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Comments

The committee provide ‘examples’ of differential diagnosis for
ME/CEFS in eleven categories including neurological disorders.
They have conspicuously omitted psychiatric disorders such as
depression and anxiety, of which fatigue is a core symptom. The
only mention of depression or anxiety as differential diagnoses in
this whole diagnostic section was in relation to people
misunderstanding ME/CFS (p57, line 19)

The evidence review has not adopted a standard approach to
synthesising the data. We are presented with over 1000 pages in
Appendix G and H but with virtually no meta-analysis across
main measures or looking at primary end points to allow the
reader to compare trials/treatments and data. Something seems
to have gone badly wrong with clinical and statistical oversight of
the way in which clinical evidence is normally synthesised.

The committee analysed data using ‘longest follow up available’
data point from trials, rather than the pre-specified endpoint for
the primary outcome measures. This is inexplicable and highly
problematic, because after the end of trials many patients in the
control group choose to have additional treatment, reducing the
power to detect a treatment effect at later time points. Whilst it is
reasonable to consider the latest available data, it is
unreasonable to give this greater weight than data at the pre-
specified ending of the trial. The review needs to be carried out
again ensuring that the pre-specified primary endpoints are
considered as the key findings of randomised controlled trials.

Developer’s response

Thank you for your comment.

The committee have revised the list of differential diagnosis in
evidence review D and added, mental health conditions: anxiety,
depression or mood disorders.

Thank you for your comment.

All NICE guidelines follow the process for evidence synthesis set
out in Developing NICE guidelines: the manual. This guideline
was no exception. Reviews are underpinned by protocols, these
are developed and agreed by the guideline committee and set
out the approach for the evidence synthesis before the data is
collected.

Only studies comparing the same interventions and using the
same outcome can be combined in meta-analysis. The number
of studies relevant to each comparison of interventions were
limited and the outcome measures reported differed, so it was
not possible to combine many of them in meta-analysis.

Thank you for your comment. Study interventions in the PACE
trial ended at 24 weeks, with the initial planned follow-up
extending to 52 weeks. PACE trial authors subsequently
published long-term follow-up data at 134 weeks for some
outcomes.

All NICE guidelines follow the process for evidence synthesis set
out in Developing NICE guidelines: the manual. This guideline
was no exception. Reviews are underpinned by protocols, these
are developed and agreed by the guideline committee and set
out the approach for the evidence synthesis before the data is
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An example of how problematic this is can be seen in the PACE
trial (White et al., 2011) which we highlight because it is the
largest RCT being considered. In this study the primary end
points were at 52 weeks. After that time there was naturalistic
follow up, but patients could crossover into other treatments. Yet
the committee chose to look at endpoints from 134 weeks — 2
years after the end of the trial. This is not how RCTs should be
evaluated as even basic trial methodologists should know.

The ABN regard ME/CFS as a serious and disabling disorder
affecting the nervous system. The existing therapies for this
condition are only modestly effective on average and we support
efforts to develop greater understanding and treatment for this
condition. We also recognise a group of patients with ME/CFS for
whom current treatments are not helpful or where treatment may
have been associated with deterioration. We respect all patients’

Developer’s response

collected. There is no standard approach to choosing timepoints
for NICE reviews as this depends what each committee
considers useful for decision making for the particular condition
or intervention being assessed.

Data was extracted at the longest follow-up available, as
specified in the protocol for this review. There is an increasing
call for evidence to reflect the real-world situation of patients and
not just that of ideal and controlled short term circumstances.
The committee considered that long-term data of treatments for
ME/CFS to be more reflective of real-world efficacy and more
helpful for decision making and implementation in clinical
practice. Longer term follow-up reflects the likelihood that people
may decide to discontinue the treatment and change treatments,
this is an important consideration when making
recommendations for interventions. As such, we did not extract
the shorter timepoints where longer follow-up was available.

Of note are the drop rates in the PACE trial and further
exploration of this would support future decision making in
updates of the guideline.

The committee note the PACE trial was only one part of the wide
range of evidence considered in the decision making for this
guideline.

Thank you for your comment.

All NICE guidelines follow the process for evidence synthesis set
out in Developing NICE guidelines: the manual. This guideline
was no exception. Reviews are underpinned by protocols, these
are developed and agreed by the guideline committee and set
out the approach for the evidence synthesis before the data is
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rights to not have a treatment that is offered or decide it is not
helping them. We approve of the suggestions for personalised
management plans

The ABN does not regard this guideline as fit for purpose or
meeting the usual high standards of NICE. This response is not a
request for minor changes. There are so many flaws with this
document, that we would request an independent review of the
process by a new committee. We suggest that there should be
scrutiny by NICE of the way that the committee have gone about
their task and an investigation of systematic bias and impartiality
in the preparation of the guidelines.

We think it would be possible to produce a guideline that satisfies
patient stakeholders who are vigorously opposed to rehabilitation
therapies, and yet recognises that for many patients such
therapies can be helpful.

Some of the key issues are:

1. The way that the evidence review has been conducted —
especially in relation to case definitions excluding subjects with
post-exertional malaise, inaccurate analysis of the end points of
trials, and inadequate assessment of harm has meant that large
amounts of good quality of evidence has been wrongfully
rejected on the basis of low quality (discussed in detail below)

2. Evidence has in many places been inappropriately supplanted
by the committee’s own experience in a marked departure from
standard NICE practice. Randomised controlled trials of complex
interventions will inevitably have some limitations, but it may be
not the appropriate to evaluate them according to criteria
designed for drug trials(Turner-Stokes and Wade, 2020). Clinical
trials, even with some limitations, provide stronger evidence than
expert opinion. This guideline differs markedly from other NICE
guidelines of complex disorders in the extent to which the

Developer’s response

collected. The process for quality rating used in NICE guidance is
an internationally agreed process and it is not unusual for
evidence to be graded as low or very low quality. This does not
mean it cannot be used to make recommendations but affects
the strength of recommendations.

One of the strengths of NICE guidelines is the multifaceted
approach taken in developing the recommendations.
Recommendations in NICE guidelines are developed using a
range of evidence, in addition to this guideline committees are
formed to reflect as far as practically possible, the range of
stakeholders and groups whose activities, services or care will be
covered by the guideline.

When developing this guideline the committee considered a wide
range of evidence, including that from, published peer review
quantitative and qualitative evidence, calls for evidence for
unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature. As with all
NICE guidelines the committee uses its judgment to decide what
the evidence means in the context of each topic and what
recommendations can be made and the appropriate strength of
the recommendation. The committee will consider many factors
including the types of evidence, the strength and quality of the
evidence, the trade-off between benefits and harms, economic
considerations, resource impact and clinical and patient
experience, equality considerations. (See Developing NICE
guidelines: the manual, section 9.1 for further details on how
recommendations are developed).

In evidence review D-Diagnosis the committee have revised the
list of differential diagnosis and added, mental health conditions:
anxiety, depression or mood disorders.
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committee’s opinion has been relied on over clinical trial
evidence.

3. Fatigue is a common and often core symptom of many
neurological disorders such as multiple sclerosis, Parkinson’s
disease and neuromuscular disorders. In multiple sclerosis
especially, a condition with many parallels to ME/CFS, there is a
range of evidence that treatments such as cognitive behavioural
therapy (CBT)(van den Akker et al., 2016) and graded exercise
therapy (GET)(Heine et al., 2015) show modest benefit and an
absence of harm for associated fatigue. We do not believe that
people with ME/CFS have a mechanism of fatigue which is
radically different to other neurological conditions. These
guidelines would result in people with ME/CFS being excluded
from the offer of treatments that have a proven evidence base in
people suffering with other neurological conditions

4. The authors of the document appears to have a strong anti-
psychiatry bias — especially in relation to differential diagnosis,
where psychiatric disorders that have fatigue as a core feature of
their diagnosis such as depression or anxiety have been
completely omitted. ME/CFS and those suffering from it must be
treated seriously and with respect. The ABN recognises that
patients with ME/CFS have often had poor experiences of
healthcare, been wrongly made to feel blamed for their condition
or had their iliness inappropriately attributed to entirely
psychiatric factors. However, avoiding stigma in ME/CFS should
not be an excuse for marginalising or stigmatising psychiatric
disorder or treatments.

5. The guideline makes recommendations not to offer treatments
that are current standard practice on the basis of a flawed
assessment of the evidence. This would result in removing
access to treatment approaches which many patients currently
choose, and which are a central part of physical and
psychological rehabilitation for neurological disorders.

Developer’s response

Fibromyalgia

Based on the evidence ( Evidence review D) and the committee’s
clinical experience, they agreed the four criteria for the diagnosis
of ME/CFS were fatigue, post-exertional malaise, unrefreshing
sleep and sleep disturbance (or both), and cognitive difficulties.
Key to the diagnosis of ME/CFS is the presence and combination
of the four symptoms. Pain may be associated but is not
exclusive to with ME/CFS, this was supported by the IOM
diagnostic criteria (2015). The committee note that pain is the
dominant symptom in fibromyalgia and as such the two
populations are differentiated.
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6. This guideline is entirely inconsistent with the 2007 ME/CFS
guideline despite relying on substantially the same evidence
base.

7. The guideline is also wholly inconsistent with NICE guidelines
for chronic primary pain (which incorporate the condition
fibromyalgia) which recommends both cognitive behavioural
therapy and graded exercise. Fibromyalgia overlaps substantially
diagnostically with ME/CFS (Jason et al., 1999). As the authors
of this guideline point out severe pain is a very common
symptom in severe ME/CFS and is found at high frequency. In
addition, post-exertional malaise and comorbidity of ME/CFS is
very common in individuals with chronic primary pain. These
guidelines are therefore mutually incompatible for practising

clinicians.

Association of | Guideline General General The balance between committee opinion and clinical evidence in | Thank you for your comment.

British the “Rationale and Impact” section of the document is very We disagree there is a reliance on individual opinion in this

Neurologists striking. Extensive clinical trial data is barely mentioned. The guideline and this has influenced the recommendations. All NICE
committee’s own experiences and opinions are mentioned on guidelines follow the process for evidence synthesis set out in
multiple occasions. NICE processes require that Developing NICE guidelines: the manual. This guideline was no
recommendations are based on evidence as far as possible. exception. Reviews are underpinned by protocols, these are
The impression of the ABN is that this guideline has departed developed and agreed by the guideline committee and set out
from usual NICE processes in this regard. This reliance on the approach for the evidence synthesis before the data is
opinion necessarily creates a risk that the guidelines could be collected. The process for quality rating used in NICE guidance is
biased by the individual opinions of committee members, in a an internationally agreed process and it is not unusual for
system where the committee is not constituted to adequately evidence to be graded as low or very low quality. This does not
represent all stakeholders and does not follow a formal mean it cannot be used to make recommendations but affects
“consensus” process. the strength of recommendations.

One of the strengths of NICE guidelines is the multifaceted
approach taken in developing the recommendations.
Recommendations in NICE guidelines are developed using a
range of evidence, in addition to this guideline committees are
formed to reflect as far as practically possible, the range of
stakeholders and groups whose activities, services or care will be
covered by the guideline.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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The committee composition was agreed during the scoping
phase as appropriate for the expertise for the guideline scope.
Great care was taken to ensure the committees was formed to
reflect as far as practically possible, the range of stakeholders
and groups whose activities, services or care will be covered by
the guideline. This committee had a balance of perspectives and
experiences. The committee membership reflects the
multidisciplinary approach to treating ME/CFS and includes
medically qualified clinicians and allied health professionals who
lead and work in specialist ME/CFS services.

When developing this guideline the committee considered a wide
range of evidence, including that from, published peer review
quantitative and qualitative evidence, calls for evidence for
unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature. As with all
NICE guidelines the committee uses its judgment to decide what
the evidence means in the context of each topic and what
recommendations can be made and the appropriate strength of
the recommendation. The committee will consider many factors
including the types of evidence, the strength and quality of the
evidence, the trade-off between benefits and harms, economic
considerations, resource impact and clinical and patient
experience, equality considerations. (See Developing NICE
guidelines: the manual, section 9.1 for further details on how
recommendations are developed).

Association of | Guideline General General References Thank you for these references.
British van den Akker LE, Beckerman H, Collette EH, Eijssen ICJM,
Neurologists Dekker J, de Groot V. Effectiveness of cognitive behavioral

therapy for the treatment of fatigue in patients with multiple
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sclerosis: A systematic review and meta-analysis. J Psychosom
Res 2016; 90: 33-42.

Cairns R, Hotopf M. A systematic review describing the
prognosis of chronic fatigue syndrome. OccupMed(Lond) 2005;
55: 20-31.

Clark L V., Pesola F, Thomas JM, Vergara-Williamson M,
Beynon M, White PD. Guided graded exercise self-help plus
specialist medical care versus specialist medical care alone for
chronic fatigue syndrome (GETSET): A pragmatic randomised
controlled trial. Lancet 2017; 6736: 1-11.

Clauw DJ. Fibromyalgia A Clinical Review. 2019; 311: 1547—
1555.

Convertino VA, Bloomfield SA, Greenleaf JE. An overview of the
issues: physiological effects of bed rest and restricted physical
activity. Med &amp Sci Sport &amp Exerc 1997; 29: 187-190.
Crawley EM, Gaunt DM, Garfield K, Hollingworth W, Sterne JAC,
Beasant L, et al. Clinical and cost-effectiveness of the Lightning
Process in addition to specialist medical care for paediatric
chronic fatigue syndrome: Randomised controlled trial. Arch Dis
Child 2018
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G. Exercise therapy for fatigue in multiple sclerosis. Cochrane
Database Syst Rev 2015; 2015

Hickie I, Davenport T, Wakefield D, Vollmer-Conna U, Cameron
B, Vernon SD, et al. Post-infective and chronic fatigue
syndromes precipitated by viral and non-viral pathogens:
Prospective cohort study. Br Med J 2006

Jason LA, Richman JA, Rademaker AW, Jordan KM, Plioplys A
V., Taylor RR, et al. A community-based study of chronic fatigue
syndrome. Arch Intern Med 1999; 159: 2129-2137.
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“Double vision and other visual disorders”. The ABN considers
that double vision and other focal neurological symptoms cannot
be usually be explained on the basis of ME/CFS alone and
require an additional explanation. We recognise that such
symptoms commonly occur in ME/CFS, but it is important that
clinicians are taught to look for additional explanations.

We are concerned by the recommendation to risk assess each
interaction with a person with severe or very severe ME/CFS in
advance to ensure its benefits will outweigh the risks to the
person. We are not aware of any clinical evidence to support this
recommendation. The view of the ABN is that this
recommendation is neither necessary nor practical to implement.
We can think of no other situation in medical practice where
every interaction with a patient would be “risk assessed” in any
formal way (although doctors always consider the impact of their
interactions on patients as part of standard good medical
practice, as defined by GMC guidance). We are concerned that
the requirement to undertake a risk assessment could become a
barrier to patients accessing care. We believe that standard
good medical practice, and patients’ existing right to decline any
interaction with a health professional are sufficient to mitigate any
potential risk.

Developer’s response
Thank you for your comment.

Taking into account the range of stakeholder comments about
the location in the guideline of this section the committee have
revised the structure of the guideline highlighting the special
considerations of people with severe and very severe ME/CFS in
an individual section. In response to your comment this now
means that the criteria for suspecting and diagnosing ME/CFS
precedes this recommendation providing clarity about the
symptoms that are related to a diagnosis of ME/CFS.

Further investigation/differential diagnoses. The committee agree
that symptoms should be thoroughly investigated and throughout
the section on suspecting ME/CFS the committee have
recommended that investigations should be done to exclude
other diagnoses and this should continue where ME/CFS is
suspected. If in any doubt specialist advice should be sought.

Thank you for your comment.

The committee agree this is good clinical practice and should
happen routinely. This recommendation has been included
based on Appendix 2 and the committee’s experience that
health and social care professionals can underestimate the
impact of interactions on people with severe or very severe
ME/CFS.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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The recommendation that that a diagnosis of ME/CFS should be
made after 6 weeks of symptoms (or 4 in children) is problematic
in the light of what we know about the time course of recovery
from common infections. For instance, 27 % of people with EBV
infection show persistent symptoms at 3 months, but by 6
months most of these have recovered (Katz et al., 2018)(Hickie
et al., 2006)

Developer’s response
Thank you for your comment.

Suspecting and Diagnosing ME/CFS

The committee’s discussion of how the evidence informed the
recommendations is detailed briefly in the rationales in the
guideline and in more detail in the discussion of the evidence
sections in the review chapters.

The period of a minimum of 4 and 6 weeks is to alert clinicians to
the possibility of ME/CFS. Based on the evidence and their
experience the committee agreed it is important that people with
this combination of symptoms are given advice that may prevent
them getting worse as early as possible. They noted that the
advice recommended at this stage would not be detrimental to
people who are then not diagnosed with ME/CFS.

After considering the stakeholder comments the committee
agreed to make some edits to the recommendations on
suspecting and diagnosing ME/CFS and hope this has
addressed your points and added some clarity for readers. In
summary the edits to the point you make are:

e ‘Provisional’ diagnosis has been deleted. As you note this
combination of symptoms cannot be considered normal and
should be investigated but the committee agree the term
‘provisional diagnosis’ was confusing while waiting for the
results of any assessments to exclude other conditions
before diagnosis at 3 months. This section now focus solely
on suspecting ME/CFS.

e Misdiagnosis of ME/CFS. The committee acknowledged and
discussed the difficulty of removing a diagnosis of ME/CFS
once it has been given. They edited the recommendations in
the Diagnosis section of the guideline to ensure that the
diagnosis is confirmed (and conversely, or not confirmed) by
a ME/CFS specialist team. People with ME/CFS do
experience delays in diagnosis and the committee

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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There is no evidence in the review to support this
recommendation that the diagnostic criteria for ME/CFS be
modified to require the presence of all four core symptoms:
debilitating fatigability, post-exertional symptom exacerbation,
unrefreshing sleep and cognitive symptoms. In our clinical
practice in neurology, we see many patients with chronic fatigue
but without all of these symptoms, who have the same needs,
including a NICE guideline relevant to their condition. There
appears to be no evidence for a claim that patients with all four
symptoms represent a discrete sub-set of those with chronic
fatigue. We are particularly concerned about the emphasis on
post-exertional symptom exacerbation (which the NICE
reviewers stated had a sensitivity of 0.5 and specificity of 0.57).
Far from being unique to ME/CFS, we often see this symptom in
patients with other neurological disorders including Multiple
Sclerosis. The decision to prefer the most restrictive criteria
possible also appears to contradict the statement in section 2.5
of the methods “For this guideline, sensitivity was considered
more important than specificity”.

The committee seem to go beyond their usual remit in
recommending that existing diagnostic criteria for the condition
under consideration should be modified. The only conceivable
justification for this would be if there were strong evidence to
support this, which is not the case here. The ABN would have
expected the committee to work with existing diagnostic criteria.

Developer’s response

recognised that referral to a specialist team for confirmation
of diagnosis can take months, taking this into account it is
important this process is started at 3 months and people are
given appropriate advice until they are seen by a ME/CFS
specialist team. The committee anticipate that any relevant
tests would continue to exclude any other diagnoses and if
symptoms resolve in the time to been seem by a ME/CFS
specialist team the referral would be cancelled.

Thank you for your comment.

Decision making in NICE guidelines

One of the strengths of NICE guidelines is the multifaceted
approach taken in developing the recommendations.
Recommendations in NICE guidelines are developed using a
range of evidence, in addition to this guideline committees are
formed to reflect as far as practically possible, the range of
stakeholders and groups whose activities, services or care will be
covered by the guideline. The committee included members with
clinical and personal experience of children and young people
with ME/CFS and with different experiences of severity.

When developing this guideline the committee considered a wide
range of evidence, including that from, published peer review
quantitative and qualitative evidence, calls for evidence for
unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature ( as
mentioned in your comment). As with all NICE guidelines the
committee members used their experience and judgement to
interpret the evidence and then through discussion and
deliberation, the committee agreed what it meant in the context
of the topic to make recommendations. (See Developing NICE
guidelines: the manual section 9.1 for further details on how
recommendations are developed).
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Comments

We recognise that these vary and describe varying and
overlapping populations of patients We expected the committee
to describe that heterogeneity and the evidence as it applied to
different diagnostic criteria, rather than exclude a large number of
patients with disabling fatigue from the guideline.

The committee make a valid case for new diagnostic criteria, but
it is not reasonable to then apply those criteria retrospectively to
the evidence under consideration

There seems to be some inconsistency between page 52 (lines
5-15) which “states that no one criteria was agreed to be better
overall” and page 8 (line 11) which states that ME/CFS should be
suspected when “the person has had all of the persistent
symptoms”

Limiting the guideline to this unvalidated subgroup does a dis-
service to the many patients with severe chronic fatigue
symptoms who would not meet this arbitrary definition.

Importantly, this reliance on a particular set of diagnostic criteria
seems to have played a central role in the approach to the
evaluation of the clinical trial evidence. Trials which did not use
these criteria were down-graded even though they used the
standard, accepted diagnostic criteria for ME/CFS at the time of
the trials. This has led to huge amount of robust clinical
evidence effectively being given almost no weight by the
committee, with the end result that the guidelines on treatment
are primarily based on opinion rather than evidence.

Developer’s response

Suspecting and (mis)diagnosing ME/CFS

See Evidence review D-diagnosis for the evidence. The
committee’s discussion of how the evidence informed the
recommendations is detailed briefly in the rationales in the
guideline and in more detail in the discussion of the evidence
sections in the review chapters.

We note that section 2.5 of the methods manual refers to
diagnostic accuracy tests, however the in the discussion section
of Evidence review D- diagnosis there is further discussion about
sensitivity and specificity in the context of the development of
criteria, noting that here specificity is important. This section also
includes a discussion on the heterogeneity in the study
populations.

The committee discussed the potential harm of applying the
recommendations in this to people that are misdiagnosed with
ME/CFS. For example, and as noted in many stakeholder
comments, for other conditions physical activity and exercise is
recommended as a part of the management of symptoms such
as pain. In this guideline it is clear that if people with ME/CFS
have these symptoms this management approach is not
appropriate. For this reason the committee agreed it was very
important to ensure that only people that meet the diagnostic
criteria use these guidelines. In addition misdiagnosis may result
in people not receiving appropriate treatments.

The committee agree these symptoms are seen in other
conditions particularly fatigue, but note it is the combination and
the interaction of the symptoms, particularly with the addition of
PEM, that are important in the diagnosis of ME/CFS.

Evaluation of the data

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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the committee to downgrade evidence that did not use a
diagnostic criteria that includes post exertional malaise (PEM) as
essential.

PEM is widely acknowledged in ME/CFS specialist practice as
being a characteristic feature of ME/CFS. The difficulty for
interpreting the evidence is that in the trials that do not use a
criteria that has PEM as essential (and therefore a 100%
ME/CFS population) numbers of people with PEM are rarely
reported. The committee do not assume that people recruited to
trials do not experience PEM they just do not know how many if
the information is not reported.

Where this is the case, the trial population could include people
that do not have ME/CFS and this makes it difficult for the
committee to be confident of the benefits and risks of the
interventions on people with ME/CFS.

Using GRADE and CERQual the committee agreed that
evidence without this information would be ‘indirect’ (relevance in
CERQual) acknowledging this uncertainty about the population.
As such the evidence was considered taking this into account.
See the methods chapter for more information on GRADE and
CERQual.

After considering the stakeholder comments the committee
agreed to revisit the evidence for the intervention reviews further
scrutinising the information on PEM reported in the quantitative
and qualitative evidence and the application of indirectness and
relevance. As part of this they agreed that any evidence with a
population > 95% with PEM_would be considered direct. See
evidence review H appendices Fand G for the approach taken,
the analysis and the impact on the results and interpretation of
the evidence.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory
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Association of | Guideline 010 017 - 020 | Here, and elsewhere in the guidelines, there is a bias towards Thank you for your comments.

British 003 - 012 | the benefits of rest and potential harms of activity that we do not

Neurologists 051 believe is supported by evidence. The guideline states that “the The beginning of the discussion section in Evidence review E
committee made a recommendation to give people advice on states ,'the committee discussed this evidence with the findings
symptom management drawn from their own knowledge and from the reviews on Information for people with ME/CFS and
experience”. We note that, in the absence of direct clinical trial their families and carers (report A), Information and Support for
data, the usual approach should be to extrapolate from other health and social care professionals (report B), access to care
data or consider a range of expert opinion. (report C), Diagnosis (D) non pharmacological management

(report G) and the report on Children and Young people
We believe that clinical evidence on treatment suggests that (Appendix 1). The committee took this evidence into account as
approaches based on graded activity can be more effective for well as their own experience and expertise. This has been
some patients than approaches focusing on staying within an clarified in the discussion section.
“energy envelope”. Energy envelope
There is a wide range of clinical expert opinion in this area. The | After considering the stakeholder comments the committee
committee do not seem to have sought this range of clinical agreed that this concept might not always be appropriate when
expert opinion, but have relied primarily on their own personal suspecting ME/CFS. They acknowledged that some people with
views. suspected ME/CFS may not be diagnosed with ME/CFS and
information on energy limits* may not be helpful. The committee

We feel that the committee’s failure to consider this indirect amended the recommendation to advise people to manage their
evidence and a range of expert opinion is manifestly daily activity and not push through symptoms.
unreasonable. Making a recommendation that goes against
standard rehabilitation practice in other neurological disorders Advice to rest
should require strong evidence, which was not presented here. The committee discussion in Evidence review E-strategies pre

diagnosis sets out the rationale for the committee’s decision
making for people with suspected ME/CFS. In reference to your
comment they note there is a lack of evidence to support that
advice to rest prevents deterioration and improves prognosis in
people with suspected ME/CFS, but they agreed the advice
would not be harmful in the short term. In addition committee
note that it is important to consider that people that are
suspected of ME/CFS but not diagnosed with ME/CFS may
follow this advice and it would not cause harm to anyone.

The committee agreed that people should be given personalised
advice about managing their symptoms and recommend this in

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory
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Comments

We agree that personalised management plans should include
self-management strategies. However, listing energy
management as the only example of self-management implies
that this is the most effective approach. Many other self-
management approaches exist. Whilst expert opinion differs on
which are the most effective, there is certainly no evidence to
justify this emphasis on energy management.

We are concerned that this advice to patients is incorrect and
could be harmful. It is misleading to state that only “a small
proportion” of people recover. It is the case that the majority of
people with ME/CFS remain symptomatic but for patients who
do not fully recover, treatments can result in worthwhile
improvements in quality of life and social and occupational
functioning, for example 39% in one systematic review of 14
studies(Cairns and Hotopf, 2005).

There is also evidence that beliefs that recovery is not possible
can themselves be a barrier to recovery in ME/CFS (Cairns and
Hotopf, 2005). We can think of no other disease in which
clinicians are advised to emphasise to patients that their
condition is incurable. Even in conditions from which people

never recover (like motor neurone disease) we would emphasise

positive approaches to symptom management and improving
quality of life. Clinicians should be realistic but there is a
significant risk of harm with this recommendation.

We are concerned that the guideline recommends energy
management as the key management approach for ME/CFS:
this is not based on evidence and is only one of a range of

Developer’s response

the advice for people with suspected ME/CFS section of the
guideline.

* To note that after taking into consideration the comments made
by stakeholders about the potential for misunderstanding the
committee agreed to edit Energy envelope to use energy limits.

Thank you for your comment.

These are examples in the recommendations and as with any list
of examples these cannot be exhaustive for this reason. See
Evidence reviews G and H for the evidence and committee
discussion on self- management strategies.

Thank you for your comment.

After considering the range of stakeholder comments the
committee have edited these bullet points and hope this
addresses your point:

e varies in long-term outlook from person to person —
although a proportion of people recover or have a long
period of remission, many will need to adapt to living
with ME/CFS

e varies widely in its impact on people’s lives, and can
affect their including their daily activities, family and
social life, and work or education, (these impacts maybe
severe).

Thank you for your comment.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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Comments

approaches that may be helpful for different patients. We agree
that energy management may be helpful for some people with
ME/CFS, but also feel that other approaches (included graded
activity) can be helpful. Energy management approaches could
be harmful to some patients, by becoming a barrier to recovery.

We note that, in the absence of direct clinical trial data, the usual
approach should be to extrapolate from other data or consider a
range of expert opinion.

We believe that clinical evidence on treatment suggests that
approaches based on graded activity can be more effective for
some patients than approaches focusing on staying within an
“energy envelope”.

There is a wide range of clinical expert opinion in this area. The
committee do not seem to have sought this range of clinical
expert opinion but have relied primarily on their own personal
views. Indeed, the guidelines states on page 61, line 1, that the

recommendations were based on the committee’s “own
experience”.

We feel that the committee’s failure to consider this indirect
evidence and a range of expert opinion is manifestly
unreasonable. Making a recommendation that goes against
standard rehabilitation practice in all other neurological disorders
should require strong evidence, which was not presented here.

Developer’s response

This section of the guideline provides information on the
principles of energy management and is clear that it includes all
types of activity (cognitive, physical, emotional and social) and
takes into account their overall level of activity. Energy
management uses a flexible, tailored approach so that activity is
never automatically increased but is maintained or adjusted
(upwards after a period of stability or downwards when
symptoms are worse). (see Evidence review G for the committee
discussion on self-management strategies). The committee
made consensus recommendations based on the evidence on
what people with ME/CFS found useful in managing their
symptoms (see evidence reviews A, G and the commissioned
report on children and young people) and their own experience.

The committee have recommended that a physical activity or
exercise programme may be offered to people with ME/CFS who
feel ready to progress their physical activity beyond their current
activities or who would like to incorporate physical activity or
exercise into the managing their ME/CFS. Such a programme
should start by establishing a physical activity baseline at a level
that does not worsen symptoms, initially reducing physical
activity to be below this baseline level, which should be
successfully maintained for a period of time before any attempt to
increase it. Flexible adjustments should then be discussed,
agreed and made to a person’s physical activity.

The committee recognised that although graded exercise therapy
is not recommended it was important that people with ME/CFS
have access to a ME/CFS specialist team to provide support with
physical activity and exercise programmes where appropriate.

To accompany this the committee have made recommendations
that set out how CBT and strategies for energy management,
physical activity and exercise should be delivered for people with

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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ME/CFS. See evidence reviews G and H for the evidence and
the committee discussion on these recommendations.

We disagree there is a reliance on individual opinion in this
guideline and this has influenced the recommendations. All NICE
guidelines follow the process for evidence synthesis set out in
Developing NICE guidelines: the manual. This guideline was no
exception. Reviews are underpinned by protocols, these are
developed and agreed by the guideline committee and set out
the approach for the evidence synthesis before the data is
collected. The process for quality rating used in NICE guidance is
an internationally agreed process and it is not unusual for
evidence to be graded as low or very low quality. This does not
mean it cannot be used to make recommendations but affects
the strength of recommendations.

One of the strengths of NICE guidelines is the multifaceted
approach taken in developing the recommendations.
Recommendations in NICE guidelines are developed using a
range of evidence , in addition to this guideline committees are
formed to reflect as far as practically possible, the range of
stakeholders and groups whose activities, services or care will be
covered by the guideline.

The committee composition was agreed during the scoping
phase as appropriate for the expertise for the guideline scope.
Great care was taken to ensure the committees was formed to
reflect as far as practically possible, the range of stakeholders
and groups whose activities, services or care will be covered by
the guideline. This committee had a balance of perspectives and
experiences. The committee membership reflects the
multidisciplinary approach to treating ME/CFS and includes
medically qualified clinicians and allied health professionals who
lead and work in specialist ME/CFS services.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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Association of | Guideline 024 004 - 005 | We believe it is incorrect to state that there is no current
British 006 - 008 | treatment for ME/CFS. There is evidence from randomised
Neurologists 060 controlled trials that cognitive behavioural therapy (CBT) and

graded exercise therapy (GET) can be effective for some
patients, albeit with a relatively modest effect size. These trials
were given little weight in the guideline for reasons that simply do
not add up. The flaws in this reasoning are discussed in more
detail in our comments on the specific recommendations on CBT
and GET.

Even it were accepted that these factors should be considered
when interpreting the trial data, they are certainly not sufficient to
justify giving so little weight to the evidence that the
recommendations are based primarily on opinion. Whilst we
appreciate that the committee must weigh different sources of
evidence in reaching a conclusion, the ABN feels the way
evidence was weighed in this case is manifestly unreasonable.

Developer’s response

When developing this guideline the committee considered a wide
range of evidence, including that from, published peer review
quantitative and qualitative evidence, calls for evidence for
unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature. As with all
NICE guidelines the committee uses its judgment to decide what
the evidence means in the context of each topic and what
recommendations can be made and the appropriate strength of
the recommendation. The committee will consider many factors
including the types of evidence, the strength and quality of the
evidence, the trade-off between benefits and harms, economic
considerations, resource impact and clinical and patient
experience, equality considerations. (See Developing NICE
guidelines: the manual, section 9.1 for further details on how
recommendations are developed).

Thank you for your comment.

