et al. (1997) 


Capsaicin Patch (n=1066): Clifford et al. (2012), Irving et al. (2011), Webster et al. (2010) 


Gabapentin (n=230): Rao et al. (2007) 


Lamotrigine (n=1201): Breuer et al. (2007), Eisenberg et al. (2001), Luria et al. (2000), Rao et al. (2008), 
Simpson et al. (2003), Vinik et al. (2007), Vinik et al. (2007) 


Tramadol (n=131): Harati et al. (1998) 


Capsaicin Cream (n=357): Donofrio & Capsaicin study (1992), Low et al. (1995) 


(all compared to placebo)
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 28 Rash, urticaria, erythema - evidence network 
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Table 46 Rash, urticaria, erythema - trials included in analysis 


 P
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Amitriptyline 
1 RCT


14
 


total n=68 
     


Capsaicin Patch 
3 RCTs


2,6,15
 


total n=1066 
-     


Gabapentin 
1 RCT


9
 


total n=230 
- -    


Lamotrigine 
7 
RCTs


1,4,8,10,11,12,13
 


total n=1201 
- - -   


Tramadol 
1 RCT


5
 


total n=131 
- - - -  


Capsaicin Cream 
2 RCTs


3,7
 


total n=357 
- - - - - 


(1) Breuer et al. (2007); (2) Clifford et al. (2012); (3) Donofrio & Capsaicin study (1992); (4) Eisenberg et 
al. (2001); (5) Harati et al. (1998); (6) Irving et al. (2011); (7) Low et al. (1995); (8) Luria et al. (2000); (9) 
Rao et al. (2007); (10) Rao et al. (2008); (11) Simpson et al. (2003); (12) Vinik et al. (2007); (13) Vinik et 
al. (2007); (14) Vrethem et al. (1997); (15) Webster et al. (2010) 
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Table 47 Rash, urticaria, erythema - relative effectiveness of all pairwise 
combinations 
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Placebo  
0.94 
(0.02, 
48.92) 


1.65 
(0.17, 
16.28) 


7.19 
(0.37, 
140.72) 


1.48 
(0.94, 2.33) 


9.73 
(0.51, 
184.50) 


2.69 
(0.88, 8.17) 


Amitriptyline 
0.96 
(0.00, 
913.80) 


 - - - - - 


Capsaicin Patch 
1.46 
(0.44, 4.15) 


1.49 
(0.00, 
1133.00) 


 - - - - 


Gabapentin 
15.23 
(0.57, 
7104.00) 


19.62 
(0.01, 
127400.00) 


10.87 
(0.34, 
5502.00) 


 - - - 


Lamotrigine 
1.80 
(0.87, 4.42) 


1.90 
(0.00, 
1411.00) 


1.24 
(0.35, 5.95) 


0.12 
(0.00, 3.75) 


 - - 


Tramadol 
20.92 
(0.88, 
7308.00) 


27.27 
(0.01, 
107200.00) 


14.80 
(0.53, 
5890.00) 


1.41 
(0.00, 
1048.00) 


11.52 
(0.42, 
4086.00) 


 - 


Capsaicin Cream 
2.96 
(0.55, 
18.88) 


3.14 
(0.00, 
2778.00) 


2.03 
(0.30, 
19.30) 


0.19 
(0.00, 8.53) 


1.64 
(0.23, 
11.55) 


0.14 
(0.00, 5.76) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 29 Rash, urticaria, erythema - relative effect of all options 
compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 48 Rash, urticaria, erythema - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.295 2 (1, 4) 


Amitriptyline 0.480 2 (1, 7) 


Capsaicin Patch 0.118 3 (1, 6) 


Gabapentin 0.029 6 (1, 7) 


Lamotrigine 0.020 4 (2, 6) 


Tramadol 0.015 6 (2, 7) 


Capsaicin Cream 0.043 5 (1, 7) 
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Figure 30 Rash, urticaria, erythema - rank probability histograms 


 


Table 49 Rash, urticaria, erythema - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


36.58 


(compared to 36 data-points) 
144.064 116.892 27.172 171.236 0.001 (95%CrI: 0.030, 1.936) 


 


Table 50 Rash, urticaria, erythema - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 30000 burn-ins and 50000 iterations. 
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Summary GRADE profile 3k: Network meta-analysis for blurred vision 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Blurred 
vision 


16 
RCTs


a
 


n=2365 


Very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 more than half of studies are crossover studies; unclear about allocation concealment in 9 studies; 


there is uncertainty about comparability at baseline between groups in 13 studies and in 2 there were 
differences in groups at baseline (particularly for use of concomitant drugs); during 7 studies, it was 
unclear if the same care was received by each group and in 2 studies, different care was received in 
each group (these were usually to do with concomitant drug and rescue medication use); mean baseline 
severity ranged from 3.4 to 8.8 on a normalised 11-point scale across the studies in the network; 
concomitant drugs permitted varies across the studies in the network; insufficient follow-up in 9 studies 
2
 I


2 
was 75% for pregabalin vs placebo which may indicate substantial heterogeneity between the 


studies that make this comparison; appeared to be consistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 small proportion of head-to-head trials; most links have one study; wide confidence intervals for the 


effect estimates of most interventions compared to placebo and for overall rankings within the network
 


a
 placebo-controlled trials: 


Amitriptyline (n=123): Cardenas et al. (2002), Robinson et al. (2004) 


Gabapentin (n=40): Levendoglu et al. (2004) 


Imipramine (n=80): Sindrup et al. (2003) 


Lacosamide (n=468): Shaibani et al. (2009) 


Lamotrigine (n=36): Breuer et al. (2007) 


Levetiracetam (n=138): Falah et al. (2012), Holbech et al. (2011) 


Morphine (n=110): Khoromi et al. (2007) 


Nortriptyline (n=110): Khoromi et al. (2007) 


Nortriptyline+Morphine (n=110): Khoromi et al. (2007) 


Oxcarbazepine (n=146): Dogra et al. (2005) 


Pregabalin (n=774): Siddall et al. (2006), Stacey et al. (2008), van Seventer et al. (2006) 


Topiramate (n=82): Khoromi et al. (2005) 


Venlafaxine (n=80): Sindrup et al. (2003) 


Head-to-head trials: 


Amitriptyline vs Gabapentin (n=50): Morello et al. (1999) 


Gabapentin vs Gabapentin+Nortriptyline, Gabapentin vs Nortriptyline, Gabapentin+Nortriptyline vs 
Nortriptyline (n=112): Gilron et al. (2012) 


Imipramine vs Venlafaxine (n=80): Sindrup et al. (2003) 


Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine (n=110): Khoromi et al. (2007)
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 31 blurred vision - evidence network 
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Table 51 blurred vision - trials included in analysis 
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Amitriptyline 
2 RCTs


2,11
 


total n=123 
             


Gabapentin 
1 RCT


9
 


total n=40 
1 RCT


10
 


total n=50 
            


Gabapentin 
+Nortriptyline 


- - 
1 RCT


5
 


total 
n=112 


           


Imipramine 
1 RCT


14
 


total n=80 
- - -           


Lacosamide 
1 RCT


12
 


total n=468 
- - - -          


Lamotrigine 
1 RCT


1
 


total n=36 
- - - - -         


Levetiracetam 
2 RCTs


4,6
 


total n=138 
- - - - - -        


Morphine 
1 RCT


8
 


total n=110 
- - - - - - -       


Nortriptyline 
1 RCT


8
 


total n=110 
- 


1 RCT
5
 


total 
n=112 


1 RCT
5
 


total 
n=112 


- - - - 
1 RCT


8
 


total 
n=110 


     


Nortriptyline 
+Morphine 


1 RCT
8
 


total n=110 
- - - - - - - 


1 RCT
8
 


total 
n=110 


1 RCT
8
 


total 
n=110 


    


Oxcarbazepine 
1 RCT


3
 


total n=146 
- - - - - - - - - -    


Pregabalin 3 
RCTs


13,15,16
 
- - - - - - - - - - -   
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total n=774 


Topiramate 
1 RCT


7
 


total n=82 
- - - - - - - - - - - -  


Venlafaxine 
1 RCT


14
 


total n=80 
- - - 


1 RCT
14


 
total n=80 


- - - - - - - - - 


(1) Breuer et al. (2007); (2) Cardenas et al. (2002); (3) Dogra et al. (2005); (4) Falah et al. (2012); (5) Gilron et al. (2012); (6) Holbech et al. (2011); (7) Khoromi et al. (2005); (8) 
Khoromi et al. (2007); (9) Levendoglu et al. (2004); (10) Morello et al. (1999); (11) Robinson et al. (2004); (12) Shaibani et al. (2009); (13) Siddall et al. (2006); (14) Sindrup et 
al. (2003); (15) Stacey et al. (2008); (16) van Seventer et al. (2006) 
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Table 52 blurred vision - relative effectiveness of all pairwise combinations 
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V
e


n
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x
in
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Placebo  
0.88 
(0.02, 
37.42) 


1.00 
(0.02, 
52.85) 


- 
3.08 
(0.12, 
77.80) 


4.18 
(0.24, 
71.50) 


1.00 
(0.02, 
53.12) 


3.09 
(0.31, 
30.45) 


0.65 
(0.10, 
4.08) 


0.14 
(0.01, 
2.68) 


0.32 
(0.03, 
3.19) 


1.12 
(0.07, 
18.22) 


3.57 
(0.99, 
12.84) 


3.07 
(0.12, 
77.69) 


3.08 
(0.12, 
77.80) 


Amitriptyline 
0.88 
(0.10, 
8.86) 


 
0.48 
(0.04, 
5.65) 


- - - - - - - - - - - - 


Gabapentin 
0.45 
(0.02, 
9.47) 


0.52 
(0.02, 
9.09) 


 
1.00 
(0.06, 
16.39) 


- - - - - 
0.33 
(0.01, 
8.21) 


- - - - - 


Gabapentin 
+Nortriptyline 


0.42 
(0.01, 
32.52) 


0.48 
(0.01, 
35.45) 


0.93 
(0.02, 
33.72) 


 - - - - - 
0.33 
(0.01, 
8.21) 


- - - - - 


Imipramine 
5.54 
(0.07, 
4882.00) 


6.55 
(0.04, 
7575.00) 


13.36 
(0.06, 
19550.00) 


15.02 
(0.03, 
39800.00) 


 - - - - - - - - - 
1.00 
(0.06, 
16.56) 


Lacosamide 
8.25 
(0.31, 
3967.00) 


9.82 
(0.16, 
6185.00) 


19.54 
(0.20, 
16810.00) 


23.09 
(0.09, 
34530.00) 


1.58 
(0.00, 
2894.00) 


 - - - - - - - - - 


Lamotrigine 
1.01 
(0.00, 
788.70) 


1.14 
(0.00, 
1197.00) 


2.19 
(0.00, 
3291.00) 


2.42 
(0.00, 
6431.00) 


0.15 
(0.00, 
463.10) 


0.10 
(0.00, 
205.40) 


 - - - - - - - - 


Levetiracetam 
4.39 
(0.23, 
195.60) 


5.08 
(0.12, 
383.40) 


10.10 
(0.14, 
1214.00) 


11.24 
(0.06, 
3372.00) 


0.78 
(0.00, 
267.90) 


0.49 
(0.00, 
82.17) 


4.78 
(0.00, 
11480.00) 


 - - - - - - - 


Morphine 
0.69 
(0.03, 
14.49) 


0.78 
(0.02, 
27.99) 


1.52 
(0.02, 
84.19) 


1.63 
(0.01, 
243.50) 


0.11 
(0.00, 
24.62) 


0.08 
(0.00, 
7.26) 


0.67 
(0.00, 
1358.00) 


0.15 
(0.00, 
10.43) 


 
0.19 
(0.01, 
4.11) 


0.49 
(0.04, 
5.58) 


- - - - 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix J (June 2013)   87 of 133 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


G
a


b
a


p
e


n
ti
n
 


G
a


b
a


p
e


n
ti
n
 


+
N


o
rt


ri
p


ty
lin


e
 


Im
ip


ra
m


in
e
 


L
a


c
o
s
a
m


id
e
 


L
a


m
o
tr


ig
in


e
 


L
e


v
e
ti
ra


c
e


ta
m


 


M
o


rp
h
in


e
 


N
o
rt


ri
p


ty
lin


e
 


N
o
rt


ri
p


ty
lin


e
 


+
M


o
rp


h
in


e
 


O
x
c
a


rb
a


z
e
p


in
e
 


P
re


g
a


b
a
lin


 


T
o


p
ir


a
m


a
te


 


V
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Nortriptyline 
0.09 
(0.00, 
1.91) 


0.10 
(0.00, 
3.01) 


0.19 
(0.00, 
5.05) 


0.20 
(0.00, 
10.78) 


0.01 
(0.00, 
3.46) 


0.01 
(0.00, 
1.03) 


0.08 
(0.00, 
155.20) 


0.02 
(0.00, 
1.44) 


0.12 
(0.00, 
4.92) 


 
3.06 
(0.12, 
76.64) 


- - - - 


Nortriptyline 
+Morphine 


0.36 
(0.01, 
8.54) 


0.41 
(0.01, 
16.32) 


0.78 
(0.01, 
48.68) 


0.85 
(0.00, 
140.30) 


0.06 
(0.00, 
15.30) 


0.04 
(0.00, 
4.22) 


0.35 
(0.00, 
728.50) 


0.08 
(0.00, 
6.02) 


0.52 
(0.01, 
16.11) 


4.16 
(0.08, 
439.60) 


 - - - - 


Oxcarbazepine 
1.08 
(0.01, 
102.10) 


1.23 
(0.01, 
178.10) 


2.39 
(0.01, 
537.50) 


2.58 
(0.01, 
1398.00) 


0.17 
(0.00, 
108.30) 


0.11 
(0.00, 
36.56) 


1.10 
(0.00, 
3744.00) 


0.23 
(0.00, 
53.91) 


1.58 
(0.01, 
404.70) 


13.93 
(0.06, 
5422.00) 


3.11 
(0.01, 
895.80) 


 - - - 


Pregabalin 
4.62 
(0.75, 
42.77) 


5.37 
(0.28, 
111.30) 


10.54 
(0.30, 
445.50) 


11.64 
(0.10, 
1557.00) 


0.84 
(0.00, 
113.70) 


0.55 
(0.00, 
30.12) 


4.79 
(0.00, 
6981.00) 


1.07 
(0.02, 
41.19) 


6.93 
(0.20, 
337.40) 


57.85 
(1.52, 
6082.00) 


13.32 
(0.35, 
843.50) 


4.39 
(0.03, 
623.40) 


 - - 


Topiramate 
5.42 
(0.07, 
4935.00) 


6.45 
(0.04, 
7467.00) 


12.93 
(0.06, 
19300.00) 


14.72 
(0.03, 
36600.00) 


0.96 
(0.00, 
2861.00) 


0.61 
(0.00, 
1072.00) 


6.51 
(0.00, 
82330.00) 


1.27 
(0.00, 
1749.00) 


8.66 
(0.04, 
13500.00) 


76.30 
(0.30, 
161800.00) 


16.89 
(0.07, 
29990.00) 


5.88 
(0.01, 
13770.00) 


1.17 
(0.01, 
1247.00) 


 - 


Venlafaxine 
5.62 
(0.07, 
4955.00) 


6.47 
(0.04, 
7334.00) 


13.12 
(0.06, 
19580.00) 


14.97 
(0.03, 
36180.00) 


1.01 
(0.02, 
44.71) 


0.62 
(0.00, 
1347.00) 


6.66 
(0.00, 
65360.00) 


1.29 
(0.00, 
1794.00) 


8.84 
(0.04, 
13440.00) 


76.27 
(0.32, 
179300.00) 


17.49 
(0.07, 
30000.00) 


5.84 
(0.01, 
15700.00) 


1.20 
(0.01, 
1249.00) 


1.04 
(0.00, 
2714.00) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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Figure 32 blurred vision - relative effect of all options compared with 
placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 53 blurred vision - rankings for each comparators 


 Probability best Median rank (95%CI) 


Placebo 0.001 7 (4, 11) 


Amitriptyline 0.012 7 (2, 13) 


Gabapentin 0.040 5 (1, 12) 


Gabapentin+Nortriptyline 0.108 5 (1, 14) 


Imipramine 0.017 12 (2, 15) 


Lacosamide 0.003 13 (4, 15) 


Lamotrigine 0.161 7 (1, 15) 


Levetiracetam 0.005 11 (3, 15) 


Morphine 0.033 6 (1, 13) 


Nortriptyline 0.400 2 (1, 8) 


Nortriptyline+Morphine 0.104 4 (1, 12) 


Oxcarbazepine 0.079 8 (1, 15) 


Pregabalin 0.000 11 (6, 15) 


Topiramate 0.020 12 (2, 15) 


Venlafaxine 0.017 12 (2, 15) 
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Figure 33 blurred vision - rank probability histograms 


 


Table 54 blurred vision - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


43.04 


(compared to 41 data-points) 
132.434 100.281 32.153 164.587 0.023 (95%CrI: 0.016, 6.605) 


 


Table 55 blurred vision - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 30000 burn-ins and 50000 iterations. 


 Model convergence: poor autocorrelation for lacosamide due to one study 


with zero events in the placebo arm. 
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Summary GRADE profile 3l: Network meta-analysis for peripheral 
oedema 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Peripher
al 
oedema 


19 
RCTs


a
 


n=5179 


very 
serious


1
 


not serious
2
 not serious


3
 serious


4
 low 


 


Important 


1
 unclear about allocation concealment in 11 studies; there is uncertainty about comparability at baseline 


between groups in 13 studies (particularly for use of concomitant drugs); during 9 studies, it was unclear 
if the same care was received by each group and in 2 study, different care was received in each group 
(these were usually to do with concomitant drug and rescue medication use); concomitant drugs 
permitted varies across the studies in the network 
2
 I


2 
was 37% for pregabalin vs placebo and 32% for gabapentin vs placebo which may indicate moderate 


or no heterogeneity between the studies that make this comparison; appears to be consistent direct and 
indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 only one head-to-head trial; most links have one study; wide confidence intervals for overall rankings 


within the network
 


a
 placebo-controlled trials: 


Capsaicin Patch (n=494): Clifford et al. (2012) 


Gabapentin (n=563): Rice & Maton (2001), Rowbotham et al. (1998) 


Lacosamide (n=468): Shaibani et al. (2009) 


Pregabalin (n=3552): Arezzo et al. (2008), Dworkin et al. (2003), Freynhagen et al. (2005), Kim et al. 
(2011), Lesser et al. (2004), Richter et al. (2005), Rosenstock et al. (2004), Sabatowski et al. (2004), 
Satoh et al. (2011), Simpson et al. (2010), Stacey et al. (2008), Tolle et al. (2008), van Seventer et al. 
(2006), Vranken et al. (2008) 


Head-to-head trials: 


Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009)
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 34 peripheral oedema - evidence network 
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Table 56 peripheral oedema - trials included in analysis 
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Amitriptyline -     


Capsaicin Patch 
1 RCT


3
 


total n=494 
-    


Gabapentin 
2 RCTs


8,11
 


total n=563 
- -   


Lacosamide 
1 RCT


14
 


total n=468 
- - -  


Pregabalin 
14 
RCTs


1,4,5,6,7,9,10,12,13,15,16,17,18,19
 


total n=3552 


1 RCT
2
 


total n=102 
- - - 


(1) Arezzo et al. (2008); (2) Bansal et al. (2009); (3) Clifford et al. (2012); (4) Dworkin et al. (2003); (5) 
Freynhagen et al. (2005); (6) Kim et al. (2011); (7) Lesser et al. (2004); (8) Rice & Maton (2001); (9) 
Richter et al. (2005); (10) Rosenstock et al. (2004); (11) Rowbotham et al. (1998); (12) Sabatowski et al. 
(2004); (13) Satoh et al. (2011); (14) Shaibani et al. (2009); (15) Simpson et al. (2010); (16) Stacey et al. 
(2008); (17) Tolle et al. (2008); (18) van Seventer et al. (2006); (19) Vranken et al. (2008) 


 


Table 57 peripheral oedema - relative effectiveness of all pairwise 
combinations 


 P
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c
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a
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P
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g
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a
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Placebo  - 
0.38 
(0.10, 1.45) 


4.96 
(0.97, 25.38) 


0.53 
(0.14, 1.96) 


2.47 
(1.61, 3.79) 


Amitriptyline 
0.26 
(0.00, 7.64) 


 - - - 
5.20 
(0.24, 
111.09) 


Capsaicin Patch 
0.36 
(0.06, 1.98) 


1.45 
(0.03, 
858.10) 


 - - - 


Gabapentin 
6.45 
(1.70, 31.12) 


25.60 
(0.63, 
14920.00) 


17.95 
(2.08, 
184.80) 


 - - 


Lacosamide 
0.54 
(0.10, 3.55) 


2.19 
(0.05, 
1361.00) 


1.51 
(0.13, 18.75) 


0.08 
(0.01, 0.82) 


 - 


Pregabalin 
2.72 
(1.73, 4.50) 


10.30 
(0.37, 
5187.00) 


7.47 
(1.31, 46.73) 


0.42 
(0.08, 1.76) 


5.04 
(0.74, 30.01) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 


 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix J 
(June 2013)   92 of 133 


0.015625 0.0625 0.25 1 4 16 64


Amitriptyline


Capsaicin Patch


Gabapentin


Lacosamide


Pregabalin


Odds Ratio -v- Placebo


 MTC
 Direct pairwise


 


Figure 35 peripheral oedema - relative effect of all options compared 
with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 58 peripheral oedema - rankings for each comparators 


 Probability best Median rank (95%CI) 


Placebo 0.007 4 (2, 4) 


Amitriptyline 0.508 1 (1, 6) 


Capsaicin Patch 0.310 2 (1, 4) 


Gabapentin 0.000 6 (4, 6) 


Lacosamide 0.175 2 (1, 5) 


Pregabalin 0.000 5 (4, 6) 
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Figure 36 peripheral oedema - rank probability histograms 
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Table 59 peripheral oedema - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


54.46 (compared to 54 data-
points) 233.937 195.325 38.612 272.55 


0.284 (95%CrI: 0.097, 
1.129) 


 


Table 60 peripheral oedema - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 30000 burn-ins and 50000 iterations. 


 Model convergence: autocorrelation poor for lacosamide and gabapentin 


due to one study for each intervention with low event rates. 


 


Summary GRADE profile 3m: Network meta-analysis for oedema 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Oedema 
15 
RCTs


a
 


n=3237 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 unclear about allocation concealment in 8 studies; there is uncertainty about comparability at baseline 


between groups in 10 studies and in 2 there were differences in groups at baseline (particularly for use 
of concomitant drugs); during 10 studies, it was unclear if the same care was received by each group 
and in 1 study, different care was received in each group (these were usually to do with concomitant 
drug and rescue medication use); mean baseline severity ranged from 4 to 8.8 on a normalised 11-point 
scale across the studies in the network; concomitant drugs permitted varies across the studies in the 
network 
2
 I


2 
was 39% for pregabalin vs placebo which may indicate moderate or no heterogeneity between the 


studies that make this comparison; appears to be consistent direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 only two head-to-head trials; most links have one study; wide confidence intervals for the effect 


estimates of most interventions compared to placebo and for overall rankings within the network
 


a
 placebo-controlled trials: 


Capsaicin Patch (n=818): Backonja et al. (2008), Irving et al. (2011) 


Gabapentin (n=40): Levendoglu et al. (2004) 


Lacosamide (n=370): Wymer et al. (2009) 


Lamotrigine (n=36): Breuer et al. (2007) 


Levetiracetam (n=78): Holbech et al. (2011) 


Pregabalin (n=1595): Arezzo et al. (2008), Guan et al. (2011), Kim et al. (2011), Siddall et al. (2006), 
Tolle et al. (2008), van Seventer et al. (2006) 


Topiramate (n=82): Khoromi et al. (2005) 


Head-to-head trials: 


Amitriptyline vs Gabapentin (n=50): Morello et al. (1999) 


Gabapentin vs Gabapentin+Nortriptyline (n=112): Gilron et al. (2012) 


Gabapentin vs Nortriptyline (n=112): Gilron et al. (2012) 


Gabapentin+Nortriptyline vs Nortriptyline (n=112): Gilron et al. (2012)
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 37 oedema - evidence network 
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Table 61 oedema - trials included in analysis 
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e
 


L
e


v
e
ti
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N
o
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e
 


P
re


g
a


b
a
lin


 


Amitriptyline -          


Capsaicin Patch 
2 RCTs


2,7
 


total n=818 
-         


Gabapentin 
1 RCT


10
 


total n=40 
1 RCT


11
 


total n=50 
-        


Gabapentin 
+Nortriptyline 


- - - 
1 RCT


4
 


total n=112 
      


Lacosamide 
1 RCT


15
 


total n=370 
- - - -      


Lamotrigine 
1 RCT


3
 


total n=36 
- - - - -     


Levetiracetam 
1 RCT


6
 


total n=78 
- - - - - -    


Nortriptyline - - - 
1 RCT


4
 


total n=112 
1 RCT


4
 


total n=112 
- - -   


Pregabalin 
6 
RCTs


1,5,9,12,13,14
 


total n=1595 
- - - - - - - -  


Topiramate 
1 RCT


8
 


total n=82 
- - - - - - - - - 


(1) Arezzo et al. (2008); (2) Backonja et al. (2008); (3) Breuer et al. (2007); (4) Gilron et al. (2012); (5) Guan et al. (2011); (6) Holbech et al. (2011); (7) Irving et al. (2011); (8) 
Khoromi et al. (2005); (9) Kim et al. (2011); (10) Levendoglu et al. (2004); (11) Morello et al. (1999); (12) Siddall et al. (2006); (13) Tolle et al. (2008); (14) van Seventer et al. 
(2006); (15) Wymer et al. (2009) 
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Table 62 oedema - relative effectiveness of all pairwise combinations 
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N
o
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e
 


P
re


g
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b
a
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T
o


p
ir


a
m


a
te


 


Placebo  - 
8.49 
(2.24, 32.17) 


8.20 
(0.40, 
169.90) 


- 
0.75 
(0.22, 2.49) 


0.29 
(0.03, 3.14) 


1.00 
(0.06, 16.58) 


- 
2.81 
(1.08, 
7.34) 


3.07 
(0.12, 
77.69) 


Amitriptyline 
10.79 
(0.08, 14860) 


 - 
1.57 
(0.24, 10.30) 


- - - - - - - 


Capsaicin Patch 
13.87 
(1.96, 
159.00) 


1.31 
(0.00, 
332.70) 


 - - - - - - - - 


Gabapentin 
16.70 
(0.41, 13570) 


1.68 
(0.08, 38.75) 


1.24 
(0.01, 1192) 


 
1.00 
(0.24, 4.21) 


- - - 
0.48 
(0.08, 2.74) 


- - 


Gabapentin 
+Nortriptyline 


17.85 
(0.16, 21750) 


1.64 
(0.03, 
100.80) 


1.28 
(0.01, 1848) 


0.98 
(0.06, 14.74) 


 - - - 
0.48 
(0.08, 2.74) 


- - 


Lacosamide 
0.79 
(0.06, 10.66) 


0.07 
(0.00, 18.86) 


0.06 
(0.00, 1.43) 


0.04 
(0.00, 4.28) 


0.04 
(0.00, 9.33) 


 - - - - - 


Lamotrigine 
0.22 
(0.00, 5.66) 


0.02 
(0.00, 7.85) 


0.01 
(0.00, 0.67) 


0.01 
(0.00, 1.90) 


0.01 
(0.00, 3.93) 


0.26 
(0.00, 17.09) 


 - - - - 


Levetiracetam 
1.02 
(0.01, 74.67) 


0.09 
(0.00, 63.84) 


0.07 
(0.00, 7.77) 


0.05 
(0.00, 16.83) 


0.05 
(0.00, 32.37) 


1.29 
(0.01, 
188.60) 


5.07 
(0.02, 1737) 


 - - - 


Nortriptyline 
7.62 
(0.06, 9749) 


0.71 
(0.01, 48.60) 


0.55 
(0.00, 
841.10) 


0.42 
(0.02, 7.19) 


0.43 
(0.02, 7.54) 


9.92 
(0.04, 18350) 


40.60 
(0.10, 
130600) 


8.09 
(0.01, 26410) 


 - - 


Pregabalin 
3.08 
(1.04, 9.50) 


0.29 
(0.00, 45.51) 


0.22 
(0.02, 2.11) 


0.18 
(0.00, 8.69) 


0.17 
(0.00, 21.63) 


3.91 
(0.23, 63.54) 


14.57 
(0.45, 988.40) 


3.03 
(0.04, 
236.10) 


0.41 
(0.00, 
59.01) 


 - 


Topiramate 5.44 0.53 0.39 0.31 0.32 7.18 29.40 6.02 0.75 1.77  
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(0.08, 3601) (0.00, 1644) (0.00, 
334.70) 


(0.00, 
498.60) 


(0.00, 
799.00) 


(0.05, 6997) (0.13, 49640) (0.01, 10700) (0.00, 2066) (0.02, 
1263) 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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Figure 38 oedema - relative effect of all options compared with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 63 oedema - rankings for each comparators 


 Probability best Median rank (95%CI) 


Placebo 0.018 4 (2, 7) 


Amitriptyline 0.035 8 (1, 11) 


Capsaicin Patch 0.000 8 (5, 11) 


Gabapentin 0.001 9 (4, 11) 


Gabapentin+Nortriptyline 0.011 9 (2, 11) 


Lacosamide 0.125 3 (1, 9) 


Lamotrigine 0.532 1 (1, 8) 


Levetiracetam 0.183 4 (1, 11) 


Nortriptyline 0.045 7 (1, 11) 


Pregabalin 0.001 6 (3, 10) 


Topiramate 0.050 7 (1, 11) 
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Figure 39 oedema - rank probability histograms 


 


Table 64 oedema - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


38.06 (compared to 35 data-
points) 128.09 108.211 29.879 167.969 


0.017 (95%CrI: 0.019, 
4.97) 


 


Table 65 oedema - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 30000 burn-ins and 50000 iterations. 


 Model convergence: poor autocorrelation for amitriptyline, gabapentin, 


nortriptyline and gabapentin+nortriptyline. This is likely to do with low event 


rates and because much of the data for 3 of these interventions came from 


the same 3-armed trial.  
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Summary GRADE profile 3n: Network meta-analysis for confusion 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Confusio
n 


11 
RCTs


a
 


n=3070 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 unclear about allocation concealment in 8 studies; there is uncertainty about comparability at baseline 


between groups in 6 studies (particularly for use of concomitant drugs); concomitant drugs permitted 
varies across the studies in the network 
2
 I


2
 was 0% for pregabalin and gabapentin vs placebo which may indicate that any inconsistency in the 


studies that form these comparisons might not be important (heterogeneity not possible for comparisons 
with only one trial); no loops so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 only one head-to-head trial; most links have one study; wide confidence intervals for the effect 


estimates of most interventions compared to placebo and for overall rankings within the network
 


a
 placebo-controlled trials: 


Duloxetine (n=48): Vranken et al. (2011) 


Gabapentin (n=465): Backonja et al. (1998), Gordh et al. (2008), Simpson (2001) 


Pregabalin (n=1186): Dworkin et al. (2003), Lesser et al. (2004), Stacey et al. (2008), van Seventer et al. 
(2006), Vranken et al. (2008) 


Topiramate (n=1269): Thienel et al. (2004) 


Head-to-head trials: 


Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009)
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 40 confusion - evidence network 
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Table 66 confusion - trials included in analysis 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


D
u


lo
x
e


ti
n
e
 


G
a


b
a


p
e


n
ti
n
 


P
re


g
a


b
a
lin


 


Amitriptyline -     


Duloxetine 
1 RCT


11
 


total n=48 
-    


Gabapentin 
3 RCTs


1,4,6
 


total n=465 
- -   


Pregabalin 
5 RCTs


3,5,7,9,10
 


total n=1186 
1 RCT


2
 


total n=102 
- -  


Topiramate 
1 RCT


8
 


total n=1269 
- - - - 


(1) Backonja et al. (1998); (2) Bansal et al. (2009); (3) Dworkin et al. (2003); (4) Gordh et al. (2008); (5) 
Lesser et al. (2004); (6) Simpson (2001); (7) Stacey et al. (2008); (8) Thienel et al. (2004); (9) van 
Seventer et al. (2006); (10) Vranken et al. (2008); (11) Vranken et al. (2011) 


 


Table 67 confusion - relative effectiveness of all pairwise combinations 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


D
u
lo


x
e


ti
n
e
 


G
a


b
a


p
e


n
ti
n
 


P
re


g
a


b
a
lin


 


T
o


p
ir


a
m


a
te


 


Placebo  - 
7.98 
(0.39, 
163.33) 


7.93 
(2.55, 24.66) 


2.95 
(1.26, 6.90) 


4.15 
(1.47, 11.71) 


Amitriptyline 
0.66 
(0.00, 30.05) 


 - - 
3.06 
(0.12, 76.88) 


- 


Duloxetine 
16.90 
(0.69, 
5799.00) 


33.37 
(0.16, 
112600.00) 


 - - - 


Gabapentin 
9.11 
(2.34, 44.58) 


14.54 
(0.25, 
6995.00) 


0.53 
(0.00, 19.71) 


 - - 


Pregabalin 
3.53 
(1.39, 10.13) 


5.29 
(0.14, 
2321.00) 


0.21 
(0.00, 6.05) 


0.39 
(0.06, 2.18) 


 - 


Topiramate 
4.48 
(1.04, 22.68) 


7.04 
(0.11, 
3371.00) 


0.26 
(0.00, 9.72) 


0.49 
(0.06, 4.01) 


1.27 
(0.20, 8.12) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 41 confusion - relative effect of all options compared with 
placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 68 confusion - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.394 2 (1, 3) 


Amitriptyline 0.571 1 (1, 6) 


Duloxetine 0.022 6 (2, 6) 


Gabapentin 0.001 5 (3, 6) 


Pregabalin 0.001 3 (2, 5) 


Topiramate 0.011 4 (2, 6) 
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Figure 42 confusion - rank probability histograms 
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Table 69 confusion - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


28.53 


(compared to 29 data-points) 
110.634 90.819 19.815 130.449 0.003 (95%CrI: 0.003, 1.720) 


 


Table 70 confusion - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 40000 burn-ins and 50000 iterations. 


