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Appendices

Appendix A — Review protocols

Review protocol for the clinical and cost-effectiveness of pharmacological interventions for the management of osteoarthritis

ID Field

Content

0. PROSPERQO registration number

1. Review title What is the clinical and cost-effectiveness of oral, topical and transdermal
medicines for the management of osteoarthritis?

2. Review question 4.1 What is the clinical and cost-effectiveness of oral, topical and transdermal
medicines for the management of osteoarthritis?

3. Objective To evaluate the clinical and cost-effectiveness of oral, topical and transdermal
pharmacological interventions in the management of osteoarthritis. A range of
pharmacological interventions have been reported to reduce joint pain and
improve function. However, these interventions are not used consistently

4. Searches

The following databases will be searched (all years):

e Cochrane Central Register of Controlled Trials (CENTRAL)
e Cochrane Database of Systematic Reviews (CDSR)

e Embase

e MEDLINE

Searches will be restricted by:

e English language

e Human studies
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e L etters and comments are excluded

Other searches:

e Inclusion lists of relevant systematic reviews will be checked by the reviewer.

The searches may be re-run 6 weeks before final submission of the review and
further studies retrieved for inclusion if relevant.

The full search strategies for MEDLINE database will be published in the final
review.

5. Condition or domain being studied Osteoarthritis in adults (defined as a clinical diagnosis of osteoarthritis with or
without imaging)
6. Population Inclusion:

¢ Adults (age 216 years) with osteoarthritis affecting any joint

Stratify by site of osteoarthritis for topical (local) interventions only:

e Hip

e Knee

o Ankle

e Foot

e Toe

e Shoulder
o Elbow

o  Wrist

¢ Hand

e Thumb
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e Finger
e Temporomandibular joint (TMJ)
e Multisite

To note that where evidence for other rare forms of osteoarthritis is identified the
committee will stratify into a group they are most similar to.

Exclusion:

e Children (age <16 years)

¢ People with conditions that may make them susceptible to osteoarthritis or often
occur alongside osteoarthritis (including: crystal arthritis, inflammatory arthritis,
septic arthritis, hemochromatosis, haemophilic arthropathy, diseases of
childhood that may predispose to osteoarthritis, and malignancy).

¢ Studies with an unclear population (e,g, proportion of participants with
osteoarthritis unclear)

e Spinal osteoarthritis

7. Intervention

Oral medicines:

e Paracetamol

¢ Non-steroidal anti-inflammatory drugs

¢ Non-steroidal anti-inflammatory drugs with gastroprotection
e Weak opioids (including codeine and dihydrocodeine)

e Strong opioids (including: morphine, oxycodone, hydromorphone, tramadol and
tapentadol)

¢ Anti-epileptics (including: gabapentin and pregabalin)
¢ Antidepressants (including SSRIs, SNRIs and tricyclics)

e Glucosamine

Osteoarthritis in over 16s: diagnosis and management - Pharmacological October 2022

24




FINAL

[Oral Topical and Transdermal]

Topical (local) medicines:

e Capsaicin cream

e NSAID gels (e.g. ibuprofen, diclofenac)
¢ Rubefacients

¢ Topical local anaesthetics

Topical (systemic e.g. transdermal) medicines:

¢ Opioids

Note: only medicines licensed for use in the UK will be included.

Comparator

e Each other (class comparisons)
e Placebo

Types of study to be included

e Systematic reviews of RCTs
e Parallel RCTs
e Cross-over RCTs will be considered if insufficient evidence is available from

parallel RCTs*

Non-randomised studies will be excluded.

*Insufficient evidence defined as evidence that is insufficient to inform
recommendations (either quality or quantity).

10.

Other exclusion criteria

¢ Non-English language studies
¢ Non-randomised/observational studies
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Abstracts will be excluded as it is expected there will be sufficient full text
published studies available.

11. Context

N/A

12. Primary outcomes (critical outcomes)

Stratify by </>3 months (longest time-point in each):

e Health-related quality of life [validated patient-reported outcomes, continuous
data prioritised]

¢ Pain [validated patient-reported outcomes, continuous data prioritised]

¢ Physical function [validated patient-reported outcomes, continuous data
prioritised]

13. Secondary outcomes (important outcomes)

¢ Psychological distress [validated patient-reported outcomes, continuous data
prioritised]

o Osteoarthritis flares [validated patient-reported outcomes, continuous data
prioritised]

¢ Serious adverse events 1A: Gastrointestinal (bleeding or perforation) adverse
events

o Serious adverse events 1B: Gastrointestinal (non-bleeding or perforation)
adverse events

e Serious adverse events 2: Cardiovascular adverse events
e Serious adverse events 3: Hepatorenal adverse events
e Serious adverse events 4: Central nervous system adverse events

14. Data extraction (selection and coding)

EndNote will be used for reference management, sifting, citations and
bibliographies. All references identified by the searches and from other sources
will be screened for inclusion. 10% of the abstracts will be reviewed by two
reviewers, with any disagreements resolved by discussion or, if necessary, a third
independent reviewer. The full text of potentially eligible studies will be retrieved
and will be assessed in line with the criteria outlined above.

EviBASE will be used for data extraction.
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Study investigators may be contacted for missing data where time and resources
allow.

15.

Risk of bias (quality) assessment

Risk of bias will be assessed using the appropriate checklist as described in
Developing NICE guidelines: the manual

For intervention reviews the following checklists will be used according to the
study design being assessed:

e Systematic reviews: Risk of Bias in Systematic Reviews (ROBIS)
e Randomised Controlled Trial: Cochrane RoB (2.0)

10% of all evidence reviews are quality assured by a senior research fellow. This
includes checking:

e papers were included /excluded appropriately
e a sample of the data extractions

e correct methods are used to synthesise data
¢ a sample of the risk of bias assessments

Disagreements between the review authors over the risk of bias in particular
studies will be resolved by discussion, with involvement of a third review author
where necessary.

16.

Strategy for data synthesis

¢ Pairwise meta-analyses will be performed using Cochrane Review Manager
(RevMan5).

e GRADEpro will be used to assess the quality of evidence for each outcome,
taking into account individual study quality and the meta-analysis results. The 4
main quality elements (risk of bias, indirectness, inconsistency and imprecision)
will be appraised for each outcome. Publication bias is tested for when there are
more than 5 studies for an outcome.

The risk of bias across all available evidence was evaluated for each outcome
using an adaptation of the ‘Grading of Recommendations Assessment,
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Development and Evaluation (GRADE) toolbox’ developed by the international
GRADE working group http://www.gradeworkinggroup.org/

¢ Where meta-analysis is not possible, data will be presented and quality
assessed individually per outcome.

e WinBUGS will be used for network meta-analysis, if possible given the data
identified.

Heterogeneity between studies in the effect measures will be assessed using the
12 statistic and visual inspection. We will consider an I? value great than 50% as
indicative of substantial heterogeneity. If significant heterogeneity is identified
during meta-analysis then subgroup analysis, using subgroups predefined by the
GC, will take place. If this does not explain the heterogeneity, the results will be
presented using a random-effects model.

17.

Analysis of sub-groups

Analyses to be conducted if heterogeneity in the meta-analysis is present:

Two-step sensitivity analysis:
1: Exclude all enrichment studies*

2: Exclude only the most selective enrichment style studies (those including only
known responders)

Subgroup analyses:
e Diagnosis with or without imaging (indicative of severity)

e Multimorbidity (high versus low morbidity score; as defined by study,
measured by validated instruments e.g. Charlson Comorbidity Index)

e Age (2/> 75 years)
e Site of osteoarthritis (for systemic treatments only)

e For studies where the intervention or comparison is glucosamine only:
statement of quality assurance of glucosamine product
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*Enrichment studies defined as those that select a population based on previous
response to treatment (e.g. including only those known to respond to a particular
medicine)

18. Type and method of review Intervention

O Diagnostic

O Prognostic

O Qualitative

O Epidemiologic

O Service Delivery

O Other (please specify)

19. Language English

20. Country England

21. Anticipated or actual start date 23/08/2019

22. Anticipated completion date 25/08/2021

23. Stage of review at time of this submission Review stage Started Completed

Preliminary searches v [

Piloting of the study selection [ [

process

Formal screening of search results | [ [

against eligibility criteria

Data extraction [ [
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Risk of bias (quality) assessment [ [
Data analysis - [
24. Named contact 5a. Named contact
National Guideline Centre
5b Named contact e-mail
[Guideline email|@nice.org.uk
[Developer to check with Guideline Coordinator for email address]
5e Organisational affiliation of the review
National Institute for Health and Care Excellence (NICE) and the National
Guideline Centre
25. Review team members From the National Guideline Centre:
Carlos Sharpin [Guideline lead]
Julie Neilson [Senior systematic reviewer]
George Wood [Systematic reviewer]
Emma Cowles [Senior health economist]
Joseph Runicles [Information specialist]
Amber Hernaman [Project manager]
26. Funding sources/sponsor This systematic review is being completed by the National Guideline Centre which
receives funding from NICE.
27. Conflicts of interest

All guideline committee members and anyone who has direct input into NICE
guidelines (including the evidence review team and expert witnesses) must
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declare any potential conflicts of interest in line with NICE's code of practice for
declaring and dealing with conflicts of interest. Any relevant interests, or changes
to interests, will also be declared publicly at the start of each guideline committee
meeting. Before each meeting, any potential conflicts of interest will be considered
by the guideline committee Chair and a senior member of the development team.
Any decisions to exclude a person from all or part of a meeting will be
documented. Any changes to a member's declaration of interests will be recorded
in the minutes of the meeting. Declarations of interests will be published with the
final guideline.

28. Collaborators

Development of this systematic review will be overseen by an advisory committee
who will use the review to inform the development of evidence-based
recommendations in line with section 3 of Developing NICE guidelines: the
manual. Members of the guideline committee are available on the NICE website:
https://www.nice.org.uk/guidance/indevelopment/gid-ng10127

29. Other registration details

30. Reference/URL for published protocol

31. Dissemination plans

NICE may use a range of different methods to raise awareness of the guideline.
These include standard approaches such as:

¢ notifying registered stakeholders of publication
¢ publicising the guideline through NICE's newsletter and alerts

e issuing a press release or briefing as appropriate, posting news articles on the
NICE website, using social media channels, and publicising the guideline within
NICE.

32. Keywords

Adults; COX-2 inhibitors; Intervention; Neuropathic pain; NSAIDs; Opioids; Oral;
Osteoarthritis; Paracetamol; Pharmacological; Topical; Transdermal

33. Details of existing review of same topic by same authors

34. Current review status

X Ongoing
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O Completed but not published
O Completed and published
O Completed, published and being updated
O Discontinued
35.. Additional information N/A
36. Details of final publication www.nice.org.uk
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Table 1. Health economic review protocol
Review question All questions — health economic evidence
Objectives To identify health economic studies relevant to any of the review questions.

Search criteria e Populations, interventions and comparators must be as specified in the clinical review protocol above.

¢ Studies must be of a relevant health economic study design (cost—utility analysis, cost-effectiveness analysis, cost—benefit
analysis, cost—consequences analysis, comparative cost analysis).

e Studies must not be a letter, editorial or commentary, or a review of health economic evaluations. (Recent reviews will be ordered
although not reviewed. The bibliographies will be checked for relevant studies, which will then be ordered.)

e Unpublished reports will not be considered unless submitted as part of a call for evidence.
e Studies must be in English.

Search strategy A health economic study search will be undertaken for all years using population-specific terms and a health economic study filter —
see appendix B below.

Review strategy Studies not meeting any of the search criteria above will be excluded. Studies published before 2005, abstract-only studies and
studies from non-OECD countries or the USA will also be excluded.

Studies published in 2005 or later, that were included in the previous guidelines, will be reassessed for inclusion and may be
included or selectively excluded based on their relevance to the questions covered in this update and whether more applicable
evidence is also identified.

Each remaining study will be assessed for applicability and methodological limitations using the NICE economic evaluation checklist
which can be found in appendix H of Developing NICE guidelines: the manual (2014).138

Inclusion and exclusion criteria
e If a study is rated as both ‘Directly applicable’ and with ‘Minor limitations’ then it will be included in the guideline. A health economic
evidence table will be completed and it will be included in the health economic evidence profile.

e If a study is rated as either ‘Not applicable’ or with ‘Very serious limitations’ then it will usually be excluded from the guideline. If it is
excluded then a health economic evidence table will not be completed and it will not be included in the health economic evidence
profile.

o If a study is rated as ‘Partially applicable’, with ‘Potentially serious limitations’ or both then there is discretion over whether it should
be included.
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Where there is discretion

The health economist will make a decision based on the relative applicability and quality of the available evidence for that question,
in discussion with the guideline committee if required. The ultimate aim is to include health economic studies that are helpful for
decision-making in the context of the guideline and the current NHS setting. If several studies are considered of sufficiently high
applicability and methodological quality that they could all be included, then the health economist, in discussion with the committee if
required, may decide to include only the most applicable studies and to selectively exclude the remaining studies. All studies
excluded on the basis of applicability or methodological limitations will be listed with explanation in the excluded health economic
studies appendix below.

The health economist will be guided by the following hierarchies.

Setting:

e UK NHS (most applicable).

e OECD countries with predominantly public health insurance systems (for example, France, Germany, Sweden).
e OECD countries with predominantly private health insurance systems (for example, Switzerland).

o Studies set in non-OECD countries or in the USA will be excluded before being assessed for applicability and methodological
limitations.

Health economic study type:

e Cost-utility analysis (most applicable).

e Other type of full economic evaluation (cost—benefit analysis, cost-effectiveness analysis, cost—consequences analysis).
e Comparative cost analysis.

e Non-comparative cost analyses including cost-of-illness studies will be excluded before being assessed for applicability and
methodological limitations.

Year of analysis:
e The more recent the study, the more applicable it will be.

e Studies published in 2005 or later (including any such studies included in the previous guidelines) but that depend on unit costs
and resource data entirely or predominantly from before 2005 will be rated as ‘Not applicable’.

e Studies published before 2005 (including any such studies included in the previous guidelines) will be excluded before being
assessed for applicability and methodological limitations.

Quality and relevance of effectiveness data used in the health economic analysis:

e The more closely the clinical effectiveness data used in the health economic analysis match with the outcomes of the studies
included in the clinical review the more useful the analysis will be for decision-making in the guideline.
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Appendix B — Literature search strategies

o What is the clinical and cost-effectiveness of oral, topical and transdermal medicines
for the management of osteoarthritis?

The literature searches for this review are detailed below and complied with the methodology
outlined in Developing NICE guidelines: the manual.'3®

For more information, please see the Methodology review published as part of the
accompanying documents for this guideline.

Clinical search literature search strategy

Searches were constructed using an Osteoarthritis population. All results were then sifted for
each question. Search filters were applied to the search where appropriate.

Table 2: Database date parameters and filters used
Database Dates searched Search filter used
Medline (OVID) 1946 — 17 November 2021 Randomised controlled trials
Systematic review studies

Exclusions (animals studies,
letters, comments)

Embase (OVID) 1974 — 17 November 2021 Randomised controlled trials
Systematic review studies

Exclusions (animals studies,
letters, comments)
The Cochrane Library (Wiley) Cochrane Reviews to 2021 None
Issue 11 of 12

CENTRAL to 2021 Issue 11 of
12

Medline (Ovid) search terms

1. exp osteoarthritis/
(osteoarthriti* or osteo-arthriti* or osteoarthrotic or osteoarthros®).ti,ab.
3 (degenerative adj2 arthritis).ti,ab.
4. coxarthrosis.ti,ab.
5. gonarthrosis.ti,ab.
6 or/1-5
7 letter/
8 editorial/
9. news/
10. exp historical article/
11. Anecdotes as Topic/
12. comment/
13. case report/
14. (letter or comment®).ti.
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15. or/7-14

16. randomized controlled trial/ or random®.ti,ab.

17. 15 not 16

18. animals/ not humans/

19. exp Animals, Laboratory/

20. exp Animal Experimentation/

21. exp Models, Animal/

22. exp Rodentia/

23. (rat or rats or mouse or mice or rodent*).ti.

24. or/17-23

25. 6 not 24

26. limit 25 to English language

27. randomized controlled trial.pt.

28. controlled clinical trial.pt.

29. randomi#ed.ti,ab.

30. placebo.ab.

31. randomly.ti,ab.

32. Clinical Trials as topic.sh.

33. trial ti.

34. or/27-33

35. Meta-Analysis/

36. exp Meta-Analysis as Topic/

37. (meta analy* or metanaly* or metaanaly* or meta regression).ti,ab.

38. ((systematic* or evidence*) adj3 (review™ or overview™)).ti,ab.

39. (reference list* or bibliograph* or hand search* or manual search* or relevant
journals).ab.

40. (search strategy or search criteria or systematic search or study selection or data
extraction).ab.

41. (search* adj4 literature).ab.

42. (medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or
psycinfo or cinahl or science citation index or bids or cancerlit).ab.

43. cochrane.jw.

44, ((multiple treatment* or indirect or mixed) adj2 comparison®).ti,ab.

45. or/35-44

46. 26 and (34 or 45)

Embase (Ovid) search terms

1. exp osteoarthritis/

2. (osteoarthriti* or osteo-arthriti* or osteoarthrotic or osteoarthros™).ti,ab.

3. (degenerative adj2 arthritis).ti,ab.

4, coxarthrosis.ti,ab.

5. gonarthrosis.ti,ab.

6. or/1-5

7. letter.pt. or letter/

8. note.pt.

9. editorial.pt.

10. case report/ or case study/
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11. (letter or comment™).ti.

12. or/7-11

13. randomized controlled trial/ or random®.ti,ab.

14. 12 not 13

15. animal/ not human/

16. nonhuman/

17. exp Animal Experiment/

18. exp Experimental Animal/

19. animal model/

20. exp Rodent/

21. (rat or rats or mouse or mice or rodent*).ti.

22. or/14-21

23. 6 not 22

24, Limit 23 not English language

25. random®.ti,ab.

26. factorial®.ti,ab.

27. (crossover* or cross over*).ti,ab.

28. ((doubl* or singl*) adj blind*).ti,ab.

29. (assign* or allocat™ or volunteer™ or placebo*).ti,ab.

30. crossover procedure/

31. single blind procedure/

32. randomized controlled trial/

33. double blind procedure/

34. or/25-33

35. systematic review/

36. meta-analysis/

37. (meta analy* or metanaly* or metaanaly* or meta regression).ti,ab.

38. ((systematic* or evidence®) adj3 (review* or overview®)).ti,ab.

39. (reference list* or bibliograph* or hand search* or manual search* or relevant
journals).ab.

40. (search strategy or search criteria or systematic search or study selection or data
extraction).ab.

41. (search* adj4 literature).ab.

42, (medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or
psycinfo or cinahl or science citation index or bids or cancerlit).ab.

43. cochrane.jw.

44, ((multiple treatment™ or indirect or mixed) adj2 comparison®).ti,ab.

45. or/35-44

46. 24 and (34 or 45)

Cochrane Library (Wiley) search terms

#1. MeSH descriptor: [Osteoarthritis] explode all trees

#2. (osteoarthriti* or osteo-arthriti* or osteoarthrotic or osteoarthros*):ti,ab

#3. (degenerative near/2 arthritis):ti,ab

#4. coxarthrosis:ti,ab
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#5. gonarthrosis:ti,ab

#6. (or #1-#5)

Health Economics literature search strategy

Health economic evidence was identified by conducting a broad search relating to a Gout
population in NHS Economic Evaluation Database (NHS EED - this ceased to be updated
after March 2015) and the Health Technology Assessment database (HTA — this ceased to
be updates after March 2018). NHS EED and HTA databases are hosted by the Centre for
Research and Dissemination (CRD). Additional searches were run on Medline and Embase
for health economics studies and quality of life studies. Searches for quality of life studies
were run for general information.

Table 3: Database date parameters and filters used

Database Dates searched Search filter used
Medline 1 January 2014 — 17 November Health economics studies
2021 Quality of life studies

Exclusions (animals studies,
letters, comments)

Embase 1 January 2014 — 17 November Health economics studies
2021 Quality of life studies

Exclusions (animals studies,
letters, comments)

Centre for Research and HTA - Inception — 31 March None
Dissemination (CRD) 2018

NHSEED - Inception to 31

March 2015

Medline (Ovid) search terms

L exp osteoarthritis/

2. (osteoarthriti* or osteo-arthriti* or osteoarthrotic or osteoarthros*).ti,ab.
3. (degenerative adj2 arthritis).ti,ab.

4. coxarthrosis.ti,ab.

5. gonarthrosis.ti,ab.

6. or/1-5

7. letter/

8. editorial/

9. news/

10. exp historical article/

11. Anecdotes as Topic/

12. comment/

13. case report/

14. (letter or comment*).ti.

15. or/7-14

16. randomized controlled trial/ or random*.ti,ab.
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17. 15 not 16

18. animals/ not humans/

19. exp Animals, Laboratory/

20. exp Animal Experimentation/

21. exp Models, Animal/

22. exp Rodentia/

23. (rat or rats or mouse or mice or rodent*).ti.

24. or/17-23

25. 6 not 24

26. limit 25 to English language

27. Economics/

28. Value of life/

29. exp "Costs and Cost Analysis"/

30. exp Economics, Hospital/

31 exp Economics, Medical/

32. Economics, Nursing/

33. Economics, Pharmaceutical/

34. exp "Fees and Charges"/

35. exp Budgets/

36. budget*.ti,ab.

37. cost* ti.

38. (economic* or pharmaco?economic*).ti.

39. (price* or pricing*).ti,ab.

40. (cost* adj2 (effective* or utilit* or benefit* or minimi* or unit* or estimat* or
variable*)).ab.

41. (financ* or fee or fees).ti,ab.

42. (value adj2 (money or monetary)).ti,ab.

43. or/27-42

44. quality-adjusted life years/

45. sickness impact profile/

46. (quality adj2 (wellbeing or well being)).ti,ab.

47. sickness impact profile.ti,ab.

48. disability adjusted life.ti,ab.

49. (qal* or gtime* or qwb* or daly*).ti,ab.

50. (euroqol* or eq5d* or eq 5*).ti,ab.

51 (health utility* or utility score™ or disutilit* or utility value®).ti,ab.

52. (hui or hui1 or hui2 or hui3).ti,ab.

53. (health* year* equivalent* or hye or hyes).ti,ab.

>4 discrete choice*.ti,ab.

5. rosser.ti,ab.
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56. (willingness to pay or time tradeoff or time trade off or tto or standard gamble*).ti,ab.
57 (sf36* or sf 36* or short form 36* or shortform 36* or shortform36*).ti,ab.
58. (sf20 or sf 20 or short form 20 or shortform 20 or shortform20).ti,ab.
59. (sf12* or sf 12* or short form 12* or shortform 12* or shortform12*).ti,ab.
60. (sf8* or sf 8 or short form 8* or shortform 8* or shortform8*).ti,ab.
61. (sf6* or sf 6* or short form 6 or shortform 6* or shortform6*).ti,ab.
62. or/44-61
63. 26 and (43 or 62)
Embase (Ovid) search terms
L exp osteoarthritis/
2. (osteoarthriti* or osteo-arthriti* or osteoarthrotic or osteoarthros*).ti,ab.
3. (degenerative adj2 arthritis).ti,ab.
4. coxarthrosis.ti,ab.
5. gonarthrosis.ti,ab.
6. or/1-5
7. letter.pt. or letter/
8. note.pt.
9. editorial.pt.
10. case report/ or case study/
11. (letter or comment*).ti.
12. or/7-11
13. randomized controlled trial/ or random*.ti,ab.
14. 12 not 13
15. animal/ not human/
16. nonhuman/
17. exp Animal Experiment/
18. exp Experimental Animal/
19. animal model/
20. exp Rodent/
21. (rat or rats or mouse or mice or rodent*).ti.
22. or/14-21
23. 6 not 22
24. Limit 23 to English language
25. health economics/
26. exp economic evaluation/
27. exp health care cost/
28. exp fee/
29. budget/
30. funding/
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31 budget*.ti,ab.

32. cost* ti.

33. (economic* or pharmaco?economic*).ti.

34. (price* or pricing*).ti,ab.

35. (cost* adj2 (effective™ or utilit* or benefit* or minimi* or unit* or estimat* or
variable*)).ab.

36. (financ* or fee or fees).ti,ab.

37. (value adj2 (money or monetary)).ti,ab.

38. or/25-37

39. quality adjusted life year/

40. "quality of life index"/

41. short form 12/ or short form 20/ or short form 36/ or short form 8/

42. sickness impact profile/

43. (quality adj2 (wellbeing or well being)).ti,ab.

44. sickness impact profile.ti,ab.

45. disability adjusted life.ti,ab.

46. (qal* or gtime* or qwb* or daly*).ti,ab.

47. (euroqol* or eq5d* or eq 5*).ti,ab.

48. (gol* or hql* or hgol* or h gol* or hrgol* or hr qol*).ti,ab.

49. (health utility* or utility score* or disutilit* or utility value*).ti,ab.

50. (hui or hui1 or hui2 or hui3).ti,ab.

51 (health* year* equivalent* or hye or hyes).ti,ab.

52. discrete choice*.ti,ab.

53. rosser.ti,ab.

54. (willingness to pay or time tradeoff or time trade off or tto or standard gamble*).ti,ab.

5. (sf36* or sf 36* or short form 36* or shortform 36* or shortform36*).ti,ab.

56. (sf20 or sf 20 or short form 20 or shortform 20 or shortform20).ti,ab.

S57. (sf12* or sf 12* or short form 12* or shortform 12* or shortform12*).ti,ab.

58. (sf8* or sf 8 or short form 8* or shortform 8* or shortform8*).ti,ab.

59. (sf6* or sf 6* or short form 6* or shortform 6* or shortform6*).ti,ab.

60. or/39-59

61. 24 and (38 or 60)

NHS EED and HTA (CRD) search terms

#1. MeSH DESCRIPTOR Osteoarthritis EXPLODE ALL TREES

#2. ((osteoarthriti* or osteo-arthriti* or osteoarthrotic or osteoarthros*))

#3. ((degenerative adj2 arthritis))

#4, (coxarthrosis)

#5. (gonarthrosis)

#6. #1 OR #2 OR #3 OR #4 OR #5

#7. (#6) IN NHSEED
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#8. | (#6) IN HTA
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Appendix C — Effectiveness evidence study selection

Figure 1: Flow chart of clinical study selection for the review of the clinical and
cost-effectiveness of pharmacological interventions for the management of
osteoarthritis

Records identified through . . o
database searching, n=22364 Additional records identified through

other sources, n=0

\ 4

Records screened in 1st sift,
n=22364

_ | Records excluded in 1st sift,
n=21580

\ 4

Full-text papers assessed for
eligibility, n=784

VL v

/Papers included in review, \ ﬁapers excluded from review, n=574 \

n=211 (181 studies)

Reasons for exclusion: see exclusion
table.

\_ AN /
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Appendix D — Effectiveness evidence

Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Abou-raya 2012!

RCT (Patient randomised; Parallel)

1 (n=288)

Conducted in Egypt; Setting: Outpatient follow up
Unclear

Intervention + follow up: 16 weeks

Adequate method of assessment/diagnosis: American College of Rheumatology
clinical and radiographic criteria of primary knee osteoarthritis, with knee pain (>40 on
the 24 hour average pain severity scale) using mean of daily ratings from the week
preceding randomisation for >14 days/month during three consecutive months prior to
enrolment. Kellgren Lawrence grade I-1ll tibiofemoral or patellofemoral osteoarthritis
on weight bearing anteroposterior and sunrise view radiographs.

Knee
Not applicable

People with American College of Rheumatology clinical and radiographic criteria of
primary knee osteoarthritis, with knee pain (>40 on the 24 hour average pain severity
scale) using mean of daily ratings from the week preceding randomisation for >14
days/month during three consecutive months prior to enrolment. Kellgren Lawrence
grade I-11l tibiofemoral or patellofemoral osteoarthritis on weight bearing
anteroposterior and sunrise view radiographs.

Morbid obesity (BMI greater than 32 kg/m?); joint inflammatory diseases and/or
crystal-induced arthropathies; any other concomitant disease (such as
neuropsychiatric disease including cognitive impairment, Alzheimer's disease,
Parkinson's disease, cerebrovascular disease, cardiovascular disease, liver and renal
disease) or were taking any other antidepressants that could interfere with the
evaluation of the intervention

No additional information
Age - Mean (SD): 68.7 (6.0). Gender (M:F): 47:241. Ethnicity: Not stated

1. Age: Mixed 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities: Low
comorbidity score (184 had 0-1 comorbidities. 38 had at least 2 comorbidities.). 4. Site
of osteoarthritis (for systemic treatments only): Knee
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Extra comments Severity: Kellgren Lawrence grade |I-lll (majority grade Il)
Duration of symptoms (mean [SD]): 5.7 (4.7) years
Indirectness of population No indirectness
Interventions (n=144) Intervention 1: Antidepressants (oral) - SNRIs. Duloxetine 60mg/day. Duration

16 weeks. Concurrent medication/care: Concomitant rescue medication use, including
paracetamol up to 4g/day and NSAIDs was allowed to continue provided they did not
increase the dose. Indirectness: No indirectness

(n=144) Intervention 2: Placebo. Matching placebo. Duration 16 weeks. Concurrent
medication/care: Concomitant rescue medication use, including paracetamol up to
4g/day and NSAIDs was allowed to continue provided they did not increase the dose.
Indirectness: No indirectness

Funding Equipment / drugs provided by industry (The authors acknowledge the supported of
the pharmaceutical industry, Eli Lilly, Egypt, for providing the medicines for the study.
The industry had no role in approval or preparation of the published manuscript.)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: SNRIS versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: WOMAC pain score at 16 weeks; Group 1: mean 6 (SD 4.1); n=144, Group 2: mean 8.4 (SD 5.4); n=144; WOMAC pain subscale
0-20 Top=High is poor outcome; Comments: Baseline duloxetine: 9.1 (4.6). Baseline placebo: 8.9 (5.1).

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, BMI, comorbidities, analgesic use,
paracetamol use, disease duration, baseline values for outcomes, Kellgren-Lawrence grade and activities of daily living; Group 1 Number missing: 20, Reason:
6 lost to follow up. 9 adverse events. 5 lack of efficacy.; Group 2 Number missing: 13, Reason: 5 lost to follow up. 6 adverse events. 2 lack of efficacy.

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Knee: WOMAC function score at 16 weeks; Group 1: mean 24.6 (SD 8.4); n=144, Group 2: mean 30.3 (SD 9.8); n=144; WOMAC
function subscale 0-68 Top=High is poor outcome; Comments: Baseline duloxetine: 33.1 (7.5). Baseline placebo: 33.5 (7.1).

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, BMI, comorbidities, analgesic use,
paracetamol use, disease duration, baseline values for outcomes, Kellgren-Lawrence grade and activities of daily living; Group 1 Number missing: 20, Reason:
6 lost to follow up. 9 adverse events. 5 lack of efficacy.; Group 2 Number missing: 13, Reason: 5 lost to follow up. 6 adverse events. 2 lack of efficacy.

Protocol outcome 3: Psychological distress at <3- or >3- months
- Actual outcome for Knee: Geriatric Depression Scale score at 16 weeks; Group 1: mean 5.2 (SD 1.7); n=144, Group 2: mean 9.7 (SD 2.2); n=144; Geriatric
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Depression Scale 0-15 Top=High is poor outcome; Comments: Baseline duloxetine: 9.9 (2.7). Baseline placebo: 9.8 (2.5).