Cure or treatment

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ in the recommendations where it is
alongside ‘cure’ to avoid any misinterpretation with the availability
of treatments for the symptom management for people with
ME/CFS.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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Comments

We also feel that it is unhelpful to talk about “cure”. This term is
rarely used in any neurological disorder. As neurologists, we
would usually use terms such as ‘improvement’ or “recovery”
which is also preferred by many patients. Many patients with
ME/CFS do improve (Cairns and Hotopf, 2005)

We agree that many individuals with ME/CFS need help with
managing rest and activity and are helped by learning to avoid
‘boom and bust’. However, we are particularly concerned that the
emphasis on rest in this recommendation may be harmful. The
evidence that too much rest may be harmful in ME/CFS comes
from a number of sources, in particular our knowledge of the
physiological effects of rest across a whole range of
conditions(World Health Organization, 2020)(Ried-Larsen et al.,
2017)(Convertino et al., 1997). There is also evidence that fear
and avoidance of physical activity can be a barrier to recovery in
ME/CFS (Nijs et al., 2013)( Goldsmith 2015)

Throughout, the guideline emphasises the benefits of rest, and
the risks of activity in a way that appears unbalanced.

We are concerned that there is insufficient evidence to support
this recommendation and that it may be harmful. For some
people with ME/CFS, especially those with milder symptoms,
unstructured exercise could he a helpful part of their
management. Exercise appears especially helpful in chronic
primary pain (a condition with substantial overlap with ME/CFS)
and which has been recommended by current draft NICE
guidelines(National Institute for Health Care and Excellence,
2020). We recognise the controversy in this area, and that there
is a wide range of expert opinion, but there is no rationale for the
committee preferring one expert opinion over others. If there is
considerable disagreement and uncertainty, it is not reasonable
for NICE to make a “do not” recommendation without evidence to
support it.

Developer’s response

Thank you for your comment.

The committee agreed that rest was an important part of
managing activity in people with ME/CFS. The role of rest and
sleep are further addressed in section 1.12 and the rationale
provides further information on this.

Thank you for your comment.

After considering the stakeholder comments this has been
edited to,’do not advise people with ME/CFS to undertake
exercise that is not part of a programme overseen by a ME/CFS
specialist team, such as telling them to go to the gym or exercise
more, because this may worsen their symptoms.’

Based on the evidence* and their own experience the committee
concluded there are clear indications about what type of physical
activity or exercise programmes should not be offered to people
with ME/CFS but it was important that a physical activity or
exercise programme is available for people with ME/CFS where
appropriate and where they choose to explore this. The
committee recognised there are people with ME/CFS that may
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feel ready to incorporate a physical activity or exercise
programme into managing their ME/CFS and want to explore this
option. Where this is the case the committee agreed that it was
important that they are referred to and supported by
physiotherapists and occupational therapists that are trained and
specialise in ME/CFS to do this safely. See evidence reviews F
and G, where the committee outline where it is important that
professionals trained in ME/CFS deliver specific areas of care.

*See Evidence reviews G and H, these describe the quantitative
and the qualitative evidence for physical activity and exercise
interventions and includes the committee discussion. The
committee discussed this evidence with the findings from the
review on access to care (report C), diagnosis (report D),
multidisciplinary care ( report I) and the reports on Children and
Young people (Appendix 1) and people with severe ME/CFS
(Appendix 2).

Pain

The managing co-existing conditions of section of the guideline
raises awareness that other conditions may commonly coexist
with ME/CFS and these should be investigated and managed in
accordance with best practice. This section also lists related
NICE guidelines and recommends the section on principles of
care for people with ME/CFS, section on access to care and the
energy management recommendations should be take into
account when managing coexisting conditions in people with
ME/CFS

To note the committee agreed that the recommendations in
sections 1.1 and 1.2 for all types of chronic pain in the Chronic
pain guideline could apply to people with ME/CFS but that the
population ‘ chronic primary pain’ is a different population to that
of people with ME/CFS and that the management section does

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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Comments

We are very concerned that NICE has made a “do not”
recommendation for all management approaches based on
physical activity, including GET. We fear that this will prevent
people with ME/CFS from accessing an evidence based
treatment that can improve fatigue, physical functioning and
quality of life for some people with the condition (albeit with a
relatively modest effect size).

The recommendation gives insufficient weight to evidence from
randomised clinical trials showing the effectiveness of GET in
ME/CFS. The committee were aware of these trials, but have
chosen to disregard them for the reasons outlined below. There
is no mention of the trial data in the section on “why the
committee made these recommendations” (page 63 lines 2-20)
We believe that this decision was manifestly unreasonable. A
key reason given for downgrading the importance of these trials
was “population indirectness” (see section 1.2.5.1 of Evidence
Review D). The committee decided to downgrade trials using
diagnostic criteria for ME/CFS which do not include post-
exertional symptom exacerbation as an essential criterion. We
believe this decision simply does not add up. The committee’s
belief that the trial populations may not accurately represent the
ME/CFS population seems to be based entirely on opinion rather
than evidence. We believe this position is untenable for the
following reasons:

- Most patients in the trials would have met diagnostic
criteria for ME/CFS that included post-exertional
symptoms exacerbation.

- In the PACE trial 88% of participants reported post-
exertional malaise. The trial was still favourable to CBT
and GET using London criteria for ME/CFS which insist

Developer’s response

not apply. The committee made the decision not to cross refer to
the Chronic pain guideline to avoid confusion.

Thank you for your comment.

Your assertion that the committee has made a “do not”
recommendation for ‘all management approaches based on
physical activity’ is incorrect. Recommendations 1.11.9 and
1.11.10 detail the types of physical activity and exercise
programmes that should not be offered. Recommendation
1.11.11 explicitly states that a physical activity or exercise
programme may be considered in certain circumstances, and
Recommendation1.11.12 tells practitioners to tell people with
ME/CFS that some people have found such programmes to be
useful.

The committee reviewed the trials exercise therapies in ME/CFS
including GET where these met the agreed evidenced review
protocol, and assessed their quality according to the GRADE
Criteria as laid out in the current NICE methodology (See
Developing NICE guidelines: the manual. Process and methods
[PMG20] Published: 31 October 2014 Last updated: 15 October
2020 for further details). The committee considered a wide range
of evidence, including that from published peer review
quantitative and qualitative evidence, calls for evidence for
unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature.
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on post-exertional malaise(White et al., 2011). In this
trial post-exertional malaise fell from 84% to 63% in the
adaptive pacing therapy group, from 84% to 49% in the
CBT group, from 76% to 48% in the GET group. (White
etal., 2011)

- The assertion that post-exertional symptom
exacerbation is a vital part of diagnostic criteria is a
contested one. There is no evidence that patients with
chronic fatigue who report this symptom differ
systematically from those who do not (and indeed it is
not easy to define). Nor is post-exertional symptom
exacerbation unique to ME/CFS. It occurs at a low level
in the population and in association with fatigue in other
neurological disorders including multiple sclerosis.

- These trials used accepted diagnostic criteria, which
remain the most widely used diagnostic criteria today
(the CDC 1994 criteria and the Oxford Criteria). By
definition, the trials could not have used diagnostic
criteria which have been newly proposed by the
committee in this guideline.

- The GETSET trial, which did use diagnostic criteria that
required the presence of post-exertional symptom
exacerbation also showed a benefit of GET (Clark et al.,
2017)

It is particularly unusual for a NICE guideline to choose to
disregard the results of a Cochrane review. In this case, the
Cochrane review of exercise interventions(Larun et al., 2017)
was excluded on the basis that is “did not include all critical
outcomes specified in this review protocol and included study
populations where not all participants had ME/CFS.” It is unclear
which critical outcome was not included (we wonder if it could be
mortality) but it seems inexplicable that this would lead to the
entire review being excluded. It is simply incorrect to say that

“not all participants had ME/CFS”. Participants did have ME/CFS

Developer’s response

See Evidence reviews G and H, these describe the quantitative
and the qualitative evidence for physical activity and exercise
interventions and includes the committee discussion. The
committee discussed this evidence with the findings from the
review on access to care (report C), diagnosis (report D),
multidisciplinary care ( report I) and the reports on Children and
Young people (Appendix 1) and people with severe ME/CFS
(Appendix 2).

As with all NICE guidelines the committee uses its judgment to
decide what the evidence means in the context of each topic and
what recommendations can be made and the appropriate
strength of the recommendation. The committee will consider
many factors including the types of evidence, the strength and
quality of the evidence, the trade-off between benefits and
harms, economic considerations, resource impact and clinical
and patient experience, equality considerations.

The committee emphasised it is the combination and interaction
of the symptoms particularly with the addition of PEM that is
critical in distinguishing ME/CFS from other conditions and
iliness. (see evidence review D for further detail). The committee
considered that the response to an intervention is likely to be
different in people who have PEM compared to those who do
not, and this should be taken into account when interpreting the
evidence.

The decision to include post exertional malaise (sometimes
referred to as post exertional symptom exacerbation) as an
essential part of the diagnostic criteria is entirely consistent with
recent publications. Post Exertional Malaise/PESE is a required
component of the Revised Canadian consensus criteria (Jason
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according to accepted criteria, just not necessarily according the
novel criteria preferred by this committee.

In addition, we note that the committee used the latest available
data point from trials rather than the pre-specified endpoint. The
ABN does not consider this approach to be scientific or
reasonable. After the end of trials many patients in the control
group choose to have additional treatment, reducing the power to
detect a treatment effect at later time points. Whilst it is
reasonable to consider the latest available data, it is
unreasonable to give this greater weight than data at the pre-
specified ending of the trial.

We also believe that, having down-graded the clinical trial
evidence, the committee unreasonably chose to favour one
particular set of patient and expert opinion without making
reasonable efforts to seek a range of expert opinion and patient
testimony. For instance, were the opinions and experiences of
patients who had participated in these trials, or the experiences
of patients who had improved sought?

The potential harms of graded exercise in ME/CFS have been
emphasised throughout this guideline, but this emphasis appears
to be based on the opinion of the committee rather than on
evidence. The press release from NICE about the guideline
states “Because of the harms reported by people with ME/CFS,
as well as the committee’s own experience of the effects when
people exceed their energy limits, the draft guideline says that
any programme based on fixed incremental increases in physical
activity or exercise, for example graded exercise therapy (GET)
should not be offered for the treatment of ME/CFS”. The
guideline itself states at page 63 lines 6-7 that this judgement
was based on the “committee’s own experience”. This
demonstrates that the committee’s own beliefs about the harms
of GET were a key driver of the guideline’s recommendations.

Developer’s response

2010), the International consensus criteria (Carruthers 2011),
and the IOM diagnostic criteria (Clayton 2015).

To address this the committee agreed that evidence without this
information would be ‘indirect’ acknowledging this uncertainty*.
As such the evidence was considered taking this into account.
See the methods chapter for more information on GRADE and
indirectness.

The committee’s understanding that the populations in some
trials may not accurately represent the ME/CFS population is
based entirely on the written evidence in the publications that
they reviewed. The assertion from the consultee that ‘Most
patients in the trials would have met diagnostic criteria for
ME/CFS that included post-exertional symptoms exacerbation’. is
conjecture.

The London Criteria as used in the PACE trial (‘PACE trial
protocol: Final version 5.0, 01.02.2006 p188) does not include
post exertional malaise. On the basis of the written criteria used
to assess participants in the PACE trial the committee could not
establish that participants experienced post exertional malaise.

The assertion that the Oxford Criteria, used in the PACE trial,
remains the most widely used diagnostic criteria today is
questionable, especially given the comment from the National
Institutes of Health (Green 2014) that continuing to use the
Oxford definition ‘may impair progress and cause harm’ and the
recommendation ‘that the Oxford definition be retired’ (Green
2014) .
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We believe this emphasis on the potential harms of graded
exercise is unreasonable. There is strong evidence from clinical
trials that GET is not harmful: drop-out rates from therapy in
these trials were very low and deterioration in symptoms was not
more common in GET group than in controls (White et al., 2011;
Clark et al., 2017). For example, in the GETSET trial 6% of both
intervention and control groups reported being ‘much or very
much worse’.

We recognise that GET is not appropriate for everyone with
ME/CFS, and that some people have had negative experiences
of this approach (especially if it is not delivered well). However, it
is crucial that this observation does not allow us to lose sight of a
larger group of patients for whom it can be effective. By
definition, GET is a collaborative approach that can only work if
patients choose to participate. We certainly would not advocate
that anyone who did want to undertake GET should be
pressurised to accept this form of treatment (consistent with good
medical practice in any condition). However, we know from
clinical trial data and our clinical experience in neurology that
there is a large group of patients who want to access this
treatment.

This recommendation is a marked change from the previous
NICE guideline on CFS/ME, which recommended GET. There
was substantial scrutiny of this guideline: a judicial review to
challenge it was not upheld. The rationale for this dramatic
change in a recommendation which is based on essentially the
same evidence base is insufficient and fundamentally flawed.
NICE processes require that committees should seek to ensure,
as far as possible, that their judgements are applied consistently.
In this case, the guidelines concerned the same group of patients
and considered substantively the same evidence base. There
would therefore have to be a strong justification for any

Developer’s response

The GETSET trial (Clark 2017) was not downgraded for
indirectness.

After considering the stakeholder comments the committee
agreed to revisit the evidence for the intervention reviews further
scrutinising the information on PEM reported in the trials and the
application of indirectness and relevance in the evidence. As
part of this they agreed that any evidence with a population >
95% with PEM would be considered direct. See evidence
review H appendices Fand G for the approach taken and the
analysis. There was no substantive impact on the results and
interpretation of the evidence.

We note that the Cochrane review ‘Exercise therapy for chronic
fatigue syndrome’ (Larun et al., 2019) is contested and that it ‘is
still based on a research question and a set of methods from
2002, and reflects evidence from studies that applied definitions
of ME/CFS from the 1990s’ (https://www.cochrane.org/news/cfs)
The review is currently undergoing a full update. The comment
about the inclusion criteria for the review is correct. The

review included studies where more than 90% of the participants
had a primary diagnosis of CFS according to the criteria that
participants had ‘medically unexplained’, disabling, distressing
and prominent fatigue for more than 6 months. Five of the
studies eight studies included in the review used the Oxford
diagnostic criteria, and therefore may have included patients who
did not have PEM.

You comment that the current draft guideline is ‘based on
essentially the same evidence’ as the previous NICE guidance
(CG53) published in 2007. A review of the Effectiveness
Evidence Tables (Appendix D) shows that the majority of
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inconsistency. In fact, the justification given seems completely included studies were published after 2007 (41/75). The current
flawed. guideline also included further evidence in the form of published
Implementation of these guidelines would prevent people with peer review quantitative and qualitative papers, calls for evidence
ME/CBT from accessing an intervention that can be effective for for unpublished evidence, expert testimonies, and two
some people. commissioned reports. The assertion that the guideline concerns

‘the same group of patients and considered substantively the
same evidence base' as CG53 is-incorrect.

In addition this guideline has updated the 2007 guideline using
Developing NICE guidelines: the manual

Process and methods [PMG20] Published: 31 October 2014 Last
updated: 15 October 2020.

Association of | Guideline 028 023 - 029 | We are concerned that the recommended approach to physical Thank you for your comment.

British 001 - 005 | activity is biased towards “staying within an energy envelope” Evidence reviews G and H describe the quantitative and the

Neurologists 029 rather than graded activity (even though clinical trial evidence is qualitative evidence for graded exercise therapy and includes the
more supportive of the latter, and there is a wide range of expert | committee discussion The committee discussed this evidence
opinion on this question. with the findings from the review on access to care (report C),

diagnosis (report D), multidisciplinary care ( report ) and the
reports on Children and Young people (Appendix 1) and people
with severe ME/CFS (Appendix 2). In summary, the clinical
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effectiveness evidence for GET was of low to very low quality
and the committee was not confident about the effects. This
when balanced with the mostly negative opinions about
experiences of physical activity and GET reported in the
qualitative evidence resulted in the committee concluding that
GET should not be offered to people with ME/CFS.

This conclusion remained the same after additional scrutiny of
the populations included in the non-pharmacological evidence (
See evidence review H appendices Fand G for the approach
taken, the analysis and the impact on the results and
interpretation of the evidence.)

The committee recognise that there are different definitions of the
term graded exercise therapy and as a result the content and
application of graded exercise therapy programmes differ. This
has resulted in confusion Graded exercise therapy is defined in
this guideline as therapy based on the deconditioning and
exercise avoidance theories of ME/CFS. These theories assume
that ME/CFS is perpetuated by reversible physiological changes
of deconditioning and avoidance of activity. These changes result
in the deconditioning being maintained and an increased
perception of effort, leading to further inactivity. Graded exercise
therapy consists of establishing a baseline of achievable exercise
or physical activity and then making fixed incremental increases
in the time spent being physically active. This definition reflects
the descriptions of graded exercise therapy included in evidence
review G.. The committee recommended that physical activity or
exercise programmes that are based on deconditioning and
exercise avoidance theories of ME/CFS, or that use fixed
incremental increases in physical activity or exercise, should not
be offered to people with ME/CFS.
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We are concerned that this recommendation is essentially
discouraging physical activity programmes. It is obviously true
that a physical activity programme could only ever be used if a
patient wanted to take part in this. This does not need to be
stated.

Good medical practice always requires the risks and benefits of
an intervention to be explained to patients. However, we are
concerned that this recommendation implies that there is clinical
equipoise about whether physical activity is beneficial or harmful.
This is incorrect. We know that encouraging activity is central to
rehabilitation in all neurological disorders as well as other
physical conditions. There is no biologically plausible reason that
these same mechanisms would not also apply in CFS/ME. We
would therefore need robust evidence of harm from exercise in
ME/CFS to justify any recommendation that goes against
established rehabilitation practice. Such evidence has not been
presented. Exercise appears especially helpful in chronic
primary pain (a condition with substantial overlap with ME/CFS)
and which has been recommended by current draft NICE
guidelines(National Institute for Health Care and Excellence,
2020). There is also evidence that fear and avoidance of
physical activity can be a barrier to recovery in ME/CFS(Nijs et
al., 2013) (Nijs 2013, Goldsmith 2015)

Developer’s response

Thank you for your comment.

The committee disagree that this recommendation is essentially
discouraging physical activity programmes, it sets out when a
physical activity or exercise programme should be delivered.

Thank you for your comment.
Physical activity and ME/CFS

It is commonly agreed that people with ME/CFS experience post
exertional malaise (PEM) after activity. PEM is a worsening of
symptoms that can follow minimal cognitive, physical, emotional
or social activity, or activity that could previously be tolerated. It is
in this context, and recognising the evidence from people with
ME/CFS indicating that misunderstanding of the impact of PEM
and inappropriate advice on how to incorporate physical activity
(and exercise) into their lives has resulted for some in a
deterioration of their condition, that this guideline has
recommended that people with ME/CFS should be supported by
a
physiotherapist or occupational therapist within a ME/CFS
specialist team if they:
e have difficulty with their reduced physical activity or mobility
o feel ready to progress their physical activity beyond their
current activities of daily living
e would like to incorporate a physical activity programme into
the management of their ME/CFS.

This guideline highlights the importance of having an informed
approach to physical activity and exercise in people with ME/CS
that is supported by healthcare professionals that are trained and
specialise in working with people with ME/CFS.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

27 of 1342



Stakeholder

Association of
British
Neurologists

Association of
British
Neurologists

Association of
British
Neurologists

National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Document
Guideline 028
Guideline 029
030
Guideline 030

Page No

Line No

010 -011

017 - 022
001 - 002

015

10 November 2020 - 22 December 2020

Comments

Whilst there is limited evidence for these approaches, we do not
believe there is sufficient evidence to justify a “do not”
recommendation. In particular, the one randomised trial of the
lightning process does support its effectiveness(Crawley et al.,
2018). Even if the committee judged that this evidence was
weak, it is difficult to see how it could be reasonable for a
committee to go from this evidence base to a “do not”
recommendation

We are concerned that the recommendations on rest are
unbalanced, and make no mention of the physiological harms of
rest(World Health Organization, 2020)(Ried-Larsen et al.,
2017)(Convertino et al., 1997) We recognise that the relative
benefits and harms of rest in ME/CSF are controversial, but can
see no reasonable justification for the committee’s decision to
favour specific expert opinion over other expert opinion and
evidence on this question.

We believe that is not appropriate for the guideline to refer to the
NICE guideline on neuropathic pain, as there is no evidence of
nerve or brain damage in the pathophysiology of ME/CFS (and
pain in ME/CFS is not necessarily neuropathic in character). We
believe that reference to the NICE guideline on chronic primary
pain would be more appropriate. There is strong evidence for

Developer’s response

Chronic pain

The committee agreed that the recommendations in sections 1.1
and 1.2 for all types of chronic pain in the Chronic pain guideline
could apply to people with ME/CFS but that the population *
chronic primary pain’ is a different population to that of people
with ME/CFS and that the management section does not apply.
The committee made the decision not to cross refer to the
Chronic pain guideline to avoid confusion.

Thank you for your comment.

Lightning Process, osteopathy, life coaching and neurolinguistic
programming

After considering the stakeholder comments the committee
agreed to edit this recommendation to,” do not offer the Lightning
Process or therapies based on it to people with ME/CFS’.

The committee agreed that concerns raised in the qualitative
evidence about the Lightning Process could not be ignored and
that it was appropriate to have a do not recommendation. (See
evidence reviews G and H)

Thank you for your comment.

There was a lack of evidence identified for rest and sleep
strategies and the committee were unable to give specific advice
about strategies recognising the approaches should be tailored
to the individual. The recommendations include that people
should be given advice on the role of rest and sleep, this would
include the risks and benefits, and personalised sleep
management advice.

Thank you for your comment.

Neuropathic pain

The committee disagree, people with ME/CFS report many
different types of pain, neuropathic pain is one of them. These
are examples of NICE guidelines on pain and is not intended to
be an exhaustive list of the types of pain people with ME/CFS
may experience.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

28 of 1342



National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

10 November 2020 - 22 December 2020

Stakeholder | Document Page No | Line No (ST
overlap between ME/CFS and chronic primary pain which
includes fibromyalgia (Jason et al., 1999).
Association of | Guideline 034 001 - 005 | We are very concerned that the guideline states that CBT should
British 023 - 029 | not be offered as a treatment for ME/CFS. We fear that this will
Neurologists 067 prevent people with ME/CFS from accessing an evidence based

treatment that can improve fatigue, physical functioning and
quality of life for some people with the condition (albeit with a
relatively modest effect size).

The recommendation gives insufficient weight to evidence from
randomised clinical trials showing the effectiveness of CBT to
treat fatigue and physical function in ME/CFS. The committee
were aware of these trials, but have chosen to disregard them
(there is no mention of the trial data in the section on “why the
committee made these recommendations”) We believe that the
justification for the down-grading of these trials is flawed.

A key reason given for downgrading the importance of these
trials was “population indirectness” (see section 1.2.5.1 of
Evidence Review D). The committee decided to downgrade
trials using diagnostic criteria for ME/CFS which do not include
post-exertional symptom exacerbation as an essential criterion.
We believe this decision simply does not add up. The

Developer’s response

Chronic pain guideline

The committee agreed that the recommendations in sections 1.1
and 1.2 for all types of chronic pain in the Chronic pain guideline
could apply to people with ME/CFS but that the population *
chronic primary pain’ is a different population to that of people
with ME/CFS and that the management section does not apply.
The committee made the decision not to cross refer to the
Chronic pain guideline to avoid confusion.

The committee note in the guideline that when managing any
symptoms or co-existing conditions in people with ME/CFS the
recommendations on principles of care, access to care and
energy management should be taken into account.

Thank you for your comments.

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for the
symptom management for people with ME/CFS.

CBT is not a treatment for ME/CFS but could be useful for some
people with ME/CFS with supporting them in managing their
symptoms.

CBT is offered to people with ME/CFS who would like to use it to
support them in managing their symptoms of ME/CFS and to
reduce the psychological distress associated with having a
chronic illness.

Indirectness
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committee’s belief that the trial populations may not accurately
represent the ME/CFS population seems to be based entirely on
opinion rather than evidence. We believe this position is
untenable for the following reasons:

- Most patients in the trials would have met diagnostic
criteria for ME/CFS that included post-exertional
symptoms exacerbation.

- In the PACE trial 88% of participants reported post-
exertional malaise. The trial was still favourable to CBT
and GET using London criteria for ME/CFS which insist
on post-exertional malaise(White et al., 2011). In this
trial post-exertional malaise fell from 84% to 63% in the
adaptive pacing therapy group, from 84% to 49% in the
CBT group, from 76% to 48% in the GET group. (White
et al.,, 2011)

- The assertion that post-exertional symptom
exacerbation is a vital part of diagnostic criteria is a
contested one. There is no evidence that patients with
chronic fatigue who report this symptom differ
systematically from those who do not (and indeed it is
not easy to define). Nor is post-exertional symptom
exacerbation unique to ME/CFS. It occurs at a low level
in the population and in association with fatigue in other
neurological disorders including multiple sclerosis.

- These trials used accepted diagnostic criteria, which
remain the most widely used diagnostic criteria today
(the CDC 1994 criteria and the Oxford Criteria). By
definition, the trials could not have used diagnostic
criteria which have been newly proposed by the
committee in this guideline.

In addition, we note that the committee used the latest available
data point from trials rather than the pre-specified endpoint. The
ABN does not consider this approach to be scientific or

reasonable (see below). After the end of trials many patients in

Developer’s response

See evidence review D-diagnosis for the evidence and
committee discussion on the diagnostic criteria.

PEM is widely acknowledged in specialist ME/CFS practice as
being a characteristic feature of ME/CFS. The difficulty for
interpreting the evidence is that in the trials that do not use a
criteria that has PEM as essential (and therefore a 100%
ME/CFS population) numbers of people with PEM are rarely
reported . The committee do not assume that people recruited to
trials do not experience PEM they just don’t know how many if
the information is not reported.

To address this the committee agreed that evidence without this
information would be ‘indirect’ acknowledging this uncertainty*.
As such the evidence was considered taking this into account.
See the methods chapter for more information on GRADE and
indirectness.

After considering the stakeholder comments the committee
agreed to revisit the quantitative and qualitative evidence for the
intervention reviews further scrutinising the information on PEM
reported in the trials and the application of indirectness and
relevance in the evidence. As part of this they agreed that any
evidence with a population > 95% with PEM would be considered
direct. See evidence review H appendices Fand G for the
approach taken, the analysis and the impact on the results and
interpretation of the evidence.

London criteria

The London Criteria as used in the PACE trial (‘PACE trial
protocol: Final version 5.0, 01.02.2006 p188) does not include
post exertional malaise. On the basis of the written criteria used
to assess participants in the PACE trial the committee could not
establish that participants experienced post exertional malaise.
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the control group choose to have additional treatment, reducing
the power to detect a treatment effect at later time points. Whilst
it is reasonable to consider the latest available data, it is
unreasonable to give this greater weight than data at the pre-
specified ending of the trial.

It is important to emphasise that these trials were not using CBT
as a treatment for psychological distress, but as a treatment for
the disorder itself. Typically, the primary endpoints were fatigue
ratings scales and measures of physical functioning. Whilst CBT
may also have benefits for well-being and non-specific benefits in
supporting people to cope with chronic iliness, it is misleading to
imply that this was the primary purpose of CBT in these trials.

We also believe that, having down-graded the clinical trial
evidence, the committee unreasonably chose to favour one
particular set of patient and expert opinion without making
reasonable efforts to seek a range of expert opinion and patient
testimony. At page 67, lines 24-25 they say only that the
recommendation was based on “criticisms in the qualitative
evidence”. Were the opinions and experiences of patients who
had participated in CBT ftrials sought? There is qualitative
evidence of positive patient experiences of CBT(Picariello et al.,
2017)

Implementation of these guidelines would prevent people with
ME/CBT from accessing an intervention that can be effective for
some people.

We believe the use of the word “curative” is unhelpful here. This
term is rarely used in any neurological disorder. As neurologists,
we would usually use the terms ‘improvement’ or “recovery”
which is also preferred by many patients. We would suggest
changing this bullet point to “CBT can help some people to
recover”.

Developer’s response

Thank you for your comment.

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for the
symptom management for people with ME/CFS.
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It is misleading to state that CBT in ME/CFS is “designed to
improve well-being”. CBT for ME/CFS is primarily designed to
treat the core symptom of the disorder, fatigue, and its effect on
daily living. Trial evidence suggests that it improves fatigue and
physical functioning as well as quality of life(White et al., 2011)

We are concerned that this statement implies that CBT would
only help people who are experiencing significant psychological
distress from their CBT/ME. This is an incorrect interpretation of
the evidence.

The principles of consent mean that all treatments are only given
once patients are fully informed about the potential risks and
benefits. We feel that the inclusion of this statement implies that
CBT is a particularly risky or unproven therapy, which is
incorrect.

Developer’s response

CBT is not a treatment for ME/CFS but could be useful for some
people with ME/CFS with supporting them in managing their
symptoms.

CBT is recommended where this is appropriate and chosen by
the person with ME/CFS to help them manage their symptoms
and reduce the distress associated with having a chronic iliness.

CBT is recommended where this is appropriate and chosen by
the person with ME/CFS to help them manage their symptoms
and reduce the distress associated with having a chronic iliness.

The following recommendations set out that CBT for people with
ME/CFS aims to improve quality of life, including functioning, and
to reduce the distress associated with having a chronic illness.
Thank you for your comment.

After considering the stakeholder comments, this has been
deleted and the next bullet point edited to,” aims to improve
quality of life, including functioning, and to reduce the distress
associated with having a chronic illness’.

Thank you for your comment.

It is good practice to discuss the risks and benefits of any
intervention and CBT is no exception.

The committee agree that the issue of choice is fundamental to
patient care. At start of the guideline the guideline links to the
NICE page on ‘Making decisions about your care’ this underpins
the importance of people being involved in making choices about
their care and shared decision making. The importance of
choice and person centered care is directly reinforced in the
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This guidance on managing a relapse places emphasis on
increased rest and a reduced “energy envelope”. Other
strategies are not mentioned. The rationale for this emphasis is
not clear, in a situation where it is recognised that there is a wide
range of expert opinion.

We support the recommendation that training programmes
should represent the experiences of people with ME/CFS. We
would note that it is important that this should represent the wide
range of experience of people with the condition.

The statement in the guideline that “Based on both the evidence
and their experience, the committee agreed that the Institute of
Medicine’s 2015 criteria had the best balance of inclusion and
exclusion of all the 13reviewed criteria” is not consistent with the
evidence review. The evidence review found no evidence to
support a preference for any particular set of diagnostic criteria. It
seems that this statement is, in fact, wholly based on the opinion
of the committee. This approach might arguably be reasonable if
it were simply offering advice to clinicians on diagnosis.

However, in this case, the reliance on a particular set of
diagnostic criteria had a major effect on the evaluation of (and
weight given to) clinical trial data. This fundamentally affected

Developer’s response

guideline sections approach to delivering care and assessment
and care planning. It is made clear that the person with ME/CFS
is in charge of the aims of their care and support plan and this
applies to all the recommendations in the guideline.

This is followed by a link to ‘Making decisions using NICE
guidelines’ and this explains how we use words to show the
strength (or certainty) of our recommendations, and has
information about prescribing medicines (including off-label use),
professional guidelines, standards and laws (including on
consent and mental capacity), and safeguarding.

Thank you for your comment.

The recommendation includes general strategies for people with
ME/CFS, specific strategies would be individual to the person
with ME/CFS and discussed as part of their care and support
plan. The risk of including examples in a recommendation is that
they cannot be exhaustive and there is the risk these are taken
as the only options available.

Thank you for your comment.

Thank you for your comment.

Decision making in NICE guidelines

One of the strengths of NICE guidelines is the multifaceted
approach taken in developing the recommendations.
Recommendations in NICE guidelines are developed using a
range of evidence, in addition to this guideline committees are
formed to reflect as far as practically possible, the range of
stakeholders and groups whose activities, services or care will be
covered by the guideline. The committee included members with
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the recommendations on treatment. Given that the evidence clinical and personal experience of children and young people
about the best diagnostic criteria was so uncertain that the with ME/CFS and with different experiences of severity.
recommendation was based on committee opinion, it is perverse | When developing this guideline the committee considered a wide
that clinical trials should be given less weight based on range of evidence, including that from, published peer review
alternative criteria having been used. quantitative and qualitative evidence, calls for evidence for

unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature ( as
mentioned in your comment). As with all NICE guidelines the
committee members used their experience and judgement to
interpret the evidence and then through discussion and
deliberation, the committee agreed what it meant in the context
of the topic to make recommendations. (See Developing NICE
guidelines: the manual section 9.1 for further details on how
recommendations are developed).

Evidence review D-diagnosis reviews the seven diagnostic
criteria for adults and two diagnostic criteria for children and
young people that met the inclusion criteria set out in the
protocol, these are criteria that are commonly recognised in the
clinical practice of ME/CFS. It is commonly acknowledged that
there is ongoing discussion in the ME/CFS community about
which diagnostic criteria should be used to diagnose ME/CFS. If
there was an agreed set of criteria there would be no need for
the committee to address this question.