 Model convergence: poor autocorrelation for duloxetine because only one 


study with no event in the placebo arm. 


 
Summary GRADE profile 3o: Network meta-analysis for cognitive 
impairment (including impaired attention) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


cognitive 
impairme
nt 
(including 
impaired 
attention) 


5 
RCTs


a
 


n=1636 


Very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 there is uncertainty about comparability at baseline between groups in 2 studies and there are 


differences between groups at baseline in 1 group (particularly for use of concomitant drugs); during 3 
studies, it was unclear if the same care was received by each group (these were usually to do with 
concomitant drug and rescue medication use); insufficient follow-up 2 studies and unclear in one; 
concomitant drugs permitted varies across the studies in the network 
2
 I


2 
was 68% for pregabalin vs placebo which may indicate moderate to substantial heterogeneity 


between the studies that make this comparison; there were some differences between direct and 
indirect comparisons for amitriptyline compared to pregabalin and nortriptyline, but comparison of a 
consistency and inconsistency models showed general consistency 
3
 all aspects of PICO conform to review protocol 


4
 no head-to-head trials; more than half of the links had only one trial; wide confidence intervals for the 


effect estimates of most interventions compared to placebo and for overall rankings within the network
 


a
 Amitriptyline (n=124): Max et al. (1988) 


Cannabis Sativa Extract (n=66): Rog et al. (2005) 


Pregabalin (n=177): Siddall et al. (2006), Vranken et al. (2008) 


Topiramate (n=1269): Thienel et al. (2004) 


(all compared to placebo)
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 43 cognitive impairment - evidence network 


 


Table 71 cognitive impairment - trials included in analysis 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


C
a
n


n
a


b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


P
re


g
a


b
a
lin


 


Amitriptyline 
1 RCT


1
 


total n=124 
   


Cannabis 
Sativa Extract 


1 RCT
2
 


total n=66 
-   


Pregabalin 
2 RCTs


3,5
 


total n=177 
- -  


Topiramate 
1 RCT


4
 


total n=1269 
- - - 


(1) Max et al. (1988); (2) Rog et al. (2005); (3) Siddall et al. (2006); (4) Thienel et al. (2004); (5) Vranken 
et al. (2008) 
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Table 72 cognitive impairment - relative effectiveness of all pairwise 
combinations 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


C
a


n
n


a
b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


P
re


g
a


b
a
lin


 


T
o


p
ir


a
m


a
te


 


Placebo  
9.62 
(0.51, 182.51) 


5.00 
(0.23, 108.25) 


1.69 
(0.19, 15.17) 


2.82 
(1.26, 6.31) 


Amitriptyline 
20.24 
(0.26, 
15040.00) 


 - - - 


Cannabis 
Sativa Extract 


11.02 
(0.11, 
7790.00) 


0.53 
(0.00, 1314.00) 


 - - 


Pregabalin 
1.71 
(0.15, 34.68) 


0.08 
(0.00, 18.26) 


0.15 
(0.00, 40.48) 


 - 


Topiramate 
2.83 
(0.14, 54.66) 


0.14 
(0.00, 24.90) 


0.25 
(0.00, 58.56) 


1.67 
(0.02, 73.16) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 44 cognitive impairment - relative effect of all options compared 
with placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 73 cognitive impairment - rankings for each comparators 


 Probability best Median rank (95%CI) 


Placebo 0.501 1 (1, 3) 


Amitriptyline 0.052 5 (1, 5) 


Cannabis Sativa Extract 0.110 4 (1, 5) 


Pregabalin 0.227 2 (1, 5) 


Topiramate 0.110 3 (1, 5) 
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Figure 45 cognitive impairment - rank probability histograms 


 


Table 74 cognitive impairment - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 20000 burn-ins and 50000 iterations. 


 Removed Gilron (2009) because nortriptyline, gabapentin, 


nortriptyline+gabapentin were not connected to the network. 
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Summary GRADE profile 3p: Network meta-analysis for mood 
disturbance (including depression and euphoria) 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


mood 
disturbanc
e 
(including 
depressio
n and 
euphoria) 


7 
RCTs


a
 


n=1148 


very 
serious


1
 


serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
 more than half of studies are crossover studies; there is uncertainty about comparability at baseline 


between groups in all but 2 studies (particularly for use of concomitant drugs); patients who completed 
the studies were not comparable between groups in 2 studies and it was unclear if they were 
comparable in another 2 studies; insufficient follow-up in all but 2 studies; concomitant drugs permitted 
varies across the studies in the network 
2
 I


2 
was 70% for pregabalin vs placebo which indicates considerable heterogeneity between the studies 


that make this comparison; no loops so no possibility of inconsistency between direct and indirect 
estimates 
3
 all aspects of PICO conform to review protocol 


4
 no head-to-head trials; more than half of the links had only one trial; wide confidence intervals for the 


effect estimates of most interventions compared to placebo and for overall rankings within the network
 


a
 Amitriptyline (n=124): Max et al. (1988) 


Cannabis Sativa Extract (n=66): Rog et al. (2005) 


Levetiracetam (n=138): Falah et al. (2012), Holbech et al. (2011) 


Pregabalin (n=738): Arezzo et al. (2008), Simpson et al. (2010), Stacey et al. (2008) 


Topiramate (n=82): Khoromi et al. (2005) 


(all are compared to placebo)
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial. 
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Figure 46 mood disturbance - evidence network 
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Table 75 mood disturbance - trials included in analysis 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


C
a


n
n


a
b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


L
e


v
e
ti
ra


c
e


ta
m


 


P
re


g
a


b
a
lin


 


Amitriptyline 
1 RCT


5
 


total n=124 
    


Cannabis 
Sativa Extract 


1 RCT
6
 


total n=66 
-    


Levetiracetam 
2 RCTs


2,3
 


total n=138 
- -   


Pregabalin 
3 RCTs


1,7,8
 


total n=738 
- - -  


Topiramate 
1 RCT


4
 


total n=82 
- - - - 


(1) Arezzo et al. (2008); (2) Falah et al. (2012); (3) Holbech et al. (2011); (4) Khoromi et al. (2005); (5) 
Max et al. (1988); (6) Rog et al. (2005); (7) Simpson et al. (2010); (8) Stacey et al. (2008) 


 


Table 76 mood disturbance - relative effectiveness of all pairwise 
combinations 


 P
la


c
e
b


o
 


A
m


it
ri
p


ty
lin


e
 


C
a
n


n
a


b
is


 


S
a


ti
v
a


 E
x
tr


a
c
t 


L
e


v
e
ti
ra


c
e


ta
m


 


P
re


g
a


b
a
lin


 


T
o


p
ir


a
m


a
te


 


Placebo  
9.62 
(0.51, 
182.51) 


5.00 
(0.23, 
108.25) 


2.96 
(0.52, 16.82) 


2.57 
(0.16, 41.27) 


7.55 
(0.38, 
150.87) 


Amitriptyline 
23.23 
(0.05, 
55050.00) 


 - - - - 


Cannabis 
Sativa Extract 


10.99 
(0.02, 
31370.00) 


0.46 
(0.00, 
10370.00) 


 - - - 


Levetiracetam 
3.38 
(0.04, 
252.20) 


0.14 
(0.00, 
270.20) 


0.29 
(0.00, 
647.70) 


 - - 


Pregabalin 
3.11 
(0.11, 92.74) 


0.13 
(0.00, 
153.90) 


0.28 
(0.00, 
351.70) 


0.92 
(0.00, 
226.90) 


 - 


Topiramate 
18.00 
(0.03, 
39850.00) 


0.76 
(0.00, 
14110.00) 


1.65 
(0.00, 
32710.00) 


5.56 
(0.00, 
33860.00) 


5.94 
(0.00, 
27240.00) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 
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Figure 47 mood disturbance - relative effect of all options compared with 
placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 77 mood disturbance - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.369 2 (1, 4) 


Amitriptyline 0.087 5 (1, 6) 


Cannabis Sativa Extract 0.149 4 (1, 6) 


Levetiracetam 0.169 3 (1, 6) 


Pregabalin 0.120 3 (1, 6) 


Topiramate 0.106 5 (1, 6) 
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Figure 48 mood disturbance - rank probability histograms 


 


Table 78 mood disturbance - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


18.15 


(compared to 17 data-points) 
58.807 43.947 14.86 73.667 0.082 (95%CrI: 0.277, 21.891) 


 


Table 79 mood disturbance - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 20000 burn-ins and 50000 iterations. 


 Removed Gilron (2009) because nortriptyline, gabapentin, 


nortriptyline+gabapentin were not connected to the network. 
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Summary GRADE profile 3q: Network meta-analysis for dry mouth 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Dry 
mouth 


34 
RCTs


a
 


n=5512 


very 
serious


1
 


serious
2
 not serious


3
 


very 
serious 


Very 
low 


 


Important 


1
 there is uncertainty about comparability at baseline between groups in 23 studies and there are 


differences between groups in 4 studies (particularly for use of concomitant drugs); during 21 studies, it 
was unclear if the same care was received by each group and in 3 studies the same care was not 
received (these were usually to do with concomitant drug and rescue medication use); average baseline 
severity ranged from 3.4 to 7 on a 11-point scale across the network; concomitant drugs permitted 
varies across the studies in the network; insufficient follow-up in 22 studies 
2
 was 60% for amitriptyline vs placebo which indicates moderate to substantial heterogeneity between 


the studies that make this comparison; I
2
 was 0% for most other comparisons with more than one trial 


and 28% for pregabalin vs placebo which may indicate that any inconsistency might not be important 
(heterogeneity not possible for comparisons with only one trial); there were some differences between 
direct and indirect comparisons for amitriptyline compared to pregabalin and nortriptyline, but 
comparison of a consistency and inconsistency models showed general consistency 
3
 all aspects of PICO conform to review protocol 


4
 the majority of links in the network have only one trial; few head-to-head trials; wide confidence 


intervals for the effect estimates of most interventions compared to placebo and for overall rankings 
within the network


 


a
 placebo-controlled trials: 


Amitriptyline (n=341): Cardenas et al. (2002), Kalso et al. (1995), Max et al. (1988), Robinson et al. 
(2004), Vrethem et al. (1997) 


Cannabis Sativa Extract (n=191): Nurmikko et al. (2007), Rog et al. (2005) 


Duloxetine (n=720): Gao et al. (2010), Goldstein et al. (2005), Vranken et al. (2011) 


Escitalopram (n=96): Otto et al. (2008) 


Gabapentin (n=574): Gordh et al. (2008), Rice & Maton (2001) 


Imipramine (n=80): Sindrup et al. (2003) 


Levetiracetam (n=150): Finnerup et al. (2009), Holbech et al. (2011) 


Morphine, Nortriptyline, Nortriptyline+Morphine (n=110): Khoromi et al. (2007) 


Oxycodone (n=159): Gimbel et al. (2003) 


Pregabalin (n=2362): Arezzo et al. (2008), Dworkin et al. (2003), Lesser et al. (2004), Richter et al. 
(2005), Sabatowski et al. (2004), Siddall et al. (2006), Simpson et al. (2010), Tolle et al. (2008), van 
Seventer et al. (2006) 


Tramadol (n=125): Norrbrink & Lundeberg (2009), Sindrup et al. (1999) 


Trazodone (n=18): Davidoff et al. (1987) 


Venlafaxine (n=110): Sindrup et al. (2003), Tasmuth et al. (2002) 


Head-to-head trials: 


Amitriptyline vs Nortriptyline (n=66): Watson et al. (1998) 


Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009) 


Gabapentin vs Gabapentin+Nortriptyline, Gabapentin+Nortriptyline vs Nortriptyline (n=112): Gilron et al. 
(2012) 


Gabapentin vs Nortriptyline (n=182): Chandra et al. (2006), Gilron et al. (2012) 


Imipramine vs Venlafaxine (n=80): Sindrup et al. (2003) 


Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine, Nortriptyline vs Nortriptyline+Morphine 
(n=110): Khoromi et al. (2007)


 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
 


 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix J 
(June 2013)   112 of 133 


1 Placebo


2 Amitriptyline


3 Cannabis Sativa Extract


4 Duloxetine


5 Escitalopram


6 Gabapentin


7 Gabapentin+Nortriptyline


8 Imipramine


9 Levetiracetam


10 Morphine


11 Nortriptyline


12 Nortriptyline+Morphine


13 Oxycodone


14 Pregabalin


15 Tramadol


16 Trazodone


17 Venlafaxine


1


2


34


5


6
7


8


9
10


11 12


13


14


15


16


17


 


Figure 49 dry mouth - evidence network 
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Table 80 dry mouth - trials included in analysis 
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Amitriptyline 
5 RCTs


3,14,17,23,34
 


total n=341 
               


Cannabis 
Sativa Extract 


2 RCTs
19,24


 
total n=191 


-               


Duloxetine 
3 RCTs


8,11,33
 


total n=720 
- -              


Escitalopram 
1 RCT


20
 


total n=96 
- - -             


Gabapentin 
2 RCTs


12,21
 


total n=574 
- - - -            


Gabapentin 
+Nortriptyline 


- - - - - 
1 RCT


9
 


total 
n=112 


          


Imipramine 
1 RCT


29
 


total n=80 
- - - - - -          


Levetiracetam 
2 RCTs


7,13
 


total n=150 
- - - - - - -         


Morphine 
1 RCT


15
 


total n=110 
- - - - - - - -        


Nortriptyline 
1 RCT


15
 


total n=110 


1 RCT
35


 
total 
n=66 


- - - 


2 
RCTs


4,9
 


total 
n=182 


1 RCT
9
 


total 
n=112 


- - 
1 RCT


15
 


total 
n=110 


      


Nortriptyline 
+Morphine 


1 RCT
15


 
total n=110 


- - - - - - - - 
1 RCT


15
 


total 
n=110 


1 RCT
15


 
total 
n=110 
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Oxycodone 
1 RCT


10
 


total n=159 
- - - - - - - - - - -     


Pregabalin 
9 
RCTs


1,6,16,22,25,26,27,31,32
 


total n=2362 


1 RCT
2
 


total 
n=102 


- - - - - - - - - - -    


Tramadol 
2 RCTs


18,28
 


total n=125 
- - - - - - - - - - - - -   


Trazodone 
1 RCT


5
 


total n=18 
- - - - - - - - - - - - - -  


Venlafaxine 
2 RCTs


29,30
 


total n=110 
- - - - - - 


1 RCT
29


 
total 
n=80 


- - - - - - - - 


(1) Arezzo et al. (2008); (2) Bansal et al. (2009); (3) Cardenas et al. (2002); (4) Chandra et al. (2006); (5) Davidoff et al. (1987); (6) Dworkin et al. (2003); (7) Finnerup et al. 
(2009); (8) Gao et al. (2010); (9) Gilron et al. (2012); (10) Gimbel et al. (2003); (11) Goldstein et al. (2005); (12) Gordh et al. (2008); (13) Holbech et al. (2011); (14) Kalso et al. 
(1995); (15) Khoromi et al. (2007); (16) Lesser et al. (2004); (17) Max et al. (1988); (18) Norrbrink & Lundeberg (2009); (19) Nurmikko et al. (2007); (20) Otto et al. (2008); (21) 
Rice & Maton (2001); (22) Richter et al. (2005); (23) Robinson et al. (2004); (24) Rog et al. (2005); (25) Sabatowski et al. (2004); (26) Siddall et al. (2006); (27) Simpson et al. 
(2010); (28) Sindrup et al. (1999); (29) Sindrup et al. (2003); (30) Tasmuth et al. (2002); (31) Tolle et al. (2008); (32) van Seventer et al. (2006); (33) Vranken et al. (2011); (34) 
Vrethem et al. (1997); (35) Watson et al. (1998) 
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Table 81 dry mouth - relative effectiveness of all pairwise combinations 
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Placebo  
2.46 
(1.05, 
5.74) 


4.79 
(1.42, 
16.10) 


1.73 
(0.85, 
3.51) 


1.00 
(0.14, 
7.40) 


3.87 
(1.27, 
11.83) 


- 
5.29 
(1.36, 
20.53) 


0.42 
(0.06, 
2.95) 


1.00 
(0.30, 
3.32) 


1.81 
(0.61, 
5.40) 


1.39 
(0.45, 
4.31) 


7.07 
(1.54, 
32.44) 


3.97 
(1.87, 
8.41) 


3.72 
(1.56, 
8.86) 


6.33 
(0.26, 
152.86
) 


1.55 
(0.53
, 
4.48) 


Amitriptyline 
3.89 
(1.69, 
9.84) 


 - - - - - - - - 
0.66 
(0.19, 
2.35) 


- - 
0.19 
(0.01, 
4.11) 


- - - 


Cannabis 
Sativa Extract 


6.32 
(1.08, 
47.16) 


1.62 
(0.22, 
13.81) 


 - - - - - - - - - - - - - - 


Duloxetine 
1.86 
(0.53, 
6.84) 


0.48 
(0.10, 
2.21) 


0.29 
(0.03, 
2.65) 


 - - - - - - - - - - - - - 


Escitalopram 
0.98 
(0.06, 
17.49) 


0.25 
(0.01, 
5.00) 


0.15 
(0.00, 
4.53) 


0.53 
(0.02, 
12.14) 


 - - - - - - - - - - - - 


Gabapentin 
1.37 
(0.40, 
5.08) 


0.35 
(0.08, 
1.48) 


0.22 
(0.02, 
1.94) 


0.74 
(0.12, 
4.50) 


1.40 
(0.06, 
32.72) 


 
6.92 
(2.77, 
17.27) 


- - - 
14.07 
(1.58, 
124.90) 


- - - - - - 


Gabapentin 
+Nortriptyline 


8.15 
(1.14, 
63.64) 


2.10 
(0.25, 
16.95) 


1.28 
(0.08, 
19.54) 


4.37 
(0.41, 
48.89) 


8.30 
(0.26, 
284.50) 


5.94 
(1.00, 
36.54) 


 - - - 
0.93 
(0.44, 
1.95) 


- - - - - - 


Imipramine 
6.28 
(0.83, 
51.86) 


1.61 
(0.17, 
15.25) 


0.99 
(0.06, 
15.64) 


3.36 
(0.30, 
39.46) 


6.41 
(0.19, 
219.50) 


4.58 
(0.40, 
51.67) 


0.77 
(0.04, 
13.37) 


 - - - - - - - - 


0.26 
(0.08
, 
0.89) 


Levetiraceta
0.33 
(0.02, 


0.08 
(0.00, 


0.05 
(0.00, 


0.18 
(0.01, 


0.33 
(0.01, 


0.24 
(0.01, 


0.04 
(0.00, 


0.05 
(0.00, 


 - - - - - - - - 
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m 3.48) 1.03) 1.02) 2.58) 13.89) 3.42) 0.87) 1.19) 


Morphine 
1.97 
(0.27, 
14.21) 


0.50 
(0.06, 
3.95) 


0.31 
(0.02, 
4.42) 


1.05 
(0.10, 
10.70) 


2.01 
(0.06, 
64.01) 


1.44 
(0.16, 
11.77) 


0.24 
(0.02, 
2.98) 


0.31 
(0.02, 
5.32) 


6.01 
(0.27, 
177.90) 


 
1.81 
(0.61, 
5.40) 


1.39 
(0.45, 
4.31) 


- - - - - 


Nortriptyline 
6.47 
(1.90, 
24.42) 


1.67 
(0.42, 
6.57) 


1.02 
(0.10, 
9.30) 


3.47 
(0.59, 
21.62) 


6.61 
(0.29, 
156.30) 


4.71 
(1.37, 
16.89) 


0.79 
(0.13, 
4.70) 


1.03 
(0.09, 
11.85) 


19.78 
(1.38, 
427.00) 


3.30 
(0.50, 
24.14) 


 
0.77 
(0.28, 
2.11) 


- - - - - 


Nortriptyline 
+Morphine 


2.78 
(0.41, 
19.16) 


0.72 
(0.09, 
5.37) 


0.44 
(0.03, 
6.03) 


1.49 
(0.15, 
14.78) 


2.84 
(0.09, 
91.01) 


2.03 
(0.25, 
15.94) 


0.34 
(0.03, 
4.05) 


0.44 
(0.03, 
7.34) 


8.49 
(0.40, 
244.90) 


1.41 
(0.17, 
11.76) 


0.43 
(0.06, 
2.71) 


 - - - - - 


Oxycodone 
8.57 
(0.87, 
117.40) 


2.21 
(0.18, 
33.13) 


1.36 
(0.06, 
31.20) 


4.63 
(0.33, 
82.69) 


8.91 
(0.22, 
415.70) 


6.32 
(0.44, 
111.40) 


1.07 
(0.05, 
27.23) 


1.38 
(0.06, 
36.74) 


26.99 
(0.96, 
1169.00) 


4.44 
(0.21, 
114.80) 


1.33 
(0.09, 
23.26) 


3.14 
(0.15, 
77.23) 


 - - - - 


Pregabalin 
4.08 
(1.96, 
8.95) 


1.05 
(0.33, 
3.14) 


0.65 
(0.08, 
4.46) 


2.20 
(0.49, 
9.57) 


4.17 
(0.21, 
80.89) 


2.99 
(0.67, 
12.65) 


0.50 
(0.06, 
4.12) 


0.65 
(0.07, 
5.74) 


12.30 
(1.06, 
227.40) 


2.08 
(0.26, 
17.41) 


0.63 
(0.14, 
2.64) 


1.47 
(0.19, 
11.56) 


0.48 
(0.03, 
5.35) 


 - - - 


Tramadol 
3.90 
(0.83, 
18.49) 


1.01 
(0.16, 
5.71) 


0.61 
(0.05, 
6.47) 


2.10 
(0.28, 
15.32) 


3.98 
(0.15, 
101.70) 


2.84 
(0.38, 
20.52) 


0.48 
(0.04, 
5.79) 


0.62 
(0.04, 
8.03) 


11.84 
(0.70, 
287.00) 


1.99 
(0.16, 
24.16) 


0.60 
(0.08, 
4.36) 


1.41 
(0.12, 
16.71) 


0.45 
(0.02, 
7.20) 


0.95 
(0.17, 
5.35) 


 - - 


Trazodone 


13.20 
(0.32, 
6976.00
) 


3.41 
(0.07, 
1854.00
) 


2.15 
(0.03, 
1305.00
) 


7.25 
(0.14, 
4141.00
) 


14.65 
(0.12, 
11430.00
) 


9.74 
(0.19, 
5731.00
) 


1.68 
(0.02, 
1068.00
) 


2.20 
(0.03, 
1439.00
) 


44.68 
(0.47, 
34750.00
) 


7.14 
(0.10, 
4453.00
) 


2.08 
(0.04, 
1143.00
) 


5.00 
(0.07, 
3144.00
) 


1.59 
(0.02, 
1167.00
) 


3.24 
(0.07, 
1754.00
) 


3.49 
(0.06, 
2013.00
) 


 - 


Venlafaxine 
1.59 
(0.30, 
8.59) 


0.41 
(0.06, 
2.63) 


0.25 
(0.02, 
2.93) 


0.85 
(0.10, 
6.99) 


1.63 
(0.06, 
44.16) 


1.16 
(0.14, 
9.28) 


0.19 
(0.01, 
2.59) 


0.25 
(0.03, 
1.86) 


4.84 
(0.27, 
125.10) 


0.81 
(0.06, 
10.87) 


0.24 
(0.03, 
1.96) 


0.57 
(0.05, 
7.37) 


0.18 
(0.01, 
3.18) 


0.39 
(0.06, 
2.46) 


0.41 
(0.04, 
4.03) 


0.12 
(0.00, 
7.15) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
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shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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 MTC


 Direct pairwise


 


Figure 50 dry mouth - relative effect of all options compared with 
placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 82 dry mouth - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.022 4 (2, 7) 


Amitriptyline 0.000 10 (6, 15) 


Cannabis Sativa Extract 0.002 13 (4, 17) 


Duloxetine 0.015 6 (2, 14) 


Escitalopram 0.213 4 (1, 16) 


Gabapentin 0.032 5 (1, 11) 


Gabapentin+Nortriptyline 0.001 14 (5, 17) 


Imipramine 0.003 13 (3, 17) 


Levetiracetam 0.577 1 (1, 10) 


Morphine 0.040 7 (1, 15) 


Nortriptyline 0.000 13 (7, 17) 


Nortriptyline+Morphine 0.017 8 (2, 16) 


Oxycodone 0.004 14 (3, 17) 


Pregabalin 0.000 11 (6, 15) 


Tramadol 0.004 10 (3, 16) 


Trazodone 0.024 16 (2, 17) 


Venlafaxine 0.045 6 (1, 14) 
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Figure 51 dry mouth - rank probability histograms 


 


Table 83 dry mouth - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


87.35 


(compared to 85 data-points) 
354.093 285.117 68.976 423.069 0.591 (95%CrI: 0.224, 1.753) 


 


Table 84 dry mouth - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 10000 burn-ins and 50000 iterations. 


 Model convergence: poor autocorrelation for tramadol because there is 


only one study with low event rates for this intervention. 
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Summary GRADE profile 3r: Network meta-analysis for urine retention 


Outcome Number 
of 
Studies 


Limitations Inconsistency Indirectness Imprecision Quality Importance 


Urine 
retention 


10 
RCTs


a
 


n=844 
very serious


1
 not serious


2
 not serious


3
 very serious


4
 very low 


 


Important 


1
 half of studies are crossover studies; it was unclear if treatment groups were comparable at baseline in 


7 studies, particularly for concomitant drug use and treatment groups were not comparable at baseline 
in 2 studies; all but one study had insufficient follow-up; during 5 studies, it was unclear if the same care 
was received by each group and during 2 studies the same care was not received in both groups (this 
was particularly with concomitant drug and rescue medication use); concomitant drugs permitted varies 
across the studies in the network  
2
 I


2
 was 0% for amitriptyline vs placebo which may indicate that any inconsistency might not be 


important (heterogeneity not possible for comparisons which have only one trial); appears to be 
consistency between direct and indirect estimates  
3
 all aspects of PICO conform to review protocol 


4
 most links have only one trial; few head-to-head trials; wide confidence intervals for the effect 


estimates of most interventions compared to placebo and for overall rankings within the network
 


a
 placebo-controlled trials: 


Amitriptyline (n=191): Cardenas et al. (2002), Robinson et al. (2004), Vrethem et al. (1997) 


Escitalopram (n=96): Otto et al. (2008) 


Levetiracetam (n=78): Holbech et al. (2011) 


Tramadol (n=125): Boureau et al. (2003) 


Trazodone (n=18): Davidoff et al. (1987) 


Head-to-head trials: 


Amitriptyline vs Nortriptyline (n=66): Watson et al. (1998) 


Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009) 


Gabapentin vs Gabapentin+Nortriptyline, Gabapentin vs Nortriptyline, Gabapentin+Nortriptyline vs 
Nortriptyline (n=112): Gilron et al. (2012)


 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 52 urine retention - evidence network 
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Table 85 urine retention - trials included in analysis 
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T
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Amitriptyline 
3 RCTs


3,8,9
 


total n=191 
        


Escitalopram 
1 RCT


7
 


total n=96 
-        


Gabapentin - - -       


Gabapentin 
+Nortriptyline 


- - - 
1 RCT


5
 


total n=112 
     


Levetiracetam 
1 RCT


6
 


total n=78 
- - - -     


Nortriptyline - 
1 RCT


10
 


total n=66 
- 


1 RCT
5
 


total n=112 
1 RCT


5
 


total n=112 
-    


Pregabalin - 
1 RCT


1
 


total n=102 
- - - - -   


Tramadol 
1 RCT


2
 


total n=125 
- - - - - - -  


Trazodone 
1 RCT


4
 


total n=18 
- - - - - - - - 


(1) Bansal et al. (2009); (2) Boureau et al. (2003); (3) Cardenas et al. (2002); (4) Davidoff et al. (1987); (5) Gilron et al. (2012); (6) Holbech et al. (2011); (7) Otto et al. (2008); 
(8) Robinson et al. (2004); (9) Vrethem et al. (1997); (10) Watson et al. (1998) 
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Table 86 urine retention - relative effectiveness of all pairwise combinations 
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Placebo  
1.04 
(0.34, 3.21) 


3.06 
(0.12, 77.09) 


- - 
3.08 
(0.12, 77.91) 


- - 
0.98 
(0.06, 16.09) 


3.35 
(0.12, 
93.83) 


Amitriptyline 
1.23 
(0.09, 27.79) 


 - - - - 
0.32 
(0.01, 8.23) 


0.19 
(0.01, 4.11) 


- - 


Escitalopram 
5.28 
(0.02, 6831) 


4.21 
(0.01, 7331) 


 - - - - - - - 


Gabapentin 
0.04 
(0.00, 138.00) 


0.04 
(0.00, 52.90) 


0.01 
(0.00, 123.70) 


 
2.04 
(0.18, 23.13) 


- 
3.11 
(0.31, 30.88) 


- - - 


Gabapentin 
+Nortriptyline 


0.12 
(0.00, 347.90) 


0.10 
(0.00, 128.00) 


0.02 
(0.00, 335.20) 


2.55 
(0.02, 619.00) 


 - 
1.53 
(0.25, 9.52) 


- - - 


Levetiracetam 
5.53 
(0.02, 9690) 


4.52 
(0.01, 11690) 


1.09 
(0.00, 9885) 


166.90 
(0.01, 17330000) 


59.87 
(0.00, 4580000) 


 - - - - 


Nortriptyline 
0.21 
(0.00, 119.10) 


0.17 
(0.00, 37.95) 


0.03 
(0.00, 160.60) 


4.24 
(0.04, 931.50) 


1.65 
(0.02, 176.90) 


0.03 
(0.00, 146.50) 


 - - - 


Pregabalin 
0.11 
(0.00, 51.01) 


0.09 
(0.00, 15.18) 


0.02 
(0.00, 69.89) 


2.28 
(0.00, 83560) 


0.87 
(0.00, 18820) 


0.02 
(0.00, 72.04) 


0.52 
(0.00, 3947) 


 - - 


Tramadol 
1.02 
(0.00, 245.00) 


0.82 
(0.00, 309.90) 


0.18 
(0.00, 394.00) 


25.16 
(0.00, 1197000) 


9.38 
(0.00, 292100) 


0.16 
(0.00, 376.30) 


5.36 
(0.00, 61660) 


9.89 
(0.00, 111200) 


 - 


Trazodone 
5.98 
(0.03, 8392) 


4.91 
(0.01, 9762) 


1.14 
(0.00, 8618) 


169.00 
(0.01, 14310000) 


64.02 
(0.00, 3584000) 


1.02 
(0.00, 8784) 


36.12 
(0.01, 818300) 


65.05 
(0.02, 1977000) 


6.42 
(0.00, 
47580) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
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Figure 53 urine retention - relative effect of all options compared with 
placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 87 urine retention - rankings for each comparators 


 Probability best Median rank (95%CI) 


Placebo 0.007 6 (2, 8) 


Amitriptyline 0.003 6 (3, 9) 


Escitalopram 0.026 8 (1, 10) 


Gabapentin 0.365 2 (1, 9) 


Gabapentin+Nortriptyline 0.137 3 (1, 10) 


Levetiracetam 0.024 8 (2, 10) 


Nortriptyline 0.042 4 (1, 9) 


Pregabalin 0.294 3 (1, 9) 


Tramadol 0.078 6 (1, 10) 


Trazodone 0.025 8 (2, 10) 
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Figure 54 urine retention - rank probability histograms 


 
Table 88 urine retention - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


22.87 (compared to 21 data-
points) 


67.756 49.941 17.815 85.571 0.000 (95%CI 0.002, 
20.504) 


 
Table 89 urine retention - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 20000 burn-ins and 50000 iterations. 
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Summary GRADE profile 3s: Network meta-analysis for weight gain 