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, BMI, comorbidities, analgesic use,
paracetamol use, disease duration, baseline values for outcomes, Kellgren-Lawrence grade and activities of daily living; Group 1 Number missing: 20, Reason:
6 lost to follow up. 9 adverse events. 5 lack of efficacy.; Group 2 Number missing: 13, Reason: 5 lost to follow up. 6 adverse events. 2 lack of efficacy.

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Osteoarthritis flare-ups at <3- or >3- months;
Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months;
Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months;
Serious adverse event 2: Cardiovascular adverse events at <3- or >3- months;
Serious adverse event 2: Central nervous system adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition
Stratum

Subgroup analysis within study
Inclusion criteria

Exclusion criteria
Recruitment/selection of patients
Age, gender and ethnicity

Further population details

Extra comments

Indirectness of population
Interventions

ACTA trial: Pincus 200114

RCT (Patient randomised; Crossover: 3-7 days)

1 (n=227)

Conducted in USA; Setting: Outpatient follow up

Unclear

Intervention + follow up: 6 weeks for each intervention arm, two 3-7 day washout
periods

Adequate method of assessment/diagnosis: People with osteoarthritis of the hip or
knee with Kellgren-Lawrence radiographic grade 2-4 changes and a visual analogue
pain score 230mm

Other
Not applicable

Age >40 years; Kellgren Lawrence radiographic grade 2-4 osteoarthritis of the hip or
knee; visual analogue pain scale score of 230mm (range 0-100mm).

Severe comorbidities; hypersensitivity to paracetamol, diclofenac or misoprostol

227 people were enrolled (multisite study) of those 218 provided data for the first
treatment period. People were given the choice as to whether they wanted to be
involved in the second treatment period. 181 provided data for both treatment periods.

Age - Other: Mean (SE): 61.5 (1.37). Gender (M:F): 86:141. Ethnicity: 177 were
Caucasian. They did not specify the ethnicity of other participants.

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Multisite
(Knee or hip - the number of people with each was not stated).

Severity: Kellgren Lawrence radiographic grade (mean [SE]): 2.8 (0.089).
Duration of symptoms: Not stated.

No indirectness

(n=227) Intervention 1: NSAID and gastroprotection - NSAID and misoprostol . 75mg
diclofenac with 200 micrograms misoprostol to be taken twice a day (oral). Placebo
pills were taken (to make it so tablets were being taken four times a day) to blind
people to allocation. Duration 6 weeks. Concurrent medication/care: Propoxyphene
could be taken as rescue medication during the washout period. Indirectness: No
indirectness
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(n=227) Intervention 2: Paracetemol (oral) - Paracetemol. Paracetamol 1000mg four
times a day (oral). Duration 6 weeks. Concurrent medication/care: Propoxyphene
could be taken as rescue medication during the washout period. Indirectness: No
indirectness

Funding Study funded by industry (Supported by Pharmacia)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: NSAID AND MISOPROSTOL versus PARACETEMOL

Protocol outcome 1: Quality of life at <3- or >3- months

- Actual outcome for Other: SF-36 bodily pain subscale at 6 weeks; MD; 3.83 (SE: 0.75) SF-36 bodily pain subscale 0-100 Top=High is good outcome,
Comments: P value = <0.001;

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - High, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, ethnicity, radiographic
grade and features, and outcome baseline values; Group 1 Number missing: 120, Reason: 227 people randomised. First arm: 72 completed period 1 in the
diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor compliance, 12 adverse events, 3
inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period. 2 had no data after visit 4. There
were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor compliance. 62 completed period 2 per
protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given paracetamol. 2 had no data after visit 2, 1
missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit, and 6 sixth week visit with poor
compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and misoprostol. 2 had no data after
visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-week visits with poor compliance.
66 complete period 2 per protocol (with 69 completing period 1 and 2).; Group 2 Number missing: 120, Reason: 227 people randomised. First arm: 72
completed period 1 in the diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor
compliance, 12 adverse events, 3 inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period.
2 had no data after visit 4. There were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor
compliance. 62 completed period 2 per protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given
paracetamol. 2 had no data after visit 2, 1 missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit,
and 6 sixth week visit with poor compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and
misoprostol. 2 had no data after visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-
week visits with poor compliance. 66 complete period 2 per protocol (with 69 completing period 1 and 2).

Protocol outcome 2: Pain reduction at <3- or >3- months

- Actual outcome for Other: MDHAQ (multidimensional health assessment questionnaire) visual analogue pain scale at 6 weeks; MD; -14.6 (SE: 1.81) MDHAQ
visual analogue pain scale 0-100 Top=High is poor outcome, Comments: P = <0.001;

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, ethnicity, radiographic
grade and features, and outcome baseline values; Group 1 Number missing: 120, Reason: 227 people randomised. First arm: 72 completed period 1 in the
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diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor compliance, 12 adverse events, 3
inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period. 2 had no data after visit 4. There
were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor compliance. 62 completed period 2 per
protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given paracetamol. 2 had no data after visit 2, 1
missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit, and 6 sixth week visit with poor
compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and misoprostol. 2 had no data after
visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-week visits with poor compliance.
66 complete period 2 per protocol (with 69 completing period 1 and 2).; Group 2 Number missing: 120, Reason: 227 people randomised. First arm: 72
completed period 1 in the diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor
compliance, 12 adverse events, 3 inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period.
2 had no data after visit 4. There were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor
compliance. 62 completed period 2 per protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given
paracetamol. 2 had no data after visit 2, 1 missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit,
and 6 sixth week visit with poor compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and
misoprostol. 2 had no data after visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-
week visits with poor compliance. 66 complete period 2 per protocol (with 69 completing period 1 and 2).

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Haemorrhagic diarrhoea at 6 weeks; Group 1: 1/218, Group 2: 0/218

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, ethnicity, radiographic
grade and features, and outcome baseline values; Group 1 Number missing: 120, Reason: 227 people randomised. First arm: 72 completed period 1 in the
diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor compliance, 12 adverse events, 3
inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period. 2 had no data after visit 4. There
were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor compliance. 62 completed period 2 per
protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given paracetamol. 2 had no data after visit 2, 1
missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit, and 6 sixth week visit with poor
compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and misoprostol. 2 had no data after
visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-week visits with poor compliance.
66 complete period 2 per protocol (with 69 completing period 1 and 2).; Group 2 Number missing: 120, Reason: 227 people randomised. First arm: 72
completed period 1 in the diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor
compliance, 12 adverse events, 3 inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period.
2 had no data after visit 4. There were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor
compliance. 62 completed period 2 per protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given
paracetamol. 2 had no data after visit 2, 1 missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit,
and 6 sixth week visit with poor compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and
misoprostol. 2 had no data after visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-
week visits with poor compliance. 66 complete period 2 per protocol (with 69 completing period 1 and 2).
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Protocol outcome 4: Serious adverse event 2: Cardiovascular adverse events at <3- or >3- months

- Actual outcome for Other: Myocardial infarction at 6 weeks; Group 1: 2/218, Group 2: 1/218

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, ethnicity, radiographic
grade and features, and outcome baseline values; Group 1 Number missing: 120, Reason: 227 people randomised. First arm: 72 completed period 1 in the
diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor compliance, 12 adverse events, 3
inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period. 2 had no data after visit 4. There
were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor compliance. 62 completed period 2 per
protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given paracetamol. 2 had no data after visit 2, 1
missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit, and 6 sixth week visit with poor
compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and misoprostol. 2 had no data after
visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-week visits with poor compliance.
66 complete period 2 per protocol (with 69 completing period 1 and 2).; Group 2 Number missing: 120, Reason: 227 people randomised. First arm: 72
completed period 1 in the diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor
compliance, 12 adverse events, 3 inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period.
2 had no data after visit 4. There were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor
compliance. 62 completed period 2 per protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given
paracetamol. 2 had no data after visit 2, 1 missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit,
and 6 sixth week visit with poor compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and
misoprostol. 2 had no data after visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-
week visits with poor compliance. 66 complete period 2 per protocol (with 69 completing period 1 and 2).

Protocol outcome 5: Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months

- Actual outcome for Other: Total with abnormal SGOT level at 6 weeks; Group 1: 22/218, Group 2: 10/218

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, ethnicity, radiographic
grade and features, and outcome baseline values; Group 1 Number missing: 120, Reason: 227 people randomised. First arm: 72 completed period 1 in the
diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor compliance, 12 adverse events, 3
inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period. 2 had no data after visit 4. There
were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor compliance. 62 completed period 2 per
protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given paracetamol. 2 had no data after visit 2, 1
missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit, and 6 sixth week visit with poor
compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and misoprostol. 2 had no data after
visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-week visits with poor compliance.
66 complete period 2 per protocol (with 69 completing period 1 and 2).; Group 2 Number missing: 120, Reason: 227 people randomised. First arm: 72
completed period 1 in the diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor
compliance, 12 adverse events, 3 inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period.
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2 had no data after visit 4. There were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor
compliance. 62 completed period 2 per protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given
paracetamol. 2 had no data after visit 2, 1 missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit,
and 6 sixth week visit with poor compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and
misoprostol. 2 had no data after visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-
week visits with poor compliance. 66 complete period 2 per protocol (with 69 completing period 1 and 2).

Protocol outcome 6: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Other: Headache at 6 weeks; Group 1: 5/218, Group 2: 7/218

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, ethnicity, radiographic
grade and features, and outcome baseline values; Group 1 Number missing: 120, Reason: 227 people randomised. First arm: 72 completed period 1 in the
diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor compliance, 12 adverse events, 3
inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period. 2 had no data after visit 4. There
were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor compliance. 62 completed period 2 per
protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given paracetamol. 2 had no data after visit 2, 1
missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit, and 6 sixth week visit with poor
compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and misoprostol. 2 had no data after
visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-week visits with poor compliance.
66 complete period 2 per protocol (with 69 completing period 1 and 2).; Group 2 Number missing: 120, Reason: 227 people randomised. First arm: 72
completed period 1 in the diclofenac and misoprostal arm (6 had no data after visit 2, 18 early terminations, 3 late visits, 13 six week visits with poor
compliance, 12 adverse events, 3 inefficacy). 26 of those people continued for period 2. 3 people chose not to continue. After this 95 joined the second period.
2 had no data after visit 4. There were 20 early terminations, 5 adverse events, 13 inefficacy, 2 others, 1 late visit, and 10 sixth week visits with poor
compliance. 62 completed period 2 per protocol (with 51 completing both period 1 and 2). Second arm: 82 completed period 1 per protocol. 115 were given
paracetamol. 2 had no data after visit 2, 1 missed visit 3 but continued, there were 23 early terminations, 6 adverse events, 11 inefficacy, 6 others, 1 late visit,
and 6 sixth week visit with poor compliance. 7 decided to not continue. 16 of the people who discontinued continued to period 2. 91 were given diclofenac and
misoprostol. 2 had no data after visit 4. There were 16 early terminations, 11 for adverse events, 2 for inefficacy, 3 others. There were 2 late visits and 5 sixth-
week visits with poor compliance. 66 complete period 2 per protocol (with 69 completing period 1 and 2).

Protocol outcomes not reported by the study Physical function at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Afilalo 20107

RCT (Patient randomised; Parallel)

1 (n=1023)

Conducted in Australia, Canada, New Zealand, USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 12 weeks (with an additional 3 week titration period)

Adequate method of assessment/diagnosis: Diagnosis of knee osteoarthritis according
to the American College of Rheumatology criteria

Knee
Not applicable

Men and women 240 years of age with a diagnosis of osteoarthritis of the knee
according to the American College of Rheumatology criteria, functional capacity class
I-11l, and pain at the reference joint requiring the use of analgesics (non-opioids or
opioids at doses equivalent to <160mg oral morphine/day) for 23 months prior to
screening. People were dissatisfied with their current analgesic therapy and had an
average baseline pain intensity numerical rating scale score of =25 during the 3 days
preceding randomisation

The presence of clinically significant or unstable medical or psychiatric disease;
requirement for painful procedures (e.g. surgery) during the study that could influence
efficacy or safety assessments; a history of substance abuse, epilepsy/seizure
disorder, stroke/transient ischaemic attack, malignancy (preceding 2 years), HIV
infection, chronic hepatitis B or C, uncontrolled hypertension (systolic blood pressure
>160mmHg and/or diastolic blood pressure >95mmHg), severe renal impairment
(creatinine clearance <60mL/min), moderate or severe hepatic impairment, ALT or
AST concentrations >3 times the upper limit of normal, and hypersensitivity to study
medications or their excipients; people with conditions potentially influencing the
assessment of osteoarthritis pain (anatomical deformities, fibromyalgia, gout or
infectious or autoimmune diseases affecting the knee; the use of concomitant
analgesics (except allowed doses of paracetamol); neuroleptics, tricyclic
antidepressants, anticonvulsants, antiparkinsonian drugs and serotonin-
norepinephrine reuptake inhibitors within 14 days prior to screening and during the
study; other medication use that has not been at a stable dose for 23 months;
corticosteroids use within 4 weeks to 6 months prior to screening, depending on the
route of administration
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Recruitment/selection of patients People were recruited from 87 sites in the US, 15 sites in Canada, 6 sites in New
Zealand, and 4 sites in Australia

Age, gender and ethnicity Age - Mean (SD): 58.3 (9.9). Gender (M:F): 405:618. Ethnicity: White = 772, Black =
132, Hispanic = 78, Other = 41

Further population details 1. Age: <75 years 2. Diagnostic method: Not stated / Unclear 3. Multimorbidities: Not
stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Knee

Extra comments Severity: Majority severe pain at baseline (some moderate, very few mild)
Duration of symptoms: Not stated

Indirectness of population No indirectness

Interventions (n=691) Intervention 1: Strong opioids (oral) - Tapentadol. Two groups: Tapentadol

ER 100-250mg given twice daily; and Oxyocodone HCI CR 20-50mg given twice daily.
Duration 12 weeks. Concurrent medication/care: Additional analgesic medication was
not allowed during the maintenance period (except paracetamol <1000mg/day,
maximum, 3 consecutive days when deemed necessary for relief of pain unrelated to
the index joint). Indirectness: No indirectness

Comments: These two groups were reported separately but were combined for the
analysis due to class effect as agreed in the protocol

(n=339) Intervention 2: Placebo. Matching placebo twice daily. Duration 12 weeks.
Concurrent medication/care: Additional analgesic medication was not allowed during
the maintenance period (except paracetamol <1000mg/day, maximum, 3 consecutive
days when deemed necessary for relief of pain unrelated to the index joint).
Indirectness: No indirectness

Funding Study funded by industry (Study funded by Johnson & Johnson Pharmaceutical
Research & Development, L.L.C.M.)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: TAPENTADOL AND OXYCODONE versus PLACEBO

Protocol outcome 1: Quality of life at <3- or >3- months

- Actual outcome for Knee: EQ-5D Health status index change from baseline at 12 weeks; Group 1: mean 0.16 (SD 0.37); n=686, Group 2: mean 0.1 (SD
0.37); n=337; EQ-5D 0-1 Top=High is good outcome; Comments: Reports least square means and standard error. Tapentadol and oxycodone were combined
for the analysis. Reported tapentadol: 0.2 (0.02). Reported oxycodone: 0.1 (0.02). Reported placebo: 0.1 (0.02). Baseline values not reported.

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, ethnicity, body weight, BMI, baseline pain
intensity category; Group 1 Number missing: 387, Reason: Tapentadol: 346 randomised. 344 took at least 1 dose. 163 discontinued (patient choice = 50, lost
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to follow up = 5, adverse event = 61, lack of efficacy = 15, study drug non-compliance = 6, other = 26). Oxycodone: 345 randomised. 342 took at least 1 dose.
224 discontinued from study (patient choice = 48, adverse event = 140, death = 1, lack of efficacy = 7, study drug non-compliance = 7, other = 21); Group 2
Number missing: 134, Reason: 339 randomised. 337 took at least 1 dose. 134 discontinued from study (patient choice = 43, lost to follow up = 3, adverse
event = 22, lack of efficacy = 35, study drug non-compliance = 4, other = 27).

Protocol outcome 2: Pain reduction at <3- or >3- months

- Actual outcome for Knee: WOMAC pain subscale at 12 weeks; Group 1: mean -1.12 (SD 0.672); n=241, Group 2: mean -0.88 (SD 0.691); n=158;
Comments: Reports least square means and standard error. Tapentadol and oxycodone were combined for the analysis. Reported tapentadol: -1.16 (0.055).
Reported oxycodone: -1.05 (0.070). Reported placebo: -0.88 (0.055). Baseline values not reported.

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, ethnicity, body weight, BMI, baseline pain
intensity category; Group 1 Number missing: 387, Reason: Tapentadol: 346 randomised. 344 took at least 1 dose. 163 discontinued (patient choice = 50, lost
to follow up = 5, adverse event = 61, lack of efficacy = 15, study drug non-compliance = 6, other = 26). Oxycodone: 345 randomised. 342 took at least 1 dose.
224 discontinued from study (patient choice = 48, adverse event = 140, death = 1, lack of efficacy = 7, study drug non-compliance = 7, other = 21); Group 2
Number missing: 134, Reason: 339 randomised. 337 took at least 1 dose. 134 discontinued from study (patient choice = 43, lost to follow up = 3, adverse
event = 22, lack of efficacy = 35, study drug non-compliance = 4, other = 27).

Protocol outcome 3: Physical function at <3- or >3- months

- Actual outcome for Knee: WOMAC physical function subscale at 12 weeks; Group 1: mean -1.04 (SD 0.67); n=241, Group 2: mean -0.83 (SD 0.69); n=158;
WOMAC physical function subscale 0-4 Top=High is poor outcome; Comments: Reports least square means and standard error. Tapentadol and oxycodone
were combined for the analysis. Reported tapentadol: -1.04 (0.055). Reported oxycodone: -1.04 (0.070). Reported placebo: -0.83 (0.055). Baseline values not
reported.

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, ethnicity, body weight, BMI, baseline pain
intensity category; Group 1 Number missing: 387, Reason: Tapentadol: 346 randomised. 344 took at least 1 dose. 163 discontinued (patient choice = 50, lost
to follow up = 5, adverse event = 61, lack of efficacy = 15, study drug non-compliance = 6, other = 26). Oxycodone: 345 randomised. 342 took at least 1 dose.
224 discontinued from study (patient choice = 48, adverse event = 140, death = 1, lack of efficacy = 7, study drug non-compliance = 7, other = 21); Group 2
Number missing: 134, Reason: 339 randomised. 337 took at least 1 dose. 134 discontinued from study (patient choice = 43, lost to follow up = 3, adverse
event = 22, lack of efficacy = 35, study drug non-compliance = 4, other = 27).

Protocol outcome 4: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Knee: Gastrointestinal disorders (including constipation, nausea, vomiting, dry mouth, diarrhoea) at 12 weeks; Group 1: 378/686, Group
2: 88/337; Comments: Tapentadol: Gastrointestinal disorders total = 148, constipation = 65, nausea = 74, vomiting = 18, dry mouth = 22, diarrhoea = 16.
Oxycodone: Gastrointestinal disorders total = 230, constipation = 126, nausea = 125, vomiting = 61, dry mouth = 15, diarrhoea = 17. Placebo: Gastrointestinal
disorders total = 88, constipation = 22, nausea = 23, vomiting = 11, dry mouth = 8, diarrhoea = 20

Risk of bias: All domain - Very high, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, ethnicity, body weight, BMI,
baseline pain intensity category; Group 1 Number missing: 387, Reason: Tapentadol: 346 randomised. 344 took at least 1 dose. 163 discontinued (patient
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choice = 50, lost to follow up = 5, adverse event = 61, lack of efficacy = 15, study drug non-compliance = 6, other = 26). Oxycodone: 345 randomised. 342 took
at least 1 dose. 224 discontinued from study (patient choice = 48, adverse event = 140, death = 1, lack of efficacy = 7, study drug non-compliance = 7, other =
21); Group 2 Number missing: 134, Reason: 339 randomised. 337 took at least 1 dose. 134 discontinued from study (patient choice = 43, lost to follow up = 3,
adverse event = 22, lack of efficacy = 35, study drug non-compliance = 4, other = 27).

Protocol outcome 5: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Knee: Nervous system disorders (including somnolence, dizziness, and headache) at 12 weeks; Group 1: 302/686, Group 2: 84/337;
Comments: Tapentadol: Nervous system disorders = 138; somnolence = 37; dizziness = 61; headache = 51. Oxycodone: Nervous system disorders = 164;
somnolence = 67; dizziness = 65; headache = 50. Placebo: Nervous system disorders = 84; somnolence = 14; dizziness = 16; headache = 56

Risk of bias: All domain - Very high, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, ethnicity, body weight, BMI,
baseline pain intensity category; Group 1 Number missing: 387, Reason: Tapentadol: 346 randomised. 344 took at least 1 dose. 163 discontinued (patient
choice = 50, lost to follow up = 5, adverse event = 61, lack of efficacy = 15, study drug non-compliance = 6, other = 26). Oxycodone: 345 randomised. 342 took
at least 1 dose. 224 discontinued from study (patient choice = 48, adverse event = 140, death = 1, lack of efficacy = 7, study drug non-compliance = 7, other =
21); Group 2 Number missing: 134, Reason: 339 randomised. 337 took at least 1 dose. 134 discontinued from study (patient choice = 43, lost to follow up = 3,
adverse event = 22, lack of efficacy = 35, study drug non-compliance = 4, other = 27).

Protocol outcomes not reported by the study Psychological distress at <3- or >3- months; Osteoarthritis flare-ups at <3- or >3-
months; Serious adverse event 2: Cardiovascular adverse events at <3- or >3-
months; Serious adverse event 2: Renal and hepatic adverse events at <3- or >3-
months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Altman 20074

RCT (Patient randomised; Parallel)

1 (n=483)

Conducted in USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 12 weeks

Adequate method of assessment/diagnosis: Presence of symptomatic idiopathic
osteoarthritis of the hip or knee for a minimum of 6 months with a history of hip or
knee pain requiring the use of NSAIDs, paracetamol or other analgesic agent on a
regular basis (3 or more days per week) for at least 3 months before the screening
visit. If qualifying with OA of the knee, they had to have knee pain and radiographic
osteophytes and fulfilled at least one of the following 3 criteria: morning stiffness of
less than 30 min of duration, crepitus on motion, at least 40 years of age. If qualifying
with OA of the hip, people must have had hip pain, radiographic femoral and/or
acetabular osteophytes, and radiographic joint-space narrowing as established by the
American College of Rheumatology criteria for idiopathic osteoarthritis of the hip

Other:
Not applicable

40 years of age or older who experienced at least moderate pain when not taking any
analgesic medication for osteoarthritis of the hip or knee. Presence of symptomatic
idiopathic osteoarthritis of the hip or knee for a minimum of 6 months with a history of
hip or knee pain requiring the use of NSAIDs, paracetamol, or other analgesic agent
on a regular basis (3 or more days per week) for at least 3 months before the
screening visit. People must have also had a history of positive therapeutic benefit
with paracetamol use for osteoarthritis pain. In addition, people must have reported
maximum osteoarthritis pain intensity experienced during the 24 hour prior to the
baseline visit at a pain level of moderate or moderately severe on a 5-point Likert
scale. If qualifying with osteoarthritis of the knee, they had to have knee pain and
radiographic osteophytes and fulfilled at least one of the following 3 criteria: morning
stiffness of less than 30 min of duration, crepitus on motion, at least 40 years of age. If
qualifying with osteoarthritis of the hip, people must have had hip pain, radiographic
femoral and/or acetabular osteophytes, and radiographic joint-space narrowing as
established by the American College of Rheumatology criteria for idiopathic
osteoarthritis of the hip. People must also have demonstrated an increase in the
WOMAC pain subscale score of at least 20% relative to the screening visit score. All
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Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity

Further population details

Extra comments

Indirectness of population
Interventions

women of childbearing potential were required to have a negative urine pregnancy test
and used an effective method of birth control during the study.

History of surgery or major trauma to the study joint in the 6 months prior to the
screening visit; people taking analgesic therapy for other indications, those taking
anticoagulants, psychotherapeutic agents, aspirin in daily doses greater than 325mg,
or statin class hypolipidaemic agents in doses that had not been stabilised within 3
months of the screening visit; people taking glucosamine, chondroitin sulfate, or shark
cartilage in doses that had not been stabilised within 6 months of the screening visit;
those with known alcohol abuse, intravenous drug use, drug dependency, history of
psychiatric illness in the previous 12 months; administration of oral corticosteroids
within 2 months of screening or intraarticular or periarticular corticosteroids or
hyaluronan injections into the study joint within 6 months of screening; history of
gastrointestinal or hepatic disease; clinically apparent inflammation of the study joint;
medical history, physical examination or radiographic evidence suggestive of other
types of osteoarthritis; collagen vascular disease; fibromyalgia

People must have had a history of positive therapeutic benefit with paracetamol use
for osteoarthritis pain. The requirement of a response to paracetamol was felt to be
appropriate in this setting and is analogous to the "flare" design used in most trials of
antiinflammatory agents. People must also have demonstrated an increase in the
WOMAC pain subscale score of at least 20% relative to the screening visit score.

Age - Mean (SD): 62.2 (10.8). Gender (M:F): 160:323. Ethnicity: Caucasian = 396,
African American = 42, Other = 45

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Multisite
(Knee or hip (majority knee)).

Severity: Equivalent to Kellgren Lawrence grade 2-3
Duration of symptoms: Not stated explicitly. At least 6 months.

No indirectness

(n=318) Intervention 1: Paracetemol (oral) - Paracetemol. Paracetamol ER 1950mg
daily in three divided doses or paracetamol ER 3900mg daily in three divided doses.
Duration 12 weeks. Concurrent medication/care: During the washout period, people
could not taken any prescription or over-the-counter NSAID, paracetamol, aspirin, or
analgesic in any form. People who had pain during the washout period were permitted
to take paracetamol as rescue analgesia up to 24 hours before the baseline visit.
People were guided on the appropriate use of self-administered nonpharmacologic
therapies for breakthrough osteoarthritis pain, and if pain relief was inadequate,
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propoxyphene HCI (maximum dose, 390mg/day) were permitted as the only rescue
analgesic medication and was to be used for no more than 3 days in any 7 day period.
People were not permitted to use rescue or other prescription analgesic medications
within five drug half-lives before follow-up visits for efficacy assessments. Indirectness:
No indirectness

(n=165) Intervention 2: Placebo. Placebo in three divided doses. Duration 12 weeks.
Concurrent medication/care: During the washout period, people could not taken any
prescription or over-the-counter NSAID, paracetamol, aspirin, or analgesic in any
form. People who had pain during the washout period were permitted to take
paracetamol as rescue analgesia up to 24 hours before the baseline visit. People were
guided on the appropriate use of self-administered nonpharmacologic therapies for
breakthrough osteoarthritis pain, and if pain relief was inadequate, propoxyphene HCI
(maximum dose, 390mg/day) were permitted as the only rescue analgesic medication
and was to be used for no more than 3 days in any 7 day period. People were not
permitted to use rescue or other prescription analgesic medications within five drug
half-lives before follow-up visits for efficacy assessments. Indirectness: No
indirectness

Funding Study funded by industry (This study was supported by McNeil Consumer & Specialty
Pharmaceuticals, Fort Washington, PA. Editorial support was provided by Scientific
Therapeutics Information, Inc, Springfield, New Jersey)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: PARACETEMOL versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Other: WOMAC pain subscale at 12 weeks; Group 1: mean -24.7 (SD 23.7); n=318, Group 2: mean -19.6 (SD 22.5); n=165; WOMAC
pain subscale 0-100 Top=High is poor outcome; Comments: Baseline paracetamol 3900mg/day: 68.9 (19.7). Baseline paracetamol 1950mg/day: 67.9 (16.5).
Baseline placebo: 66.3 (19.3).

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, age, weight, screening height,
BMI, race and baseline values for outcomes; Group 1 Number missing: 82, Reason: Paracetamol 3900mg/d: 45 withdrew. 8 adverse events, 27 lack of
efficacy, 7 protocol violations, 1 withdrew consent, 1 lost to follow up, 1 other reason. Paracetamol 1950mg/d: 37 withdrew. 10 adverse events, 16 lack of
efficacy, 4 protocol violation, 6 withdrew consent, 1 lost to follow up; Group 2 Number missing: 54, Reason: 54 withdrew. 8 adverse events, 34 lack of efficacy,
7 protocol violation, 2 withdrew consent, 1 lost to follow up, 2 other reason

Protocol outcome 2: Physical function at <3- or >3- months
- Actual outcome for Other: WOMAC physical function subscale at 12 weeks; Group 1: mean -21.9 (SD 23.5); n=318, Group 2: mean -17.8 (SD 22.3); n=165;
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WOMAC physical function subscale 0-100 Top=High is poor outcome; Comments: Baseline paracetamol 3900mg/day: 69.1 (18.3). Baseline paracetamol
1950mg/day: 65.9 (18.9). Baseline placebo: 65.3 (19.4).

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, age, weight, screening height,
BMI, race and baseline values for outcomes; Group 1 Number missing: 82, Reason: Paracetamol 3900mg/d: 45 withdrew. 8 adverse events, 27 lack of
efficacy, 7 protocol violations, 1 withdrew consent, 1 lost to follow up, 1 other reason. Paracetamol 1950mg/d: 37 withdrew. 10 adverse events, 16 lack of
efficacy, 4 protocol violation, 6 withdrew consent, 1 lost to follow up; Group 2 Number missing: 54, Reason: 54 withdrew. 8 adverse events, 34 lack of efficacy,
7 protocol violation, 2 withdrew consent, 1 lost to follow up, 2 other reason

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Diarrhoea at 12 weeks; Group 1: 16/318, Group 2: 4/165; Comments: Paracetamol 3900mg/d = 9. Paracetamol 1950mg/d = 7.
Placebo = 4.

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, age, weight, screening height,
BMI, race and baseline values for outcomes; Group 1 Number missing: 82, Reason: Paracetamol 3900mg/d: 45 withdrew. 8 adverse events, 27 lack of
efficacy, 7 protocol violations, 1 withdrew consent, 1 lost to follow up, 1 other reason. Paracetamol 1950mg/d: 37 withdrew. 10 adverse events, 16 lack of
efficacy, 4 protocol violation, 6 withdrew consent, 1 lost to follow up; Group 2 Number missing: 54, Reason: 54 withdrew. 8 adverse events, 34 lack of efficacy,
7 protocol violation, 2 withdrew consent, 1 lost to follow up, 2 other reason

Protocol outcome 4: Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months

- Actual outcome for Other: AST and/or ALT levels greater than 1.5 times the upper limit of normal at 12 weeks; Group 1: 9/318, Group 2: 2/165; Comments: 3
people in the paracetamol ER 3900-mg/d group had either AST and/or ALT levels greater than 3 times the upper limit of normal. 4 people in the paracetamol
3900mg/d group, 2 people in the paracetamol 1950mg/d group and 2 people in the placebo group had minor transient increases in ALT and/or AST between
1.5 and three times the upper limit of normal.