The committee recognised this guideline adds another set of
consensus criteria to the literature but noted the evidence calling
for clarity over diagnostic criteria (see Evidence review
B:Information and Support for health and social care
professionals) and agreed that it was important to have a set of
criteria that is informative and enables health and social care
professionals to recognise ME/CFS.
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The committee made a consensus decision based on their
interpretation of the evidence review comparing the criteria that
the IOM 2015 criteria were a useful set of criteria, having
advantages over other criteria in terms of usability and an
optimum balance of inclusion/exclusion criterion.

The committee agreed that although a 6-month delay to
diagnosis is built into the IOM criteria, the criteria could be safely
amended by the reduction of this delay period to 3 months. It was
agreed that the function of a delay is partly to reduce the number
of misdiagnoses through allowing short-lived fatigue to be
excluded. The committee emphasised the importance of
identifying and excluding other conditions, and that these should
be appropriately investigated in people with suspected ME/CFS.

PEM, indirectness and relevance

PEM is widely acknowledged in specialist ME/CFS practice as
being a characteristic feature of ME/CFS. The difficulty for
interpreting the evidence is that in the trials that do not use a
criteria that has PEM as essential (and therefore a 100%
ME/CFS population) numbers of people with PEM are rarely
reported . The committee do not assume that people recruited to
trials do not experience PEM they just don’t know how many if
the information is not reported.

To address this the committee agreed that evidence without this
information would be ‘indirect’ acknowledging this uncertainty™.
As such the evidence was considered taking this into account.
See the methods chapter for more information on GRADE and
indirectness.

*After considering the stakeholder comments the committee
agreed to revisit the evidence for the intervention reviews further
scrutinising the information on PEM reported in the quantitative
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Comments

We are concerned that this section does not accurately reflect
how these recommendations might affect practice.
Recommending the most restrictive possible diagnostic criteria
(requiring the presence of all four core clinical features) is likely
to make it more difficult for those who do not conform to these
criteria to access treatment. In our clinical practice in neurology,
we see many patients with chronic fatigue but without all of these
symptoms, who still need help and support.

We agree that ME/CFS can be difficult to distinguish from other
conditions. We believe that the guideline does not place
sufficient emphasis on psychiatric differential diagnoses (such as
depression). This omission positively fuels stigma against people
with mental health conditions.

We are concerned that this section does not accurately reflect
how these recommendations might affect practice. Shortening
the required duration of symptoms to make a diagnosis will
increase referrals of patients who would have recovered
spontaneously from a precipitating event. For instance, 27 % of
people with EBV infection show persistent symptoms at 3
months, but by 6 months most of these have recovered (Katz et
al., 2018)(Hickie et al., 2006)

Developer’s response

and qualitative evidence and the application of indirectness and
relevance in the evidence. As part of this they agreed that any
evidence with a population > 95% with PEM_would be considered
direct. See evidence review H appendices Fand G for the
approach taken, the analysis and the impact on the results and
interpretation of the evidence.

Thank you for your comment.

The committee’s discussion of how the evidence informed the
recommendations is detailed briefly in the rationales in the
guideline and in more detail in the discussion of the evidence
sections in Evidence review D-Diagnosis.

There are already patients who have some of these symptoms
but do not fit established criteria for an ME/CFS or an alternative
diagnosis. The NHS has a duty of care for these patients even in
the absence of a diagnosis. It is implicit that these patients will
still need to be cared for by the NHS and might need further
investigations. However, these patients are outside the scope of
this guideline.

Thank you for your comment. The committee have revised the
list of differential diagnosis and added, mental health conditions:
anxiety, depression or mood disorders.

Thank you for your comment.

After clarifying that ME/CFS is suspected at 4 and 6 weeks and
this is not a provisional diagnosis the only reduction in the time to
diagnose ME/CFS from the previous NICE guideline on CFS/ME
is now in adults and it is reduced by 1 month. The committee
have also added more recommendations about testing to
exclude alternative diagnosis. Furthermore, the diagnostic criteria
are slightly stricter than in the previous guideline. Therefore,
there need not be a large increase in referrals and if patients’
symptoms resolve spontaneously then appointments with the
specialist ME/CFS service can be cancelled.
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Comments

We believe this is an inaccurate description of the impact of
these recommendations on services. In fact, the
recommendations are likely to remove access to an intervention
that is currently available in many specialist services, which we
know can be effective for some patients. We are also
concerned that the recommendation is inconsistent with the
NICE guideline for chronic primary pain (currently under
consultation) which recommends exercise therapy for

fibromyalgia (an illness with considerable overlap with ME/CFS).

This inconsistency will make the recommendation difficult to
implement in clinical practice.

Developer’s response

See evidence review D-diagnosis for the evidence and

committee discussion on the diagnostic criteria.

Thank you for your comment.

After reviewing the evidence on non-pharmacological

management the committee made recommendations:

e to support people with energy management

e to support people with ME/CFS who feel ready to progress
their physical activity beyond their current activities of daily
living or would like to incorporate a physical activity or
exercise into the management of their ME/CFS.

e to offer CBT to help people manage their symptoms and to
reduce the distress associated with having a chronic illness

and are options for inclusion in the care and support plan where

appropriate and chosen by the person with ME/CFS.

To accompany this the committee have made recommendations

that set out how CBT and strategies for energy management,

physical activity and exercise should be delivered for people with

ME/CFS.

The symptom management section of the guideline includes
advice on rest and sleep, physical functioning and mobility,
orthostatic intolerance, managing pain, dietary management and
strategies, and CBT.

When considering the evidence for pharmacological interventions
the committee agreed that there was insufficient evidence of
benefit to recommend any medicines but recognised that people
with ME/CFS have found some drugs helpful in managing the
symptoms of ME/CFS and they could be discussed on an
individual basis and included recommendations on medicines for
symptom management.(see Evidence reviews F,G and H)
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Comments

We do not agree with the statement that concerns over the
validity of outcome measures have made it difficult to combine
results or limited the ability to draw conclusions from trial data.
Cochrane meta-analyses have successfully combined data from
clinical trials in ME/CFS.

The committee seem unaware of the substantial diagnostic
overlap between ME/CFS and Fibromyalgia(Clauw,
2019)(Petersen et al., 2020). Fibromyalgia is defined by chronic
widespread pain, which is present, as this report notes in up to
80% of individuals with ME/CFS. The other core components are
unrefreshing sleep, cognitive difficulties and fatigue which are
also core features of ME/CFS. It would have been appropriate for
the committee to acknowledge this overlap and signpost readers
to draft NICE guidelines related to chronic primary pain
(fibromyalgia) which take a substantially different view of the
evidence.

We believe this is an inaccurate description of the impact of
these recommendations on services. In fact, the
recommendations are likely to make it harder for patients with
ME/CFS to access CBT, particularly if their priority is to improve
their fatigue or physical functioning rather than psychological

Developer’s response

Throughout the guideline a holistic personalised approach to the
assessment and the management of ME/CFS is and as part of
this the management of symptoms should be fully explored with
the person with ME/CFS.

The recommendation of exercise in other guidelines, including
those on primary chronic pain, highlight the need for a specialist
ME/CFS team to develop a care plan for people with ME/CFS,
whose treatment response is so different.

Thank you for your comment.

All NICE guidelines follow the process for evidence synthesis set
out in Developing NICE guidelines: the manual. This guideline
was no exception. Reviews are underpinned by protocols, these
are developed and agreed by the guideline committee and set
out the approach for the evidence synthesis before the data is
collected. The protocols detailed what the outcomes were and
the committee advised on where they could be combined.

Thank you for your comment.

Based on the evidence ( Evidence review D) and the committee’s
clinical experience, they agreed the four criteria for the diagnosis
of ME/CFS were fatigue, post-exertional malaise, unrefreshing
sleep and sleep disturbance (or both), and cognitive difficulties.
Key to the diagnosis of ME/CFS is the presence and combination
of the four symptoms. Pain may be associated but is not
exclusive to with ME/CFS, this was supported by the IOM
diagnostic criteria (2015). The committee note that pain is the
dominant symptom in fibromyalgia and as such the two
populations are differentiated.

Thank you for your comment.

The committee have revised the wording of their
recommendations so that they are less negative regarding CBT.
However, they continue emphasise the need for patients and
clinicians to be informed about the limitations of this therapy for
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distress. We are also concerned that the recommendation is people with ME/CFS. We anticipate there might be a reduced
inconsistent with the NICE guideline for chronic primary pain demand for CBT, but it remains an important part of
(currently under consultation) which recommends CBT for management that some people with ME/CFS will benefit from.
fibromyalgia (an illness with considerable overlap with ME/CFS).
This inconsistency will make the recommendation difficult to
implement in clinical practice. That recommendations might differ to those in other guidelines,
including those on primary chronic pain, highlight the need for a
specialist ME/CFS team to develop a care plan for people with
ME/CFS, whose treatment response is so different.
BACME — Appendix 3 | 013 Table: On page 13 at the end of the ‘Implications for Recommendations’ | Thank you for your comment.
British — Expert Jonathan | section, the conclusion of Professor Edward’s Testimony is: “The | Professor Edwards
Association for | Testimonie Edwards | only legitimate position | see is to make no recommendations for | Professor Edwards was invited to provide to the committee his
CFS/ME s specific therapies and focus on supportive care.” expertise on some of the methodological controversies in

professionals

If this principle is to be followed, then it should apply to guidance
from NICE about what should not be provided as well as what
should be provided. If there is no reliable evidence to
recommend CBT or GET to treat ME/CFS then equally there is
no reliable evidence to advice against them either. BACME
would agree that CBT and GET should not be used on the
premise of treating ‘faulty cognitions’ or deconditioning as has
been written about in many studies. However, it is entirely
possible for a treatment to show benefit, or harm, that is
mediated through a different mechanism than the one we
expected.

BACME would welcome acknowledgement from the NICE
committee that clinicians who work in specialist CFS/ME services
need to have particular skills to be able to operate safely in a
field which does not yet have a robust evidence base. Working in
this way can be made safer through better professional
networking to share ideas and concerns as well as training
events that allow time for discussion and sharing of knowledge.
Question 3 re existing resources: BACME is working hard to
provide this for the UK professional ME/CFS community.

undertaking research in his area. His testimony describes and
reflects his opinion.

Specialist services skills

The committee agree that people with ME/CFS should have
access to health and social care professionals with specific
expertise and this is outlined and recommended in the
multidisciplinary care section of the guideline. In addition, the
committee agree that training for health and social care
professionals is important and have recommended that health
and social care providers should ensure that all staff delivering
care to people with ME/CFS should receive training relevant to
their role and in line with the guideline.

To note the training recommendations have been edited.
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Comments

We are unclear as to why this expert testimonial has been
included and how this may have influenced aspects of the
guideline.

The purpose of the testimony was to explore: ‘The different
models of multidisciplinary care, including team composition, for
people with ME/CFS.’ This testimony only presents one model of
care which we do not feel is representative of other CFS/ME
services in the UK.

BACME conducted a National Services survey in 2018 which
included questions regarding service structure and
multidisciplinary team composition. Despite BACME submitting
this document as part of the evidence review it appears to have
been discounted despite it being very relevant to this issue
identified as important by the NICE committee.

We would urge the committee to access this survey document
either from the original evidence submission or from the BACME
website: BACME CFS/ME National Services Survey.

This testimony gives the impression that NHS specialist CFS/ME
services are operated through mental health trusts with a
psychiatry led team. The BACME services survey demonstrates
that out of the 42 services who completed the survey there were
only 4 Psychiatrists or Liaison Psychiatrists involved in the
delivery of CFS/ME care. There is a much larger number of
medical professionals from non-mental health backgrounds
represented in NHS CFS/ME services.

BACME are concerned that this testimony also gives the
impression that ME/CFS should be approached through a
persistent physical symptoms service as provision of this type of
service varies greatly across the country and will not always
involve the comprehensive diagnostic and investigative
processes referred to in this testimony.

The current provision of specialist CFS/ME care within the NHS
is extremely variable in terms of size of service, geographical
coverage and the professional backgrounds of staff involved in
running the services. This heterogenicity leads to difficulties for

Developer’s response
Thank you for your comment and information.

One of the strengths of NICE guidelines is the multifaceted
approach taken in developing the recommendations.
Recommendations in NICE guidelines are developed by the
committee taking into account a range of evidence.

Stakeholders during the scoping process and the committee in
early meetings identified areas of the scope where there was a
lack of evidence. Where this is the case additional evidence can
be sought to support the committee in their decision making.
There are several approaches that can be taken to provide the
committee with additional evidence and these include calls for
evidence, expert testimonies, and in exceptional situations
commissioned reports.

See Developing NICE guidelines: the manual for further
information on the process for including additional evidence
(section 3.5 for expert witnesses). This guideline included 3
expert testimonies. Dr Husain was invited to discuss his
experience of the different models of multidisciplinary care,
including team composition, for people with ME/CFS.

The summary of his presentation and the following committee
discussion is in Evidence review | _Multidisciplinary care (
Benefits and Harms section). The committee members have their
own clinical and personal experience of specialist services and
the summary of their discussion acknowledges and details the
different structures and MDT approaches across the NHS, this
has been added to taking into account stakeholder comments
and much of your comments are reflected in their discussion.

Structure of a ME/CFS specialist service

The committee were unable to draw conclusions about the
specific composition of a multidisciplinary team based on the
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Comments

commissioners as the cost of care can also vary greatly
dependant on the structure of the team delivering the service.
Without any guidance on what the structure of a specialist
CFS/ME service should look like and what population size and
geographical area is appropriate for a service to cover, this

inequality in access to specialist care will remain within the NHS.

We therefore ask the committee to acknowledge this inequity,
ensure there is an expectation on commissioners to fund
specialist care for people with ME/CFS within the currently
existing services, and to make recommendations to explore this
issue further so greater clarity can be achieved.

As part of this submission we would like to draw the committees
attention to an important error in the Declaration of Interest
document regarding one of the NICE committee members.

Michael Beadsworth is listed as being an Executive committee
member of BACME with no ‘interest ceased’ date stated.

The current BACME board has been in place since February
2019 and Mike Beadsworth has not been involved with the
BACME board during that time and he does not hold current
membership of our organisation.

BACME would like to make it clear that no members of the
current BACME board have had any involvement in the draft
NICE guideline on ME/CFS and Mike Beadsworth has had no
involvement in this comment submission from BACME.

We would be grateful if your records could be amended to
ensure this situation is clarified.

BACME would like to bring to the attention of this NICE Guideline

Development Group that there are a number of challenges
affecting specific groups which make it more difficult and, in

many cases, not possible for preliminary recommendations to be

Developer’s response

evidence but they agreed that good care for people with ME/CFS
results from access to an integrated team of health and social
care professionals that are trained and experienced in the
management of ME/CFS. Accordingly the committee
recommended and described the expertise that should be
available to a person with ME/CFS (Evidence review |
_Multidisciplinary care (Benefits and Harms section). The
committee agree there is inequity in access to ME/CFS services
and throughout the guideline have made recommendations to
improve access to care however it was not within the
committee’s remit to make specific recommendations on service
design and delivery.

Thank you for your comment.
The Declaration of Interest register has been amended.

Thank you for your comment.

Access to services
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in place. The preliminary recommendation that severely affected
patients receive home visits is not possible for services to
implement due to limited resource. The geographical spread of
services across the UK is a significant factor affecting access to
care, please see the BACME National Services Survey. While
this draft guideline includes some special considerations where
children and young people are concerned, overall, this draft
guideline is considered inappropriate for use with children and
young people due to its focus on severely affected adults and its
message of no hope and no cure.

Developer’s response

The committee agreed that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments can be
difficult and in the case of people with severe or very severe
symptoms who are unable to leave their homes particularly
challenging. Home visits are used as examples of supporting
people with ME/CFS to access care particularly for the
conformation of diagnosis and the development of the care and
support plan. The committee note that other methods, such as
online communications may be more appropriate depending on
the person’s symptoms and that some people with severe
ME/CFS may not choose home visits finding other method of
consultation better for them.

The committee agree that there is variation in the delivery of

home visits across the NHS but these recommendations will

provide equity of access for this group, particularly for people
with ME/CFS who are housebound.

Children and Young people

With every recommendation the committee considered if the
evidence was applicable to children and young people and then if
different or additional recommendations were appropriate. Where
this was the case separate recommendations were made.

When developing the guideline the committee was mindful of the
importance of developing a guideline for all people with ME/CFS.
Throughout the process the committee recognised the difficulty in
finding the balance to develop recommendations that were
individualised but reflected the variation in the impact and
severity of symptoms that people with ME/CFS experience. After
taking into consideration the comments from stakeholders about
the negative tone of the guideline the committee reviewed all the
recommendations and edited those they agreed had a negative
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The Forward ME survey 2019 has a high level of risk of research
bias and yet has no concerns listed regarding bias. We think that
this should be amended, based on the evidence presented
below.

BACME contacted NICE at the time that this study was being
conducted as it was marketed as having been commissioned by
NICE. We were concerned that the tone and language used was
biased and ran the risk of undermining trust in NHS services. We
could also see there was a significant risk of selection bias
regarding the people completing the survey and how it was
unlikely to capture the voice of patients who have had beneficial
treatment delivered by an NHS service.

Developer’s response

tone. These recommendations now better reflect all people with
ME/CFS (for example, recommendation 1.1.1) and the long term
outlook (see recommendation 1.6.4) with particular reference to
children and young people (see recommendation 1.6.5.)

Cure

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for symptom
management for people with ME/CFS.

However while the committee agree people with ME/CFS can
manage their symptoms there isn’t currently a cure for ME/CFS
and it is important that people with ME/CFS are aware of this.
Their discussion of how the evidence informed the
recommendations is detailed briefly in the rationales in the
guideline and in more detail in the discussion of the evidence
sections in the review chapters.

Thank you for your comment. We agree there are important
limitations that have been considered. The Forward ME survey
2019 has been downgraded for concerns methodological
limitations due to concerns over the recruitment strategy uses,
the data collection method (including open ended questions
focusing on negative aspects of treatment) and concerns over
data analysis as specified in the qualitative evidence table for
the survey in Appendix D on Evidence review H. This has been
accounted in the assessment of confidence of review findings
that the survey contributes to. The limitations in the evidence
have been brought to the committee’s attention and taken into
account in decision making. In addition to this, after considering
stakeholder comments the committee agreed to revisit the
evidence for the intervention reviews, further scrutinising the
information on PEM reported in the studies and its impact on the
relevance rating of qualitative findings they contribute to and in
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The Survey only invited open ended qualitative comments about
GET which were negative experiences. There was not an option
in this survey to offer comments about positive experiences. This
significant bias is not reported in the summary on page 21. We
think that this issue should be clearly documented in the
Guideline, so that people reading the Guideline in the future are
aware of this limitation.

It should also be noted that this survey had small numbers of
patients compared to the actual number of patients who are seen
in NHS specialist services every year. For example, there are 50
survey respondents from Bristol and 47 from Gloucestershire,
during a period (2007-2019) when the NHS Service covering
Bristol and Gloucestershire assessed approximately 6,000
patients. The survey therefore represents only 1.6% of NHS
patients seen in the services covering this area. The fact that this
survey does not represent the experiences of approximately 98%
of NHS patients should be clearly stated.

There is also no comment about the potential for bias in
recruitment method (which included social media: see Bristol
CFS/ME Service reference 58 for an indication of the impact of
this type of recruitment). We think that there should be a clear
comment to state that the survey cannot be seen to represent the
experiences of the majority of patients attending NHS Services.

Finally, the Survey asked whether GET improved symptoms,
therefore evaluating GET as if it was a symptom-relieving
treatment like Amitriptyline, and not a rehabilitation approach
aiming at improving function. Does the committee think that
these shortcomings might influence any other sections of the
Guideline?

Two themes have been conflated here. The “Too difficult” theme
includes a) Most found following the programme to be “hard

Developer’s response

turn on the overall assessment of confidence in the findings. As
part of this the committee agreed that any evidence with a
population = 95% with PEM would not be downgraded for
concerns over relevance/ indirectness if additional concerns
regarding applicability were not present. Studies where < 95% of
participants had PEM, or where the percentage of participants
with PEM was not reported would be downgraded for concerns
over relevance. See evidence review H Appendix on PEM-
reanalysis for the approach taken, the analysis and the impact on
the results and interpretation of the evidence. The committee
agreed that in order for this criterion to be adequately met, self-
reporting of PEM would not be sufficient and 95% of participants
need to have been diagnosed by a health professional as having
PEM. The Forward ME 2019 survey did not meet this criterion as
98.5% self-reported their experience of PEM. As a result,
evidence from the survey was further downgraded for concerns
over the applicability of the population, which is reflected in the
relevance rating component of the assessment of confidence in
the findings. This resulted in further downgrading the confidence
in the relevant review finding from Moderate to Low quality. The
committee agreed methodological shortcomings are important
and this approach has been followed throughout the guideline to
ensure such shortcomings have been accounted in the
assessment of confidence in the evidence/ evidence quality
which contributes to decision making along with the variety of
factors including the different types of evidence, the balance
between benefits and harms, economic considerations, equality
considerations and the committee’s clinical expertise (See
Developing NICE guidelines: the manual, section 9.1 for further
details on how recommendations are developed).

Thank you for your suggestion. Based on the wealth and
variability of the information available, similar findings from
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work”. We suggest that this is renamed to be the “Hard work”
theme. It also includes b) a reiteration of the issues related to
baselines not being collaboratively established by the patient and
therapist. This is not a problem which is inherent to the
rehabilitation, it is an indication of a lack of collaboration to
establish sustainable baselines.

Regarding baseline activity levels and false starts. There is an
item which is probably drawn from Gladwell 2013 (referenced in
the Guideline as Gladwell 2014, perhaps in error) stating "but
baseline levels were not experienced as sustainable".
Unfortunately, this oversimplifies the detail in the original paper,
where baseline setting was considered by some to be a positive,
and by others a negative aspect of rehabilitation. The section in
the original paper about unsustainable baselines as a negative
aspect of rehab is followed by this sentence: "A recurring theme
across reports was the level of exercise being selected by the
therapist, and experienced by patients as too difficult." The issue
here is that these were not actually baselines, because a
baseline should be agreed between the patient and the therapist
and should by definition be sustainable. The problem was that
the therapists thought that they could set baselines for the
patient, not that baselines per se are unsustainable. This is an
example of poor quality rehabilitation in some settings, not a
problem with baselines as such. We suggest that this section is
amended to reflect the complexity of this issue.

Developer’s response

different studies have been synthesised into different themes to
reflect similar experiences emerging across studies. The
evidence suggests that the fact that the level of exercise was
selected by the therapist also made the intervention difficult, so
this element has been interpreted to contribute to the difficulty
theme as it led to the intervention being perceived as ‘hard to
follow’ (Cheshire 2020). However, the lack of sufficiently deep
information there is to support this theme, as well as the
possibility that ‘hard work’ may not necessarily reflect the same
experience of difficulty emerging across studies, have been
taken into account in the assessment of confidence in the theme
as is reflected in the description of the themes’ assessment of
confidence both in the evidence review’s narrative summary of
the review findings and in the qualitative evidence summary
footnotes

Thank you for your comment. Based on the wealth and variability
of the information available, a number of different themes usually
emerge from the same study, often reflecting different
experiences that can be positive and negative. We have
thoroughly been through the information reported in all papers to
extract all that reflect people’s experience of the interventions
they received and organise them into different themes to bring to
the committee’s attention. The committee acknowledges that
experiences vary between different people. However, some
people did experience difficulty with baselines with some
explicitly reporting experiencing a pressure to comply with activity
levels that were not sustainable, and exercise was experienced
as too difficult when selected by the therapist. This experience
has been synthesised together with findings from the Cheshire
study illustrating a similar experience of difficulty following the
exercise program under the theme regarding baseline activity
levels and false starts. However, this does not mean that positive
experiences also reported in the Gladwell paper have been
discarded. In particular, confidence in the ‘baseline activity levels
and false starts’ theme has been downgraded for concerns about
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We would suggest that there are two issues arising from to this
paragraph:

"The committee discussed that pacing is the main self-
management tool used by many people with ME/CFS and noted
pacing is often used as one of the first steps of interventions
such as cognitive behavioural therapy (CBT) to stabilise a
person’s activity levels. The committee considered the evidence
regarding the best self-management strategy is unclear and that
in their experience people with ME/CFS use their own individual
self-management strategies without the need for a specific
intervention. Taking this into account the committee did not make
a recommendation for any particular self-management strategy.
The committee agreed it is important that people with ME/CFS
are offered information about self-management strategies and
the qualitative evidence showed that people valued this type of
information and support. The committee noted that energy
management includes some of the components that are
identified in this type of intervention (such as activity monitoring)

Developer’s response

coherence to account for the emerging positive experiences of
some people and in particular descriptions related to ease and
benefits of setting baselines that differ from reported experiences
of unsustainability and ‘false starts’. Apart from accounting for
positive experiences in the assessment of confidence of the
aforementioned theme, reported experiences of finding
rehabilitation helpful for example in setting realistic and
manageable targets have also been extracted from the Gladwell
study (see Qualitative evidence tables in Appendix D, Evidence
review H) and these have been summarised under themes such
as ‘support for self-management’ and ‘routines and goals’ that
reflect peoples’ positive experiences. All findings reflecting both
positive and negative experiences have been considered by the
committee who acknowledge the complexity of this issue in the
recommendations.

Thank you for your comment. Although the quantitative evidence
identified was limited and no evidence was identified on people’s
experiences of self-management interventions in the qualitative
review of experiences of interventions, evidence identified for
other interventions that encouraged self-management techniques
showed that people with ME/CFS appeared to value and benefit
from this type of support. After considering the evidence
identified for self-management, as well as the lack of information
and support people with ME/CFS report in managing their
symptoms emerging from Evidence review A and their clinical
experience, the committee agreed the evidence was unclear but
recognised the benefits of self-management strategies for people
with ME/CFS and the importance of having access to
personalised advice as part of their care and support plan that
supports them to learn to use the amount of energy they have
while reducing their risk of post-exertional malaise or worsening
their symptoms by exceeding their limits (see Evidence review G
for the committee discussion on self-management strategies)
The committee recognise people may benefit from different self-
management strategies and that these should be discussed and
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and reflected these components in the recommendations on
energy management and flares and relapse."

Firstly, we suggest that it would be helpful to expand the focus of
self-management to the 75 self-management skills which have
been identified through research into long-term condition
management (Schulman-Green et al, 2012). Pacing is only one
of those 75 skills, together with activity management, and
setback management but there are many other self-management
skills which could be considered in relation to ME/CFS, which
may be found to be beneficial. We suggest that this wider set of
self-management skills be considered in future research, with a
suggestion that a self-management intervention could be co-
constructed for evaluation. We also suggest that the outcomes of
this self-management intervention should include self-efficacy
and a measure of sustainable function, including
frequency/severity of flares (or dips) and relapses rather than a
primary focus on function, or symptoms, as self-management as
a complex intervention with a set of complex outcomes, which
are context-dependent.

Secondly, we suggest that it should be noted that the
committee's experience that "people with ME/CFS use their own
individual self-management strategies without the need for a
specific intervention" does not reflect the experience of recently
diagnosed patients attending NHS Services.

Reference: Schulman-Green, D., S. Jaser, F. Martin, A. Alonzo,
M. Grey, R. McCorkle, N. S. Redeker, N. Reynolds and R.
Whittemore (2012). "Processes of Self-Management in Chronic
lliness." Journal of Nursing Scholarship 44(2): 136-144.
Excluded Studies

We are concerned that many key studies have been downgraded
and excluded for not having relevant themes. There

Developer’s response

agreed with the person with ME/CFS to support them in
developing a care and support plan that is tailored to their
individual needs as reflected in the recommendations.

Thank you for your comment. All references identified through
systematic searches of the literature were assessed for inclusion
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are inconsistencies in the criteria applied. The National Outcome
Database many specialist services have populated over several
years reflects the outcomes and narrative of a significant number
of patients who have experienced holistic and individualised
therapeutic interventions with noticeable improvements recorded.
However, all references have been discounted. Conversely, the
voices of a carefully selected minority through the committee is
worryingly regarded as definitive experience. In particular
quantitative studies where patients have done well or relatively
well have been omitted.

Members are concerned that evidence supporting existing and
successful specialist practices that patients report have positively
impacted their condition are universally omitted. In our combined
extensive clinical experience patients seen in our service have
done well in terms of measurable, improved outcomes and data
exists to support these claims.

Question 1 re challenging to implement by specialist services:
Members are left wondering what they can base credible and
safe specialist practice upon given that therapeutic approaches
research with positive outcomes are not regarded as valid to
investigate and reference.

Question 3 re existing resources: BACME are the ideal body to
work with to synthesise data on the delivery of UK based
specialist practice for patients with ME/CFS to ensure the final
guideline does include reliable treatment options appropriate for
Primary Care to employ and to promote new specialists to the
field to practice safely.

We find it concerning that the committee placed so much
importance on a systematic review that contained 15 relevant
studies all of them qualitative. The majority have small samples,
lack scientific rigour, reliability and generalisability. A limited
number of service users does not fully reflect the heterogeneity
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in the evidence reviews, based on the inclusion/exclusion criteria
of the protocols that had been developed in advance for each
review question. Qualitative evidence meeting the review
protocol criteria (in terms of the study design used, the
population included, the intervention examined) but from which
there was no relevant information to extract to illustrate the
review topic, were excluded as there was no information that
would contribute to illustrating the phenomenon of interest and
answering the review question. Where evidence has been
downgraded for concerns over relevance, there are different
reasons for this which all relate to concerns potentially limiting
the applicability of the evidence (population characteristics,
aspects of intervention described, the setting) to the review topic
and the population of interest as specified in the review protocol.
In recognition that the views of people with ME/CFS who had
experienced the interventions was important, this qualitative
review was done with an accompanying call for evidence which
allowed registered stakeholders to submit information relating to
the review question. Evidence submitted within this call for
evidence was assessed for inclusion in the evidence review in
addition to the evidence identified in the systematic searches
following the same process of assessment against the review
protocol. All evidence identified through the call for evidence and
the systematic searches has been assessed for eligibility, but we
have not been able to consider evidence not identified through
either of those sources. Cochrane reviews identified through the
systematic searchers have been assessed for inclusion in the
evidence reviews. For review G, we were not able to include
potentially relevant Cochrane reviews identified due to
differences in the review protocols and methodologies (for details
on this see section 1.1.3.2 Excluded studies in Evidence review
G) Included studies identified through the call for evidence also
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of ME/CFS or understand the range of experiences.
Interpretation should be applied with caution.

We are concerned that not all are UK based, quantitative studies
have not been appraised and a Cochrane review has also been
dismissed as relevant evidence. The reporting of studies is
inconsistent with much research deemed to have ‘serious
population indirectness, not having PEM as a compulsory feature
and because of the lack of blinding in the studies. The draft
guideline appears informed by qualitative studies with high risk of
selection bias, without the rigor applied to the excluded studies.
The Forward ME survey (2019) review along with other surveys
included as evidence, seems to have greatly influenced the
exclusion of other research and the direction of the draft
guideline.

BACME agree that the underlying mechanisms of the illness
continue to need greater elucidation. However, there is evidence
and increasing agreement as to the range of physiological
changes, and ME/CFS being a systemic disorder with neuro-
immune involvement. The draft guideline does little to reinforce
this despite evidence of autonomic dysfunction, immune and
inflammatory responses and changes in the anaerobic threshold.
Therefore, it would be more accurate, helpful to specialists and
primary care, and validating for patients to indicate the body
systems that are known to be involved. There is a growing body
of evidence excluded and not considered by the committee on
the HPA axis involvement, autonomic nervous system and
immune system involvement and metabolic disorder. Health
professionals need to have greater understanding of the
dysregulation and systems affected by the illness. We are
concerned this draft guideline does not give a full and accurate
account of what is known about the condition and its
development. There may not be a singular identifiable factor,
common to all with the condition, but that is not the same as
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included unpublished surveys such as the Forward ME Survey
(2019). The inclusion of surveys identified through the call for
evidence has not impacted the exclusion of other evidence as
each study is assessed individually against the review protocol
inclusion/exclusion criteria. The methodological limitations of
these studies and our confidence in the findings emerging from
them have been assessed in the same way using the GRADE
CERQual approach. We agree there are important limitations in
the evidence, that have been identified and accounted for in the
assessment of confidence in the findings which is taken into
account in decision making. The Forward ME survey 2019 has
been downgraded for concerns over methodological limitations
due to concerns over the recruitment strategy used, the data
collection method (including open ended questions focusing on
negative aspects of treatment) and concerns over data analysis
as specified in the qualitative evidence table for the survey in
Appendix D on Evidence review H. This has been accounted in
the assessment of confidence of review findings that the survey
contributes to. The limitations in the evidence have been brought
to the committee’s attention and taken into account in decision
making and any conclusions emerging from the evidence have
been interpreted with caution. In addition to this, after considering
stakeholder comments the committee agreed to revisit the
evidence for the intervention reviews, further scrutinising the
information on PEM reported in the studies and its impact on the
relevance rating of qualitative findings they contribute to and the
indirectness rating of the quantitative findings and in turn on the
overall assessment of confidence in the findings (qualitative data)
and the quality assessment (quantitative data). As part of this the
committee agreed that any evidence with a population = 95%
with PEM would not be downgraded for concerns over relevance/
indirectness if additional concerns regarding applicability were
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stating that we do not know or understand many of the
physiological abnormalities.