Outcom
e 


Numbe
r of 
Studie
s 


Limitation
s 


Inconsistenc
y 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Weight 
gain 


14 
RCTs


a
 


n=3170 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


Very 
low 


 


Important 


1
over half of studies were unclear about allocation concealment; there is uncertainty about comparability 


at baseline between groups in all but 2 studies (particularly for use of concomitant drugs); during 9 
studies, it was unclear if the same care was received by each group, particularly with concomitant drug 
and rescue medication use; average baseline severity ranged from 4.5 to 7.7 on a 11-point scale across 
the network; concomitant drugs permitted varies across the studies in the network 
2
 I


2
 was 0% pregabalin vs placebo which may indicate that any inconsistency might not be important 


(heterogeneity not possibly for comparisons where there is only one trial); there appear to be some 
differences in direct and indirect estimates on visual inspection but comparison of a consistency and 
inconsistency models showed general consistency 
3
 all aspects of PICO conform to review protocol 


4
 all but one link has only one trial; wide confidence intervals for the effect estimates of most 


interventions compared to placebo and for overall rankings within the network
 


a
 Placebo-controlled trials: 


Morphine, nortriptyline, nortriptyline+morphine (n=110): Khoromi et al. (2007) 


Pregabalin (n=2625): Arezzo et al. (2008), Freynhagen et al. (2005), Guan et al. (2011), Kim et al. 
(2011), Richter et al. (2005), Satoh et al. (2011), Stacey et al. (2008), Tolle et al. (2008), van Seventer et 
al. (2006) 


Valproate (n=41): Agrawal et al. (2009) 


Head-to-head trials: 


Amitriptyline vs Gabapentin (n=50): Morello et al. (1999) 


Amitriptyline vs Nortriptyline (n=66): Watson et al. (1998) 


Gabapentin vs Gabapentin+Nortriptyline, Gabapentin vs Nortriptyline, Gabapentin+Nortriptyline vs 
Nortriptyline (n=112): Gilron et al. (2012)


 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 55 Weight gain - evidence network 
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Table 90 Weight gain - trials included in analysis 
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Amitriptyline -        


Gabapentin - 
1 RCT


8
 


total n=50 
      


Gabapentin 
+Nortriptyline 


- - 
1 RCT


4
 


total n=112 
     


Morphine 
1 RCT


6
 


total n=110 
- - -     


Nortriptyline 
1 RCT


6
 


total n=110 
1 RCT


14
 


total n=66 
1 RCT


4
 


total n=112 
1 RCT


4
 


total n=112 
1 RCT


6
 


total n=110 
   


Nortriptyline 
+Morphine 


1 RCT
6
 


total n=110 
- - - 


1 RCT
6
 


total n=110 
1 RCT


6
 


total n=110 
  


Pregabalin 
9 
RCTs


2,3,5,7,9,10,11,12,13
 


total n=2625 
- - - - - -  


Valproate 
1 RCT


1
 


total n=41 
- - - - - - - 


(1) Agrawal et al. (2009); (2) Arezzo et al. (2008); (3) Freynhagen et al. (2005); (4) Gilron et al. (2012); (5) Guan et al. (2011); (6) Khoromi et al. (2007); (7) Kim et al. (2011); (8) 
Morello et al. (1999); (9) Richter et al. (2005); (10) Satoh et al. (2011); (11) Stacey et al. (2008); (12) Tolle et al. (2008); (13) van Seventer et al. (2006); (14) Watson et al. 
(1998) 
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Table 91 Weight gain - relative effectiveness of all pairwise combinations 
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Placebo  - - - 
1.00 
(0.02, 51.29) 


5.19 
(0.24, 110.57) 


1.00 
(0.02, 51.29) 


5.92 
(3.13, 11.21) 


1.05 
(0.02, 55.37) 


Amitriptyline 
152.70 
(2.27, 259700.00) 


 
0.06 
(0.00, 1.11) 


- - 
0.19 
(0.01, 4.07) 


- - - 


Gabapentin 
7.02 
(0.12, 6836.00) 


0.05 
(0.00, 0.45) 


 
0.33 
(0.01, 8.21) 


- 
1.00 
(0.06, 16.39) 


- - - 


Gabapentin 
+Nortriptyline 


1.40 
(0.00, 1939.00) 


0.01 
(0.00, 0.52) 


0.22 
(0.00, 7.08) 


 - 
3.05 
(0.12, 76.59) 


- - - 


Morphine 
0.78 
(0.00, 785.10) 


0.01 
(0.00, 0.38) 


0.11 
(0.00, 6.54) 


0.58 
(0.00, 530.30) 


 
5.19 
(0.24, 110.57) 


1.00 
(0.02, 51.29) 


- - 


Nortriptyline 
8.52 
(0.44, 6861.00) 


0.07 
(0.00, 0.85) 


1.36 
(0.13, 16.63) 


6.16 
(0.26, 
3601.00) 


10.98 
(0.48, 
7998.00) 


 
0.19 
(0.01, 4.11) 


- - 


Nortriptyline 
+Morphine 


0.81 
(0.00, 903.20) 


0.01 
(0.00, 0.38) 


0.11 
(0.00, 7.23) 


0.56 
(0.00, 599.60) 


1.03 
(0.00, 840.70) 


0.09 
(0.00, 2.07) 


 - - 


Pregabalin 
7.32 
(3.91, 15.12) 


0.05 
(0.00, 3.33) 


1.06 
(0.00, 64.44) 


5.26 
(0.00, 
7092.00) 


9.36 
(0.01, 
7705.00) 


0.84 
(0.00, 18.65) 


9.41 
(0.01, 
6615.00) 


 - 


Valproate 
0.91 
(0.00, 614.90) 


0.01 
(0.00, 10.78) 


0.12 
(0.00, 178.20) 


0.61 
(0.00, 
7268.00) 


1.21 
(0.00, 
9786.00) 


0.09 
(0.00, 85.60) 


1.12 
(0.00, 
8335.00) 


0.12 
(0.00, 86.42) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus 
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the 
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence 
intervals. 
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Figure 56 Weight gain - relative effect of all options compared with 
placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 92 Weight gain - rankings for each comparators 


 Probability best Median rank (95%CI) 


Placebo 0.117 3 (1, 7) 


Amitriptyline 0.000 9 (7, 9) 


Gabapentin 0.009 6 (2, 8) 


Gabapentin+Nortriptyline 0.184 4 (1, 8) 


Morphine 0.222 3 (1, 7) 


Nortriptyline 0.000 7 (4, 8) 


Nortriptyline+Morphine 0.203 3 (1, 8) 


Pregabalin 0.000 6 (3, 9) 


Valproate 0.265 3 (1, 9) 
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Figure 57 Weight gain - rank probability histograms 


 


Table 93 weight gain - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


36.76 


(compared to 39 data-points) 
143.467 120.917 22.55 166.016 0.000 (95%CrI: 0.000, 0.628) 


 


Table 94 weight gain - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 50000 burn-ins and 100000 iterations. 


 Model convergence: very poor for most of the interventions due to low 


event rates.  
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Summary GRADE profile 3t: Network meta-analysis for gait disturbance 


Outcome Numbe
r of 
Studie
s 


Limitation
s 


Inconsisten
cy 


Indirectnes
s 


Imprecisio
n 


Qualit
y 


Importanc
e 


Gait 
disturbanc
e 


3 
RCTs


a
 


n=567 


very 
serious


1
 


not serious
2
 not serious


3
 


very 
serious


4
 


very 
low  


 


Important 


1
 unclear about appropriate method of randomisation or allocation concealment in two studies; baseline 


pain severity slightly smaller in patients treated with gabapentin than patients treated with pregabalin; 
concomitant drugs permitted varies across the studies in the network; during the studies, there is 
unclear concomitant drug or rescue medication use between groups in two studies 
2
 I


2
 is 0% for pregabalin vs placebo so any inconsistency might not be important (heterogeneity not 


possible for gabapentin vs placebo since there is only one trial that forms this comparison); no loops in 
networks so no possibility of inconsistency between direct and indirect estimates 
3
 all aspects of PICO conform to review protocol 


4
 one link has only one trial; no head-to-head trial; wide confidence intervals for the effect estimates of 


most interventions compared to placebo and for overall rankings within the network
 


a
 Gabapentin (n=26): Hahn et al. (2004) 


Pregabalin (n=541): Dworkin et al. (2003), van Seventer et al. (2006) 


[all compared to placebo]
 


Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
 


 


1 Placebo


2 Gabapentin


3 Pregabalin


1


2


3


 


Figure 58 Gait disturbance - evidence network 


 


Table 95 Gait disturbance - trials included in analysis 


 P
la


c
e
b


o
 


G
a


b
a


p
e


n
ti
n
 


Gabapentin 
1 RCT


2
 


total n=26 
 


Pregabalin 
2 RCTs


1,3
 


total n=541 
- 


(1) Dworkin et al. (2003); (2) Hahn et al. (2004); (3) van Seventer et al. (2006) 
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Table 96 Gait disturbance - relative effectiveness of all pairwise 
combinations 


 


  P
la


c
e
b


o
 


G
a


b
a


p
e


n
ti
n
 


P
re


g
a


b
a
lin


 


Placebo  
2.33 
(0.44, 12.40) 


6.36 
(1.16, 34.99) 


Gabapentin 
2.56 
(0.07, 99.78) 


 - 


Pregabalin 
9.00 
(0.73, 252.70) 


3.65 
(0.04, 488.00) 


 


Values given are odds ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, 
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate 
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. 
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects 
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% 
confidence intervals. 


 


0.0625 0.25 1 4 16 64 256


Gabapentin


Pregabalin


Odds Ratio -v- Placebo


 MTC


 Direct pairwise
 


Figure 59 Gait disturbance - relative effect of all options compared with 
placebo 


(solid error bars are 95% credible intervals while dashed error bars are 95% 
confidence intervals) 


Table 97 Gait disturbance - rankings for each comparator 


 Probability best Median rank (95%CI) 


Placebo 0.737 1 (1, 2) 


Gabapentin 0.236 2 (1, 3) 


Pregabalin 0.028 3 (1, 3) 
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Figure 60 Gait disturbance - rank probability histograms 


 


Table 98 Gait disturbance - model fit statistics 


Residual deviance Dbar Dhat pD DIC tau-squared 


7.192 


(compared to 8 data-points) 
28.679 22.382 6.297 34.976 0.001 (95%CrI: 0.002, 15.711) 


 


Table 99 Gait disturbance - notes 


 Random-effects model was used, with 0.5 added to cells of trials with 1 or 


more zero cell-count. 


 10000 burn-ins and 50000 iterations. 
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Appendix K Evidence syntheses for health 1 


economic model 2 


Dedicated evidence syntheses were performed to provide estimates of 3 


efficacy and safety for the health economic model. These conformed to the 4 


methods set out in appendix L, with some additional features as detailed 5 


below.  6 


1 All neuropathic pain 7 


1.1 Efficacy 8 


1.1.1 30% and 50% pain relief 9 


Basis of model 10 


The model categorises people into those with less than 30% pain relief, those 11 


with more than 30% but less than 50% pain relief and those with 50% pain 12 


relief or greater. The probability of achieving each of these outcomes with 13 


each of the drugs is derived from a single synthesis model that incorporates 14 


reported 30% and 50% response rates from all trials reporting 1 or both 15 


(network meta-analysis for ordered categorical data using a generalised linear 16 


model with probit link function; see Dias et al., NICE DSU Technical Support 17 


Document 2 for technical details). 18 


Relative effects are estimated as z-scores – standard deviations on a 19 


standard normal distribution – which can then be converted into probabilities. 20 


Please note that the use of a standard normal distribution for this 21 


transformation does not imply any assumption about the distribution of the 22 


underlying variable (in this case, pain relief): the model is not configured to 23 


recognise relief as fundamentally associated with the quantities 30% and 24 


50%; rather, it treats these thresholds as arbitrary and estimates response 25 


probabilities from the response data alone. 26 


More formally, the probability (p) of patients in arm k of trial i achieving 27 


category j is modelled as 28 



http://www.nicedsu.org.uk/TSD2%20General%20meta%20analysis%20corrected%20Mar2013.pdf

http://www.nicedsu.org.uk/TSD2%20General%20meta%20analysis%20corrected%20Mar2013.pdf
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  1, 1  kttjiikj Izp
iik


 , (1) 


where Φ represents the cumulative distribution function of the standard 1 


normal distribution, μi is the trial-specific baseline probability of achieving the 2 


first response category with the ‘control’ treatment, zj represents the 3 


differences on the standard normal scale between the response to category j 4 


and the response to category j−1, 
1, iik tt  is the trial-specific treatment effect of 5 


the treatment in arm k relative to the treatment in arm 1 (the ‘control’ 6 


treatment), and I{k≠1} is an indicator function taking the value 0 where 7 


treatment k is the 'control' treatment, and 1 otherwise. The choice of which 8 


treatment is designated as 'control' is arbitrary. In the syntheses reported 9 


here, placebo arms, where available, were assumed to be the ‘control’; in the 10 


case of head-to-head trials, the distinction was made alphabetically. The zjs 11 


are modelled as fixed effects – that is, a single estimate of the difference 12 


between categories is shared across all trials. 13 


Data from all follow-up times are included in the synthesis of relative effects, 14 


to provide a single estimate of relative probability of response for each 15 


treatment compared with a common baseline (placebo). In the few instances 16 


where a trial provided estimates of response at more than 1 timepoint, only 17 


the latest-reported was used, to avoid double-counting of trial participants. 18 


These probabilities are then applied to a series of absolute probabilities of 19 


response, estimated in a separate baseline model comprising data from the 20 


placebo arms of all included trials (see Dias et al., NICE DSU Technical 21 


Support Document 5 for technical details). These juncture-specific absolute 22 


(baseline) results and the time-independent estimates of relative effect are 23 


combined to estimate probability of response over time (at 4, 8, 12, 16 and 20 24 


weeks’ follow-up). 25 


For instance, if the probability of achieving 50% pain relief with placebo after 26 


8 weeks’ treatment is 0.185 and the z-score associated with gabapentin 27 


compared with placebo is −0.367, the probability of 50% response with 28 


gabapentin can be estimated as 29 



http://www.nicedsu.org.uk/TSD5%20Baseline.final%20report.08.05.12.pdf

http://www.nicedsu.org.uk/TSD5%20Baseline.final%20report.08.05.12.pdf
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299.0


367.0185.011 1





 


, 1 


where Φ again represents the cumulative distribution function of the standard 2 


normal distribution, and Φ-1 is the inverse function of the same. 3 


Models presented 4 


Two models are presented. Each relies on an identical dataset comprising 5 


response probabilities from all available trials. However, in recognition of 6 


heterogeneity of dosages investigated in the included trials, the second model 7 


(Table 4) includes an additional term for each comparator, which estimates 8 


the relationship between dose and effect in reported response rates. This 9 


term is incorporated as an additional coefficient in the linear model; in this 10 


way, estimated probability of response becomes a combination of baseline 11 


(placebo) expectation + relative effect for the drug in question + amount effect 12 


is observed to vary with dose (the covariate is centred around the mean dose 13 


for the comparator in the dataset). 14 


Expressed algebraically, the model in equation (1) is extended such that 


        11, 111  ktittiktttjiikj Ixxxxzp
iiikiktik


 , 


(2) 


where 
ikt and 


1it
 are dose–response coefficients for the ‘treatment’ and 15 


‘control’ arms of each comparison, ikx  and 1ix represent the doses at which 16 


the treatments in these arms were delivered, and 
iktx  and 


1it
x  are the mean 17 


doses observed for those treatments in the dataset under synthesis. 18 


Using this model, estimates of response probability can be computed for any 19 


specified dose level. The GDG was asked to estimate typical maintenance 20 


dosages for each drug in the decision-set, and these values were used as the 21 


expected dosage with which effects were calculated. For some less 22 


commonly used drugs, the GDG was unable to provide estimates of typical 23 


practice; for these, the mean value of dosages used in the trials was used 24 


instead. 25 
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Other potential covariates of outcome – including fixed versus flexible dose 1 


regimens, baseline pain status, age, sex and diagnosis – were explored both 2 


in combination with and instead of dose–response adjustment. These did not 3 


provide informative results or improve model fit. 4 


Models were run for 50,000 burn-ins and 10,000 captured iterations. Where 5 


there was judged to be evidence of conspicuous autocorrelation on inspection 6 


of diagnostic graphics, results were instead based on 10,000 iterations 7 


thinned from 100,000. In either event, the 10,000 lines of raw output ('CODA 8 


file') were stored and used in the health economic model. 9 


Data and results 10 


1 Placebo


2 Amitriptyline


3 Cannabis Sativa Extract


4 Capsaicin Patch


5 Duloxetine


6 Gabapentin


7 Lacosamide


8 Lamotrigine


9 Levetiracetam


10 Morphine


11 Nortriptyline


12 Oxcarbazepine


13 Pregabalin


14 Topiramate


15 Tramadol


16 Venlafaxine


17 Capsaicin Cream


1


2


3
4


5 6


7


8


9


10


11


12


13


14


15


16


17


 


Figure 1 30% and 50% pain relief – evidence network 11 
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Table 1 30% and 50% pain relief – trials included in analysis 1 


 P
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a
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T
o


p
ir


a
m


a
te


 


T
ra


m
a
d


o
l 


V
e


n
la


fa
x
in


e
 


Amitriptyline 
1 RCT


47
 


total n=76 
               


Cannabis Extract 
1 RCT


20
 


total n=250 
-               


Capsaicin Patch 
6 RCTs


1,4,7,15,16,33
 


total n=4890 
- -              


Duloxetine 
5 RCTs


12,13,21,30,39
 


total n=2579 
- - -             


Gabapentin 
2 RCTs


24,47
 


total n=410 


1 RCT
47


 


total n=76 
- - -            


Lacosamide 
3 RCTs


23,36,37
 


total n=1753 
- - - - -           


Lamotrigine 
6 RCTs


10,18,32,35,42,44
 


total n=1790 
- - - - - -          


Levetiracetam 
1 RCT


45
 


total n=144 
- - - - - - -         


Morphine 
2 RCTs


46,49
 


total n=248 
- - - - - - - -        


Nortriptyline - - - - - 
1 RCT


5
 


total n=70 
- - - -       


Oxcarbazepine 
1 RCT


8
 


total n=292 
- - - - - - - - - -      


Pregabalin 
14 RCTs


6,9,11,14,17,19,25,26,28,29,31,34,40,41
 


total n=5816 


1 RCT
43


 


total n=102 
- - - - - - - - - -     


Topiramate 
1 RCT


22
 


total n=646 
- - - - - - - - - - - -    
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T
o


p
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a
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a
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T
ra


m
a
d


o
l 


V
e


n
la


fa
x
in


e
 


Tramadol 
2 RCTs


3,48
 


total n=305 
- - - - - - - - - - - - -   


Venlafaxine 
1 RCT


27
 


total n=245 
- - - - - - - - - - - - - -  


Capsaicin Cream 
2 RCTs


2,38
 


total n=57 
- - - - - - - - - - - - - - - 


(1) Backonja et al. (2008); (2) Bernstein et al. (1989); (3) Boureau et al. (2003); (4) Webster et al. (2010); (5) Chandra et al. (2006); (6) Stacey et al. (2008); (7) Clifford et al. (2012); (8) 1 
Dogra et al. (2005); (9) Dworkin et al. (2003); (10) Eisenberg et al. (2001); (11) Freynhagen et al. (2005); (12) Gao et al. (2010); (13) Goldstein et al. (2005); (14) Guan et al. (2011); 2 
(15) Irving et al. (2012); (16) Irving et al. (2011); (17) Lesser et al. (2004); (18) Luria et al. (2000); (19) Moon et al. (2010); (20) Nurmikko et al. (2007); (21) Raskin et al. (2005); (22) 3 
Raskin et al. (2004); (23) Rauck et al. (2007); (24) Rice & Maton (2001); (25) Richter et al. (2005); (26) Rosenstock et al. (2004); (27) Rowbotham et al. (2004); (28) Sabatowski et al. 4 
(2004); (29) Satoh et al. (2011); (30) Wernicke et al. (2006); (31) Simpson et al. (2010); (32) Vinik et al. (2007); (33) Webster et al. (2010); (34) van Seventer et al. (2006); (35) 5 
Simpson et al. (2003); (36) Shaibani et al. (2009); (37) Ziegler et al. (2010); (38) Watson & Evans (1992); (39) Yasuda et al. (2011); (40) Tolle et al. (2008); (41) Siddall et al. (2006); 6 
(42) Vinik et al. (2007); (43) Bansal et al. (2009); (44) Breuer et al. (2007); (45) Finnerup et al. (2009); (46) Huse et al. (2001); (47) Rintala et al. (2007); (48) Sindrup et al. (1999); (49) 7 
Wu et al. (2008) 8 


 9 
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Table 2 30% and 50% pain relief – relative effectiveness of all pairwise combinations (z-scores; no adjustment for dose) 1 
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C
ap
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C
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am
 


Placebo  N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Amitriptyline 
-0.40 


(-0.86,0.05) 
 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Cannabis 
Sativa Extract 


-0.48 
(-1.09,0.12) 


-0.08 
(-0.83,0.68) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Capsaicin Patch 
-0.24 


(-0.41,-0.07) 
0.16 


(-0.32,0.65) 
0.24 


(-0.38,0.87) 
 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Duloxetine 
-0.53 


(-0.71,-0.34) 
-0.12 


(-0.62,0.37) 
-0.05 


(-0.67,0.58) 
-0.28 


(-0.53,-0.04) 
 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Gabapentin 
-0.36 


(-0.73,0.02) 
0.04 


(-0.48,0.57) 
0.12 


(-0.58,0.83) 
-0.12 


(-0.52,0.29) 
0.17 


(-0.25,0.59) 
 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Lacosamide 
-0.24 


(-0.51,0.03) 
0.16 


(-0.37,0.70) 
0.24 


(-0.42,0.90) 
0.00 


(-0.32,0.31) 
0.28 


(-0.04,0.61) 
0.12 


(-0.34,0.58) 
 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Lamotrigine 
-0.23 


(-0.47,-0.01) 
0.17 


(-0.35,0.67) 
0.24 


(-0.40,0.90) 
0.01 


(-0.28,0.28) 
0.29 


(-0.01,0.58) 
0.13 


(-0.32,0.56) 
0.01 


(-0.35,0.35) 
 N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Levetiracetam 
0.15 


(-0.71,1.06) 
0.56 


(-0.43,1.57) 
0.64 


(-0.41,1.70) 
0.39 


(-0.49,1.32) 
0.68 


(-0.20,1.61) 
0.51 


(-0.41,1.48) 
0.39 


(-0.50,1.35) 
0.39 


(-0.50,1.32) 
 N/A N/A N/A N/A N/A N/A N/A N/A 


Morphine 
-0.70 


(-1.22,-0.17) 
-0.30 


(-0.96,0.39) 
-0.22 


(-0.99,0.56) 
-0.46 


(-1.00,0.10) 
-0.17 


(-0.72,0.39) 
-0.34 


(-0.97,0.30) 
-0.45 


(-1.04,0.13) 
-0.47 


(-1.02,0.11) 
-0.85 


(-1.89,0.17) 
 N/A N/A N/A N/A N/A N/A N/A 


Nortriptyline 
-0.50 


(-1.32,0.34) 
-0.09 


(-1.00,0.81) 
-0.02 


(-1.05,1.03) 
-0.25 


(-1.10,0.60) 
0.03 


(-0.83,0.89) 
-0.13 


(-0.88,0.58) 
-0.25 


(-1.11,0.62) 
-0.26 


(-1.12,0.62) 
-0.66 


(-1.83,0.57) 
0.20 


(-0.77,1.17) 
 N/A N/A N/A N/A N/A N/A 


Oxcarbazepine 
-0.47 


(-1.01,0.05) 
-0.07 


(-0.78,0.62) 
0.00 


(-0.80,0.81) 
-0.23 


(-0.80,0.32) 
0.05 


(-0.52,0.61) 
-0.11 


(-0.77,0.52) 
-0.23 


(-0.83,0.35) 
-0.24 


(-0.81,0.33) 
-0.63 


(-1.67,0.36) 
0.22 


(-0.52,0.96) 
0.01 


(-0.95,1.01) 
 N/A N/A N/A N/A N/A 


Pregabalin 
-0.53 


(-0.66,-0.42) 
-0.13 


(-0.59,0.32) 
-0.06 


(-0.66,0.56) 
-0.29 


(-0.50,-0.09) 
-0.01 


(-0.23,0.21) 
-0.18 


(-0.56,0.20) 
-0.29 


(-0.59,0.00) 
-0.30 


(-0.56,-0.04) 
-0.68 


(-1.60,0.18) 
0.17 


(-0.38,0.70) 
-0.04 


(-0.88,0.80) 
-0.06 


(-0.59,0.49) 
 N/A N/A N/A N/A 


Topiramate 
-0.39 


(-0.83,0.06) 
0.02 


(-0.62,0.65) 
0.09 


(-0.65,0.85) 
-0.15 


(-0.62,0.33) 
0.14 


(-0.35,0.62) 
-0.02 


(-0.61,0.55) 
-0.15 


(-0.66,0.37) 
-0.15 


(-0.65,0.36) 
-0.54 


(-1.54,0.43) 
0.31 


(-0.37,1.00) 
0.11 


(-0.85,1.05) 
0.09 


(-0.59,0.78) 
0.15 


(-0.32,0.61) 
 N/A N/A N/A 


Tramadol 
-0.55 


(-0.99,-0.12) 
-0.15 


(-0.79,0.48) 
-0.07 


(-0.82,0.67) 
-0.31 


(-0.78,0.15) 
-0.03 


(-0.50,0.44) 
-0.19 


(-0.78,0.37) 
-0.31 


(-0.82,0.20) 
-0.32 


(-0.80,0.18) 
-0.71 


(-1.68,0.26) 
0.14 


(-0.52,0.82) 
-0.06 


(-1.01,0.89) 
-0.08 


(-0.76,0.61) 
-0.02 


(-0.47,0.43) 
-0.16 


(-0.80,0.46) 
 N/A N/A 


Venlafaxine 
-0.35 


(-0.80,0.12) 
0.06 


(-0.60,0.71) 
0.14 


(-0.63,0.90) 
-0.11 


(-0.60,0.39) 
0.18 


(-0.32,0.68) 
0.01 


(-0.60,0.61) 
-0.11 


(-0.64,0.43) 
-0.11 


(-0.63,0.41) 
-0.50 


(-1.50,0.48) 
0.35 


(-0.36,1.06) 
0.15 


(-0.83,1.09) 
0.13 


(-0.57,0.83) 
0.19 


(-0.28,0.67) 
0.04 


(-0.60,0.68) 
0.21 


(-0.43,0.84) 
 N/A 


Capsaicin Cream 
-1.27 


(-2.06,-0.52) 
-0.87 


(-1.74,0.01) 
-0.78 


(-1.77,0.16) 
-1.02 


(-1.84,-0.26) 
-0.74 


(-1.55,0.03) 
-0.90 


(-1.77,-0.09) 
-1.03 


(-1.86,-0.22) 
-1.03 


(-1.85,-0.25) 
-1.41 


(-2.62,-0.26) 
-0.56 


(-1.50,0.31) 
-0.77 


(-1.87,0.30) 
-0.78 


(-1.73,0.12) 
-0.73 


(-1.52,0.03) 
-0.88 


(-1.78,0.00) 
-0.71 


(-1.61,0.16) 
-0.92 


(-1.82,-0.01) 
 


Values given are z-scores. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus column). 
Numbers in parentheses are 95% credible intervals. Because it is not easily possible to derive analogous estimates of z-scores from a frequentist analysis of direct data only, the 
segment above and to the right of the shaded cells is left blank. 
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Table 3 Probability of pain relief over time as applied in the health economic model – no adjustment for dose 1 
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4 weeks 


<30% 0.80 
(0.66,0.91) 


0.67 
(0.41,0.86) 


0.64 
(0.34,0.87) 


0.73 
(0.55,0.87) 


0.63 
(0.44,0.80) 


0.69 
(0.44,0.87) 


0.73 
(0.54,0.88) 


0.74 
(0.55,0.87) 


0.85 
(0.52,0.98) 


0.56 
(0.29,0.79) 


0.64 
(0.27,0.91) 


0.65 
(0.37,0.87) 


0.63 
(0.44,0.78) 


0.68 
(0.42,0.87) 


0.62 
(0.36,0.81) 


0.70 
(0.45,0.88) 


0.33 
(0.09,0.67) 


30–49% 0.09 
(0.05,0.13) 


0.13 
(0.07,0.16) 


0.14 
(0.07,0.16) 


0.12 
(0.07,0.15) 


0.14 
(0.10,0.16) 


0.13 
(0.07,0.16) 


0.11 
(0.06,0.15) 


0.11 
(0.06,0.15) 


0.08 
(0.01,0.15) 


0.15 
(0.09,0.17) 


0.14 
(0.05,0.16) 


0.14 
(0.07,0.16) 


0.14 
(0.10,0.16) 


0.13 
(0.07,0.16) 


0.14 
(0.09,0.16) 


0.12 
(0.06,0.16) 


0.16 
(0.08,0.17) 


≥50% 0.10 
(0.04,0.21) 


0.20 
(0.07,0.43) 


0.22 
(0.06,0.50) 


0.15 
(0.06,0.30) 


0.23 
(0.11,0.40) 


0.19 
(0.06,0.40) 


0.15 
(0.06,0.30) 


0.15 
(0.06,0.29) 


0.08 
(0.01,0.32) 


0.29 
(0.11,0.56) 


0.22 
(0.04,0.58) 


0.22 
(0.06,0.46) 


0.23 
(0.12,0.41) 


0.19 
(0.07,0.42) 


0.24 
(0.10,0.48) 


0.18 
(0.06,0.39) 


0.52 
(0.21,0.83) 


8 weeks 


<30% 0.69 
(0.60,0.77) 


0.53 
(0.33,0.73) 


0.50 
(0.25,0.76) 


0.60 
(0.48,0.71) 


0.49 
(0.37,0.61) 


0.55 
(0.37,0.73) 


0.60 
(0.45,0.73) 


0.60 
(0.48,0.74) 


0.75 
(0.41,0.95) 


0.41 
(0.22,0.63) 


0.50 
(0.18,0.82) 


0.51 
(0.29,0.73) 


0.48 
(0.37,0.59) 


0.54 
(0.34,0.73) 


0.47 
(0.28,0.66) 


0.56 
(0.36,0.76) 


0.21 
(0.05,0.48) 


30–49% 0.13 
(0.10,0.15) 


0.15 
(0.12,0.17) 


0.16 
(0.11,0.17) 


0.15 
(0.12,0.16) 


0.16 
(0.14,0.17) 


0.15 
(0.12,0.17) 


0.14 
(0.11,0.16) 


0.14 
(0.11,0.16) 


0.11 
(0.03,0.16) 


0.16 
(0.13,0.17) 


0.16 
(0.09,0.17) 


0.16 
(0.12,0.17) 


0.16 
(0.14,0.17) 


0.15 
(0.11,0.17) 


0.16 
(0.13,0.17) 


0.15 
(0.11,0.17) 


0.13 
(0.06,0.16) 


≥50% 0.19 
(0.12,0.26) 


0.31 
(0.16,0.51) 


0.34 
(0.14,0.61) 


0.26 
(0.17,0.36) 


0.35 
(0.24,0.47) 


0.30 
(0.16,0.48) 


0.26 
(0.15,0.38) 


0.25 
(0.15,0.36) 


0.14 
(0.02,0.43) 


0.43 
(0.23,0.64) 


0.35 
(0.09,0.69) 


0.34 
(0.16,0.56) 


0.36 
(0.26,0.48) 


0.31 
(0.15,0.50) 


0.37 
(0.21,0.57) 


0.29 
(0.14,0.48) 


0.66 
(0.36,0.89) 


12 weeks 


<30% 0.65 
(0.57,0.72) 


0.49 
(0.29,0.68) 


0.45 
(0.23,0.71) 


0.55 
(0.45,0.65) 


0.44 
(0.34,0.55) 


0.50 
(0.34,0.68) 


0.56 
(0.42,0.68) 


0.56 
(0.44,0.68) 


0.71 
(0.36,0.93) 


0.37 
(0.19,0.59) 


0.45 
(0.16,0.79) 


0.46 
(0.26,0.67) 


0.44 
(0.35,0.53) 


0.49 
(0.31,0.69) 


0.43 
(0.25,0.61) 


0.52 
(0.34,0.70) 


0.18 
(0.04,0.42) 


30–49% 0.14 
(0.12,0.15) 


0.16 
(0.13,0.17) 


0.16 
(0.12,0.17) 


0.15 
(0.13,0.16) 


0.16 
(0.15,0.17) 


0.16 
(0.13,0.17) 


0.15 
(0.13,0.16) 


0.15 
(0.13,0.16) 


0.12 
(0.04,0.16) 


0.16 
(0.12,0.17) 


0.16 
(0.09,0.17) 


0.16 
(0.13,0.17) 


0.16 
(0.15,0.17) 


0.16 
(0.13,0.17) 