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, age, weight, screening height,
BMI, race and baseline values for outcomes; Group 1 Number missing: 82, Reason: Paracetamol 3900mg/d: 45 withdrew. 8 adverse events, 27 lack of
efficacy, 7 protocol violations, 1 withdrew consent, 1 lost to follow up, 1 other reason. Paracetamol 1950mg/d: 37 withdrew. 10 adverse events, 16 lack of
efficacy, 4 protocol violation, 6 withdrew consent, 1 lost to follow up; Group 2 Number missing: 54, Reason: 54 withdrew. 8 adverse events, 34 lack of efficacy,
7 protocol violation, 2 withdrew consent, 1 lost to follow up, 2 other reason

Protocol outcome 5: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Other: Headache at 12 weeks; Group 1: 16/318, Group 2: 5/165; Comments: Paracetamol 3900mg/d: 9. Paracetamol 1950mg/d: 7.
Placebo: 5.

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, age, weight, screening height,
BMI, race and baseline values for outcomes; Group 1 Number missing: 82, Reason: Paracetamol 3900mg/d: 45 withdrew. 8 adverse events, 27 lack of
efficacy, 7 protocol violations, 1 withdrew consent, 1 lost to follow up, 1 other reason. Paracetamol 1950mg/d: 37 withdrew. 10 adverse events, 16 lack of
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efficacy, 4 protocol violation, 6 withdrew consent, 1 lost to follow up; Group 2 Number missing: 54, Reason: 54 withdrew. 8 adverse events, 34 lack of efficacy,
7 protocol violation, 2 withdrew consent, 1 lost to follow up, 2 other reason

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Cardiovascular
adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity

Further population details

Altman 20093

RCT (Patient randomised; Parallel)

1 (n=385)

Conducted in Switzerland, USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 8 weeks

Adequate method of assessment/diagnosis: Primary osteoarthritis in their dominant
hand defined by the American College of Rheumatology criteria as nodal enlargement
in 22 of 10 joints

Hand
Not applicable

Osteoarthritis pain in the dominant hand for 212 months and use of an NSAID for =1

episode of pain. People meeting these criteria underwent a washout period and had to
achieve post-washout criteria (see recruitment/selection of patients). Posterior-anterior
radiographs had to show Kellgren-Lawrence grade 1-3 changes in symptomatic joints.

Kellgren Lawrence grade 4 osteoarthritis; secondary osteoarthritis; other rheumatic
diseases; other painful nonrheumatic diseases involving the dominant hand or arm;
symptomatic osteoarthritis at additional locations besides the hand(s) requiring
treatment; laboratory values indicative of rheumatoid arthritis; history of other
inflammatory diseases; a diagnosis of fibromyalgia; ambidextrous participants
(because evaluation of treatment outcomes required assessments in dominant versus
non-dominant hands).

People meeting the inclusion criteria underwent a washout period (for at least 7 days)
of previous osteoarthritis medications. Randomisation to diclofenac or placebo
required people to have pain in the dominant hand during the 24 hours before the
baseline visit, rated as more than or equal to 40mm on an 100mm visual analogue
scale. Pain in the dominant hand had to exceed pain in the nondominant hand by
more than or equal to 20mm, an people taking NSAIDs at screening had to have an
increase in pain in the dominant hand of more than or equal to 15mm during washout.

Age - Mean (SD): 64.1 (10.0). Gender (M:F): 89:296. Ethnicity: (Approximate mean
percentages) White = 89.1%, Black = 5.4%, Asian = 0.8%, Other = 6.3%

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Hand
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Extra comments

Indirectness of population
Interventions

Funding

Severity: Kellgren Lawrence grade 1-3 (majority grade 3).
Duration of symptoms: Not stated.

No indirectness

(n=198) Intervention 1: NSAID gels (topical - local) - Diclofenac gel. Diclofenac sodium
gel (Voltaren® Gel, consisting of diclofenac sodium in a vehicle composed of isopropy!
alcohol, propylene glycol, cocoyl caprylocaprate, mineral oil, ammonia solution,
perfume cream 45/3, carbomer 980, polyoxyl 20 cetostearyl ether, and purified water)
4 times daily. 2g was judged as sufficient to cover approximately half the surface of
each hand.. Duration 8 weeks. Concurrent medication/care: Rescue medication
(paracetamol 500mg tablet) was allowed to a maximum dose of 4g daily during
washout and throughout double-blind treatment, excluding the 36 hours before each
evaluation. The same rescue medication was to be used for any other pain
experienced during the trial, such as headache. Indirectness: No indirectness

(n=187) Intervention 2: Placebo. Just a vehicle composed of isopropyl alcohol,
propylene glycol, cocoyl caprylocaprate, mineral oil, ammonia solution, perfume cream
45/3, carbomer 980, polyoxyl 20 cetostearyl ether, and purified water) 4 times daily. 2g
was judged as sufficient to cover approximately half the surface of each hand..
Duration 8 weeks. Concurrent medication/care: Rescue medication (paracetamol
500mg tablet) was allowed to a maximum dose of 4g daily during washout and
throughout double-blind treatment, excluding the 36 hours before each evaluation.
The same rescue medication was to be used for any other pain experienced during
the trial, such as headache. Indirectness: No indirectness

Study funded by industry (Supported by Novartis Consumer Health, Inc., Nyon,
Switzerland (NCT ID: NCT00171665))

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: DICLOFENAC GEL versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Hand: AUSCAN pain index at 8 weeks; Group 1: mean 27.2 (SD 26.9); n=198, Group 2: mean 22.5 (SD 27.8); n=187; AUSCAN pain
index 0-100 Top=High is poor outcome; Comments: Baseline diclofenac = 66.3 (17.9). Baseline placebo = 66.8 (16.2).

Risk of bias: All domain — High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, race, mean age, mean height, mean
weight, mean BMI, dominant hand side, Kellgren-Lawrence grade, characteristics of the hand joints and the number of people being treated with NSAIDs;
Group 1 Number missing: 25, Reason: Unable to contact person = 2, adverse events = 10, unsatisfactory therapeutic effect = 8, withdrawal of consent = 4,
protocol deviation = 1; Group 2 Number missing: 26, Reason: Unable to contact person = 1, unsatisfactory therapeutic effect = 13, person withdrew consent =
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6, adverse events = 4, protocol deviation = 1, administrative problems = 1

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Hand: AUSCAN functional index at 8 weeks; Group 1: mean 26.5 (SD 27.6); n=198, Group 2: mean 19.2 (SD 28); n=187; AUSCAN
functional index 0-100 Top=High is poor outcome; Comments: Baseline diclofenac: 67.9 (18.8). Baseline vehicle: 66.7 (18.4).

Risk of bias: All domain — High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, race, mean age, mean height, mean
weight, mean BMI, dominant hand side, Kellgren-Lawrence grade, characteristics of the hand joints and the number of people being treated with NSAIDs;
Group 1 Number missing: 25, Reason: Unable to contact person = 2, adverse events = 10, unsatisfactory therapeutic effect = 8, withdrawal of consent = 4,
protocol deviation = 1; Group 2 Number missing: 26, Reason: Unable to contact person = 1, unsatisfactory therapeutic effect = 13, person withdrew consent =
6, adverse events = 4, protocol deviation = 1, administrative problems = 1

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Hand: Gastrointestinal adverse events at 8 weeks; Group 1: 15/198, Group 2: 7/187

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, race, mean age, mean height,
mean weight, mean BMI, dominant hand side, Kellgren-Lawrence grade, characteristics of the hand joints and the number of people being treated with
NSAIDs; Group 1 Number missing: 25, Reason: Unable to contact person = 2, adverse events = 10, unsatisfactory therapeutic effect = 8, withdrawal of
consent = 4, protocol deviation = 1; Group 2 Number missing: 26, Reason: Unable to contact person = 1, unsatisfactory therapeutic effect = 13, person
withdrew consent = 6, adverse events = 4, protocol deviation = 1, administrative problems = 1

Protocol outcome 4: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Hand: Headache at 8 weeks; Group 1: 22/198, Group 2: 19/187

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, race, mean age, mean height,
mean weight, mean BMI, dominant hand side, Kellgren-Lawrence grade, characteristics of the hand joints and the number of people being treated with
NSAIDs; Group 1 Number missing: 25, Reason: Unable to contact person = 2, adverse events = 10, unsatisfactory therapeutic effect = 8, withdrawal of
consent = 4, protocol deviation = 1; Group 2 Number missing: 26, Reason: Unable to contact person = 1, unsatisfactory therapeutic effect = 13, person
withdrew consent = 6, adverse events = 4, protocol deviation = 1, administrative problems = 1

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Cardiovascular
adverse events at <3- or >3- months; Serious adverse event 2: Renal and hepatic
adverse events at <3- or >3- months
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Study
Study type

Number of studies (number

of participants)
Countries and setting
Line of therapy
Duration of study

Method of assessment of
guideline condition

Stratum

Subgroup analysis within
study

Inclusion criteria

Exclusion criteria

Recruitment/selection of
patients

Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Ammendolia 20215
RCT (Patient randomised; Parallel)
1 (n=90)

Conducted in Italy; Setting: Outpatient follow up
Unclear
Intervention + follow up: 2 months (6 months total follow up)

Adequate method of assessment/diagnosis: Diagnosis of knee osteoarthritis according to the criteria of the American College of
Rheumatology; Grade 2 according to the radiographic scale of Kellgren-Lawrence

Knee
Not applicable

Age range 45-60 years; diagnosis of knee osteoarthritis according to the criteria of the American College of Rheumatology;
Grade 2 according to the radiographic scale of Kellgren-Lawrence; body mass index less than 30.

Varus or valgus malalignment; neurological and cognitive disorders; recent knee surgery, physiotherapy or intra-articular
infiltrations; oral corticosteroid or NSAIDs therapy in the last month; infectious arthritis; language/cognitive deficits; unable to
walk unaided.

No additional information

Age - Mean (SD): 55 (10). Gender (M:F): Define. Ethnicity: Not stated/unclear

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities: Not stated / Unclear 4. Site of
osteoarthritis (for systemic treatments only): Knee

Severity: Kellgren-Lawrence grade 2
Duration of symptoms (mean [SD]): 13 (11) years

No indirectness

(n=40) Intervention 1: Glucosamine (licensed preparations only, oral) - Glucosamine (licensed preparations only). Glucosamine
was administered as a sachet of powder in a 1500 mg oral solution, once daily without food for 2 months.. Duration 2 months.
Concurrent medication/care: People were instructed to avoid taking an analgesic, corticosteroids or other NSAIDs for the
duration of the study. All people received 12 sessions, 3 per week, with diode laser applied in the perirotulum area, at the level
of the articular hemirimes for a duration of 20 minutes with a wavelength of 905 nanometer, power of 4.5 Watt, dose of 70
J/icm2, pulse duration of 100 nanoseconds.. Indirectness: No indirectness

(n=50) Intervention 2: Placebo. Equivalent placebo for 2 months. Duration 2 months. Concurrent medication/care: People were
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instructed to avoid taking an analgesic, corticosteroids or other NSAIDs for the duration of the study. All people received 12
sessions, 3 per week, with diode laser applied in the perirotulum area, at the level of the articular hemirimes for a duration of 20
minutes with a wavelength of 905 nanometer, power of 4.5 Watt, dose of 70 J/cm2, pulse duration of 100 nanoseconds..
Indirectness: No indirectness

Funding No funding

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: GLUCOSAMINE (LICENSED PREPARATIONS ONLY) versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: Visual analogue scale - Activities of daily living at 6 months; Group 1: mean 2 (SD 1.6); n=30, Group 2: mean 3.6 (SD 2); n=42;
Visual analogue scale 0-10 Top=High is poor outcome; Comments: Baseline glucosamine: 7.5 (0.8). Baseline placebo: 7.5 (0.9).

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, duration of arthritis and weight;
Group 1 Number missing: 10, Reason: 10 poor adherence to the trial protocol; Group 2 Number missing: 8, Reason: 8 poor adherence to the trial protocol

- Actual outcome for Knee: Visual analogue scale - Activities of daily living at 2 months; Group 1: mean 2.6 (SD 1.7); n=30, Group 2: mean 3.4 (SD 2.1); n=42;
Visual analogue scale 0-10 Top=High is poor outcome; Comments: Baseline glucosamine: 7.5 (0.8). Baseline placebo: 7.5 (0.9).

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, duration of arthritis and weight;
Group 1 Number missing: 10, Reason: 10 poor adherence to the trial protocol; Group 2 Number missing: 8, Reason: 8 poor adherence to the trial protocol

Protocol outcome 2: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Knee: Nausea and heartburn at 6 months; Group 1: 2/40, Group 2: 0/50

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, duration of arthritis and weight;
Group 1 Number missing: 10, Reason: 10 poor adherence to the trial protocol; Group 2 Number missing: 8, Reason: 8 poor adherence to the trial protocol

Protocol outcome 3: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Knee: Headache at 6 months; Group 1: 2/40, Group 2: 0/50

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, duration of arthritis and weight;
Group 1 Number missing: 10, Reason: 10 poor adherence to the trial protocol; Group 2 Number missing: 8, Reason: 8 poor adherence to the trial protocol

Protocol outcomes not Quality of life at <3- or >3- months; Physical function at <3- or >3- months; Psychological distress at <3- or >3- months;
reported by the study Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Cardiovascular adverse events at <3- or >3- months;
Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months
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Study
Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria
Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Amundsen 19836

RCT (Patient randomised; Crossover: 0 days (between treatments, has a four day
washout period before the study starts))

1 (n=52)

Conducted in Norway; Setting: Outpatient follow up

Unclear

Intervention + follow up: 30 days (10 days for each intervention)

Adequate method of assessment/diagnosis: People with osteoarthritis (knee or hip)
having active synovitis with pain necessitating treatment with an NSAID

Knee

Not applicable

People with osteoarthritis having acute synovitis and pain necessitating treatment with
an NSAID

People with severe hepatic or renal disease, peptic ulcers or severe infection;
previous intolerance to either drug; salicylate-sensitive asthma; people who had
undergone surgery within the last month

No additional information
Age - Mean (range): 61 (34-78). Gender (M:F): Not stated. Ethnicity: Not stated

1. Age: Mixed (Based on range). 2. Diagnostic method: Diagnosed with imaging 3.
Multimorbidities: Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments
only): Multisite (Hip, knee or multisite).

Severity: Not stated
Duration of symptoms (mean [range]): 10 (1-38) years.

No indirectness

(n=104) Intervention 1: NSAIDs - Naproxen. Naproxen 250mg twice a day or
diclofenac 50mg twice a day. Duration 10 days (for each drug). Concurrent
medication/care: Paracetamol up to 1 gram four times a day was allowed as rescue
medication. Indirectness: No indirectness

Comments: While diclofenac and naproxen groups were reported separately they
were combined in the analysis due to class effect as stated in the protocol. While there
were 52 people, for the analysis of adverse events this has been doubled to maintain
the correct effect size.
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(n=52) Intervention 2: Placebo. dose/quantity, brand name, extra details. Duration 10
days. Concurrent medication/care: Paracetamol up to 1 gram four times a day was
allowed as rescue medication. Indirectness: No indirectness

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: NAPROXEN AND DICLOFENAC versus PLACEBO

Protocol outcome 1: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Adverse events related to the gastrointestinal tract at 10 days; Group 1: 7/104, Group 2: 6/52; Comments: No definition for
outcome

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - High,
Crossover - High, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, weight and duration of disease for
everyone, and type of osteoarthritis for each group; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 2: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Other: Vertigo at 10 days; Group 1: 0/104, Group 2: 1/52

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - High, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, weight and duration of disease for
everyone, and type of osteoarthritis for each group; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Pain reduction at <3- or >3- months; Physical
function at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Cardiovascular
adverse events at <3- or >3- months; Serious adverse event 2: Renal and hepatic
adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria
Recruitment/selection of patients

Age, gender and ethnicity
Further population details

Andelman 19837

RCT (Patient randomised; Parallel)

1 (n=30)

Conducted in USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 12 weeks

Adequate method of assessment/diagnosis: Roentgenological and clinical criteria for
the diagnosis of degenerative joint disease of the hip or knee. Had to have
roentgenograms taken within the past 3 months that showed definite osteophyte
formation as well as one or more of the following: lipping of marginal bone; narrowing
of joint space; sharpened articular margin; damaged, thickened or eburnated
subchondral bone; or bone cyst.

Other
Not applicable

People selected according to roentgenological and clinical criteria. Each person
included in the study was required to exhibit pain that occurred with use and was
partially relieved by rest of the affected joint, as well as one or more of the following in
the affected joint: limitation of movement, pain at night, tenderness when pressure
was applied, or stiffness in the morning. Additional requirements were a positive
response to any nonsteroidal anti-inflammatory medication used in the past, as well as
a "flare" of disease within 2 weeks of withdrawal from nonsteroidal anti-inflammatory
medication.

People not meeting the inclusion criteria

Required a flare within 2 weeks of withdrawal of NSAIDs. A flare of the disease was
characterised by the presence of two or more of the following: moderate or worse pain
at night; one or more episodes of moderate or worse pain while bearing weightl an
increase of ten minutes or more in stiffness in the morning; or a patient self-evaluation
of fair or worse.

Age - Mean (range): 61.3 (44-70). Gender (M:F): 7:23. Ethnicity: White = 25, Black = 5
1. Age: Mixed 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities: Not

stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Multisite (Hip or
knee).
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Extra comments Severity: Not stated
Duration of symptoms (mean): 7.9 years.
Indirectness of population No indirectness
Interventions (n=10) Intervention 1: Placebo. Matching placebo. Duration 12 weeks. Concurrent

medication/care: Paracetamol (650mg, up to four times daily as needed) was
permitted only during the washout period. Indirectness: No indirectness

(n=20) Intervention 2: NSAIDs - High-dose aspirin. Aspirin 2400-4800mg/day for 12
weeks or Etodolac 100-400mg/day for 12 weeks. Duration 12 weeks. Concurrent
medication/care: Paracetamol (650mg, up to four times daily as needed) was
permitted only during the washout period. Indirectness: No indirectness

Comments: Aspirin and etodolac groups were combined for class effect as agreed in
the protocol

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: HIGH-DOSE ASPIRIN/ETODOLAC versus PLACEBO

Protocol outcome 1: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Gastrointestinal system adverse events at 12 weeks; Group 1: 9/20, Group 2: 1/10; Comments: Including... Etodolac: Constipation
= 2, diarrhoea = 1. Aspirin: Nausea = 3, Gl cramps = 3, Constipation = 2, Diarrhoea= 2, Indigestion = 1, vomiting = 1, dyspepsia = 1, abdominal pain = 1.
Placebo: Nausea = 1, indigestion = 1.

Risk of bias: All domain — High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race, mean duration of degenerative joint
disease, and mean number of days to flare; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 2: Serious adverse event 2: Cardiovascular adverse events at <3- or >3- months

- Actual outcome for Other: Tachycardia at 12 weeks; Group 1: 0/20, Group 2: 1/10

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race, mean duration of degenerative joint
disease, and mean number of days to flare; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 3: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Other: Central nervous system adverse events at 12 weeks; Group 1: 5/20, Group 2: 5/10; Comments: Including ... Etodolac: Headache =
1, drowsiness = 1. Aspirin: Headache = 1, drowsiness = 2, dizziness = 2, syncope (mild) = 1. Placebo: Headache = 3, dizziness = 1, crying spells = 1.

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race, mean duration of degenerative joint
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disease, and mean number of days to flare; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Pain reduction at <3- or >3- months; Physical
function at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Renal and
hepatic adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum

Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Funding

Anonymous 19832

RCT (Patient randomised; Crossover: 0 days)

1 (n=306)

Conducted in United Kingdom; Setting: Outpatient follow up
Unclear

Intervention + follow up: 4 week crossover trial phase followed by a 6 week open
phase

Adequate method of assessment/diagnosis: People with osteoarthritis with a typical
history and physical findings

Other:
Not applicable
People with osteoarthritis with a typical history and physical findings

People with positive tests for rheumatoid factor; those with significant renal or hepatic
disease; severe dyspepsia or active peptic ulceration; concurrent anti-arthritic therapy
and pregnant or nursing mothers

No additional information
Age - Mean (range): 62.9 (24-84). Gender (M:F): 78:228. Ethnicity: Not stated

1. Age: Mixed (Based on range). 2. Diagnostic method: Not stated / Unclear 3.
Multimorbidities: Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments
only): Multisite (Unclear, type not stated).

Severity: Not stated

Duration of symptoms (mean): 8.1 years.

No indirectness

(n=306) Intervention 1: NSAIDs - Piroxicam. Piroxicam 20mg (2x10mg) once daily for

2 weeks. Duration 2 weeks. Concurrent medication/care: No additional information.
Indirectness: No indirectness

(n=306) Intervention 2: Placebo. Placebo (2x tablets) given once daily for 2 weeks.

Duration 2 weeks. Concurrent medication/care: No additional information.
Indirectness: No indirectness

Funding not stated
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RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: PIROCIXAM versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Other: Pain (10cm VAS) at 2 weeks; Group 1: mean 4.1 (SD 5.5); n=289, Group 2: mean 5.6 (SD 5.5); n=289; Visual analogue scale 0-
10 Top=High is poor outcome; Comments: Reports mean final values and p-value. Piroxicam = 4.1. Placebo = 5.6. P-value = <0.001. Baseline value = 6.1.
Calculated SE = 0.45. Calculated SD = 5.5

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - High, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports overall values only. Reports gender,
mean duration of disease, age, weight and height.; Group 1 Number missing: 17, Reason: 17 people withdrew. 7 due to lack of efficacy (3 on piroxicam and 4
on placebo at the time), and 10 due to adverse events (5 on placebo and 5 on piroxicam at the time); Group 2 Number missing: 17, Reason: 17 people
withdrew. 7 due to lack of efficacy (3 on piroxicam and 4 on placebo at the time), and 10 due to adverse events (5 on placebo and 5 on piroxicam at the time)

Protocol outcome 2: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Gastrointestinal adverse events at 2 weeks; Group 1: 27/299, Group 2: 29/299

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - High,
Crossover - High, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports overall values only. Reports gender,
mean duration of disease, age, weight and height.; Group 1 Number missing: 17, Reason: 17 people withdrew. 7 due to lack of efficacy (3 on piroxicam and 4
on placebo at the time), and 10 due to adverse events (5 on placebo and 5 on piroxicam at the time); Group 2 Number missing: 17, Reason: 17 people
withdrew. 7 due to lack of efficacy (3 on piroxicam and 4 on placebo at the time), and 10 due to adverse events (5 on placebo and 5 on piroxicam at the time)

Protocol outcome 3: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Other: Central nervous system adverse events at 2 weeks; Group 1: 12/299, Group 2: 20/299

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - High,
Crossover - High, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports overall values only. Reports gender,
mean duration of disease, age, weight and height.; Group 1 Number missing: 17, Reason: 17 people withdrew. 7 due to lack of efficacy (3 on piroxicam and 4
on placebo at the time), and 10 due to adverse events (5 on placebo and 5 on piroxicam at the time); Group 2 Number missing: 17, Reason: 17 people
withdrew. 7 due to lack of efficacy (3 on piroxicam and 4 on placebo at the time), and 10 due to adverse events (5 on placebo and 5 on piroxicam at the time)

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Physical function at <3- or >3- months;
Psychological distress at <3- or >3- months; Osteoarthritis flare-ups at <3- or >3-
months; Serious adverse event 2: Cardiovascular adverse events at <3- or >3-
months; Serious adverse event 2: Renal and hepatic adverse events at <3- or >3-
months
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Study (subsidiary papers)

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Asmus 2014° (Asmus 2013")

RCT (Patient randomised; Parallel)

2 (pooled analysis of 2 trials) (n=750)
Conducted in USA; Setting: Outpatient follow up
3rd line

Intervention + follow up: 6 weeks

Adequate method of assessment/diagnosis: People with osteoarthritis of the knee in a
flare state, as determined by the American College of Rheumatology criteria

Knee
Not applicable

People aged 240 years with diagnosed, active, symptomatic osteoarthritis of the knee
in a flare state: had failed prior treatment with both prescription strength naproxen (at
least 750 mg/day for 2 weeks) and ibuprofen (at least 1200 mg/day for 2 weeks) within
the past 5 years due to either lack of efficacy and/or tolerability; females of
childbearing potential had a negative urine pregnancy test and had to be using an
adequate method of contraception; if taking chronic NSAID therapy, people were to
completed a wash-out period for a minimum of 2 days; people were to have a
functional capacity class of I-lll; a willingness to participate for 6 weeks and ability to
provide informed consent

Inflammatory arthritis or gout/pseudo-gout with an acute flare in the past 2 years;
active symptomatic acute joint trauma in the index joint within the past 3 months;
previous or anticipated need for surgery on the index joint (knee arthroscopy for
reasons other than arthritis was permitted as long as it was performed at least 90 days
prior to screening); treatment with oral (4 weeks), intramuscular (2 months), intra-
articular (3 months) or soft-tissue (2 months) injection of corticosteroids or intra-
articular injections of hyaluronic acid in the index joint within 9 months of first dose of
study medication; use of paracetamol within 24 hours of the baseline visit; treatment
with anticoagulants, lithium, glucosamine and/or chondroitin sulfate; malignancy;
treatment for oesophageal, gastric, pyloric channel or duodenal ulceration; Gl or
cardiovascular disease; having >1.5 times the upper limit of normal for aspartate
aminotransferase, alanine aminotransferase or other clinically significant laboratory
abnormalities; known sensitivity to COX-2 inhibitors or related compounds; use of
study drug in the past 30 days; participation in physical therapy for the index joint and
use of a mobility-assisting device <6 weeks prior to the study
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Recruitment/selection of patients People who were taking previous NSAID therapy were to complete a washout period
(for at least 2 days). However, they were not selected because of characteristics after
this period.

Age, gender and ethnicity Age - Mean (SD): 59.4 (10.1). Gender (M:F): 275:493. Ethnicity: White = 486, Black =
124, Asian = 61, Other = 97

Further population details 1. Age: <75 years 2. Diagnostic method: Not stated / Unclear 3. Multimorbidities: Not
stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Knee

Extra comments Severity: Functional capacity class I-llI
Duration of symptoms (mean [range]): 7.9 (0.0-64.2) years

Indirectness of population No indirectness

Interventions (n=385) Intervention 1: NSAIDs - Celecoxib. Celecoxib 200mg once daily. Duration 6

weeks. Concurrent medication/care: No additional information. Indirectness: No
indirectness

(n=383) Intervention 2: Placebo. Placebo once daily. Duration 6 weeks. Concurrent
medication/care: No additional information. Indirectness: No indirectness

Funding Study funded by industry (The study was funded by Pfizer Inc.)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: CELECOXIB versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: WOMAC pain subscale (study 1) at 6 weeks; MD; -2.3 (95%CI -3.5 to -1.5) (SE: 0.42) WOMAC pain subscale 0-20 Top=High is
poor outcome, Comments: Reports least square mean, SE, 95% CIl and p-value for study 1 and study 2 separately. Study 1 (celecoxib, n=186. Placebo,
n=184): -2.3 (0.42). 95% CIl = -3.2 to -1.5. P-value = <0.001;

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race/ethnic origin, patient's
assessment of arthritis pain, WOMAC total domain, and duration of ostearthritis. Does not report the baseline values for the outcomes measured.; Group 1
Number missing: 37, Reason: Study 1: 37 discontinued (5 adverse events, 6 lack of efficacy, 19 other reasons, 7 people defaulted). Study 2: 38 discontinued
(6 adverse events, 8 lack of efficacy, 21 other reasons, 3 people defaulted) ; Group 2 Number missing: 65, Reason: Study 1: 65 discontinued (8 adverse
events, 21 lack of efficacy, 19 other reasons, 17 other people defaulted). Study 2: 56 discontinued (12 adverse events, 29 lack of efficacy, 10 other reasons, 5
people defaulted).

- Actual outcome for Knee: WOMAC pain subscale (study 2) at 6 weeks; MD; -0.8 (95%CI -1.5 to 0.008) (SE: 0.39) WOMAC pain subscale 0-20 Top=High is
poor outcome, Comments: Reports least square mean, SE, 95% CIl and p-value for study 1 and study 2 separately. Study 2 (celecoxib, n=194. Placebo,
n=186): -0.8 (0.39). 95% CI = -1.5 to 0.008. P-value = 0.052.;

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
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Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race/ethnic origin, patient's
assessment of arthritis pain, WOMAC total domain, and duration of ostearthritis. Does not report the baseline values for the outcomes measured.; Group 1
Number missing: 37, Reason: Study 1: 37 discontinued (5 adverse events, 6 lack of efficacy, 19 other reasons, 7 people defaulted). Study 2: 38 discontinued
(6 adverse events, 8 lack of efficacy, 21 other reasons, 3 people defaulted) ; Group 2 Number missing: 65, Reason: Study 1: 65 discontinued (8 adverse
events, 21 lack of efficacy, 19 other reasons, 17 other people defaulted). Study 2: 56 discontinued (12 adverse events, 29 lack of efficacy, 10 other reasons, 5
people defaulted).

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Knee: WOMAC physical function subscale (study 1) at 6 weeks; MD; -7.5 (95%Cl -10.3 to -4.6) (SE: 1.4) WOMAC physical function
subscale 0-68 Top=High is poor outcome, Comments: Reports least square mean, SE, 95% CI and p-value for study 1 and study 2 separately. Study 1
(celecoxib, n=186. Placebo, n=184): -7.5 (1.4). 95% CIl = -10.3 to -4.6. P-value = <0.001.;

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race/ethnic origin, patient's
assessment of arthritis pain, WOMAC total domain, and duration of ostearthritis. Does not report the baseline values for the outcomes measured.; Group 1
Number missing: 37, Reason: Study 1: 37 discontinued (5 adverse events, 6 lack of efficacy, 19 other reasons, 7 people defaulted). Study 2: 38 discontinued
(6 adverse events, 8 lack of efficacy, 21 other reasons, 3 people defaulted) ; Group 2 Number missing: 65, Reason: Study 1: 65 discontinued (8 adverse
events, 21 lack of efficacy, 19 other reasons, 17 other people defaulted). Study 2: 56 discontinued (12 adverse events, 29 lack of efficacy, 10 other reasons, 5
people defaulted).

- Actual outcome for Knee: WOMAC physical function subscale (study 2) at 6 weeks; MD; -2.4 (95%CI -4.9 to -0.006) (SE: 1.2) WOMAC physical function
subscale 0-68 Top=High is poor outcome, Comments: Reports least square mean, SE, 95% CI and p-value for study 1 and study 2 separately. Study 2
(celecoxib, n=194. Placebo, n=186): -2.4 (1.2). 95% CI| = -4.9 to -0.006. P-value = 0.049.;

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race/ethnic origin, patient's
assessment of arthritis pain, WOMAC total domain, and duration of ostearthritis. Does not report the baseline values for the outcomes measured.; Group 1
Number missing: 37, Reason: Study 1: 37 discontinued (5 adverse events, 6 lack of efficacy, 19 other reasons, 7 people defaulted). Study 2: 38 discontinued
(6 adverse events, 8 lack of efficacy, 21 other reasons, 3 people defaulted) ; Group 2 Number missing: 65, Reason: Study 1: 65 discontinued (8 adverse
events, 21 lack of efficacy, 19 other reasons, 17 other people defaulted). Study 2: 56 discontinued (12 adverse events, 29 lack of efficacy, 10 other reasons, 5
people defaulted).