We are concerned that the draft NICE guidelines for CFS/ME do
not accurately reflect the current research base, the experience
of those working in specialist services or patients who have
received specialist care. Our members frequently observe
patients improving with the treatments offered and, whilst not
everyone progresses beyond stability for many reasons also not
represented by the review, some will make a good recovery.
This draft guideline introduces unsubstantiated and outdated
opinion, adds little new guidance and takes much away.

Developer’s response

not present. Studies where < 95% of participants had PEM, or
where the percentage of participants with PEM was not reported
would be downgraded for concerns over relevance/indirectness.
See evidence review H Appendix G on PEM-reanalysis for the
approach taken, the analysis and the impact on the results and
interpretation of the evidence. The committee agreed that in
order for this criterion to be adequately met, self-reporting of
PEM would not be sufficient and 95% of participants need to
have been diagnosed by a health professional as having PEM.
The Forward ME 2019 survey did not meet this criterion as
98.5% self-reported their experience of PEM. As a result,
evidence from the survey was further downgraded for concerns
over the applicability of the population, which is reflected in the
relevance rating component of the assessment of confidence in
the findings. This resulted in further downgrading the confidence
in the relevant review finding from Moderate to Low quality. The
committee agreed methodological shortcomings are important
and this approach has been followed throughout the guideline to
ensure such shortcomings have been accounted in the
assessment of confidence in the evidence/evidence quality which
contributes to decision making along with the variety of factors
including the different types of evidence, the balance between
benefits and harms, economic considerations, equality
considerations and the committee’s clinical expertise (See
Developing NICE guidelines: the manual, section 9.1 for further
details on how recommendations are developed).

A variety of different studies have been included in Evidence
review G and across the evidence reviews, including various
studies capturing the experience of people as well as that of care
givers of people who have received care from specialist ME/CFS
services. In addition, the importance of specialist services has
been acknowledged throughout the recommendations made in
the guideline and specialist services have specifically been
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recommended as the key to successful management of ME/CFS.
Information on the heterogeneity of ME/CFS, has recurrently
emerged across the qualitative evidence reviews and has been
acknowledged in the recommendations made. Please note that
Evidence review G was not the only source of information the
committee considered when making recommendations; it was
only part of the wide range of evidence that the committee
considered, including that from, published peer review
quantitative and qualitative evidence, calls for evidence for
unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature. As with all
NICE guidelines the committee also used its judgment to decide
what all the evidence means in the context of each topic and
what recommendations can be made and the appropriate
strength of the recommendations.

BACME — Evidence 015 Table BACME are concerned to discover a potentially fundamental Thank you for your comment. No study was excluded because
British Review H entry 16 contradiction. The discounting of published research that applied | recruitment did not include PEM as an essential criterion. The
Association for the Fukuda criteria due to the claim that the key symptom of Post | evidence was considered indirect and this was accounted for in
CFS/ME -Exertional Malaise (PEM) is not considered goes against the the quality assessment of the evidence (See the Methods
professionals proposed new NICE criteria for diagnosis which does not include | chapter for information on GRADE).

PEM. After considering stakeholder comments about the inclusion of

PEM in the diagnostic criteria of ME/CFS being applied
differently across the evidence reviews, the committee agreed to
revisit the evidence for the intervention reviews, further
scrutinising the information on PEM reported in the studies and
its impact on the relevance or the indirectness rating of
qualitative or quantitative findings they contribute to respectively
and in turn on the overall assessment of confidence in the
findings (qualitative)/ quality assessment (quantitative). As part of
this the committee agreed that any evidence with a population =
95% with PEM would not be downgraded for concerns over
relevance/ indirectness if additional concerns regarding
applicability were not present. Studies where < 95% of
participants had PEM, or where the percentage of participants
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In response to this draft guideline, BACME has received written
comments from 22 NHS CFS/ME services along with BACME
board members having many lengthy conversations with
colleagues working within NHS specialist CFS/ME services.
BACME has several patient and carer representatives on our
board who have also contributed to our collective response. The
comments below therefore reflect the views of a large number of
professionals with extensive experience of working in this field
along with the voice of patients who have had positive
experiences of NHS services and who invest a huge amount of
personal time working to support the provision of, and
advancement of, care for people with ME/CFS within the NHS.
The following comments about the draft guideline have been
submitted by the BACME executive trustee patient and carer
representatives:

As an organisation we welcome the opportunity to comment on
the Draft Guidance and appreciate that its development has been
a complex and demanding process.

It is unfortunate from both the patient and practitioner point of
view that the overall tone of the Draft Guidance is negative
despite it containing some positive and constructive content. The
Draft Guidance doesn’t seem to promote, or support with any
confidence or clarity what specialist ME/CFS Services provide.
The ME/CFS Services deliver continually developing, informed,
and evidence- based protocols and strategies that address
specific rehabilitation and the best possible level of recovery for
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with PEM was not reported would be downgraded for concerns
over relevance. See Evidence review H Appendix G on ‘PEM-
reanalysis’ for the approach taken, the analysis and the impact
on the results and interpretation of the evidence. The committee
agreed the requirement of PEM was particularly important in the
studies evaluating interventions as they considered that the
response to an intervention is likely to be different in people who
have PEM compared to those who do not, and this should be
taken into account when interpreting the evidence.

Thank you for your comment.

Thank you for your comment.

Tone of the guideline

When developing the guideline the committee was mindful of the
importance of developing a guideline for all people with ME/CFS.
Throughout the process the committee recognised the difficulty in
finding the balance to reflect the variation in the impact and
severity of symptoms that people with ME/CFS experience while
acknowledging the substantial incapacity that some people have
as a result of ME/CFS. After taking into consideration the
comments from stakeholders about the negative tone of the
guideline the committee reviewed all the recommendations and
edited those they agreed had a negative tone. These
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the individual concerned. People with ME/CFS are generally
desperate for such intervention and they value what is provided
from specialist multidisciplinary ME/CFS teams.

While we accept that there is, currently, no pharmaceutical cure
for the illness we would expect the patient from their first contact
with health services to be given relevant and up to date
information and a specific action plan as the starting point of their
recovery pathway. People with ME/CFS need to be given hope
that change in how the iliness affects them can be made.

To support the above, health- professionals need up-to-date
training about the illness to initiate first steps in progress,
facilitate early initial diagnosis and be confident in referring
patients promptly to Specialist ME/CFS Services.

Question 2: Increased funding is the key to improved patient
outcome. There is need for-

e Access anywhere in the country for all ages from child
to elderly, with minimal waiting time, to specialist
multidisciplinary ME/CFS Teams.

e Appropriate intervention period for each person
(patients regularly comment they want more sessions
than can be provided)

e Intervention for all levels of the illness, particularly for
the very severe/severely ill and children and young
people.

¢ Ongoing Service development

e Research, particularly biomedical.

As with other long term ilinesses people with ME/CFS need to be
given the message from community care onwards that steps to
wellness can be made and that there are dedicated professionals
to support them on that path.

Developer’s response

recommendations now better reflect all people with ME/CFS (for
example, recommendation 1.1.1) and the

long term outlook (see recommendation 1.6.4) with particular
reference to children and young people (see recommendation
1.6.5.).

In addition, the committee have revised the structure of the
guideline highlighting the special considerations of people with
severe and very severe ME/CFS in an individual section. The
committee agreed this would ensure that the particular needs of
people with severe and very severe ME/CFS were not hidden
within the guideline nor mistaken to reflect the experience of all
people with ME/CFS.

ME/CFS specialist services

The committee agree that ME/CFS specialist services are
important in the care of people with ME/CFS and have
recommended this throughout the guideline. A definition of a
ME/CFS specialist term has been added to the terms used in this
guideline.

Training

The committee agree that all staff delivering care to people with
ME/CFS should have training relevant to their role so they can
provide care in line with the guideline and this is included in the
recommendations in the training for health and social care
professionals section of the guideline.

Funding

The guideline reflects the evidence for best practice. There are
areas that may need support and investment, such as access to
specialist teams, to implement some recommendations in the
guideline. However, this guideline highlights areas where
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BACME members are concerned that the tone of this guideline
has been heavily influenced by opinion rather than evidence. The
pessimistic tone does not reflect the experience of specialists
working in this field and we feel that it demonstrates that other
patient voices have not been heard. There are many people with
ME/CFS who have been supported by the primary health care
professionals involved in their care and many people who have
derived benefit from accessing an NHS specialist ME/CFS
service.

Question 3 examples of good practice: This is a small selection
of patient feedback comments that services have contributed to
demonstrate that a more positive outlook is appropriate for this
guideline:

e “My experience from the point of referral has been
fantastic and the Service has been outstanding in my
care. The CFS Service communications were clear and
timely, the Consultation process provided proper
information about the condition, a diagnosis and
confidence that | would receive the treatment | needed.
Finally | cannot speak highly enough of my Specialist
Occupational Therapist. She is an excellent,
knowledgeable and patient centred therapist who not
only provided me with the treatment programme, but
was also incredibly caring and supportive”

e  “You have given me everything | need to continue to get
better *

e “I've made such progress and improvements in my
health thanks to this service”

Developer’s response

resources should be focussed. Your comments will also be
considered by NICE where relevant support activity is being
planned.

Thank you for your comment and the information.

Tone of the guideline

When developing the guideline the committee was mindful of the
importance of developing a guideline for all people with ME/CFS.
Throughout the process the committee recognised the difficulty in
finding the balance to reflect the variation in the impact and
severity of symptoms that people with ME/CFS experience while
acknowledging the substantial incapacity that some people have
as a result of ME/CFS. After taking into consideration the
comments from stakeholders about the negative tone of the
guideline the committee reviewed all the recommendations and
edited those they agreed had a negative tone. These
recommendations now better reflect all people with ME/CFS (for
example, recommendation 1.1.1) the

long term outlook (see recommendation 1.6.4) with particular
reference to children and young people (see recommendation
1.6.5.).

In addition, the committee have revised the structure of the
guideline highlighting the special considerations of people with
severe and very severe ME/CFS in an individual section. The
committee agreed this would ensure that the particular needs of
people with severe and very severe ME/CFS were not hidden
within the guideline nor mistaken to reflect the experience of all
people with ME/CFS.

Thank you for your response. We will pass this information to
our local practice collection team. More information on local
practice can be found here:
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e ‘I found that realising that | was not going mad and that | https://www.nice.org.uk/localPractice/collection?page=1&pageSiz
I had an illness, really helped. Also, the coping e=10&type=&published=&filter=ME+.
strategies put in place have changed my life. Meeting
others with the same illness and realising that | was not
alone. | have accepted the fact that | have an illness
which means | can have a good quality of life, even
though it won't be the same lifestyle as before.

e " You've enabled me to understand the CFS and guide
me in being able to make a full recovery, there were
times when I didn't think this would be possible”

e ‘I now have the confidence to manage my condition and
educate other people”

e “Treatment with this service was led by my personal
circumstances and symptoms (wasn'’t ‘one size fits all’)
which allowed for the most improvement. | was
accommodated when | couldn’t come to the centre, as
home visits were arranged and times were flexible. My
specialist focussed on a range of methods and
techniques for managing my symptoms instead of
pushing for improvement, which | feel has really
benefited me. There was no pressure to ‘get better’,
only to find ways to help me manage my condition long
term. My specialist was both incredibly knowledgeable
and hugely sympathetic and supportive, which in my
experience, aren’t always found together in the medical
profession! A truly fantastic service. | wish all people
with CFS/ME could access it.”

e ‘It was such a relief to talk to people who understand
the illness and the effects. The family day was really
good for people to bring their loved ones who are
struggling to understand this illness. | really did not
believe that therapy was what | needed and didn't think
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it would help but | was so wrong. Therapy with XXX has
completely turned my life around after nearly 6 years of
feeling | was just living in a cloudy existence. | didn't
realise how much it had affected me mentally and
emotionally and XXX unpicked all of that session by
session. | now feel so much better, | know | will always
have this illness but | am able to deal with it now. For
any sufferers out there who feel hopeless, please keep
going to the doctor and request an assessment with
XXX. It has changed my life having therapy with XXX
(even having most of it over the phone due to COVID
wasn't an issue) XXX just absolutely knew how to
unpick my unhealthy thought processes and gave me
tools on how to manage my emotions better which has
had such a positive impact on my physical health.”

e “From the beginning, the service | have received from
XXX has been excellent. Professional, humane, highly
personalised and adaptable. It is clear that the
specialists at the clinic really know the subject of
CFS/ME. The initial assessment/planning sessions with
X were helpful in themselves, | was able to start some
useful practices straight away. | did try to access the
group therapy, but was too unwell at the time, so X
suggested seeing me at home; these visits have been
of huge benefit. In every session, | learned something
new about my condition and techniques for supporting
or improving my quality of life — meditation, activity
pacing, quality rest & sleep, improving nightmares,
managing relapses and so much more. Ultimately, with
his guidance, | am currently in remission and am
confident that | will be able to support myself if my
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symptoms return. If | need more support, | am also
confident that | will be able to access the service again.
Doesn'’t get much better than that!”
BACME are concerned that this guideline has not clearly
acknowledged the uncertainties regarding therapeutic
approaches to managing ME/CFS.
The NHS England website features a document titled: Finding
the Evidence: A key step in the information production process
https://www.england.nhs.uk/publication/finding-the-evidence-a-
key-step-in-the-information-production-process/

This is a direct quote from the section ‘Acknowledging
uncertainty’:

The source of evidence on health and care interventions in which
errors or bias are least common is called the systematic review.
If there is no systematic review on your topic, uncertainty exists.
This uncertainty may be recorded in the Database of
Uncertainties about the Effects of Treatments (DUETSs) — this is a
database of questions that patients and clinicians have asked, for
which no

systematic review can be found. Known uncertainties should be
referred to in your information product.

There should be no issue in reaching a consensus agreement
with all parties involved that there is uncertainty regarding the
most effective approaches to managing ME/CFS.

We are concerned that this guideline makes no reference to this
uncertainty regarding therapeutic approaches.

Despite this guidance being in a draft format and under
consultation, press releases have already been sent out
indicating very direct statements about what therapies should not
be provided to manage ME/CFS. Throughout this document
there are many places where very dogmatic statements are

Developer’s response

Thank you for your comment and information.

All NICE guidelines follow the process for evidence synthesis set
out in Developing NICE guidelines: the manual. This guideline
was no exception. Reviews are underpinned by protocols, these
are developed and agreed by the guideline committee and set
out the approach for the evidence synthesis before the data is
collected. Uncertainties in the evidence are described in all of the
evidence reviews and this is followed by the committee’s
discussion and interpretation of the evidence. The process for
quality rating used in NICE guidance is an internationally agreed
process and it is not unusual for evidence to be graded as low or
very low quality. This does not mean it cannot be used to make
recommendations but affects the strength of recommendations.

One of the strengths of NICE guidelines is the multifaceted
approach taken in developing the recommendations.
Recommendations in NICE guidelines are developed using a
range of evidence, in addition to this guideline committees are
formed to reflect as far as practically possible, the range of
stakeholders and groups whose activities, services or care will be
covered by the guideline. This committee had a balance of
perspectives and experiences.

When developing this guideline the committee considered a wide
range of evidence, including that from, published peer review
quantitative and qualitative evidence, calls for evidence for
unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature. As with all
NICE guidelines the committee uses its judgment to decide what
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made regarding what should or shouldn’t be provided with regard
to managing ME/CFS despite the evidence review documents
and expert testimonies very clearly demonstrating a lack of clear
evidence base for this guidance.

BACME requests that the NICE committee consider the scope of
a guidance document regarding the ability to make any firm
statements regarding management approaches in the absence of
a robust evidence base.

We also request that there is a very clear statement regarding
this uncertainty.

We also request that there is acknowledgement of the fact that
effective and safe care can still be delivered by NHS clinicians
who accept and work with these uncertainties so it is essential
the NHS continues to fund specialist ME/CFS care.

We are some way off being certain about any therapy
approaches in this condition. The press statement that NICE
released may have stated that ‘there is no ‘one size fit’s all’
approach to managing symptoms’ but what has been heard is a
message that people with ME/CFS should not be advised to
grade up exercise and they should remain within an ‘energy
envelope’. This has given the medical profession and the public
the impression that any person with a diagnostic label of ME/CFS
should consider any form of gradual increase in exercise at any
stage of their condition harmful and should be avoided. Can we
ask the committee if this was their intended outcome?

Services are already reporting harm caused by this public
statement as it has undermined patient’s trust in NHS services
and caused them to question whether they should resign
themselves to never being able to exercise again and accept that
they will never be able to make progress.

The press statement acknowledges that this guidance has been
issued based on the opinion of the committee and awareness

Developer’s response

the evidence means in the context of each topic and what
recommendations can be made and the appropriate strength of
the recommendation. The committee will consider many factors
including the types of evidence, the strength and quality of the
evidence, the trade-off between benefits and harms, economic
considerations, resource impact and clinical and patient
experience, equality considerations. (See Developing NICE
guidelines: the manual, section 9.1 for further details on how
recommendations are developed).

Thank you for your comment and information.

One of the strengths of NICE guidelines is the multifaceted
approach taken in developing the recommendations.
Recommendations in NICE guidelines are developed using a
range of evidence, in addition to this guideline committees are
formed to reflect as far as practically possible, the range of
stakeholders and groups whose activities, services or care will be
covered by the guideline. This committee had a balance of
perspectives and experiences.

When developing this guideline the committee considered a wide
range of evidence, including that from, published peer review
quantitative and qualitative evidence, calls for evidence for
unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature. As with all
NICE guidelines the committee uses its judgment to decide what
the evidence means in the context of each topic and what
recommendations can be made and the appropriate strength of
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that some people have reported harms from a GET programme.
There is therefore acknowledgement that this statement is not
based on any published evidence and nor is it based on the
opinion of the vast majority of clinicians who work in NHS
services, nor is it based on the opinion of patients who report
positive improvements in their health as a result of following a
supervised, individualised graded activity program.

The BACME National Services survey data and feedback
BACME have received from our members in response to this
document, demonstrates that many of the NHS specialist
CFS/ME services that have continued to use the term GET to
describe their therapy programmes, have adapted the
approaches to fit with a dysregulation model of understanding the
illness. They have therefore applied it in a flexible and
individualised way and ensured that patients are first provided
with information on how to achieve stability with supervised
follow-up to agree when would be a safe point to experiment with
grading up activity. Through using these adapted approaches
services have seen a significant proportion of people with
ME/CFS able to gradually increase their activity levels and
consequently improve their overall physical and emotional
wellbeing. Services have also combined many other therapeutic
processes to explore what strategies and approaches may be
helpful for this very heterogeneous group of patients.

BACME ask the committee to reflect on the potential harm
caused by producing inflexible guidance that dictates what
therapeutic approaches should or shouldn’t be used for a
condition which has very complex physiological changes at its
core and by its very nature is diverse and variable. While we are
still gathering our understanding of this condition and to allow
services to adapt to individual patients’ needs and the evolving

Developer’s response

the recommendation. The committee will consider many factors
including the types of evidence, the strength and quality of the
evidence, the trade-off between benefits and harms, economic
considerations, resource impact and clinical and patient
experience, equality considerations. (See Developing NICE
guidelines: the manual, section 9.1 for further details on how
recommendations are developed).

After considering the stakeholder comments about the lack of
clarity around what the guideline recommends on energy
management and physical activity and exercise the committee
made the following edits:

e onthe wording ‘treatment or cure for ME/CFS’ the
committee agreed to remove the word ‘treatment’ from
these recommendations to avoid any misinterpretation
with the availability of treatments for the symptom
management for people with ME/CFS.

e the section on physical activity now includes exercise

e Made clear that a personalised physical activity or
exercise programme includes making flexible
adjustments to their physical activity (up and down as
needed).

The committee recognised parts of the care and support plan
should only be delivered or overseen by healthcare professionals
who are part of a ME/CFS specialist team, for example a
ME/CFS specialist physiotherapist to oversee physical activity
and exercise programmes. This guideline has recommended that
people with ME/CFS should be supported by a

physiotherapist or occupational therapist within a ME/CFS
specialist team if they:

e have difficulty with their reduced physical activity or mobility
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evidence base, this guideline should allow for flexible
approaches within a safe framework of monitoring.

It is acknowledged throughout this document that there is a
potential for people with ME/CFS to experience iatrogenic harm.
Much of this harm occurs outside of specialist CFS/ME services
because of a lack of understanding of what the condition is. The
most effective way to establish patient safety regarding the
delivery of care within specialist CFS/ME services, is to ensure
services have robust processes in place to monitor outcomes
and patient feedback. The BACME services survey explored this
question and our report is available to download from the
BACME website: BACME CFS/ME National Services Survey.
Our survey demonstrated that the majority of services are
already engaged in some form of outcome monitoring. However,
services reported difficulties due to lack of standardised
procedures along with lack of resources, time, and administrative
support to enable them to do this effectively. Our survey report
also highlights the importance of ensuring that outcome
measures are meaningful for patients and acknowledges the
potential burden on patients to complete them.

There is consensus from all the services that have submitted
comments to BACME that therapy programmes for people with
ME/CFS should be multifaceted, flexible, patient focused,
collaborative and individualised. This approach by its very nature

Developer’s response

o feel ready to progress their physical activity beyond their
current activities of daily living

e would like to incorporate a physical activity programme into
the management of their ME/CFS.

This guideline highlights the importance of having an informed
approach to physical activity and exercise in people with ME/CS
that is supported by healthcare professionals that are trained and
specialise in working with people with ME/CFS. See evidence
reviews F and G, where the committee outline where it is
important that professionals trained in ME/CFS deliver specific
areas of care.

Thank you for your comment and information.

The committee agree and throughout the guideline the
importance of ME/CFS specialist services is reinforced and
where access to these services is required. They have
recommended that parts of the care and support plan should
only be delivered or overseen by healthcare professionals who
are part of a ME/CFS specialist team, for example, for
confirmation of diagnosis, development of the care and support
plan, advice on energy management, physical activity, and
dietary strategies.

Audit/outcome data

The committee agree that collecting outcome data and audit is
an important part of measuring performance in services but this
guideline focused on clinical recommendations, the development
of audit systems was not included as an area in the scope and
the committee are unable to make recommendations in this area.
Your comments will also be considered by NICE where relevant
support activity is being planned.
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cannot be studied in a formal randomised blinded trial setting
where the requirement is to deliver a standardised product.
Question 2: It is therefore imperative that this guideline includes
acknowledgement of the importance of services collating
outcome data and recognition of the additional investment in
services required to ensure this aspect of patient safety is
prioritised.

Question 3 re existing resources: specialists in this field have
already done work on developing Patient Reported Outcome
Measures and Therapist Reported Outcome Measures and
BACME would be willing to contribute to the wider exploration of
what form of outcome measures would be appropriate to use in a
clinical setting.

Stating that ‘the pathophysiology is unclear’ leaves open the
option that there isn’t any pathophysiology and therefore that the
illness isn’t real. This is the starting point for the lack of belief,
empathy and compassion that so many patients report
experiencing during healthcare interactions from clinicians
working outside specialist services. The guideline acknowledges
this lack of belief and the prejudice and stigma that results from it
on page 4 line 16 and also in the rationale section on page 47
line 13.

This statement could also be used to imply that ME/CFS is a
‘medically unexplained condition’ and therefore lead to patients
being referred to Medically Unexplained Symptoms clinics rather
than specialist ME/CFS services.

Specialist ME/CFS services provide explanations to patients
regarding the possible processes generating their symptoms
while also acknowledging that further research is needed to
clarify the condition further.

BACME therefore requests that this opening statement is
changed to prevent further harm being caused by unhelpful
attitudes towards the condition which come about because of
people not believing it is real.

Developer’s response

. We will pass this information to our resource endorsement
team. More information on endorsement can be found here
https://www.nice.org.uk/process/pmg29/chapter/the-nice-
endorsement-programme

Thank you for your comment.

The committee agree that it is important to have raise awareness
and have clear statements about the reality and seriousness of
ME/CFS. As you note the recommendations in the principles for
care section do this, the first recommendation states the reality
and seriousness of ME/CFS as a medical condition. The second
recommendation acknowledges that people with ME/CFS have
experienced disbelief and stigma.

There is controversy over the terms used to describe ME/CFS
and this is reflected in the stakeholder comments. After
discussing in detail the wording of this recommendation the
committee agreed to edit ‘unclear’ to ,” and its pathophysiology
remains under investigation’ to clarify that there is not enough
evidence to make any conclusions about the pathophysiology of
ME/CFS and this is an active area of research.

Throughout the guideline the importance of ME/CFS specialist
services is reinforced and where access to these services is
required. They have recommended that parts of the care and
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Stating that the ‘pathophysiology is unclear’ does not reflect the
research advancements that have been made in this field.

Use of the word ‘unclear’ implies there are only two states of
knowledge- clear and unclear. The reality for all medical
conditions is that there is a continuing evolution of knowledge
and understanding and therefore all conditions are in a process
of being clarified. A lot of research has been published
demonstrating a variety of different abnormalities in people with
ME/CFS which are generally considered to represent
dysregulation in multiple dynamic systems in the body that are
required to maintain homeostasis. The dynamic nature of the
illness and the fact it affects physiological systems which are
constantly changing, means the abnormalities are not
demonstrated on standard blood tests and scans. BACME
represents clinicians working in this field and we would request
that the committee provides a more accurate and detailed
statement regarding the recognition of physiological
abnormalities particularly those demonstrated in the Autonomic
Nervous System and Immune System along with the metabolic
changes that have been established. The Yorkshire Fatigue
Clinic has produced a referenced document presenting a model
of Dysregulation as a way of understanding the illness available
from the YFC website :

http://www.yorkshirefatiqueclinic.co.uk/media/uploads/2020/10/2

6/theory-model-oct-2020-95446.pdf

BACME has shared this model with our membership and
feedback from clinicians working in the field indicated that the
majority of services are already using this model or something

Developer’s response

support plan should only be delivered or overseen by healthcare
professionals who are part of a ME/CFS specialist team, for
example, for confirmation of diagnosis, development of the care
and support plan, advice on energy management, physical
activity, and dietary strategies.

Thank you for your comment.

There is controversy over the terms used to describe ME/CFS
and this is reflected in the stakeholder comments. After
discussing in detail the wording of this recommendation the
committee agreed to edit ‘unclear’ to,” and its pathophysiology
remains under investigation’ to clarify that there is not enough
evidence to make any conclusions about the pathophysiology of
ME/CFS and this is an active area of research.

Appendix 1_Children and Young People.

This text is the background to the report written by the Oxford
Clinical Allied Technology and Trial services Unit commissioned
to undertake this project.
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similar as a way of understanding the condition and explaining it
to patients.

In the Supporting Documentation — Children and Young people
Appendix 1 page 8 line 5 states:

‘Myalgic encephalomyelitis (ME) and Chronic Fatigue Syndrome
(CFS) are serious and chronic, debilitating conditions
characterised by immune, neurological and cognitive impairment,
sleep abnormalities, and autonomic dysfunction, resulting in
significant functional impairment accompanied by a pathological
level of fatigue.’

We would expect that as a minimum a statement along these
lines is included in the final guideline to acknowledge these
physiological abnormalities.

In addition to the statement acknowledging that it can affect each
person differently, it would be helpful for the guideline to
acknowledge the heterogenicity of the condition and the potential
for there to be multiple different subsets under the umbrella term
of ME/CFS.

This is important for research both in terms of understanding the
causes of ME/CFS and also for studying treatment for it as it is
possible that different subgroups may respond differently to
different approaches.

It is also important for the commissioning of services as there
can be variation across the country regarding how diagnostic
criteria are used and which groups of patients specialist services
are commissioned to provide therapy for.

Our executive trustee patient representatives stress that when
describing ME/CFS as a fluctuating condition the patient’s base
line is at a much lowered energy capacity than when they were in
generally good health, with increased symptom effect at times of
relapse. The person does not return to normal capability
/wellness after such events. Our executive trustee patient

Developer’s response

Thank you for your comment.

The variation in the impact of ME/CFS and the importance of
personalised care is highlighted throughout the guideline and for
this reason this hasn’t been added to the recommendation.

Thank you for your comment.

The aim of the recommendation is to raise awareness that
ME/CFS is a fluctuating condition in which a person’s symptoms
can change unpredictably and sometimes quickly. Further
information on the range of fluctuations would not help to clarify
the recommendation.
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representatives are concerned the draft guideline does not make
this clear.

Question 1 re impact on practice and Question 2 re cost: Please
could the Committee clarify who might be responsible for this
regular monitoring and review, given that GPs are often not
confident in the management of ME/CFS? If it is to be
undertaken in specialist services, we would need extra provision
for the cost of providing this regular monitoring and review,
bearing in mind the number of people living with ME/CFS in
England. In common with the majority of long-term conditions,
self-management support for ME/CFS as currently provided in
many specialist services focusses on fostering the skills to self-
manage, which includes the self-management of flares (or dips)
and relapse. The patient gradually takes on these self-
management roles as their skills develop over time. A specific
review might then only be needed if the patient is unable to self-
manage the specific problems which their current relapse is
causing, or if the relapse is not improving in a timely manner.

Our executive trustee patient representatives welcome the
recommendation for regular monitoring reporting that this is very
useful particularly in the first year of iliness, and during relapse.

Engagement Our executive trustee patient representatives are
concerned that the draft guideline should explicitly advise that
health professionals must not misinterpret a seeming lack of
engagement caused by illness severity. It should also be
recognised that it is reasonable for people to have difficulty
accepting the diagnosis and the accompanying long-term
changes and what these mean to lifestyle and hope for the
future.

Question 3: Our executive trustee patient representatives
highlight the need for flexibility in contact methods and can

Developer’s response

Thank you for your comment.

The management of ME/CFS section of the guideline includes
energy management and as part of that the self-management of
flare- ups and relapses. The committee agree it is important that
people with ME/CFS have the tools and strategies to self-
manage their symptoms. The review in primary care section of
the guideline has further detail on reviews and who should do
them and this link has been added here. The review proposed is
for at least an annual review unless the person’s circumstances
(for example they are unable to self- manage) require more
frequent reviews. This is in line with other long-term conditions.

The committee recognise that GPs are often not confident in
managing ME/CFS (See Evidence review B). They have
recommended in the training for health and social care
professionals section that all staff delivering care to people with
ME/CFS should have training relevant to their role so they can
provide care in line with the guideline.

Thank you for your comment.

Thank you for your comment.

This recommendation is supported by the evidence and the
committee’s experience. Some people with ME/CFS reported
negative reactions from health and social care professionals
when they did not want to follow the advice given (see Evidence
review A, Appendices 1 and 2). The committee agreed it was
important to make a recommendation supporting people’s
choices and involvement in their care.
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provide the patient perspective to the development of the
guidance for this area.

BACME have received feedback from several NHS children and
young people’s specialist CFS/ME services who felt that many
aspects of this draft guideline do not correlate with their
experiences of treating children and young people. BACME
therefore recommends that the committee consider whether a
separate guideline for Children and Young People is required or
whether a specific section could be created within the current
guideline to specifically address issues related to children and
young people with ME/CFS. Our concerns are:

e There is confusion throughout the document regarding
the timescale and process of diagnosis which could be
simplified if children and young people were considered
separately to adults.

e There is lack of recognition of diagnostic exclusions
which would be different in children and young people
compared to adults.

e There is also no reference to co-morbidities which have
different patterns of presentation in children and young
people compared to adults.

e Prognosis is considered to be better for children and
young people and this has not been reflected clearly in
the current document which portrays this condition as
lifelong and untreatable.

e Some therapy approaches are more or less suitable for
children and young people and children and young
people may respond differently so it is important that
evidence relating to adults is not presumed to apply to
the care of children and young people.

Developer’s response

The committee agree that flexibility in accessing services is
important to all people with ME/CFS and this is address in the
access to care section of the guideline and in the care of people
with severe and very severe ME/CFS. Thank you for your offer
of support on information in contact methods.

Thank you for your comment.

The committee agree that children are not mini adults. Children
and young people are named as a group for special
consideration in the scope and with every recommendation the
committee considered if the evidence was applicable to children
and young people and then if different or additional
recommendations were appropriate. Where this was the case
separate recommendations were made including the
management of symptoms, support in education, access needs
and safeguarding.

Diagnosis.

Children and young people do have different recommendations
to adults in the suspecting ME/CFS section of the guideline prior
to diagnosis at 3 months. If ME/CFS is suspected at 4 weeks
than the committee have recommended referral to paediatrician
for further investigation and then to a ME/CFS specialist team at
3months if ME/CFS is still suspected at 3 months (See evidence
review D- diagnosis).