0.16 
(0.14,0.17) 


0.16 
(0.12,0.17) 


0.12 
(0.05,0.16) 


≥50% 0.22 
(0.16,0.28) 


0.36 
(0.19,0.56) 


0.39 
(0.17,0.64) 


0.29 
(0.21,0.39) 


0.40 
(0.30,0.50) 


0.34 
(0.19,0.50) 


0.29 
(0.19,0.42) 


0.29 
(0.19,0.40) 


0.17 
(0.03,0.49) 


0.47 
(0.27,0.68) 


0.39 
(0.11,0.72) 


0.38 
(0.20,0.60) 


0.40 
(0.32,0.50) 


0.35 
(0.18,0.54) 


0.41 
(0.24,0.61) 


0.33 
(0.17,0.50) 


0.70 
(0.42,0.91) 


16 weeks 


<30% 0.61 
(0.08,0.96) 


0.44 
(0.03,0.91) 


0.41 
(0.02,0.91) 


0.51 
(0.04,0.93) 


0.40 
(0.02,0.89) 


0.46 
(0.04,0.93) 


0.51 
(0.05,0.95) 


0.52 
(0.06,0.94) 


0.67 
(0.07,0.99) 


0.33 
(0.02,0.85) 


0.41 
(0.01,0.93) 


0.42 
(0.03,0.93) 


0.39 
(0.03,0.89) 


0.45 
(0.04,0.92) 


0.39 
(0.02,0.92) 


0.47 
(0.04,0.94) 


0.15 
(0.00,0.69) 


30–49% 0.14 
(0.02,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.17) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.13 
(0.01,0.16) 


0.16 
(0.02,0.16) 


0.16 
(0.02,0.16) 


0.16 
(0.02,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.02,0.16) 


0.16 
(0.03,0.16) 


0.11 
(0.00,0.16) 


≥50% 0.25 
(0.01,0.85) 


0.40 
(0.04,0.92) 


0.43 
(0.04,0.94) 


0.33 
(0.03,0.91) 


0.44 
(0.05,0.94) 


0.38 
(0.03,0.92) 


0.33 
(0.02,0.89) 


0.33 
(0.02,0.89) 


0.20 
(0.00,0.85) 


0.51 
(0.07,0.96) 


0.43 
(0.03,0.96) 


0.42 
(0.03,0.94) 


0.45 
(0.05,0.94) 


0.39 
(0.03,0.92) 


0.45 
(0.03,0.95) 


0.37 
(0.03,0.92) 


0.73 
(0.18,0.99) 


20 weeks 


<30% 0.64 
(0.49,0.77) 


0.48 
(0.25,0.70) 


0.44 
(0.20,0.73) 


0.54 
(0.37,0.70) 


0.43 
(0.27,0.60) 


0.49 
(0.28,0.71) 


0.55 
(0.36,0.71) 


0.55 
(0.37,0.72) 


0.70 
(0.32,0.94) 


0.36 
(0.16,0.61) 


0.44 
(0.14,0.78) 


0.45 
(0.21,0.71) 


0.43 
(0.27,0.59) 


0.48 
(0.26,0.71) 


0.42 
(0.22,0.64) 


0.51 
(0.27,0.73) 


0.17 
(0.04,0.43) 


30–49% 0.14 
(0.10,0.16) 


0.16 
(0.12,0.17) 


0.16 
(0.11,0.17) 


0.15 
(0.12,0.16) 


0.16 
(0.14,0.17) 


0.16 
(0.12,0.17) 


0.15 
(0.12,0.17) 


0.15 
(0.12,0.17) 


0.12 
(0.04,0.16) 


0.16 
(0.12,0.17) 


0.16 
(0.09,0.17) 


0.16 
(0.12,0.17) 


0.16 
(0.14,0.17) 


0.16 
(0.12,0.17) 


0.16 
(0.13,0.17) 


0.16 
(0.11,0.17) 


0.12 
(0.05,0.16) 


≥50% 0.22 
(0.13,0.35) 


0.37 
(0.18,0.60) 


0.40 
(0.15,0.67) 


0.30 
(0.17,0.46) 


0.41 
(0.25,0.58) 


0.35 
(0.17,0.56) 


0.30 
(0.17,0.49) 


0.30 
(0.17,0.47) 


0.18 
(0.03,0.53) 


0.48 
(0.24,0.71) 


0.40 
(0.12,0.74) 


0.39 
(0.17,0.66) 


0.41 
(0.27,0.58) 


0.36 
(0.17,0.59) 


0.42 
(0.22,0.65) 


0.34 
(0.15,0.59) 


0.71 
(0.41,0.92) 


NB data shown do not reflect correlations between response probabilities as sampled in the model; therefore, credible intervals for mutually exclusive outcomes can only be 2 
considered separately, and cannot be expected to sum to 1 3 
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Table 4 Probability of pain relief over time as applied in the health economic model – dose-variable version 1 
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Assumed dose - 50mg/da 4 spray/da 1×60-mina 60mg/da 1800mg/da 400mg/da 400mg/da 3000mg/db 120mg/da 50mg/da 1800mg/db 300mg/da 100mg/da 400mg/da 75mg/da 4apps/da 


4 weeks 


<30% 
0.80 
(0.65,0.91) 


0.73 
(0.47,0.90) 


0.65 
(0.32,0.89) 


0.73 
(0.54,0.88) 


0.63 
(0.44,0.80) 


0.61 
(0.29,0.83) 


0.74 
(0.54,0.88) 


0.73 
(0.53,0.87) 


0.85 
(0.55,0.98) 


0.58 
(0.27,0.80) 


0.64 
(0.26,0.91) 


0.65 
(0.37,0.85) 


0.67 
(0.52,0.85) 


0.68 
(0.19,0.96) 


0.62 
(0.38,0.84) 


0.74 
(0.49,0.89) 


0.36 
(0.10,0.69) 


30–49% 
0.09 
(0.05,0.13) 


0.12 
(0.05,0.16) 


0.13 
(0.06,0.16) 


0.12 
(0.06,0.15) 


0.14 
(0.09,0.16) 


0.14 
(0.08,0.16) 


0.11 
(0.06,0.15) 


0.12 
(0.07,0.15) 


0.08 
(0.01,0.15) 


0.15 
(0.10,0.16) 


0.14 
(0.05,0.16) 


0.14 
(0.07,0.16) 


0.13 
(0.07,0.16) 


0.13 
(0.02,0.16) 


0.14 
(0.08,0.16) 


0.11 
(0.06,0.16) 


0.16 
(0.09,0.17) 


≥50% 
0.10 
(0.04,0.21) 


0.15 
(0.04,0.37) 


0.21 
(0.05,0.52) 


0.15 
(0.05,0.31) 


0.23 
(0.11,0.40) 


0.25 
(0.09,0.56) 


0.15 
(0.06,0.31) 


0.15 
(0.06,0.32) 


0.08 
(0.01,0.31) 


0.27 
(0.11,0.58) 


0.22 
(0.04,0.59) 


0.22 
(0.07,0.47) 


0.20 
(0.07,0.32) 


0.19 
(0.01,0.68) 


0.24 
(0.08,0.46) 


0.15 
(0.05,0.35) 


0.48 
(0.18,0.81) 


8 weeks 


<30% 
0.69 
(0.60,0.77) 


0.60 
(0.38,0.79) 


0.51 
(0.23,0.78) 


0.60 
(0.47,0.74) 


0.49 
(0.37,0.62) 


0.47 
(0.21,0.68) 


0.60 
(0.46,0.73) 


0.60 
(0.47,0.72) 


0.74 
(0.41,0.94) 


0.44 
(0.20,0.64) 


0.50 
(0.18,0.84) 


0.51 
(0.30,0.72) 


0.53 
(0.44,0.68) 


0.54 
(0.11,0.91) 


0.47 
(0.30,0.70) 


0.61 
(0.39,0.79) 


0.23 
(0.06,0.52) 


30–49% 
0.13 
(0.10,0.15) 


0.15 
(0.10,0.16) 


0.16 
(0.10,0.17) 


0.15 
(0.11,0.16) 


0.16 
(0.14,0.17) 


0.16 
(0.12,0.17) 


0.14 
(0.12,0.16) 


0.15 
(0.12,0.16) 


0.11 
(0.04,0.16) 


0.16 
(0.13,0.17) 


0.16 
(0.08,0.17) 


0.16 
(0.12,0.17) 


0.16 
(0.13,0.16) 


0.15 
(0.05,0.17) 


0.16 
(0.12,0.17) 


0.14 
(0.10,0.16) 


0.14 
(0.07,0.17) 


≥50% 
0.18 
(0.13,0.26) 


0.26 
(0.12,0.47) 


0.33 
(0.11,0.63) 


0.26 
(0.15,0.37) 


0.35 
(0.24,0.47) 


0.38 
(0.19,0.66) 


0.25 
(0.15,0.38) 


0.26 
(0.16,0.37) 


0.14 
(0.03,0.43) 


0.40 
(0.22,0.67) 


0.34 
(0.08,0.70) 


0.34 
(0.17,0.55) 


0.32 
(0.19,0.40) 


0.31 
(0.04,0.79) 


0.37 
(0.17,0.55) 


0.25 
(0.12,0.46) 


0.63 
(0.32,0.87) 


12 weeks 


<30% 
0.65 
(0.57,0.72) 


0.55 
(0.33,0.76) 


0.47 
(0.20,0.74) 


0.56 
(0.42,0.68) 


0.45 
(0.34,0.55) 


0.42 
(0.19,0.63) 


0.56 
(0.42,0.68) 


0.55 
(0.44,0.67) 


0.71 
(0.36,0.92) 


0.39 
(0.18,0.58) 


0.45 
(0.15,0.80) 


0.46 
(0.26,0.67) 


0.48 
(0.41,0.63) 


0.49 
(0.10,0.89) 


0.43 
(0.28,0.65) 


0.56 
(0.37,0.73) 


0.20 
(0.05,0.48) 


30–49% 
0.14 
(0.12,0.15) 


0.15 
(0.11,0.17) 


0.16 
(0.11,0.17) 


0.15 
(0.13,0.16) 


0.16 
(0.15,0.17) 


0.16 
(0.12,0.17) 


0.15 
(0.13,0.17) 


0.15 
(0.13,0.16) 


0.12 
(0.04,0.16) 


0.16 
(0.12,0.17) 


0.16 
(0.09,0.17) 


0.16 
(0.13,0.17) 


0.16 
(0.14,0.17) 


0.16 
(0.05,0.17) 


0.16 
(0.14,0.17) 


0.15 
(0.11,0.17) 


0.13 
(0.06,0.16) 


≥50% 
0.22 
(0.16,0.28) 


0.29 
(0.14,0.51) 


0.37 
(0.15,0.67) 


0.29 
(0.19,0.41) 


0.39 
(0.29,0.51) 


0.42 
(0.23,0.69) 


0.29 
(0.19,0.42) 


0.29 
(0.20,0.40) 


0.17 
(0.03,0.48) 


0.45 
(0.28,0.70) 


0.39 
(0.11,0.73) 


0.38 
(0.20,0.59) 


0.36 
(0.23,0.43) 


0.35 
(0.05,0.81) 


0.41 
(0.22,0.57) 


0.29 
(0.15,0.47) 


0.67 
(0.37,0.89) 


16 weeks 


<30% 
0.60 
(0.11,0.97) 


0.51 
(0.05,0.95) 


0.42 
(0.03,0.95) 


0.51 
(0.06,0.95) 


0.40 
(0.04,0.92) 


0.38 
(0.03,0.91) 


0.51 
(0.06,0.95) 


0.51 
(0.07,0.94) 


0.67 
(0.09,0.99) 


0.35 
(0.02,0.89) 


0.41 
(0.03,0.95) 


0.42 
(0.03,0.92) 


0.43 
(0.06,0.94) 


0.45 
(0.01,0.96) 


0.38 
(0.03,0.94) 


0.51 
(0.05,0.96) 


0.17 
(0.00,0.81) 


30–49% 
0.14 
(0.02,0.16) 


0.16 
(0.03,0.17) 


0.16 
(0.02,0.17) 


0.16 
(0.03,0.17) 


0.16 
(0.03,0.17) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.17) 


0.16 
(0.03,0.17) 


0.13 
(0.01,0.16) 


0.16 
(0.02,0.16) 


0.16 
(0.02,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.17) 


0.16 
(0.01,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.12 
(0.01,0.16) 


≥50% 
0.25 
(0.01,0.80) 


0.34 
(0.02,0.89) 


0.42 
(0.02,0.93) 


0.34 
(0.02,0.87) 


0.44 
(0.04,0.92) 


0.47 
(0.04,0.94) 


0.33 
(0.02,0.88) 


0.34 
(0.02,0.86) 


0.20 
(0.00,0.82) 


0.49 
(0.05,0.95) 


0.43 
(0.02,0.93) 


0.42 
(0.03,0.92) 


0.41 
(0.03,0.88) 


0.39 
(0.01,0.96) 


0.46 
(0.03,0.92) 


0.33 
(0.02,0.89) 


0.71 
(0.10,0.99) 


20 weeks 


<30% 
0.64 
(0.48,0.77) 


0.54 
(0.31,0.78) 


0.46 
(0.18,0.76) 


0.55 
(0.37,0.74) 


0.44 
(0.27,0.62) 


0.41 
(0.15,0.66) 


0.55 
(0.36,0.71) 


0.54 
(0.36,0.72) 


0.70 
(0.33,0.93) 


0.38 
(0.15,0.60) 


0.44 
(0.13,0.80) 


0.45 
(0.23,0.70) 


0.47 
(0.34,0.68) 


0.48 
(0.09,0.89) 


0.42 
(0.23,0.69) 


0.55 
(0.32,0.77) 


0.19 
(0.04,0.49) 


30–49% 
0.14 
(0.10,0.16) 


0.15 
(0.10,0.17) 


0.16 
(0.10,0.17) 


0.15 
(0.11,0.17) 


0.16 
(0.14,0.17) 


0.16 
(0.11,0.17) 


0.15 
(0.12,0.17) 


0.15 
(0.12,0.17) 


0.12 
(0.04,0.16) 


0.16 
(0.11,0.17) 


0.16 
(0.08,0.17) 


0.16 
(0.12,0.17) 


0.16 
(0.13,0.17) 


0.16 
(0.05,0.17) 


0.16 
(0.12,0.17) 


0.15 
(0.10,0.17) 


0.13 
(0.05,0.16) 


≥50% 
0.22 
(0.12,0.36) 


0.30 
(0.12,0.54) 


0.38 
(0.13,0.70) 


0.30 
(0.15,0.47) 


0.40 
(0.24,0.58) 


0.43 
(0.20,0.74) 


0.30 
(0.17,0.48) 


0.30 
(0.16,0.48) 


0.18 
(0.03,0.52) 


0.46 
(0.25,0.74) 


0.39 
(0.10,0.77) 


0.39 
(0.18,0.64) 


0.37 
(0.19,0.50) 


0.36 
(0.05,0.82) 


0.42 
(0.19,0.63) 


0.30 
(0.13,0.52) 


0.68 
(0.35,0.91) 


a estimate provided by GDG; rounded up to nearest dose achievable using whole tablets 2 
b
 GDG feel unable to comment based on own experience; weighted mean of dosages in trials contributing to evidence-base used instead 3 


NB data shown do not reflect correlations between response probabilities as sampled in the model; therefore, credible intervals for mutually exclusive outcomes can only be 4 
considered separately, and cannot be expected to sum to 1 5 
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Table 5 30% and 50% pain relief – raw outputs of synthesis models 1 


 


Unadjusted Dose-adjusted 


Z-score -v- placebo Z-score -v- placebo Coefficient for dose
a
 


Amitriptyline −0.412 (−0.885, −0.412) −0.282 (−0.739, 0.166) −0.824 (−4.268, 2.625) 


Cannabis extract −0.493 (−1.090, −0.493) −0.466 (−1.043, 0.118) −0.023 (−3.991, 3.903) 


Capsaicin cream −1.304 (−2.060, −1.304) −1.223 (−2.001, −0.470) 0.020 (−3.878, 3.910) 


Capsaicin patch −0.240 (−0.408, −0.240) −0.240 (−0.396, −0.080) 0.003 (−3.887, 3.918) 


Duloxetine −0.520 (−0.712, −0.520) −0.527 (−0.705, −0.352) −0.594 (−2.992, 1.830) 


Gabapentin −0.367 (−0.751, −0.367) −0.351 (−0.718, 0.021) 0.275 (−0.164, 0.719) 


Lacosamide −0.237 (−0.507, −0.237) −0.236 (−0.495, 0.015) −0.275 (−1.155, 0.611) 


Lamotrigine −0.226 (−0.444, −0.226) −0.232 (−0.453, −0.018) −0.309 (−1.827, 1.149) 


Levetiracetam 0.175 (−0.737, 0.175) 0.167 (−0.722, 1.023) 0.005 (−3.904, 3.852) 


Morphine −0.714 (−1.240, −0.714) −0.739 (−1.274, −0.184) −0.727 (−4.137, 2.736) 


Nortriptyline −0.499 (−1.318, −0.499) −0.487 (−1.324, 0.321) 0.042 (−3.863, 3.822) 


Oxcarbazepine −0.475 (−1.010, −0.475) −0.474 (−0.970, 0.038) 0.025 (−3.814, 3.976) 


Pregabalin −0.539 (−0.664, −0.539) −0.513 (−0.635, −0.397) −0.590 (−1.056, −0.127) 


Topiramate −0.396 (−0.839, −0.396) −0.388 (−0.809, 0.031) 0.018 (−3.960, 3.852) 


Tramadol −0.558 (−0.980, −0.558) −0.556 (−0.968, −0.145) −0.793 (−4.184, 2.605) 


Venlafaxine −0.336 (−0.783, −0.336) −0.361 (−0.789, 0.065) −1.829 (−4.395, 0.748) 


a
 units for dose covariate are arbitrary, as each is estimated independently. For all oral medications, 


dose was measured in g per day; for cannabis extract, the unit was g of THC per day; for capsaicin 
cream, it was number of applications per day; for capsaicin patch, it was duration of application in 
minutes. 


 2 
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Dose-adjusted estimates are fitted at the typical maintenance values provided  by the GDG, or at the 
mean value in the evidence base where the GDG did not provide an estimate (see Table 4 for details) 


Figure 2 30% and 50% pain relief – relative effect of all options 1 


compared with placebo 2 


 3 


Table 6 30% and 50% pain relief – rankings for each comparator 4 


 


No dose adjustment Dose-adjusted 


Probability 
best 


Median rank 
(95%CrI) 


Probability 
best 


Median rank 
(95%CrI) 


Placebo 0.000 16 (14, 17) 0.000 16 (14, 17) 


Amitriptyline 0.006 9 (2, 16) 0.002 11 (3, 17) 


Cannabis Extract 0.025 7 (2, 16) 0.024 7 (2, 16) 


Capsaicin Cream 0.789 1 (1, 6) 0.762 1 (1, 7) 


Capsaicin Patch 0.000 12 (8, 15) 0.000 12 (8, 15) 


Duloxetine 0.001 6 (3, 11) 0.001 6 (3, 10) 


Gabapentin 0.000 10 (3, 16) 0.001 10 (3, 16) 


Lacosamide 0.000 12 (6, 16) 0.000 12 (6, 16) 


Lamotrigine 0.000 12 (7, 16) 0.000 12 (7, 16) 


Levetiracetam 0.003 17 (3, 17) 0.002 17 (3, 17) 


Morphine 0.068 3 (1, 14) 0.102 3 (1, 13) 


Nortriptyline 0.059 7 (1, 17) 0.062 7 (1, 17) 


Oxcarbazepine 0.017 7 (2, 16) 0.019 7 (2, 16) 


Pregabalin 0.001 6 (3, 10) 0.000 6 (3, 10) 


Topiramate 0.005 9 (2, 16) 0.004 9 (2, 16) 


Tramadol 0.019 6 (2, 14) 0.018 5 (2, 14) 


Venlafaxine 0.006 10 (2, 17) 0.003 10 (2, 16) 


 5 
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Figure 3 30% and 50% pain relief – rank probability histograms; no 1 


adjustment for dose 2 
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Figure 4 30% and 50% pain relief – rank probability histograms; dose-1 


adjusted 2 


 3 


Table 7 30% and 50% pain relief – model fit statistics 4 


 Residual deviance Dbar Dhat pD DIC tau-squared 


Unadjusted 226.4 
(cf. 193 datapoints) 


1069.8 975.8 94.0 1163.8 0.026 
(95%CrI: 0.012, 0.059) 


Dose-adjusted 226.2 
(cf. 193 datapoints) 1069.6 974.9 94.7 1164.2 


0.019 
(95%CrI: 0.007, 0.053) 


 5 


It is difficult to distinguish between the 2 models on the basis of these 6 


statistics. This is largely because the random-effects term in the model is 7 


broad enough to absorb much of the heterogeneity that may be explained by 8 


dose–response effects. However, as would be expected, the width of the 9 


estimated random-effects distribution is reduced a small amount in the dose-10 


adjusted model. Moreover, when the covariate was included in fixed-effect 11 
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exploration of the same dataset, it demonstrably improved model fit (DIC fell 1 


from 1187.9 to 1178.7), though it certainly did not explain all the heterogeneity 2 


in the modelled data – total residual deviance fell but, without the flexibility 3 


afforded by the random-effects term, remained high (263.1 compared with 4 


193 datapoints). 5 


Because neither model was clearly superior, the health economic model was 6 


run with each in turn, to see whether cost–utility results were substantively 7 


affected by choice of synthesis model. 8 


1.1.2 Validation of efficacy dataset 9 


Only some of the included studies report pain relief data in the format required 10 


by the model (that is, proportion achieving 30% pain relief and/or proportion 11 


achieving 50% pain relief). Because of this, it is possible that an 12 


unrepresentative estimate of effect is relied on. This may be a particular 13 


concern for treatments with an older evidence-base: the reporting of 30% and 14 


50% pain relief has become more common in recent years. 15 


To investigate the possible impact of this issue, a series of analyses were 16 


performed taking advantage of a known relationship between dichotomous 17 


and continuous data. Odds ratios may be approximated from continuous data 18 


using the formula 19 


 
3


ln



SMDOR  , 20 


where SMD indicates the standardised mean difference between arms, 21 


calculated as 22 


s


mm
SMD 21  , 23 


where m1 and m2 are the mean changes in pain from baseline to follow-up in 24 


arms 1 and 2 of each study, and s denotes the pooled standard deviation 25 


across both groups: 26 
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  2


11


21


2
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2
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nn


SDnSDn
s , 1 


where  n represents the numbers of particpants in each arm and SD the 2 


standard deviations of the mean changes (see Cochrane Handbook sections 3 


9.2.3.2 and 9.4.6 for details). 4 


This method relies on assumptions that are unlikely to be strictly applicable in 5 


the dataset at hand – most notably, that the underlying data follow a logistic 6 


distribution, where pain data are known to be more idiosyncratically 7 


distributed (see, for example, Moore et al., 2005). For this reason, it was not 8 


deemed appropriate to use continuous data to calculate odds ratios that could 9 


be directly used in the health economic model. However, a less formal 10 


analysis comparing the 2 types of data is useful to investigate the 11 


representativeness of data used in the model. 12 


Accordingly, odds ratios (ORs) were approximated from the (larger) pool of 13 


studies reporting continuous measures of pain relief and compared with the 14 


directly reported odds ratios for 30% or 50% pain relief for the same 15 


comparisons. For each pair of treatments for which at least 1 study was 16 


available in each category, a stratified fixed-effects meta-analysis was 17 


undertaken to compare the pooled ORs estimated in each way and, most 18 


importantly, to explore evidence of heterogeneity between strata. If the set of 19 


trials reporting dichotomous pain relief does not agree with the results seen in 20 


the continuous studies, significant heterogeneity will be detected, suggesting 21 


the dichotomous data (and, by extension, the data used in the health 22 


economic model) may be a biased sample of the available evidence. See 23 


Table 8. 24 
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Table 8 Empirical and approximated odds ratios for all comparisons for which dichotomous and continuous pain data are 1 


available – exploratory fixed-effectsa stratified meta-analyses with quantification of heterogeneity 2 


Comparison 


Dichotomous (30% or 50% pain relief
b,c


) Continuous (mean change in pain
c
) Inter-stratum 


N        OR (95%CI) Heterogeneity N OR(SMD)
d
 (95%CI) Heterogeneity Heterogeneity 


placebo -v- cannabis 1 2.00 (0.81, 4.96) N/A 3 1.88 (1.16, 3.06) Q=2.53; p=0.282; I
2
=21.0% Q=0.01; p=0.906; I


2
=0.0% 


placebo -v- capsaicin cream 2 6.56 (1.69, 25.44) Q=1.38; p=0.240; I
2
=27.6% 2 2.57 (0.84, 7.92) Q=0.43; p=0.514; I


2
=0.0% Q=1.08; p=0.298; I


2
=7.8% 


placebo -v- duloxetine 5 2.43 (1.96, 3.00) Q=4.27; p=0.371; I
2
=6.3% 5 2.34 (1.92, 2.87) Q=1.50; p=0.826; I


2
=0.0% Q=0.05; p=0.816; I


2
=0.0% 


placebo -v- gabapentin 1 2.71 (1.41, 5.20) N/A 13 2.73 (2.21, 3.37) Q=79.05; p<0.001; I
2
=84.8% Q=0.00; p=0.984; I


2
=0.0% 


placebo -v- lacosamide 3 1.55 (1.11, 2.16) Q=0.04; p=0.980; I
2
=0.0% 1 1.88 (0.97, 3.62) N/A Q=0.27; p=0.604; I


2
=0.0% 


placebo -v- lamotrigine 5 1.37 (1.02, 1.84) Q=9.32; p=0.054; I
2
=57.1% 3 2.22 (1.34, 3.68) Q=19.80; p<0.001; I


2
=89.9% Q=2.61; p=0.106; I


2
=61.7% 


placebo -v- oxcarbazepine 1 2.04 (1.03, 4.05) N/A 1 1.92 (1.06, 3.47) N/A Q=0.02; p=0.893; I
2
=0.0% 


placebo -v- pregabalin 13 2.18 (1.86, 2.56) Q=39.27; p<0.001; I
2
=69.4% 10 2.26 (1.92, 2.66) Q=26.05; p=0.002; I


2
=65.4% Q=0.08; p=0.774; I


2
=0.0% 


placebo -v- topiramate 1 1.81 (1.12, 2.91) N/A 4 1.22 (1.01, 1.49) Q=4.71; p=0.195; I
2
=36.2% Q=2.17; p=0.141; I


2
=53.9% 


placebo -v- tramadol 2 2.55 (1.49, 4.39) Q=1.70; p=0.192; I
2
=41.3% 3 2.61 (1.74, 3.90) Q=2.45; p=0.293; I


2
=18.5% Q=0.00; p=0.952; I


2
=0.0% 


placebo -v- venlafaxine 1 1.77 (1.02, 3.08) N/A 1 2.13 (0.87, 5.23) N/A Q=0.12; p=0.732; I
2
=0.0% 


amitriptyline -v- pregabalin 1 1.68 (0.74, 3.82) N/A 1 4.02 (1.55, 10.42) N/A Q=1.85; p=0.174; I
2
=45.9% 


gabapentin -v- nortriptyline 1 1.29 (0.42, 3.95) N/A 2 1.26 (0.73, 2.20) Q=0.00; p=0.948; I
2
=0.0% Q=0.00; p=0.978; I


2
=0.0% 


a
 fixed-effects meta-analyses were used because, although random-effects models are used elsewhere in this analysis, it is inappropriate to estimate inter-stratum 3 


heterogeneity in a random-effects model 4 
b
 to avoid double-counting issues, it was necessary to rely on one or other of 30% and 50% pain relief measures (which, in any case, approximate each other very closely); 5 


the 30% measure was preferred, where available, but the 50% measure was used instead if it was the only one reported 6 
c
 where multiple arms in the same RCT addressed the same treatment, data from each were pooled to form a meta-arm for comparison with its common comparator; for 7 


dichotomous measures, the numbers and events in the separate arms can simply be summed; for continuous measures, a weighted mean of the relevant means and a 8 
pooled estimate of their variances were calculated and used to calculate the SMD 9 


d
 odds ratios approximated from continuous data using standardised mean differences (see above)10 
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A good degree of homogeneity was seen throughout the comparisons: none of 1 


the stratified analyses showed differences between dichotomous and 2 


continuous data that that would be considered significant by conventional 3 


standards (in tests of heterogeneity, p-values less than 0.1 are often seen as 4 


suggestive of non-random differences between strata). The greatest evidence 5 


for heterogeneity is for lamotrigine and topiramate: in comparisons with 6 


placebo, the former appears somewhat more effective according to the 7 


continuous data (suggesting the model inputs may potentially underestimate its 8 


efficacy), while the latter has the opposite relationship (so the model may 9 


overestimate its efficacy). The head-to-head comparison between amitriptyline 10 


and pregabalin also appears to imply some difference between evidence types. 11 


However, in none of these cases are the differences of a magnitude that cannot 12 


be explained by sampling error. 13 


It is reassuring that treatments with older evidence do not appear to be 14 


systematically disadvantaged. In particular, while there is only 1 placebo-15 


controlled RCT of gabapentin contributing dichotomous evidence to the dataset, 16 


it is very closely comparable to the OR approximated from the pooled 17 


continuous data (which means that the mean effect will be well estimated in the 18 


health economic model, although uncertainty will be much greater than would 19 


be the case if it were possible to derive an entirely robust estimate of effect from 20 


all trials). Finally, it is notable that the estimate of capsaicin cream’s efficacy 21 


derived from dichotomous data is markedly higher than that approximated from 22 


the pooled continuous data. However, confidence intervals are broad and, once 23 


more, a null hypothesis of homogeneous effects cannot be rejected. 24 
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1.2 Safety 1 


Basis of models 2 


The models estimate the probability of experiencing adverse effects of interest 3 


with each of the drugs in the decision-set. An approach is used that accounts 4 


for varying time of follow-up in reported event-rates, assuming a constant rate 5 


over time (network meta-analysis for binomial data using a generalised linear 6 


model with complementary log–log link function; see Dias et al., NICE DSU 7 


Technical Support Document 2 for technical details). This method differs from 8 


that used in the analysis of adverse effects in the effectiveness review (see 9 


Appendix J), which relies on a logit link function to estimate odds ratios without 10 


adjustment for time of follow-up. Comparing the 2 sets of analyses shows that 11 


they are practically indistinguishable; however, the approach used in these 12 


analyses produces results that are more convenient for the health economic 13 


model structure that has been adopted. 14 


Models presented 15 


Sufficient data were available to estimate the incidence of 2 individual adverse 16 


effects: dizziness/vertigo and nausea. In addition, reported rates of withdrawal 17 


due to adverse effect(s) were synthesised to inform the health economic model 18 


(see Appendix F). 19 


As for efficacy data, models incorporating a coefficient reflecting dose–response 20 


were explored. However, due to limited data availability, it was only possible to 21 


estimate this relationship for withdrawal due to adverse effect(s). Therefore, all 22 


individual AEs are estimated using models that do not adjust for dose. 23 


Table 9 summarises all safety data used in the health economic model. 24 



http://www.nicedsu.org.uk/TSD2%20General%20meta%20analysis%20corrected%20Mar2013.pdf

http://www.nicedsu.org.uk/TSD2%20General%20meta%20analysis%20corrected%20Mar2013.pdf
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Table 9 Summary of safety outcomes included in health economic model 1 


Drug 


Withdrawal due to adverse effect(s) Individual adverse effects – 
no adjustment for dose Dose-variable No adjustment for dose 