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 1:
Gastrointestinal adverse events at <3- or >3- months; Serious adverse event 2: Renal
and hepatic adverse events at <3- or >3- months; Serious adverse event 2:
Cardiovascular adverse events at <3- or >3- months; Serious adverse event 2: Central
nervous system adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Babul 2004

RCT (Patient randomised; Parallel)

1 (n=246)

Conducted in USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 12 weeks

Adequate method of assessment/diagnosis: Primary osteoarthritis of the knee meeting
the American College of Rheumatology diagnostic criteria, defined by knee pain and
recent radiographic evidence of osteophytes plus at least one of the following: age
>50 years, morning stiffness <30 minutes in duration, and/or crepitus; have
involvement of at least one knee joint that has warranted treatment with paracetamol,
COX-2 inhibitors, NSAIDs, tramadol, or opioid analgesics for at least 75 of 90 days
prior to the study

Knee
Not applicable

People of at least 18 years of age with functional class I-lll primary osteoarthritis of the
knee meeting the American College of Rheumatology diagnostic criteria, defined by
knee pain and recent radiographic evidence of osteophytes plus at least one of the
following: age >50 years, morning stiffness <30 minutes in duration, and/or crepitus;
have involvement of at least one knee joint that has warranted treatment with
paracetamol, COX-2 inhibitors, NSAIDs, tramadol, or opioid analgesics for at least 75
of 90 days prior to the study; and a visual analogue pain intensity score of 240mm in
the index joint

People with uncontrolled concomitant disease or chronic conditions that might
interfere with the assessment of pain and other symptoms of osteoarthritis; other prior
disease or joint replacement at the index joint; likelihood of requiring a surgical
procedure of the index joint(s) during the study; inflammatory arthritis, gout,
pseudogout, or Paget's disease that might interfere with the assessment of response;
diagnosis of chronic pain syndrome; ACR or a clinical diagnosis of fibromyalgia;
inability to discontinue paracetamol, COX-2 inhibitors, NSAIDs (other than aspirin
<325mg once day for cardiovascular prophylaxis), corticosteroids, or other analgesics
for the duration of the double-blind study; use of oral, intramuscular, intravenous, or
soft tissue corticosteroids within 1 month prior to the study; use of intra-articular
corticosteroids in the index knee joint within 2 months prior to the study; intra-articular
viscosupplementation in the index knee joint during the past 6 months, or intra-
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Recruitment/selection of patients
Age, gender and ethnicity

Further population details
Extra comments

Indirectness of population
Interventions

Funding

articular viscosupplementation in a non-index knee in the past 3 months; weight <100
Ibs; history of clinically significant intolerance to tramadol or a known hypersensitivity
to opioid analgesics; and increased risk in terms of the precautions, warnings and
contraindications noted in the tramadol prescribing indications

Multicenter trial

Age - Mean (SD): 61.4 (10.1). Gender (M:F): 101:145. Ethnicity: Caucasian: 82.1%,
Black: 12.1%, Hispanic: 3.2%, Other: 2.4%

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Knee

Severity: Functional class I-Ill (median class Il)
Duration of symptoms: 12.9 (10.5) years.

No indirectness

(n=124) Intervention 1: Strong opioids (oral) - Tramadol. Tramadol extended release
treatment was initiated at 100mg daily and increased to 200mg daily between day 4-8,
and then to 300mg or 400mg daily after the first week dependent on efficacy and
adverse events. Duration 12 weeks. Concurrent medication/care: Aspirin <325mg/day
for cardiovascular prophylaxis was permitted. Paracetamol up to 2000mg per day was
permitted for reasons other than for chronic pain but for no more than 3 consecutive
days and not within 24 hours of a visit.. Indirectness: No indirectness

(n=122) Intervention 2: Placebo. Matching placebo. Duration 12 weeks. Concurrent
medication/care: Aspirin <325mg/day for cardiovascular prophylaxis was permitted.
Paracetamol up to 2000mg per day was permitted for reasons other than for chronic
pain but for no more than 3 consecutive days and not within 24 hours of a visit..
Indirectness: No indirectness

Study funded by industry (This study was managed by SCIREX Corporation,
Horsham, PA)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: TRAMADOL versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: WOMAC pain subscale at 12 weeks; MD; -51.1 (P value: <0.001), Comments: Reports least mean square difference and p value =

-51.1 (<0.001). Calculated SE: 15.34. Calculated SD: 120.3);

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, ethnicity, weight, duration of
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osteoarthritis, functional class, and baseline values of outcomes; Group 1 Number missing: 63, Reason: Adverse events = 33, lack of efficacy = 19, other = 11;
Group 2 Number missing: 59, Reason: Adverse events = 9, lack of efficacy = 45, other = 5

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Knee: WOMAC physical function subscale at 12 weeks; MD; -198.5 (P-value: 0.001) WOMAC physical function subscale 0-1700
Top=High is poor outcome, Comments: Reports least mean square difference and p value = -198.5 (<0.001). Calculated SE: 59.6. Calculated SD: 467.3.
Baseline tramadol: 1158.7. Baseline placebo: 1623.1.;

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, ethnicity, weight, duration of
osteoarthritis, functional class, and baseline values of outcomes; Group 1 Number missing: 63, Reason: Adverse events = 33, lack of efficacy = 19, other = 11;
Group 2 Number missing: 59, Reason: Adverse events = 9, lack of efficacy = 45, other = 5

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 1:
Gastrointestinal adverse events at <3- or >3- months; Serious adverse event 2: Renal
and hepatic adverse events at <3- or >3- months; Serious adverse event 2:
Cardiovascular adverse events at <3- or >3- months; Serious adverse event 2: Central
nervous system adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Baer 20052

RCT (Patient randomised; Parallel)

1 (n=216)

Conducted in Canada; Setting: Outpatient follow up
Unclear

Intervention + follow up: 6 weeks

Adequate method of assessment/diagnosis: Primary osteoarthritis of at least one
knee. Defined by deterioration and abrasion of articular cartilage (joint space
narrowing) at the joint surface of the knee (medial tibiofemoral, lateral tibiofemoral or
patellofemoral) demonstrated on a radiological examination carried out within the
previous 3 months

Knee
Not applicable

Men and non-pregnant women, age 40-85 years, with primary osteoarthritis of at least
one knee, and a flare of pain after withdrawal of prior therapy with either an oral
NSAID or paracetamol (used as least 3 days per week during the previous month).
Demonstrable radiographic features of osteoarthritis. A flare was defined as an
increase in total pain subscale score of at least 2 and at least 25% with a baseline
total pain score of at least 6 (out of a possible 20), and a score of at least 2 (out of a
possible 4) on at least one of the 5 items of the WOMAC pain subscale

Secondary arthritis related to systemic inflammatory arthritis (including rheumatoid
arthritis, psoriatic arthritis, post-infectious arthritis and metabolic arthritis, traumatic
arthritis or surgical joint replacement); corticosteroid use: a) oral corticosteorid within
the previous 14 days, b) intramuscular corticosteroid within 30 days, c) intra-articular
corticosteroid into the study knee within 90 days, d) intra-articular corticosteroid into
any other joint within 30 days, €) topical corticosteroid at the site of application within
14 days; intraarticular viscosupplementation into the study knee in the preceding 90
days; ongoing use of prohibited medication including NSAID, other oral analgesic,
muscle relaxant, or low-dose antidepressant for any chronic pain management;
ongoing use of glucosamine or chondroitin (unless used continuously for 90 days prior
to study entry); sensitivity to diclofenac, acetylsalicylic acid or any other NSAID,
paracetamol, dimethyl sulphoxide, propylene glycol, glycerine or ethanol; clinically-
active renal, hepatic, or peptic ulcer disease; history of alcohol or drug abuse;
lactation; concomitant skin disease at the application site; current application for
disability benefits on the basis of knee osteoarthritis; fibromyalgia; other painful or
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Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Funding

disabling condition affecting the knee; or participation in another investigational drug
trial in the previous 30 days.

People required to have a flare after withdrawal of medication before entry into the
study

Age - Mean (SD): 64.8 (11.0). Gender (M:F): 94:122. Ethnicity: White = 179, Black =
11, Oriental = 5, Other = 21

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Knee

Severity: Total X-ray score (0-27) (mean [SD]): 7.3 (5.2)
Duration of symptoms: Not stated

No indirectness

(n=107) Intervention 1: NSAID gels (topical - local) - Diclofenac gel. Topical diclofenac
solution 1.5% (w/w) diclofenac sodium in a patented carrier containing dimethyl
sulphoxide (45.5%, w/w), propylene glycol, glycerine, ethanol and water - apply 40
drops (around 1.3mL) to the affected knee four times daily for up to 6 weeks. Duration
6 weeks. Concurrent medication/care: Paracetamol (up to four 325mg tablets per day)
was permitted for residual knee or other body pain throughout the treatment period,
but not during the washout period prior to baseline assessment or during the week
prior to final assessment at week 6. Acetylsalicylic acid (no more than 325mg/day)
was permitted for cardiovascular prophylaxis.. Indirectness: No indirectness

(n=109) Intervention 2: Placebo. Topical solution of a patented carrier containing
dimethyl sulphoxide (45.5%, w/w), propylene glycol, glycerine, ethanol and water -
apply 40 drops (around 1.3mL) to the affected knee four times daily for up to 6 weeks.
No diclofenac.. Duration 6 weeks. Concurrent medication/care: Paracetamol (up to
four 325mg tablets per day) was permitted for residual knee or other body pain
throughout the treatment period, but not during the washout period prior to baseline
assessment or during the week prior to final assessment at week 6. Acetylsalicylic
acid (no more than 325mg/day) was permitted for cardiovascular prophylaxis..
Indirectness: No indirectness

Study funded by industry (This study was supported by Dimethaid Health Care Ltd.)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: DICLOFENAC GEL versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months
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- Actual outcome for Knee: WOMAC pain subscale at 6 weeks; Group 1: mean -5.2 (SD 5); n=105, Group 2: mean -3.3 (SD 4.3); n=107; WOMAC pain
subscale 0-20 Top=High is poor outcome; Comments: Baseline diclofenac: 13.0 (3.1). Baseline placebo: 12.7 (3.2).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, ethnicity, weight, height,
heart rate, blood pressure, X-ray score, screening pain score, baseline values of outcomes, global assessment score, and people with bilateral osteoarthritis;
Group 1 Number missing: 21, Reason: 9 adverse events, 8 lack of efficacy, 4 other; Group 2 Number missing: 39, Reason: 9 adverse events, 18 lack of
efficacy, 12 other

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Knee: WOMAC physical function subscale at 6 weeks; Group 1: mean -13.4 (SD 16.3); n=105, Group 2: mean -6.9 (SD 13.2); n=107;
WOMAC physical function subscale 0-68 Top=High is poor outcome; Comments: Baseline diclofenac: 40.9 (11.9). Baseline placebo: 40.3 (11.3).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, ethnicity, weight, height,
heart rate, blood pressure, X-ray score, screening pain score, baseline values of outcomes, global assessment score, and people with bilateral osteoarthritis;
Group 1 Number missing: 21, Reason: 9 adverse events, 8 lack of efficacy, 4 other; Group 2 Number missing: 39, Reason: 9 adverse events, 18 lack of
efficacy, 12 other

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Knee: Melena at 6 weeks; Group 1: 0/108, Group 2: 1/109

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, ethnicity, weight, height,
heart rate, blood pressure, X-ray score, screening pain score, baseline values of outcomes, global assessment score, and people with bilateral osteoarthritis;
Group 1 Number missing: 21, Reason: 9 adverse events, 8 lack of efficacy, 4 other; Group 2 Number missing: 39, Reason: 9 adverse events, 18 lack of
efficacy, 12 other

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Renal and
hepatic adverse events at <3- or >3- months; Serious adverse event 2: Cardiovascular
adverse events at <3- or >3- months; Serious adverse event 2: Central nervous
system adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy
Duration of study
Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Baerwald 20103
RCT (Patient randomised; Parallel)
1 (n=810)

Conducted in Bulgaria, Canada, Germany, Poland, Spain, USA; Setting: Outpatient
follow up

Unclear
Intervention + follow up: 13 weeks

Adequate method of assessment/diagnosis: Primary osteoarthritis confirmed by the
presence of osteophytes in radiographs performed in no more than 12 months prior to
screening

Hip

Not applicable

Male or female (using contraception, postmenopausal or not pregnant), aged at least
40 years, with a diagnosis of primary hip osteoarthritis confirmed by the presence of
osteophytes in radiographs performed no more than 12 months prior to screening.
People had symptoms of hip pain consistent with osteoarthritis pain during the
previous 3 months, and the hip was the primary source of osteoarthritis-type pain.
People had global functional status class I-1ll according to the American College of
Rheumatology classification. People had received NSAIDs or paracetamol for
osteoarthritis pain for at least 20 days during the month prior to screening. To be
eligible for inclusion, people had to have experienced a flare of pain at the baseline
visit (defined as a score of at least 50mm for question 1 of the WOMAC pain subscale
that was increased by at least 15mm compared with the screening visit). People
receiving treatment with antihypertensive agents were required to have had a stable
treatment regimen during the 3 months prior to screening. Stable treatment regimens
of inhaled and topical corticosteroids and low dose aspirin (no more than 325mg/day)
if started before screening were allowed during the study.

If they received oral, intramuscular, or lower-limb intraarticular corticosteroids
injections within the previous 3 months; were receiving or expecting to receive
treatment with phosphodiesterase V inhibitors, anticoagulants, analgesics,
antiinflammatory therapies and/or nitrates or any other nitric oxide-donating drugs
other than the study medication between screening and the end of the study; hepatic
or renal impairment; abnormal results of a 12-lead ECG; uncontrolled diabetes
mellitus; gastric or duodenal ulceration; a history of significant gastroduodenal
bleeding within the previous 6 months (or any length of time in Germany); low back
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Recruitment/selection of patients

Age, gender and ethnicity

Further population details

Extra comments

Indirectness of population
Interventions

pain that may have interfered with the evaluation of OA-related pain in the hip;
imminent joint replacement; current medical disease that could have interfered with
the evaluation of efficacy

All analgesics apart from paracetamol was discontinued at the time of the screening
visit. To be eligible for inclusion, people had to have experienced a flare of pain at the
baseline visit (defined as a score of at least 50mm for question 1 of the WOMAC pain
subscale that was increased by at least 15mm compared with the screening visit).

Age - Mean (SD): 63.02 (9.424). Gender (M:F): 279:531. Ethnicity: White = 786,
nonwhite = 24

1. Age: Mixed (Based on range: 41.4-90.2). 2. Diagnostic method: Diagnosed with
imaging 3. Multimorbidities: Not stated / Unclear 4. Site of osteoarthritis (for systemic
treatments only): Hip

Severity: American College of Rheumatology function class I-Ill (median class II).
Duration of symptoms: Not stated

No indirectness

(n=156) Intervention 1: NSAIDs - Naproxen. Naproxen 500mg twice daily. Duration 13
weeks. Concurrent medication/care: Paracetamol was allowed as rescue medication
during the study (up to 3000mg/day, not to be used within 24 hours prior to each study
visit). Other analgesic and antiinflammatory therapies were discontinued.
Antihypertensives, low dose aspirin (no more than 325mg/day) and inhaled or topical
corticosteroids were allowed if they had a stable dose for the past 3 months..
Indirectness: No indirectness

(n=323) Intervention 2: NSAIDs - Other. Naproxcinod 750mg twice a day. Duration 13
weeks. Concurrent medication/care: Paracetamol was allowed as rescue medication
during the study (up to 3000mg/day, not to be used within 24 hours prior to each study
visit). Other analgesic and antiinflammatory therapies were discontinued.
Antihypertensives, low dose aspirin (no more than 325mg/day) and inhaled or topical
corticosteroids were allowed if they had a stable dose for the past 3 months..
Indirectness: No indirectness

Comments: Naproxcinod is not licensed for use in the UK and so was not included in
the analysis as agreed in the protocol. It is reported here for completeness.

(n=331) Intervention 3: Placebo. Placebo twice a day. Duration 13 weeks. Concurrent
medication/care: Paracetamol was allowed as rescue medication during the study (up
to 3000mg/day, not to be used within 24 hours prior to each study visit). Other
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analgesic and antiinflammatory therapies were discontinued. Antihypertensives, low
dose aspirin (no more than 325mg/day) and inhaled or topical corticosteroids were
allowed if they had a stable dose for the past 3 months.. Indirectness: No indirectness

Funding Principal author funded by industry (Dr. Baerwald had received consulting fees,
speaking fees and/or honoraria from Abbott, Bristol-Myers Squibb, Essex, Pfizer,
NicOx SA, Genzymes, Wyeth, and Merck, Sharp, and Bohme (less than $10,000
each). Dr. Verdecchia has received consulting fees, speaking fees, and/or honoraria
from Boehringer-Ingelheim, Novartis, Sankyo and NicOx Sa (less than $10,000 each)
and owns stock in NicOx SA. Dr Duquesroix, Mrs. Frayssinet and Mr Ferreira own
stock or stock options in NicOx SA.)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: NAPROXEN versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Hip: WOMAC pain subscale at 13 weeks; Group 1: mean -24.31 (SD 27.9); n=156, Group 2: mean -17.97 (SD 30.6); n=331; WOMAC
pain subscale 0-100 Top=High is poor outcome; Comments: Reports change scores and standard error. Converted to SD. Reported naproxen: -24.31 (2.232).
Reported placebo: -17.97 (1.681). Baseline naproxen: 63.99 (15.910). Baseline placebo: 65.48 (15.671).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race, BMI, American College
of Rheumatology global functional status, hypertension and baseline values for outcomes; Group 1 Number missing: 34, Reason: 34 discontinued. 5 lack of
efficacy, 14 adverse events, 7 withdrew consent, 4 violation of eligibility criteria, 3 other, 1 lost to follow up.; Group 2 Number missing: 87, Reason: 87
discontinued. 38 lack of efficacy, 19 adverse events, 18 withdrew consent, 5 violation of eligibility criteria, 3 other, 4 lost to follow up

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Hip: WOMAC physical function subscale at 13 weeks; Group 1: mean -21.67 (SD 27.4); n=156, Group 2: mean -13.45 (SD 29.9); n=331;
WOMAC function subscale 0-100 Top=High is poor outcome; Comments: Reports change scores and standard error. Converted to SD. Reported naproxen: -
21.67 (2.191). Reported placebo: -13.45 (1.641). Baseline naproxen: 62.54 (18.224). Baseline placebo: 62.82 (17.847).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race, BMI, American College
of Rheumatology global functional status, hypertension and baseline values for outcomes; Group 1 Number missing: 34, Reason: 34 discontinued. 5 lack of
efficacy, 14 adverse events, 7 withdrew consent, 4 violation of eligibility criteria, 3 other, 1 lost to follow up.; Group 2 Number missing: 87, Reason: 87
discontinued. 38 lack of efficacy, 19 adverse events, 18 withdrew consent, 5 violation of eligibility criteria, 3 other, 4 lost to follow up

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Hip: Gastrointestinal adverse events (including dyspepsia, upper abdominal pain, diarrhoea, nausea) at 13 weeks; Group 1: 30/156,
Group 2: 51/330; Comments: Reports that 19.2% of people receiving naproxen and 15.5% of those receiving placebo had gastrointestinal adverse events. This
included: Naproxen: Dyspepsia = 9, upper abdominal pain = 5, diarrhoea = 6, nausea = 4. Placebo: Dyspepsia = 6, upper abdominal pain = 5, diarrhoea= 10,
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nausea = 12.

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race, BMI, American College
of Rheumatology global functional status, hypertension and baseline values for outcomes; Group 1 Number missing: 34, Reason: 34 discontinued. 5 lack of
efficacy, 14 adverse events, 7 withdrew consent, 4 violation of eligibility criteria, 3 other, 1 lost to follow up.; Group 2 Number missing: 87, Reason: 87
discontinued. 38 lack of efficacy, 19 adverse events, 18 withdrew consent, 5 violation of eligibility criteria, 3 other, 4 lost to follow up

Protocol outcome 4: Serious adverse event 2: Cardiovascular adverse events at <3- or >3- months

- Actual outcome for Hip: Cardiovascular adverse events (including serious adverse events such as worsening of hypertension, hypotension, obstructive
coronary disease and death) at 13 weeks; Group 1: 6/156, Group 2: 12/330; Comments: Reported naproxen: 3.8%. Reported placebo: 3.6%. 3 people in the
naproxen group had serious adverse events (worsening of hypertension, hypotension and cardiac-related death). 1 person in the placebo group had
obstructive coronary disease.

Risk of bias: All domain — Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race, BMI, American College
of Rheumatology global functional status, hypertension and baseline values for outcomes; Group 1 Number missing: 34, Reason: 34 discontinued. 5 lack of
efficacy, 14 adverse events, 7 withdrew consent, 4 violation of eligibility criteria, 3 other, 1 lost to follow up.; Group 2 Number missing: 87, Reason: 87
discontinued. 38 lack of efficacy, 19 adverse events, 18 withdrew consent, 5 violation of eligibility criteria, 3 other, 4 lost to follow up

Protocol outcome 5: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Hip: Headache at 13 weeks; Group 1: 4/156, Group 2: 14/330

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, race, BMI, American College
of Rheumatology global functional status, hypertension and baseline values for outcomes; Group 1 Number missing: 34, Reason: 34 discontinued. 5 lack of
efficacy, 14 adverse events, 7 withdrew consent, 4 violation of eligibility criteria, 3 other, 1 lost to follow up.; Group 2 Number missing: 87, Reason: 87
discontinued. 38 lack of efficacy, 19 adverse events, 18 withdrew consent, 5 violation of eligibility criteria, 3 other, 4 lost to follow up

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Renal and
hepatic adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Bakshi 1991

RCT (Patient randomised; Parallel)

1 (n=314)

Conducted in United Kingdom; Setting: Primary care

Unclear

Intervention + follow up: 4 weeks

Adequate method of assessment/diagnosis: Clinical evidence of osteoarthritis of the
knees, hips or hands and who required therapy with anti-inflammatory drugs

Other

Not applicable

People of either sex, between the ages of 60 and 80 years, with clinical evidence of
osteoarthritis of the knees, hips or hands and who required therapy with a non-
steroidal anti-inflammatory drug

History of precipitation of asthma, urticaria, rhinitis or anaphylactic reaction after intake
of aspirin, diclofenac or other cyclo-oxygenase inhibitors; presence or history of peptic
ulcer or gastro-intestinal bleeding; haemorrhagic diathesis; renal, hepatic or cardiac
insufficiency.

Recruited from 29 general practice centers over 4 months
Age - Mean (range): 68.9 (60-80 years). Gender (M:F): 126:186. Ethnicity: Not stated

1. Age: Mixed (Based on range). 2. Diagnostic method: Not stated / Unclear 3.
Multimorbidities: Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments
only): Multisite (Knee, hip or hand).

Severity: Not stated
Duration of symptoms (mean): 6.4 years

No indirectness

(n=208) Intervention 1: NSAIDs - Diclofenac. Diclofenac dispersible 50mg three times
day. Duration 4 weeks. Concurrent medication/care: Analgesics (other than
paracetamol), non-study systemic or topical non-steroidal anti-inflammatory drugs
including over-the-counter preparations, anticoagulants, sulphonylureas and
systemic/topical steroids were not permitted during the study period. Any non-
pharmacological therapy, such as home exercises, was standardised. Paracetamol
(up to a maximum of 4g/day) was permitted as rescue analgesic for both treatment
groups.. Indirectness: No indirectness
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(n=106) Intervention 2: Placebo. Matching placebo three times a day. Duration 4
weeks. Concurrent medication/care: Analgesics (other than paracetamol), non-study
systemic or topical non-steroidal anti-inflammatory drugs including over-the-counter
preparations, anticoagulants, sulphonylureas and systemic/topical steroids were not
permitted during the study period. Any non-pharmacological therapy, such as home
exercises, was standardised. Paracetamol (up to a maximum of 4g/day) was permitted
as rescue analgesic for both treatment groups.. Indirectness: No indirectness

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: DICLOFENAC versus PLACEBO

Protocol outcome 1: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Gastrointestinal adverse events at 4 weeks; Group 1: 28/208, Group 2: 17/106; Comments: Including... Diclofenac:
Dyspepsial/flatulence = 8, abdominal pain/discomfort = 5, Nausea = 3, vomiting = 3, diarrhoea = 2, constipation = 2, mouth ulcers = 2, anorexia = 1, heartburn =
1, gastro-enteritis = 1. Placebo: Dyspepsia/flatulence = 7, abdominal pain/discomfort = 3, nausea = 5, diarrhoea = 1, constipation = 1.

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported sex, age, height, weight, duration of illness and
worst affected joint; Group 1 Number missing: 12, Reason: Lack of efficacy = 5, adverse effects = 4, protocol violations and other reasons = 3; Group 2
Number missing: 10, Reason: Lack of efficacy = 6, adverse effects = 3, protocol violations and other reasons = 1

Protocol outcome 2: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Other: Central nervous system adverse events at 4 weeks; Group 1: 8/208, Group 2: 5/106

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported sex, age, height, weight, duration of
illness and worst affected joint; Group 1 Number missing: 12, Reason: Lack of efficacy = 5, adverse effects = 4, protocol violations and other reasons = 3;
Group 2 Number missing: 10, Reason: Lack of efficacy = 6, adverse effects = 3, protocol violations and other reasons = 1

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Pain reduction at <3- or >3- months; Physical
function at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Cardiovascular
adverse events at <3- or >3- months; Serious adverse event 2: Renal and hepatic
adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity
Further population details

Banerjee 2016'°

RCT (Patient randomised; Parallel)

1 (n=218)

Conducted in India; Setting: Outpatient follow up
Unclear

Intervention + follow up: 12 weeks

Adequate method of assessment/diagnosis: Primary, symptomatic osteoarthritis of the
tibio-femoral compartment of the knee joint and fulfilling the American College of
Rheumatology (including radiographic evidence of osteophytes in at least one
radiograph taken within the previous 6 months)

Knee
Not applicable

Adult men and women within 40 to 60 years of age with primary, symptomatic
osteoarthritis of the tibio-femoral compartment of the knee joint and fulfilling the
American College of Rheumatology criteria for diagnosis of knee osteoarthritis. In
people with bilateral involvement, the more symptomatic knee was taken as the 'signal
knee". Radiographic examination in those included, showed presence of osteophytes
in at least one tibio-femoral compartment in a radiograph taken not more than 6
months prior to the baseline visit.

People with a history of hypersensitivity to tapentadol or etoricoxib; secondary
osteoarthritis or accompanying osteoarthritis of hip and non-osteoarthritic causes of
knee pain (e.g. bursitis, fibromyalgia, osteonecrosis, ect.); people with serious or
uncontrolled concomitant disease of liver, kidney, heart, thyroid, gastro-intestinal
system, diabetes, HIV or malignancy; people using disease modifying osteoarthritis
drugs, corticosteroids or those who had participated in any other clinical trial within the
past 1 month.

Screening and recruitment of people were carried out at the Rheumatology and
Orthopaedics outpatient department of a tertiary care hospital during the period of July
2012 to June 2013

Age - Mean (SD): 53.6 (6.56). Gender (M:F): 113:105. Ethnicity: Not stated

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Knee
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Extra comments Severity: Not stated
Duration of symptoms: Not stated
Indirectness of population No indirectness
Interventions (n=108) Intervention 1: Strong opioids (oral) - Tapentadol. Tapentadol 100mg twice

daily orally after meals for 12 weeks. Duration 12 weeks. Concurrent medication/care:
People were not allowed to use any other analgesics, corticosteroids, histamine
receptor antagonists, or any other medications known to interact with or potentially
alter response to the study drugs. Paracetamol 500mg tablets were used as rescue
medication, only if there is severe unbearable pain in the signal knee.. Indirectness:
No indirectness

Comments: People had to buy their own medication, therefore were not blinded

(n=110) Intervention 2: NSAIDs - Etoricoxib. Etoricoxib 30mg twice daily orally after
meals. Duration 12 weeks. Concurrent medication/care: People were not allowed to
use any other analgesics, corticosteroids, histamine receptor antagonists, or any other
medications known to interact with or potentially alter response to the study drugs.
Paracetamol 500mg tablets were used as rescue medication, only if there is severe
unbearable pain in the signal knee.. Indirectness: No indirectness

Funding Funding not stated (The article states no conflicts of interest, but nothing specifically
about funding)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: TAPENTADOL versus ETORICOXIB

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: Visual analogue scale (pain) at 12 weeks (visit 4); Group 1: mean 25.12 (SD 3.72); n=108, Group 2: mean 26.07 (SD 4.08);
n=110; Visual analogue scale 0-100 Top=High is poor outcome; Comments: Baseline tapentadol: 66.54 (3.98). Baseline etoricoxib: 65.87 (3.90).

Risk of bias: All domain — Very high, Selection — High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, BMI and baseline values
of outcomes; Group 1 Number missing: 11, Reason: 11 people were lost to follow up; Group 2 Number missing: 15, Reason: 15 people were lost to follow up

Protocol outcome 2: Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months

- Actual outcome for Knee: Transaminase (<2 times the upper limit of normal) at 12 weeks (visit 4); Group 1: 3/108, Group 2: 3/110

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, BMI and baseline values
of outcomes; Group 1 Number missing: 11, Reason: 11 people were lost to follow up; Group 2 Number missing: 15, Reason: 15 people were lost to follow up
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Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Physical function at <3- or >3- months;
Psychological distress at <3- or >3- months; Osteoarthritis flare-ups at <3- or >3-
months; Serious adverse event 1: Gastrointestinal adverse events at <3- or >3-
months; Serious adverse event 2: Cardiovascular adverse events at <3- or >3-

months; Serious adverse event 2: Central nervous system adverse events at <3- or
>3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity

Further population details

Baraf 2010

RCT (Patient randomised; Parallel)

1 (n=420)

Conducted in USA; Setting: Outpatient follow up and primary care
Unclear

Intervention + follow up: 12 weeks

Adequate method of assessment/diagnosis: According to the American College of
Rheumatology criteria, people had to satisfy the following conditions at the screening
visit: moderate to severe pain predominant in 1 (target) knee in the past 6 months;
daily oral NSAID or paracetamol use for the past 2 weeks; target knee radiograph
showing Kellgren Lawrence grade 1-3 disease in the past year; target knee pain on
movement <80mm on a visual analogue scale

Knee
Not applicable

Ambulatory men and women aged 235 years with osteoarthritis of 1 or both knees
fulfilling the American College of Rheumatology criteria and satisfying the following
criteria at the baseline visit after a washout period: target knee pain on movement
score of 250mm, with an increase of 25mm from screening, WOMAC pain subscale
score of 29 (0-20 scale), abridged WOMAC subscale pain score (questions 2 and 4,
scale: 0-8) higher in the target versus contralateral knee by =2 points.

Knee pain that was not caused by osteoarthritis; moderate to severe hip or back pain
at baseline; rheumatoid arthritis; fibromyaglia; osteoarthritis secondary to an
inflammatory joint condition, such as septic arthritis, gout, pseudogout, Paget disease,
hemochromatosis, Wilson disease, heritable disorders, or collagen gene mutations;
people with osteoarthritis secondary to trauma with a history of articular fracture,
and/or have experienced a significant knee injury during the previous 6 months and/or
had undergone major knee surgery during the last year.