Differential and co-existing conditions are listed in Evidence
review D

Prognosis

When developing the guideline the committee was mindful of the
importance of developing a guideline for all severities of
ME/CFS. Throughout the process the committee recognised the
difficulty in finding the balance to reflect the variation in the
impact and severity of symptoms that people with ME/CFS
experience while acknowledging the substantial incapacity that
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e There are additional factors for children and young
people around education, care needs, safeguarding
issues etc which are important to acknowledge.

Question3 re examples of good practice: Specialist paediatric
services take a holistic approach and work with the individual
child or young person and their family to see what
support/advice/activity management would be beneficial for
them. Families have the contact details of professionals to seek
further advice and for use if symptoms worsen.

Our executive trustee patient representatives support the draft
guideline’s emphasis on experiences of prejudice and disbelief
often due to ignorance of the iliness. Such attitudes must not
affect access to appropriate referrals, therapy, treatment and
education for children and young people.

Question 3: Our executive trustee patient representatives are
able to offer expertise from the patient perspective to support
greater insight and reduction in the myths of the condition.

In the clinical experience of clinicians working with children and
young people with ME/CFS, children and young people are
particularly good at accurately describing their symptoms. We
would be concerned if a parent were talking on behalf of a young
person unless the child was very young, or the child or young
person very severely affected.

BACME welcomes the recognition of the impact of severe
ME/CFS, however the placement of this section early in the
document could cause confusion, distress to people with mild to
moderate ME/CFS and undermines the experience of people
with mild-moderate ME/CFS.

This section lists many different symptoms of severe ME/CFS,

and this appears ahead of the diagnostic section of the guideline.

This gives the impression that the symptoms listed are unique to
severe ME/CFS when in fact the symptoms listed are commonly
present in all severities of the iliness.

Developer’s response

some people have as a result of ME/CFS. After taking into
consideration the comments from stakeholders the committee
agreed to edit the recommendations on long term outlook (see
recommendation 1.6.4) and the following one on children and
young people (see recommendation 1.6.5).

Thank you for your response. We will pass this information to
our local practice collection team. More information on local
practice can be found here:
https://www.nice.org.uk/localPractice/collection?page=1&pageSiz
e=10&type=&published=&filter=ME+.

Thank you for your comment and information.

Thank you for your comment.

After considering stakeholder comments this recommendation
has been edited to include, ‘ with or without their parents of
carers as appropriate’ to provide further clarity

Thank you for your comment.

When developing the guideline the committee was mindful of the
importance of developing a guideline for all people with ME/CFS.
Throughout the process the committee recognised the difficulty in
finding the balance to reflect the variation in the impact and
severity of symptoms that people with ME/CFS experience while
acknowledging the substantial incapacity that some people have
as a result of ME/CFS.
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We have had feedback from patients with moderate ME/CFS
who read this and felt that it devalidated their experience of the
illness.

A person awaiting assessment who has had mild symptoms for a
short period of time could feel distressed at the expectation that
they will progress to this level of severity.

We would recommend a more general statement at this stage in
the document acknowledging that the severity of the condition
can vary both over the course of time and in different people with
consideration given to how different degrees of severity could be
measured if this is felt important in terms of the level of care that
needs to be provided by specialist services and community and
social care services.

BACME would support provision of specialist assessment and
treatment for people with all severities of the illness.

It should be acknowledged that it is only a small proportion of
people with ME/CFS who develop a severe form of the condition
and that prognosis may be different for different severities.

It may be more helpful to feature a specific section further on in
the guideline focusing on identifying and managing severe
ME/CFS given that the needs for this group can be significantly
different and more complex than those with mild to moderate
ME/CFS.

It would also be helpful to acknowledge the high incidence of co-
morbidities in people with severe ME/CFS which adds to the
complexity of their treatment and care.

Our executive trustee patient representatives welcome the focus
on the severe/very severely affected patients and stress the need
for insight into the level of cognitive and visual difficulties and
support needed in communication methods. They also stress
understanding that for those mildly affected our executive trustee
patient representatives report much feedback that this group are
particularly vulnerable to dropping into the Moderate
classification.

Developer’s response

Taking into account the range of stakeholder comments the
committee have revised the structure of the guideline highlighting
the special considerations of people with severe and very severe
ME/CFS in an individual section. The committee agreed this
would ensure that the particular needs of people with severe and
very severe ME/CFS were not hidden within the guideline nor
mistaken to reflect the experience of all people with ME/CFS.

The following section on suspecting ME/CFS includes the
symptoms that all people with ME/CFS experience and those
symptoms that are commonly associated with ME/CFS and now
precedes this section.

To provide clarity about the severity of ME/CFS and symptoms
the definitions of severity have been moved from the terms used
in the guideline to the front of the recommendations.

Prognosis

After considering the range of stakeholder comments on long
term outlook, recommendation 1.6.4 has been edited slightly to,’
varies in long-term outlook from person to person — although a
proportion of people recover or have a long period of remission,
many will need to adapt to living with ME/CFS.’ This is to reflect
the experience of all people with ME/CFS.

Thank you for your comment and information.

Taking into account the range of stakeholder comments the
committee have revised the structure of the guideline highlighting
the special considerations of people with severe and very severe
ME/CFS in an individual section. The committee agreed this
would ensure that the particular needs of people with severe and
very severe ME/CFS were not hidden within the guideline nor
mistaken to reflect the experience of all people with ME/CFS.
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Question 3: Our executive trustee patient representatives can
inform a more detailed account of the experiences and needs of
this patient presentation which is currently too limited; and

recommend an agreed protocol to ensure appropriate interaction.

Severe/very severe sections need to follow on from mild and
moderate in the guideline.

Question 3 re existing resources: BACME have produced a
detailed document on severe ME/CFS which was based on
shared clinical practice and could be a useful resource to
signpost people to when supporting someone with severe
ME/CFS. Available from the BACME website:

Severe CFS/ME: BACME shared clinical practice
Hypersensitivity to taste can also occur and is worth including
due to its potential impact on nutritional issues.

The gastrointestinal and dietary issues that can arise in people
with severe ME/CFS can be very serious and at times life
threatening. It can be difficult to access appropriate help for this
aspect of the condition so it would be helpful if there could be
more emphasis on the seriousness of these symptoms and
acknowledgement that in some cases it can lead to someone not
being able to maintain adequate oral nutritional and may need
specialist nutritional support including hospital admission and/or
enteral feeding.

Question 1 re challenging to implement for services and
Question 2 re cost: Access to specialist dieticians who have an
understanding of ME/CFS is extremely poor in the NHS and
more emphasis could be given to the importance of dietician
input early in the management of the condition to prevent more
serious complications developing.

Developer’s response

The point you raise about communication is addressed in this
section.

To provide clarity about the severity of ME/CFS and symptoms
the definitions of severity have been moved from the terms used
in the guideline to the front of the recommendations.

Thank you for your offer of support.

Thank you for your comment.

We will pass this information to our resource endorsement
team. More information on endorsement can be found here
https://www.nice.org.uk/process/pmg29/chapter/the-nice-
endorsement-programme

Thank you for your comment.

These are examples in the recommendations and as with any list
of examples these cannot be exhaustive for this reason your
suggestions have not been added.

Thank you for your comments.

The committee agree that all people with severe and very severe
ME/CFS are at risk of serious gastrointestinal and dietary issues
and recommend an assessment by a dietician with a special
interest in ME/CFS. Enteral feeding is included in the examples
of advice that could be given to people with ME/CFS. The list is
not meant to be an exhaustive list.

After taking into consideration the comments from stakeholders
the committee have revised the structure of the guideline
highlighting the special considerations of people with severe and
very severe ME/CFS in an individual section. The committee
agreed this would ensure that the particular needs of people with
severe and very severe ME/CFS were not hidden within the
guideline nor mistaken to reflect the experience of all people with
ME/CFS.
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Many services have provided feedback to BACME regarding the
diagnostic section of the guideline. One of the primary comments
regarding this section is that it is confusing especially regarding
the numerous different timescales used which are different to
other diagnostic criteria currently in use. If specialists with
extensive experience of working in this field find it confusing and
difficult to follow, then it is likely that health professionals outside
specialist services will find it even harder to use.

Suspecting ME/CFS — use of this title for the diagnostic section
puts too strong an emphasis on making a diagnosis of ME/CFS
before considering other possible causes of fatigue. It is also
confusing to have a section titled ‘Suspecting ME/CFS’ where the
diagnostic criteria are listed and then a separate section titled
‘Diagnosis’ which seems to be solely based on the passage of
time rather than clinical features. We would recommend using a
title reflecting that the starting point is investigating the cause of
fatigue symptoms while also providing some initial advice on

Developer’s response
Thank you for your comment.
Suspecting and diagnosing ME/CFS

The period of a minimum of 4 and 6 weeks is to alert clinicians to
the possibility of ME/CFS. Based on the evidence and their
experience the committee agreed it is important that people with
this combination of symptoms are given advice that may prevent
them getting worse as early as possible. They noted that the
advice recommended at this stage would not be detrimental to
people who are then not diagnosed with ME/CFS.

After considering the stakeholder comments the committee
agreed to make some edits to the recommendations on
suspecting and diagnosing ME/CFS and hope this has
addressed your point and added some clarity for readers. In
summary the edits to the point you make are:

e ‘Provisional’ diagnosis has been deleted. As you note this
combination of symptoms cannot be considered normal and
should be investigated but the committee agree the term
‘provisional diagnosis’ was confusing while waiting for the
results of any assessments to exclude other conditions
before diagnosis at 3 months. This section now focus solely
on suspecting ME/CFS.

Thank you for your comment.

Suspecting and diagnosing ME/CFS

The committee’s discussion of how the evidence informed the
recommendations is detailed briefly in the rationales in the
guideline and in more detail in the discussion of the evidence
sections in the evidence reviews D and E.
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management This can be done without using a diagnostic label
of ME/CFS.

The diagnostic criteria should be clearly labelled as a diagnostic
section of the guideline.

This guideline is recommending that ME/CFS should be
considered as a diagnosis when symptoms have been present
for 6 weeks in adults and 4 weeks in children. On page 49 line 18
the committee acknowledge that this recommendation is based
purely on their opinion, not any published evidence base which
also means there is no proof that it is a safe recommendation.
This reduction in timescale for diagnosis to 4-6weeks has caused

Developer’s response

Suspecting ME/CFS

The period of a minimum of 4 and 6 weeks is to alert clinicians to
the possibility of ME/CFS. Based on the qualitative evidence and
their experience the committee agreed it is important that people
with this combination of symptoms are given advice that may
prevent them getting worse as early as possible. The committee
note the evidence on advice was lacking but that the advice
recommended in the guideline at this stage would not be
detrimental to people who are then not diagnosed with ME/CFS.

After considering the stakeholder comments the committee
agreed to make some edits to the recommendations on
suspecting and diagnosing ME/CFS and hope this has
addressed your point and added some clarity for readers. In
summary the edits to the point you make are:

e ‘Provisional’ diagnosis has been deleted. As you note the
symptoms should be investigated for other causes and the
committee agree the term ‘provisional diagnosis’ was
confusing while waiting for the results of any assessments to
exclude other conditions. This section now focus solely on
suspecting ME/CFS. Diagnosis is now introduced at 3
months.

e ltis clearin the diagnosis section that diagnosis is
dependent on the criteria persisting for 3 months and other
conditions have been excluded.

Thank you for your comment.

The period of a minimum of 4 and 6 weeks is to alert clinicians to
the possibility of ME/CFS. Based on the qualitative evidence and
their experience the committee agreed it is important that people
with this combination of symptoms are given advice that may
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a huge amount of concern from the professional community for a | prevent them getting worse as early as possible. See Evidence

number of reasons: review D- for the evidence and committee discussion.
¢ Risk of misdiagnosis: Time is a very important
diagnostic tool in primary care and there are many However after considering the stakeholder comments the
conditions with symptom overlap with ME/CFS which committee agreed to make some edits to the recommendations

may develop over several months e.g. coeliac disease, | O Suspecting and diagnosing ME/CFS and hope this has
autoimmune conditions, lymphoma, diabetic addressed your points and added some clarity for readers. In

autoneuropathy, B12 deficiency, endocrine disorders summary .th.e ed,lts.to the .pomts you make are: .
including Addison’s disease, pituitary disorders, thyroid e ‘Provisional’ diagnosis has been deleted for the following

and parathyroid disorders etc. These conditions may reasons:

L . - ) o The committee agreed the term ‘provisional
present initially with fatigue and other symptoms which diagnosis’ was confusing while waiting for the

are seen in ME/CFS and the identifying symptoms or results of any assessments to exclude other
blood abnormalities may not show up in the early stages conditions before diagnosis at 3 months. This

of illness. A diagnosis of ME/CFS often signals the end section now focus solely on suspecting ME/CFS.
of the investigative process so indicating this diagnostic Diagnosis is now introduced at 3 months.

label should be considered so early could have serious o Therisks of early diagnostic labelling, the
consequences regarding delayed diagnosis of committee agreed that people with suspected
conditions which require specific treatment. ME/CFS could be give advice without the need to

be told they have a provisional diagnosis.

e  Further investigation/differential diagnoses. The committee
agree it is important to exclude other diagnoses and
recommended that where ME/CFS is suspected
investigations should be carried out to exclude other
diagnoses. After considering the stakeholder comments
about the lack of prominence and clarity around the

e Risk of overdiagnosis: There are many acute illnesses
that cause fatigue that take longer than 4-6weeks to
improve, but full recovery will still occur — post-viral
fatigue being a key one. It is routine for people to need
2-3months off work following major surgery. A
significant bereavement could impact on someone’s

health and wellbeing long beyond a 4-6week timescale. exclusion of other diagnoses the committee have added
One of the major problems with managing post-illness examples of investigations to be done when suspecting
fatigue is people’s impatience to get better and return to ME/CFS and have added that ME/CFS should be suspected
work and exercise. Reducing the timescale for if the ‘symptoms are not explained by another condition.’

diagnosing ME/CFS undermines the efforts to promote

the need for time and patience to allow appropriate

convalescence after an iliness as it implies that having | /ncreased demand on services
fatigue 4-6weeks after an infection, operation or
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emotional trauma is atypical and constitutes them
having a serious lifelong iliness for which there is no
cure.

e Psychological harm to patients: This guideline provides
a very negative prognosis for people with ME/CFS
stating it is a complex long-term condition for which
there is no cure and no effective treatments. To deliver
this diagnosis to a child who has only had symptoms for
4 weeks or an adult who has been unwell for 6 weeks
could be devastating and could significantly hinder their
recovery and impact very negatively on their mood.

o Difficulty retracting the diagnosis: Many services report
experiences of a difficulty in removing a diagnostic label
of ME/CFS even if other causes for the symptoms are
later identified.

¢ Risk of increased demand on specialist CFS/ME
services and paediatric services to provide
assessments for people who may not have ME/CFS.

Clinicians working in this field are well aware of the problems
caused by the delay in making a diagnosis of ME/CFS however it
is a gross oversimplification to assume that this can be solved by
reducing the minimum symptom duration for diagnosis. ME/CFS
is a condition with a large number of symptoms affecting multiple
organs and systems in the body and therefore the presentation is
complex and often requires a wide array of investigations to
ensure other causes of the symptoms are not missed. It would be
helpful for patients to be provided with fatigue management
advice during this process of investigation, but we would advise
that this should be done without using a diagnostic label of
ME/CFS at such an early stage.

Clinicians have expressed the importance of a timely and
accurate diagnosis rather than an early one.

Developer’s response

The diagnostic criteria are slightly stricter than in the previous
guideline, although the duration of symptoms in adults has been
reduced by one month to be consistent with children. Since the
committee have now removed reference to a provisional
diagnosis and made recommendations about testing for
alternative conditions, the demand on services should not be so
great.

The committee agree that a timely and accurate diagnosis is
important and have edited recommendation 1.1.4 to reflect this.
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The statement ‘symptoms are new and had a specific onset’ fails
to acknowledge the significant cohort of people who develop
symptoms gradually sometimes over months or even years.

BACME are concerned that this guideline does not list the
symptom Post-Exertional Malaise which has become
internationally accepted as the key symptom to indicate the
possibility of ME/CFS. It is not clear from the guidance why the
committee felt this was an appropriate change to the Institute of
Medicine’s criteria that they have based the diagnostic criteria
on.

Change to use of the terms ‘fatiguability’ and ‘post-exertional
symptom exacerbation’ could have several negative
consequences:

e Confusion: Fatiguability is a clinical examination finding
in neurological practice which is not how the term is
being used in this setting.

e Undermining the validity of the illness: Post-exertional
Malaise is a term which has been in use for many years
and has been used in education and training settings
both within specialist services and also in wider
healthcare settings such as primary care. Removing this
as a key symptom could serve to play down the severity
of the fatigue that people with ME/CFS experience as it
removes the recognition of it as a symptom that is

Developer’s response
Thank you for your comment.

After considering the stakeholder comments this bullet point has
been deleted. On reflection the bullet point above in
recommendation 1.2.4,” the person’s ability to engage in
occupational, educational, social or personal activities is
significantly reduced from pre-iliness levels’ indicates that the
symptoms have developed and have not always been present
covering that the symptoms are not lifelong. This now includes
the cohort of people who develop symptoms gradually
sometimes over months or even years.

Thank you for your comment.

After taking into consideration the comments made by
stakeholders about the potential for misunderstanding the
committee agreed to change the following terms and hope this
has added some clarity for readers

o Debilitating fatigability. This has been changed to be more
descriptive of people with ME/CFS, ‘Debilitating fatigue that
is worsened by activity, is not caused by excessive
cognitive, physical, emotional or social exertion and is not
significantly relieved by rest.’

e  Post exertional symptom exacerbation (PESE) to Post
exertional malaise (PEM). The committee recognised PEM is
an equivalent term that is more commonly used and there
was not strong support in the stakeholder comments to use
the term PESE. In the discussion section of Evidence review
D the committee outline why the term PESE better describes
the impact of exertion on people with ME/CFS.
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different to the normal experiences of fatigue that
healthy people experience.

e Capturing a different cohort of patients which could
increase the number of people diagnosed with ME/CFS:
The term malaise refers to immune mediated symptoms
so without this symptom being required for diagnosis
the cohort of people diagnosed with ME/CFS could
include those with no immune mediated symptoms e.g.
people with primary dysautonomias such as POTS.

e Harder to understand: the language and layout used in
the diagnostic box doesn’t identify a clear symptom in
the way that Post-exertional Malaise does.

¢ Inconsistency: There is a NICE Clinical Knowledge
Summary on Tiredness and fatigue in adults updated in
March 2020 which includes a page on diagnosing CFS
where the diagnostic criteria are different to those listed
on this document including use of the term Post-
exertional Malaise
https://cks.nice.org.uk/topics/tiredness-fatigue-in-adults/

e International comparisons: It is hard to understand the
rationale for the UK having a different list of symptoms
for this condition compared to other countries.

The listing of sleep symptoms is confusing. Unrefreshing sleep is
a symptom in its own right but this has been confused by then
listing several other different sleep symptoms as if they are
indicators of unrefreshing sleep. Many people with ME/CFS
report having a normal night’s sleep but wake feeling
unrefreshed.

Sleep changes such as broken sleep and hypersomnia can also
occur but should be listed as separate symptoms.

Hypersomnia could be an indicator of a primary sleep disorder so
care should be taken when listing this as a key diagnostic
indicator for ME/CFS.

Developer’s response

Thank you for your comments.

After considering the stakeholder comments on the description of

sleep symptoms the committee edited the bullet points to,

‘unrefreshing sleep and /or sleep disturbance, which may

include:

e feeling exhausted, feeling flu-like and stiff on waking

e Dbroken or shallow sleep, altered sleep pattern or
hypersomnia.

The committee hope this has added some clarity for readers.
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BACME — Guideline 009 004 The committee have based the diagnostic criteria on the Institute | Thank you for your comment.

British of Medicines Criteria which lists Orthostatic Intolerance as one of | The decision not to include orthostatic intolerance as a key

Association for the key symptoms. It is not clear why the committee have felt it criteria was not based on the rationale is that the symptoms of

CFS/ME appropriate to downgrade this symptom. The rationale provided orthostatic intolerance can be hard to differentiate from other

professionals on page 64 line 21 is that the symptoms of orthostatic intolerance | ME/CFS symptoms and this has been edited to make this
can be hard to differentiate from other ME/CFS symptoms. clearer. The decision was based on the evidence of the criteria
The symptoms of orthostatic intolerance are easy to identify as it | reviewed in evidence review D . They note that orthostatic
requires simply asking a patient about what happens when they intolerance is only described in 4 of the 9 criteria compared to
stand still. It is extremely common for patients with ME/CFS to cognitive difficulties that is described in 7 out of the 9 criteria
report escalation in fatigue, pain and feeling lightheaded, faint or | reviewed.
dizzy in response to standing. There are orthostatic symptom
scoring systems available if a more detailed quantitative analysis | The committee note that while clinicians are expected to take
is needed. NICE clinical guidelines fully into account when exercising their
It can be very validating for a clinician to be aware of this clinical judgement the guidance does not override the
symptom pattern, to ask patients about it and be able to provide responsibility of healthcare professionals and others to make
an explanation of why it happens. There are also specific decisions appropriate to the circumstances of each patient, in
strategies that can be used to help this aspect of symptoms consultation with the patient and/or their guardian or carer.
Therefore to downgrade the relevance of this symptom is
detrimental to patient care and fails to recognise the expertise
that exists within specialist services where this aspect of history
taking is becoming commonplace.

BACME — Guideline 009 009 Symptoms of twitching and myoclonic jerks are not common in Thank you for your comment.

British people with mild and moderate ME/CFS and their presence These have been removed.

Association for would raise concern about an alternative neurological diagnosis

CFS/ME and therefore caution should be exercised regarding listing this

professionals as a key symptom of ME/CFS.

BACME — Guideline 009 021 Question 1 re impact on specialist services: In contrast to the Thank you for your comment.

British previous NICE guideline on ME/CFS, this guideline has not

Association for provided any guidance on investigations and the current Throughout the guideline the committee have recommended

CFS/ME statements could potentially be interpreted as saying no carrying out investigations to exclude or identify other diagnoses.

professionals

10 November 2020 - 22 December 2020

investigations are required.

Many services have expressed concern about this omission and
have requested that as a minimum a recommendation of blood
tests is provided. Some of the problems caused by not having
guidance on investigation are:

Taking into consideration the stakeholder comments the
committee have now included examples of investigations that
might be carried out. The examples are not intended to be an
exhaustive list and the committee note that any decision to carry
out investigations is not limited to this list. They emphasise the
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e Many services are therapist led with no medical input importance of using clinical judgment when deciding on
and without a standard list of tests provided it can be additional investigations.

difficult for them to ensure that patients have been
investigated appropriately by their GP prior to making a
diagnosis and referral to a specialist service.

¢ Many services that have medical input do not have any
access to investigations and therefore require all
investigations to be performed in primary care prior to
referral.

e It would be helpful for parents advocating for children
and young people presenting with fatigue to be able to
request that an appropriate minimum set of
investigations are performed.

e It is common for services to receive referrals for people
who have abnormalities on their blood tests which have
not been investigated appropriately and services spend
a lot of time contacting GPs regarding outstanding or
abnormal tests

e BACME therefore requests that further clarity is
provided regarding the process of investigation for
people with suspected ME/CFS including where the
responsibility lies between primary and secondary care
regarding performing the investigations.

The committee could consider using the NICE Clinical
Knowledge Summary on tiredness and fatigue which was
updated in March 2020: https://cks.nice.org.uk/topics/tiredness-
fatigue-in-adults/

BACME — Guideline 009 021 The committee have made the decision to base the diagnostic Thank you for your comment.

British criteria on the Institute of Medicine criteria despite giving it an

Association for overall rating of ‘Serious Limitations’ in the evidence review. Throughout the guideline the committee have recommended
CFS/ME One of the key concerns for clinicians regarding the use of these | carrying out investigations to exclude or identify other diagnoses.
professionals criteria is that it does not include any guidance regarding Taking into consideration the stakeholder comments the
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exclusion criteria for diagnosis and we are concerned that this
guideline has made no reference to potential ‘red flag’' symptoms
that require further evaluation, other conditions that would
constitute an exclusion to a diagnosis of ME/CFS along with
recognition of common co-existing conditions.
BACME therefore requests that further information is added to
cover these omissions.
There should be guidance on recognising indicators of conditions
or situations which would warrant further investigation and
different management approaches including:
e primary sleep disorders including obstructive sleep
apnoea
¢ inflammatory joint conditions and symptomatic
generalised hypermobility
e Coeliac disease
e Endocrine disorders
e cardio-respiratory disease
e untreated infections including Lyme Disease
e primary mood disorders including PTSD, depression,
anxiety and OCD
e primary dysautonomia conditions and autonomic
neuropathy
e focal neurological signs or symptoms
¢ significant weight changes
e medication issues e.g. long-term/high dose opiates

The diagnostic criteria used for this guideline does not provide
any acknowledgement or guidance regarding overlapping
conditions which can present with a similar pattern of symptoms
to ME/CFS.

There are many conditions where it is increasingly being
recognised that fatigue can be a key symptom, often with a post-
exertional pattern similar to that seen in ME/CFS.

Developer’s response

committee have now included examples of investigations that
might be carried out. The examples are not intended to be an
exhaustive list and the committee note that any decision to carry
out investigations is not limited to this list. They emphasise the
importance of using clinical judgment when deciding on
additional investigations. In addition the committee have added
that ME/CFS should be suspected if the ‘symptoms are not
explained by another condition.’

The discussion section of Evidence review D- Diagnosis includes
a list of differential diagnosis and conditions that commonly occur
in people with ME/CFS and includes the examples you have
listed.

Thank you for your comment.

The discussion section of Evidence review D- Diagnosis includes
a list of differential diagnosis and conditions that commonly occur
in people with ME/CFS and includes the examples you have
listed.
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Common overlapping conditions are:

e Hypermobility conditions including Ehlers-Danlos
Syndrome and Hypermobility Spectrum Disorder

e  Autism

e  Primary Dysautonomia e.g. POTS

e  Chronic pain conditions including Fibromyalgia

¢ Rheumatological conditions including inflammatory joint
conditions

e Post-Lyme Disease

e Anxiety disorders including PTSD

e Mast Cell Activation Syndrome

e Post-concussion syndrome

It is possible that there are similar physiological abnormalities
occurring in these conditions, but it is also possible that there are
different mechanisms contributing to the symptom presentation
which also means different therapy approaches may be required.
Responses to therapy may also be different meaning outcome
measures and prognosis will also be affected.

It is therefore important to acknowledge this heterogenicity.

Question 1 re impact on inclusion criteria for referral to specialist
services: This is an aspect of care which results in inequality of
access to care for patients as it is unclear whether specialist
ME/CFS services should be seeing patients with these
overlapping conditions and whether ME/CFS services have the
appropriate skills and training and resources to manage them.
Commissioners interpret this complex area in different ways
meaning different services, and therefore different patients, have
different funding decisions made resulting in inequality of access
to care.

committees

Developer’s response

To note that throughout the guideline the committee have
recommended carrying out investigations to exclude or identify
other diagnoses and to tailor management appropriately. Taking
into consideration the stakeholder comments the committee have
now included examples of investigations that might be carried
out. They emphasise the importance of using clinical judgment
when deciding on additional investigations. In addition the
committee have added that ME/CFS should be suspected if the,
‘symptoms are not explained by another condition.’

Question 1.

The guideline provides recommendations on when to refer to
ME/CFS specialist services for confirmation of the diagnosis and
development of the care and support plan. Throughout the
guideline the importance of including other specialists is
reinforced. In the co-existing conditions section of the guideline
the committee are clear that when managing coexisting
conditions in people with ME/CFS, the recommendations in the
sections on principles of care for people with ME/CFS, access to
care and energy management should be taken into account.

It was not within the committee’s remit to make specific
recommendations on service design and delivery. However, it is
clear from some of the evidence collected in this guideline that
existing services do not always serve people with ME/CFS
optimally and hence the recommendations for a specialist
ME/CFS team.

The committee note that there is variation in the delivery of some
of the recommended services across the NHS. There are areas
that may need support and investment, such as access to
specialists, to implement some recommendations in the
guideline. This guideline highlights areas where resources should
be focussed and those interventions that should not be
recommended, saving resource in other areas. Your comments
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Non-ME/CFS specialists can also make different decisions
regarding the cause of a patients fatigue symptoms often
labelling them as having ME/CFS when a specialist ME/CFS
service would formulate their diagnosis around recognising their
fatigue as part of their primary condition.

Clarification is required regarding whether these conditions
should constitute an exclusion to a diagnosis of ME/CFS and
whether care should be provided in a specialist ME/CFS service.

Question 1 re challenging to implement for CFS/ME services and
other secondary care services along with Question 2 re cost:
This could have significant implications regarding the volume and
complexity of patients being referred to ME/CFS services and the
skills and resources required by services to provide care to
people with a wide spectrum of complex needs.

It could also have implications for other NHS providers if the
expectation is that they develop programs to provide fatigue
management advice within other secondary care services.
Question 1 re challenging to implement for primary and
secondary care providers: The guideline states primary care
professionals should seek advice from ‘an appropriate specialist’.
It is unclear what is meant by an ‘appropriate specialist’.

If this refers to specialists in ME/CFS services, then it needs to
be acknowledged that there is not a recognised speciality and
doctors working in this field come from a wide range of clinical
backgrounds. This is shown in detail in the BACME National
Services survey available from the BACME website: BACME
CES/ME National Services Survey

It also needs to be acknowledged that a significant proportion of
specialist ME/CFS services do not have any medical input and
therefore GP’s in those areas will not have an ME/CFS specialist
doctor to seek advice from. This creates inequality of access to
specialist care for patients.

Developer’s response

will also be considered by NICE where relevant support activity is
being planned.

Thank you for your comment.

A description of ME/CFS specialist team has been added to the
terms used in the guideline and further information has been
added to the committee discussion in Evidence review |-
multidisciplinary care.

Medical input

After considering stakeholder comments about the requirement
for medical expertise input into the care of people with ME/CFS
the committee agreed to replace the term 'a comprehensive
clinical history' in 1.2.2 with 'a medical assessment in the
recommendations on suspecting ME/CFS, assessment and care
and support planning and multidisciplinary care. This would
typically require access to a ME/CFS specialist physician or a GP
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Question 2 re cost: BACME would support clarification from with a special interest in ME whilst not excluding a role for the
NICE regarding the expansion of specialist medical input for highly trained ME/CFS advanced practitioner.
people with ME/CFS.
Cost

The committee agree that there is variation in the delivery of
some of the recommended services across the NHS. There are
areas that may need support and investment, such as the
provision of medical assessment, to implement some
recommendations in the guideline. This guideline highlights
areas where resources should be focussed and those
interventions that should not be recommended, saving resource
in other areas.

BACME — Guideline 010 001 It is unclear from this statement whether the diagnosis of Thank you for your comment.

British ME/CFS is expected to be made in primary care or in a The qualitative evidence and the committee experience reflect

Association for secondary care specialist service. your comments

CFS/ME There have been published studies as well as CFS/ME service about the lack of confidence in GPs in diagnosing ME/CFS, the

professionals audit data demonstrating that the accuracy of diagnosis in high rates of different diagnoses and the complex assessments
primary care is low. GPs can vary significantly in their confidence | carried out by ME/CFS specialist centres. The committee agreed
in making a diagnosis of ME/CFS as the vast majority of GPs it was not clear in the recommendations about when a diagnosis
have received little or no training on the condition. is made and after considering the stakeholder comments the

Many clinicians conducting diagnostic assessments in specialist committee agreed to make some edits to the recommendations
services report that around 50% of the patients they assess who | on suspecting and diagnosing ME/CFS and hope this has

were referred with suspected ME/CFS are found to have other addressed your points and added some clarity for readers. In
causes for their fatigue. The process of conducting a detailed summary the edits to the points you make are:

diagnostic assessment in a specialist services includes a e Provisional’ diagnosis has been deleted. The committee
consultation of at least an hour or more along with significant agreed the term ‘provisional diagnosis’ was confusing while
amounts of administration time spent looking through waiting for a diagnosis for both the clinician ‘provisionally
investigation results and secondary care correspondence. It is diagnosing’ and the person with the symptoms.
inappropriate to expect this to be conducted in primary care for e It has been clarified that if symptoms continue for 3 months
patients with complex presentations. then a person should be referred to a ME/CFS specialist
Not all specialist CFS/ME services currently provide a diagnostic team for confirmation of the diagnosis ( this is adults is most
service, especially those that operate without any medical input. likely from primary care and in children and young people
Question 1 re specialist service delivery and Question 2 re cost: they referral is from a paediatrician). It is at this point a
Therefore if this guideline is recommending that an ME/CFS detailed assessment is then recommended.

specialist diagnostic assessment should be available then there
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needs to be acknowledgement of the need for expansion of
medical input into services, guidance on what specialities of
Doctors should provide this service and the additional training
and costs involved in providing it.