(Assumed dose) Probability Probability Dizziness Nausea 


placebo - 0.09 (0.08,0.11) 0.09 (0.08,0.11) 0.12 (0.09,0.16) 0.10 (0.08,0.14) 


amitriptyline 50mg/da 0.23 (0.13,0.35) 0.24 (0.12,0.41) 0.12 (0.05,0.25) 0.09 (0.01,0.31) 


cannabis extract 4 sprays/da 0.49 (0.14,0.98) 0.48 (0.11,0.98) 0.37 (0.13,0.75) 0.20 (0.08,0.41) 


capsaicin cream 4apps/da 0.43 (0.22,0.69) 0.45 (0.22,0.78) 0.58 (0.02,1.00) 0.47 (0.03,1.00) 


capsaicin patch 1 × 60-min 0.11 (0.04,0.25) 0.11 (0.03,0.25) 0.09 (0.03,0.21) 0.14 (0.07,0.23) 


duloxetine 60mg/da 0.21 (0.14,0.32) 0.23 (0.13,0.37) 0.26 (0.13,0.47) 0.28 (0.16,0.48) 


gabapentin 1800mg/da 0.18 (0.08,0.35) 0.17 (0.09,0.26) 0.40 (0.23,0.61) 0.11 (0.04,0.25) 


lacosamide 400mg/da 0.21 (0.13,0.32) 0.21 (0.11,0.36) 0.38 (0.18,0.66) 0.14 (0.06,0.27) 


lamotrigine 400mg/da 0.17 (0.11,0.27) 0.18 (0.10,0.29) 0.17 (0.06,0.35) 0.09 (0.05,0.16) 


levetiracetam 3000mg/db 0.44 (0.15,0.92) 0.40 (0.12,0.84) 0.57 (0.20,0.97) 0.25 (0.02,0.86) 


morphine 120mg/da 0.52 (0.09,1.00) 0.58 (0.08,1.00) 0.27 (0.05,0.74) 0.47 (0.11,0.99) 


nortriptyline 50mg/da 0.27 (0.03,0.83) 0.33 (0.03,0.97) 0.14 (0.03,0.40) 0.07 (0.00,0.34) 


oxcarbazepine 1800mg/db 0.30 (0.16,0.50) 0.34 (0.14,0.66) 0.65 (0.27,0.97) 0.18 (0.06,0.38) 


pregabalin 300mg/da 0.12 (0.08,0.17) 0.19 (0.12,0.26) 0.36 (0.24,0.50) 0.10 (0.04,0.17) 


topiramate 100mg/da 0.23 (0.15,0.34) 0.32 (0.16,0.53) 0.21 (0.04,0.59) 0.15 (0.07,0.25) 


tramadol 400mg/da 0.44 (0.20,0.81) 0.45 (0.17,0.88) 0.52 (0.18,0.93) 0.37 (0.20,0.65) 


venlafaxine 75mg/da 0.23 (0.09,0.48) 0.24 (0.08,0.55) 0.39 (0.01,1.00) 0.24 (0.11,0.45) 
a estimate provided by GDG; rounded up to nearest dose achievable using whole tablets. 2 
b GDG feel unable to comment based on own experience; weighted mean of dosages in trials contributing to evidence-base used instead 3 
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1.2.1 Dizziness / vertigo 1 


1 Placebo


2 Amitriptyline


3 Cannabis Sativa Extract


4 Capsaicin Patch


5 Duloxetine


6 Escitalopram


7 Gabapentin


8 Gabapentin+Nortriptyline


9 Gabapentin+Oxycodone


10 Imipramine


11 Lacosamide


12 Lamotrigine


13 Levetiracetam


14 Morphine


15 Nortriptyline


16 Nortriptyline+Morphine


17 Oxcarbazepine


18 Oxycodone


19 Pregabalin


20 Topiramate


21 Tramadol


22 Trazodone


23 Venlafaxine


24 Capsaicin Cream


1


2


3


4


5


6


7


8 9


10


11


12


13


14


15


16


17 18


19


20


21


22


23


24


 


Figure 5 Dizziness – evidence network 2 
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Table 10 Dizziness – trials included in analysis 1 
 P


la
c
e
b
o
 


A
m


it
ri
p


ty
lin


e
 


C
a
n
n
a
b
is


 


S
a
ti
v
a
 E


x
tr


a
c
t 


C
a
p
s
a
ic


in
 P


a
tc


h
 


D
u
lo


x
e
ti
n


e
 


E
s
c
it
a
lo


p
ra


m
 


G
a
b
a
p
e
n
ti
n


 


G
a
b
a
p
e
n
ti
n


 


+
N


o
rt


ri
p


ty
lin


e
 


G
a
b
a
p
e
n
ti
n
 


+
O


x
y
c
o
d
o
n
e
 


Im
ip


ra
m


in
e
 


L
a
c
o
s
a
m


id
e
 


L
a
m


o
tr


ig
in


e
 


L
e
v
e
ti
ra


c
e
ta


m
 


M
o


rp
h
in


e
 


N
o
rt


ri
p


ty
lin


e
 


N
o
rt


ri
p


ty
lin


e
 


+
M


o
rp


h
in


e
 


O
x
c
a
rb


a
z
e
p
in


e
 


O
x
y
c
o
d
o
n
e
 


P
re


g
a
b
a
lin


 


T
o


p
ir
a
m


a
te


 


T
ra


m
a


d
o
l 


T
ra


z
o
d
o
n
e
 


V
e
n
la


fa
x
in


e
 


Amitriptyline 
4 RCTs


8,28,32,43
 


total n=273 
                      


Cannabis 
Sativa Extract 


2 RCTs
35,44


 
total n=191 


-                      


Capsaicin Patch 
4 RCTs


3,27,65,66
 


total n=1272 
- -                     


Duloxetine 
5 RCTs


16,19,62,67,70
 


total n=1392 
- - -                    


Escitalopram 
1 RCT


36
 


total n=96 
- - - -                   


Gabapentin 
8 RCTs


2,6,20,23,37,41,47,52
 


total n=1322 
1 RCT


33
 


total n=50 
- - - -                  


Gabapentin 
+Nortriptyline 


- - - - - - 
1 RCT


17
 


total n=112 
                


Gabapentin 
+Oxycodone 


- - - - - - 
1 RCT


24
 


total n=338 
-                


Imipramine 
1 RCT


55
 


total n=80 
- - - - - - - -               


Lacosamide 
4 RCTs


40,50,69,71
 


total n=1314 
- - - - - - - - -              


Lamotrigine 
5 RCTs


7,12,38,59,60
 


total n=934 
- - - - - - - - - -             


Levetiracetam 
4 RCTs


13,14,26,46
 


total n=230 
- - - - - - - - - - -            


Morphine 
2 RCTs


29,68
 


total n=222 
- - - - - - - - - - - -           


Nortriptyline 
1 RCT


29
 


total n=110 
1 RCT


64
 


total n=66 
- - - - 


1 RCT
17


 
total n=112 


1 RCT
17


 
total n=112 


- - - - - 
1 RCT


29
 


total n=110 
         


Nortriptyline 
+Morphine 


1 RCT
29


 
total n=110 


- - - - - - - - - - - - 
1 RCT


29
 


total n=110 
1 RCT


29
 


total n=110 
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Oxcarbazepine 
3 RCTs


5,10,21
 


total n=634 
- - - - - - - - - - - - - - -        


Oxycodone 
1 RCT


18
 


total n=159 
- - - - - - - - - - - - - - - -       


Pregabalin 
16 RCTs


1,11,15,22,30,31,42,45,48, 


49,51,53,56,57,58,61
 


total n=3997 


1 RCT
4
 


total n=102 
- - - - - - - - - - - - - - - -      


Topiramate 
1 RCT


39
 


total n=323 
- - - - - - - - - - - - - - - - - -     


Tramadol 
3 RCTs


25,34,54
 


total n=256 
- - - - - - - - - - - - - - - - - - -    


Trazodone 
1 RCT


9
 


total n=18 
- - - - - - - - - - - - - - - - - - - -   


Venlafaxine 
1 RCT


55
 


total n=80 
- - - - - - - - 


1 RCT
55


 
total n=80 


- - - - - - - - - - - -  


Capsaicin Cream 
1 RCT


63
 


total n=143 
- - - - - - - - - - - - - - - - - - - - - - 


(1) Arezzo et al. (2008); (2) Backonja et al. (1998); (3) Backonja et al. (2008); (4) Bansal et al. (2009); (5) Beydoun et al. (2006); (6) Bone et al. (2002); (7) Breuer et al. (2007); (8) 1 
Cardenas et al. (2002); (9) Davidoff et al. (1987); (10) Dogra et al. (2005); (11) Dworkin et al. (2003); (12) Eisenberg et al. (2001); (13) Falah et al. (2012); (14) Finnerup et al. (2009); 2 
(15) Freynhagen et al. (2005); (16) Gao et al. (2010); (17) Gilron et al. (2012); (18) Gimbel et al. (2003); (19) Goldstein et al. (2005); (20) Gordh et al. (2008); (21) Grosskopf et al. 3 
(2006); (22) Guan et al. (2011); (23) Hahn et al. (2004); (24) Hanna et al. (2008); (25) Harati et al. (1998); (26) Holbech et al. (2011); (27) Irving et al. (2011); (28) Kalso et al. (1995); 4 
(29) Khoromi et al. (2007); (30) Kim et al. (2011); (31) Lesser et al. (2004); (32) Max et al. (1988); (33) Morello et al. (1999); (34) Norrbrink & Lundeberg (2009); (35) Nurmikko et al. 5 
(2007); (36) Otto et al. (2008); (37) Rao et al. (2007); (38) Rao et al. (2008); (39) Raskin et al. (2004); (40) Rauck et al. (2007); (41) Rice & Maton (2001); (42) Richter et al. (2005); 6 
(43) Robinson et al. (2004); (44) Rog et al. (2005); (45) Rosenstock et al. (2004); (46) Rossi et al. (2009); (47) Rowbotham et al. (1998); (48) Sabatowski et al. (2004); (49) Satoh et al. 7 
(2011); (50) Shaibani et al. (2009); (51) Siddall et al. (2006); (52) Simpson (2001); (53) Simpson et al. (2010); (54) Sindrup et al. (1999); (55) Sindrup et al. (2003); (56) Stacey et al. 8 
(2008); (57) Tolle et al. (2008); (58) van Seventer et al. (2006); (59) Vinik et al. (2007); (60) Vinik et al. (2007); (61) Vranken et al. (2008); (62) Vranken et al. (2011); (63) Watson et al. 9 
(1993); (64) Watson et al. (1998); (65) Webster et al. (2010); (66) Webster et al. (2010); (67) Wernicke et al. (2006); (68) Wu et al. (2008); (69) Wymer et al. (2009); (70) Yasuda et al. 10 
(2011); (71) Ziegler et al. (2010) 11 


 12 
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Table 11 Dizziness – relative effectiveness of all pairwise combinations (hazard ratios) 1 
 P


la
c
e
b
o
 


A
m


it
ri
p


ty
lin


e
 


C
a
n
n
a
b
is


 
S


a
ti
v
a
 E


x
tr


a
c
t 


C
a
p
s
a
ic


in
 P


a
tc


h
 


D
u
lo


x
e
ti
n


e
 


E
s
c
it
a
lo


p
ra


m
 


G
a
b
a
p
e
n
ti
n


 


G
a
b
a
p
e
n
ti
n


 


+
N


o
rt


ri
p


ty
lin


e
 


G
a
b
a
p
e
n
ti
n


 


+
O


x
y
c
o
d
o
n
e
 


Im
ip


ra
m


in
e
 


L
a
c
o
s
a
m


id
e
 


L
a
m


o
tr


ig
in


e
 


L
e
v
e
ti
ra


c
e
ta


m
 


M
o


rp
h
in


e
 


N
o
rt


ri
p


ty
lin


e
 


N
o
rt


ri
p


ty
lin


e
 


+
M


o
rp


h
in


e
 


O
x
c
a
rb


a
z
e
p
in


e
 


O
x
y
c
o
d
o
n
e
 


P
re


g
a
b
a
lin


 


T
o


p
ir
a
m


a
te


 


T
ra


m
a


d
o
l 


T
ra


z
o
d
o
n
e
 


V
e
n
la


fa
x
in


e
 


C
a
p
s
a
ic


in
 C


re
a
m


 


Placebo  N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Amitriptyline 
0.89 
(0.37, 
2.10) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Cannabis 
Sativa Extract 


3.12 
(1.03, 
9.56) 


3.52 
(0.87, 
14.73) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Capsaicin 
Patch 


0.67 
(0.25, 
1.75) 


0.76 
(0.21, 
2.76) 


0.21 
(0.05, 
0.95) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Duloxetine 
2.21 
(1.11, 
4.53) 


2.51 
(0.83, 
7.64) 


0.71 
(0.18, 
2.68) 


3.30 
(1.01, 
11.20) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Escitalopram 
0.34 
(0.03, 
2.80) 


0.39 
(0.03, 
3.77) 


0.11 
(0.01, 
1.17) 


0.51 
(0.04, 
5.38) 


0.15 
(0.01, 
1.40) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Gabapentin 
3.73 
(2.10, 
6.68) 


4.23 
(1.61, 
11.27) 


1.20 
(0.34, 
4.25) 


5.56 
(1.84, 
17.39) 


1.70 
(0.67, 
4.19) 


10.94 
(1.23, 
137.6) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Gabapentin 
+Nortriptyline 


2.86 
(0.41, 
18.74) 


3.27 
(0.42, 
23.93) 


0.92 
(0.10, 
8.13) 


4.27 
(0.48, 
35.80) 


1.29 
(0.16, 
9.60) 


8.44 
(0.48, 
182.5) 


0.77 
(0.12, 
4.82) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Gabapentin 
+Oxycodone 


17.72 
(3.31, 
97.78) 


19.99 
(3.24, 
129.7) 


5.67 
(0.77, 
45.11) 


26.39 
(3.88, 
188.5) 


8.00 
(1.30, 
50.27) 


52.94 
(3.58, 
1064) 


4.73 
(0.98, 
23.74) 


6.18 
(0.58, 
71.59) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Imipramine 
3.86 
(0.29, 
138.7) 


4.49 
(0.28, 
166.9) 


1.27 
(0.07, 
51.04) 


5.80 
(0.34, 
243.5) 


1.75 
(0.12, 
66.87) 


12.02 
(0.37, 
848.4) 


1.04 
(0.07, 
38.85) 


1.41 
(0.05, 
76.89) 


0.22 
(0.01, 
10.89) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Lacosamide 
3.48 
(1.59, 
7.88) 


3.93 
(1.26, 
12.69) 


1.12 
(0.28, 
4.40) 


5.19 
(1.48, 
18.81) 


1.57 
(0.54, 
4.62) 


10.26 
(1.08, 
133.0) 


0.93 
(0.35, 
2.50) 


1.22 
(0.16, 
9.93) 


0.20 
(0.03, 
1.26) 


0.90 
(0.02, 
13.51) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Lamotrigine 
1.33 
(0.57, 
3.17) 


1.51 
(0.45, 
5.18) 


0.43 
(0.10, 
1.74) 


1.99 
(0.54, 
7.45) 


0.61 
(0.20, 
1.84) 


3.91 
(0.40, 
52.22) 


0.36 
(0.13, 
1.02) 


0.46 
(0.06, 
3.93) 


0.07 
(0.01, 
0.49) 


0.34 
(0.01, 
5.54) 


0.38 
(0.12, 
1.24) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
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Levetiracetam 
6.37 
(1.77, 
28.47) 


7.21 
(1.52, 
40.32) 


2.04 
(0.37, 
13.24) 


9.62 
(1.92, 
55.39) 


2.89 
(0.65, 
14.55) 


18.90 
(1.53, 
336.8) 


1.71 
(0.42, 
8.34) 


2.25 
(0.22, 
25.66) 


0.36 
(0.04, 
3.32) 


1.66 
(0.04, 
33.46) 


1.85 
(0.40, 
9.51) 


4.80 
(1.02, 
26.34) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Morphine 
1.87 
(0.38, 
9.88) 


2.13 
(0.36, 
13.05) 


0.60 
(0.08, 
4.42) 


2.80 
(0.44, 
18.81) 


0.84 
(0.15, 
5.14) 


5.57 
(0.40, 
101.0) 


0.51 
(0.09, 
2.84) 


0.66 
(0.06, 
7.39) 


0.11 
(0.01, 
1.07) 


0.48 
(0.01, 
10.52) 


0.54 
(0.09, 
3.37) 


1.41 
(0.23, 
9.07) 


0.29 
(0.03, 
2.28) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Nortriptyline 
0.88 
(0.19, 
3.47) 


0.99 
(0.20, 
4.23) 


0.28 
(0.04, 
1.65) 


1.31 
(0.22, 
7.12) 


0.40 
(0.07, 
1.87) 


2.55 
(0.20, 
44.04) 


0.24 
(0.05, 
0.96) 


0.31 
(0.04, 
2.34) 


0.05 
(0.01, 
0.40) 


0.22 
(0.00, 
4.20) 


0.25 
(0.05, 
1.23) 


0.66 
(0.12, 
3.39) 


0.14 
(0.02, 
0.91) 


0.47 
(0.07, 
2.81) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Nortriptyline 
+Morphine 


0.39 
(0.01, 
4.79) 


0.43 
(0.01, 
6.32) 


0.12 
(0.00, 
2.03) 


0.57 
(0.01, 
8.92) 


0.17 
(0.00, 
2.39) 


1.09 
(0.02, 
38.88) 


0.10 
(0.00, 
1.39) 


0.13 
(0.00, 
3.05) 


0.02 
(0.00, 
0.47) 


0.09 
(0.00, 
4.11) 


0.11 
(0.00, 
1.56) 


0.29 
(0.01, 
4.35) 


0.06 
(0.00, 
1.07) 


0.21 
(0.01, 
2.43) 


0.45 
(0.01, 
6.15) 


 N/A N/A N/A N/A N/A N/A N/A N/A 


Oxcarbazepine 
8.35 
(2.48, 
34.10) 


9.50 
(2.17, 
49.06) 


2.71 
(0.51, 
16.16) 


12.62 
(2.61, 
67.84) 


3.81 
(0.92, 
17.79) 


24.86 
(2.14, 
409.0) 


2.24 
(0.59, 
10.40) 


2.99 
(0.31, 
32.41) 


0.48 
(0.06, 
4.17) 


2.15 
(0.05, 
41.82) 


2.41 
(0.56, 
12.16) 


6.32 
(1.40, 
32.29) 


1.32 
(0.19, 
8.61) 


4.48 
(0.58, 
37.62) 


9.64 
(1.51, 
76.11) 


22.48 
(1.29, 
1057) 


 N/A N/A N/A N/A N/A N/A N/A 


Oxycodone 
3.58 
(0.79, 
16.74) 


4.06 
(0.71, 
23.87) 


1.16 
(0.17, 
7.59) 


5.34 
(0.90, 
34.10) 


1.62 
(0.30, 
8.57) 


10.63 
(0.78, 
187.0) 


0.96 
(0.19, 
4.90) 


1.26 
(0.11, 
14.23) 


0.20 
(0.02, 
1.96) 


0.91 
(0.02, 
19.33) 


1.03 
(0.18, 
5.83) 


2.69 
(0.47, 
15.61) 


0.56 
(0.07, 
4.23) 


1.93 
(0.20, 
17.12) 


4.11 
(0.52, 
34.66) 


9.46 
(0.49, 
448.3) 


0.42 
(0.06, 
3.12) 


 N/A N/A N/A N/A N/A N/A 


Pregabalin 
3.39 
(2.35, 
4.91) 


3.83 
(1.52, 
9.82) 


1.09 
(0.33, 
3.49) 


5.05 
(1.79, 
14.48) 


1.53 
(0.69, 
3.35) 


9.93 
(1.19, 
116.3) 


0.91 
(0.46, 
1.80) 


1.18 
(0.17, 
8.49) 


0.19 
(0.03, 
1.05) 


0.87 
(0.02, 
12.20) 


0.98 
(0.40, 
2.32) 


2.54 
(0.99, 
6.44) 


0.53 
(0.11, 
2.01) 


1.81 
(0.33, 
9.35) 


3.85 
(0.92, 
18.59) 


8.71 
(0.68, 
330.5) 


0.40 
(0.10, 
1.46) 


0.95 
(0.19, 
4.44) 


 N/A N/A N/A N/A N/A 


Topiramate 
1.34 
(0.27, 
7.04) 


1.52 
(0.25, 
9.95) 


0.43 
(0.06, 
3.20) 


2.00 
(0.31, 
13.95) 


0.61 
(0.10, 
3.65) 


4.00 
(0.27, 
75.19) 


0.36 
(0.06, 
2.07) 


0.47 
(0.04, 
5.94) 


0.08 
(0.01, 
0.82) 


0.34 
(0.01, 
7.74) 


0.39 
(0.06, 
2.38) 


1.01 
(0.16, 
6.39) 


0.21 
(0.02, 
1.71) 


0.72 
(0.07, 
7.41) 


1.54 
(0.18, 
14.45) 


3.58 
(0.17, 
179.9) 


0.16 
(0.02, 
1.27) 


0.37 
(0.04, 
3.56) 


0.40 
(0.08, 
2.17) 


 N/A N/A N/A N/A 


Tramadol 
5.58 
(1.67, 
20.78) 


6.32 
(1.42, 
31.47) 


1.79 
(0.35, 
10.08) 


8.35 
(1.76, 
42.74) 


2.54 
(0.61, 
11.23) 


16.62 
(1.44, 
264.3) 


1.50 
(0.39, 
6.31) 


1.98 
(0.21, 
20.65) 


0.31 
(0.04, 
2.80) 


1.45 
(0.03, 
27.11) 


1.60 
(0.37, 
7.40) 


4.20 
(0.96, 
19.91) 


0.87 
(0.13, 
5.28) 


2.98 
(0.39, 
23.12) 


6.38 
(1.04, 
47.70) 


14.73 
(0.82, 
702.6) 


0.66 
(0.11, 
3.95) 


1.56 
(0.22, 
11.63) 


1.65 
(0.47, 
6.51) 


4.17 
(0.53, 
32.56) 


 N/A N/A N/A 


Trazodone 
10.47 
(0.42, 
2818) 


12.00 
(0.42, 
3289) 


3.46 
(0.11, 
990.3) 


15.67 
(0.55, 
4217) 


4.76 
(0.17, 
1286) 


33.42 
(0.62, 
12060) 


2.82 
(0.11, 
757.0) 


3.91 
(0.09, 
1167) 


0.62 
(0.02, 
184.5) 


2.77 
(0.03, 
907.7) 


3.05 
(0.11, 
806.5) 


7.89 
(0.28, 
2290) 


1.66 
(0.04, 
497.8) 


5.84 
(0.15, 
1700) 


12.53 
(0.35, 
3791) 


31.08 
(0.45, 
19980) 


1.27 
(0.04, 
359.4) 


3.04 
(0.08, 
891.2) 


3.10 
(0.12, 
811.7) 


8.08 
(0.20, 
2599) 


1.90 
(0.06, 
553.2) 


 N/A N/A 


Venlafaxine 
2.40 
(0.13, 
90.20) 


2.76 
(0.13, 
112.4) 


0.77 
(0.03, 
32.68) 


3.62 
(0.17, 
154.4) 


1.09 
(0.05, 
44.05) 


7.35 
(0.19, 
547.0) 


0.64 
(0.03, 
25.07) 


0.86 
(0.03, 
50.04) 


0.14 
(0.00, 
7.17) 


0.62 
(0.05, 
6.14) 


0.69 
(0.03, 
28.53) 


1.81 
(0.09, 
73.04) 


0.37 
(0.01, 
17.78) 


1.30 
(0.05, 
65.11) 


2.79 
(0.11, 
142.3) 


6.88 
(0.13, 
929.6) 


0.29 
(0.01, 
13.63) 


0.68 
(0.03, 
31.46) 


0.71 
(0.04, 
27.02) 


1.82 
(0.06, 
95.05) 


0.42 
(0.02, 
19.95) 


0.22 
(0.00, 
27.12) 


 N/A 


Capsaicin 
Cream 


5.23 
(0.13, 
2668) 


5.97 
(0.14, 
3325) 


1.71 
(0.03, 
903.2) 


7.86 
(0.17, 
4259) 


2.36 
(0.06, 
1232) 


16.41 
(0.21, 
12380) 


1.40 
(0.03, 
695.4) 


1.95 
(0.03, 
1147) 


0.30 
(0.01, 
179.3) 


1.35 
(0.01, 
1214) 


1.51 
(0.03, 
785.3) 


3.94 
(0.09, 
2030) 


0.82 
(0.02, 
436.3) 


2.88 
(0.05, 
1788) 


6.19 
(0.11, 
3310) 


16.20 
(0.15, 
22760) 


0.62 
(0.01, 
363.7) 


1.50 
(0.03, 
896.5) 


1.55 
(0.04, 
784.7) 


3.92 
(0.06, 
2307) 


0.92 
(0.02, 
523.5) 


0.48 
(0.00, 
582.5) 


2.27 
(0.01, 
2243) 
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Values given are hazard ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus column). 
Numbers in parentheses are 95% credible intervals. Because it is not easily possible to derive analogous estimates of hazard ratios from a frequentist analysis of direct data only, the 
segment above and to the right of the shaded cells is left blank. 
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Figure 6 Dizziness – relative effect of all options compared with placebo 1 


 2 
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Table 12 Dizziness – rankings for each comparator 1 


 Probability best Median rank (95%CrI) 


Placebo 0.000 6 (3, 10) 


Amitriptyline 0.016 5 (2, 12) 


Cannabis Sativa Extract 0.000 14 (6, 22) 


Capsaicin Patch 0.060 4 (1, 11) 


Duloxetine 0.000 12 (7, 18) 


Escitalopram 0.367 2 (1, 13) 


Gabapentin 0.000 16 (11, 20) 


Gabapentin+Nortriptyline 0.007 14 (3, 23) 


Gabapentin+Oxycodone 0.000 23 (15, 24) 


Imipramine 0.013 16 (2, 24) 


Lacosamide 0.000 15 (9, 21) 


Lamotrigine 0.003 8 (3, 15) 


Levetiracetam 0.000 19 (10, 24) 


Morphine 0.006 11 (2, 21) 


Nortriptyline 0.043 5 (1, 15) 


Nortriptyline+Morphine 0.362 2 (1, 18) 


Oxcarbazepine 0.000 21 (12, 24) 


Oxycodone 0.001 16 (5, 23) 


Pregabalin 0.000 15 (11, 19) 


Topiramate 0.026 8 (1, 20) 


Tramadol 0.000 19 (10, 23) 


Trazodone 0.008 21 (3, 24) 


Venlafaxine 0.045 12 (1, 24) 


Capsaicin Cream 0.043 18 (1, 24) 


 2 
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Figure 7 Dizziness – rank probability histograms 1 


 2 


Table 13 Dizziness – model fit statistics 3 


Residual deviance Dbar Dhat pD DIC tau-squared 


167 


(compared to 173 datapoints) 
768.083 632.74 135.343 903.426 0.413 (95%CrI: 0.256, 0.704) 
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1.2.2 Nausea 1 


1 Placebo


2 Amitriptyline


3 Cannabis Sativa Extract


4 Capsaicin Patch


5 Duloxetine


6 Gabapentin


7 Gabapentin+Oxycodone


8 Imipramine


9 Lacosamide


10 Lamotrigine


11 Levetiracetam


12 Morphine


13 Nortriptyline


14 Nortriptyline+Morphine


15 Oxcarbazepine


16 Oxycodone


17 Pregabalin


18 Valproate


19 Topiramate


20 Tramadol


21 Venlafaxine


22 Capsaicin Cream


1


2


3


4


5


6 7


8


9


10


11


12


13


14


15
16 17


18


19


20


21


22


 


Figure 8 Nausea – evidence network 2 







DRAFT FOR CONSULTATION 
 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix K (June 2013)  Page 30 of 57 


Table 14 Nausea – trials included in analysis 1 
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Amitriptyline 
2 RCTs


22,48
 


total n=94 
                    


Cannabis 
Sativa Extract 


2 RCTs
28,33


 
total n=191 


-                    


Capsaicin Patch 
5 RCTs


3,7,20,21,51
 


total n=2738 
- -                   


Duloxetine 
4 RCTs


12,14,52,55
 


total n=1344 
- - -                  


Gabapentin 
6 RCTs


2,5,16,25,29,38
 


total n=559 
1 RCT


26
 


total n=50 
- - -                 


Gabapentin 
+Oxycodone 


- - - - - 
1 RCT


17
 


total n=338 
               


Imipramine 
1 RCT


41
 


total n=80 
- - - - - -               


Lacosamide 
4 RCTs


32,37,54,56
 


total n=1314 
- - - - - - -              


Lamotrigine 
5 RCTs


9,30,39,45,46
 


total n=1125 
- - - - - - - -             


Levetiracetam 
3 RCTs


10,19,35
 


total n=158 
- - - - - - - - -            


Morphine 
2 RCTs


23,53
 


total n=222 
- - - - - - - - - -           


Nortriptyline 
1 RCT


23
 


total n=110 
1 RCT


50
 


total n=66 
- - - - - - - - - 


1 RCT
23


 
total n=110 


         


Nortriptyline 
+Morphine 


1 RCT
23


 
total n=110 


- - - - - - - - - - 
1 RCT


23
 


total n=110 
1 RCT


23
 


total n=110 
        


Oxcarbazepine 
3 RCTs


4,8,15
 


total n=634 
- - - - - - - - - - - - -        


Oxycodone 
1 RCT


13
 


total n=159 
- - - - - - - - - - - - - -       


Pregabalin 
4 RCTs


11,34,44,47
 


total n=892 
- - - - - - - - - - - - - - -      


Valproate 
2 RCTs


1,24
 


total n=84 
- - - - - - - - - - - - - - - -     
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Topiramate 
2 RCTs


31,43
 


total n=1592 
- - - - - - - - - - - - - - - - -    


Tramadol 
4 RCTs


6,18,27,40
 


total n=381 
- - - - - - - - - - - - - - - - - -   


Venlafaxine 
3 RCTs


36,41,42
 


total n=355 
- - - - - - 


1 RCT
41


 
total n=80 


- - - - - - - - - - - -  


Capsaicin Cream 
1 RCT


49
 


total n=143 
- - - - - - - - - - - - - - - - - - - - 


(1) Agrawal et al. (2009); (2) Backonja et al. (1998); (3) Backonja et al. (2008); (4) Beydoun et al. (2006); (5) Bone et al. (2002); (6) Boureau et al. (2003); (7) Clifford et al. (2012); (8) 1 
Dogra et al. (2005); (9) Eisenberg et al. (2001); (10) Falah et al. (2012); (11) Freynhagen et al. (2005); (12) Gao et al. (2010); (13) Gimbel et al. (2003); (14) Goldstein et al. (2005); 2 
(15) Grosskopf et al. (2006); (16) Hahn et al. (2004); (17) Hanna et al. (2008); (18) Harati et al. (1998); (19) Holbech et al. (2011); (20) Irving et al. (2011); (21) Irving et al. (2012); (22) 3 
Kalso et al. (1995); (23) Khoromi et al. (2007); (24) Kochar et al. (2004); (25) Levendoglu et al. (2004); (26) Morello et al. (1999); (27) Norrbrink & Lundeberg (2009); (28) Nurmikko et 4 
al. (2007); (29) Rao et al. (2007); (30) Rao et al. (2008); (31) Raskin et al. (2004); (32) Rauck et al. (2007); (33) Rog et al. (2005); (34) Rosenstock et al. (2004); (35) Rossi et al. 5 
(2009); (36) Rowbotham et al. (2004); (37) Shaibani et al. (2009); (38) Simpson (2001); (39) Simpson et al. (2003); (40) Sindrup et al. (1999); (41) Sindrup et al. (2003); (42) Tasmuth 6 
et al. (2002); (43) Thienel et al. (2004); (44) van Seventer et al. (2006); (45) Vinik et al. (2007); (46) Vinik et al. (2007); (47) Vranken et al. (2008); (48) Vrethem et al. (1997); (49) 7 
Watson et al. (1993); (50) Watson et al. (1998); (51) Webster et al. (2010); (52) Wernicke et al. (2006); (53) Wu et al. (2008); (54) Wymer et al. (2009); (55) Yasuda et al. (2011); (56) 8 
Ziegler et al. (2010) 9 


 10 
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Table 15 Nausea – relative effectiveness of all pairwise combinations (hazard ratios) 1 
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Placebo  N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Amitriptyline 
0.76 
(0.15, 
3.94) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Cannabis 
Sativa Extract 


2.69 
(1.00, 
7.61) 


3.53 
(0.56, 
24.37) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Capsaicin 
Patch 


1.77 
(1.07, 
2.94) 


2.39 
(0.42, 
11.29) 


0.66 
(0.22, 
1.86) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Duloxetine 
3.98 
(2.57, 
6.43) 


5.26 
(0.97, 
26.90) 


1.49 
(0.50, 
4.22) 


2.26 
(1.20, 
4.29) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Gabapentin 
1.36 
(0.56, 
3.61) 


1.68 
(0.34, 
8.78) 


0.50 
(0.15, 
1.74) 


0.75 
(0.29, 
2.14) 


0.34 
(0.13, 
0.94) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Gabapentin 
+Oxycodone 


3.79 
(0.25, 
71.48) 


4.38 
(0.50, 
73.49) 


1.48 
(0.08, 
26.55) 


2.14 
(0.14, 
40.90) 


0.96 
(0.07, 
17.70) 


2.92 
(0.24, 
33.16) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Imipramine 
3.32 
(0.75, 
12.51) 


4.36 
(0.41, 
33.13) 


1.21 
(0.20, 
6.36) 


1.88 
(0.41, 
7.30) 


0.83 
(0.18, 
3.37) 


2.40 
(0.45, 
11.51) 


0.85 
(0.04, 
17.60) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Lacosamide 
1.77 
(1.01, 
3.28) 


2.29 
(0.40, 
12.23) 


0.65 
(0.21, 
2.12) 


1.00 
(0.49, 
2.11) 


0.44 
(0.20, 
0.95) 


1.32 
(0.42, 
3.58) 


0.48 
(0.02, 
7.61) 


0.54 
(0.13, 
2.64) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Lamotrigine 
1.20 
(0.71, 
2.07) 


1.60 
(0.28, 
8.04) 


0.45 
(0.15, 
1.27) 


0.68 
(0.34, 
1.35) 