Washout period after which only responders were included
Age - Mean (SD): 61.4 (10.9). Gender (M:F): 153:267. Ethnicity: White = 326, Black =
67, Other = 27

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Knee
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Extra comments Severity: Kellgren Lawrence grade 1-3, median = 2.
Duration of symptoms: Not stated
Indirectness of population No indirectness
Interventions (n=208) Intervention 1: NSAID gels (topical - local) - Diclofenac gel. Diclofenac sodium

gel 4g per knee 4 times daily for 12 weeks (to be applied to all knees where there is
pain, although measurements are taken from the target knee). Duration 12 weeks.
Concurrent medication/care: Paracetamol (1-2 500mg tablets, every 4 hours as
needed, maximum 4g/day) were allowed as rescue medication, but was to be withheld
for 48 hours before each visit. Prohibitions included corticosteroids, nonstudy
analgesics (except stable doses of aspirin <162mg/day started =230 days before
randomisation), topical analgesics applied to the knee, and intra- or periarticular knee
injections. Indirectness: No indirectness

(n=212) Intervention 2: Placebo. Vehicle only (no diclofenac, but otherwise the same),
49 applied 4 times daily. Duration 12 weeks. Concurrent medication/care:
Paracetamol (1-2 500mg tablets, every 4 hours as needed, maximum 4g/day) were
allowed as rescue medication, but was to be withheld for 48 hours before each visit.
Prohibitions included corticosteroids, nonstudy analgesics (except stable doses of
aspirin £162mg/day started 230 days before randomisation), topical analgesics
applied to the knee, and intra- or periarticular knee injections. Indirectness: No
indirectness

Funding Study funded by industry (This study was supported by Novartis Consumer Health,
Inc., Parsippany, NJ. Medical writing services were funded by Endo
Pharmaceuticuals, Inc., Chadds Ford, PA.)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: DICLOFENAC GEL versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: WOMAC pain subscale at 12 weeks; Group 1: mean 6.8 (SD 4.5); n=207, Group 2: mean 5.4 (SD 4.5); n=212; WOMAC pain
subscale 0-20 Top=High is poor outcome; Comments: Baseline diclofenac: 12.9 (3.0). Baseline placebo: 12.5 (2.7).

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, race, BMI, global rating of disease,
spontaneous pain, pain on movement, WOMAC subscales, Kellgren Lawrence grade and number of knees treated at baseline; Group 1 Number missing: 38,
Reason: 38 discontinued: 14 adverse events, 9 unsatisfactory therapeutic effect, 10 withdrew consent, 3 lost to follow up, 1 protocol deviation, 1 administrative
problem; Group 2 Number missing: 40, Reason: 40 discontinued: 3 adverse events, 20 unsatisfactory therapeutic effect, 9 withdrew consent, 7 lost to follow
up, 1 administrative problem
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Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Knee: WOMAC physical function subscale at 12 weeks; Group 1: mean 21.5 (SD 15.3); n=207, Group 2: mean 16.8 (SD 15.7); n=212;
WOMAC physical function 0-68 Top=High is poor outcome; Comments: Baseline diclofenac: 43.2 (11.6). Baseline placebo: 42.5 (10.4).

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, race, BMI, global rating of disease,
spontaneous pain, pain on movement, WOMAC subscales, Kellgren Lawrence grade and number of knees treated at baseline; Group 1 Number missing: 38,
Reason: 38 discontinued: 14 adverse events, 9 unsatisfactory therapeutic effect, 10 withdrew consent, 3 lost to follow up, 1 protocol deviation, 1 administrative
problem; Group 2 Number missing: 40, Reason: 40 discontinued: 3 adverse events, 20 unsatisfactory therapeutic effect, 9 withdrew consent, 7 lost to follow
up, 1 administrative problem

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Knee: Gastrointestinal adverse events at 12 weeks; Group 1: 11/208, Group 2: 9/212

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - High, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, race, BMI, global rating of disease,
spontaneous pain, pain on movement, WOMAC subscales, Kellgren Lawrence grade and number of knees treated at baseline; Group 1 Number missing: 38,
Reason: 38 discontinued: 14 adverse events, 9 unsatisfactory therapeutic effect, 10 withdrew consent, 3 lost to follow up, 1 protocol deviation, 1 administrative
problem; Group 2 Number missing: 40, Reason: 40 discontinued: 3 adverse events, 20 unsatisfactory therapeutic effect, 9 withdrew consent, 7 lost to follow
up, 1 administrative problem

Protocol outcome 4: Serious adverse event 2: Cardiovascular adverse events at <3- or >3- months

- Actual outcome for Knee: Cardiovascular adverse events (sinus arrhythmia) at 12 weeks; Group 1: 1/208, Group 2: 0/212

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, race, BMI, global rating of disease,
spontaneous pain, pain on movement, WOMAC subscales, Kellgren Lawrence grade and number of knees treated at baseline; Group 1 Number missing: 38,
Reason: 38 discontinued: 14 adverse events, 9 unsatisfactory therapeutic effect, 10 withdrew consent, 3 lost to follow up, 1 protocol deviation, 1 administrative
problem; Group 2 Number missing: 40, Reason: 40 discontinued: 3 adverse events, 20 unsatisfactory therapeutic effect, 9 withdrew consent, 7 lost to follow
up, 1 administrative problem

Protocol outcome 5: Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months

- Actual outcome for Knee: Renal adverse events (haematuria, nephrolithiasis) at 12 weeks; Group 1: 2/208, Group 2: 0/212

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, race, BMI, global rating of disease,
spontaneous pain, pain on movement, WOMAC subscales, Kellgren Lawrence grade and number of knees treated at baseline; Group 1 Number missing: 38,
Reason: 38 discontinued: 14 adverse events, 9 unsatisfactory therapeutic effect, 10 withdrew consent, 3 lost to follow up, 1 protocol deviation, 1 administrative
problem; Group 2 Number missing: 40, Reason: 40 discontinued: 3 adverse events, 20 unsatisfactory therapeutic effect, 9 withdrew consent, 7 lost to follow
up, 1 administrative problem
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Protocol outcome 6: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Knee: Headache at 12 weeks; Group 1: 30/208, Group 2: 28/212

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, race, BMI, global rating of disease,
spontaneous pain, pain on movement, WOMAC subscales, Kellgren Lawrence grade and number of knees treated at baseline; Group 1 Number missing: 38,
Reason: 38 discontinued: 14 adverse events, 9 unsatisfactory therapeutic effect, 10 withdrew consent, 3 lost to follow up, 1 protocol deviation, 1 administrative
problem; Group 2 Number missing: 40, Reason: 40 discontinued: 3 adverse events, 20 unsatisfactory therapeutic effect, 9 withdrew consent, 7 lost to follow
up, 1 administrative problem

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months
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Study (subsidiary papers)

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity

Further population details

Barthel 2009"7 (Peniston 201146)

RCT (Patient randomised; Parallel)

1 (n=492)

Conducted in USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 12 weeks

Adequate method of assessment/diagnosis: Diagnosis of osteoarthritis in 1 or both
knees according to the American College of Rheumatology criteria with a radiograph
of the target knee within the previous year graded at 1, 2 or 3 on the Kellgren
Lawrence disease severity scale

Knee
Not applicable

Ambulatory men and women 235 years of age with a diagnosis of osteoarthritis in 1 or
both knees with symptom onset 26 months before screening. Knee pain due to
osteoarthritis that required oral or topical treatment with NSAIDs or paracetamol must
have occurred on 215 days of the preceding month. A baseline pain on movement
score of 250mm on a 100-mm visual analogue scale and a baseline WOMAC pain
subscale score of 29 on a 20-point scale.

Baseline pain on movement score of >20mm in the contralateral knee on a 100-mm
VAS, a history of osteoarthritis pain in the contralateral knee within the previous year;
a history or present evidence of secondary osteoarthritis; a history of rheumatoid
arthritis or laboratory values indicative of rheumatoid arthritis with subsequent
diagnosis by a physician; a history of any other chronic inflammatory joint disease or
fibromyalgia.

After enrollment, eligible people underwent a 1 week washout of analgesics (or at
least 5 half-lives, whichever was longer) before being randomised (there was no
selection based on response after this).

Age - Mean (SD): 59.5 (10.6). Gender (M:F): 165:327. Ethnicity: Reports that 75.2% in
the diclofenac group and 80.3% in the placebo group were white. No information on
the remaining population.

1. Age: Mixed (Based on range (35-92)). 2. Diagnostic method: Diagnosed with
imaging 3. Multimorbidities: Not stated / Unclear 4. Site of osteoarthritis (for systemic
treatments only): Knee
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Extra comments

Indirectness of population
Interventions

Funding

Severity: Kellgren Lawrence grade 1-3
Duration of symptoms: Not stated explicitly. At least 6 months.

No indirectness

(n=254) Intervention 1: NSAID gels (topical - local) - Diclofenac gel. 1% Diclofenac
sodium gel (in a vehicle containing isopropyl alcohol, propylene glycol, cocoyl
caprylocaprate, mineral oil, ammonia solution, perfuse cream 45/3, carbomer 980,
polyoxyl 20 cetostearyl ether, and purified water). 4g applied 4 times daily for 12
weeks.. Duration 12 weeks. Concurrent medication/care: Rescue medication
(paracetamol 500mg tablets) were supplied by the investigator to be used as an
adjunct and to treat other aches and pains experience by people during the trial, such
as headache. Doses of 1 or 2 tablets were permitted to a maximum of 8 tablets (49)
per day, with 24 hours between doses. Rescue medication was not to be used for at
least 24 hours before assessments.. Indirectness: No indirectness

(n=238) Intervention 2: Placebo. Placebo gel (just a vehicle containing isopropyl
alcohol, propylene glycol, cocoyl caprylocaprate, mineral oil, ammonia solution,
perfuse cream 45/3, carbomer 980, polyoxyl 20 cetostearyl ether, and purified water).
49 applied 4 times daily for 12 weeks.. Duration 12 weeks. Concurrent
medication/care: Rescue medication (paracetamol 500mg tablets) were supplied by
the investigator to be used as an adjunct and to treat other aches and pains
experience by people during the trial, such as headache. Doses of 1 or 2 tablets were
permitted to a maximum of 8 tablets (4g) per day, with 24 hours between doses.
Rescue medication was not to be used for at least 24 hours before assessments..
Indirectness: No indirectness

Study funded by industry (This study was funded by Novartis Consumer Health,
Parsippany, NJ. Funding of editorial support was provided by Endo Pharmaceuticals
Inc, Chadds Ford, PA.)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: DICLOFENAC GEL versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: WOMAC pain subscale at 12 weeks; Group 1: mean -5 (SD 4.3); n=253, Group 2: mean -5 (SD 4.3); n=238; WOMAC pain
subscale 0-20 Top=High is poor outcome; Comments: Reports mean change scores and p-values. Reported diclofenac: -5.0, reported placebo: -4.0, p=0.01.
Baseline diclofenac: 11.7 (2.4). Baseline placebo: 11.7 (2.5). Calculated SE = 0.39. Calculated SD = 4.3.

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, ethnicity, age, BMI, and baseline values for
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outcomes; Group 1 Number missing: 45, Reason: 45 discontinuations. 13 adverse events, 10 unsatisfactory therapeutic effect, 1 protocol deviation, 15
withdrew consent, 5 lost to follow up, 1 administrative problems; Group 2 Number missing: 60, Reason: 60 discontinuations. 9 adverse events, 16
unsatisfactory therapeutic effect, 5 protocol deviation, 16 withdrew consent, 12 lost to follow up, 2 administrative problems

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Knee: WOMAC function subscale at 12 weeks; Group 1: mean -15 (SD 13.7); n=253, Group 2: mean -10.9 (SD 13.7); n=238; WOMAC
physical function subscale 0-68 Top=High is poor outcome; Comments: Reports mean change scores and p-values. Reported diclofenac: -15.0, reported
placebo: -10.9, p=0.001. Baseline diclofenac: 38.0 (10.0). Baseline placebo: 37.9 (10.7). Calculated SE = 1.2. Calculated SD = 13.7.

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, ethnicity, age, BMI, and baseline values for
outcomes; Group 1 Number missing: 45, Reason: 45 discontinuations. 13 adverse events, 10 unsatisfactory therapeutic effect, 1 protocol deviation, 15
withdrew consent, 5 lost to follow up, 1 administrative problems; Group 2 Number missing: 60, Reason: 60 discontinuations. 9 adverse events, 16
unsatisfactory therapeutic effect, 5 protocol deviation, 16 withdrew consent, 12 lost to follow up, 2 administrative problems

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Knee: Gastrointestinal adverse events at 12 weeks; Group 1: 15/254, Group 2: 12/238

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, ethnicity, age, BMI, and
baseline values for outcomes; Group 1 Number missing: 45, Reason: 45 discontinuations. 13 adverse events, 10 unsatisfactory therapeutic effect, 1 protocol
deviation, 15 withdrew consent, 5 lost to follow up, 1 administrative problems; Group 2 Number missing: 60, Reason: 60 discontinuations. 9 adverse events, 16
unsatisfactory therapeutic effect, 5 protocol deviation, 16 withdrew consent, 12 lost to follow up, 2 administrative problems

Protocol outcome 4: Serious adverse event 2: Cardiovascular adverse events at <3- or >3- months

- Actual outcome for Knee: Cardiovascular adverse events at 12 weeks; Group 1: 4/254, Group 2: 1/238

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, ethnicity, age, BMI, and
baseline values for outcomes; Group 1 Number missing: 45, Reason: 45 discontinuations. 13 adverse events, 10 unsatisfactory therapeutic effect, 1 protocol
deviation, 15 withdrew consent, 5 lost to follow up, 1 administrative problems; Group 2 Number missing: 60, Reason: 60 discontinuations. 9 adverse events, 16
unsatisfactory therapeutic effect, 5 protocol deviation, 16 withdrew consent, 12 lost to follow up, 2 administrative problems

Protocol outcome 5: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Knee: Headache at 12 weeks; Group 1: 35/254, Group 2: 34/238

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, ethnicity, age, BMI, and baseline values for
outcomes; Group 1 Number missing: 45, Reason: 45 discontinuations. 13 adverse events, 10 unsatisfactory therapeutic effect, 1 protocol deviation, 15
withdrew consent, 5 lost to follow up, 1 administrative problems; Group 2 Number missing: 60, Reason: 60 discontinuations. 9 adverse events, 16
unsatisfactory therapeutic effect, 5 protocol deviation, 16 withdrew consent, 12 lost to follow up, 2 administrative problems
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Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Renal and
hepatic adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Batlle-gualda 200718

RCT (Patient randomised; Parallel)

1 (n=169)

Conducted in Spain; Setting: Outpatient follow up
Unclear

Intervention + follow up: 6 weeks

Adequate method of assessment/diagnosis: Primary knee osteoarthritis (people with
radiological chondrocalcinosis were allowed), degrees Il or Il according to Kellgren-
Lawrence classification, history of knee pain for at least 3 months in the last year

Knee
Not applicable

People, aged 30-75 years, with primary knee osteoarthritis (people with radiological
chondrocalcinosis were allowed), degrees Il or Il according to Kellgren-Lawrence
classification, history of knee pain for at least 3 months in the last year, current knee
pain 230mm on a visual analogue scale, and American College of Rheumatology
functional classes I-lI

If they had any other kind of arthritis or connective tissue disease; knee trauma within
the last three months; previous open intervention in the knee or being on a waiting list
for joint replacement surgery; pregnancy or lactation; renal (creatinine >1.5mg/dL) or
hepatic disease; concomitant serious medical condition or expected survival time less
than 2 years; myocardial infarction or stroke in the last 4 months; history of peptic
ulceration in the last two years or perforation, gastrectomy or upper Gl bleeding;
hypersensitivity to paracetamol or aceclofenac; use of corticosteroid in the past 3
months; concomitant use of oral anticoagulants, aspirin, corticosteroids, lithium,
phenytoin, thyroxine or probenecid; females with childbearing potential not practicing
adequate contraceptive measures and people enrolled in any other clinical trial within
the previous 3 months or who were applying for disability for any reason

No additional information
Age - Mean (SD): 62.4 (6.8). Gender (M:F): 28:140. Ethnicity: Not stated

1. Age: <75 years 2. Diagnostic method: Diagnosed without imaging 3.
Multimorbidities: Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments
only): Knee
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Extra comments Severity: ACR functional class I-1ll. Kellgren Lawrence grade lI-IIl.
Duration of symptoms: 8.5 (6.5) years
Indirectness of population No indirectness
Interventions (n=82) Intervention 1: NSAIDs - Aceclofenac. One aceclofenac 100mg tablet and one

placebo sachet in the morning, one placebo sachet at noon, one 100mg aceclofenac
tablet with one placebo sachet at night. Duration 6 weeks. Concurrent
medication/care: Antacid, anti-histamine-2 receptor antagonists, and proton pump
inhibitors were allowed. Concurrent corticosteroid injection was not permitted. People
were encouraged to keep the same level of physical activity and physical therapy..
Indirectness: No indirectness

(n=86) Intervention 2: Paracetemol (oral) - Paracetemol. One placebo tablet and one
paracetamol 1000mg sachet in the morning, one paracetamol sachet at noon, one
placebo tablet with one paracetamol sachet at night. Duration 6 weeks. Concurrent
medication/care: Antacid, anti-histamine-2 receptor antagonists, and proton pump
inhibitors were allowed. Concurrent corticosteroid injection was not permitted. People
were encouraged to keep the same level of physical activity and physical therapy..
Indirectness: No indirectness

Funding Study funded by industry (This study was undertaken and supported by Almirall
Prodesfarma, S.A., Barcelona, Spain)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: ACECLOFENAC versus PARACETEMOL

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: Pain, VAS at 6 weeks; Group 1: mean -18.34 (SD 24.86); n=82, Group 2: mean -10.7 (SD 22.31); n=86; Visual analogue scale 0-
100 Top=High is poor outcome; Comments: Baseline aceclofenac: 62.19 (20.09). Paracetamol: 62.40 (16.97).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, female, education level, BMI,
duration of osteoarthritis, American College of Rheumatology functional class, radiological classification, heart rate, systolic blood pressure, diastolic blood
pressure; Group 1 Number missing: 5, Reason: Lack of efficacy = 1, adverse events = 4; Group 2 Number missing: 17, Reason: Lack of efficacy = 8, adverse
events = 4, personal reasons = 3, protocol violation = 1, lost to follow up = 1

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Knee: WOMAC physical function at 6 weeks; MD; 3.14 (95%CI 0.66 to 5.61) (p-value: 0.013) WOMAC physical function subscale 0-68
Top=High is poor outcome, Comments: Does not report baseline;

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
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Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, female, education level, BMI,
duration of osteoarthritis, American College of Rheumatology functional class, radiological classification, heart rate, systolic blood pressure, diastolic blood
pressure; Group 1 Number missing: 5, Reason: Lack of efficacy = 1, adverse events = 4; Group 2 Number missing: 17, Reason: Lack of efficacy = 8, adverse
events = 4, personal reasons = 3, protocol violation = 1, lost to follow up = 1

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Knee: Gastrointestinal adverse events (mild and moderate) at 6 weeks; Group 1: 22/82, Group 2: 12/86; Comments: Aceclofenac: 18
(mild), 4 (moderate). Paracetamol: 12 (mild)

Risk of bias: All domain - Very high, Selection - High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, female, education level, BMI,
duration of osteoarthritis, American College of Rheumatology functional class, radiological classification, heart rate, systolic blood pressure, diastolic blood
pressure; Group 1 Number missing: 5, Reason: Lack of efficacy = 1, adverse events = 4; Group 2 Number missing: 17, Reason: Lack of efficacy = 8, adverse
events = 4, personal reasons = 3, protocol violation = 1, lost to follow up = 1

Protocol outcome 4: Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months

- Actual outcome for Knee: Elevated gamma glutamyl transferase at 6 weeks; Group 1: 0/82, Group 2: 1/86; Comments: Paracetamol: 1 mild elevation

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, female, education level, BMI,
duration of osteoarthritis, American College of Rheumatology functional class, radiological classification, heart rate, systolic blood pressure, diastolic blood
pressure; Group 1 Number missing: 5, Reason: Lack of efficacy = 1, adverse events = 4; Group 2 Number missing: 17, Reason: Lack of efficacy = 8, adverse
events = 4, personal reasons = 3, protocol violation = 1, lost to follow up = 1

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Cardiovascular
adverse events at <3- or >3- months; Serious adverse event 2: Central nervous
system adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population

Beaulieu 2008

RCT (Patient randomised; Parallel)

1 (n=129)

Conducted in Canada, USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 6 weeks

Adequate method of assessment/diagnosis: Primary osteoarthritis defined by the
presence of pain of at least moderate severity, stiffness, disability and bony crepitus of
the hip and/or knee joint

Other
Not applicable

Men and nonpregnant women between the ages of 35 and 75 years with primary
osteoarthritis t requiring the use of NSAIDs, paracetamol or opioid analgesics, on a
scheduled or as-needed basis, for at least 3 months before the study. As well, they
needed radiographic evidence of joint degeneration, from no more than 6 months
before enrolment, in the medial and/or lateral tibiofemoral compartment or in the hip,
with minimum severity of grade 2. People with more advanced radiographic grades
were also eligible, as long as they were not awaiting surgery.

People with intolerance to any opioid or NSAID, or a history of drug or alcohol abuse;
people with the following medical conditions: renal or hepatic impairment, secondary
osteoarthritis, significant pain of alternate etiology, shortened gastrointestinal transit
time, peptic ulcer disease, inflammatory disease of the gastrointestinal tract, a history
of seizures or a recognised risk of seizures; people receiving corticosteroids,
viscosupplementation, monoamine oxidase inhibitors, carbemazepine, quinidine,
antidepressants, neuroleptics, cyclobenzaprine or promethazine.

No additional information
Age - Mean (SD): 62.1 (8.7). Gender (M:F): 86:42. Ethnicity: Not stated

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Multisite
(Knee or hip).

Severity: Not stated explicitly. At least radiographic grade 2.
Duration of symptoms (mean [SD]): 10.7 (9.4) years

No indirectness
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Interventions (n=62) Intervention 1: Strong opioids (oral) - Tramadol. Oral controlled release
tramadol 200mg and a placebo diclofenac tablet uptitrated to a maximum daily dose.
Duration 6 weeks. Concurrent medication/care: Breakthrough pain was managed with
325mg to 650mg paracetamol every 4 to 6 hours, as required. Indirectness: No
indirectness

(n=66) Intervention 2: NSAIDs - Diclofenac. Diclofenac 75mg each morning and
placebo tramadol uptitrated to the maximum tolerated dose. Duration 6 weeks.
Concurrent medication/care: Breakthrough pain was managed with 325mg to 650mg
paracetamol every 4 to 6 hours, as required. Indirectness: No indirectness

Funding Study funded by industry (This study was supported by a research grant from Purdue
Pharma, Canada)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: TRAMADOL versus DICLOFENAC

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Other: WOMAC pain subscale at 6 weeks; Group 1: mean 73.2 (SD 99.9); n=45, Group 2: mean 80.2 (SD 108.1); n=52; WOMAC pain
subscale 0-500 Top=High is poor outcome

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, mean duration of osteoarthritis and
mean number of joint involved; Group 1 Number missing: 17, Reason: 17 withdrew. 2 protocol violations, 1 intermittent iliness, 10 adverse events, 1 voluntary
withdrawal, 3 inadequate pain control; Group 2 Number missing: 14, Reason: 14 withdrew. 1 intermittent illness, 10 adverse events, 1 voluntary withdrawal, 1
inadequate pain control, and 1 other

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Other: WOMAC physical function subscale at 6 weeks; Group 1: mean 257 (SD 354.4); n=45, Group 2: mean 247.4 (SD 379.5); n=52;
WOMAC physical function subscale 0-1700 Top=High is poor outcome; Comments: Baseline tramadol: 890.8 (313.0). Baseline diclofenac: 854.5 (392.1).
Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, mean duration of osteoarthritis and
mean number of joint involved; Group 1 Number missing: 17, Reason: 17 withdrew. 2 protocol violations, 1 intermittent iliness, 10 adverse events, 1 voluntary
withdrawal, 3 inadequate pain control; Group 2 Number missing: 14, Reason: 14 withdrew. 1 intermittent iliness, 10 adverse events, 1 voluntary withdrawal, 1
inadequate pain control, and 1 other

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 1:
Gastrointestinal adverse events at <3- or >3- months; Serious adverse event 2: Renal
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and hepatic adverse events at <3- or >3- months; Serious adverse event 2:
Cardiovascular adverse events at <3- or >3- months; Serious adverse event 2: Central
nervous system adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Bensen 1999%°

RCT (Patient randomised; Parallel)

1 (n=1003)

Conducted in Canada, USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 12 weeks

Adequate method of assessment/diagnosis: Primary osteoarthritis of the knee fulfilling
the American College of Rheumatology clinical criteria, function class of I-lll. Required
to have symptomatic osteoarthritis as evidence by a defined worsening of the signs
and symptoms of the disease following discontinuation of treatment with NSAIDs or
other analgesic medications or to have met other criteria if the person was not
receiving treatment.

Knee
Not applicable

Male and female outpatients after 18 year or older were eligible to participate if they
fulfilled the American College of Rheumatology clinical criteria for a diagnosis of
primary osteoarthritis of the knee and were in a functional class I-1ll. Required to have
symptomatic osteoarthritis as evidence by a defined worsening of the signs and
symptoms of the disease following discontinuation of treatment with NSAIDs or other
analgesic medications or to have met other criteria if the person was not receiving
treatment.

People who presented with active concomitant Gl tract, renal, hepatic, or coagulation
disorders; malignancy (unless removed surgically with no recurrence within 5 years);
oesophageal or gastroduodenal ulceration within 30 days prior to receiving the study
drug (those with a history of Gl tract bleeding were not excluded); people diagnosed
as having any inflammatory arthritis, gout, or acute trauma of the knee; those with a
known hypersensitivity to NSAIDs or sulfonamides

Required to have symptomatic osteoarthritis as evidence by a defined worsening of
the signs and symptoms of the disease following discontinuation of treatment with
NSAIDs or other analgesic medications or to have met other criteria if the person was
not receiving treatment. After the 2-7 day washout period, a person's osteoarthritis
was considered symptomatic if the person and physician's global assessment scores
were "fair", "poor", or "very poor" and if 3 of the following 4 criteria were present: 1) a
patient's assessment of arthritis pain measurement of 40mm or higher; 2) an increase
of 2 points or more in the OA Severity Index from the screening assessment; 3) an
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Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Funding

increase from the screening visit of 1 grade or more in the patient's global
assessment; 4) an increase from the screening visit of 1 grade or more in the
physician's global assessment. For people not receiving NSAID or analgesic therapy
and who had uncontrolled osteoarthritis, 3 of the following 4 conditions were
necessary for randomisation at the baseline visit: 1) a person's assessment of arthritis
pain measurement of 40mm or higher; 2) an osteoarthritis severity index score of 7 or
more; 3) a patient's global assessment grade of poor or very poor; 4) a physician's
global assessment grade of poor or very poor

Age - Mean (range): 62 (21-87). Gender (M:F): 281:722. Ethnicity: Not stated

1. Age: Mixed (Based on range). 2. Diagnostic method: Not stated / Unclear 3.
Multimorbidities: Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments
only): Knee

Severity: Functional class I-llI
Duration of symptoms (mean [SD]): 10 (8) years

No indirectness

(n=800) Intervention 1: NSAIDs - Naproxen. Naproxen 500mg twice a day or
Celecoxib 50mg, 100mg or 200mg twice a day. Duration 12 weeks. Concurrent
medication/care: Stable doses of aspirin, 325mg/d or less, and paracetamol, up to
2g/d, taken for no longer than 3 consecutive days - except during the 48-hour period
prior to arthritis assessment - were allowed. The use of NSAIDs, oral or injectable
corticosteroids, and anticoagulants was prohibited. Indirectness: No indirectness
Comments: Celecoxib and naproxen groups were combined for class effect as agreed
in the protocol

(n=203) Intervention 2: Placebo. Placebo twice a day. Duration 12 weeks. Concurrent
medication/care: Stable doses of aspirin, 325mg/d or less, and paracetamol, up to
2g/d, taken for no longer than 3 consecutive days - except during the 48-hour period
prior to arthritis assessment - were allowed. The use of NSAIDs, oral or injectable
corticosteroids, and anticoagulants was prohibited. Indirectness: No indirectness

Study funded by industry (This study was supported in part by G.D. Searle & Co.)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: NAPROXEN/CELECOXIB versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: Average pain in the past 24 hours at 12 weeks; Group 1: mean -2.2 (SD 2.4); n=574, Group 2: mean -1.3 (SD 2.4); n=146;
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American Pain Society Patient Outcome Questionnaire (VAS) 0-10 Top=High is poor outcome; Comments: Reports mean and standard error. Reported
celecoxib 50mg BID = -1.7 (0.2). Reported celecoxib 100mg BID = -2.2 (0.2). Reported celecoxib 200mg BID = -2.3 (0.2). Reported naproxen = -2.4 (0.2).
Reported placebo = -1.3 (0.2). Calculated SD from this. Calculated SD celecoxib 50mg BID = 2.4. Calculated SD celecoxib 100mg BID = 2.4. Calculated SD
celecoxib 200mg BID = 2.4. Calculated SD naproxen = 2.4. Calculated SD placebo = 2.4.

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, weight, number of people
over 70 years old, mean duration of disease, patient's global assessment and physicians global assessment, and baseline values for WOMAC composite score
and osteoarthritis severity index; Group 1 Number missing: -, Reason: Overall data only given. The study was completed by 569 people. Reasons for early
discontinuation was treatment failure (291), adverse events (104), protocol noncompliance (33), unavailability for follow up (11), preexisting protocol violation
(5); Group 2 Number missing: -, Reason: Overall data only given. The study was completed by 569 people. Reasons for early discontinuation was treatment
failure (291), adverse events (104), protocol noncompliance (33), unavailability for follow up (11), preexisting protocol violation (5)

Protocol outcome 2: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Knee: Gastrointestinal tract adverse events at 12 weeks; Group 1: 222/800, Group 2: 45/203; Comments: Celecoxib 50mg: Gl adverse
events = 28%, Celecoxib 100mg: Gl adverse events = 27%, Celecoxib 200mg: Gl adverse events = 24%, Naproxen: Gl adverse events = 32%, Placebo: Gl
adverse events = 22%

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, weight, number of people
over 70 years old, mean duration of disease, patient's global assessment and physicians global assessment, and baseline values for WOMAC composite score
and osteoarthritis severity index; Group 1 Number missing: -, Reason: Overall data only given. The study was completed by 569 people. Reasons for early
discontinuation was treatment failure (291), adverse events (104), protocol noncompliance (33), unavailability for follow up (11), preexisting protocol violation
(5); Group 2 Number missing: -, Reason: Overall data only given. The study was completed by 569 people. Reasons for early discontinuation was treatment
failure (291), adverse events (104), protocol noncompliance (33), unavailability for follow up (11), preexisting protocol violation (5)

- Actual outcome for Knee: Bleeding episode, perforation or gastric outlet obstruction at 12 weeks; Group 1: 2/800, Group 2: 0/203; Comments: Naproxen: 1
person with 2 gastric ulcers and a pyloric channel ulcer accompanied by melena and haematemesis. Celecoxib 50mg: 1 symptomatic nonbleeding duodenal
ulcer

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, weight, number of people
over 70 years old, mean duration of disease, patient's global assessment and physicians global assessment, and baseline values for WOMAC composite score
and osteoarthritis severity index; Group 1 Number missing: -, Reason: Overall data only given. The study was completed by 569 people. Reasons for early
discontinuation was treatment failure (291), adverse events (104), protocol noncompliance (33), unavailability for follow up (11), preexisting protocol violation
(5); Group 2 Number missing: -, Reason: Overall data only given. The study was completed by 569 people. Reasons for early discontinuation was treatment
failure (291), adverse events (104), protocol noncompliance (33), unavailability for follow up (11), preexisting protocol violation (5)

Protocol outcome 3: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Knee: Headache at 12 weeks; Group 1: 125/800, Group 2: 45/203; Comments: Celecoxib 50mg: 19%, Celecoxib 100mg: 18%, Celecoxib
200mg: 15%, Naproxen: 14%. Placebo: 22%.