Currently there is significant inequality across the country
regarding access to specialist ME/CFS diagnostic assessments.

Our executive trustee patient representatives support the referral
to specialist support over an extended period. They emphasise
from the patients they represent that there is evidence that such
input is likely to generate some level of recovery.

Question 1: The impact upon specialist service provision of
increased referrals to disparate provision could be overwhelming.
Question 2: Funding should be sufficient for rapid access to
specialist ME/CFS Services for all ages in any part of the
country. There is a major cost implication of sufficient funding
across the ME/CFS specialist sector.

Question 3: Our executive trustee patient representatives
highlight how invaluable specialist ME/CFS Services are and will
be able to collaborate with the committee to support the delivery
of specialist interventions from the patient perspective.

Advice for people with suspected ME/CFS- according to the
proposed diagnostic process, this section is aimed at children
and young people who have had symptoms for 4 weeks and
adults who have had symptoms for 6weeks. The rationale for this
section of the guidance provided on page 51 line 4 states there
was limited clinical evidence on management strategies for
people with suspected ME/CFS. If NICE’s remit is to provide
guidance based on evidence reviews and there is no evidence
on which to base this guidance we would question whether it is
appropriate for this section to be included without any
acknowledgement of the lack of evidence behind the statements
made.

Developer’s response

Implementation costs

The committee agree there are areas that may need support and
investment, such as training costs and access to ME/CFS
specialist care, to implement some recommendations in the
guideline. Your comments will also be considered by NICE where
relevant support activity is being planned.

Thank you for your comment.

Appropriate specialist here refers to expertise in supporting the
interpretation of signs and symptoms where there is uncertainty
and a possible alternative diagnosis. Throughout the guideline
where a specialist refers to a ME/CFS specialist this has been
made clearer by including ME/CFS before specialist.

This recommendation relates to the provision of advice on
symptoms to general practitioners. This advice could lead to
fewer referrals.

Thank you for your comment.

The beginning of the discussion section in Evidence review E
states ,'the committee discussed this evidence with the findings
from the reviews on Information for people with ME/CFS and
their families and carers (report A), Information and Support for
health and social care professionals (report B), access to care
(report C), Diagnosis (D) non pharmacological management
(report G) and the report on Children and Young people
(Appendix 1). The committee took this evidence into account as
well as their own experience and expertise. This has been
clarified in the discussion section.
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When proposing a suspected diagnosis so early in an illness
there is a possibility that people have as yet undiagnosed
conditions for which the guidance given could cause harm.

This section is providing guidance on advice to be given to
people who have had symptoms for a very short period of time
and yet there is no acknowledgment of the fact many people at
this stage will recover spontaneously.

The purpose of including this section is in the hope that providing
early advice will prevent a deterioration in symptoms and
presumably improve the chances of recovery. The section should
therefore use positive language that instils hope while also
recognising the importance of regular review. It is possible to
provide advice on managing fatigue without needing to use a
diagnostic label at an inappropriately early stage of symptom
development. Given that the rest of this guideline provides a very
bleak prognostic impression with no hope of any effective
treatments or cure then it is unhelpful and potentially detrimental
to use a diagnostic label of ME/CFS at such an early stage of
illness.

Developer’s response

The committee discussion in Evidence review E-strategies pre
diagnosis sets out the rationale for the committee’s decision
making for people with suspected ME/CFS. Taking into account
the views of people with ME/CFS in the qualitative evidence the
committee agreed it was important to make recommendations for
support at this stage while acknowledging there is a lack of trial
evidence to support that advice to rest prevents deterioration and
improves prognosis in people with suspected ME/CFS. The
committee agreed the advice would not be harmful in the short
term either to people that are later diagnosed with ME/CFS or
those that are diagnosed with another condition.

Thank you for your comment.

The committee disagree the wording in this section is negative
but after considering the stakeholder comments on early
diagnostic labels the committee have amended the wording in
the earlier section on suspecting ME/CFS to remove the
recommendation on making a provisional diagnosis of ME/CFS.
However the committee agreed it was important to provide
advice for people with suspected ME/CFS at this stage
recognising that some people may not be diagnosed with
ME/CFS. The committee agreed the advice would not be harmful
in the short term either to people that are later diagnosed with
ME/CFS or those that are diagnosed with another condition.

Tone of the guideline

When developing the guideline the committee was mindful of the
importance of developing a guideline for all people with ME/CFS.
Throughout the process the committee recognised the difficulty in
finding the balance to reflect the variation in the impact and
severity of symptoms that people with ME/CFS experience while
acknowledging the substantial incapacity that some people have
as a result of ME/CFS. After taking into consideration the
comments from stakeholders about the negative tone of the
guideline the committee reviewed all the recommendations and
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Question 3 re existing resources: BACME has produced a patient
guide to managing post-viral fatigue which is available from the
BACME website and could be a useful document for GP’s to
signpost patients to. It also provides guidance on when to
suspect ME/CFS. Post-viral fatigue: A guide to management

Use of the word ‘perceive’ in this statement is inappropriate and
unhelpful. It could be interpreted as indicating the fatigue is not
real and will therefore contribute to the lack of belief and
understanding in health professionals that causes harm to
patients.

Advising people to not use more energy than they perceive they
have is a subjective process and likely to be exceedingly difficult
for the person with suspected ME/CFS and challenging for the
professional advising them. This is particularly so for those
people with ME/CFS who do not experience any “energy”, and
only experience the wide range of ME/CFS symptoms and the
absence of energy. “Energy” may be a subjective sensation
which is only experienced much later on for those who improve
over time.

Energy or fatigue levels are subjective markers and can be
complicated by anxiety and fear of making symptoms worse so
providing advice in this situation is far from simplistic as
suggested by the few basic bullet points provided.

This draft guideline recommends rest and staying within one's
'‘energy envelope’. The term ‘energy envelope’ is not widely used
currently and therefore has the potential to be interpreted
differently causing confusion.

Developer’s response

edited those they agreed had a negative tone. These
recommendations now better reflect all people with ME/CFS (for
example, recommendation 1.1.1) and the long term outlook (see
recommendation 1.6.4) with particular reference to children and
young people (see recommendation 1.6.5).

Thank you for your comment.

We will pass this information to our resource endorsement
team. More information on endorsement can be found here
https://www.nice.org.uk/process/pmg29/chapter/the-nice-
endorsement-programme..

Thank you for your comment.

The committee disagree that the word ‘perceive’ implies that the
fatigue is not real, perceive is clarified in the next part of the
recommendation advising people to stay within this limit
acknowledging the fatigue is real and individual to the person.

The committee discussion in Evidence review E-strategies pre
diagnosis sets out the rationale for the committee’s decision
making for people with suspected ME/CFS. In reference to your
comment they note there is a lack of trial evidence to support
advice for people with suspected ME/CFS and this includes
energy management. However the committee agreed the advice
would not be harmful in the short term. The committee
recommend a personalised approach and this would include
discussing with the person with suspected ME/CFS about
managing their energy and how much rest is appropriate for the
individual.

Energy envelope

After considering the stakeholder comments the committee
agreed that this concept might not always be appropriate when
suspecting ME/CFS. They acknowledged that some people with
suspected ME/CFS may not be diagnosed with ME/CFS and
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While this can be a helpful short-term measure, in our collective
professional experience, this advice limits progress in the
medium to longer term. Inappropriate bedrest can be harmful,
and a statement to this effect should be included as an ethical
issue, with advice about how to manage the risks of bedrest,
particularly for the severely affected. Advising people to stay
within an energy envelope was not recommended in the last
NICE guideline: where is the evidence to support this amended
recommendation? We would welcome clarity on all of these
issues, which have safety implications for people with ME/CFS.

We agree that rest is a vital aspect of managing ME/CFS, but we
are concerned that the statement "to rest as they need to" might
emphasise only reactive rest (increasing rest in response to
increased symptoms) so we would also appreciate it if this
section could emphasise planned rest, which involves "resting
when they do NOT need to" in order to balance activity and rest
in a sustainable pattern. We are concerned that the advice "to
rest as they need to" does not address the need for pre-emptive
rest in order to prevent post exertional symptoms, as explained in
section 1.11.14. The section 1.11.4 is a much more helpful
explanation of this approach: could some of this replace 1.3.1
Line 207

Developer’s response

information on energy limits* may not be helpful. The committee
amended the recommendation to advise people to manage their
daily activity and not push through symptoms.

*To note after taking into consideration the comments made by
stakeholders about the potential for misunderstanding the
committee agreed to edit Energy envelope to energy limits.

Evidence review E

The beginning of the discussion section in Evidence review E
states ,'the committee discussed this evidence with the findings
from the reviews on Information for people with ME/CFS and
their families and carers (report A), Information and Support for
health and social care professionals (report B), access to care
(report C), Diagnosis (D) non pharmacological management
(report G) and the report on Children and Young people
(Appendix 1). The committee took this evidence into account as
well as their own experience and expertise. This has been
clarified in the discussion section.

For further evidence and discussion on energy management see
evidence review G-Non pharmacological management.
Thank you for your comment.

The committee discussion in Evidence review E-strategies pre
diagnosis sets out the rationale for the committee’s decision
making for people with suspected ME/CFS. In reference to your
comment they note there is a lack of evidence to support that
advice to rest prevents deterioration and improves prognosis in
people with suspected ME/CFS, but they agreed the advice
would not be harmful in the short term before diagnosis. In
addition committee note that it is important to consider that
people that are suspected of ME/CFS but not diagnosed with

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

84 of 1342



National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Stakeholder = Document Page No

BACME —
British
Association for
CFS/ME
professionals

Guideline 011 015

BACME —
British
Association for
CFS/ME
professionals

Guideline 012 012

Line No

10 November 2020 - 22 December 2020

Comments

As fatigue is often present all day every day, resting in response
to fatigue could mean someone rests all day every day which
could lead to secondary issues related to deconditioning and
mood problems.

The process of rest needs to be clarified as all types of activity
can constitute a demand on energy systems. Many people would
consider watching TV or reading as restful but when fatigue is
present these activities may not provide good quality rest.

If this section is retained in the final guideline, BACME would
recommend that more detail is added to qualify what is meant by
rest and the importance of taking regular structured rest periods
throughout the day interspersed with periods of activity at a level
which doesn’t provoke an escalation in symptoms.

It would also be helpful to include information regarding the
potential for delayed exacerbation in symptoms as in the early
stages many people have not recognised that their worse days
are a consequence of doing too much on their better days.

A full history and holistic assessment are required before a
diagnosis is made, not afterwards. Full assessment is necessary
if alternative diagnoses are to be fully considered. It is not safe to
diagnose any illness without undertaking a full history and holistic
assessment first.

Please amend the order of these two processes.

While the support measures included in this section can be
helpful in the short term, there is no information included about
strategies that facilitate progress in the medium to long term. It is
our experience of working with children and young people with
ME/CFS, that information given at the outset is pertinent and
should include evidence-based information about possible
recovery and about what supports recovery. The Guideline would
benefit from clearer information about prognosis, stratified by age
group rather than describing ME/CFS simply as "incurable".

Developer’s response

ME/CFS may follow this advice and this would not cause harm to
anyone.

Section 1.12 recommendations on rest are for people that have
been diagnosed with ME/CFS and as such are more detailed.

Thank you for your comment.

The committee agree this is not clear and have revised the
recommendation to, ‘carry out and record a holistic assessment
to confirm a diagnosis and inform the care and support plan.’.

Thank you for your comment.

The committee have recommended that the care and support
plan is reviewed at least 6 monthly for children and young
people, this includes updating and revising strategies.

Tone of the guideline

When developing the guideline the committee was mindful of the
importance of developing a guideline for all people with ME/CFS.
Throughout the process the committee recognised the difficulty in
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We thought that it would be helpful to have some examples of
management plans so that the Guideline was more
comprehensible. Our clinical experience is that the details of a
management plan are developed gradually over a number of
appointments, and that the details of a management plan might
include a complex set of self-management skills which take time
to develop. The guideline seems to suggest that a management
plan might be written after the first assessment. In contrast to this
rapidly produced document, the management plan for some
individuals might develop into an extensive document. What did
the Committee have in mind? Would an example of some
management plans be helpful? Could it be an iterative plan,
developed using shared decision making, including self-
management principles?

The BACME patient group suggest that any person specific
management plan needs to be simple, specific, of personal use,
and deliverable, acknowledging the significant time demands
involved in developing a plan, and following it.

Question 1 re challenging to implement for specialist services
and Question 2 re cost: The guideline advises home visits should
be provided by specialist services to people with severe
ME/CFS. Currently not all services are commissioned to provide
care to people with severe ME/CFS and even those services who

Developer’s response

finding the balance to reflect the variation in the impact and
severity of symptoms that people with ME/CFS experience while
acknowledging the substantial incapacity that some people have
as a result of ME/CFS. After taking into consideration the
comments from stakeholders about the negative tone of the
guideline the committee reviewed all the recommendations and
edited those they agreed had a negative tone. These
recommendations now better reflect all people with ME/CFS (for
example, recommendation 1.1.1) and the long term outlook (see
recommendation 1.6.4) with particular reference to children and
young people (see recommendation 1.6.5).

Thank you for your comment and information.

This reflects the committee experience and more detail about the
holistic assessment and development of the care and support
plan has been added into the committee discussion in Evidence
review |- Multidisciplinary care.

Thank you for your comment.

Home visits

The committee agreed that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments can be
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do, not all of them have the capacity or funding to provide home
visits.

The BACME CFS/ME National Services Survey has data
regarding this provision and is available from the BACME
website: BACME CFS/ME National Services Survey

The survey had responses from 42 UK CFS/ME services and
33% responded indicating they do not see people with severe
ME/CFS.

Out of the services that do see people with severe CFS/ME 43%
do not offer home visiting.

This means that BACME identified only 16 adult services across
the whole of the UK who can provide the level of care to people
with severe ME/CFS recommended in this guideline.

The provision for children and young people is even worse with
only 10 services identified that provide support to children and
young people with severe ME/CFS.

BACME supports increasing the provision of specialist care to
people with severe CFS/ME and would welcome NICE
highlighting this need while also acknowledging the costs
involved in the required expansion of services and potential
development of new services to have appropriate geographic
coverage to provide equitable care across the UK. Home visits
require more time, often involve multiple short visits, and travel
expenses need to be budgeted for, so this work cannot come out
of existing budgets for services.

Please could the Committee recommend that additional funds
are made available where required.

Services that have not previously provided care to this group will
require additional training.

It may also be useful to reflect on the increased use of
technology to provide remote consulting which could improve
access to specialist advice for people with all levels of severity of
ME/CFS. However, it is also important to recognise the demands
and difficulties involved in both telephone and video calls for

Developer’s response

difficult and in the case of people with severe or very severe
symptoms who are unable to leave their homes particularly
challenging. Inthe guideline home visits are used as examples
of supporting people with ME/CFS to access care. The
committee note that other methods, such as online
communications may be more appropriate depending on the
person’s symptoms.

This recommendation is directed at assessment and
development of the care and support plan. To note after
considering the stakeholder comments the committee agreed to
bring the recommendations on people with severe and very
severe ME/CFS together in one section to ensure their particular
needs were not hidden within the guideline. In the context of
home visits, this recommendation on offering home visits is now
followed by the recommendation on providing flexible access.
The committee agreed it is important that people are offered
home visits for the initial assessment and development of the
care and support plan but for other consultations, other methods,
such as online consultations, may be more appropriate
depending on the person’s symptoms.

Implementation

The guideline reflects the evidence for best practice. The
committee agree that there is variation in the delivery of some of
the recommended services across the NHS. There are areas that
may need support and investment, such as access to ME/CFS
specialist services for people with severe ME/CFS and training
costs, to implement some recommendations in the guideline.
This guideline highlights areas where resources should be
focussed and those interventions that should not be
recommended, saving resource in other areas. Your comments
will also be considered by NICE where relevant support activity is
being planned.
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people with ME/CFS that may mean this type of healthcare
interaction may not be suitable for someone with ME/CFS.
People with severe ME/CFS may require home assessments
regarding equipment and aids and due to the lack of provision of
specialist ME/CFS services, this will currently be done by local
community therapy teams.

It would be helpful if this guideline could clarify the responsibility
of specialist teams in light of the current low level of provision
and how this access problem can be addressed.

The guideline makes no mention of the provision of specialist in-
patient care for the management of ME/CFS. Currently there is
very limited access to this in the UK and BACME would welcome
acknowledgement from NICE regarding the provision of this level
of care and what it should involve as this would aid
commissioning decisions for patients being referred for this level
of care.

We would appreciate it if the Committee could review these
comments regarding relapse and remission and make clear
whether it is referring here to people with mild, moderate, or
severe ME/CFS. We think that it is important to offer people with
ME/CFS clear information about prognosis, and it would be
helpful if the Committee could refine this advice further, stratified
by severity.

Our executive trustee patient representatives would like
clarification on what is meant by remission. This should not be
assumed to be back to normally well. Observation is that there
can be some functioning at a more normal level for some time
but if this is actually more than the person can really do, then this

Developer’s response

Thank you for your comment.

The committee agree that access to services for people with
ME/CFS is very important and have reinforced this throughout
the guideline.

They agree there is variation in the delivery of some of the
recommended services across the NHS including the provision of
inpatient care for people with ME/CFS.

The guideline addresses access to hospital care in the access to
care section and also includes recommendations for people with

severe or very severe ME/CFS. There was no evidence identified
in any of the reviews on the provision of specialist inpatient care

and the committee were not confident in making service delivery

recommendations in this area.

Thank you for your comment.

After considering the range of stakeholder comments the
committee have edited this bullet points and hope this addresses
your point:

e varies in long-term outlook from person to person —
although a proportion of people recover or have a long
period of remission, many will need to adapt to living
with ME/CFS.
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022

may result in a relapse and the need to re-establish stability over
time.Recognition of the influence lifecycle changes such as
menopause and events such as pregnancy, bereavement and
other illness and trauma needs to be recognised treated as part
of a relapse prevention plan.

Question 3: Our executive trustee patient representatives stress
more in-depth and specific guidance around how changes to
lifestyle can promote improvement and recovery and will be able
to work with the committee to contribute the patient perspective.
While ME/CFS varies in long-term outlook from person to person,
there are usual timescales attached to different ages (adults
differ from Children and Young People (CYP)) and according to
severity. It would be helpful to include information about
prognoses for different groups. Available data shows that many

Thank you for your comment.

After considering the range of stakeholder comments the
committee have edited this bullet point and hope this addresses
your points:

CYP diagnosed with ME/CFS recover. This was collected from e varies in long-term outlook from person to person —
NHS services using a national outcome database and is although a proportion of people recover or have a long
published. The statement ‘although a small proportion of people period of remission, many will need to adapt to living
recover’ does not differentiate between children and young with ME/CFS
people compared to adults. This removes hope for young people e varies widely in its impact on people’s lives, and can
and is not ethical as it is not based on evidence. The statement affect their including their daily activities, family and
that ‘the outlook is usually better in children and young people social life, and work or education, (these impacts maybe
than in adults’ does not indicate that, based on all available severe).
papers, significantly more than 50% recover, this means the
majority of young people recover, which is significantly more than
a ‘small proportion’. Children and young people with ME/ CFS
have a significantly higher rate of recovery when compared with
adults’ Carruthers, Van De Sande Mi, De Mierlier et al (2011)
cited in Gregorowski, Simpson & Segal (2019). Reported
recovery in young people is between 54 and 94% Crawley, E
(2017). Young people have a mean duration of CFS of 5 years,
with 68% reporting recovery by 10 years, Rowe (2019).

BACME — Guideline 014 028 The statement regarding potential triggers for escalating

British symptoms includes childbirth. Many clinicians and patient

Association for representatives have responded to this stating in their clinical
experience many women remain stable through childbirth and

Thank you for your comment.

There were several stakeholder comments about the examples
of triggers that worsen ME/CFS. Some of the examples as
suggested in your comment were considered potentially
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some even improve so they are concerned that listing this could
influence women'’s choices regarding having a family or could
provoke unnecessary anxiety.

BACME would like to highlight that collaboration between
ME/CFS experts and Safeguarding experts is recommended in
complex situations where potential Safeguarding issues are
being considered.

Professionals working in children and young people’s services
voiced concerns with regard to parents / carers acting as an
advocate on behalf of the child / young person by
‘communicating on their behalf'. There is the real risk that the

voice of the child or young person would likely be lost in this way.

Sound adolescent health practice advocates the use of the
HEADDSS Psychosocial assessment tool to allow the young
person the space to talk about sensitive issues and for
professionals to determine if there is psychosocial risk such as
significantly low mood that needs addressing and this
recommendation contradicts the earlier reference to hearing the
‘voice of the child’. In addition, if a CYP was not brought to their
appointment be it virtually / phone or in person, professionals
would have to refer to their Trusts’ ‘was not bought’ policy and
consider safeguarding implications.

Developer’s response

misleading information and not always a trigger and there are
comments that gave other examples that could be added.

After considering the stakeholder comments the committee
agreed to delete the examples and not provide any examples in
the recommendation recognising the variation in triggers in
people with ME/CFS.

Thank you for your comment.

The committee agree and have recommended that safeguarding
assessments should be carried out by health and social care
professionals who have training and experience in ME/CFS.

Thank you for your comment.

The first section on principles of care includes a
recommendation on ensuring the voice of the child or young
person is heard. After considering stakeholder comments this
recommendation has been edited to include, ‘ with or without
their parents of carers as appropriate’ to provide further clarity.

The following recommendation in this section (1.7.5) is clear that
recognising and responding to possible child abuse and neglect
(maltreatment) is complex and should be considered in the same
way for children and young people with confirmed or suspected
ME/CFS as with any child with a chronic iliness or disability. The
principle applies to adults.

This is clear that if a professional has concerns they should be
addressed in the same way as with any person. Recognising that
this can be compounded by the risk of symptoms being
misunderstood is the reason the committee have recommended
that health and social care professionals who have training and
experience in ME/CFS should be involved to support this process
and identify where there might be a risk.
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Question 1 re challenging to implement for NHS services: Whilst
we support the intent of this section, there could be a conflict
between this advice as worded and the policies of many
healthcare providers in the way in which repeated failed
attendances are managed. These policies are in place to offer
fair access to services for all patients, so that those who are
waiting for an appointment are not disadvantaged by delays
caused by multiple failed attendances. We suggest that the
wording be changed to “Contact them in writing to offer them the
opportunity to speak to a member of the clinical team to discuss
the reason (s) why they were unable to attend, and to develop a
plan to manage the risk of missed appointments.”

We welcome the addition of this section, which we think is helpful
and important.

Overall, this is a useful section, however the statement that
‘some people find that going back to work, school or college
worsens their symptoms’ requires context to avoid it creating fear
and preventing those able to return to school from doing so. Itis
our experience that many young people are able to return to
school on a reduced timetable and choose to return to school as
a goal.

It is reasonable to offer to liaise on the person’s behalf, but this
section makes no mention of the option of empowering the
individual to communicate with their employer themselves.
Understanding one’s health, the challenges associated with work
and the potential solutions for these would enable the person to
continue communicating effectively when they no longer have a
clinician’s regular support i.e. when they are self-managing.
Question 2 re cost: We welcome this suggestion but note that
this form of case management has resource implications, and we

Developer’s response

Thank you for your comment.
After considering the stakeholder comments the committee
edited this recommendation to, ‘If a person with ME/CFS misses
an appointment:
e do not discharge them for not attending because it could
be due to their symptoms worsening
e discuss why they could not attend and how the
multidisciplinary team can support them’
and hope this addresses your points.

Thank you for your comment.

Thank you for your comment.

Recommendation 1.9.4 provides specific information on children
and young people and discussing a flexible approach to training
and education.

Further information on the school environment is included in
Evidence review A-Information for people with ME/CFS and the
points your raise are highlighted in the committee discussion.
Thank you for your comment.

The committee agree that the issue of choice and personalised
care is fundamental. Liaising with the employers, education
providers and support services is in collaboration with the person
with ME/CFS should only be done when appropriate and in the
way that is best for the person.

Thank you for your comment. The committee agree that there is
variation in the delivery of some of the recommended services
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would welcome the Committee’s comment about the provision of
funding to cover this additional workload.

We agree that there is currently no evidence of a cure for
ME/CFS but mention of prognosis at this stage would be helpful
as otherwise the message is that it is “incurable”. In contrast, it is
a condition with an average duration.

A clear definition of what is considered to be a “treatment” might
be helpful here: there are multiple interpretations of this word.
For example, some might consider support with pacing to be a
“treatment”: is the Committee suggesting that pacing, and other
linked self-management approaches such as planning, and
prioritising are not helpful? More clarity is required.

Our executive trustee patient representatives recommend
viewing energy capability, rather than energy limits, as a
continuum from lying in bed to ambulant. What can be
maintained and developed at each level needs insightful and
personalised assessment with planning for careful stages. They
regard incremental activity development as acceptable if started
from a definite maintainable base line when the patient is stable.

The wording as it stands is problematic because it focussed on
minimising symptoms, not pacing. For many people with
ME/CFS, bed rest might minimise symptoms in the short term. Is
the Committee intending to recommend bed rest for so many
people with ME/CFS? Taken literally, this would seem to be the
case, but perhaps this is just the unintended consequence of this
problematic wording? Would the Committee be willing to take full

Developer’s response

across the NHS. There are areas that may need support and
investment, such as training costs, to implement some
recommendations in the guideline. This guideline highlights
areas where resources should be focussed and those
interventions that should not be recommended, saving resource
in other areas.

Thank you for your comment.

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for the
symptom management for people with ME/CFS.

Earlier in the guideline in the information and support section the
long-term outlook is described. To note, these recommendations
have been slightly edited after considering stakeholder
comments about the negative tone of the guideline.

Thank you for your comment.

After taking into consideration the comments made by
stakeholders about the potential for misunderstanding the
committee agreed to edit Energy envelope to use energy limits.
The committee have added that the energy limit is the amount of
energy a person has to do all activities without triggering an
increase or worsening of their symptoms.

Thank you for your comment.

After considering the range of stakeholder comments this was
edited to, ‘agree a sustainable level of activity as the first step,
which may mean reducing activity’.
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responsibility for any harm caused by this advice, if, taken
literally, it leads to more patients becoming bedbound, with all of
the potential harms which this can cause? There are cases
where patients have followed such advice and have rapidly
deteriorated. This advice as currently worded seems paternalistic
in that it ignores the patient’s own self-management decision
making, which may be to choose a method of pacing which
balances engagement with activities (which they can engage in
to a limited extent) against symptoms which they may decide to
accept in order to engage with these limited activities which are
important to them. We think that the final decision about this
balance of activity and rest should remain with the patient,
respecting their autonomy, and not be decided by the NICE
Guideline committee who are unable to consider all of the factors
influencing each individual patient and their particular
circumstances. We suggest that this section be refocussed upon
finding sustainable levels of activity and rest, not a level which is
purely focussed on minimising symptoms which risks all the
harms of increased inactivity and disability.

The first line (line 18) “reduce activity as the first step” should be
removed as this is blanket advice which is not supported by any
evidence, and which has not been informed by the individual
assessment. It might be that the assessment finds that the
patient is effectively pacing: why then advise a reduction in
activity as the first step? We think that this section should be
refocussed, bearing in mind the patient’s own autonomy and self-
management priorities.

It is common for a person with ME/CFS to experience a variation
in symptoms during daily life, and during any movement,
cognition and emotional expression required for function. We
suspect that the Committee are NOT recommending that people
only participate in activities which are symptom-free (i.e. do not
“trigger” symptoms) but the current definition could be
misinterpreted to mean this. We also think that the person
themselves is best placed to take decisions regarding their

Developer’s response

Thank you for your comment.

After considering the stakeholder comments this has been edited
to,” Advise people with ME/CFS how to manage flare-ups and
relapses (see the section on managing flare-ups in symptoms
and relapse).’
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activity levels, as they may have strong reasons to persist with
some activities at times. We think that the use of the word flare
(or dip) and also of a relapse are likely to be more helpful here,
and the wording could be changed to:

Discuss with the person with ME/CFS the potential benefits and
problems associated with a self-managed reduction in their
activity if their activity is at a level that frequently provokes a flare
(or dip) or a relapse”.

We welcome the inclusion of this section on physical
maintenance.

Question 1 re challenging to implement for specialist services
and Question 2 re cost: We would like to see clarification around
what is expected from specialist ME/CFS services and other
HCPs individually. Many contacts are delivered remotely at the
moment and likely might be going forward. How would this work?
If clients can only tolerate for example, 5-10mins of specialist
intervention, is this the best use of therapy time to be checking
for pressure ulcers etc. Who is expected to do this and when?
People living with severe ME/CFS may need additional care
support from other agencies such as professional carers, district
nurses etc. The responsibility to ensure factors such as pressure
care are regularly monitored should perhaps be shared with or
taken on by other professionals involved, especially if they have
more frequent contact with the patient.

We welcome the inclusion of this section recommending against
these interventions as cures but would like to reiterate a concern
that repeated reference to there not being a cure might be
inadvertently harmful, given the variable prognosis of ME/CFS
especially in younger people.

Developer’s response

Thank you for your comment.

Thank you for your comment.

Throughout the guideline personalised care is emphasised as
part of the care and support plan, the delivery of care is specific
to the person’s priorities and needs. The committee note that
while clinicians are expected to take NICE clinical guidelines fully
into account when exercising their clinical judgement the
guidance does not override the responsibility of healthcare
professionals and others to make decisions appropriate to the
circumstances of each patient, in consultation with the patient
and/or their guardian or carer.

Service delivery is not within the remit of the committee and
therefore they have not recommended in detail who should do
what when. However, it is not anticipated that these checks will
take long.

Thank you for your comment.

Treatment or cure

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
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We are concerned that the word “treatment” on page 28 line 1
has multiple meanings, and the use here may cause confusion.
Treatment can mean “medical attention” which is a broad term,
but the definition of treatment could also include rehabilitation
treatments. The draft guideline supports the offer of a
personalised physical maintenance plan, which BACME also
supports: is this not a “treatment”? The draft guideline also
supports the offer of a physical activity programme, which
BACME also supports: is this not a “treatment”?

We welcome this statement regarding physical activity.

We welcome this statement regarding physical activity but would
like to expand the list of healthcare professionals who can
support the physical activity programme, provided they have
training and expertise in ME/CFS. We think that mention of
specific healthcare professions could be removed, or that
physiotherapists and occupational therapists could be left as
examples only. This section should not exclude the option of
having support form a specialist GP or nurse, or a health
psychologist with appropriate training.

We think that further clarity is required here. Line 25-26 states
"establish their physical activity baseline at a level that does not
worsen their symptoms. We think that the use of the word flare
(or dip) and also of a relapse are likely to be more helpful here,
as the aim should be to "establish their physical activity baseline
at a level that does not provoke a flare (or dip) or a relapse”. Itis
normal for a person with ME/CFS to experience a variation in
symptoms during daily life, and during movement required for
function. We do not think that the Committee are recommending
that people only participate in activities which are symptom-free,

Developer’s response

misinterpretation with the availability of treatments for symptom
management for people with ME/CFS.

Thank you for your comment.

Thank you for your comment.

After considering the stakeholder comments the recommendation
has been edited to ,’If a physical activity or exercise programme
is offered, it should be overseen by a physiotherapist in a
ME/CFS specialist team.’. This does not exclude the option of
having support from a specialist GP or nurse, or a health
psychologist with appropriate training but still ensures the person
with ME/CFS still has input from a physiotherapist in a ME/CFS
specialist team.

Thank you for your comment.

This is to ensure the person starts the programme at a level that
does not worsen symptoms and to ensure this level is maintained
until flexible adjustment are agreed. This is a personalised
physical activity or exercise programme and would be agreed
with the person and reviewed regularly. The final bullet point
includes the recognition and management of a flare up or
relapse.
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as this would be impossible for many patients, but the current
definition could be misinterpreted to mean this.

We think that a reference which might evidence the role of
specialist services would be:

Crawley, E., S. M. Collin, P. D. White, K. Rimes, J. A. C. Sterne
and M. T. May (2013). "Treatment outcome in adults with chronic
fatigue syndrome: a prospective study in England based on the
CFS/ME National Outcomes Database." QJM: monthly journal of
the Association of Physicians 106(6): 555-565.

This study clearly indicates the overall positive impact of
specialist services, and (as is typical in NHS Services) 95% of
those studied reported post-exertional malaise.

The BACME patient group suggested that the advice on rest
should be expanded, as the length, type and frequency will
change as people progress with improvement. The wording of
the Guideline at present suggests that the healthcare
professional advises on how often and how long to rest, but we
feel strongly that this should be a self-management decision,
involving shared decision making.

Sleep

Developer’s response

The committee agree and throughout the guideline the
importance of ME/CFS specialist services is reinforced and
where access to these services is required. They have
recommended that parts of the care and support plan should
only be delivered or overseen by healthcare professionals who
are part of a ME/CFS specialist team, for example, for
confirmation of diagnosis, development of the care and support
plan, advice on energy management, physical activity, and
dietary strategies.