0.30 
(0.15, 
0.59) 


0.88 
(0.30, 
2.33) 


0.31 
(0.02, 
4.98) 


0.36 
(0.09, 
1.75) 


0.68 
(0.30, 
1.39) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Levetiracetam 
2.64 
(0.28, 
24.44) 


3.27 
(0.33, 
41.99) 


1.00 
(0.09, 
10.12) 


1.47 
(0.16, 
14.20) 


0.64 
(0.07, 
6.03) 


1.93 
(0.18, 
18.81) 


0.68 
(0.04, 
16.04) 


0.82 
(0.06, 
9.76) 


1.46 
(0.14, 
14.24) 


2.21 
(0.21, 
20.99) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Morphine 
7.25 
(1.32, 
61.70) 


8.96 
(0.94, 
121.7) 


2.67 
(0.38, 
25.74) 


4.11 
(0.73, 
34.59) 


1.79 
(0.32, 
16.49) 


5.27 
(0.79, 
49.42) 


2.04 
(0.07, 
52.73) 


2.14 
(0.28, 
29.80) 


4.24 
(0.68, 
38.48) 


6.08 
(1.08, 
51.07) 


2.97 
(0.14, 
51.88) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
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Nortriptyline 
0.42 
(0.01, 
4.89) 


0.48 
(0.02, 
6.09) 


0.15 
(0.00, 
2.20) 


0.23 
(0.01, 
2.84) 


0.10 
(0.00, 
1.27) 


0.30 
(0.01, 
3.75) 


0.10 
(0.00, 
3.12) 


0.12 
(0.00, 
2.26) 


0.23 
(0.01, 
2.85) 


0.34 
(0.01, 
4.24) 


0.15 
(0.00, 
3.91) 


0.06 
(0.00, 
0.73) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Nortriptyline 
+Morphine 


3.90 
(0.20, 
60.99) 


4.75 
(0.22, 
111.0) 


1.47 
(0.07, 
27.22) 


2.14 
(0.11, 
39.66) 


0.99 
(0.05, 
17.10) 


2.83 
(0.16, 
47.10) 


1.02 
(0.02, 
42.67) 


1.20 
(0.05, 
22.72) 


2.21 
(0.12, 
33.61) 


3.19 
(0.18, 
52.95) 


1.59 
(0.03, 
52.23) 


0.54 
(0.05, 
4.32) 


8.64 
(0.44, 
580.7) 


 N/A N/A N/A N/A N/A N/A N/A N/A 


Oxcarbazepine 
2.48 
(1.01, 
6.28) 


3.28 
(0.48, 
18.79) 


0.92 
(0.24, 
3.93) 


1.41 
(0.50, 
3.86) 


0.62 
(0.23, 
1.69) 


1.87 
(0.45, 
7.10) 


0.67 
(0.03, 
11.80) 


0.75 
(0.16, 
4.25) 


1.39 
(0.47, 
3.89) 


2.11 
(0.73, 
5.89) 


1.03 
(0.08, 
10.57) 


0.35 
(0.03, 
2.36) 


6.09 
(0.43, 
220.0) 


0.62 
(0.03, 
16.17) 


 N/A N/A N/A N/A N/A N/A N/A 


Oxycodone 
8.20 
(2.97, 
25.63) 


10.72 
(1.56, 
68.23) 


3.06 
(0.83, 
11.73) 


4.67 
(1.57, 
14.88) 


2.03 
(0.69, 
6.89) 


6.08 
(1.66, 
23.04) 


2.22 
(0.11, 
33.52) 


2.49 
(0.50, 
14.30) 


4.66 
(1.42, 
15.64) 


6.82 
(2.24, 
23.38) 


3.17 
(0.29, 
33.21) 


1.14 
(0.11, 
7.87) 


20.63 
(1.44, 
695.4) 


2.11 
(0.11, 
43.43) 


3.29 
(0.83, 
14.43) 


 N/A N/A N/A N/A N/A N/A 


Pregabalin 
1.27 
(0.64, 
2.48) 


1.62 
(0.28, 
9.10) 


0.46 
(0.15, 
1.50) 


0.72 
(0.31, 
1.58) 


0.32 
(0.14, 
0.68) 


0.94 
(0.29, 
2.76) 


0.34 
(0.02, 
5.59) 


0.39 
(0.08, 
1.86) 


0.72 
(0.28, 
1.64) 


1.06 
(0.45, 
2.45) 


0.48 
(0.04, 
5.02) 


0.18 
(0.02, 
0.98) 


3.08 
(0.23, 
124.2) 


0.33 
(0.02, 
6.22) 


0.50 
(0.17, 
1.63) 


0.15 
(0.04, 
0.53) 


 N/A N/A N/A N/A N/A 


Valproate 
3.93 
(0.57, 
48.93) 


5.14 
(0.45, 
127.7) 


1.50 
(0.18, 
22.74) 


2.24 
(0.28, 
27.65) 


0.96 
(0.14, 
13.82) 


3.00 
(0.35, 
44.88) 


1.13 
(0.03, 
48.84) 


1.26 
(0.12, 
22.67) 


2.25 
(0.30, 
29.31) 


3.24 
(0.45, 
44.11) 


1.64 
(0.08, 
51.22) 


0.52 
(0.03, 
11.69) 


10.08 
(0.39, 
844.7) 


1.15 
(0.03, 
52.73) 


1.63 
(0.21, 
21.44) 


0.50 
(0.05, 
7.40) 


3.14 
(0.43, 
44.21) 


 N/A N/A N/A N/A 


Topiramate 
1.93 
(1.17, 
3.29) 


2.54 
(0.47, 
13.12) 


0.72 
(0.23, 
2.06) 


1.09 
(0.54, 
2.20) 


0.48 
(0.25, 
0.94) 


1.44 
(0.49, 
3.82) 


0.50 
(0.03, 
8.07) 


0.58 
(0.15, 
2.81) 


1.10 
(0.50, 
2.33) 


1.60 
(0.80, 
3.31) 


0.74 
(0.07, 
7.15) 


0.27 
(0.03, 
1.52) 


4.69 
(0.38, 
182.0) 


0.49 
(0.03, 
9.46) 


0.78 
(0.27, 
2.24) 


0.24 
(0.07, 
0.70) 


1.52 
(0.69, 
3.55) 


0.50 
(0.04, 
3.56) 


 N/A N/A N/A 


Tramadol 
5.56 
(2.65, 
13.01) 


7.28 
(1.29, 
40.93) 


2.06 
(0.68, 
6.67) 


3.12 
(1.38, 
8.03) 


1.39 
(0.58, 
3.42) 


4.12 
(1.32, 
12.30) 


1.42 
(0.08, 
23.61) 


1.70 
(0.39, 
8.83) 


3.15 
(1.21, 
8.10) 


4.56 
(2.01, 
12.30) 


2.15 
(0.21, 
22.69) 


0.78 
(0.08, 
4.72) 


13.73 
(1.17, 
596.2) 


1.48 
(0.08, 
24.55) 


2.25 
(0.65, 
8.38) 


0.67 
(0.20, 
2.23) 


4.47 
(1.62, 
12.38) 


1.36 
(0.10, 
11.85) 


2.85 
(1.24, 
7.42) 


 N/A N/A 


Venlafaxine 
3.40 
(1.55, 
8.17) 


4.41 
(0.73, 
30.73) 


1.26 
(0.37, 
4.73) 


1.91 
(0.78, 
5.10) 


0.85 
(0.34, 
2.23) 


2.51 
(0.79, 
8.33) 


0.89 
(0.05, 
16.38) 


1.04 
(0.30, 
4.04) 


1.94 
(0.72, 
5.56) 


2.85 
(1.12, 
7.53) 


1.24 
(0.14, 
13.81) 


0.48 
(0.05, 
2.65) 


8.24 
(0.62, 
324.5) 


0.90 
(0.06, 
14.38) 


1.39 
(0.41, 
4.76) 


0.42 
(0.12, 
1.47) 


2.71 
(1.01, 
7.81) 


0.86 
(0.06, 
6.48) 


1.77 
(0.69, 
4.64) 


0.62 
(0.21, 
1.82) 


 N/A 


Capsaicin 
Cream 


5.88 
(0.42, 
3778) 


7.87 
(0.29, 
4761) 


2.29 
(0.15, 
1397) 


3.29 
(0.22, 
2159) 


1.45 
(0.10, 
967.8) 


4.64 
(0.29, 
2486) 


1.59 
(0.05, 
798.6) 


1.88 
(0.09, 
1659) 


3.48 
(0.21, 
2156) 


4.90 
(0.34, 
3237) 


2.36 
(0.07, 
1546) 


0.83 
(0.03, 
771.8) 


15.62 
(0.35, 
22700) 


1.75 
(0.03, 
2033) 


2.38 
(0.14, 
1988) 


0.75 
(0.04, 
393.9) 


4.82 
(0.32, 
2679) 


1.36 
(0.03, 
795.1) 


3.02 
(0.21, 
2037) 


1.06 
(0.07, 
627.1) 


1.78 
(0.11, 
1073) 


 


Values given are hazard ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus column). 
Numbers in parentheses are 95% credible intervals. Because it is not easily possible to derive analogous estimates of hazard ratios from a frequentist analysis of direct data only, the 
segment above and to the right of the shaded cells is left blank. 
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Figure 9 Nausea – relative effect of all options compared with placebo 1 
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Table 16 Nausea – rankings for each comparator 1 


 Probability best Median rank (95%CrI) 


Placebo 0.038 4 (1, 7) 


Amitriptyline 0.156 3 (1, 15) 


Cannabis Sativa Extract 0.002 13 (4, 20) 


Capsaicin Patch 0.000 9 (4, 14) 


Duloxetine 0.000 16 (11, 20) 


Gabapentin 0.026 6 (1, 14) 


Gabapentin+Oxycodone 0.025 16 (2, 22) 


Imipramine 0.012 14 (3, 21) 


Lacosamide 0.001 9 (4, 15) 


Lamotrigine 0.029 5 (1, 11) 


Levetiracetam 0.044 13 (1, 22) 


Morphine 0.000 19 (7, 22) 


Nortriptyline 0.561 1 (1, 17) 


Nortriptyline+Morphine 0.033 16 (1, 22) 


Oxcarbazepine 0.006 12 (3, 20) 


Oxycodone 0.000 20 (14, 22) 


Pregabalin 0.022 6 (2, 12) 


Valproate 0.017 16 (2, 22) 


Topiramate 0.000 10 (5, 15) 


Tramadol 0.000 18 (12, 22) 


Venlafaxine 0.000 15 (8, 20) 


Capsaicin Cream 0.027 19 (1, 22) 


 2 
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Figure 10 Nausea – rank probability histograms 1 


 2 


Table 17 Nausea – model fit statistics 3 


Residual deviance Dbar Dhat pD DIC tau-squared 


139.8 


(compared to 140 datapoints) 
599.914 508.928 90.986 690.9 0.003 (95%CrI: 0.000, 0.221) 


 4 
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1.2.3 Withdrawal due to adverse effect(s) 1 
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Figure 11 Withdrawal due to adverse effect(s) – evidence network 2 
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Table 18 Withdrawal due to adverse effect(s) – trials included in analysis 1 
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Amitriptyline 
7 RCTs


8,23,31,40,55,56,83
 


total n=449 
                      


Cannabis 
Sativa Extract 


2 RCTs
46,57


 
total n=191 


-                      


Capsaicin Patch 
5 RCTs


4,10,29,30,87
 


total n=2738 
- -                     


Duloxetine 
5 RCTs


19,21,51,88,90
 


total n=1692 
- - -                    


Escitalopram 
1 RCT


47
 


total n=96 
- - - -                   


Gabapentin 
8 RCTs


3,22,25,44,53,55,60,67
 


total n=1176 
2 RCTs


43,55
 


total n=126 
- - - -                  


Gabapentin 
+Oxycodone 


- - - - - - 
1 RCT


26
 


total n=338 
                


Imipramine 
1 RCT


72
 


total n=80 
- - - - - - -                


Lacosamide 
4 RCTs


52,65,89,92
 


total n=1314 
- - - - - - - -               


Lamotrigine 
11 RCTs


7,14,16,39,41,49,68,69,79,80,81
 


total n=1463 
- - - - - - - - -              


Levetiracetam 
4 RCTs


15,17,28,59
 


total n=226 
- - - - - - - - - -             


Lidocaine (Topical) 
1 RCT


9
 


total n=56 
- - - - - - - - - - -            


Morphine 
1 RCT


33
 


total n=110 
- - - - - - - - - - - -           


Nortriptyline 
1 RCT


33
 


total n=110 
1 RCT


86
 


total n=66 
- - - - - - - - - - - 


1 RCT
33


 
total n=110 


         


Nortriptyline 
+Morphine 


1 RCT
33


 
total n=110 


- - - - - - - - - - - - 
1 RCT


33
 


total n=110 
1 RCT


33
 


total n=110 
        


Oxcarbazepine 
2 RCTs


6,11
 


total n=493 
- - - - - - - - - - - - - - -        


Oxycodone 
1 RCT


20
 


total n=159 
- - - - - - - - - - - - - - - -       
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Pregabalin 
17 RCTs


2,13,18,24,34,38,42,54,58,62,63,66,70,73,77,78,82
 


total n=4236 
1 RCT


5
 


total n=102 
- - - - - - - - - - - - - - - -      


Valproate 
3 RCTs


35,36,37
 


total n=145 
- - - - - - - - - - - - - - - - - -     


Topiramate 
3 RCTs


32,50,76
 


total n=1674 
- - - - - - - - - - - - - - - - - - -    


Tramadol 
4 RCTs


1,27,45,71
 


total n=292 
- - - - - - - - - - - - - - - - - - - -   


Venlafaxine 
4 RCTs


61,72,75,91
 


total n=415 
- - - - - - - 


1 RCT
72


 
total n=80 


- - - - - - - - - - - - -  


Capsaicin Cream 
6 RCTs


12,48,64,74,84,85
 


total n=547 
- - - - - - - - - - - - - - - - - - - - - - 


(1) Arbaiza & Vidal (2007); (2) Arezzo et al. (2008); (3) Backonja et al. (1998); (4) Backonja et al. (2008); (5) Bansal et al. (2009); (6) Beydoun et al. (2006); (7) Breuer et al. (2007); (8) 1 
Cardenas et al. (2002); (9) Cheville et al. (2009); (10) Clifford et al. (2012); (11) Dogra et al. (2005); (12) Donofrio & Capsaicin study (1992); (13) Dworkin et al. (2003); (14) Eisenberg 2 
et al. (2001); (15) Falah et al. (2012); (16) Finnerup et al. (2002); (17) Finnerup et al. (2009); (18) Freynhagen et al. (2005); (19) Gao et al. (2010); (20) Gimbel et al. (2003); (21) 3 
Goldstein et al. (2005); (22) Gordh et al. (2008); (23) Graff-Radford et al. (2000); (24) Guan et al. (2011); (25) Hahn et al. (2004); (26) Hanna et al. (2008); (27) Harati et al. (1998); (28) 4 
Holbech et al. (2011); (29) Irving et al. (2011); (30) Irving et al. (2012); (31) Kautio et al. (2008); (32) Khoromi et al. (2005); (33) Khoromi et al. (2007); (34) Kim et al. (2011); (35) 5 
Kochar et al. (2002); (36) Kochar et al. (2004); (37) Kochar et al. (2005); (38) Lesser et al. (2004); (39) Luria et al. (2000); (40) Max et al. (1988); (41) McCleane (1999); (42) Moon et 6 
al. (2010); (43) Morello et al. (1999); (44) Nikolajsen et al. (2006); (45) Norrbrink & Lundeberg (2009); (46) Nurmikko et al. (2007); (47) Otto et al. (2008); (48) Paice et al. (2000); (49) 7 
Rao et al. (2008); (50) Raskin et al. (2004); (51) Raskin et al. (2005); (52) Rauck et al. (2007); (53) Rice & Maton (2001); (54) Richter et al. (2005); (55) Rintala et al. (2007); (56) 8 
Robinson et al. (2004); (57) Rog et al. (2005); (58) Rosenstock et al. (2004); (59) Rossi et al. (2009); (60) Rowbotham et al. (1998); (61) Rowbotham et al. (2004); (62) Sabatowski et 9 
al. (2004); (63) Satoh et al. (2011); (64) Scheffler et al. (1991); (65) Shaibani et al. (2009); (66) Siddall et al. (2006); (67) Simpson (2001); (68) Simpson et al. (2000); (69) Simpson et 10 
al. (2003); (70) Simpson et al. (2010); (71) Sindrup et al. (1999); (72) Sindrup et al. (2003); (73) Stacey et al. (2008); (74) Tandan et al. (1992); (75) Tasmuth et al. (2002); (76) Thienel 11 
et al. (2004); (77) Tolle et al. (2008); (78) van Seventer et al. (2006); (79) Vestergaard et al. (2001); (80) Vinik et al. (2007); (81) Vinik et al. (2007); (82) Vranken et al. (2008); (83) 12 
Vrethem et al. (1997); (84) Watson & Evans (1992); (85) Watson et al. (1993); (86) Watson et al. (1998); (87) Webster et al. (2010); (88) Wernicke et al. (2006); (89) Wymer et al. 13 
(2009); (90) Yasuda et al. (2011); (91) Yucel et al. (2005); (92) Ziegler et al. (2010) 14 


 15 
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Table 19 Withdrawal due to adverse effect(s) – relative effectiveness of all pairwise combinations (hazard ratios; unadjusted) 1 
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Placebo  N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Amitriptyline 
2.65 
(1.35, 
5.27) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Cannabis 
Sativa Extract 


5.82 
(1.21, 
38.14) 


2.20 
(0.39, 
16.14) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Capsaicin Patch 
1.08 
(0.38, 
3.06) 


0.41 
(0.12, 
1.39) 


0.18 
(0.02, 
1.23) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Duloxetine 
2.70 
(1.50, 
4.99) 


1.02 
(0.41, 
2.55) 


0.47 
(0.06, 
2.51) 


2.51 
(0.74, 
8.30) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Escitalopram 
7.41 
(0.70, 
237.9) 


2.79 
(0.24, 
96.52) 


1.28 
(0.07, 
54.24) 


6.91 
(0.53, 
252.8) 


2.75 
(0.24, 
92.46) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Gabapentin 
1.86 
(1.04, 
3.35) 


0.70 
(0.31, 
1.59) 


0.32 
(0.04, 
1.73) 


1.72 
(0.51, 
5.66) 


0.69 
(0.29, 
1.59) 


0.25 
(0.01, 
2.82) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Gabapentin 
+Oxycodone 


6.03 
(1.41, 
26.99) 


2.26 
(0.48, 
11.11) 


1.02 
(0.10, 
9.15) 


5.58 
(0.93, 
33.89) 


2.22 
(0.46, 
11.24) 


0.79 
(0.02, 
12.93) 


3.23 
(0.86, 
12.56) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Imipramine 
0.36 
(0.01, 
3.83) 


0.13 
(0.00, 
1.60) 


0.06 
(0.00, 
1.06) 


0.32 
(0.01, 
4.58) 


0.13 
(0.00, 
1.49) 


0.04 
(0.00, 
1.32) 


0.19 
(0.01, 
2.22) 


0.06 
(0.00, 
0.95) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Lacosamide 
2.47 
(1.30, 
4.77) 


0.93 
(0.36, 
2.39) 


0.42 
(0.06, 
2.31) 


2.29 
(0.67, 
7.95) 


0.91 
(0.37, 
2.24) 


0.33 
(0.01, 
3.90) 


1.33 
(0.56, 
3.20) 


0.41 
(0.08, 
2.03) 


6.98 
(0.61, 
264.0) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Lamotrigine 
1.95 
(1.12, 
3.51) 


0.74 
(0.30, 
1.79) 


0.33 
(0.05, 
1.81) 


1.81 
(0.56, 
5.94) 


0.72 
(0.31, 
1.66) 


0.26 
(0.01, 
2.98) 


1.05 
(0.46, 
2.41) 


0.33 
(0.07, 
1.57) 


5.54 
(0.48, 
210.2) 


0.79 
(0.34, 
1.90) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Levetiracetam 
4.79 
(1.46, 
19.82) 


1.82 
(0.45, 
8.42) 


0.84 
(0.09, 
6.66) 


4.52 
(0.93, 
25.51) 


1.78 
(0.46, 
8.03) 


0.65 
(0.02, 
10.04) 


2.59 
(0.68, 
12.02) 


0.81 
(0.12, 
6.16) 


14.27 
(0.97, 
576.6) 


1.95 
(0.51, 
9.16) 


2.46 
(0.66, 
11.13) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 
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Lidocaine 
(Topical) 


10.96 
(0.44, 
3740) 


4.17 
(0.15, 
1499) 


1.94 
(0.04, 
689.4) 


10.54 
(0.33, 
3338) 


4.07 
(0.15, 
1446) 


1.50 
(0.01, 
729.5) 


5.95 
(0.22, 
2067) 


1.87 
(0.05, 
732.4) 


37.30 
(0.56, 
26670) 


4.49 
(0.16, 
1540) 


5.66 
(0.21, 
1953) 


2.34 
(0.06, 
742.1) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Morphine 
7.35 
(0.87, 
118.8) 


2.81 
(0.30, 
45.43) 


1.26 
(0.07, 
31.90) 


6.86 
(0.64, 
130.8) 


2.71 
(0.29, 
47.58) 


1.00 
(0.02, 
34.90) 


4.00 
(0.43, 
67.76) 


1.25 
(0.09, 
29.19) 


22.92 
(0.79, 
1874) 


2.97 
(0.32, 
51.04) 


3.78 
(0.41, 
64.66) 


1.52 
(0.12, 
30.92) 


0.64 
(0.00, 
48.58) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Nortriptyline 
2.56 
(0.29, 
32.19) 


0.97 
(0.11, 
11.79) 


0.44 
(0.02, 
9.05) 


2.39 
(0.21, 
36.62) 


0.94 
(0.10, 
12.84) 


0.33 
(0.01, 
10.37) 


1.38 
(0.15, 
18.97) 


0.42 
(0.03, 
7.95) 


7.78 
(0.28, 
518.1) 


1.03 
(0.11, 
13.86) 


1.31 
(0.14, 
17.77) 


0.52 
(0.04, 
8.67) 


0.21 
(0.00, 
14.98) 


0.34 
(0.04, 
2.32) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Nortriptyline 
+Morphine 


5.65 
(0.61, 
98.68) 


2.14 
(0.21, 
36.79) 


0.98 
(0.05, 
25.08) 


5.22 
(0.45, 
107.6) 


2.08 
(0.20, 
38.44) 


0.75 
(0.01, 
27.44) 


3.05 
(0.30, 
56.36) 


0.95 
(0.06, 
23.87) 


17.52 
(0.56, 
1425) 


2.30 
(0.22, 
42.67) 


2.90 
(0.29, 
54.13) 


1.18 
(0.08, 
25.04) 


0.49 
(0.00, 
40.11) 


0.78 
(0.13, 
4.27) 


2.28 
(0.30, 
19.82) 


 N/A N/A N/A N/A N/A N/A N/A N/A 


Oxcarbazepine 
4.06 
(1.62, 
10.64) 


1.53 
(0.49, 
4.89) 


0.69 
(0.09, 
4.35) 


3.77 
(0.94, 
15.07) 


1.50 
(0.49, 
4.67) 


0.54 
(0.02, 
6.98) 


2.19 
(0.73, 
6.67) 


0.67 
(0.12, 
3.85) 


11.55 
(0.90, 
478.8) 


1.64 
(0.53, 
5.16) 


2.08 
(0.70, 
6.30) 


0.84 
(0.16, 
3.78) 


0.37 
(0.00, 
11.15) 


0.55 
(0.03, 
5.81) 


1.60 
(0.11, 
16.34) 


0.71 
(0.04, 
8.26) 


 N/A N/A N/A N/A N/A N/A N/A 


Oxycodone 
1.78 
(0.32, 
10.14) 


0.67 
(0.11, 
4.37) 


0.30 
(0.02, 
3.28) 


1.66 
(0.22, 
12.68) 


0.66 
(0.11, 
4.14) 


0.23 
(0.01, 
4.48) 


0.96 
(0.16, 
6.11) 


0.30 
(0.03, 
2.89) 


5.24 
(0.28, 
252.4) 


0.73 
(0.12, 
4.68) 


0.92 
(0.15, 
5.58) 


0.37 
(0.04, 
3.07) 


0.16 
(0.00, 
6.33) 


0.23 
(0.01, 
3.96) 


0.70 
(0.03, 
11.02) 


0.31 
(0.01, 
5.58) 


0.44 
(0.06, 
3.19) 


 N/A N/A N/A N/A N/A N/A 


Pregabalin 
2.09 
(1.48, 
2.97) 


0.79 
(0.38, 
1.63) 


0.36 
(0.05, 
1.79) 


1.93 
(0.65, 
5.82) 


0.77 
(0.38, 
1.53) 


0.28 
(0.01, 
3.04) 


1.13 
(0.57, 
2.20) 


0.35 
(0.08, 
1.56) 


5.92 
(0.53, 
223.3) 


0.85 
(0.40, 
1.77) 


1.07 
(0.54, 
2.08) 


0.44 
(0.10, 
1.52) 


0.19 
(0.00, 
5.07) 


0.28 
(0.02, 
2.50) 


0.82 
(0.06, 
7.26) 


0.37 
(0.02, 
3.55) 


0.51 
(0.19, 
1.39) 


1.17 
(0.20, 
6.72) 


 N/A N/A N/A N/A N/A 


Valproate 
3.54 
(0.51, 
46.22) 


1.33 
(0.17, 
18.86) 


0.63 
(0.04, 
11.81) 


3.28 
(0.37, 
50.11) 


1.30 
(0.17, 
18.61) 


0.46 
(0.01, 
15.63) 


1.90 
(0.26, 
26.27) 


0.60 
(0.05, 
10.88) 


10.91 
(0.47, 
730.9) 


1.44 
(0.19, 
19.86) 


1.81 
(0.24, 
25.18) 


0.74 
(0.07, 
11.85) 


0.31 
(0.00, 
20.56) 


0.48 
(0.02, 
12.10) 


1.42 
(0.06, 
37.95) 


0.64 
(0.02, 
17.62) 


0.88 
(0.10, 
12.47) 


2.03 
(0.15, 
41.66) 


1.70 
(0.23, 
22.76) 


 N/A N/A N/A N/A 


Topiramate 
3.76 
(1.83, 
7.92) 


1.42 
(0.53, 
3.86) 


0.65 
(0.09, 
3.68) 


3.48 
(0.99, 
12.60) 


1.39 
(0.55, 
3.58) 


0.51 
(0.01, 
5.96) 


2.02 
(0.80, 
5.17) 


0.62 
(0.12, 
3.19) 


10.75 
(0.88, 
406.2) 


1.52 
(0.57, 
4.09) 


1.93 
(0.77, 
4.86) 


0.78 
(0.16, 
3.17) 


0.34 
(0.00, 
9.53) 


0.51 
(0.03, 
4.91) 


1.47 
(0.11, 
14.20) 


0.66 
(0.04, 
7.15) 


0.93 
(0.28, 
3.03) 


2.12 
(0.33, 
13.31) 


1.81 
(0.80, 
4.10) 


1.06 
(0.08, 
8.39) 


 N/A N/A N/A 


Tramadol 
5.78 
(2.05, 
19.31) 


2.18 
(0.63, 
8.45) 


0.99 
(0.12, 
7.34) 


5.39 
(1.18, 
25.78) 


2.13 
(0.64, 
8.14) 


0.77 
(0.02, 
10.96) 


3.11 
(0.95, 
11.74) 


0.97 
(0.16, 
6.22) 


16.66 
(1.20, 
770.9) 


2.35 
(0.69, 
9.03) 


2.93 
(0.91, 
11.00) 


1.20 
(0.21, 
6.42) 


0.52 
(0.00, 
16.79) 


0.79 
(0.04, 
9.11) 


2.27 
(0.15, 
26.44) 


1.02 
(0.05, 
12.97) 


1.44 
(0.34, 
6.32) 


3.24 
(0.43, 
25.77) 


2.77 
(0.93, 
9.64) 


1.64 
(0.10, 
16.31) 


1.54 
(0.43, 
6.25) 


 N/A N/A 


Venlafaxine 
2.60 
(0.93, 
8.09) 


0.98 
(0.29, 
3.66) 


0.44 
(0.05, 
3.23) 


2.42 
(0.56, 
11.67) 


0.96 
(0.29, 
3.44) 


0.35 
(0.01, 
4.76) 


1.40 
(0.43, 
5.00) 


0.43 
(0.07, 
2.70) 


7.36 
(0.78, 
275.7) 


1.05 
(0.31, 
3.87) 


1.33 
(0.41, 
4.71) 


0.54 
(0.10, 
2.80) 


0.24 
(0.00, 
7.28) 


0.36 
(0.02, 
3.88) 


1.03 
(0.07, 
11.21) 


0.47 
(0.02, 
5.61) 


0.64 
(0.16, 
2.75) 


1.46 
(0.19, 
11.36) 


1.25 
(0.42, 
4.05) 


0.73 
(0.05, 
6.97) 


0.69 
(0.20, 
2.67) 


0.45 
(0.09, 
2.13) 


 N/A 


Capsaicin 
Cream 


6.06 
(2.49, 
16.76) 


2.29 
(0.75, 
7.67) 


1.04 
(0.13, 
6.95) 


5.63 
(1.44, 
23.69) 


2.25 
(0.76, 
7.37) 


0.82 
(0.02, 
10.64) 


3.25 
(1.14, 
10.56) 


1.02 
(0.18, 
5.70) 


17.35 
(1.35, 
734.5) 


2.47 
(0.82, 
8.10) 


3.11 
(1.07, 
9.88) 


1.27 
(0.24, 
5.94) 


0.55 
(0.00, 
16.80) 


0.83 
(0.05, 
8.68) 


2.42 
(0.17, 
25.31) 


1.08 
(0.06, 
12.16) 


1.50 
(0.41, 
5.81) 


3.42 
(0.48, 
24.68) 


2.92 
(1.10, 
8.50) 


1.71 
(0.12, 
14.97) 


1.62 
(0.50, 
5.54) 


1.06 
(0.23, 
4.42) 


2.33 
(0.57, 
10.17) 
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Values given are hazard ratios. 


The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus column). 
Numbers in parentheses are 95% credible intervals. Because it is not easily possible to derive analogous estimates of hazard ratios from a frequentist analysis of direct data only, the 
segment above and to the right of the shaded cells is left blank. 
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Dose-adjusted estimates are fitted at the typical maintenance values provided by the GDG, or at the 
mean value in the evidence base where the GDG did not provide an estimate (see Table 4 for details). 