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
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Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, weight, number of people
over 70 years old, mean duration of disease, patient's global assessment and physicians global assessment, and baseline values for WOMAC composite score
and osteoarthritis severity index; Group 1 Number missing: -, Reason: Overall data only given. The study was completed by 569 people. Reasons for early
discontinuation was treatment failure (291), adverse events (104), protocol noncompliance (33), unavailability for follow up (11), preexisting protocol violation
(5); Group 2 Number missing: -, Reason: Overall data only given. The study was completed by 569 people. Reasons for early discontinuation was treatment
failure (291), adverse events (104), protocol noncompliance (33), unavailability for follow up (11), preexisting protocol violation (5)

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Physical function at <3- or >3- months;
Psychological distress at <3- or >3- months; Osteoarthritis flare-ups at <3- or >3-
months; Serious adverse event 2: Cardiovascular adverse events at <3- or >3-
months; Serious adverse event 2: Renal and hepatic adverse events at <3- or >3-
months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Berry 19822

RCT (Patient randomised; Crossover: 0 days)

1 (n=30)

Conducted in United Kingdom; Setting: Outpatient follow up
Unclear

Intervention + follow up: 8 weeks (2 weeks for each active intervention and 4 weeks
for placebo in total)

Adequate method of assessment/diagnosis: Clinical evidence of osteoarthritis
involving either the hip- or knee-joints

Other

Not applicable

Adult outpatients (aged 18-80 years) with clinical evidence of osteoarthritis involving
either the hip or knee joints were selected

People with significant renal, hepatic, haematological or collagen disease and people
with asthma; active peptic ulceration or a recent history of severe dyspepsia

No additional information

Age - Mean (range): 67.3 (51-82). Gender (M:F): 7:23. Ethnicity: Not stated

1. Age: Mixed (Based on range). 2. Diagnostic method: Not stated / Unclear 3.
Multimorbidities: Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments
only): Multisite (Hip or knee).

Severity: Not stated
Duration of symptoms (mean): 7 years.

No indirectness

(n=30) Intervention 1: NSAIDs - Diclofenac. Diclofenac 50mg tablets three times daily
with once daily placebo capsule or piroxicam 20mg capsule once daily with three
times daily placebo tablets. Duration 4 weeks. Concurrent medication/care: People
were withdrawn from all anti-inflammatory/analgesic preparations on the first day of
the study period

(n=30) Intervention 2: Placebo. One placebo capsule once daily and placebo tablets
three times a day. Duration 4 weeks. Concurrent medication/care: People were
withdrawn from all anti-inflammatory/analgesic preparations on the first day of the
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study period

Funding Equipment / drugs provided by industry (Acknowledgement is due to Mr. Peter Mceod
formerly of Pfizer Ltd. now of Warner Lambert, and to Dr. Steven Stevens Medical
Director of Pfizer Ltd., for their great help and interest in designing the protocol of this
trial, and to Pfizer Ltd. for provided the drugs used in the trial)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: DICLOFENAC AND PIROXICAM versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Other: Patient's assessment of pain (10cm visual analogue scale) at 4 weeks; Group 1: mean 4.04 (SD 2.88); n=21, Group 2: mean 6.25
(SD 2.77); n=22; Visual analogue scale 0-10 Top=High is poor outcome; Comments: Reports mean (SE). Reported diclofenac week 4 = 3.4 (0.73), n=11,
reported diclofenac week 8 = 5.6 (0.92), n=11. Reported piroxicam week 4 = 4.8 (0.83) n=11, reported piroxicam week 8 = 2.2 (0.59) n=10. Reported placebo
group A week 2 = 6.1 (0.77) n=11, reported placebo group A week 6 = 7.5 (0.62) n=11, reported placebo group B week 2 = 6.5 (0.86) n=11, reported placebo
group B week 6 = 4.9 (0.87) n=11. Baseline group A = 7.3 (0.64) n=11, baseline group B = 7.0 (0.42) n=11.

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - High, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, weight, height and baseline pain
outcome value; Group 1 Number missing: 8, Reason: Does not report values for groups C and D, 4 people dropped out (1 for hip replacement surgery, 3 failed
to keep their appointments); Group 2 Number missing: 8, Reason: Does not report values for groups C and D, 4 people dropped out (1 for hip replacement
surgery, 3 failed to keep their appointments)

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Physical function at <3- or >3- months;
Psychological distress at <3- or >3- months; Osteoarthritis flare-ups at <3- or >3-
months; Serious adverse event 1: Gastrointestinal adverse events at <3- or >3-
months; Serious adverse event 2: Renal and hepatic adverse events at <3- or >3-
months; Serious adverse event 2: Cardiovascular adverse events at <3- or >3-
months; Serious adverse event 2: Central nervous system adverse events at <3- or
>3- months
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Study
Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria
Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Berry 19832

RCT (Patient randomised; Crossover: 0 days ("for ethical reasons a washout period
was not included"))

1 (n=30)

Conducted in United Kingdom; Setting: Outpatient follow up
Unclear

Intervention + follow up: 8 weeks (2 weeks for each treatment)

Adequate method of assessment/diagnosis: People with osteoarthritis of the hip
and/or knee confirmed by radiography

Other
Not applicable

Outpatients of either sex with osteoarthritis of the hip and/or knee confirmed by
radiography

People with any rheumatoid disorders; gout; a history of gastric ulcers; hepatic, renal
or cardiac insufficiency; history of epilepsy; alcoholism; drug dependency; learning
disability; pregnancy; or females of child-bearing age

No additional information
Age - Mean (SD): 62.3 (1.8). Gender (M:F): 11:7. Ethnicity: Not stated

1. Age: Mixed (Based on range (51-101)). 2. Diagnostic method: Diagnosed with
imaging 3. Multimorbidities: Not stated / Unclear 4. Site of osteoarthritis (for systemic
treatments only): Knee (Hip (1) or knee (17)).

Severity: Not stated
Duration of symptoms: Not stated.

No indirectness

(n=24) Intervention 1: NSAIDs - Naproxen. Naproxen 750mg per day (250mg in the
morning and 500mg at night) (and a placebo dose once per day). Duration 2 weeks.
Concurrent medication/care: People were asked to discontinue any analgesic or anti-
inflammatory drug therapy on the day prior to commencement of the study.
Throughout the study people were allowed paracetamol, up to 4g/day as a 'rescue'
analgesic. No other anti-inflammatory or analgesic drug therapy was permitted.
Indirectness: No indirectness

(n=24) Intervention 2: Placebo. Placebo three times daily. Duration 2 weeks.
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Concurrent medication/care: People were asked to discontinue any analgesic or anti-
inflammatory drug therapy on the day prior to commencement of the study.
Throughout the study people were allowed paracetamol, up to 4g/day as a 'rescue'
analgesic. No other anti-inflammatory or analgesic drug therapy was permitted.
Indirectness: No indirectness

(n=24) Intervention 3: NSAIDs - Other. Antrafenine either 150mg three times a day or
300mg three times a day. Duration 2 weeks. Concurrent medication/care: People were
asked to discontinue any analgesic or anti-inflammatory drug therapy on the day prior
to commencement of the study. Throughout the study people were allowed
paracetamol, up to 4g/day as a 'rescue' analgesic. No other anti-inflammatory or
analgesic drug therapy was permitted. Indirectness: No indirectness

Comments: Antrafenine is not licensed for use in the UK and so was not included in
the analysis as agreed in the protocol. However, it was reported for completeness.

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: NAPROXEN versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: Pain on movement at 2 weeks; Group 1: mean 41 (SD 34); n=18, Group 2: mean 64 (SD 34); n=18; Visual analogue scale (pain)
0-100 Top=High is poor outcome; Comments: Reports final scores and p-values. Reported naproxen = 41.0. Reported placebo: 64.0. P-value = <0.05. Initial
score = 66.5.

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - High, Subgroups - Low, Other 1 - High, Comments - Unclear if randomised; Indirectness of outcome: No indirectness ; Baseline details: Crossover
study. Reports sex, age, weight, height and principal joint for everyone in the study.; Group 1 Number missing: 6, Reason: 3 withdrew while taking placebo (for
personal reasons unrelated to the drug therapy, 1 withdrew while taking antrafenine when she developed influenza, 1 withdrew after six weeks as they were
hospitalised for hip surgery, 1 withdrew while taking naproxen due to nausea and headache; Group 2 Number missing: 6, Reason: 3 withdrew while taking
placebo (for personal reasons unrelated to the drug therapy, 1 withdrew while taking antrafenine when she developed influenza, 1 withdrew after six weeks as
they were hospitalised for hip surgery, 1 withdrew while taking naproxen due to nausea and headache

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Physical function at <3- or >3- months;
Psychological distress at <3- or >3- months; Osteoarthritis flare-ups at <3- or >3-
months; Serious adverse event 1: Gastrointestinal adverse events at <3- or >3-
months; Serious adverse event 2: Renal and hepatic adverse events at <3- or >3-
months; Serious adverse event 2: Cardiovascular adverse events at <3- or >3-
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months; Serious adverse event 2: Central nervous system adverse events at <3- or
>3- months
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Study (subsidiary papers)

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Bingham 2007%5 (Bingham 200824, Bingham 20112¢, Bingham 2009?7)
RCT (Patient randomised; Parallel)

2 (pooled analysis of 2 RCTs) (n=1207)

Conducted in Unknown multicentre; Setting: Outpatient follow up
Unclear

Intervention + follow up: 12 weeks (and a 12 week additional extension which undoes
the randomisation and so will not be included in the analysis)

Adequate method of assessment/diagnosis: Osteoarthritis of the knee or hip for at
least 6 months who were American Rheumatology Association functional class I-llI

Other
Not applicable

Otherwise healthy males or non-pregnant females, at least 40 years of age, with a
diagnosis of osteoarthritis of the knee or hip for more than 6 months and were
American Rheumatology Association functional class I-lll. People were required to be
taking an NSAID at prescription strength for at least 30 days or paracetamol 1200-
4000mg strength on a regular basis (at least 25 of the last 30 days) with a history of
therapeutic benefit. Eligibility required people to meet specific flare criteria upon
medication washout.

Concurrent medical or arthritis disease which could confound evaluation of efficacy
(e.g. inflammatory arthritis, history of septic arthritis of the study joint, osteochondritis
desiccans or osteonecrosis of the study joint, Wilson's disease, haemochromatosis,
ochronosis or primary osteochondromatosis); candidates for imminent joint
replacement; serum creatinine >2.0mg/dL; congestive heart failure or unstable angina;
uncontrolled hypertension; stroke or transient ischaemic attack within 6 months;
certain neoplastic diseases; allergy to aspirin, ibuprofen, rofecoxib, celecoxib,
valdecoxib, other NSAID, paracetamol or sulpha drugs. Contraindicated prior
medications within pre-specified times of initiating the study included: intravenous,
intramuscular or oral corticosteroids; glucosamine and/or chondroitin sulphate; intra-
articular steroids; intra-articular hyaluronans; topical, oral or systemic analgesics;
warfarin, heparin and high-dose aspirin (defined as >325mg once daily); weight loss
agents; appetite suppressants and chronic medications use for <1 month at a stable
dose.

At screening, NSAID users had to demonstrate and assessment of pain walking on a
flat surface (WOMAC question 1) of <B0mm on a 100mm visual analogue scale.
Paracetamol users had to demonstrate a minimum of 40mm; a score of fair, poor or
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Age, gender and ethnicity

Further population details

Extra comments

Indirectness of population
Interventions

Funding

very poor on the Investigator Global Assessment of Disease Status and a minimum of
40mm on the PGADS. Following screening, prior NSAID users discontinued treatment
to allow for washout and symptom flare; paracetamol users remained on treatment. To
qualify for enrollment at the flare/baseline visit, NSAID users had to demonstrate a
minimum score of 40mm with an increase of 15mm on patient-assessed pain walking
on a flat surface, and IGADS worsening of at least one point on a 5-point Likert scale.
Paracetamol users had to demonstrate a minimum of 40mm of patient-assessed pain
walking on a flat surface, fair, poor or very poor on the IGADS, and a minimum of
40mm on the PGADS.

Age - Mean (SD): 62.1 (9.6). Gender (M:F): 404:803. Ethnicity: Asian = 9, Black = 95,
Hispanic = 36, White = 1059, Other = 8

1. Age: <75 years 2. Diagnostic method: Not stated / Unclear 3. Multimorbidities:
People with multimorbidities excluded (Stated to be 'otherwise healthy'). 4. Site of
osteoarthritis (for systemic treatments only): Multisite (Hip or knee).

Severity: American Rheumatology Association functional class I-ll
Duration of symptoms: Not stated explicitly. At least 6 months.

No indirectness

(n=963) Intervention 1: NSAIDs - Etoricoxib. Etoricoxib 30mg or celecoxib 200mg
once a day. Duration 12 weeks. Concurrent medication/care: Low dose aspirin
(325mg or less, once daily) was allowed for cardio-protective benefit. People could
continue with existing physical therapy, but were not permitted to initiate physical
therapy during the study period. Indirectness: No indirectness

Comments: These two groups were combined due to class effect as agreed in the
protocol

(n=244) Intervention 2: Placebo. Placebo once a day. Duration 12 weeks. Concurrent
medication/care: Low dose aspirin (325mg or less, once daily) was allowed for cardio-
protective benefit. People could continue with existing physical therapy, but were not
permitted to initiate physical therapy during the study period. Indirectness: No
indirectness

Study funded by industry (This study was funded by Merck and Co., Inc.)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: CELECOXIB OR ETORICOXIB versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

Osteoarthritis in over 16s: diagnosis and management - Pharmacological October 2022

116



FINAL

- Actual outcome for Other: WOMAC pain subscale at 12 weeks; Group 1: mean 41.8 (SD 23.6); n=953, Group 2: mean 53.1 (SD 24.7); n=238; WOMAC
pain subscale 0-100 Top=High is poor outcome; Comments: Etoricoxib study 1: 39.6 (22.9). Etoricoxib study 2: 41.6 (23.7). Celecoxib study 1: 42.8 (22.9).
Celecoxib study 2: 43.0 (24.6). Placebo study 1: 54.2 (24.6). Placebo study 2: 51.8 (24.8). Baseline etoricoxib study 1: 67.4 (16.2). Baseline etoricoxib study 2:
68.7 (16.4). Baseline celecoxib study 1: 67.5 (16.3). Baseline celecoxib study 2: 67.3 (18.7). Baseline placebo study 1: 69.1 (18.1). Baseline placebo study 2:
72.3 (17.2).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports sex, age, ethnicity, prior medicine use,
ARA function class, low-dose aspirin use, primary osteoarthritis joint and baseline values for outcomes; Group 1 Number missing: 166, Reason: Etoricoxib
study 1: 40 withdrew. 14 lack of efficacy, 11 clinical adverse events, 9 withdrew consent, 2 protocol deviations, 1 laboratory adverse event, 3 others. Etoricoxib
study 2: 32 withdrew. 15 lack of efficacy, 7 clinical adverse events, 7 withdrew consent, 1 protocol deviation, 2 other. Celecoxib study 1: 49 withdrew. 22 lack of
efficacy, 11 clinical adverse events, 7 withdrew consent, 3 protocol deviations, 2 laboratory adverse events, 4 other. Celecoxib study 2: 45 withdrew. 24 lack of
efficacy, 8 clinical adverse event, 5 withdrew consent, 4 protocol deviations, 1 laboratory adverse event, 4 other; Group 2 Number missing: 99, Reason:
Placebo study 1: 42 withdrew. 31 lack of efficacy, 6 clinical adverse events, 3 withdrew consent, 1 protocol deviation, 1 other. Placebo study 2: 57 withdrew. 39
lack of efficacy, 12 clinical adverse events, 4 withdrew consent, 2 other.

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Other: WOMAC physical function subscale at 12 weeks; Group 1: mean 43.5 (SD 23.7); n=953, Group 2: mean 54.3 (SD 24); n=237,;
WOMAC physical function subscale 0-100 Top=High is poor outcome; Comments: Etoricoxib study 1: 42.2 (22.9). Etoricoxib study 2: 44.2 (24.1). Celecoxib
study 1: 44.6 (23.2). Celecoxib study 2: 43.0 (24.6). Placebo study 1: 54.6 (23.9). Placebo study 2: 53.9 (24.2). Baseline etoricoxib study 1: 65.5 (17.6).
Baseline etoricoxib study 2: 67.7 (17.9). Baseline celecoxib study 1: 66.6 (17.9). Baseline celecoxib study 2: 65.8 (19.7). Baseline placebo study 1: 64.7 (18.0).
Baseline placebo study 2: 65.2 (18.7).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports sex, age, ethnicity, prior medicine use,
ARA function class, low-dose aspirin use, primary osteoarthritis joint and baseline values for outcomes; Group 1 Number missing: 166, Reason: Etoricoxib
study 1: 40 withdrew. 14 lack of efficacy, 11 clinical adverse events, 9 withdrew consent, 2 protocol deviations, 1 laboratory adverse event, 3 others. Etoricoxib
study 2: 32 withdrew. 15 lack of efficacy, 7 clinical adverse events, 7 withdrew consent, 1 protocol deviation, 2 other. Celecoxib study 1: 49 withdrew. 22 lack of
efficacy, 11 clinical adverse events, 7 withdrew consent, 3 protocol deviations, 2 laboratory adverse events, 4 other. Celecoxib study 2: 45 withdrew. 24 lack of
efficacy, 8 clinical adverse event, 5 withdrew consent, 4 protocol deviations, 1 laboratory adverse event, 4 other; Group 2 Number missing: 99, Reason:
Placebo study 1: 42 withdrew. 31 lack of efficacy, 6 clinical adverse events, 3 withdrew consent, 1 protocol deviation, 1 other. Placebo study 2: 57 withdrew. 39
lack of efficacy, 12 clinical adverse events, 4 withdrew consent, 2 other.

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Discontinuation due to Gl adverse events at 12 weeks; Group 1: 10/962, Group 2: 5/244; Comments: Etoricoxib study 1: 3.
Etoricoxib study 2: 3. Celecoxib study 1: 2. Celecoxib study 2: 2. Placebo study 1: 0. Placebo study 2: 5.

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: Serious indirectness, Comments: Only included people who discontinued due to
adverse events; Baseline details: Reports sex, age, ethnicity, prior medicine use, ARA function class, low-dose aspirin use, primary osteoarthritis joint and
baseline values for outcomes; Group 1 Number missing: 166, Reason: Etoricoxib study 1: 40 withdrew. 14 lack of efficacy, 11 clinical adverse events, 9
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withdrew consent, 2 protocol deviations, 1 laboratory adverse event, 3 others. Etoricoxib study 2: 32 withdrew. 15 lack of efficacy, 7 clinical adverse events, 7
withdrew consent, 1 protocol deviation, 2 other. Celecoxib study 1: 49 withdrew. 22 lack of efficacy, 11 clinical adverse events, 7 withdrew consent, 3 protocol
deviations, 2 laboratory adverse events, 4 other. Celecoxib study 2: 45 withdrew. 24 lack of efficacy, 8 clinical adverse event, 5 withdrew consent, 4 protocol
deviations, 1 laboratory adverse event, 4 other; Group 2 Number missing: 99, Reason: Placebo study 1: 42 withdrew. 31 lack of efficacy, 6 clinical adverse
events, 3 withdrew consent, 1 protocol deviation, 1 other. Placebo study 2: 57 withdrew. 39 lack of efficacy, 12 clinical adverse events, 4 withdrew consent, 2
other.

Protocol outcome 4: Serious adverse event 2: Cardiovascular adverse events at <3- or >3- months

- Actual outcome for Other: Discontinuation due to oedema-related and hypertension-related adverse events and adverse events of congestive heart failure,
pulmonary oedema or cardiac failure at 12 weeks; Group 1: 6/962, Group 2: 1/244; Comments: Etoricoxib study 1: Oedema-related AE: 1. Etoricoxib study 2:
Oedema-related AE: 1. Celecoxib study 1: Oedema-related AE: 1. Celecoxib study 2: Oedema-related AE: 0. Placebo study 1: Oedema-related AE: 0. Placebo
study 1: Oedema-related AE: 0. Etoricoxib study 1: hypertension related AE: 2. Etoricoxib study 2: hypertension related AE: 0. Celecoxib study 1: hypertension
related AE: 0. Celecoxib study 2: hypertension related AE: 0. Placebo study 1: hypertension related AE: 0. Placebo study 2: hypertension related AE: 0.
Etoricoxib study 1: pulmonary oedema or cardiac failure: 0. Etoricoxib study 2: pulmonary oedema or cardiac failure: 0. Celecoxib study 1: congestive heart
failure, pulmonary oedema or cardiac failure: 1. Celecoxib study 2: congestive heart failure, pulmonary oedema or cardiac failure: 0. Placebo study 1:
congestive heart failure, pulmonary oedema or cardiac failure: 0. Placebo study 2: congestive heart failure, pulmonary oedema or cardiac failure: 1.

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: Serious indirectness, Comments: Only included people who discontinued due to
adverse events; Baseline details: Reports sex, age, ethnicity, prior medicine use, ARA function class, low-dose aspirin use, primary osteoarthritis joint and
baseline values for outcomes; Group 1 Number missing: 166, Reason: Etoricoxib study 1: 40 withdrew. 14 lack of efficacy, 11 clinical adverse events, 9
withdrew consent, 2 protocol deviations, 1 laboratory adverse event, 3 others. Etoricoxib study 2: 32 withdrew. 15 lack of efficacy, 7 clinical adverse events, 7
withdrew consent, 1 protocol deviation, 2 other. Celecoxib study 1: 49 withdrew. 22 lack of efficacy, 11 clinical adverse events, 7 withdrew consent, 3 protocol
deviations, 2 laboratory adverse events, 4 other. Celecoxib study 2: 45 withdrew. 24 lack of efficacy, 8 clinical adverse event, 5 withdrew consent, 4 protocol
deviations, 1 laboratory adverse event, 4 other; Group 2 Number missing: 99, Reason: Placebo study 1: 42 withdrew. 31 lack of efficacy, 6 clinical adverse
events, 3 withdrew consent, 1 protocol deviation, 1 other. Placebo study 2: 57 withdrew. 39 lack of efficacy, 12 clinical adverse events, 4 withdrew consent, 2
other.

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Renal and
hepatic adverse events at <3- or >3- months; Serious adverse event 2: Central
nervous system adverse events at <3- or >3- months

Study Bhatia 202023
Study type RCT (Patient randomised; Parallel)

Number of studies (number 1 (n=37)
of participants)
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Countries and setting
Line of therapy
Duration of study

Method of assessment of
guideline condition

Stratum

Subgroup analysis within
study

Inclusion criteria
Exclusion criteria

Recruitment/selection of
patients

Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Funding

Conducted in India; Setting: Outpatient follow up

Unclear

Intervention + follow up: 6 weeks

Adequate method of assessment/diagnosis: People with signs and symptoms of osteoarthritis of the knee

Knee
Not applicable

People with signs and symptoms of osteoarthritis of the knee
No additional information
People were recruited from the outpatient clinics of the

Age - Range: 23 to 75 years. Gender (M:F): 12:24. Ethnicity: Not stated/unclear

1. Age: <75 years 2. Diagnostic method: Diagnosed without imaging 3. Multimorbidities: Not stated / Unclear 4. Site of
osteoarthritis (for systemic treatments only): Knee

Severity: Not stated/unclear
Duration of symptoms: Not stated/unclear

No indirectness

(n=24) Intervention 1: NSAID gels (topical - local) - Diclofenac gel. Diclofenac gel in two forms: 1) Diclofenac lipogel, 2)
Market product (Voveran(R) Emulgel(R)). People were provided with collapsible tubes (identified by a specific code number)
containing the gel including 20 grams of the gel. The gel was applied to the knee twice a day for 6 weeks.. Duration 6 weeks.
Concurrent medication/care: No additional information. Indirectness: No indirectness

Comments: The group combines two groups: group 1: Diclofenac lipogel (N=12) and group 2: Emulgel (N=12) due to class
effect as per the protocol.

(n=12) Intervention 2: Placebo. Placebo gel. People were provided with collapsible tubes (identified by a specific code
number) containing the gel including 20 grams of the gel. The gel was applied to the knee twice a day for 6 weeks.. Duration
6 weeks. Concurrent medication/care: No additional information.. Indirectness: No indirectness

Study funded by industry (The authors acknowledge the financial support from the M/s Life Care Innovations (P) Ltd.,
Gurgaon, India, for the preparation of test formulation(s). The authors are grateful to M/S Biochem Pharmaceutical Industries,
Mumbai, India and M/s Lipoid GmbH, Ludwigshafen, Germany, for the ex-gratis supply of diclofenac diethylamine and
phospholipids, respectively.)
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RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: DICLOFENAC GEL versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: WOMAC pain at 6 weeks; Group 1: mean 8.6 (SD 3.46); n=24, Group 2: mean 13.83 (SD 4.67); n=12; WOMAC pain 0-20
Top=High is poor outcome; Comments: Reported diclofenac lipogel: 7.46 (2.73). Reported emulgel: 9.73 (3.72). Reported placebo: 13.83 (4.67). Baseline
diclofenac lipogel: 12.92 (3.5). Baseline emulgel: 13.75 (5.22). Baseline placebo: 11.67 (4.72).

Risk of bias: All domain - Very high, Selection - Very high, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Does not clearly report baseline values (even
for outcomes, it reports the week 1 values, which means it is unclear); Group 1 Number missing: 0; Group 2 Number missing: 1, Reason: 1 refused to
continue due to no improvement

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Knee: WOMAC physical function at 6 weeks; Group 1: mean 36.65 (SD 10.27); n=24, Group 2: mean 53.67 (SD 13.58); n=12; WOMAC
physical function 0-68 Top=High is poor outcome; Comments: Reported diclofenac lipogel: 32.85 (10.39). Reported emulgel: 40.45 (8.60). Reported
placebo: 53.67 (13.58). Baseline diclofenac lipogel: 50.54 (10.60). Baseline emulgel: 51.25 (11.04). Baseline placebo: 47.25 (13.17).

Risk of bias: All domain - Very high, Selection - Very high, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Does not clearly report baseline values (even
for outcomes, it reports the week 1 values, which means it is unclear); Group 1 Number missing: 0; Group 2 Number missing: 1, Reason: 1 refused to
continue due to no improvement

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Knee: Gastrointestinal adverse events at 6 weeks; Group 1: 0/24, Group 2: 0/12

Risk of bias: All domain - Very high, Selection - Very high, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Does not clearly report baseline values (even
for outcomes, it reports the week 1 values, which means it is unclear); Group 1 Number missing: 0; Group 2 Number missing: 1, Reason: 1 refused to
continue due to no improvement

Protocol outcomes not Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months; Osteoarthritis flare-ups at <3- or >3- months;
reported by the study Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months; Serious adverse event 2: Cardiovascular
adverse events at <3- or >3- months; Serious adverse event 2: Central nervous system adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Birbara 20062°

RCT (Patient randomised; Parallel)

2 (pooled analysis of 2 RCTs) (n=808)
Conducted in USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 6 weeks

Adequate method of assessment/diagnosis: A clinical diagnosis of knee osteoarthritis
for at least 6 months, with an American Rheumatology Association functional class
rating of -l

Knee
Not applicable

People of at least 40 years of age with a clinical diagnosis of knee osteoarthritis for at
least 6 months, and had an American Rheumatology Association functional class
rating of I-lll. People also had to require regular treatment with a nonselective NSAID,
COX-2 selective inhibitor, or paracetamol. The eligibility criteria used for enrollment
differed between people who were prior nonselective NSAID and COX-2 selective
inhibitor users compared to people who were prior paracetamol users. Prior users of
nonselective NSAIDs and COX-2 selective inhibitors discontinued these medications
at the screening visit and returned for evaluation after an appropriate washout period
of 4 to 15 days, depending on the discontinued medication. They were eligible for
randomisation if they had a minimum of 40mm on 'patient assessed pain walking on a
flat surface' (question 1 on the WOMAC scale) which had increased by at least 15mm
since discontinuing their original osteoarthritis medication. They were also required to
have a worsening in Investigator Global Assessment of Disease Status of at least 1
unit on a five-point categorical scale. People previously taking paracetamol for
osteoarthritis symptoms were permitted to continue their medication until 12 hours
before the study visit. Paracetamol patients were required to have a measure of at
least 40mm for WOmAC pain walking on a flat surface and a rating of 'very poor',
'poor’, or 'fair' on IGADS at both the screening visit and randomisation visit while on
paracetamol, no flare of disease was required.

People with a concurrent medical (or arthritic) disease that potentially could confound
the evaluation of efficacy, including inflammatory arthritis and metabolic disorders
associated with arthritis; people with isolated patello-femoral disease manifested by
primary anterior knee pain; plans for imminent joint replacement; a history of acute
injury of the study joint within the previous 2 years; clinical or laboratory evidence of
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Recruitment/selection of patients

Age, gender and ethnicity
Further population details
Extra comments

Indirectness of population
Interventions

systemic disease that would contradict the use of nonselective NSAIDs or
paracetamol; serum creatinine greater than 2.0mg/dL or serum transaminases
exceeding 1.5x the upper limit of normal; uncontrolled angina or congestive heart
failure; myocardial infarction, cardiopulmonary bypass surgery, or angioplasty within 1
year; uncontrolled hypertension; a history of stroke or transient ischaemic attack within
1 year; a history of alcohol or substance abuse within 5 years; a history of allergic
reaction to COX-2 selective inhibitors, nonselective NSAIDs, paracetamol or sulfa
drugs

The eligibility criteria used for enroliment differed between people who were prior
nonselective NSAID and COX-2 selective inhibitor users compared to people who
were prior paracetamol users. Prior users of nonselective NSAIDs and COX-2
selective inhibitors discontinued these medications at the screening visit and returned
for evaluation after an appropriate washout period of 4 to 15 days, depending on the
discontinued medication. They were eligible for randomisation if they had a minimum
of 40mm on 'patient assessed pain walking on a flat surface' (question 1 on the
WOMAC scale) which had increased by at least 15mm since discontinuing their
original osteoarthritis medication. They were also required to have a worsening in
Investigator Global Assessment of Disease Status of at least 1 unit on a five-point
categorical scale. People previously taking paracetamol for osteoarthritis symptoms
were permitted to continue their medication until 12 hours before the study visit.
Paracetamol patients were required to have a measure of at least 40mm for WOmMAC
pain walking on a flat surface and a rating of 'very poor', 'poor’, or 'fair' on IGADS at
both the screening visit and randomisation visit while on paracetamol, no flare of
disease was required.