Thank you for your comment.

After considering the stakeholder comments the committee
agreed to include consensus recommendations on sleep
management for people with ME/CFS.

There was a lack of evidence identified for rest and sleep
strategies and the committee were unable to give specific advice
about strategies recognising the approaches should be tailored
to the individual. The recommendations include that people
should be given advice on the role of rest and sleep and
personalised sleep management advice.

This advice would be part of the care and support plan that is
developed by the ME/CFS specialist team and they are
knowledgeable about the role of rest and sleep in people with
ME/CFS and supporting them in making these decisions.
Thank you for your comment.

Sleep

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

96 of 1342



National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Stakeholder | Document Page No | Line No

Association for
CFS/ME
professionals

10 November 2020 - 22 December 2020

Comments

We are concerned to find that although unrefreshing, broken
sleep and hypersomnia are outlined as symptoms that should be
assessed, that sleep management is not addressed in the draft
guideline, particularly when NICE are currently developing a
technology related guidance for adults with difficulty sleeping
GID-MT552 expected publication 3 August 2021.

Question 3 re existing resources: Current NICE Clinical
Knowledge Summaries (CKS) for Insomnia both under and over
3 months were updated in 2020 and recommend good sleep
hygiene should be established by addressing behavioural,
environmental, and temporal factors. The need for information
and resources is addressed in the guideline but we do not
understand why recognised sleep management sources are not
considered.

NICE CKS recommend valid sources of materials can be
sourced at

MentalHealth.org.uk
https://www.mentalhealth.org.uk/search?query=sleep
https://www.nhs.uk/conditions/insomnia/

RCGP (2019) https://www.rcgp.org.uk/-/media/lnsomnia-Top-
Ten-Tips-v3.ashx?la=en.

who refer to https://www.sleepfoundation.org/sleep-hygiene

We regard the symptom of unrefreshing sleep as central to the
condition. Evidence Review G includes sleep quality among the
critical outcomes that matter most for decision making with
unrefreshing sleep noted as a symptom. It is not referred to in the
draft guideline. Disturbance to the Circadian rhythm is clearly
recognised by specialists and would not be described as just
‘light sleep’ as the guideline suggests. Short-term memory loss
and word finding difficulties are commonly reported and can
relate to sleep disturbance.

There is no account in the energy envelope theory of activities for
poor sleep that can impact on symptoms or advice on how to

Developer’s response

Evidence review H, appendices

After considering the stakeholder comments the committee
agreed to include consensus recommendations on sleep
management for people with ME/CFS.

There was a lack of evidence identified for rest and sleep
strategies and the committee were unable to give specific advice
about strategies recognising the approaches should be tailored
to the individual. The recommendations include that people
should be given advice on the role of rest and sleep and
personalised sleep management advice.

Evidence review E — strategies pre-diagnosis.

The beginning of the discussion section in Evidence review E
states ,'the committee discussed this evidence with the findings
from the reviews on Information for people with ME/CFS and
their families and carers (report A), Information and Support for
health and social care professionals (report B), access to care
(report C), Diagnosis (D) non pharmacological management
(report G) and the report on Children and Young people
(Appendix 1). The committee took this evidence into account as
well as their own experience and expertise.

The committee discussion of this review sets out the rationale for
the committee’s decision making for people with suspected
ME/CFS. In reference to your comment they note there is a lack
of evidence to support that advice to rest prevents deterioration
and improves prognosis in people with suspected ME/CFS, but
they agreed the advice would not be harmful in the short term. It
is important to consider that people that are suspected of
ME/CFS but not diagnosed with ME/CFS may follow this advice.
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regulate sleep, one of several key components to consider when
aiming to stabilise the condition.

The Pre-Diagnosis Evidence review recommend advice
regarding ‘sleep habits’. This is not expanded upon which is a
concerning omission to us.

In Evidence Review E the Committee offer’s its own view, rather
than an evidence-base, suggesting that daytime sleep is
beneficial in the early stages ‘for some patients’. Specialists
generally recommend gradually reducing daytime sleeping at the
right pace for the individual. Increasing the quality of night-time
sleep prompts the return of circadian rhythms, responsible for
synchronising many body functions such as hormone release
and appetite.

Patient feedback is that if sleep is needed within the day as part
of a structured rest-activity framework this improves quality of
night time sleep. Trying not to take needed sleep increases pain
and the ‘wired and tired’ state that acts against going to sleep.
This is a different situation from people who are ‘oversleeping’
without need which can sometimes be related to mood problems.
BACME stresses the need for an individualised approach to
sleep management.

Evidence review H, appendices, note sleep hygiene as a
category but without any exploration or reference to any NHS
guidance. It states the use of sleep management strategies as
part of management of ME/CFS is widespread but variable. This
section then goes on to claim that many services simply signpost
or provide general tools. The basis for the statement seems more
assumption than based on research or knowledge of specialist
practice. We are very concerned that specialist knowledge and
experience has not been sought to provide evidence for sleep

Developer’s response

The committee agree that people should be given personalised
advice about managing their symptoms and recommend this in
the advice for people with suspected ME/CFS section of the
guideline.
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interventions, particularly when it appears Committee experience
was used to outline rest techniques.

Question 3: Our members have developed extensive skills in
evaluating sleep issues and providing guidance on managing
them. If it is beyond the scope of this guideline to provide this
level of information, BACME will aim to improve provision of
guidance on sleep issues based on clinician expertise.

‘Do not offer any medicines or supplements to treat of cure
ME/CFS’. This is an incredibly dogmatic and negative statement
which could have wide reaching negative effects:

e It could cause significant distress to a person with
ME/CFS who will be made to feel there is no hope of
ever having medications that help with the condition.

e ltis also contradictory to the statements that follow that
imply that medications would be given to people,
including children and young people, to manage the
symptoms that occur in ME/CFS.

e This statement will perpetuate unhelpful attitudes from
doctors who often believe their primary role is to
prescribe medication so without any requirement to do
that for people with ME/CFS they will see that they have
a minimal role in providing care for that person.

e  Given that this guideline could remain in place for many
years, it is very dismissive of any potential progress in
the understanding and treatment of the condition that
may come through in future years.

e It restricts research into potential drug treatments as it
will perpetuate the situation where there are very few
ME/CFS specialist clinicians who can oversee
prescribing within a specialist service and therefore
have the skills and capacity to be involved in medication
based research.

Developer’s response

Thank you for your comment.

After considering the stakeholder comments the committee
agreed the use of treatment in this context could be confusing
and edited the recommendation to, ‘do not offer any medicines or
supplements to cure ME/CFS.’

The committee note the following subsection in the guideline is
‘medicines for symptom management’ and provides advice for
prescribers. As you note the discussion section of Evidence
review F: Pharmacological management recognises some
people with ME/CFS have found some drugs helpful in managing
the symptoms of ME/CFS and this should be discussed on an
individual basis.
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BACME would recommend removing this statement and
replacing it with something acknowledging that at the time of
writing the guideline, there are no medications specifically
licensed to treat ME/CFS, however there may be a role for
prescribing common agents to help with managing some aspects
of the symptoms that occur.

Page 6 Line 7 of the Evidence Review F on Pharmacological
Management has a more realistic statement acknowledging that
medications are commonly used for people with ME/CFS and the
tone of this statement should be reflected in the guideline.

The section on medication fails to acknowledge areas of clinical
practice where progress has been made in the use of
medications to improve symptom severity.

The management of Dysautonomia, for some people, can
include use of medications which lower heart rate and reduce the
severity of orthostatic hypotension. Access to specialists who can
prescribe these agents to people with ME/CFS is very poor and
almost non-existent for children and young people. This is an
area of treatment that could and should be expanded and
recognition of these options should be included in this guideline
with recommendations for expansion of access to these
treatments. There should also be clarification about whether this
should or could be done within specialist ME/CFS services if
appropriate medical input and expertise is available.

BACME —
British
Association for
CFS/ME
professionals

Guideline 031 006

Equally the emerging knowledge about Mast Cell Activation
Syndrome is another area where medications may be used to
reduce the severity of symptoms experienced. Mast cell
stabilising agents include over the counter antihistamines and H2
blockers which have clearly established safety records and
therefore would pose minimal cost or risk if trialled in patients
with symptoms suggestive of MCAS. Access to specialists who
are able to formulate this diagnosis and advise on treatment is
extremely limited in the NHS currently but there should be
acknowledgement in this guideline that provision should be

Developer’s response

Thank you for your comment.

After considering the stakeholder comments the committee
agreed the use of treatment in this context could be confusing
and edited the recommendation to, ‘do not offer any medicines or
supplements to cure ME/CFS.’

The committee note the following subsection in the guideline is
‘medicines for symptom management’ and provides advice for
prescribers. As you note the discussion section of Evidence
review F: Pharmacological management recognises some
people with ME/CFS have found some drugs helpful in managing
the symptoms of ME/CFS and this should be discussed on an
individual basis.
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increased and certainly within the lifetime of this guidance there
should be the option for these treatments to be utilised more as
research progresses our understanding.

The lack of reference to these clinical areas in the guideline will
restrict patient’s access to treatments that may be of value to
them.

Question 3 re existing resource: BACME has a Guide to
Symptom Management available from our website: ME/CFS:
Guide to Symptom management

which includes pragmatic guidance for clinicians on the use of
medications for people with ME/CFS.

It would be helpful to add in a consideration of using liquid
preparations of medications when available as this can allow
more gradual dose adjustments and they often contain less
excipients that can contribute to the medication sensitivities.

Adding in the word ‘slowly’ would help to indicate that medication
tolerance can develop if an appropriately low dose is used
initially and increases are made below the level that provokes
side effects. This needs to be adjusted on an individual basis
according to symptoms and side effects rather than standard
dosage regimes.

Question 1 re challenging to implement due to lack of ME/CFS
trained dieticians: There is a lack of specialist ME/CFS dietitians.
We are concerned that the current wording may prevent people
being referred to a dietician as they may not be 'specialist
ME/CFS' dieticians and therefore deemed not appropriate
according to NICE guidelines. We think it would be helpful to
manage expectations about what is currently available, whilst
including a clear aspiration to what would be best practice.

Developer’s response

Thank you for your comment.

* We will pass this information to our resource endorsement
team. More information on endorsement can be found here
https://www.nice.org.uk/process/pmg29/chapter/the-nice-
endorsement-programme.

Thank you for your comment.

The committee have included in the other considerations section
of Evidence review F:Pharmacolgical management that it is
important that medicines management is tailored to the person
with ME/CFS and as a result could not provide detailed advice on
how to manage intolerance.

Thank you for your comment.

The committee have included in the other considerations section
of Evidence review F:Pharmacolgical management that it is
important that medicines management is tailored to the person
with ME/CFS and as a result could not provide detailed advice on
how to manage intolerance.

The committee agree there is a lack of dieticians in the NHS that
specialise in ME/CFS but consider that in their clinical experience
and consensus view people with ME/CFS can have specific
dietary management needs that require access to a dietician who
understands the needs of people with ME/CFS.

The recommendation has been reworded to describe dietician as
a ‘dietician who has a special interest in ME/CFS’. This is
because the committee recognised that currently dieticians are
not solely based in ME/CFS services (specialising in ME/CFS)
but there are dieticians that provide expertise to ME/CFS
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services. Special interest describes this group of professionals
better.
This guideline highlights areas where resources should be
focussed and those interventions that should not be
recommended, saving resource in other areas. The re-wording
might reduce the risk of increased waiting time but some areas
might need to invest in training to implement this
recommendation.
BACME — Guideline 034 001 This section does not reflect the evidence base especially Thank you for your comment.
British regarding the provision of care for children and young people. After considering the range of stakeholder comments reflecting
Association for There is considerable evidence from 5 RCTs that CBT for fatigue | on the evidence the committee concluded that CBT could be
CFS/ME results in considerable improvement (wellbeing, quality of life and | offered
professionals function) and recovery for > 60% and as many as 80% of young to a child or young person with ME/CFs but only after they and
people with CFS/ME, including at longer term follow up. their parents or carers have been fully informed about its aims
Therefore, to give the message that recovery is not expected and principles and any potential benefits and risks.
seems to ill fit with the evidence base to date and will not instil
hope or desire to change in young people. CBT for fatigue in the
existing treatment trials has been effective in reducing fatigue
substantially. We are not aware of any studies looking at the use
of CBT for fatigue in young people that have not found a benefit,
and none of the trials have raised major safety concerns. Most of
these trials have excluded those with significant
anxiety/depression (c.f. Loades, Sheils & Crawley, 2016; Stoll et
al, 2017.
We agree with the rest of the statements regarding the
appropriate use of CBT approaches to support people with
ME/CFS.
BACME — Guideline 035 019 The statement ‘involve parents and carers in the therapy where Thank you for your comment.
British possible’ required clarification. We would hope that this is in After discussing this the committee noted that the involvement of
Association for relation to supporting the child or young person with the therapy parents or carers in therapy was usual practice but have edited
CFS/ME rather than having a direct presence in the therapy sessions. It the recommendation to, ‘wherever possible and if appropriate.’

professionals

would not be suitable for parents to attend all the therapy
sessions directly.

For further clarification.
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BACME — Guideline 039 027 - 029 | Question 2 re cost: offering children and young people with
British ME/CFS a review of their care and management plan at least
Association for every 6 months will have cost and resource implications.
CFS/ME
professionals
BACME — Guideline 040 007 Question 1 re resource limitations of specialist services: Ensuring
British reviews are carried out or overseen by a paediatrician with
Association for expertise in ME/CFS, involving other appropriate specialists as
CFS/ME needed will be challenging to implement as there are not
professionals sufficient numbers of paediatricians with expertise in ME/CFS

and specialist services are over stretched and require additional

resource.

Developer’s response

Thank you for your comment. The committee agree that there is
variation in the delivery of some of the recommended services
across the NHS. There are areas that may need support and
investment, such as training costs, to implement some
recommendations in the guideline. This guideline highlights
areas where resources should be focussed and those
interventions that should not be recommended, saving resource
in other areas.

In the case of reviewing the care and support plan of children
and young people, the committee agreed that there would
potentially be long-term consequences associated with less
frequent review, especially where the child’s education was being
adversely affected by their ME/CFS.

Thank you for your comment.

The committee agreed that optimal care for children and young
people with ME/CFS is provided by health and social care
professionals that having training in ME/CFS. In particular a
paediatric ME/CFS specialist team should confirm the diagnosis
and develop the care and support plan. It follows from this that
reviews are carried out or overseen by a paediatrician with
expertise in ME/CFS.

In evidence review |-Multidisciplinary care, the committee note
that in particular children and young people are likely to be cared
for under local or regional paediatric teams that have experience
working with children and young people with ME/CFS in
collaboration with ME/CFS specialist centres. In these situations
confirmation of diagnosis and the development of the care and
support plan is supported by the ME/CFS specialist centres.

A description of ME/CFS specialist teams has been added to the
terms used in the guideline and this includes the model with local
and regional teams.
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Training for health and social professionals

Question 1 challenging for specialist services to provide training
with current resources Question 2 cost implications to develop
and deliver courses and for staff to be funded to attend: BACME
agree that training for those who deliver care for people with
ME/CFS will be helpful, particularly as the draft guideline implies
that GP’s should have the skills and knowledge to diagnose the
condition. Our members raise the issue of GP disbelieving the
existence of the condition. As this will take a lot of unpacking and
engagement, BACME are concerned that the committee are not
addressing this problem. Our members strongly advise
supporting funding for clinicians in specialist services to access
ongoing training. The BACME National Services Survey reports
major shortfalls in continuing professional development with
therapy staff rarely having access to a training budget adequate
to cover the needs of working in this complex and evolving field.
Diagnosis and care of a patient with ME/CFS is a partnership
approach, and the draft guideline is already in danger of
advocating for a ‘do to’ approach. Training must clarify such
views are risky and adversarial and be able to promote equal
collaboration. Insight and application of goal based approaches,
mood, self-esteem, anxiety and hope for the future, self-efficacy
and resilience would be required, and managing long term
conditions.

Developer’s response

The guideline reflects best practice. The committee agree that
there is variation in the delivery of some of the recommended
services across the NHS. There are areas that may need support
and investment, such as access to ME/CFS specialist services,
to implement some recommendations in the guideline. This
guideline highlights areas where resources should be focussed
and those interventions that should not be recommended, saving
resource in other areas. Your comments will also be considered
by NICE where relevant support activity is being planned.

Thank you for your comment. The guideline reflects the evidence
for best practice. There are areas that may need support and
investment, such as training costs and access to ME/CFS
specialist services, to implement some recommendations in the
guideline. However, this guideline highlights areas where
resources should be focussed. A strong theme from the evidence
was the lack of understanding about ME/CFS and training in
health and social care professionals and the committee agreed it
was important to make recommendations about training. Your
comments will also be considered by NICE where relevant
support activity is being planned.

The committee agree that training for health and social care
professionals is important and have recommended that health
and social care providers should ensure that all staff delivering
care to people with ME/CFS should receive training relevant to
their role and in line with the guideline.

To note the training recommendations have been edited.

The committee discussed the level of detail that should be
included in training programmes and agreed on a general
description to avoid a prescriptive interpretation of the content
allowing the recommendations to remain relevant as research in
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BACME stress that the draft guideline does not clarify what the
training should contain and who is to undertake it. The
implication is that anyone delivering care should be trained to
deliver the guideline. Professionals must understand ME/CFS is
a complex condition with multiple symptoms and wide ranging
impact. Drawing out the wide variety of symptoms takes skill and
experience. BACME recommend levels of training applicable to
the professional capacity and relationship to the patient.

We are alarmed at the brevity of the section. The draft guideline
does not detail whether training will include pre-registration and
medical students and how the professionals be reached and
engaged.

Question 2: This recommendation is both unclear and concerning
as there are no considerations of time the resources required, or
cost accounted for. There is a large cost implication to
competency based training for GP’s and Primary care
professionals which requires on-going monitoring. It is not made
clear who will provide the training and at what level given the
complexity, longevity and heterogeneity of patients’ experiences.
Specialist Services have limited capacity to manage their delivery
of care at present. Some are able to offer AHP and medical
student courses, however, to provide every practitioner across
hospital, community and social care services who may come into
contact with the condition requires large scale investment. There
are limited online training courses available, which can increase
awareness, this does not necessarily give professionals the
expertise and confidence to deal with this complex condition in
practice. This guideline places considerable responsibility on
primary care to assess this condition, devise and review
management plans and provide support for relapses which
requires more than a one-off session.

Developer’s response

the area develops. See evidence review B for the committee
discussion on training.

It is beyond the remit of NICE to recommend what should be
included in undergraduate curricula.

Development of training programmes

. Evidence reviews A and B include the committee discussion of
the evidence and their experience that ME/CFS specialist
services provide valuable training, information and support to non
specialists and people with ME/CFS.
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Our executive trustee patient representatives welcome the
inclusion of carers in the draft guideline and emphasise both the
patient and carer need to have confidence in the health
professional (s) when discussing the iliness, who should be open
and transparent about the support available.

Carers must feel listened to regarding the perspective they bring
and the knowledge they have about the effect of the illness.
Support and value family members in their new role and
recognise their 24/7 contribution to the person with CFS/ME.
Identify those who do not have the support of family and act
quickly on signposting to possible support or setting this up.
Access to a Community Matron, particularly for severe/very
severe category, is invaluable.

Our executive trustee patient representatives are concerned that
the draft guideline does not acknowledge the carers’ needs as
they adjust to new roles; many give up employment to provide
24/7 care. Often carers report they feel undervalued for the work
they do and are without wider family support. Their isolation and
need for signposting and emergency support particularly for
those more severely affected is not recognised in the draft
guideline. Our executive trustee patient representatives
recognise that the reality is some family members, including
partners, may not be able to cope with the seriousness of the
illness and leave.

Energy envelope definition could benefit from refinement. It
currently states:

"The amount of energy a person has to do all activities without
triggering an increase in their symptoms."

We think that it should say:

Developer’s response

Thank you for your comment.

The committee agree that supporting families and carers is very
important and have referred to the NICE guideline on supporting
adult carers several times in the recommendations. This
guideline has more detailed information to support families and
carers.

Thank you for your comment.

After taking into consideration the comments made by
stakeholders about the potential for misunderstanding the
committee agreed to edit Energy envelope to energy limits. The
committee have added that the energy limit is the amount of
energy a person has to do all activities without triggering an
increase or worsening of their symptoms.
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"The amount of energy a person has to do limited activities
without triggering a flare in their symptoms" and then reference
the definition of a flare (or dip). The reason for this amendment is
that many people experience symptoms all the time, and for
many, activity can be associated with a transient increase in
symptoms. This transient increase in symptoms during or soon
after an activity should not be conflated with a post-exertional
symptom exacerbation.

While the support measures included in this section can be
helpful in the short term, there is no information included about
strategies that facilitate progress. It is our experience of working
with children and young people with ME/CFS, that information
given at the outset is pertinent and should include evidence-
based information about possible recovery and about what
supports progress. The Guideline would benefit from clearer
information about prognosis, stratified by age group rather than
describing ME/CFS simply as "incurable".

The draft guideline describes under fatigability ‘wired but tired’
fatigue, or restless fatigue and relates this to hypervigilance
during sleep. As specialist we commonly see this phenomenon
and associated Restless Legs syndrome is common. We are
concerned this is not referenced in the draft guideline. The
advice given is to develop physical and cognitive winding down
skills, which should be noted is difficult to master without
specialist assessment to identify triggers and teaching and
assessing interventions such as mindfulness to ‘go down the
gears’ being present with sensations, challenging reactions and
finding personalised soothing options.

The patient representatives of BACME suggested that the word
flare be replaced by the term dip. They felt that the term “flare” is
more commonly used for inflammatory joint disease, and
Fibromyalgia Syndrome and that it did not represent their
experiences.

Developer’s response

Long term outlook

After considering the range of stakeholder comments on this
bullet point in recommendation 1.6.4 it has been edited slightly
to,” varies in long-term outlook from person to person — although
a proportion of people recover or have a long period of
remission, many will need to adapt to living with ME/CFS.’ This is
to reflect the experience of all people with ME/CFS.
Recommendation 1.6.5 referring to children and young people
has been edited and ‘usually’ has been removed.

Thank you for your comment.

The committee note that restless legs syndrome is more common
in fibromyalgia than ME/CFS and the most action is referral to a
back to the person’s GP and then to a neurologist.

To note after considering the stakeholder comments this bullet
point has been edited to, ‘restlessness or feeling ‘wired but tired”
and ‘hypervigilance during sleep’ has been deleted.

Thank you for your comment.

After considering the range of stakeholder comments on the
terms flare and relapse the committee agreed to change flare to
flare up and not to edit relapse.
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This currently states: "For many people, physical activity has a
health benefit but in people with ME/CFS physical activity may
make their symptoms worsen." This wording suggests that there
are people for whom physical activity does not have health
benefits. Physical activity has benefits for all people, but any
physically disabling health problem will limit engagement with
physical activity. The POTENTIAL benefits are true for people
with ME/CFS as well, so it needs to be engaged in at a
sustainable level, which is why the Guideline section on physical
maintenance is so important. Other sections of the guideline
emphasise the importance of energy management and we think
that this section would benefit from reiterating this important
advice. Physical activity, like all other activity, needs to be
developed carefully and gradually at a level that can be
sustained and maintained. For example, the wording could be
"Physical activity has a wide range of health benefits but in
people with ME/CFS, too much physical activity will cause a dip
or a relapse. The principles of energy management should be
considered if someone with ME/CFS is engaging with physical
activity."

In this section on key recommendations for research, the
committee have only focused on the need for more research
around outcome measures for trial purposes.

BACME recognises that one of the most important ways to
ensure patient safety and to ensure that NHS services are
delivering effective therapy programmes, is for there to be a
standardised approach to clinical outcome measures.

BACME therefore request that this recommendation is expanded
to include clinically relevant outcome measures to be used by
NHS specialist CFS/ME services.

Diet

Although the draft guideline alludes to dietary advice it states
there is not enough evidence to offer any dietary strategy which
is very concerning. The Evidence Reviews highlight that patient

Developer’s response
Thank you for your comment.

After considering the stakeholder comments, ‘for many people’
has been deleted.” The section of the guideline with the
recommendations for physical activity includes that the principles
of energy management should be considered if someone with
ME/CFS is engaging with physical activity’. When writing a
guideline there is a fine line between reinforcing information and
repeating information. Too much repetition results in a guideline
becoming unwieldy and unusable and for this reason your
suggestion has not been added to the recommendation.

Thank you for your comment.

Research recommendations can only be made where the
evidence has been searched for within the guideline. Clinical
assessment tools were not included in the scope of this guideline
as a topic to consider, and therefore the committee are unable to
make research recommendations on this topic.

Thank you for your comment and information.

Dietetic support
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would like nutritional support, we are very concerned to find this
important aspect is offered very little support and very limited
reference to specialist input. Our members stress that if 60% of
the immune system is in the gut then nutritional needs require
careful individual specific dietetic specialist assessment, rather
than standardised advice with the ‘Eatwell Plate’.

Specialist advice is essential to be tailored specifically to fatigue
and understand the restrictions, sensitivities and sensory
hypersensitivities, of taste in addition to smell, listed in the draft
guideline. Associated symptoms of nausea and gastrointestinal
disturbance are commonly reported but the draft guideline is not
specific enough; only referring to nausea management. We are
concerned that the guideline does not acknowledge the
significant numbers who report irritable bowel and associated gut
problems.

Our patient representatives warn that patients are overwhelmed
by the practicalities and organisational demands of planning
shopping and cooking. We are worried that this aspect of the
condition will not be taken into account in social care
assessments.

There are limited references to the more severe presentation.
These patients are at high risk of malnutrition and it may not be
appropriate to recommend FODMAP diet. The limited availability
of dietitians specialised in the condition is also not addressed
and the limited size of many specialist services makes managing
dietetic assessments problematic.

We are alarmed that the evidence reviews include alternative diet
and supplement research which does not meet the research
rigour many other studies are excluded on.

Question 1: In order to assess fully with dietician’s with insight
into the condition there will be a big impact on practice. BACME

Developer’s response

Despite the limited evidence on dietary strategies the committee
thought it was important to make recommendations on dietary
management and strategies. The guideline highlights the
importance of diet and nutrition and support throughout the
recommendations, it is part of the initial assessment and there is
a comprehensive section in the management of symptoms
section. This is also reflected in the section on people with
severe and very severe ME/CFS. There are clear
recommendations when people with ME/CFS should be referred
to dieticians with a special interest in ME/CFS.

The committee agree there is a lack of dieticians in the NHS that
specialise in ME/CFS but consider that in their clinical experience
and consensus view people with ME/CFS can have specific
dietary management needs that require access to a dietician who
understands the needs of people with ME/CFS.

To note the recommendation has been reworded to describe
dietician as a ‘dietician who has a special interest in ME/CFS’,
the committee recognised that currently dieticians are not solely
based in ME/CFS services (specialising in ME/CFS) but there are
dieticians that provide expertise to ME/CFS services, special
interest describes this group of professionals better.

To note no studies that met the protocol inclusion criteria were
excluded from any of the evidence reviews.
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support specialist referrals, however, specialist service provision
is extremely limited.

Question 2: As a result, there are significant cost implications
Question 3: BACME could develop practical resources and
nationally recognised examples of good specialist practice.
Question 3 re existing resources and examples of good practice:
We are concerned at the claim that training programmes in
ME/CFS are often out of date which will lower the confidence
patients have in their providers. Specialist in the condition
maintain their knowledge and application of current therapeutic
skills through many routes. This point appears to be based on
Committee speculation rather than reality. BACME’s education
programme, conferences, research newsletters, peer supervision
and publications can provide the evidence to support fit for
purpose education material. Many specialists provide training to
other professionals including primary care staff, doctors in
training and social care staff, all of which would be based on
current practice. BACME are well placed to consult on the design
and delivery of training and supervision through a national
competency programme informed and endorsed by their
members.

Question 1 re impact on NHS CFS/ME services and Question 2
re cost: There is a significant impact on NHS services of
changing the name from CFS/ME to ME/CFS. For many services
this will involve the service name having to be changed as well
as changing all the materials the service use, which could be
extensive. Services will have printed material for patients, referral
forms for GPs, letterheads, information leaflets, online
documents, group program presentations etc which will all
require amendment. Much of the impact of making this change is
likely to fall on NHS administrative staff who are already
overstretched. For services who do not have administrative
support, clinicians will have this task which will affect the time
they have to see patients. There will be a cost implication linked

Developer’s response

Thank you for your comment.

This is reflected the evidence reviews A and B, expert testimony
and the committee’s experience that training materials are often
out of date, however these reviews also reported that ME/CFS
specialist services provide valuable training, information and
support to non specialists and people with ME/CFS and this is
the basis for recommending the development of training
programmes by ME/CFS specialist teams.

Thank you for your comment.

The committee agree that none of the currently available terms
are entirely satisfactory. The rationale for using ME/CFS was
initially set out in the scope for the guideline, ‘This guideline
scope uses ‘ME/CFS’ but this is not intended to endorse a
particular definition of this illness, which has been described
using many different names’ and then readdressed in the context
section of the guideline, ‘The terms ME, CFS, CFS/ME and
ME/CFS have all been used for this condition and are not clearly
defined. There is little pathological evidence of brain
inflammation, which makes the term ‘myalgic encephalomyelitis’
problematic. Many people with ME/CFS consider the name
'chronic fatigue syndrome' too broad, simplistic and judgemental.
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with this change in terms of the cost of staff time and financial
costs of rewriting printed and online material.

Comment This shows a range of ideas, and is a good start, other
aspects of diet impact may arise from the research. As these
dietary areas are listed here perhaps gut symptoms and the
microbiota could be acknowledged in the nice guideline review
as an area of interest for strategies. Without this it could be
missed.

NICE “Outcomes: Quality of Life, fatigue...” It is worth adding
gastrointestinal symptoms here too, as an outcome measure as it
does not really fall under the other headings.

Dietary strategies. Why this is important The use of dietary
strategies in ME/CFS management is widespread.

NICE_ A randomised controlled study into the benefits of dietary
strategies will add a meaningful contribution to the evidence base
in the symptom management of ME/CFS. There is a need for
high quality trials into the effectiveness and cost effectiveness of
dietary strategies for the management of ME/CFS. Comment
This is good to see in the report, and paves the way for funding
research into diet.

Comment regarding study design and feasibility: The complexity
and difficulty of undertaking diet research is often
underestimated. Recruitment, compliance, logistical delivery of
the project involving food. Drop out rates for severely affected,
attendance for research in a poorly subject group, etc, these all
add to the difficulty of the research, the funding needs and the
project duration. This requires quite specific bioscience and
clinical research teams expertise, and significant funding.

Developer’s response

For consistency, the abbreviation ME/CFS is used in this
guideline.’

There is no requirement to immediately update signage and
stationery. However, we expect that new services will use the
guideline’s nomenclature and that existing services will adopt it
when it is time for them to reprint their materials.

Thank you for your comment.

The evidence did not allow the detailed or specific of dietary
strategies to be recommended and this is why the committee
made this research recommendation.

Gastrointestinal symptoms have been added to the outcomes.

Thank you for your comment.

Thank you for your comment and information.
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NICE “Other comments Importance Low” We are disappointed
that this is thought to be of low importance. We feel this is
important to ME/CFS sufferers and reflected in patient’s self-
modification of diet. Having more evidence in this area will
enable us to shape future guidelines. Diet impacts on every
system of the body, including immune system and microbiota etc.
We welcome the mentioned of gastrointestinal difficulties or
symptoms but this is not limited to those severely affected and Gl
symptoms are widespread features for less severely affected as
well. Gastrointestinal difficulties are more commonly referred to
as functional gut symptoms or IBS (Irritable bowel Syndrome)
type symptoms or gastrointestinal symptoms.

1.2.4 - Inclusion in this section on the following symptoms may
also be associated with, but are not exclusive to, ME/CFS:

IBS (Irritable Bowel Syndrome) type symptoms / functional gut
symptoms

1.2.4 - Sensory sensitivities include taste. Please add taste to
section. This is mentioned in the draft later see comment 6 but
needs adding here as well. In my experience this can present
with specific new texture aversions additionally since the ME
diagnosis. These can be very pronounced in the most severely
affected impacting adversely nutritional intake and significantly
limiting variety of foods eaten.

Developer’s response

Thank you for the comment.

The importance here is relative to the research recommendations
the committee prioritised. The committee acknowledged that any
research in ME/CFS will be difficult until a diagnostic criterion has
been agreed and populations for research can be uniformly
recruited.

Thank you for your comments.

After taking into consideration the comments from stakeholders
the committee have revised the structure of the guideline
highlighting the special considerations of people with severe and
very severe ME/CFS in an individual section. The committee
agreed this would ensure that the particular needs of people with
severe and very severe ME/CFS were not hidden within the
guideline but would also clarify that symptoms in the section
suspecting ME/CFS can be experienced by all people with
ME/CFS.

To note that gastrointestinal symptoms has been added to the
symptoms that may be associated with ME/CFS in the section on
suspecting ME/CFS and the IBS guideline added to the list of
guidelines in the coexisting conditions section of the guideline.