Figure 12 Withdrawal due to adverse effect(s) – relative effect of all 1 


options compared with placebo 2 


 3 
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Table 20 Withdrawal due to adverse effect(s) – rankings for each 1 


comparator 2 


 


No dose adjustment Dose-adjusted 


Probability 
best 


Median rank 
(95%CrI) 


Probability 
best 


Median rank 
(95%CrI) 


Placebo 0.051 3 (1, 6) 0.048 3 (1, 5) 


Amitriptyline 0.000 11 (5, 19) 0.000 11 (5, 18) 


Cannabis Sativa Extract 0.002 19 (4, 24) 0.000 19 (6, 24) 


Capsaicin Patch 0.098 3 (1, 13) 0.103 3 (1, 12) 


Duloxetine 0.000 12 (5, 19) 0.000 12 (6, 18) 


Escitalopram 0.009 20 (2, 24) 0.007 20 (3, 24) 


Gabapentin 0.001 7 (3, 14) 0.000 7 (3, 14) 


Gabapentin+Oxycodone 0.001 19 (5, 24) 0.000 19 (7, 24) 


Imipramine 0.667 1 (1, 15) 0.711 1 (1, 13) 


Lacosamide 0.000 11 (4, 18) 0.000 10 (5, 17) 


Lamotrigine 0.001 8 (3, 15) 0.000 7 (3, 14) 


Levetiracetam 0.000 17 (5, 23) 0.000 18 (5, 24) 


Lidocaine (Topical) 0.022 22 (2, 24) 0.020 21 (2, 24) 


Morphine 0.004 20 (3, 24) 0.002 20 (4, 24) 


Nortriptyline 0.054 11 (1, 23) 0.047 11 (1, 22) 


Nortriptyline+Morphine 0.011 18 (2, 24) 0.005 19 (3, 24) 


Oxcarbazepine 0.000 16 (6, 22) 0.000 15 (7, 21) 


Oxycodone 0.056 7 (1, 22) 0.038 6 (1, 20) 


Pregabalin 0.000 9 (4, 14) 0.000 8 (4, 13) 


Valproate 0.021 15 (2, 24) 0.019 16 (2, 24) 


Topiramate 0.000 15 (7, 21) 0.000 15 (10, 20) 


Tramadol 0.000 19 (8, 24) 0.000 18 (9, 24) 


Venlafaxine 0.001 11 (3, 21) 0.001 11 (3, 21) 


Capsaicin Cream 0.000 19 (11, 23) 0.000 19 (12, 23) 


 3 
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Figure 13 Withdrawal due to adverse effect(s) – rank probability 1 


histograms (no adjustment for dose) 2 
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Figure 14 Withdrawal due to adverse effect(s) – rank probability 1 


histograms (dose-adjusted) 2 


 3 


Table 21 Withdrawal due to adverse effect(s) – model fit statistics 4 


 Residual deviance Dbar Dhat pD DIC tau-squared 


Unadjusted 204.4 
(cf. 199 datapoints) 


918.7 763.0 155.6 1074.3 
0.294 
(95%CrI: 0.176, 0.507) 


Dose-adjusted 214.9 
(cf. 199 datapoints) 929.5 799.9 129.6 1059.2 


0.007 
(95%CrI: 0.001, 0.148) 


 5 


As with efficacy data (see Table 7, above), it is not straightforward to choose 6 


between these models. On the one hand, overall model fit is apparently 7 


improved in the dose-adjusted version: DIC is reduced, and the random-8 


effects term is relied upon to explain far less of the observed heterogeneity. 9 







DRAFT FOR CONSULTATION 
 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix K 
(June 2013)  Page 47 of 57 


On the other, residual deviance rises, suggesting some datapoints are poorly 1 


modelled in the dose-adjusted approach (this is particularly conspicuous for 2 


Stacey et al., 2008, which has the unusual feature of a much higher dropout 3 


rate in an arm with lower dosage). 4 


2 Peripheral pain 5 


2.1 Efficacy 6 


2.1.1 30% and 50% pain relief 7 


Data and results 8 


1 Placebo


2 Amitriptyline


3 Cannabis Sativa Extract


4 Capsaicin Patch


5 Duloxetine


6 Gabapentin


7 Lacosamide


8 Lamotrigine


9 Nortriptyline


10 Oxcarbazepine


11 Pregabalin


12 Topiramate


13 Tramadol


14 Venlafaxine


15 Capsaicin Cream


1


2


34


5


6


7


8


9


10


11


12


13


14


15


 


Figure 15 30% and 50% pain relief (peripheral only) – evidence network 9 
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Table 22 30% and 50% pain relief (peripheral only) – trials included in analysis 1 
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V
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x
in


e
 


Amitriptyline -              


Cannabis Sativa Extract 
1 RCT


20
 


total n=250 
-             


Capsaicin Patch 
6 RCTs


1,4,7,15,16,33
 


total n=4890 
- -            


Duloxetine 
5 RCTs


12,13,21,30,39
 


total n=2579 
- - -           


Gabapentin 
1 RCT


24
 


total n=334 
- - - -          


Lacosamide 
3 RCTs


23,36,37
 


total n=1753 
- - - - -         


Lamotrigine 
5 RCTs


10,18,32,35,41
 


total n=1754 
- - - - - -        


Nortriptyline - - - - - 
1 RCT


5
 


total n=70 
- -       


Oxcarbazepine 
1 RCT


8
 


total n=292 
- - - - - - - -      


Pregabalin 
13 RCTs


6,9,11,14,17,19,25,26,28,29,31,34,40
 


total n=5542 


1 RCT
42


 


total n=102 
- - - - - - - -     


Topiramate 
1 RCT


22
 


total n=646 
- - - - - - - - - -    
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Tramadol 
2 RCTs


3,43
 


total n=305 
- - - - - - - - - - -   


Venlafaxine 
1 RCT


27
 


total n=245 
- - - - - - - - - - - -  


Capsaicin Cream 
2 RCTs


2,38
 


total n=57 
- - - - - - - - - - - - - 


(1) Backonja et al. (2008); (2) Bernstein et al. (1989); (3) Boureau et al. (2003); (4) Webster et al. (2010); (5) Chandra et al. (2006); (6) Stacey et al. (2008); (7) Clifford et al. (2012); (8) 1 
Dogra et al. (2005); (9) Dworkin et al. (2003); (10) Eisenberg et al. (2001); (11) Freynhagen et al. (2005); (12) Gao et al. (2010); (13) Goldstein et al. (2005); (14) Guan et al. (2011); 2 
(15) Irving et al. (2012); (16) Irving et al. (2011); (17) Lesser et al. (2004); (18) Luria et al. (2000); (19) Moon et al. (2010); (20) Nurmikko et al. (2007); (21) Raskin et al. (2005); (22) 3 
Raskin et al. (2004); (23) Rauck et al. (2007); (24) Rice & Maton (2001); (25) Richter et al. (2005); (26) Rosenstock et al. (2004); (27) Rowbotham et al. (2004); (28) Sabatowski et al. 4 
(2004); (29) Satoh et al. (2011); (30) Wernicke et al. (2006); (31) Simpson et al. (2010); (32) Vinik et al. (2007); (33) Webster et al. (2010); (34) van Seventer et al. (2006); (35) 5 
Simpson et al. (2003); (36) Shaibani et al. (2009); (37) Ziegler et al. (2010); (38) Watson & Evans (1992); (39) Yasuda et al. (2011); (40) Tolle et al. (2008); (41) Vinik et al. (2007); (42) 6 
Bansal et al. (2009); (43) Sindrup et al. (1999) 7 


 8 
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Table 23 30% and 50% pain relief (peripheral only) – relative effectiveness of all pairwise combinations (z-scores; unadjusted) 1 
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Placebo  N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Amitriptyline -0.20 
(-0.82,0.43) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Cannabis Sativa 
Extract 


-0.47 
(-1.08,0.13) 


-0.27 
(-1.15,0.59) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Capsaicin Patch -0.24 
(-0.40,-0.07) 


-0.04 
(-0.68,0.61) 


0.23 
(-0.39,0.86) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Duloxetine -0.53 
(-0.71,-0.34) 


-0.33 
(-0.98,0.32) 


-0.06 
(-0.68,0.57) 


-0.29 
(-0.53,-0.04) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Gabapentin -0.57 
(-1.03,-0.10) 


-0.37 
(-1.15,0.40) 


-0.10 
(-0.86,0.67) 


-0.33 
(-0.82,0.16) 


-0.04 
(-0.53,0.45) 


 N/A N/A N/A N/A N/A N/A N/A N/A N/A 


Lacosamide -0.24 
(-0.50,0.03) 


-0.04 
(-0.72,0.64) 


0.23 
(-0.42,0.89) 


0.00 
(-0.31,0.31) 


0.29 
(-0.03,0.61) 


0.33 
(-0.20,0.86) 


 N/A N/A N/A N/A N/A N/A N/A N/A 


Lamotrigine -0.21 
(-0.45,0.02) 


-0.02 
(-0.69,0.64) 


0.25 
(-0.39,0.90) 


0.02 
(-0.27,0.30) 


0.31 
(0.01,0.60) 


0.35 
(-0.16,0.87) 


0.02 
(-0.33,0.37) 


 N/A N/A N/A N/A N/A N/A N/A 


Nortriptyline -0.72 
(-1.58,0.16) 


-0.52 
(-1.60,0.54) 


-0.25 
(-1.30,0.81) 


-0.48 
(-1.37,0.40) 


-0.20 
(-1.08,0.70) 


-0.16 
(-0.89,0.60) 


-0.49 
(-1.39,0.44) 


-0.51 
(-1.40,0.40) 


 N/A N/A N/A N/A N/A N/A 


Oxcarbazepine -0.48 
(-1.01,0.05) 


-0.28 
(-1.10,0.53) 


-0.01 
(-0.81,0.80) 


-0.24 
(-0.80,0.32) 


0.04 
(-0.52,0.61) 


0.08 
(-0.62,0.79) 


-0.25 
(-0.83,0.35) 


-0.27 
(-0.85,0.33) 


0.24 
(-0.79,1.26) 


 N/A N/A N/A N/A N/A 


Pregabalin -0.51 
(-0.65,-0.39) 


-0.32 
(-0.93,0.29) 


-0.05 
(-0.66,0.58) 


-0.28 
(-0.49,-0.07) 


0.01 
(-0.21,0.23) 


0.05 
(-0.43,0.53) 


-0.28 
(-0.57,0.02) 


-0.30 
(-0.57,-0.03) 


0.20 
(-0.69,1.08) 


-0.03 
(-0.59,0.51) 


 N/A N/A N/A N/A 


Topiramate -0.39 
(-0.83,0.06) 


-0.19 
(-0.96,0.58) 


0.08 
(-0.66,0.83) 


-0.15 
(-0.63,0.33) 


0.14 
(-0.35,0.62) 


0.18 
(-0.46,0.81) 


-0.15 
(-0.67,0.37) 


-0.17 
(-0.68,0.34) 


0.33 
(-0.66,1.31) 


0.09 
(-0.61,0.79) 


0.13 
(-0.33,0.60) 


 N/A N/A N/A 


Tramadol -0.55 
(-0.99,-0.13) 


-0.35 
(-1.11,0.41) 


-0.08 
(-0.82,0.65) 


-0.31 
(-0.78,0.15) 


-0.02 
(-0.49,0.44) 


0.02 
(-0.62,0.65) 


-0.31 
(-0.82,0.19) 


-0.34 
(-0.83,0.16) 


0.17 
(-0.81,1.14) 


-0.06 
(-0.77,0.61) 


-0.03 
(-0.48,0.41) 


-0.16 
(-0.79,0.46) 


 N/A N/A 


Venlafaxine -0.35 
(-0.81,0.10) 


-0.16 
(-0.93,0.61) 


0.11 
(-0.64,0.87) 


-0.12 
(-0.60,0.36) 


0.17 
(-0.32,0.66) 


0.21 
(-0.43,0.85) 


-0.12 
(-0.65,0.41) 


-0.14 
(-0.65,0.37) 


0.36 
(-0.62,1.34) 


0.13 
(-0.58,0.83) 


0.16 
(-0.31,0.63) 


0.03 
(-0.60,0.67) 


0.19 
(-0.43,0.82) 


 N/A 


Capsaicin Cream -1.26 
(-2.06,-0.50) 


-1.06 
(-2.08,-0.07) 


-0.79 
(-1.79,0.20) 


-1.02 
(-1.83,-0.24) 


-0.73 
(-1.55,0.06) 


-0.69 
(-1.60,0.19) 


-1.02 
(-1.85,-0.21) 


-1.04 
(-1.87,-0.24) 


-0.54 
(-1.73,0.62) 


-0.78 
(-1.73,0.15) 


-0.74 
(-1.54,0.03) 


-0.87 
(-1.78,0.01) 


-0.71 
(-1.61,0.17) 


-0.90 
(-1.82,-0.01) 


 


Values given are z-scores. The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus column). Numbers in parentheses are 
95% credible intervals. Because it is not easily possible to derive analogous estimates of z-scores from a frequentist analysis of direct data only, the segment above and to the right of the shaded cells is left blank. 
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Table 24 Probability of pain relief over time as applied in the health economic model – peripheral pain only; no adjustment for 1 
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4 weeks 


<30% 0.78 
(0.47,0.95) 


0.71 
(0.31,0.94) 


0.62 
(0.23,0.90) 


0.70 
(0.37,0.92) 


0.60 
(0.26,0.86) 


0.58 
(0.22,0.89) 


0.70 
(0.36,0.92) 


0.71 
(0.38,0.92) 


0.52 
(0.13,0.89) 


0.61 
(0.25,0.90) 


0.60 
(0.28,0.87) 


0.65 
(0.30,0.91) 


0.58 
(0.25,0.88) 


0.66 
(0.29,0.91) 


0.31 
(0.05,0.75) 


30–49% 0.10 
(0.03,0.16) 


0.12 
(0.03,0.16) 


0.14 
(0.05,0.16) 


0.12 
(0.05,0.16) 


0.15 
(0.07,0.16) 


0.15 
(0.06,0.16) 


0.12 
(0.04,0.16) 


0.12 
(0.04,0.16) 


0.16 
(0.06,0.16) 


0.14 
(0.05,0.16) 


0.14 
(0.07,0.16) 


0.14 
(0.05,0.16) 


0.15 
(0.06,0.16) 


0.13 
(0.05,0.16) 


0.15 
(0.06,0.17) 


≥50% 0.12 
(0.02,0.37) 


0.17 
(0.03,0.54) 


0.24 
(0.04,0.63) 


0.18 
(0.04,0.47) 


0.26 
(0.07,0.59) 


0.27 
(0.05,0.64) 


0.18 
(0.03,0.48) 


0.17 
(0.03,0.45) 


0.33 
(0.05,0.77) 


0.25 
(0.05,0.61) 


0.26 
(0.07,0.58) 


0.22 
(0.04,0.54) 


0.27 
(0.06,0.60) 


0.21 
(0.04,0.56) 


0.54 
(0.14,0.89) 


8 weeks 


<30% 0.68 
(0.57,0.78) 


0.61 
(0.33,0.83) 


0.50 
(0.25,0.73) 


0.59 
(0.46,0.71) 


0.48 
(0.35,0.61) 


0.46 
(0.26,0.68) 


0.59 
(0.44,0.73) 


0.60 
(0.46,0.73) 


0.40 
(0.11,0.74) 


0.50 
(0.28,0.73) 


0.48 
(0.35,0.61) 


0.53 
(0.33,0.75) 


0.47 
(0.27,0.66) 


0.55 
(0.33,0.75) 


0.21 
(0.05,0.52) 


30–49% 0.13 
(0.10,0.15) 


0.14 
(0.08,0.16) 


0.16 
(0.11,0.17) 


0.15 
(0.12,0.16) 


0.16 
(0.14,0.17) 


0.16 
(0.13,0.17) 


0.15 
(0.11,0.16) 


0.14 
(0.11,0.16) 


0.16 
(0.09,0.17) 


0.16 
(0.11,0.17) 


0.16 
(0.14,0.17) 


0.15 
(0.11,0.17) 


0.16 
(0.13,0.17) 


0.15 
(0.11,0.17) 


0.13 
(0.05,0.16) 


≥50% 0.19 
(0.12,0.28) 


0.25 
(0.09,0.52) 


0.34 
(0.16,0.61) 


0.26 
(0.17,0.38) 


0.36 
(0.25,0.50) 


0.38 
(0.19,0.59) 


0.26 
(0.15,0.40) 


0.26 
(0.15,0.39) 


0.44 
(0.15,0.80) 


0.35 
(0.15,0.57) 


0.36 
(0.25,0.49) 


0.31 
(0.15,0.52) 


0.37 
(0.20,0.58) 


0.30 
(0.14,0.51) 


0.65 
(0.32,0.90) 


12 weeks 


<30% 0.62 
(0.55,0.69) 


0.54 
(0.29,0.78) 


0.44 
(0.21,0.67) 


0.53 
(0.44,0.62) 


0.42 
(0.32,0.52) 


0.40 
(0.23,0.58) 


0.53 
(0.40,0.66) 


0.54 
(0.42,0.65) 


0.34 
(0.10,0.69) 


0.43 
(0.24,0.67) 


0.42 
(0.33,0.50) 


0.47 
(0.29,0.65) 


0.41 
(0.23,0.60) 


0.48 
(0.29,0.67) 


0.17 
(0.04,0.44) 


30–49% 0.14 
(0.12,0.15) 


0.15 
(0.10,0.16) 


0.16 
(0.12,0.17) 


0.15 
(0.14,0.16) 


0.16 
(0.15,0.17) 


0.16 
(0.13,0.17) 


0.15 
(0.13,0.17) 


0.15 
(0.13,0.16) 


0.16 
(0.09,0.17) 


0.16 
(0.13,0.17) 


0.16 
(0.15,0.17) 


0.16 
(0.13,0.17) 


0.16 
(0.14,0.17) 


0.16 
(0.13,0.17) 


0.12 
(0.05,0.16) 


≥50% 0.24 
(0.18,0.30) 


0.30 
(0.13,0.56) 


0.40 
(0.20,0.65) 


0.32 
(0.24,0.40) 


0.42 
(0.32,0.53) 


0.44 
(0.27,0.64) 


0.32 
(0.21,0.44) 


0.31 
(0.21,0.42) 


0.50 
(0.18,0.81) 


0.41 
(0.21,0.62) 


0.42 
(0.34,0.51) 


0.37 
(0.21,0.56) 


0.43 
(0.26,0.63) 


0.36 
(0.20,0.56) 


0.71 
(0.41,0.92) 


16 weeks 


<30% 0.60 
(0.08,0.96) 


0.52 
(0.05,0.95) 


0.42 
(0.02,0.93) 


0.51 
(0.05,0.93) 


0.40 
(0.03,0.90) 


0.38 
(0.02,0.91) 


0.51 
(0.05,0.93) 


0.52 
(0.06,0.94) 


0.32 
(0.01,0.90) 


0.41 
(0.03,0.92) 


0.40 
(0.03,0.89) 


0.45 
(0.03,0.93) 


0.39 
(0.03,0.90) 


0.46 
(0.04,0.94) 


0.16 
(0.00,0.75) 


30–49% 0.14 
(0.02,0.16) 


0.15 
(0.02,0.16) 


0.16 
(0.02,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.15 
(0.03,0.16) 


0.15 
(0.01,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.02,0.16) 


0.16 
(0.03,0.16) 


0.12 
(0.01,0.16) 


≥50% 0.25 
(0.02,0.83) 


0.32 
(0.02,0.89) 


0.42 
(0.03,0.94) 


0.33 
(0.03,0.90) 


0.44 
(0.05,0.93) 


0.46 
(0.04,0.95) 


0.33 
(0.03,0.89) 


0.33 
(0.03,0.88) 


0.52 
(0.05,0.98) 


0.43 
(0.04,0.94) 


0.44 
(0.05,0.93) 


0.39 
(0.03,0.92) 


0.45 
(0.04,0.93) 


0.38 
(0.03,0.91) 


0.73 
(0.13,0.99) 


20 weeks 


<30% 0.64 
(0.51,0.76) 


0.56 
(0.26,0.81) 


0.46 
(0.22,0.72) 


0.55 
(0.39,0.69) 


0.43 
(0.29,0.59) 


0.42 
(0.23,0.64) 


0.55 
(0.38,0.71) 


0.56 
(0.40,0.72) 


0.36 
(0.10,0.71) 


0.45 
(0.23,0.71) 


0.44 
(0.30,0.59) 


0.49 
(0.28,0.72) 


0.42 
(0.23,0.65) 


0.50 
(0.29,0.71) 


0.18 
(0.04,0.46) 


30–49% 0.14 
(0.11,0.16) 


0.15 
(0.09,0.16) 


0.16 
(0.11,0.17) 


0.15 
(0.12,0.16) 


0.16 
(0.14,0.17) 


0.16 
(0.13,0.17) 


0.15 
(0.12,0.16) 


0.15 
(0.12,0.17) 


0.16 
(0.09,0.17) 


0.16 
(0.12,0.17) 


0.16 
(0.14,0.17) 


0.16 
(0.12,0.17) 


0.16 
(0.13,0.17) 


0.16 
(0.12,0.17) 


0.12 
(0.05,0.16) 


≥50% 0.22 
(0.13,0.34) 


0.29 
(0.10,0.59) 


0.39 
(0.16,0.64) 


0.30 
(0.18,0.44) 


0.41 
(0.27,0.56) 


0.42 
(0.23,0.64) 


0.30 
(0.17,0.46) 


0.29 
(0.16,0.44) 


0.48 
(0.17,0.81) 


0.39 
(0.17,0.64) 


0.40 
(0.27,0.55) 


0.35 
(0.16,0.57) 


0.42 
(0.22,0.63) 


0.34 
(0.17,0.56) 


0.69 
(0.38,0.91) 


NB data shown do not reflect correlations between response probabilities as sampled in the model; therefore, credible intervals for mutually exclusive outcomes can only be 3 
considered separately, and cannot be expected to sum to 1 4 
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Table 25 Probability of pain relief over time as applied in the health economic model – peripheral pain only; dose-adjusted 1 
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 - 50mg/da 4 sprays/da 1×60-mina 60mg/da 1800mg/da 400mg/da 400mg/da 50mg/da 1800mg/db 300mg/da 100mg/da 400mg/da 75mg/da 4apps/da 


4 weeks 


<30% 0.78 
(0.45,0.95) 


0.76 
(0.35,0.96) 


0.62 
(0.19,0.92) 


0.70 
(0.36,0.92) 


0.60 
(0.27,0.87) 


0.58 
(0.20,0.89) 


0.71 
(0.36,0.92) 


0.71 
(0.37,0.93) 


0.50 
(0.00,1.00) 


0.61 
(0.25,0.91) 


0.63 
(0.27,0.87) 


0.65 
(0.00,1.00) 


0.57 
(0.25,0.91) 


0.71 
(0.42,0.99) 


0.30 
(0.01,0.92) 


30–49% 0.10 
(0.03,0.16) 


0.11 
(0.02,0.16) 


0.14 
(0.04,0.16) 


0.12 
(0.04,0.16) 


0.14 
(0.07,0.16) 


0.15 
(0.06,0.16) 


0.12 
(0.04,0.16) 


0.12 
(0.04,0.16) 


0.16 
(0.00,0.16) 


0.14 
(0.05,0.16) 


0.14 
(0.07,0.16) 


0.14 
(0.00,0.16) 


0.15 
(0.05,0.16) 


0.12 
(0.01,0.16) 


0.15 
(0.02,0.16) 


≥50% 0.12 
(0.02,0.39) 


0.13 
(0.01,0.49) 


0.24 
(0.03,0.68) 


0.18 
(0.03,0.48) 


0.26 
(0.06,0.59) 


0.27 
(0.05,0.67) 


0.17 
(0.03,0.48) 


0.17 
(0.03,0.48) 


0.34 
(0.00,1.00) 


0.25 
(0.04,0.60) 


0.23 
(0.06,0.59) 


0.22 
(0.00,1.00) 


0.28 
(0.04,0.61) 


0.17 
(0.00,0.42) 


0.55 
(0.04,0.97) 


8 weeks 


<30% 0.68 
(0.57,0.78) 


0.66 
(0.37,0.86) 


0.51 
(0.20,0.80) 


0.59 
(0.44,0.74) 


0.48 
(0.35,0.62) 


0.47 
(0.25,0.70) 


0.60 
(0.45,0.73) 


0.60 
(0.46,0.74) 


0.39 
(0.00,1.00) 


0.49 
(0.27,0.72) 


0.51 
(0.37,0.62) 


0.53 
(0.00,1.00) 


0.45 
(0.27,0.74) 


0.60 
(0.43,0.95) 


0.21 
(0.01,0.79) 


30–49% 0.13 
(0.10,0.15) 


0.13 
(0.07,0.16) 


0.16 
(0.09,0.17) 


0.15 
(0.11,0.16) 


0.16 
(0.14,0.17) 


0.16 
(0.12,0.17) 


0.14 
(0.11,0.16) 


0.14 
(0.11,0.16) 


0.16 
(0.00,0.16) 


0.16 
(0.12,0.17) 


0.16 
(0.14,0.17) 


0.15 
(0.00,0.16) 


0.16 
(0.11,0.17) 


0.14 
(0.03,0.16) 


0.13 
(0.01,0.16) 


≥50% 0.19 
(0.12,0.28) 


0.21 
(0.07,0.47) 


0.34 
(0.11,0.67) 


0.26 
(0.15,0.40) 


0.36 
(0.24,0.49) 


0.37 
(0.17,0.61) 


0.26 
(0.15,0.40) 


0.26 
(0.15,0.38) 


0.45 
(0.00,1.00) 


0.35 
(0.16,0.58) 


0.33 
(0.24,0.47) 


0.31 
(0.00,1.00) 


0.39 
(0.15,0.57) 


0.25 
(0.02,0.42) 


0.66 
(0.11,0.98) 


12 weeks 


<30% 0.62 
(0.55,0.69) 


0.60 
(0.34,0.81) 


0.44 
(0.17,0.76) 


0.53 
(0.40,0.65) 


0.42 
(0.32,0.52) 


0.40 
(0.20,0.64) 


0.53 
(0.41,0.65) 


0.53 
(0.43,0.64) 


0.33 
(0.00,1.00) 


0.43 
(0.25,0.64) 


0.45 
(0.35,0.52) 


0.47 
(0.00,1.00) 


0.39 
(0.24,0.68) 


0.54 
(0.37,0.93) 


0.17 
(0.01,0.76) 


30–49% 0.14 
(0.12,0.15) 


0.14 
(0.09,0.16) 


0.16 
(0.11,0.17) 


0.15 
(0.13,0.16) 


0.16 
(0.15,0.17) 


0.16 
(0.13,0.17) 


0.15 
(0.13,0.17) 


0.15 
(0.13,0.16) 


0.16 
(0.00,0.15) 


0.16 
(0.13,0.17) 


0.16 
(0.15,0.17) 


0.16 
(0.00,0.16) 


0.16 
(0.13,0.17) 


0.15 
(0.04,0.16) 


0.12 
(0.01,0.16) 


≥50% 0.24 
(0.18,0.30) 


0.26 
(0.10,0.50) 


0.40 
(0.14,0.71) 


0.32 
(0.21,0.44) 


0.42 
(0.32,0.53) 


0.44 
(0.22,0.66) 


0.31 
(0.22,0.43) 


0.31 
(0.22,0.41) 


0.52 
(0.00,1.00) 


0.41 
(0.22,0.61) 


0.39 
(0.33,0.50) 


0.37 
(0.00,1.00) 


0.45 
(0.19,0.62) 


0.31 
(0.03,0.47) 


0.72 
(0.13,0.98) 


16 weeks 


<30% 0.61 
(0.10,0.97) 


0.58 
(0.07,0.97) 


0.42 
(0.03,0.95) 


0.51 
(0.06,0.94) 


0.40 
(0.03,0.91) 


0.39 
(0.02,0.92) 


0.52 
(0.05,0.95) 


0.52 
(0.06,0.95) 


0.31 
(0.00,1.00) 


0.41 
(0.03,0.93) 


0.43 
(0.04,0.92) 


0.45 
(0.00,1.00) 


0.37 
(0.03,0.93) 


0.52 
(0.07,0.99) 


0.15 
(0.00,0.89) 


30–49% 0.14 
(0.02,0.16) 


0.15 
(0.02,0.16) 


0.16 
(0.02,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.02,0.16) 


0.16 
(0.02,0.16) 


0.16 
(0.02,0.16) 


0.15 
(0.00,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.03,0.16) 


0.16 
(0.00,0.16) 


0.16 
(0.02,0.16) 


0.15 
(0.01,0.16) 


0.12 
(0.00,0.16) 


≥50% 0.25 
(0.01,0.82) 


0.27 
(0.01,0.85) 


0.42 
(0.02,0.94) 


0.33 
(0.02,0.88) 


0.44 
(0.04,0.93) 


0.45 
(0.03,0.94) 


0.33 
(0.02,0.89) 


0.33 
(0.02,0.87) 


0.53 
(0.00,1.00) 


0.43 
(0.03,0.92) 


0.41 
(0.04,0.92) 


0.39 
(0.00,1.00) 


0.47 
(0.03,0.93) 


0.32 
(0.00,0.86) 


0.73 
(0.05,1.00) 


20 weeks 


<30% 0.64 
(0.51,0.76) 


0.61 
(0.32,0.85) 


0.46 
(0.18,0.77) 


0.55 
(0.39,0.71) 


0.44 
(0.29,0.60) 


0.42 
(0.20,0.67) 


0.55 
(0.37,0.70) 


0.55 
(0.39,0.72) 


0.34 
(0.00,1.00) 


0.45 
(0.23,0.69) 


0.47 
(0.31,0.58) 


0.48 
(0.00,1.00) 


0.40 
(0.23,0.71) 


0.56 
(0.38,0.94) 


0.18 
(0.01,0.78) 


30–49% 0.14 
(0.11,0.16) 


0.14 
(0.07,0.16) 


0.16 
(0.10,0.17) 


0.15 
(0.12,0.16) 


0.16 
(0.14,0.17) 


0.16 
(0.12,0.17) 


0.15 
(0.12,0.17) 


0.15 
(0.12,0.16) 


0.16 
(0.00,0.16) 


0.16 
(0.12,0.17) 


0.16 
(0.14,0.17) 


0.16 
(0.00,0.16) 


0.16 
(0.12,0.17) 


0.15 
(0.03,0.16) 


0.12 
(0.01,0.16) 


≥50% 0.22 
(0.14,0.33) 


0.24 
(0.07,0.53) 


0.38 
(0.12,0.69) 


0.30 
(0.17,0.46) 


0.40 
(0.26,0.56) 


0.42 
(0.20,0.67) 


0.30 
(0.18,0.47) 


0.30 
(0.16,0.45) 


0.50 
(0.00,1.00) 


0.39 
(0.18,0.63) 


0.37 
(0.27,0.53) 


0.36 
(0.00,1.00) 


0.44 
(0.17,0.64) 


0.29 
(0.02,0.46) 


0.70 
(0.12,0.98) 


a estimate provided by GDG; rounded up to nearest dose achievable using whole tablets 2 
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b
 GDG feel unable to comment based on own experience; weighted mean of dosages in trials contributing to evidence-base used instead 1 


NB data shown do not reflect correlations between response probabilities as sampled in the model; therefore, credible intervals for mutually exclusive outcomes can only be 2 
considered separately, and cannot be expected to sum to 1 3 
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Table 26 30% and 50% pain relief (peripheral only) – raw outputs of 1 


synthesis models 2 


 


Unadjusted Dose−adjusted 


Z−score −v− placebo Z−score −v− placebo Coefficient for dose
a
 


amitriptyline −0.204 (−0.827, 0.429) −0.066 (−0.681, 0.535) 0.009 (−3.865, 3.947) 


cannabis sativa extract −0.470 (−1.080, 0.119) −0.457 (−1.054, 0.131) −0.027 (−3.919, 3.983) 


capsaicin cream −1.270 (−2.047, −0.536) −1.283 (−2.081, −0.514) 0.001 (−3.961, 3.999) 


capsaicin patch −0.237 (−0.402, −0.075) −0.239 (−0.396, −0.079) 0.018 (−3.911, 3.963) 


duloxetine −0.524 (−0.713, −0.340) −0.524 (−0.699, −0.348) −0.599 (−3.014, 1.845) 


gabapentin −0.567 (−1.035, −0.101) −0.573 (−1.040, −0.094) −0.042 (−0.830, 0.728) 


lacosamide −0.237 (−0.508, 0.032) −0.234 (−0.488, 0.021) −0.259 (−1.140, 0.639) 


lamotrigine −0.217 (−0.462, 0.017) −0.207 (−0.437, 0.012) −0.242 (−1.732, 1.247) 


nortriptyline −0.720 (−1.597, 0.154) −0.755 (−1.721, 0.219) 0.014 (−3.836, 3.937) 


oxcarbazepine −0.483 (−1.021, 0.056) −0.478 (−0.990, 0.023) −0.021 (−3.888, 3.884) 


pregabalin −0.516 (−0.644, −0.390) −0.495 (−0.620, −0.369) −0.606 (−1.081, −0.141) 


topiramate −0.389 (−0.839, 0.058) −0.391 (−0.801, 0.035) 0.037 (−3.966, 3.923) 


tramadol −0.551 (−0.988, −0.129) −0.552 (−0.963, −0.142) −0.768 (−4.153, 2.612) 


venlafaxine −0.353 (−0.816, 0.108) −0.351 (−0.786, 0.075) −1.816 (−4.303, 0.679) 
a
 units for dose covariate are arbitrary, as each is estimated independently. For all oral medications, dose 


was measured in g per day; for cannabis extract, the unit was g of THC per day; for capsaicin cream, it 
was number of applications per day; for capsaicin patch, it was duration of application in minutes. 