Age - Mean (SD): 60.7 (10.6). Gender (M:F): 255:553. Ethnicity: Asian = 7, Black = 49,
Hispanic = 66, White = 650, Other = 30

1. Age: <75 years 2. Diagnostic method: Not stated / Unclear 3. Multimorbidities: Not
stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Knee

Severity: American Rheumatology Association functional class rating of |-l
Duration of symptoms: Not stated explicitly. At least 6 months.

No indirectness

(n=326) Intervention 1: NSAIDs - Celecoxib. Celecoxib 200mg once a day with a
placebo tablet once a day. Duration 6 weeks. Concurrent medication/care: People
were allowed to take paracetamol (maximum dose 2600mg/day) as rescue therapy for
osteoarthritis pain if the study medication did not provide adequate pain control and
were instructed to discontinue use 12 hours before study visits. People who used low-
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dose aspirin (81mg or less daily) for cardioprotective effects were permitted to
continue low-dose aspirin use during the studies. Glucosamine and chondroitin
sulfate, if taken for longer than 6 months, were also permitted if taken at the same
stable dose for the duration of the studies. Use of the following agents was not
permitted: intra-articular corticosteroids, sodium hyaluronate, or hylan G-F 20 (within
the last 3 months); intravenous, intramuscular or oral corticosteroids (within the last
month); warfarin, ticlopidine, clopidogrel, prescription weight loss agents, or appetite
suppressants; and topical, oral or systemic analgesics other than the study
medications or paracetamol. Indirectness: No indirectness

(n=319) Intervention 2: NSAIDs - Other. Rofecoxib 12.5mg once a day and a placebo
tablet once a day. Duration 6 weeks. Concurrent medication/care: People were
allowed to take paracetamol (maximum dose 2600mg/day) as rescue therapy for
osteoarthritis pain if the study medication did not provide adequate pain control and
were instructed to discontinue use 12 hours before study visits. People who used low-
dose aspirin (81mg or less daily) for cardioprotective effects were permitted to
continue low-dose aspirin use during the studies. Glucosamine and chondroitin
sulfate, if taken for longer than 6 months, were also permitted if taken at the same
stable dose for the duration of the studies. Use of the following agents was not
permitted: intra-articular corticosteroids, sodium hyaluronate, or hylan G-F 20 (within
the last 3 months); intravenous, intramuscular or oral corticosteroids (within the last
month); warfarin, ticlopidine, clopidogrel, prescription weight loss agents, or appetite
suppressants; and topical, oral or systemic analgesics other than the study
medications or paracetamol. Indirectness: No indirectness

Comments: Rofecoxib is not licensed for use in the UK and so was not include in the
analysis as agreed in the protocol. It is reported here for completeness.

(n=163) Intervention 3: Placebo. Placebo (celecoxib) and placebo (rofecoxib) once a
day. Duration 6 weeks. Concurrent medication/care: People were allowed to take
paracetamol (maximum dose 2600mg/day) as rescue therapy for osteoarthritis pain if
the study medication did not provide adequate pain control and were instructed to
discontinue use 12 hours before study visits. People who used low-dose aspirin (81mg
or less daily) for cardioprotective effects were permitted to continue low-dose aspirin
use during the studies. Glucosamine and chondroitin sulfate, if taken for longer than 6
months, were also permitted if taken at the same stable dose for the duration of the
studies. Use of the following agents was not permitted: intra-articular corticosteroids,
sodium hyaluronate, or hylan G-F 20 (within the last 3 months); intravenous,
intramuscular or oral corticosteroids (within the last month); warfarin, ticlopidine,
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clopidogrel, prescription weight loss agents, or appetite suppressants; and topical, oral
or systemic analgesics other than the study medications or paracetamol. Indirectness:
No indirectness

Funding Study funded by industry (This study was funded by Merck & Co. Inc.)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: CELECOXIB versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: WOMAC pain subscale at 6 weeks; Group 1: mean -27.9 (SD 23.6); n=320, Group 2: mean -20.1 (SD 23.6); n=159; WOMAC
pain subscale 0-100 Top=High is poor outcome; Comments: Reports change scores and p-values. Calculated SD from this. Reported study 1 celecoxib: -
27.30. Reported study 2 celecoxib: -28.51. Reported study 1 placebo: -19.24. Reported study 2 placebo: -20.95. Reported study 1 p-value: 0.021. Reported
study 2 p-value: 0.013. Calculated standard error group 1: 3.47. Calculated SD group 1: 25.0. Calculated standard error group 2: 3.02. Calculated SD group 2:
22.1. Baseline study 1 celecoxib: 68.3 (17.0). Baseline study 2 celecoxib: 66.8 (17.3). Baseline study 1 placebo: 68.5 (17.0). Baseline study 2 placebo: 68.7
(17.6).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports sex, age, race, medication used and
baseline values of outcomes; Group 1 Number missing: 40, Reason: Study 1 celecoxib: 14 discontinued. 3 for clinical adverse experience, 2 lost to follow up, 3
withdrew consent, 5 lack of efficacy, 1 moved. Study 2: 26 discontinued. 6 for clinical adverse experience, 4 lost to follow up, 2 withdrew consent, 11 lack of
efficacy, 3 other.; Group 2 Number missing: 47, Reason: Study 1 placebo: 21 discontinued. 2 clinical adverse experience, 1 withdrew consent, 17 lack of
efficacy, 1 other. Study 2 placebo: 26 discontinued. 3 clinical adverse experience, 3 lost to follow up, 6 withdrew consent, 13 lack of efficacy, 1 other.

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Knee: WOMAC physical function subscale at 6 weeks; Group 1: mean -25.1 (SD 24.3); n=321, Group 2: mean -17.2 (SD 24.2); n=159;
WOMAC physical function subscale 0-100 Top=High is poor outcome; Comments: Reports change scores and p-values. Calculated SD from this. Reported
study 1 celecoxib: -26.52. Reported study 2 celecoxib: -23.71. Reported study 1 placebo: -16.90. Reported study 2 placebo: -17.45. Reported study 1 p-value:
0.010. Reported study 2 p-value: 0.034. Calculated standard error group 1: 3.70. Calculated SD group 1: 26.7. Calculated standard error group 2: 2.94.
Calculated SD group 2: 21.6. Baseline study 1 celecoxib: 67.5 (17.5). Baseline study 2 celecoxib: 63.1 (19.8). Baseline study 1 placebo: 65.0 (19.4). Baseline
study 2 placebo: 65.1 (19.4).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports sex, age, race, medication used and
baseline values of outcomes; Group 1 Number missing: 40, Reason: Study 1 celecoxib: 14 discontinued. 3 for clinical adverse experience, 2 lost to follow up, 3
withdrew consent, 5 lack of efficacy, 1 moved. Study 2: 26 discontinued. 6 for clinical adverse experience, 4 lost to follow up, 2 withdrew consent, 11 lack of
efficacy, 3 other.; Group 2 Number missing: 47, Reason: Study 1 placebo: 21 discontinued. 2 clinical adverse experience, 1 withdrew consent, 17 lack of
efficacy, 1 other. Study 2 placebo: 26 discontinued. 3 clinical adverse experience, 3 lost to follow up, 6 withdrew consent, 13 lack of efficacy, 1 other.

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months
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- Actual outcome for Knee: Gastrointestinal adverse experiences at 6 weeks; Group 1: 23/326, Group 2: 11/162

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports sex, age, race, medication used and
baseline values of outcomes; Group 1 Number missing: 40, Reason: Study 1 celecoxib: 14 discontinued. 3 for clinical adverse experience, 2 lost to follow up, 3
withdrew consent, 5 lack of efficacy, 1 moved. Study 2: 26 discontinued. 6 for clinical adverse experience, 4 lost to follow up, 2 withdrew consent, 11 lack of
efficacy, 3 other.; Group 2 Number missing: 47, Reason: Study 1 placebo: 21 discontinued. 2 clinical adverse experience, 1 withdrew consent, 17 lack of
efficacy, 1 other. Study 2 placebo: 26 discontinued. 3 clinical adverse experience, 3 lost to follow up, 6 withdrew consent, 13 lack of efficacy, 1 other.
Protocol outcome 4: Serious adverse event 2: Cardiovascular adverse events at <3- or >3- months

- Actual outcome for Knee: Oedema-related adverse experiences causing discontinuation and Hypertension-related adverse experiences causing
discontinuation at 6 weeks; Group 1: 1/326, Group 2: 2/162; Comments: Celecoxib: hypertension-related events = 1. Placebo: hypertension-related events =
1, oedema-related events = 1.

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: Serious indirectness, Comments: Adverse events are recorded only when they
lead to discontinuation; Baseline details: Reports sex, age, race, medication used and baseline values of outcomes; Group 1 Number missing: 40, Reason:
Study 1 celecoxib: 14 discontinued. 3 for clinical adverse experience, 2 lost to follow up, 3 withdrew consent, 5 lack of efficacy, 1 moved. Study 2: 26
discontinued. 6 for clinical adverse experience, 4 lost to follow up, 2 withdrew consent, 11 lack of efficacy, 3 other.; Group 2 Number missing: 47, Reason:
Study 1 placebo: 21 discontinued. 2 clinical adverse experience, 1 withdrew consent, 17 lack of efficacy, 1 other. Study 2 placebo: 26 discontinued. 3 clinical
adverse experience, 3 lost to follow up, 6 withdrew consent, 13 lack of efficacy, 1 other.

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Renal and
hepatic adverse events at <3- or >3- months; Serious adverse event 2: Central
nervous system adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity

Bocanegra 19983

RCT (Patient randomised; Parallel)

1 (n=572)

Conducted in USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 6 weeks

Adequate method of assessment/diagnosis: Symptomatic osteoarthritis of the knee
and/or hip with a functional capacity classification of 1-3

Other
Not applicable

Adults with symptomatic osteoarthritis of the knee and/or hip; a Functional Capacity
Classification of I-1ll; and a documented history but not current presence of significant
upper Gl mucosal damage (i.e. gastric, pyloric channel, or duodenal ulcer, or more
than 10 endoscopically confirmed erosions in the stomach or duodenum)

Arthritis other than osteoarthritis; malignancy of any type; renal, hepatic, or
coagulation disorder that, in the opinion of the investigator, may pose a safety risk for
the patient; presence of gastric or duodenal surgery other than a simple oversew;
recent use of corticosteroids (including intraarticular injections) or anticoagulants; or
use of any NSAID except aspirin <325mg/day) or any analgesics within 3 days prior to
baseline arthritis assessments.

After the screening visit, those taking NSAID or analgesics discontinued their current
arthritis medication and returned to the clinic, between 3 and 14 days after
discontinuation for the baseline evaluation. To be eligible for the study, at the baseline
visit, people had to meet all the inclusion and none of the exclusion criteria and have
worsening of osteoarthritis symptoms compared to screening evaluation, and not have
an ulcer or more than 10 erosions in either the stomach or the duodenum on baseline
upper Gl endoscopy. Worsening of symptoms was defined as at least 2 of the
following 3: 1) an increase of one grade or more since screening or a score of "poor "
or "very poor" on the Physician's global assessment; 2) an increase of one grade or
more since screening or a score of "poor " or "very poor" on the Patient's global
assessment; 3) An increase of at least 2 points since screening, or a score of 7 or
higher, on the Osteoarthritis Severity Index

Age - Mean (SD): 62.5 (10.4). Gender (M:F): 180:392. Ethnicity: Not stated
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Further population details

Extra comments

Indirectness of population
Interventions

Funding

1. Age: <75 years 2. Diagnostic method: Not stated / Unclear 3. Multimorbidities: Not
stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Multisite (Knee
or hip).

Severity: Functional capacity classification 1-3
Duration of symptom (mean [SD]: 11.2 (8.7) years.

No indirectness

(n=327) Intervention 1: NSAID and gastroprotection - NSAID and misoprostol . Either
diclofenac 50mg with misoprostol 200 micrograms three times a day, or diclofenac
75mg with misoprostol 200 micrograms two times a day . Duration 6 weeks.
Concurrent medication/care: No additional information - all antiinflammatory drugs
were not permitted (with the exception of aspirin £325mg/day).. Indirectness: No
indirectness

Comments: These two formulations of diclofenac and misoprostol were reported
separately but were combined for the analysis as per the protocol

(n=154) Intervention 2: NSAIDs - Diclofenac. Diclofenac 75mg twice a day. Duration 6
weeks. Concurrent medication/care: No additional information - all antiinflammatory
drugs were not permitted (with the exception of aspirin £325mg/day).. Indirectness: No
indirectness

(n=91) Intervention 3: Placebo. Matching placebo. Duration 6 weeks. Concurrent

medication/care: No additional information - all antiinflammatory drugs were not
permitted (with the exception of aspirin <325mg/day).. Indirectness: No indirectness

Study funded by industry (Supported by G.D. Searle & Co., Skokie, lllinois, USA)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: DICLOFENAC AND MISOPROSTOL versus DICLOFENAC

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Other: Patient's assessment of arthritis pain, VAS at 6 weeks; Group 1: mean -2.89 (SD 2.99); n=327, Group 2: mean -2.87 (SD 3.08);
n=154; Visual analogue scale 0-10 Top=High is poor outcome; Comments: Reported D50/M200 = -2.39 (2.77). Reported D75/M200 = -2.95 (2.80). Baseline
D50/M200 6.3 (1.91). Baseline D75/M200 = 6.6 (2.03). Baseline Diclofenac = 6.6 (2.14).

Risk of bias: All domain — Very high, Selection — High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, affected joint, disease
duration and baseline values of outcomes; Group 1 Number missing: 54, Reason: 54 withdrew. 37 withdrew due to adverse events, 6 withdrew due to lack of
efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution); Group 2 Number missing: 28, Reason: 28 withdrew. 20
withdrew due to adverse events, 3 withdrew due to lack of efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution)
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Protocol outcome 2: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Gastroduodenal ulcers at 6 weeks; Group 1: 22/327, Group 2: 24/154; Comments: D50/M200: gastroduodenal ulcer = 11.
D75/M200: gastroduodenal ulcer = 11. Diclofenac: gastroduodenal ulcer = 24.

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, affected joint, disease duration and
baseline values of outcomes; Group 1 Number missing: 54, Reason: 54 withdrew. 37 withdrew due to adverse events, 6 withdrew due to lack of efficacy, the
remainder withdrew for 'miscellaneous' reasons (not given with group distribution); Group 2 Number missing: 28, Reason: 28 withdrew. 20 withdrew due to
adverse events, 3 withdrew due to lack of efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution)

Protocol outcome 3: Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months

- Actual outcome for Other: Increases in AST or ALT levels to above 3 times the upper limit of normal at 6 weeks; Group 1: 5/327, Group 2: 2/154

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, affected joint, disease duration and
baseline values of outcomes; Group 1 Number missing: 54, Reason: 54 withdrew. 37 withdrew due to adverse events, 6 withdrew due to lack of efficacy, the
remainder withdrew for 'miscellaneous' reasons (not given with group distribution); Group 2 Number missing: 28, Reason: 28 withdrew. 20 withdrew due to
adverse events, 3 withdrew due to lack of efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: DICLOFENAC AND MISOPROSTOL versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Other: Patient's assessment of arthritis pain, VAS at 6 weeks; Group 1: mean -2.89 (SD 2.99); n=327, Group 2: mean -1.3 (SD 3.04);
n=91; Visual analogue scale 0-10 Top=High is poor outcome; Comments: Reported D50/M200 = -2.39 (2.77). Reported D75/M200 = -2.95 (2.80). Baseline
D50/M200 6.3 (1.91). Baseline D75/M200 = 6.6 (2.03). Baseline placebo = 6.4 (1.92).

Risk of bias: All domain — Very high, Selection — High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, affected joint, disease
duration and baseline values of outcomes; Group 1 Number missing: 54, Reason: 54 withdrew. 37 withdrew due to adverse events, 6 withdrew due to lack of
efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution); Group 2 Number missing: 21, Reason: 21 withdrew. 6 withdrew
due to adverse events, 14 withdrew due to lack of efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution)

Protocol outcome 2: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Gastroduodenal ulcers at 6 weeks; Group 1: 22/327, Group 2: 3/91; Comments: D50/M200: gastroduodenal ulcer = 11. D75/M200:
gastroduodenal ulcer = 11. Placebo: gastroduodenal ulcer = 3.

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, affected joint, disease duration and
baseline values of outcomes; Group 1 Number missing: 54, Reason: 54 withdrew. 37 withdrew due to adverse events, 6 withdrew due to lack of efficacy, the
remainder withdrew for 'miscellaneous' reasons (not given with group distribution); Group 2 Number missing: 21, Reason: 21 withdrew. 6 withdrew due to
adverse events, 14 withdrew due to lack of efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution)
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Protocol outcome 3: Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months

- Actual outcome for Other: Increases in AST or ALT levels to above 3 times the upper limit of normal at 6 weeks; Group 1: 5/327, Group 2: 0/91

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, affected joint, disease duration and
baseline values of outcomes; Group 1 Number missing: 54, Reason: 54 withdrew. 37 withdrew due to adverse events, 6 withdrew due to lack of efficacy, the
remainder withdrew for 'miscellaneous' reasons (not given with group distribution); Group 2 Number missing: 21, Reason: 21 withdrew. 6 withdrew due to
adverse events, 14 withdrew due to lack of efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: DICLOFENAC versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Other: Patient's assessment of arthritis pain, VAS at 6 weeks; Group 1: mean -2.87 (SD 3.08); n=154, Group 2: mean -1.3 (SD 3.04);
n=91; Visual analogue scale 0-10 Top=High is poor outcome; Comments: Baseline Diclofenac = 6.6 (2.14). Baseline placebo = 6.4 (1.92).

Risk of bias: All domain — Very high, Selection — High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, affected joint, disease
duration and baseline values of outcomes; Group 1 Number missing: 28, Reason: 28 withdrew. 20 withdrew due to adverse events, 3 withdrew due to lack of
efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution); Group 2 Number missing: 21, Reason: 21 withdrew. 6 withdrew
due to adverse events, 14 withdrew due to lack of efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution)

Protocol outcome 2: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Gastroduodenal ulcers at 6 weeks; Group 1: 24/154, Group 2: 3/91; Comments: Diclofenac: gastroduodenal ulcer = 24. Placebo:
gastroduodenal ulcer = 3.

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, affected joint, disease duration and
baseline values of outcomes; Group 1 Number missing: 28, Reason: 28 withdrew. 20 withdrew due to adverse events, 3 withdrew due to lack of efficacy, the
remainder withdrew for 'miscellaneous' reasons (not given with group distribution); Group 2 Number missing: 21, Reason: 21 withdrew. 6 withdrew due to
adverse events, 14 withdrew due to lack of efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution)

Protocol outcome 3: Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months

- Actual outcome for Other: Increases in AST or ALT levels to above 3 times the upper limit of normal at 6 weeks; Group 1: 2/154, Group 2: 0/91

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, affected joint, disease duration and
baseline values of outcomes; Group 1 Number missing: 28, Reason: 28 withdrew. 20 withdrew due to adverse events, 3 withdrew due to lack of efficacy, the
remainder withdrew for 'miscellaneous' reasons (not given with group distribution); Group 2 Number missing: 21, Reason: 21 withdrew. 6 withdrew due to
adverse events, 14 withdrew due to lack of efficacy, the remainder withdrew for 'miscellaneous' reasons (not given with group distribution)
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Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Physical function at <3- or >3- months;

Psychological distress at <3- or >3- months; Osteoarthritis flare-ups at <3- or >3-
months; Serious adverse event 2: Cardiovascular adverse events at <3- or >3-

months; Serious adverse event 2: Central nervous system adverse events at <3- or
>3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy
Duration of study
Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population

Bolten 199232
RCT (Patient randomised; Parallel)
1 (n=361)

Conducted in Australia, Belgium, Canada, France, Germany, Greece, Luxembourg,
Mexico, Portugal, United Kingdom, Venezuela; Setting: Outpatient follow up

Unclear
Intervention + follow up: 4 weeks

Adequate method of assessment/diagnosis: A confirmed diagnosis of osteoarthritis of
the hip and/or knee (at least clinical assessment)

Other
Not applicable

People of any sex, of the legal age of consent with a confirmed diagnosis of
osteoarthritis of the hip and/or knee of at least 3 months duration, to require
continuous NSAID therapy for the duration of the study and to have a functional
capacity classification of I-lll. Female candidates of childbearing potential were
required to have a negative pregnancy test prior to starting the study and to use
adequate contraception during the study.

Arthritis other than osteoarthritis; any other rheumatic disease, psoriasis, acute joint
trauma at the osteoarthritis site; any musculoskeletal disorder of the lumbosacral area,
syphilitic neuropathy, ochronosis, or metabolic bone disease; candidates with
significant upper gastrointestinal mucosal damage (i.e. >10 erosions in the stomach;
>10 erosions in the duodenum; oesophageal, gastric, pyloric channel or duodenal
ulcer); any active gastrointestinal disease; renal or hepatic disorders; or malignancy;
use of corticosteroids or disease-modifying antirheumatic drugs in the past 30 days;
chronic use of analgesics or NSAIDs (including aspirin).

Multicenter
Age - Mean (SD): 60.3 (12.0). Gender (M:F): 97:264. Ethnicity: Not stated

1. Age: Mixed (Based on range, 31-91). 2. Diagnostic method: Not stated / Unclear 3.
Multimorbidities: Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments
only): Multisite (Hip (52), knee (208) or both (101)).

Severity: Functional capacity class I-IV, mean osteoarthritis severity index 11.2 (3.7)
Duration of symptoms: Median 1-10 years.

No indirectness
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Interventions (n=178) Intervention 1: NSAID and gastroprotection - NSAID and misoprostol .
Diclofenac with misoprostol - 50mg diclofenac sodium with 200micrograms
misoprostol twice or three times a day (at the discretion of the investigator for
adequate control of the person's arthritis). Duration 4 weeks. Concurrent
medication/care: The use of any other NSAIDs, analgesics or antiulcer drugs during
the study was prohibited. Indirectness: No indirectness

(n=183) Intervention 2: NSAIDs - Diclofenac. 50mg diclofenac sodium two to three
times per day (at the discretion of the investigator for adequate control of the person's
arthritis) with matching placebo (to correspond with misoprotsol). Duration 4 weeks.
Concurrent medication/care: The use of any other NSAIDs, analgesics or antiulcer
drugs during the study was prohibited. Indirectness: No indirectness

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: NSAID AND MISOPROSTOL versus DICLOFENAC

Protocol outcome 1: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Ulcer of any size, erosions and petechiae at 4 weeks; Group 1: 50/162, Group 2: 72/167; Comments: Diclofenac/misoprostol: Ulcer
of any size = 0, >10 (?>25) erosions = 2, 11-25 erosions = 1, 6-10 erosions = 4, 1-5 erosions = 20, >10 petechiae = 2, 1-10 petechiae = 21.
Diclofenac/placebo: Ulcer of any size = 6, >10 (?>25) erosions = 0, 11-25 erosions = 2, 6-10 erosions = 5, 1-5 erosions = 37, >10 petechiae = 1, 1-10
petechiae = 21.

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, major joint affected, duration of arthritis,
functional capacity, and baseline values for outcomes. Does not mention number of people who had twice daily or three times daily medication; Group 1
Number missing: 26, Reason: Endoscopy completed in 162 people. 3 withdrew due to protocol violations, 10 due to adverse events, 6 were lost to follow up.;
Group 2 Number missing: 27, Reason: Endoscopy completed in 167 people. 3 were withdrawn due to protocol violations, 11 due to adverse events, 3 were lost
to follow up

Protocol outcome 2: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Other: Headache at 4 weeks; Group 1: 12/178, Group 2: 20/183

Risk of bias: All domain — High, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex, major joint affected, duration of arthritis,
functional capacity, and baseline values for outcomes. Does not mention number of people who had twice daily or three times daily medication; Group 1
Number missing: 26, Reason: Endoscopy completed in 162 people. 3 withdrew due to protocol violations, 10 due to adverse events, 6 were lost to follow up.;
Group 2 Number missing: 27, Reason: Endoscopy completed in 167 people. 3 were withdrawn due to protocol violations, 11 due to adverse events, 3 were lost
to follow up
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Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Pain reduction at <3- or >3- months; Physical
function at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Cardiovascular
adverse events at <3- or >3- months; Serious adverse event 2: Renal and hepatic
adverse events at <3- or >3- months

Osteoarthritis in over 16s: diagnosis and management - Pharmacological October 2022
133



FINAL

Study Bookman 200433

Study type RCT (Patient randomised; Parallel)

Number of studies (number of participants) 1 (n=248)

Countries and setting Conducted in Canada; Setting: Outpatient follow up

Line of therapy Unclear

Duration of study Intervention + follow up: 4 weeks

Method of assessment of guideline condition Adequate method of assessment/diagnosis: Primary osteoarthritis in at least 1 knee,

verified radiologically within the previous 6 months and at least moderate pain during
the 2 weeks before random assignment to treatment.

Stratum Knee
Subgroup analysis within study Not applicable
Inclusion criteria Primary osteoarthritis in at least 1 knee, verified radiologically within the previous 6

months and scored (as normal, minimal, moderate or marked) for joint-space
narrowing and marginal osteophytes in the medial, lateral and patellofemoral
compartments, at least moderate pain during the 2 weeks before random assignment
to treatment, as identified with the WOMAC pain subscale; age 18 to 80 years; if
female could not become pregnant.

Exclusion criteria Secondary arthritis related to syphilitic neuropathy; ochronosis; metabolic bone
disease or acute trauma; sensitivity to diclofenac, acetylsalicylic acid or any other
NSAID, DMSO, propylene glycol, glycerin or ethanol; clinically active renal, hepatic or
peptic ulcer disease; history of alcohol or drug abuse; lactation; concomitant skin
disease at the application site; corticosteroid use; use of another topical product at the
application site; oral use of an analgesic or glucosamine.

Recruitment/selection of patients People using NSAIDs or other prohibited medications underwent a 1-week washout of
that medication before baseline assessment and random allocation to treatment (this
was a nonflare study: an increase in pain after washout of previous medication was
not required).

Age, gender and ethnicity Age - Mean (SD): 61.8 (11.5). Gender (M:F): 91:157. Ethnicity: Not stated

Further population details 1. Age: Mixed (Based on range: 18-80 years). 2. Diagnostic method: Diagnosed with
imaging 3. Multimorbidities: Not stated / Unclear 4. Site of osteoarthritis (for systemic
treatments only): Knee

Extra comments Severity: Not stated
Duration of symptoms: Not stated

Osteoarthritis in over 16s: diagnosis and management - Pharmacological October 2022
134



FINAL

Indirectness of population No indirectness

Interventions (n=84) Intervention 1: NSAID gels (topical - local) - Diclofenac gel. 1.5% wt/wt
diclofenac sodium in a carrier containing DMSO (45.5% wt/wt), propylene glycol,
glycerin, ethanol and water. Duration 4 weeks. Concurrent medication/care: The use
of acetylsalicylic acid (no more than 325mg/day) was permitted for cardiovascular
prophylaxis. Indirectness: No indirectness

(n=164) Intervention 2: Placebo. Placebo gels - a vehicle-control solution consisting of
the complete carrier, including DMSO (45.5% wt/wt), but no diclofenac; and a placebo
solution consisting of a modified carrier with a token amount of DMSO (4.55% wt/wt)
for blinding purposes but no dliclofenac. Duration 4 weeks. Concurrent
medication/care: The use of acetylsalicylic acid (no more than 325mg/day) was
permitted for cardiovascular prophylaxis. Indirectness: No indirectness

Comments: These two groups were pooled together as they were both deemed to be
placebo agents

Funding Other author(s) funded by industry (Kate Williams and Zev Shainhouse were
employees of Dimethaid Health Care Ltd when the study was conducted)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: DICLOFENAC GEL versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: WOMAC pain subscale at 4 weeks; Group 1: mean -3.9 (SD 4.4); n=84, Group 2: mean -2.5 (SD 3.7); n=163; WOMAC pain
subscale 0-20 Top=High is poor outcome; Comments: Reports change scores and 95% confidence intervals. Calculated SD from this. Reported diclofenac: -
3.9 (-4.8 to -2.9). Reported vehicle control: -2.5 (-3.3 to -1.7). Reported placebo: -2.5 (-3.3 to -1.7). Calculated SD diclofenac: 4.4. Calculated SD vehicle
control: 3.6. Calculated SD placebo: 3.7. Baseline diclofenac: 9.1 (3.5). Baseline vehicle control: 9.3 (3.5). Baseline placebo: 9.4 (3.6).

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, age, weight, height, people with bilateral
osteoarthritis and baseline values of outcomes; Group 1 Number missing: 10, Reason: Adverse events related to study solution = 5, lack of effect = 2, other
medical or personal reasons = 3.; Group 2 Number missing: 29, Reason: Vehicle-control solution: Adverse events related to study solution = 3, lack of effect =
8, other medical or personal reason = 3. Placebo solution: Adverse event related to study solution = 0, lack of effect = 10, other medical or personal reason =
5.

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Knee: WOMAC physical function subscale at 4 weeks; Group 1: mean -11.6 (SD 14.7); n=84, Group 2: mean -6.4 (SD 11.6); n=163;
WOMAC physical function subscale 0-68 Top=High is poor outcome; Comments: Reports change scores and 95% confidence intervals. Calculated SD from
this. Reported diclofenac: -11.6 (-14.7 to -8.4). Reported vehicle control: -5.7 (-8.3 to -3.2). Reported placebo: -7.1 (-9.3 to -4.4). Calculated SD diclofenac:
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14.7. Calculated SD vehicle control: 11.6. Calculated SD placebo: 11.5. Baseline diclofenac: 29.5 (13.7). Baseline vehicle control: 30.5 (11.9). Baseline
placebo: 30.9 (13.1).

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, age, weight, height, people with bilateral
osteoarthritis and baseline values of outcomes; Group 1 Number missing: 10, Reason: Adverse events related to study solution = 5, lack of effect = 2, other
medical or personal reasons = 3.; Group 2 Number missing: 29, Reason: Vehicle-control solution: Adverse events related to study solution = 3, lack of effect =
8, other medical or personal reason = 3. Placebo solution: Adverse event related to study solution = 0, lack of effect = 10, other medical or personal reason =
5.

Protocol outcome 3: Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months

- Actual outcome for Knee: ALT and AST elevated values at 4 weeks; Group 1: 2/82, Group 2: 5/149; Comments: Diclofenac: ALT and AST: 1, AST only: 1.
Vehicle-control: ALT and AST: 2, ALT only: 2, Placebo: AST only: 1.

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, age, weight, height, people with bilateral
osteoarthritis and baseline values of outcomes; Group 1 Number missing: 5, Reason: Lack of effect = 2, other medical or personal reasons = 3.; Group 2
Number missing: 26, Reason: Vehicle-control solution: Lack of effect = 8, other medical or personal reason = 3. Placebo solution: Lack of effect = 10, other
medical or personal reason = 5.

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 1:
Gastrointestinal adverse events at <3- or >3- months; Serious adverse event 2:
Cardiovascular adverse events at <3- or >3- months; Serious adverse event 2: Central
nervous system adverse events at <3- or >3- months
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Study (subsidiary papers)

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Bradley 19913 (Bradley 20013)

RCT (Patient randomised; Parallel)

1 (n=184)

Conducted in USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 4 weeks

Adequate method of assessment/diagnosis: Knee pain and evidence of grade 2-3
osteoarthritis on standing anteroposterior and lateral radiographs of the knee

Knee
Not applicable

All were at least 30 years old and had knee pain and evidence of grade 2 or 3
moderate osteoarthritis on standing anteroposterior and lateral radiographs of the
knee. All were able to walk without assistance or assistive devices.