 3 
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Dose-adjusted estimates are fitted at the typical maintenance values provided  by the GDG, or at the mean 
value in the evidence base where the GDG did not provide an estimate (see Table 25 for details) 


Figure 16 30% and 50% pain relief (peripheral only) – relative effect of all 4 


options compared with placebo 5 


 6 
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Table 27 30% and 50% pain relief (peripheral only) – rankings for each 1 


comparator 2 


 


No dose adjustment Dose-adjusted 


Probability 
best 


Median rank 
(95%CrI) 


Probability 
best 


Median rank 
(95%CrI) 


Placebo 0.000 15 (13, 15) 0.000 14 (13, 15) 


Amitriptyline 0.004 12 (2, 15) 0.002 14 (3, 15) 


Cannabis Extract 0.025 7 (1, 15) 0.023 7 (2, 15) 


Capsaicin Cream 0.752 1 (1, 6) 0.740 1 (1, 6) 


Capsaicin Patch 0.000 11 (7, 14) 0.000 11 (7, 14) 


Duloxetine 0.002 6 (2, 10) 0.002 6 (2, 9) 


Gabapentin 0.012 5 (2, 13) 0.010 5 (2, 13) 


Lacosamide 0.000 11 (6, 15) 0.000 11 (6, 14) 


Lamotrigine 0.000 12 (7, 14) 0.000 12 (7, 14) 


Nortriptyline 0.156 3 (1, 15) 0.181 3 (1, 15) 


Oxcarbazepine 0.019 7 (2, 15) 0.017 6 (2, 14) 


Pregabalin 0.001 6 (3, 9) 0.000 6 (3, 9) 


Topiramate 0.004 8 (2, 15) 0.004 8 (2, 14) 


Tramadol 0.020 5 (2, 13) 0.017 5 (2, 13) 


Venlafaxine 0.004 9 (2, 15) 0.004 9 (2, 15) 


 3 
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Figure 17 30% and 50% pain relief (peripheral only) – rank probability 1 


histograms; no adjustment for dose 2 
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Figure 18 30% and 50% pain relief (peripheral only) – rank probability 1 


histograms; dose-adjusted 2 


 3 


Table 28 30% and 50% pain relief (peripheral only) – model fit statistics 4 


 Residual deviance Dbar Dhat pD DIC tau-squared 


Unadjusted 211.7 
(compared to 174 datapoints) 992.7 907.8 84.88 1077.5 


0.025 
(95%CrI: 0.010, 0.060) 


Dose-
adjusted 


211.5 
(compared to 174 datapoints) 992.4 907.4 85.09 1077.5 


0.017 
(95%CrI: 0.006, 0.053) 


 5 


 6 


2.2 Safety 7 


It was assumed that the incidence of adverse effects would not vary according 8 


to the type of neuropathic pain; therefore, no separate syntheses were 9 


performed using the peripheral-only dataset, and safety data derived from the 10 


whole evidence-base (see section 1.2, above) were used for the peripheral-only 11 


model. 12 
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Appendix L Additional details of 1 


methodology used    2 


This appendix explains methods of clinical effectiveness analyses and 3 


syntheses in more detail and highlights any deviations from the Guidelines 4 


Manual (2012). 5 


1 Data extraction 6 


1.1 Time-points 7 


The included evidence reported a variety of follow-up periods. In order to 8 


enable the comparison of studies with different follow-up periods, the GDG felt 9 


it important to extract outcomes at common time-points. Given the number 10 


and heterogeneity of the time-points reported in the literature, it was important 11 


to prioritise which time-points were extracted, while maintaining the ability to 12 


compare studies. Before data extraction commenced, the time-points where 13 


outcomes data were reported across the available literature were mapped and 14 


common time-points across the studies were chosen. The resulting time-15 


points where outcomes were then extracted from the literature (when 16 


available) were as follows: 17 


 4 weeks +/- 7 days 18 


 8 weeks +/- 7 days 19 


 12 weeks +/- 14 days 20 


 study end-point (if not one of the above). 21 


If a study had more than one data-point available in this time period, the later 22 


time period was chosen. Rationale for including within 14 days for the 23 


12-week time point, rather than within 7 days was to be able to include more 24 


data from more studies and possibly, more interventions (which was of 25 


particular interest due to the differential reporting of different studies). This 26 


meant that in some instances it was possible to include an outcome at 27 


10 weeks and at 14 weeks in the same synthesis. Exploratory sensitivity 28 
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analysis suggested that this did not have a significant impact on the overall 1 


results from the analyses. 2 


Extracting data for some time-points required the extraction of data from 3 


graphs, where numerical data were not available. This was typically 4 


performed only where dispersion was also available from the graph (for 5 


example, where error-bars were provided), and was performed by digitising 6 


the images in question and 'measuring' them with an electronic ruler. 7 


A small number of studies reported some outcomes as averages of repeated 8 


measures over a period of follow-up, such as a mean change from baseline 9 


value to an average of measurements over weeks 2–12. In such cases, the 10 


data were recorded as reporting at the end of that period of follow-up (that is, 11 


at week 12 in this example). 12 


1.2 Measurement tools extracted 13 


A large number of different measurement tools were used in the literature for 14 


a number of critical and important outcomes (particularly global improvement, 15 


physical and emotional functioning and pain). The tools for which data were 16 


extracted were those prioritised by the GDG, based on clinical relevance, the 17 


reliability and validity of the tools for measuring particular outcomes, and the 18 


frequency to which they appeared in the literature.  19 


Tools extracted Tools not extracted 


Patient-reported global pain: 


Patient-reported global impression of 
change (PGIC, 7-point)1 


Patient global impression of improvement 
(PGI-I) 


Patient-reported global pain: 


Global assessment of therapeutic effect 
(GATE) 


Global pain relief (GPR) 


Global symptom score (GSS) 


Physical and emotional functioning 
(including sleep)2: 


Brief pain inventory (BPI) - interference 
with function 


Beck's depression index (BDI) 


Centre for epidemiological studies-
depression scale (CES-D) 


Hamilton rating scale for depression 
(HAMD) - 17 point 


Hamilton Depression Scale (HDS) (21-


Physical and emotional functioning 
(including sleep): 


Athens insomnia scale (AIS) 


Beck's anxiety index (BAI) 


Brief stress scale (BSS) 


Craig handicap assessment and 
reporting techniques (CHART) 


Expanded Disability status scale (EDSS) 


Functional independence measure (FIM) 


General Health Questionnaire (GHQ-12) 
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item version) 


Medical outcomes study sleep 
questionnaire (MOS) 


Profile of mood states (POMS) 


Hospital Anxiety & Depression Scale 
(Zigmund & Snaith) 


Euroqol - 5 dimensions (EQ-5D) 


Short form - 36 questions (SF-36) 


Linear analog self-assessment scale 
(LASA) (NCCTG QoL) 


Minnesota Multiphasic Personality 
Inventory (MMPI) 


Zung pain and distress index (PAD) 


Pain catastrophising scale (PCS) 


Pain disability index (PDI) 


Sleep affective score (SAS) 


Self-assessment of treatment (SAT) 


Self-rating depression scale (Zung) 
(SDS) 


Spielberger State/Trait Anxiety Inventory 
(SSTAI/STAI) 


Sickness impact profile (SIP) 


Satisfaction with life scale (SWLS) 


West Haven-Yale multidimensional pain 
inventory (WHYMPI) pain intensity, life 
control, affective distress, interference 
with pain, social support, activity) 


Pain: 


Numerical pain rating scale (NRS / 
NPRS) 


Neuropathic pain scale (NPS) 


Visual analogue scale for pain relief 
(VAS/VAS-PR) 


Visual analogue scale for pain intensity 
(VAS/VAS-PI) 


Visual rating scale (VRS) 


Brief pain inventory (BPI) 


McGill Pain Questionnaire (MPQ) / Short 
form McGill pain Questionnaire (SFMPQ) 
Sternback Pain intensity (SPI) 


Pain: 


Oswestry Back Pain disability index 
(ODI) 


Pain-related self-statement scale (PRSS) 


Quality of life index (QLI) 


 Others: 


Clinical global impression of change 
(CGIC) 


Clinical global impression of severity 
(CGI-S) 


1
 PGIC was the primary tool for measuring patient-reported global change. This is the tool 


recommended by IMMPACT group (Dworkin et al. 2005) and is the tool most frequently used in the 
literature. 
2
 while outcomes related to physical and emotional functioning were extracted, the GDG felt it was 


inappropriate to synthesise results from different tools due to the variation in what different tools 
measured. 


 1 
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2 Adverse effects: prioritising important events 1 


and approach to synthesis 2 


The GDG was sent a questionnaire seeking the members' views on the 5 3 


most important adverse effects to be considered for each drug class. The 6 4 


top-rated outcomes for each drug type were extracted from each of the 5 


studies. Some GDG members listed additional adverse effects in the free-text 6 


section of the questionnaire. Since it was not possible to determine if other 7 


GDG members would prioritise these events if they had seen them listed in 8 


the questionnaire, these were also extracted.  9 


To aid decision making, GDG advice was sought on those adverse effects 10 


judged to be clinically similar and therefore appropriate to be combined for 11 


analysis. In some cases it was not possible to combine adverse effects 12 


because they had been reported separately in a study, so to combine them 13 


would risk double counting. This is explained in table 1. 14 


Table 1 Groupings of adverse effects for syntheses  15 


Category Comments 


Blurred vision None. 


Burning pain Includes studies that report 'burning sensation' 


Cognitive impairment Includes impaired attention and dissociation. The 
GDG felt these were similar enough to include 
under one larger subheading of ‘cognitive 
impairment’ (2 studies reporting 'mental change' 
were excluded as it was unclear what this meant). 


Confusion Not able to combine with cognitive impairment 
(because of duplicate reporting in some studies) 
so presented on its own. 


Constipation None. 


Dizziness or vertigo The GDG felt that combining dizziness and vertigo 
may be more useful to clinicians, because a 
diagnosis of vertigo requires determining certain 
physical features (which they thought were not 
likely to have been consistently applied in the 
studies) and that vertigo may be incorrectly 
categorised as dizziness. Six studies that reported 
‘vertigo’ were excluded because they also 
reported dizziness separately. 'Balance disorder' 
was included in this synthesis but 3 studies 
reporting this were excluded because they 
reported both vertigo and dizziness separately. 


Dry mouth None 


Fatigue or tiredness Tiredness was considered similar enough to 
fatigue to combine both in one synthesis. Unable 
to be combined with lethargy (see below). 


Gait disturbance None. 
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Lethargy While some GDG members felt this was similar 
enough to combine with fatigue and tiredness, it 
was not possible because some studies reported 
lethargy separately from fatigue (2 of the 4 studies 
that reported lethargy). It was necessary to 
exclude 1 study that reported ‘lethargy and fatigue’ 
as a combined outcome. 


Mood disturbance The GDG felt it was appropriate to include both 
depression and euphoria under a larger 
subheading of ‘mood disturbance’. 


Nausea Nausea was reported in 58 studies and vomiting 
was reported in19; separate syntheses were done 
for nausea and for vomiting (3 studies reported 
‘nausea and vomiting’ as one outcome but we felt 
it was inappropriate to include the results of these 
studies into either the nausea or vomiting 
syntheses). 


Oedema None. 


Peripheral oedema None. 


Pruritus None. 


Rash / urticaria / overall erythema (not restricted to 
site) 


The GDG felt it was acceptable to combine these 
general symptoms (differentiated from site-
related). 


Somnolence (including drowsiness and sedation) Drowsiness, sedation and somnolence were 
considered similar enough to combine in one 
synthesis. One study reported ‘daytime 
somnolence’ and ‘night-time somnolence’: the rate 
reported for ‘daytime somnolence’ was included in 
this synthesis. 


Urine retention None. 


Vomiting As above under ‘nausea’. 


Weight gain None. 


 1 


There were 6 outcomes which were prioritised by the GDG as important but 2 


no evidence on these was identified in studies that met the inclusion/exclusion 3 


criteria: 4 


 Addiction/dependence 5 


 Anaphylaxis 6 


 Disorientation 7 


 Dyspnoea 8 


 Hallucinations/paranoia/delusions 9 


 Heaviness, pressure or tightness of any part of the body 10 


The following were identified in free text by GDG members but no evidence 11 


was found in studies that met the inclusion/exclusion criteria: 12 


 General neuroendocrine adverse effects 13 
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 Hormonal dysfunction 1 


 Hyperalgesia 2 


 Hyponatraemia 3 


 Immunosupression 4 


 Pituitary axis suppression 5 


 Risk of transferring cream to eye or other sensitive parts of the body 6 


 Sudden death (likely from cardiac arrhythmias) 7 


 Tolerance 8 


 Transient pain flare 9 


Three adverse effects were extracted from the literature, but were not suitable 10 


for analysis. They are listed below with the reason why analysis was not 11 


undertaken:  12 


 Postural hypotension was seen as important for antidepressants (reported 13 


in 2 studies: 1 comparing nortriptyline with gabapentin and another 14 


comparing amitriptyline with pregabalin; this network is not connected). 15 


 Pro-arrhythmic effects for antidepressants (such as, arrhythmias, 16 


dysrhythmias, palpitation, and tachycardia) (reported in 5 studies: 2 17 


showing there was no significant difference between amitriptyline and 18 


placebo, venlafaxine and placebo, and venlafaxine, imipramine and 19 


placebo, 2 showing insignificant differences between tramadol and placebo  20 


and amitriptyline and placebo) . 21 


 Sexual dysfunction (2 studies showed no significant difference between 22 


treatments).  23 


3 Crossover studies 24 


Twenty-seven of the 116 included trials were crossover studies. The 25 


incorporation of data from RCTs of parallel and crossover design in single 26 


quantitative syntheses is a subject of methodological debate (see Elbourne et 27 


al. 2002). The following approaches were considered: 28 


 The optimal method is to include data from crossover studies in a way that 29 


exploits the increased precision the crossover design provides. This is 30 
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straightforward where within-patient differences from a paired analysis are 1 


reported by authors; alternatively, methods are available that can impute 2 


these data if the correlation between treatment periods is known (or can be 3 


calculated) (see Elbourne et al. 2002). Unfortunately, very few of the 4 


included studies provided sufficient data to enable this approach to be 5 


adopted. 6 


 Another method sometimes used is to restrict attention to the first period of 7 


randomised treatment in each crossover trial only. In this way, a parallel 8 


trial of half the size is derived. This approach is suboptimal, as it discards 9 


data from the remainder of the trial, and relies on data being reported in a 10 


way that facilitates the extraction of data from the initial period only. In the 11 


assembled evidence for this guideline, only 3 of 27 crossover studies 12 


reported the first treatment period separately. This approach was therefore 13 


rejected. 14 


 An extreme option is to exclude all crossover studies from consideration. 15 


The GDG felt uncomfortable about this idea, particularly because the 27 16 


studies constituted a large proportion of the head-to-head data available, 17 


and tended to be across a number of drugs and populations that were not 18 


covered elsewhere in the evidence base. 19 


 Finally, it is possible simply to ignore the crossover design of the trials, and 20 


analyse them as if they had a parallel design. This method is not generally 21 


recommended, as it is ignores within-patient correlations and therefore 22 


discards the design advantages of crossover trials. However, this means 23 


that the approach is conservative, as it results in the trials having less 24 


weight in syntheses than they would have if paired data were used (or 25 


imputed). Therefore, when compared with the only practicable alternative of 26 


excluding crossover studies entirely (that is, giving them no weight at all), 27 


this was clearly a superior option.  28 


For these reasons, a decision was taken to treat data from all crossover RCTs 29 


as if they had been derived from parallel trials. However, in recognition of the 30 


imperfect nature of this approach, the inclusion of crossover trials in a 31 


synthesis was a criterion of downgrading for risk of bias to reflect increased 32 


uncertainty in the assembled evidence (see section 8). 33 
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4 Dosage 1 


Studies that appeared to employ different dosages for those with abnormal 2 


creatinine clearance levels (defined by each study) have been categorised as 3 


‘flexible’ dosing, even if those with normal levels had a fixed dosage. This is to 4 


capture that not all patients have received the same dosage. 5 


5 Approach to intention-to-treat analysis 6 


The evidence tables record whether or not studies stated that they performed 7 


intention-to-treat (ITT) analysis. The included studies were inconsistent in the 8 


use of ITT analysis. 9 


As a result, the reviewers attempted to perform ITT analyses and all patients 10 


randomised were included in the denominators for all dichotomous outcomes. 11 


Occasionally, the proportion of number of patients which achieved a particular 12 


outcome was only reported as a percentage and the total number of patients 13 


included in this outcome was not reported; for these studies, the total number 14 


of patients achieving the outcome was estimated based on the denominator 15 


reported for other dichotomous outcomes or on those randomised. It was not 16 


possible to perform an intention-to-treat analysis for continuous outcomes 17 


without access to individual patient data. 18 


6 Approach to extracting continuous outcomes 19 


6.1 Creating a normalised outcome from different 20 


measuring tools 21 


In order to include as many studies as possible in each individual synthesis, 22 


and as the studies reported various tools for measuring pain, the GDG agreed 23 


that it was appropriate to convert these different measures onto a common 24 


10-point scale. The GDG felt it was inappropriate to normalise 4-point or 25 


smaller scales because of concern about the precision of these scales, and 26 


'converting' them to a normalised 10-point scale may inappropriately inflate 27 


the effect estimates of the treatments. 28 
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For studies reporting more than 1 tool measuring pain or sleep, the hierarchy 1 


of measures preferred when producing single normalised measures was: 2 


 Numerical rating scale 3 


 Visual analogue scale 4 


 Brief Pain Inventory average score or Short-Form McGill for normalised 5 


pain measures; Brief Pain Inventory of sleep for normalised sleep 6 


interference 7 


 Anything else (for pain, this included Present Pain Intensity for McGill Pain 8 


Questionnaire and the Steinbach Pain Inventory) 9 


The above order was based partially from IMMPACT recommendations about 10 


tools (Dworkin et al. 2005) and also on data availability (that is, numerical 11 


ratings scales were most frequently reported).  12 


6.1.1 Different types of pain scores 13 


Pain was measured in different ways in the included studies. Some studies 14 


reported measures such as worst pain, least pain, or pain at the present time, 15 


in addition to average pain. Only average mean pain scores were extracted as 16 


other measures of pain such as 'worst pain' are difficult to interpret. 17 


Some studies also reported different characteristics of pain, such as allodynia 18 


and dysesthetic pain as continuous measures in addition to overall pain. While 19 


it was considered important to measure different characteristics of pain to 20 


distinguish neuropathic pain from other types of pain that patients may also 21 


experience (many patients often have both neuropathic and non-neuropathic 22 


pain), this was not consistently reported in the literature. As a result, the ability 23 


to meaningfully synthesise these types of pain scores was limited. 24 


6.1.2 Baseline continuous scores 25 


Mean difference from baseline to follow-up was the point of synthesis for all 26 


continuous measures. However, mean difference was not always reported in 27 


the included studies and it was sometimes necessary to calculate the mean 28 


difference from the baseline and follow-up scores.  29 
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The mean difference is simply the follow-up measurement minus the baseline 1 


value. However, the standard deviation (SD) of mean differences is also 2 


required for syntheses. To estimate this, it is necessary to specify the 3 


correlation between measurements at the 2 junctures. These were estimated 4 


from studies in the effectiveness evidence base. Where a study reports SD at 5 


baseline (σb), SD at follow-up (σf) and the SD of changes between baseline 6 


and follow-up (σc), the correlation (C) between baseline and follow-up for that 7 


study may be estimated by: 8 


fb


cfb
C















2


222


 


. (1) 


C was calculated for each arm (regardless of treatment assignment) in each 9 


study reporting the necessary information. These values were combined by a 10 


weighted average according to the number of people in the arm, and the 11 


resulting average C used to impute SDs of mean differences in studies not 12 


reporting them, using the formula: 13 


 fbfbc C   222  . (2) 


For all calculations, where a baseline pain score was only reported for all 14 


patients combined (not for each arm individually), the overall baseline data for 15 


all patients in the studies was used for each arm. However, using the same 16 


baseline pain score for each arm assumes that randomisation has been 17 


adequate and that patients in each group at baseline were similar. Where this 18 


is not the case, using this approach could bias results. However, as using the 19 


overall baseline pain score allowed mean differences to be calculated and 20 


include more studies in the synthesis, the advantages were considered to 21 


outweigh the limitations. 22 


7 Synthesis methods 23 


Where possible, meta-analyses were conducted to combine the results of 24 


studies for each outcome. 25 
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Pairwise meta-analyses were performed using a frequentist approach in 1 


Excel. 2 


Network meta-analyses (NMAs) were conducted to simultaneously compare 3 


multiple treatments in a single meta-analysis, preserving the randomisation of 4 


the randomised controlled trials included in the reviews. This allows all 5 


evidence to be combined in a single internally consistent model. A 6 


mixed/multiple treatment comparison (MTC) combines both direct and indirect 7 


evidence to reduce uncertainty where there are few head-to-head trials, and 8 


also provides coherence in the effect estimate producing a more robust 9 


estimate of effect. These were used when there were data available on more 10 


than two interventions. When there were data available on only two 11 


interventions which were not connected by head-to-head evidence, a simple 12 


type of network meta-analysis, an indirect treatment comparison (ITC), was 13 


used to provide an indirect estimate of the treatment effect between both 14 


interventions.   15 


A hierarchical Bayesian NMA was performed using the software WinBUGS 16 


version 1.4.3. The models were based on the approach and code provided in 17 


the NICE Decision Support Unit's Technical Support Documents on evidence 18 


synthesis, particularly Technical Support Document 2 ('A generalised linear 19 


modelling framework for pairwise and network meta-analysis of randomised 20 


controlled trials'; see http://www.nicedsu.org.uk/). 21 


7.1 Choice of model (random- versus fixed-effects) 22 


A random-effects model was chosen for all meta-analyses because of the 23 


relatively heterogeneous populations across the trials. An assumption was 24 


made that the different effects are estimating a common distribution. Although 25 


a fixed-effects model may have represented a minority of datasets 26 


adequately, the value of using a consistent model to estimate all outcomes 27 


was felt to outweigh the disadvantage of presenting some models with a 28 


superfluous random effects term. 29 



http://www.nicedsu.org.uk/
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An exception to this principle was in instances where there was only one 1 


study for each link in the network. In this case, the assumption was deemed 2 


inappropriate and a fixed-effects model was used.  3 


7.2 Dichotomous 4 


In datasets containing studies with 'zero cells' (that is, trials in which no events 5 


occurred in 1 or more arm), substantial instability was encountered when 6 


performing syntheses. To address this problem, a constant of 0.5 was added 7 


to all cell counts (effectively adding 0.5 to the numerator and 1 to the 8 


denominator of the proportion). Studies in which all numerators were 0 – that 9 


is, studies in which the event of interest was not observed in any relevant 10 


arm – were excluded from syntheses, as they do not provide any evidence of 11 


effect. 12 


Two alternative models were explored for synthesising dichotomous 13 


outcomes: the first relied on a logit link function and produced results in the 14 


form of log odds ratios; the second had a complementary log–log ('cloglog') 15 


link function, which takes into consideration time to the event, and produces 16 


effect estimates in the form of hazard ratios. 17 


There were negligible differences between results from the two types of 18 


model. However, it was observed that the cloglog model can be unstable 19 


when there are no or few events in either arm (even when a constant was 20 


added to studies with zero cells); this problem was particularly common for 21 


individual adverse effects. For this reason, logit models were used in the final 22 


syntheses (it was also noted that producing results as odds ratios may be 23 


more helpful for model validation, as they provide a straightforward point of 24 


comparison with frequentist syntheses of direct evidence). 25 


There were 2 exceptions to this principle, where cloglog models were used in 26 


preference: withdrawal due to adverse effects (where it might be particularly 27 


important to account for differences in follow-up), and the individual adverse 28 


effect data that were used in the health economic model (see appendix K). In 29 


the latter case, a cloglog model was preferred because it provided results in a 30 


form that was more convenient for the model. 31 







DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix L 
(June 2013)       Page 13 of 19 


7.3 Continuous outcomes 1 


Identity-link models, which rely on a normal likelihood, were used for 2 


continuous outcomes. It should be emphasised that these models do not 3 


assume that the measures being synthesised are, themselves, normally 4 


distributed (which is unlikely to be the case with pain scores); rather, they 5 


assume that the sample means are normally distributed (which, according to 6 


Central Limit Theorem, will invariably be the case regardless of skewness in 7 


the underlying data).  8 


We were unable to include studies that reported continuous data in the form of 9 


median differences or as percentage change from baseline in syntheses. 10 


7.4 Prior distributions 11 


Non-informative prior distributions were used in all models. Trial baselines and 12 


treatment effects were assigned N(0, 1000) priors, and the between-trial 13 


standard deviations used in random-effects models were given U(0, 5) priors. 14 


It was felt that this standard deviation was appropriate for both dichotomous 15 


and continuous measures. This is recommended in NICE Decision Support 16 


Unit's Technical Support Documents (see NICE DSU Technical Support 17 


Document 2: A Generalised Linear Modelling Framework for Pairwise and 18 


Network Meta-Analysis of Randomised Controlled Trials) for dichotomous 19 


outcomes. It was felt appropriate to also use the same value for continuous 20 


outcomes since it is not plausible that the SD would be greater than 5 where 21 


continuous outcomes are on an 11-point scale.  22 


7.5 Running the model 23 


In the first instance, models were run with 10,000 burn-ins and 50,000 24 


iterations. Three separate chains with different initial values were used. If 25 


models did not appear to converge well, they were re-run with more burn-ins. 26 


Syntheses were assessed for any points that significantly deviated from the 27 


other data-points and the reasons for any deviate points were investigated.  28 
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7.6 Outputs of network meta-analyses 1 


As network meta-analyses do not result in a single point estimate, the results 2 


of the meta-analyses were presented in a number of ways. 3 


 Relative effectiveness matrix, showing an estimate of effect for each 4 


treatment compared with each of its comparators; an estimate of effect 5 


based on direct evidence only (pairwise random-effects meta-analysis) is 6 


also presented for comparisons where data are available 7 


 Caterpillar plot of the relative effectiveness of each drug compared with 8 


placebo (this includes any direct estimate and also the results of the NMA) 9 


 Probability of each treatment being best 10 


 Median rank with 95% credible interval 11 


 Histograms demonstrating the probability of each treatment at each 12 


possible rank ('rankograms'). 13 


7.7 Assessing how well the model fit the data 14 


The residual deviance was used and compared to the number of data-points 15 


to assess how well the model fit the data. This was recorded in the results 16 


section for each model run. 17 


Estimates of residual deviance from the NMA models were also compared 18 


with analogous estimates from an 'inconsistency' model, to highlight any 19 


inconsistency between direct and indirect evidence (see NICE DSU Technical 20 


Support Document 4: Inconsistency in Networks of Evidence Based on 21 


Randomised Controlled Trials). There was negligible evidence of 22 


inconsistency of this type in any of the syntheses (this is to be expected, as 23 


the evidence base is dominated by placebo-controlled trials, with very little 24 


head-to-head data). Accordingly, these additional results have not been 25 


presented. 26 


8 Quality assessment  27 


GRADE was used to assess the quality of outcomes as specified in the 28 


Guidelines Manual. 29 
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8.1 GRADE for pairwise meta-analyses 1 


Risk of bias was assessed for: 2 


 Appropriateness of randomisation method 3 


 Adequacy of concealment methods 4 


 Study design – outcomes were downgraded if 50% or more studies in the 5 


synthesis were crossover studies 6 


 Comparability of groups at baseline including use of concomitant pain 7 


medications, which could have a significant effect on the outcome reported, 8 


and which may be incorrectly attributed to the study drug. As a result, 9 


individual studies where concomitant drug use between groups (where 10 


permitted) was not reported, were treated with caution. Outcomes were 11 


downgraded if 50% or more studies that had differing or unclear 12 


concomitant drug use at baseline12. 13 


 If the same care was received by each group during the study (this 14 


included whether patient in the trial were allowed to vary any concomitant 15 


pain medications during the trial) 16 


 Blinding 17 


 Adequacy of length of follow-up (the GDG felt that a minimum of 8 weeks 18 


was required for most drugs but that a minimum of 4 weeks was required 19 


for topical capsaicin) 20 


 Comparability of those who completed treatment in each group. 21 


 22 


Imprecision was assessed as follows: 23 


 Dichotomous outcomes – use optimal information size (OIS) as calculated 24 


from http://www.stat.ubc.ca/~rollin/stats/ssize/b2.html. 25 


                                                 
1
 It should be noted that a large number of studies excluded many concomitant pain medications but 


still allowed the use of SSRIs. As SSRIs were in the scope of the guideline as a treatment option for 


neuropathic pain, we recorded that these studies had concomitant pain medication usage and explained 


this detail in the evidence table. 
2
 Throughout the guideline, ‘concomitant pain medication’ is referred to as ‘concomitant drug’ usage 


(not to be confused with concomitant medication for the underlying cause of neuropathic pain or other 


comorbidities). 



http://www.stat.ubc.ca/~rollin/stats/ssize/b2.html
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 Continuous outcomes – in the absence of guidance on how to determine 1 


OIS for continuous outcomes, an OIS of 400 was used as recommended 2 


by GRADE. 3 


 Inconsistency was assessed using I2. If there was considerable 4 


heterogeneity (as defined in the Cochrane Handbook for Systematic 5 


Reviews of Interventions) between studies in the meta-analysis, the 6 


outcome was downgraded 1 level. 7 


8.2 Modified GRADE for network meta-analyses 8 


The use of GRADE to assess the quality of studies addressing a particular 9 


review question for pairwise comparisons of interventions is relatively 10 


established. However, the use of GRADE to assess the quality of evidence 11 


across a network meta-analysis is still a developing methodology. While most 12 


criteria for pairwise meta-analyses still apply, it is important to adapt some of 13 


the criteria to take into consideration additional factors, such as how each 'link' 14 


or pairwise comparison within the network applies to the others. As a result, 15 


the following was used when applying modified GRADE to a network meta-16 


analysis. 17 


Risk of bias 18 


In addition to the usual criteria to assess the risk of bias or 'limitations' of 19 


studies for each pairwise analysis within a network, the risk of bias was 20 


assessed for each direct comparison and then an assessment was made 21 


about how the risk of bias from the direct comparisons would affect the 22 


indirect comparisons. Additionally, there was an assessment of treatment 23 


effect modifiers and if they differed between links in the network. 24 


For studies with a large proportion of studies in a network, some decision 25 


rules were applied with respect to downgrading.  26 


 If 50% or more studies in the network were inadequate or unclear for a 27 


particular parameter of quality, the outcome was downgraded by 1 level.  28 


 As with pairwise meta-analyses, studies with differences in concomitant 29 


drug use between groups, or if concomitant drug use between groups 30 
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(where permitted) was not reported, were treated with caution. Additionally, 1 


if there were differences in concomitant drug usage among the studies 2 


included in different links across the network, the overall outcome was 3 


downgraded. 4 


Inconsistency 5 


Inconsistency was assessed for the heterogeneity of individual pairwise 6 


comparisons in the network and also for between direct and indirect 7 


comparisons, where both were available (that is, where there were ‘loops’ in 8 


the network). 9 


Heterogeneity across studies for each direct pairwise meta-analysis was 10 


assessed using I2. This allowed for the assessment of heterogeneity within the 11 


included studies using the following decision rules: 12 


 If there was considerable heterogeneity for 1 link or more in a network, the 13 


outcome was downgraded 1 level. 14 


 If there were more than 1 link in the network with considerable, substantial 15 


or moderate heterogeneity, consider downgrading 2 levels. 16 


To assess for consistency for each pairwise comparison where both direct 17 


and indirect evidence are available, the values of the direct and indirect 18 


estimates were compared to see if they were similar. (see also section 7.7 19 


above about assessing consistency) 20 


The overall value of tau was also assessed to compare heterogeneity across 21 


the network. 22 


Indirectness 23 


As with pairwise meta-analyses, studies included in a network were assessed 24 


for how well they fit the PICO (population, intervention, comparator, outcome) 25 


specified in the review protocol. 26 


Imprecision 27 


This was assessed for a number of variables: 28 
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 Sufficient head-to-head trials in the network. 1 


 Sufficient number of studies to form the network (if there is a high 2 


proportion of ‘links’ formed with only 1 trial, the outcome was downgraded). 3 


 Overall certainty/uncertainty of the effect estimates (size of credible 4 


intervals, including for each drug compared to placebo and also size of 5 


credible intervals for the overall rankings within the network)3. 6 


 For networks, imprecision was considered around both the direct and 7 


indirect effect estimates. 8 


When assessing imprecision for pairwise comparisons, or for networks with 9 


only 1 trial for all ‘links’ in the network, the confidence interval around the 10 


direct estimate was used (since the results were largely led by a 11 


non-informative prior). 12 


9 References  13 


Dias, S., Welton, N.J., Sutton, A.J. & Ades, A.E. NICE DSU Technical Support 14 


Document 2: A Generalised Linear Modelling Framework for Pairwise and 15 


Network Meta-Analysis of Randomised Controlled Trials. 2011; last updated 16 


March 2013; available from http://www.nicedsu.org.uk. 17 


Dias, S., Welton, N.J., Sutton, A.J., Caldwell, D.M., Lu, G. & Ades, A.E. NICE 18 


DSU Technical Support Document 4: Inconsistency in Networks of Evidence 19 


Based on Randomised Controlled Trials. 2011; last updated April 2012; 20 


available from http://www.nicedsu.org.uk. 21 


Dworkin RH, Turk DC, Farrar JT, et al (2005) Core outcome measures for 22 


chronic pain clinical trials: IMMPACT recommendations. Pain 113:9–19. 23 


Elbourne DR, Altman DG, Higgins JPT et al. (2002) Meta-analyses involving 24 


cross-over trials: methodological issues. International Journal of Epidemiology 25 


31: 140–49. 26 


                                                 
3
 As ORs are quite difficult to interpret, a confidence interval was considered 'wide' if it was 4 or 


greater; an outcome was downgraded for imprecision if 50% or more interventions had wide 


confidence intervals for the OR when they were compared to placebo. 



http://www.nicedsu.org.uk/

http://www.nicedsu.org.uk/





DRAFT FOR CONSULTATION 


Neuropathic pain – pharmacological management: NICE clinical guideline DRAFT appendix L 
(June 2013)       Page 19 of 19 


Higgins JPT, Green S (editors). Cochrane Handbook for Systematic Reviews 1 


of Interventions Version 5.1.0 [updated March 2011]. The Cochrane 2 


Collaboration, 2011. Available from www.cochrane-handbook.org.  3 