People with fibromyalgia, bursitis, tendinitis, or severe neurologic or vascular disease
affecting the lower extremities were excluded. None of the participants had a history of
trauma, surgery, or injection of the knee with corticosteroids in the previous 3 months,
an underlying inflammatory arthropathy (e.g. rheumatoid arthritis, gout, or
pseudogout), or a medical condition that would have contraindicated the use of the
study medications.

People were recruited from the general medicine, rheumatology and orthopaedic
surgery clinics of the Indiana University School of Medicine and from the surrounding
community. There was a washout period of previous medications for 3-7 days.
However, all participants developed knee pain and were included in the study.

Age - Mean (SD): 56.5 (12.3). Gender (M:F): 47:137. Ethnicity: Not stated

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Knee
Severity: Radiographic grade 2-3

Duration of symptoms (mean [SD]): 9.2 (9.4) years

No indirectness

(n=123) Intervention 1: NSAIDs - Ibuprofen. Ibuprofen 1200mg per day or 2400mg per
day given as ibuprofen 150mg or 300mg tablets 8 tablets (2 tablets 4 times a day) per
day respectively.. Duration 4 weeks. Concurrent medication/care: Propoxyphene
napsylate was permitted as rescue medication during the washout period (100mg up
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to four times daily). This was not permitted during the trial.. Indirectness: No
indirectness

Comments: Ibuprofen 1200mg and 2400mg are reported in separate groups but have
been combined for this analysis for class effect as agreed in the protocol

(n=61) Intervention 2: Paracetemol (oral) - Paracetemol. Paracetamol 4000mg/day
given as 8 tablets (2 tablets 4 times a day) per day for 4 weeks. Duration 4 weeks.
Concurrent medication/care: Propoxyphene napsylate was permitted as rescue
medication during the washout period (100mg up to four times daily). This was not
permitted during the trial.. Indirectness: No indirectness

Funding Academic or government funding (Supported by a grant (AR-39250) from the National
Institute of Arthritis and Musculoskeletal and Skin Diseases)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: IBUPROFEN versus PARACETEMOL

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: Hospital assessment questionnaire pain score at 4 weeks; Group 1: mean 0.325 (SD 0.86); n=122, Group 2: mean 0.33 (SD 0.75);
n=60; Hospital assessment questionnaire pain score 0-3 Top=High is poor outcome; Comments: Reports mean change (95% confidence intervals).
Calculated SD from this. Reported ibuprofen 1200mg = 0.30 (0.09 to 0.51). Reported ibuprofen 2400mg = 0.35 (0.13 to 0.57). Reported paracetamol: 0.33
(0.14 to 0.52). Baseline ibuprofen 1200mg = 1.50 (0.80). Baseline ibuprofen 2400mg = 1.61 (0.86). Baseline paracetamol = 1.46 (0.82).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, duration of disease, weight, sex,
Kellgren Lawrence grade, and baseline values of outcomes; Group 1 Number missing: 25, Reason: Ibuprofen 1200mg: noncompliance = 7, uncontrolled pain =
1, adverse events = 5. Ibuprofen 2400mg: noncompliance = 6, adverse events = 6.; Group 2 Number missing: 16, Reason: Noncompliance = 10, uncontrolled
pain = 1, adverse events = 5

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Knee: Hospital assessment questionnaire disability score at 4 weeks; Group 1: mean 0.1 (SD 0.41); n=122, Group 2: mean 0.08 (SD
0.32); n=60; Hospital assessment questionnaire disability score 0-3 Top=High is poor outcome; Comments: Reports mean change (95% confidence intervals).
Calculated SD from this. Reported ibuprofen 1200mg = 0.08 (-0.01 to 0.16). Reported ibuprofen 2400mg = 0.11 (-0.02 to 0.23). Reported paracetamol: 0.08
(0.00 to 0.16). Baseline ibuprofen 1200mg = 0.91 (0.67). Baseline ibuprofen 2400mg = 0.85 (0.69). Baseline paracetamol = 0.86 (0.61).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, duration of disease, weight, sex,
Kellgren Lawrence grade, and baseline values of outcomes; Group 1 Number missing: 25, Reason: Ibuprofen 1200mg: noncompliance = 7, uncontrolled pain =
1, adverse events = 5. Ibuprofen 2400mg: noncompliance = 6, adverse events = 6.; Group 2 Number missing: 16, Reason: Noncompliance = 10, uncontrolled
pain = 1, adverse events = 5

Osteoarthritis in over 16s: diagnosis and management - Pharmacological October 2022
138



FINAL

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Knee: Gastrointestinal adverse events at 4 weeks; Group 1: 21/123, Group 2: 10/61; Comments: Ibuprofen 1200mg = 7, ibuprofen
2400mg = 14

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, duration of disease, weight, sex,
Kellgren Lawrence grade, and baseline values of outcomes; Group 1 Number missing: 25, Reason: Ibuprofen 1200mg: noncompliance = 7, uncontrolled pain =
1, adverse events = 5. Ibuprofen 2400mg: noncompliance = 6, adverse events = 6.; Group 2 Number missing: 16, Reason: Noncompliance = 10, uncontrolled
pain = 1, adverse events = 5

Protocol outcome 4: Serious adverse event 2: Cardiovascular adverse events at <3- or >3- months

- Actual outcome for Knee: Oedema at 4 weeks; Group 1: 5/123, Group 2: 1/61; Comments: Ibuprofen 1200mg = 2, ibuprofen 2400mg = 3

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, duration of disease, weight, sex,
Kellgren Lawrence grade, and baseline values of outcomes; Group 1 Number missing: 25, Reason: Ibuprofen 1200mg: noncompliance = 7, uncontrolled pain =
1, adverse events = 5. Ibuprofen 2400mg: noncompliance = 6, adverse events = 6.; Group 2 Number missing: 16, Reason: Noncompliance = 10, uncontrolled
pain = 1, adverse events = 5

Protocol outcome 5: Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months

- Actual outcome for Knee: Renal adverse events at 4 weeks; Group 1: 0/123, Group 2: 1/61

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, duration of disease, weight, sex,
Kellgren Lawrence grade, and baseline values of outcomes; Group 1 Number missing: 25, Reason: Ibuprofen 1200mg: noncompliance = 7, uncontrolled pain =
1, adverse events = 5. Ibuprofen 2400mg: noncompliance = 6, adverse events = 6.; Group 2 Number missing: 16, Reason: Noncompliance = 10, uncontrolled
pain = 1, adverse events = 5

Protocol outcome 6: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Knee: Nervous system adverse events at 4 weeks; Group 1: 11/123, Group 2: 4/61; Comments: Ibuprofen 1200mg = 7, ibuprofen 2400mg
=4

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reported age, duration of disease, weight, sex,
Kellgren Lawrence grade, and baseline values of outcomes; Group 1 Number missing: 25, Reason: Ibuprofen 1200mg: noncompliance = 7, uncontrolled pain =
1, adverse events = 5. Ibuprofen 2400mg: noncompliance = 6, adverse events = 6.; Group 2 Number missing: 16, Reason: Noncompliance = 10, uncontrolled
pain = 1, adverse events = 5

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Breivik 2010°%

RCT (Patient randomised; Parallel)

1 (n=199)

Conducted in Denmark, Finland, Norway, Sweden; Setting: Outpatient follow up
2nd line

Other: 24 week double blind phase, 30 day additional follow up period after this

Adequate method of assessment/diagnosis: People who fulfilled the American College
of Rheumatology criteria for osteoarthritis with radiographic evidence of osteoarthritis
in the hip and/or knee as defined by grade 2-4 of the Kellgren Lawrence scale

Other
Not applicable

People who had a clinical diagnosis of osteoarthritis of the hip and/or knee and fulfilled
the American College of Rheumatology criteria for osteoarthritis, with pain from the
relevant joint for at least 1 year prior to enroliment. They had radiographic evidence of
osteoarthritis of the hip and/or knee, and were taking NSAIDs or coxibs for their
osteoarthritis pain for at least 1 month prior to the Screening Visit, at a stable
frequency and dose and at least half the maximum allowed daily dose which gives an
anti-inflammatory effect. They continued to experience at least moderate pain when
walking on a flat surface, in spite of treatment with NSAIDs or coxibs and were willing
to continue their treatment with NSAID or coxibs at a stable frequency and dose, until
the end of the double blind phase. Those using intermittently low-potent opioids (e.g.
tramadol, low dose codeine) were willing to discontinue this regimen for the screening
visit until the completion or discontinuation visit and take paracetamol tablets provided
by the Sponsor as intermittent analgesic rescue. Finally those who were receiving
transcutaneous nerve stimulation or biofeedback prior to study entry were willing to
discontinue this therapy for the duration of the study.

People who had been treated with strong opioid analgesics (e.g. morphine,
oxycodone, methadone, fentanyl-patch); people treated regularly with weak opioid
analgesics such as tramadol, or codeine, for longer than three weeks prior to the
screening visit; if any intermittent, short-term treatment with weak opioids could not be
discontinued for the duration of the study; if they had a history of other chronic
conditions for which they required frequent analgesic therapy (e.g. headaches,
migraine, gout); were scheduled for any major surgery that would fall within the
screening phase or the double blind phase of the study; if transcutaneous nerve
stimulation or biofeedback prior to enrollment could not be discontinued for the
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Recruitment/selection of patients
Age, gender and ethnicity

Further population details

Extra comments

Indirectness of population
Interventions

Funding

duration of the study; if the investigator deemed that the person had any
contraindication to treatment with opioid medication, such as history of alcohol or
substance abuse; if the person had any other clinically significant disease or any
reduced organ function; if the person was using antidepressants, antiepileptic drugs,
steroids, hypnotics (that may increase respiratory depression of buprenorphine); if the
person, or any close relatives, had long-QT syndrome, were on anti-arrhythmic
medication (class 1A or class lll) or had any unstable or symptomatic cardiac
abnormality

People were recruited mainly from pain clinics and rheumatology clinics as well as
through newspaper advertisement

Age - Mean (SD): 62.9 (9.5). Gender (M:F): 63:136. Ethnicity: All people were
Caucasian

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Multisite
(Hip and/or knee).

Severity: Kellgren Lawrence grade 2-4
Duration of symptoms: At least 1 year.

No indirectness

(n=100) Intervention 1: Opioids (topical - systemic) - Opioids (topical systemic).
Buprenorphine patch, initial dose 5 microgram/hour uptitrated to a maximum dose of
20 micrograms/hour (only after a minimum of three days treatment of any given dose
of buprenorphine).. Duration 24 weeks. Concurrent medication/care: Continuation of
their current NSAID or coxib analgesic regimen at a stable frequency and dose.
Rescue analgesia was provided as paracetamol tablets 0.5¢g for breakthrough
osteoarthritis pain until the end of the double blind phase, up to 4g allowed daily..
Indirectness: No indirectness

(n=99) Intervention 2: Placebo. Matching placebo patch. Duration 24 weeks.
Concurrent medication/care: Continuation of their current NSAID or coxib analgesic
regimen at a stable frequency and dose. Rescue analgesia was provided as
paracetamol tablets 0.5¢g for breakthrough osteoarthritis pain until the end of the
double blind phase, up to 4g allowed daily.. Indirectness: No indirectness

Study funded by industry (This study was sponsored by Norpharma A/S)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: OPIOIDS (TOPICAL SYSTEMIC) versus PLACEBO
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Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Other: WOMAC OA index of pain at 24 weeks; Group 1: mean -3.2 (SD 3.8); n=95, Group 2: mean -2.3 (SD 3.7); n=99; WOMAC pain
subscale 0-20 Top=High is poor outcome; Comments: Baseline buprenorphine: 10.8 (2.6). Baseline placebo: 10.6 (2.8).

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, ethnicity, age, weight and baseline values
of outcomes; Group 1 Number missing: 54, Reason: 31 due to adverse events, 7 due to lack of efficacy, 4 without a reason, 5 due to protocol violations.
However, the paper states a total of 54 people withdrew.; Group 2 Number missing: 34, Reason: 2 due to adverse events, 12 due to lack of efficacy, 5 without
a reason, 6 due to protocol violations. However, the paper states a total of 34 people withdrew.

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Other: WOMAC OA index for functional ability at 24 weeks; Group 1: mean -10 (SD 11.7); n=94, Group 2: mean -6.5 (SD 11.4); n=96;
WOMAC physical function subscale 0-68 Top=High is poor outcome; Comments: Baseline buprenorphine: 37.4 (9.0). Baseline placebo: 35.1 (9.8).

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, ethnicity, age, weight and baseline values
of outcomes; Group 1 Number missing: 54, Reason: 31 due to adverse events, 7 due to lack of efficacy, 4 without a reason, 5 due to protocol violations.
However, the paper states a total of 54 people withdrew.; Group 2 Number missing: 34, Reason: 2 due to adverse events, 12 due to lack of efficacy, 5 without
a reason, 6 due to protocol violations. However, the paper states a total of 34 people withdrew.

Protocol outcome 3: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for Other: Gastrointestinal disorders (including abdominal discomfort, constipation, nausea and vomiting) at 24 weeks; Group 1: 57/100,
Group 2: 25/99; Comments: Buprenorphine: Gastro-intestinal disorders (total) = 57, abdominal discomfort = 1, constipation = 24, nausea = 37, vomiting = 16.
Placebo: Gastro-intestinal disorders (total) = 25, constipation = 5, nausea = 10, vomiting = 2

Risk of bias: All domain - Very high, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, ethnicity, age, weight and
baseline values of outcomes; Group 1 Number missing: 54, Reason: 31 due to adverse events, 7 due to lack of efficacy, 4 without a reason, 5 due to protocol
violations. However, the paper states a total of 54 people withdrew.; Group 2 Number missing: 34, Reason: 2 due to adverse events, 12 due to lack of efficacy,
5 without a reason, 6 due to protocol violations. However, the paper states a total of 34 people withdrew.

Protocol outcome 4: Serious adverse event 2: Central nervous system adverse events at <3- or >3- months

- Actual outcome for Other: Nervous system disorders (including dizziness, headache, somnolence) at 24 weeks; Group 1: 45/100, Group 2: 18/99; Comments:
Buprenorphine: Nervous system disorders (total) = 45, dizziness = 25, headache = 7, somnolence = 4. Placebo: Nervous system disorders (total) = 18,
dizziness = 9, headache = 6, somnolence = 0

Risk of bias: All domain - Very high, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, ethnicity, age, weight and
baseline values of outcomes; Group 1 Number missing: 54, Reason: 31 due to adverse events, 7 due to lack of efficacy, 4 without a reason, 5 due to protocol
violations. However, the paper states a total of 54 people withdrew.; Group 2 Number missing: 34, Reason: 2 due to adverse events, 12 due to lack of efficacy,
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5 without a reason, 6 due to protocol violations. However, the paper states a total of 34 people withdrew.

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 2: Cardiovascular
adverse events at <3- or >3- months; Serious adverse event 2: Renal and hepatic
adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Burch 20073°

RCT (Patient randomised; Parallel)

1 (n=646)

Conducted in Canada, France, Romania, USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 12 weeks

Adequate method of assessment/diagnosis: Pain associated with osteoarthritis of the
knee

Knee
Not applicable

People from 40-80 years old with pain due to osteoarthritis of the knee who were
taking NSAIDs, COX-2 inhibitors, or tramadol on a regular basis for osteoarthritis pain
during the 30 days that preceded enroliment

A diagnosis of arthritis other than osteoarthritis; a history of injury or procedure that
would interfere with assessment of pain in the knee; current or prior substance abuse
or dependency; people who had been treated with any drug that reduces their seizure
threshold within 3 weeks prior to screening

Multicenter study consisting of an open label phase and a double blind phase in 108
outpatient clinics

Age - Mean (SD): 62 (9). Gender (M:F): 238:408. Ethnicity: Asian = 2, Black = 33,
Caucasian = 565, Hispanic = 43, Other = 3

1. Age: <75 years 2. Diagnostic method: Not stated / Unclear 3. Multimorbidities: Not
stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Knee

Severity: Not stated
Duration of symptoms: not stated.

No indirectness

(n=432) Intervention 1: Strong opioids (oral) - Tramadol. Tramadol contramid once
daily starting at 100mg and being increased in 100mg increments up to 300mg prior to
the maintenance period. Duration 12 weeks. Concurrent medication/care:
Paracetamol could be used during the titration phase. During the study, people were
not permitted to take pain medication other than the study drug, with the exception of
short-acting analgesics for acute pain other than that due to osteoarthritis. They could
only be taken for a maximum of 3 consecutive days and not within 3 days of an
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assessment visit. Indirectness: No indirectness

(n=214) Intervention 2: Placebo. Matching placebo. Duration 12 weeks. Concurrent
medication/care: Paracetamol could be used during the titration phase. During the
study, people were not permitted to take pain medication other than the study drug,
with the exception of short-acting analgesics for acute pain other than that due to
osteoarthritis. They could only be taken for a maximum of 3 consecutive days and not
within 3 days of an assessment visit. Indirectness: No indirectness

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: TRAMADOL versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Knee: Pain intensity numeric rating scale at 12 weeks; Group 1: mean 3.03 (SD 2.12); n=393, Group 2: mean 2.29 (SD 1.97); n=196;
Numeric rating scale 0-10 Top=High is poor outcome; Comments: Baseline tramadol: 7.2 (1.6). Baseline placebo: 7.2 (1.6).

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, age, ethnicity, BMI and baseline numeric
rating scale pain intensity; Group 1 Number missing: 106, Reason: Adverse events = 44, treatment failure = 34, patient request = 23, other = 5; Group 2
Number missing: 49, Reason: Adverse event = 11, treatment failure = 22, patient request = 6, other = 10

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Physical function at <3- or >3- months;
Psychological distress at <3- or >3- months; Osteoarthritis flare-ups at <3- or >3-
months; Serious adverse event 1: Gastrointestinal adverse events at <3- or >3-
months; Serious adverse event 2: Renal and hepatic adverse events at <3- or >3-
months; Serious adverse event 2: Cardiovascular adverse events at <3- or >3-
months; Serious adverse event 2: Central nervous system adverse events at <3- or
>3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Cahlin 20114°

RCT (Patient randomised; Parallel)

1 (n=59)

Conducted in Sweden; Setting: Outpatient follow up
Unclear

Intervention + follow up: 6 weeks

Adequate method of assessment/diagnosis: People referred with a diagnosis of
temporomandibular disorder with the presence of osteoarthritis in one or both
temporomandibular joints, fulfilling the Research Diagnostic criteria axis 1, lllb i.e. pain
and tenderness in the joint capsule and/or synovial lining of the temporomandibular
joints and course crepitus or degenerative condition on tomograms

T™J
Not applicable

People referred with a diagnosis of temporomandibular disorder with the presence of
osteoarthritis in one or both temporomandibular joints, fulfilling the Research
Diagnostic criteria axis 1, lllb i.e. pain and tenderness in the joint capsule and/or
synovial lining of the temporomandibular joints and course crepitus or degenerative
condition on tomograms. People had to be at least 18 years old and able to
understand and follow instructions in Swedish.

Unwillingness to participate; pharmacological treatment for any other painful condition;
allergy/hypersensitivity to glucosamine or shellfish; pregnant/nursing

New consecutive patients.

Age - Mean (SD): 59 (12). Gender (M:F): 8:51. Ethnicity: Not stated

1. Age: Mixed 2. Diagnostic method: Mixed 3. Multimorbidities: Not stated / Unclear 4.
Site of osteoarthritis (for systemic treatments only): TMJ

Severity: Not stated

Duration of symptoms: 2 to >24 months - the majority had symptoms for more than 24
months (median 13-24 months). The glucosamine in this study is not stated to have
been quality assessed. It was made in the hospital with no involvement with
pharmaceutical companies

No indirectness

(n=30) Intervention 1: Glucosamine (licensed preparations only, oral) - Glucosamine
(licensed preparations only). Glucosamine capsules 400mg three times a day.
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Duration 6 weeks. Concurrent medication/care: Paracetamol 1000mg could be used
for rescue medication. Indirectness: No indirectness

(n=29) Intervention 2: Placebo. Placebo three times a day. Duration 6 weeks.
Concurrent medication/care: Paracetamol 1000mg could be used for rescue
medication. Indirectness: No indirectness

Funding Academic or government funding (Supported by grants from the Research and
Development Council of Géteborg and Sédra Bohuslan)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: GLUCOSAMINE (LICENSED PREPARATIONS ONLY) versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for TMJ: Pain (visual analogue scale) at 6 weeks; Group 1: mean 38.7 (SD 28.8); n=30, Group 2: mean 36.8 (SD 20.8); n=29; Visual
analogue scale 0-100 Top=High is poor outcome; Comments: Baseline glucosamine: 48.1 (25.8). Baseline placebo: 42.5 (27.8).

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover -
Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, age, symptom duration, degenerative
radiographic changes, radiographic findings, and previous treatment; Group 1 Number missing: 8, Reason: 8 discontinued. 5 due to gastrointestinal adverse
events. 3 due to other adverse events or no reason given.; Group 2 Number missing: 2, Reason: 2 discontinued due to other adverse events or no reason
given

Protocol outcome 2: Serious adverse event 1: Gastrointestinal adverse events at <3- or >3- months

- Actual outcome for TMJ: Gastrointestinal adverse events at 6 weeks; Group 1: 10/30, Group 2: 3/29

Risk of bias: All domain — Very high, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - High,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports gender, age, symptom duration,
degenerative radiographic changes, radiographic findings, and previous treatment; Group 1 Number missing: 8, Reason: 8 discontinued. 5 due to
gastrointestinal adverse events. 3 due to other adverse events or no reason given.; Group 2 Number missing: 2, Reason: 2 discontinued due to other adverse
events or no reason given

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Physical function at <3- or >3- months;
Psychological distress at <3- or >3- months; Osteoarthritis flare-ups at <3- or >3-
months; Serious adverse event 2: Renal and hepatic adverse events at <3- or >3-
months; Serious adverse event 2: Cardiovascular adverse events at <3- or >3-
months; Serious adverse event 2: Central nervous system adverse events at <3- or
>3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients
Age, gender and ethnicity

Further population details

Caldwell 2002*1

RCT (Patient randomised; Parallel)

1 (n=295)

Conducted in USA; Setting: Outpatient follow up
Unclear

Intervention + follow up: 4 weeks

Adequate method of assessment/diagnosis: A clinical diagnosis and grade II-IV
radiographic evidence of osteoarthritis of the hip and/or knee

Other
Not applicable

People had to be of at least 40 years of age and have both a clinical diagnosis and
grade |I-1V radiographic evidence of osteoarthritis of the hip and/or knee; have had
prior suboptimal analgesic response to treatment with NSAIDs and paracetamol or
had previously received intermittent opioid analgesic therapy; and have a baseline
visual analogue scale pain intensity score of 240mm in the index joint

People with serious concomitant disease; chronic conditions that might interfere with
the assessment of pain and other symptoms of ostearthritis; prior disease at the index
joint; surgery or the likelihood of requiring a surgical procedure of the index joint(s)
during the trial; diseases other than osteoarthritis not well managed with treatment;
weight <100Ibs; oral, intramuscular, intravenous, intra-articular, or soft tissue
administration of steroids within 1 month of study drug administration (two months, if
at index knee or hip joint); intra-articular viscosupplementation (in the index joint)
within 6 months of trial treatment; opioid therapy for longer than 3 weeks prior to
baseline; any history of substance abuse within 2 years prior to screening; history of
clinically significant intolerance to opioids or any known hypersensitivity to morphine or
other opioid analgesics

Multicenter trial
Age - Mean (SD): 62.4 (10.5). Gender (M:F): 111:184. Ethnicity: White = 249, Black =
40, Other = 6

1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Multisite
(Hip or knee).
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Extra comments Severity: Radiographic grade II-IV
Duration of symptoms: Not stated.
Indirectness of population No indirectness
Interventions (n=222) Intervention 1: Strong opioids (oral) - Morphine. Three groups that have been

merged for this analysis: Avinza (long acting morphine sulphate) QAM (30mg in the
morning, with a placebo version of morphine sulphate contin, and two placebo tablets
in the evening); Avinza QPM (two placebo tablets in the morning, 30mg in the evening
with a placebo) and morphine sulphate contin (15mg in the morning with a placebo
version of Avinza, 15mg in the evening with a placebo version of Avinza). The Avinza
dose could be increased if the optimal pain relief was not achieved. . Duration 4
weeks. Concurrent medication/care: The use of analgesic preparations other than the
cardiovascular prophlyactic doses of aspirin (up to 325mg/day) and paracetamol for
non-osteoarthritis symptomatology (up to 2000mg/day for a maximum of 3
consecutive days) was prohibited. Paracetamol had to be stopped 24 hours prior to
efficacy assessments. Inhaled and topical steroids were permitted for the treatment of
respiratory and dermatological disorders respectively. . Indirectness: No indirectness

(n=73) Intervention 2: Placebo. Matching placebo - two tablets twice a day. Duration 4
weeks. Concurrent medication/care: The use of analgesic preparations other than the
cardiovascular prophlyactic doses of aspirin (up to 325mg/day) and paracetamol for
non-osteoarthritis symptomatology (up to 2000mg/day for a maximum of 3
consecutive days) was prohibited. Paracetamol had to be stopped 24 hours prior to
efficacy assessments. Inhaled and topical steroids were permitted for the treatment of
respiratory and dermatological disorders respectively. . Indirectness: No indirectness

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: MORPHINE versus PLACEBO

Protocol outcome 1: Pain reduction at <3- or >3- months

- Actual outcome for Other: WOMAC osteoarthritis index pain at 4 weeks; Group 1: mean -20.6 (SD 29.4); n=136, Group 2: mean -6.48 (SD 31.1); n=50;
WOMAC pain subscale 0-100 Top=High is poor outcome; Comments: Reports the scale was measured in 0-500, but reports percentage change from baseline
(effectively WOMAC pain 0-100 - least mean square and standard error). Standard error converted to standard deviation and morphine groups combined.
Reported Avinza AM = -19.3 (4.3). Reported Avinza PM = -22.2 (4.3). Reported MSC = -20.5 (4.3). Reported placebo = -6.48 (4.4). Baseline Avinza AM (0-
500): 317 (102). Baseline Avinza PM = 326 (99.7). Baseline MSC: 322 (109). Baseline placebo: 317 (102).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, race, and baseline values
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of outcomes; Group 1 Number missing: 88, Reason: Avinza QAM: 17 adverse events, 9 lack of efficacy, 1 other. Avinza QPM: 18 adverse events, 12 lack of
efficacy, 3 other. MSC: 18 adverse events, 8 lack of efficacy, 2 other.; Group 2 Number missing: 23, Reason: 5 adverse events, 14 lack of efficacy, 4 other

Protocol outcome 2: Physical function at <3- or >3- months

- Actual outcome for Other: WOMAC physical function at 4 weeks; Group 1: mean -198.3 (SD 274.6); n=134, Group 2: mean -96.7 (SD 304.1); n=50;
WOMAC physical function 0-1700 Top=High is poor outcome; Comments: Reports the scale was measured in 0-1700 (least mean square and standard error).
Standard error converted to standard deviation and morphine groups combined. Reported Avinza AM = -207 (40.7). Reported Avinza PM = -204 (42.6).
Reported MSC = -181 (40.1). Reported placebo = -96.7 (43.0). Baseline Avinza AM: 1102 (328). Baseline Avinza PM = 1126 (328). Baseline MSC: 1112
(343). Baseline placebo: 1121 (313).

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low,
Crossover - Low, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, gender, race, and baseline values
of outcomes; Group 1 Number missing: 88, Reason: Avinza QAM: 17 adverse events, 9 lack of efficacy, 1 other. Avinza QPM: 18 adverse events, 12 lack of
efficacy, 3 other. MSC: 18 adverse events, 8 lack of efficacy, 2 other.; Group 2 Number missing: 23, Reason: 5 adverse events, 14 lack of efficacy, 4 other

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 1:
Gastrointestinal adverse events at <3- or >3- months; Serious adverse event 2: Renal
and hepatic adverse events at <3- or >3- months; Serious adverse event 2:
Cardiovascular adverse events at <3- or >3- months; Serious adverse event 2: Central
nervous system adverse events at <3- or >3- months
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study
Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity
Further population details

Extra comments

Indirectness of population
Interventions

Caroit 197642

RCT (Patient randomised; Crossover: 0 days)

1 (n=9)

Conducted in France; Setting: Outpatient follow up

Unclear

Intervention + follow up: 4 weeks

Adequate method of assessment/diagnosis: Osteoarthritis of the hip based on
classical criteria, associated with the presence of positive radiological signs
Hip

Not applicable

People with painful osteoarthritis of the hip who responded favorably in the preceding

year to anti-inflammatory treatment with non-steroidal drugs. Includes people with
primary or secondary osteoarthritis.

Rapidly destructive cases of osteoarthritis of the hip; cases requiring surgical
treatment; pregnant women; subjects having a classical contra-indication to anti-
inflammatory medication such as a history of gastroduodenal ulcers, renal or hepatic
insufficiency, or severe haematological disease

Includes people who responded favourably to anti-inflammatory treatment in the past
year

Age - Mean (range): 63 (54-72). Gender (M:F): 5:4. Ethnicity: Not stated
1. Age: <75 years 2. Diagnostic method: Diagnosed with imaging 3. Multimorbidities:
Not stated / Unclear 4. Site of osteoarthritis (for systemic treatments only): Hip

Severity: Not stated
Duration of symptoms (mean): 9 years

No indirectness

(n=9) Intervention 1: NSAIDs - Ketoprofen. Ketoprofen 50mg three times a day.
Duration 2 weeks. Concurrent medication/care: All other anti-inflammatory drugs,
whether given systemically or locally, were excluded throughout the duration of the
trial. Analgesics were withdrawn except for aspirin in so far as it had been used before
and provided that the treatment was continued at the same dosage during the two
treatment periods, A and B.. Indirectness: No indirectness

(n=9) Intervention 2: Placebo. Placebo three times a day. Duration 2 weeks.
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Concurrent medication/care: All other anti-inflammatory drugs, whether given
systemically or locally, were excluded throughout the duration of the trial. Analgesics
were withdrawn except for aspirin in so far as it had been used before and provided
that the treatment was continued at the same dosage during the two treatment
periods, A and B.. Indirectness: No indirectness

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: KETOPROFEN versus PLACEBO

Protocol outcome 1: Serious adverse event 2: Renal and hepatic adverse events at <3- or >3- months

- Actual outcome for Hip: Abnormal findings for blood urea, alkaline phosphatases, transaminases, prothrombin determination or the blood count at 2 weeks;
Group 1: 0/9, Group 2: 0/9

Risk of bias: All domain — Very high, Selection — High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low,
Crossover - High, Subgroups - Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Reports age, sex and duration of iliness; Group
1 Number missing: 0; Group 2 Number missing: 0

Protocol outcomes not reported by the study Quality of life at <3- or >3- months; Pain reduction at <3- or >3- months; Physical
function at <3- or >3- months; Psychological distress at <3- or >3- months;
Osteoarthritis flare-ups at <3- or >3- months; Serious adverse event 1:
Gastrointestinal adverse events at <3- or >3- months; Serious adverse event 2:
Cardiovascular adverse events at 