Thank you for your comment.
Gastrointestinal symptoms have been added to the list of
symptoms.

Thank you for your comment.
Taste has been added to this bullet points.
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Comments

1.51 - bullet for diet assessment should include assessment of
diet, food or gut related symptoms in

order to pave the way for this to be included in management
later.

1.11.28 1.11.33 to 1.11.39 - In Symptom management only
nausea is mentioned. Other gut symptoms management not
mentioned

Dietary management and strategies 1.11.33 to 1.11.39 should
include a numbered point to cover

the dietary management of gastrointestinal symptoms, bloating,
pain, wind, constipation or diarrhoea and signposting to the NICE
guidelines (CG 61) on IBS

1.11.41 - Add to poor appetite linked to altered taste, smell and
texture tolerances. See comment 3

1.12.3 - Managing co-existing conditions. | am unsure why
coeliac disease is mentioned in this context. Many with ME/CFS
self-prescribe a gluten free (GF) diet which they believe helps the
symptoms and many have gut symptoms. The draft does not
acknowledge many with ME/CFS are following a GF diet and the
need to check for Coeliac disease. Symptoms could be mistaken
for Coeliac disease but in my experience ME/CFS rarely co-
exists with coeliac disease.

However here it would be appropriate to mention co-existing IBS
symptoms and sign post to NICE guidelines on IBS ( CG61)

The use of ME before CFS is a retrograde step suggesting that
there is inflammation of the muscles and central nervous system.
This is not the case. Changing this name will have significant
impact on service’s handouts, resources, signage, name badges
etc and will be costly and time-consuming to change.

Developer’s response

Thank you for your comment.

The list includes symptom management and links to the
recommendations in this section including those on dietary
strategies. As with all lists and examples they are not intended to
be exhaustive.

Thank you for your comment.

The NICE guideline on Irritable bowel syndrome has been
added to the guidelines listed in the coexisting conditions section
of the guideline to signpost people with ME/CFS for support with
these gastrointestinal symptoms.

Thank you for your comment.
This bullet point has been slightly reworded to include texture.
Thank you for your comment.

The managing co-existing section of the guideline includes links
to NICE guidance where there is related guidance. It does not
infer any importance of the condition in reference to co-existing
with ME/CFS.

After considering the stakeholder comments the committee
removed the reference to the NICE guideline on Coeliac disease
and added the NICE guideline on irritable bowel syndrome in
adults.

Thank you for your comment.

The committee agree that none of the currently available terms
are entirely satisfactory. The rationale for using ME/CFS was
initially set out in the scope for the guideline, ‘This guideline
scope uses ‘ME/CFS’ but this is not intended to endorse a
particular definition of this iliness, which has been described
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Young using many different names’ and then readdressed in the context
People’s section of the guideline, ‘The terms ME, CFS, CFS/ME and
Team ME/CFS have all been used for this condition and are not clearly

defined. There is little pathological evidence of brain
inflammation, which makes the term 'myalgic encephalomyelitis'
problematic. Many people with ME/CFS consider the name
‘chronic fatigue syndrome' too broad, simplistic and judgemental.
For consistency, the abbreviation ME/CFS is used in this

guideline.’
CFS/ME Guideline General General We are concerned that this guideline will imply that CFS/ME is Thank you for your comment.
Service for ‘incurable’ and the condition is ‘hope-less’, that people with the When developing the guideline the committee was mindful of the
South condition are passive in its prognosis rather than engaging in importance of developing a guideline for all people with ME/CFS.
Yorkshire and active strategies for recovery. Throughout the process the committee recognised the difficulty in
North finding the balance to reflect the variation in the impact and
Derbyshire — severity of symptoms that people with ME/CFS experience while
Children and acknowledging the substantial incapacity that some people have
Young as a result of ME/CFS. After taking into consideration the
People’s comments from stakeholders about the negative tone of the
Team guideline the committee reviewed all the recommendations and

edited those they agreed had a negative tone. These
recommendations now better reflect all people with ME/CFS (for
example, recommendation 1.1.1) and the long term outlook (see
recommendation 1.6.4) with particular reference to children and
young people (see recommendation 1.6.5).

CFS/ME Guideline 008 012 4 weeks is not adequate time to consider CFS/ME in children Thank you for your comment.

Service for and we suggest the 6 week timescale more realisitic. Discussing

South CFS/ME after 4 weeks may risk creating anxiety and reducing The period of a minimum of 4 weeks is to alert clinicians to the
Yorkshire and expectations of recovery. possibility of ME/CFS. Based on the qualitative evidence and
North their experience the committee agreed it is important that people
Derbyshire — with this combination of symptoms at this point are given advice
Children and that may prevent them getting worse. In summary it would be
Young unusual for an acute illness, including a viral iliness to persist
People’s longer than this with all the symptoms. The committee

Team emphasised it is the combination and interaction of the
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Comments

We prefer the word ‘setback’ to relapse. Relapse suggests a
passive illness-led process rather than one most likely triggered
by biopsychosocial factors.

“no current treatment”. We are concerned that this stance
ignores the effective work provided by specialist services who
are able to make a considerable difference to many people with
CFS/ME. Anecdotally our patients are distressed by reading this
in on-line documents and books and requires careful discussion
to reassure children and young people that improvement is
possible.

Developer’s response

symptoms that is critical in distinguishing ME/CFS from other
conditions and illness.

In addition to this the committee added additional
recommendations at the 4 week point for children and young
people ensuring that they are referred to a paediatrician in the
first instance for further assessment and investigation and then to
a ME/CFS specialist for confirmation of a ME/CFS diagnosis.
This the committee hopes will ensure that children and young
people will have a correct diagnosis of ME/CFS. In addition the
referral to community paediatricians for further investigations
before ME/CFS specialist teams is the experience of committee
members of working with children and young people.

See Evidence review D- for the evidence and committee
discussion.

Thank you for your comment.

After considering the range of stakeholder comments on the
terms flare and relapse the committee agreed to change flare to
flare up and not to edit relapse.

Thank you for your comment.

Cure or treatment

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ in the recommendations where it is
alongside ‘cure’ to avoid any misinterpretation with the availability
of treatments for the symptom management for people with
ME/CFS.
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Comments

This sentence ‘do not offer any therapy based on physical
activity’ is extremely unhelpful and should be removed from the
guidance. The document goes on to describe how physical
therapy and energy management can be helpful if managed by
experienced practitioners, presenting a confusing message. We
are concerned this will have a negative impact on patient’s
expectations and undermine their willingness to engage in
energy management.

Developer’s response

Thank you for your comment.

Based on the evidence* and their own experience the committee
concluded there are clear indications about what type of physical
activity or exercise programmes should not be offered to people
with ME/CFS but it was important that a physical activity or
exercise programme is available for people with ME/CFS where
appropriate and where they choose to explore this. The
committee recognised there are people with ME/CFS that may
feel ready to incorporate a physical activity or exercise
programme into managing their ME/CFS and want to explore this
option. Where this is the case the committee agreed that it was
important that they are referred to and supported by
physiotherapists and occupational therapists that are trained and
specialise in ME/CFS to do this safely. See evidence reviews F
and G, where the committee outline where it is important that
professionals trained in ME/CFS deliver specific areas of care.

*See Evidence reviews G and H, these describe the quantitative
and the qualitative evidence for physical activity and exercise
interventions and includes the committee discussion. The
committee discussed this evidence with the findings from the
review on access to care (report C), diagnosis (report D),
multidisciplinary care ( report I) and the reports on Children and
Young people (Appendix 1) and people with severe ME/CFS
(Appendix 2).

Treatment or cure

To note after considering the stakeholder comments on the
wording ‘treatment or cure for ME/CFS’ the committee agreed
to remove the word ‘treatment’ from these recommendations to
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Comments

...therapies derived from osteopathy...’ etc This appears to be a
direct and personal attack on Phil Parker and is out of place in
this guideline. There may be other therapies that people with
CFS/ME have tried, with good or bad results but these are not
mentioned. We strongly ask for it to be removed on grounds of
professionalism and impartiality.

Developer’s response

avoid any misinterpretation with the availability of treatments for
symptom management for people with ME/CFS.

Thank you for your comment.

One of the strengths of NICE guidelines is the multifaceted
approach taken in developing the recommendations.
Recommendations in NICE guidelines are developed using a
range of evidence, in addition to this guideline committees are
formed to reflect as far as practically possible, the range of
stakeholders and groups whose activities, services or care will be
covered by the guideline. The committee included members with
clinical and personal experience of children and young people
with ME/CFS.

When developing this guideline the committee considered a wide
range of evidence, including that from, published peer review
quantitative and qualitative evidence, calls for evidence for
unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature.

The committee discussed the evidence for the Lightning Process
and acknowledged that although some aspects of the therapy
were found to be helpful, experiences varied. Some negative
experiences were reported around the confusing nature of the
educational component, the intensity of the sessions, and the
secrecy surrounding the therapy. The committee were
particularly concerned around the secrecy of the Lightning
Process and the lack of public information on the components
and implementation of the process. The committee discussed
concerns that the Lightning Process encourages people to ignore
their symptoms and push through them and this could potentially
result in harm for people with ME/CFS. The committee noted
they had made clear recommendations on the principles of
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energy management and this is at odds with the principles of
energy management in the guideline.
In addition, the committee were aware that some children had
been told not to discuss the therapy with their carer or parents.
The committee agreed this was an inappropriate and harmful
message to give to children and young people.
The committee agreed that concerns raised in the qualitative
evidence about the Lightning Process could not be ignored and
that it was appropriate to have a do not recommendation. (See
evidence reviews G and H).
After considering the stakeholder comments the committee
agreed to remove the reference to osteopathy recognising that
the recommendation should be specific to the Lightning Process
and not broadly osteopathy. We hope this clarifies that this
decision is made on the evidence and is not a personal attack.
CFS/ME Guideline 034 001 We are concerned that this recommendation does not Thank you for your comment.
Service for acknowledge the range of psychological therapies that have
South potential to support people with CFS/ME alongside CBT, After reviewing the evidence for psychological and behavioural
Yorkshire and including ACT (Acceptance and Commitment Therapy), interventions other than CBT the committee concluded that
North Compassion-Focused Therapy and Interpersonal Therapy. We although some benefit was reported for different types of
Derbyshire — suggest that this section should include a statement implying that | interventions the evidence was mainly based on single studies
Children and therapies offered by psychologists and other trained and the evidence was low to very low quality. The committee
Young professionals with experience of treating CFS/ME can be helpful. | agreed that there was insufficient evidence to make any
People’s recommendations for any of the interventions (see evidence
Team reports G and H).
Chartered Evidence General General Comment: The GETSET trial included only patients who metthe | Thank you for your comment.
Society of Review G NICE criteria for ME/CFS, and ALL patients reported post-
Physiotherapy exertional malaise (PEM) at randomisation. ALL the outcomes The GETSET study was not downgraded for indirectness as

that were measured were shown to favour GET immediately after
the intervention (fatigue, physical functioning, general symptom

participants met the previous NICE criteria and all had PEM,
however where results from this study were meta-analysed with
other studies, the indirectness rating was judged based on the
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Comments

scales, depression, anxiety, activity levels, work and social
adjustment).

Furthermore, guided graded exercise self-help was better at
improving fatigue (and physical function to a lesser extent) than
specialist medical care. There were no differences in the
incidence of adverse events and no serious adverse reactions.
This is with minimal guided GET support; it was safe AND
helpful.

This guideline has reviewed the qualitative paper published from
the GETSET trial (Cheshire et al. 2018 -
https://doi.org/10.1080/09638288.2018.1499822). It presents a
number of the findings from this paper, without giving the reader
a full understanding of the full context and findings. Furthermore,
some findings have been taken out of context.

Comment:Firstly, the paper is based on 19 interviews with
patients who volunteered to be interviewed from 107 in the trial.
Secondly the trial was not supported GET as has been
previously defined, but a guided graded exercise self-help (GES)

Developer’s response

study or studies that contributed the majority of the evidence for
the specific outcome, which may have resulted in the outcome
being downgraded for indirectness.

After considering the stakeholder comments the committee
agreed to revisit the evidence for the intervention reviews further
scrutinising the information on PEM reported in the trials and the
application of indirectness in the evidence. As part of this they
agreed that any evidence with a population = 95% with PEM
would be considered direct.

As part of this a subgroup analysis has been performed, which
examines results from trials where = 95% of participants had
PEM separately (including the GETSET trial) to trials where
<95% of study participants had PEM or this was unclear. See
evidence review H appendices Fand G for full details on the
approach taken, the analysis and the impact on the results and
interpretation of the evidence.

Clinical benefit or harms for each outcome are determined based
on the minimally important difference (MID), not statistical

significance or benefit’/harms reported by study authors. Detailed
information on this process can be found in the methods chapter.

Thank you for your comment.

There was no clear picture of benefit emerging from the
quantitative evidence. The programme did not only appear to be
challenging for some but there were important harms reported in
the qualitative evidence for GET including the exacerbation of
symptoms and worsening of comorbid conditions which the
committee had to take into consideration when making
recommendations.

However, the recommendations were not solely based on the
Cheshire et al study. The committee considered the benefits and
harms associated with graded exercise therapy that had been
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Comments

intervention. It is a self-management intervention that is patient-
led but supported by a qualified therapist. The patients who took
part in the trial and this qualitative study were on a waiting list for
therapy in a specialist CFS/ME service. The positive qualitative
patient reports of this approach (many of which have been
overlooked in this draft guideline) may offer important insights
around the importance of patient control when delivering
interventions (Cheshire 2018 -
https://doi.org/10.1080/09638288.2018.1499822).

The aim of this study was to interview 9 patients who had been
randomised to GES who reported being “much” or “very much”
better, and 10 who reported being “much” or “very much” worse,
compared to how they felt prior to GES. There were, however,
zero patients who reported being much or very much worse, so
the criteria was changed to include those who reported feeling “a
little worse”. The absence of any reporting being “much worse” in
this group, and the overall outcome in the trial for this group
being better than in the usual care group, should be reassuring
that this minimal intervention is generally helpful for such
patients.

Furthermore, of the 10 who had rated their condition as “a little
worse” compared to how they felt prior to GES on the 12-week
follow-up questionnaire for the trial, four (40%) subsequently
reported at the interview that they had felt “a little worse” due to
other issues, and not GES. Two of these patients reported not
really engaging with GES as a result of these other problems, but
were intending to try it in the future, the other two reported they
had in fact experienced a modest improvement with GES.

The main finding that in both the “much better” and “a little
worse” groups, some “found doing GES challenging, and
personal motivation played a key role in participants sticking with
their GES programmes.” Interventions that aim to change

Developer’s response

identified in the quantitative and qualitative evidence and their
own experiences of these interventions

The committee recognise that there are different definitions of the
term graded exercise therapy and as a result the content and
application of graded exercise therapy programmes differ. This
has resulted in confusion. Graded exercise therapy is defined in
this guideline as a therapy

based on the deconditioning and exercise avoidance theories of
ME/CFS. These theories assume that ME/CFS is perpetuated by
reversible physiological changes of deconditioning and
avoidance of activity. These changes result in the deconditioning
being maintained and an increased perception of effort, leading
to further inactivity. Graded exercise therapy consists of
establishing a baseline of achievable exercise or physical activity
and then making fixed incremental increases in the time spent
being physically active. This definition reflects the descriptions of
graded exercise therapy included in evidence review G.

The committee recommended that physical activity or exercise
programmes that are based on deconditioning and exercise
avoidance theories of ME/CFS, or that use fixed incremental
increases in physical activity or exercise, should not be offered to
people with ME/CFS.
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people’s lifestyle (as opposed to taking a pill) are often
challenging for patients. This study illustrated this is also the
case (unsurprisingly) in people with ME/CFS, and if the therapist
is aware of these challenges in patients they can better support
them. This should not be a reason to not recommend GET, but to
look at how it can better delivered to support patients through the
process, as well as which patients it is suitable for. An obvious
outcome was that for those with longer iliness and more severe
symptoms, face to face sessions with a therapist and more
sessions would have been more useful, and is what is offered in
specialist clinics.

That some experienced exacerbations in their symptoms
following this GES programme should not be a reason to
denounce GET, but to offer a more supported GET. This was
only guided support self-management of GET, it was not face-to-
face GET. Those in the “a little worse” group reported more co-
morbidities suggesting that they needed more guidance and
support from therapists.

Suggestion: Please clarify this in the text.

Comment: A statement in the evidence review states: “Another
finding of the guideline suggested that most found following the
programme to be ‘hard work’. The level of exercise was selected
by the therapist and experienced by patients as too difficult.”

This statement is not a true reflection of the meaning of the
statement in the paper (Cheshire et al. 2018 -
https://doi.org/10.1080/09638288.2018.1499822). The study
reported that participants (both those that improved with GES
and those that didn’t) reported GES as being ‘hard work’. But this
did not refer to the level of exercise selected by the therapist
being too difficult — firstly these participants reported that they
selected their exercise/activity levels and were only
guided/supported by the therapists, who were described as

Developer’s response

Thank you for your comment.

Based on the wealth and variability of the information available,
studies can contribute to more than one theme, often reflecting
both positive and negative experiences.

The information reported in all papers has been carefully
extracted and reflects people’s experience of the interventions
they received, these have been organised into themes.

Patient reports of the exercise intervention received being ‘hard
work’ could not be discarded and together with information from
other studies about the exercise intervention received being too
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gentle, encouraging and understanding. Secondly, if participants
found their activity too difficult, they reported being advised to
reduce it to a previous level that they had found manageable.
Rather it was sticking to an activity routine that was hard.

People reported a number of reasons for this, including: 1) GES
meant initially limiting the amount of activity that they could do
(baseline is level of activity that an individual can do on a bad
day) which was ‘inconvenient’, 2) progress could be slow,
sticking to a set routine everyday may not be convenient and
therefore temporary symptom exacerbations were experienced.
To illustrate this point with an example, one participant said:
“There was a point at which | was ‘oh I'm just sick of this routine
and | just want to do whatever | feel like doing’. So, actually the
base-lining wasn’t so frustrating as about a month in where | just
felt like | need some bloody variation”.

Suggestion: Please clarify this in the text.

Comment: It is not appropriate to summarise the findings of
completely different studies under the heading ‘Qualitative review
of experiences of graded exercise therapy'. It is clear from just
one study that there has been much misinterpretation and
misrepresentation in this section alone. Some of the statements
refer to the Cheshire 2018 paper
(https://doi.org/10.1080/09638288.2018.1499822), but others
must refer to other qualitative work as they are not relevant to the
Cheshire 2018 work. However, it is unclear where each of these
statements comes from and therefore for individuals to check
their accuracy. One has to question how much of the
interpretation of the findings from other qualitative research work
has been misinterpreted and/or misrepresented through this
guideline. Certainly, for this single study there have been

Developer’s response

difficult, have been interpreted to contribute to the overarching
theme named ‘Too difficult’.

However, taking into account the lack of depth in this data, as
well as the possibility that ‘hard work’ may not necessarily reflect
the same experience of difficulty emerging from other studies,
this has been taken into account and have contributed to the low
quality rating given to the theme. This is reflected in the
description of the themes’ assessment of confidence both in the
evidence review’s narrative summary of the review findings and
in the qualitative evidence summary footnotes.

In line with what you report, descriptions of therapists as gentle,
encouraging and understanding have also been captured (as it
can be seen in Evidence review H, Appendix D in the full
extraction table for the Cheshire study) and have been
synthesised together with findings from other studies to
contribute to the overarching theme titled ‘Therapist approach’.
Furthermore, the example you provide about the need for
variation has been captured as well and contributes to the
overarching theme titled ‘Overall approach’.

Thank you for your comment. All NICE guidelines follow the
process for evidence synthesis set out in Developing NICE
guidelines: The manual. This guideline was no exception.
Reviews are underpinned by protocols, these are developed and
agreed by the guideline committee and set out the approach for
the evidence synthesis before the data is collected._Findings
emerging from different studies can be synthesised together
under the same overarching theme._Based on the wealth and
variability of the information available, studies can contribute to
more than one theme, sometimes reflecting different
experiences. We have thoroughly examined the information
reported in all papers to extract all that reflect people’s
experience of the interventions they received and organise them
into different themes to bring to the committee’s attention. The
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statements made that are simply not true, but only through
reading the full paper would you know this.

One example is that another key finding from the Cheshire et al
(2018) study, but that is not really mentioned in the Evidence
Review, is how valued and liked the therapists were, even by the
participants in the deteriorated group. They were described and
gentle and understanding and no participant reported feeling
uncomfortable that they were misunderstood and being pushed
beyond their limit. The importance of the training specialist
therapists and the importance of the approach of therapists
delivering the programme is important and as previously
mentioned, unlikely to have been GET.

Suggestion: Provide clarity and referencing so that it is possible
to identify what statements have been attributed to particular
research studies. Please verify that all reported findings are
appropriately checked prior to inclusion, as inconsistencies
between the research study and the reporting in this guideline
have been identified.

Comment: We note that two of the 13 included studies in your
review of effectiveness (3 and 67) are unpublished studies.
These have therefore not been exposed to peer review and
issues surrounding quality, sampling strategy, conflict of interest,
and therefore the applicability of findings need to be addressed.

For example, the Forward ME survey 2019 was a survey set out
to gather “evidence relating to long-term outcomes and harms
following Cognitive Behavioural Therapy (CBT) and Graded
Exercise Therapy (GET)". The aim and survey questions are
open to bias as they did not provide an opportunity for
participants to comment on any positive experiences. This survey
appears to have been sent to a selective group of people
belonging to ME charities who may oppose the use of GET or
CBT. NICE need to use similar rigor when evaluating all research

Developer’s response

extent to which different experiences emerging from the same
study or across different studies contributing to a particular
theme is also captured in the evidence synthesis and where
qualitative experiences have differed, this has been captured
through summarising different views under different themes
(where there was information to support a separate review
finding) or in the element of ‘coherence’ contributing to the
overall confidence in each review finding (where there were also
qualitative accounts that appeared to differed to the information
conveyed in the review finding). The specific studies contributing
to each review theme are specified in the footnotes of the
GRADE tables in the ‘Qualitative evidence summary’ sections in
both Evidence reviews G and H as well as in the ‘Qualitative
evidence synthesis’ section in Evidence review G (2.1.5). In line
with what you report, descriptions of therapists as gentle,
encouraging and understanding have also been captured (as it
can be seen in Evidence review H, Appendix D in the full
qualitative evidence table for the Cheshire study) and have been
synthesised together with findings from other studies to
contribute to the overarching theme titled ‘“Therapist approach’.
Thank you for your comment. In recognition that the views of
people with ME/CFS who had experienced the interventions was
important, the qualitative review was done with an accompanying
call for evidence which allowed registered stakeholders to submit
information relating to the review question. Evidence submitted
within this call for evidence was assessed for inclusion in the
evidence review in addition to the evidence identified in the
systematic searches following the same process of assessment
against the review protocol. The Forward ME Survey 2019 was
included as part of the call for evidence. We agree there are
important limitations that have been considered. The Forward
ME survey 2019 has been downgraded for concerns over
methodological limitations due to concerns over the recruitment
strategy uses, the data collection method (including open ended
questions focusing on negative aspects of treatment) and
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considered including qualitative studies. Is there evidence that
the patients responding to this survey had a verified diagnosis of
ME/CFS or had participated in a graded exercise program with a
specialised therapist?

In our opinion, the figure reported of 67% of patients feeling
worse after having GET does not reflect feedback from studies or
clinics, where existing specialist ME/CFS clinical services report
good feedback from patients and families, have long waiting lists
and have to limit the number of sessions due to limited
resources. The Forward ME survey has the highest level of risk
of research bias and yet seems to have high importance in the
outcome of this guideline. Other surveys and committee
experience have been used to develop this guideline even
though there is a high risk of bias associated with this.

We have concerns regarding the high risk of bias from any
findings from these studies due to their sampling strategy,
whether GET has been appropriately defined, whether the
participants actually received GET (and therefore whether
respondents are reporting on their exposure to GET or GEA),
especially as this has been misclassified in this guideline).

Suggestion: This should all be explicitly be reported in the
summary Table 69 and the guidance should be re-examined in
light of these serious flaws.

65 Oxford Clinical Allied Technology and Trials Services Unit.
Forward-ME Group CBT & GET Survey. 2019.

67. Unpublished study - Physios for M.E. An exploratory study of
the experiences of M.E patients and physiotherapy

Developer’s response

concerns over data analysis as explicitly specified in the
qualitative evidence table for the survey in Appendix D on
Evidence review H. This has been accounted in the assessment
of confidence of review findings that the survey contributes to.
The limitations in the evidence have been brought to the
committee’s attention and taken into account in decision making.
In addition to this, after considering stakeholder comments the
committee agreed to revisit the evidence for the intervention
reviews, further scrutinising the information on PEM reported in
the studies and its impact on the relevance rating of qualitative
findings they contribute to and in turn on the overall assessment
of confidence in the findings. As part of this the committee
agreed that any evidence with a population = 95% with PEM
would not be downgraded for concerns over relevance/
indirectness if additional concerns regarding applicability were
not present. Studies where < 95% of participants had PEM, or
where the percentage of participants with PEM was not reported
would be downgraded for concerns over relevance. See
evidence review H Appendix on PEM-reanalysis for the approach
taken, the analysis and the impact on the results and
interpretation of the evidence. The committee agreed that in
order for this criterion to be adequately met, self-reporting of
PEM would not be sufficient and 95% of participants need to
have been diagnosed by a health professional as having PEM.
The Forward ME 2019 survey did not meet this criterion as
98.5% self-reported their experience of PEM. As a result,
evidence from the survey was further downgraded for concerns
over the applicability of the population. This is explicitly reported
in the summary of included studies in evidence review G and in
the Qualitative evidence table for this study (in Appendix D,
Evidence review H) and reflected in the relevance rating
component of the assessment of confidence in the findings
emerging from the survey. This resulted in further downgrading
the confidence in the relevant review finding from Moderate to
Low quality. The same has been applied to the Physios for ME
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Comment: Quoting from the Evidence Review: “Evidence
showed that most people found stabilising their routine, choosing
physical activity and setting their baseline level to be
straightforward, but baseline levels were not experienced as
sustainable and some experienced ‘false starts’ as they
commenced the programme.”

To say that baseline levels were not experienced as sustainable
by participants in this study is not true. All participants said
finding their baseline (level of activity that they can do even on a

Developer’s response

survey also cited in your comment which has been further
downgraded for concerns of relevance of the included
population. The committee agreed methodological shortcomings
are important and this approach has been followed throughout
the guideline to ensure such shortcomings have been accounted
in the assessment of confidence in the evidence/ evidence
quality which contributes to decision making along with the
variety of factors including the different types of evidence, the
balance between benefits and harms, economic considerations,
equality considerations and the committee’s clinical expertise
(See Developing NICE guidelines: the manual, section 9.1 for
further details on how recommendations are developed). No
greater weight was placed on the findings of the Forward ME
survey compared to other studies included in the evidence
reviews and the evidence review was not the only source of
information the committee considered when making
recommendations; it was only part of the wide range of evidence
that the committee considered, including that from, published
peer review, expert testimonies, and two commissioned reports
focusing on people with ME/CFS that were identified as
underrepresented in the literature. As with all NICE guideline, the
committee also used clinical judgment to decide what all the
evidence means in the context of each topic and what
recommendations can be made and the appropriate strength of
the recommendations.

Thank you for your comment. When reviewing qualitative
evidence, we carefully consider the information reported in each
paper and extract all the information relevant to the review topic,
regardless of whether it reflects positive or negative experiences
of the interventions received and synthesise them into different
review findings to capture the multiplicity of experiences people
may have. Positive accounts emerging from the Cheshire study
have been synthesised and contribute to different review findings
that the committee has considered, Negative experiences
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bad day), was straight forward and they were able to do this. As
participants begun increasing their activity - two participant
experienced ‘false starts’, which in this study meant that they
didn’t properly engage with GES due to other things going on in
their lives (e.g. one participant became homeless and was
unable to start GES properly, another had pre-existing hip
condition that needed treatment before she could start GES).
Both these participants were about restart GET within a specialist
service setting at time of interview, having resolved the separate
issues that caused them to have “false starts”. As the study
reports:

As participants commenced their GES activity (which involved
completing an agreed additional physical activity), two
participants in the “a little worse” (and none in the “much better”)
group described “false starts.” That is, they reported not feeling
physically/emotionally well enough to engage with GES.

Suggestion: Please reflect these statements in the documents,
and clarify how they are used to support the statements made by
the committee.

Comment: Quoting the Evidence Review: “Most people noticed
no immediate difference in symptoms, or an exacerbation during
the initial phase which resulted in them not knowing if the
programme was helping or hindering their condition and during
this ‘indeterminate phase’, it was found to be difficult to maintain
motivation.” In all exercise programmes it takes time to notice
improvements, they are not instantaneous, which is why they are
12 weeks. It has long been recognised known that symptomatic
benefits of exercise programmes are seen irrespective of
physiological changes (Pedersen & Saltin 2015 - https://doi-
org.uea.idm.oclc.org/10.1111/sms.12581). This study illustrates
that actually a minimal intervention may not be enough for some
people with ME/CFS who would benefit from more support as
they start a graded exercise or activity programme. It is not

Developer’s response

including the statements you refer to also emerged from the
study. These are equally considered by the committee regardless
of how many people reported this as they also reflected the
experience of some people. Please note that this was only part of
the information that the committee has considered. As with all
NICE guidelines, when making decisions about interventions, the
committee used its judgment to decide what the evidence means
in the context of the review topic, and what recommendations
can be made and the appropriate strength of the
recommendation, considering many factors including the types of
evidence, the strength and quality of the evidence, the trade-off
between benefits and harms, economic considerations, resource
impact and clinical and patient experience, equality
considerations. (See Developing NICE guidelines: the manual,
section 9.1 for further details on how recommendations are
developed).

Thank you for your comment. We are glad you think findings
regarding motivation also reflect your awareness of what people
tend to experience. Please note that this was only part of the
information that the committee has considered. As with all NICE
guidelines, when making decisions about interventions, the
committee used its judgment to decide what the evidence means
in the context of the review topic, and what recommendations
can be made and the appropriate strength of the
recommendation, considering many factors including the types of
evidence, the strength and quality of the evidence, the trade-off
between benefits and harms, economic considerations, resource
impact and clinical and patient experience, equality
considerations. (See Developing NICE guidelines: the manual,
section 9.1 for further details on how recommendations are

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

126 of 1342



Stakeholder

Chartered
Society of
Physiotherapy

Chartered
Society of
Physiotherapy

National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Document

Evidence
Review G

General

Page No

334

General

Line No

038

General

10 November 2020 - 22 December 2020

Comments

unusual to struggle with motivation when undertaking an exercise
programme, it is a well-researched phenomenon, and ‘exercise
psychology’ is a discipline under the banner of Health
Psychology for the scientific study of psychological factors that
are associated with participation and performance in exercise
and other types of physical activity. Motivation is one of the
reasons why such a high percentage of the population remain
sedentary despite knowing the benefits of exercise to their
health.

Comment: “The committee noted the outcomes showing benefit
were mainly measured at a relatively short follow up period of
around 12 weeks.” We acknowledge that long-term follow up
data would be beneficial. Currently, the exercise/physical activity
programming literature across many conditions would highlight
that 12 weeks follow up is not unusual see (Geneen et al. 2017
see Table 3: https://doi.org/10.1002/14651858.CD011279.pub3)

Suggestion: There should be a recommendation for further
research to explore impact of holistic, person-centred physical
activity programmes in people with ME/CFS, and studies to
explore the suggested energy management strategies proposed
in this guideline with long-term follow up. In addition, we ask that
NICE request service data from ME/CFS clinics across the UK to
gain longitudinal data.

References used in this response:

e Candy B, Chalder T, Cleare AJ, et al. A randomised
controlled trial of a psycho-educational intervention to aid
recovery in infectious mononucleosis. Journal of
Psychosomatic Research 2004;57(1):89-94.
https://doi.org/10.1016/S0022-3999(03)00370-2

e Cheshire A, Ridge D, Clark LV & White PD (2018) Guided
graded Exercise Self-help for chronic fatigue syndrome:

Developer’s response

developed). After the worsening of symptoms reported in the
qualitative evidence, the committee concluded that programs
involving fixed incremental increases in exercise are not
appropriate but acknowledge that there are people who can
benefit from exercise programs that are flexible, patient-led and
supported by a professional and this has been reflected in the
recommendations made.

Thank you for your comment.

The committee have made recommendations to address
the difficulties and limitations in diagnosing ME/CFS (see
Evidence review D for the committee discussion on this).
The committee identified this as high priority for research.
This committee hope this will enable future research to
accurately identify people with ME/CFS and determine the
impact of interventions on them. They thought this was
particularly important before recommending any research
trials on physical activity or exercise interventions.

The committee agree that the long term follow up of
participants in trials is very important.

Thank you for these references.
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e Clark LV & White PD (2005) The role of deconditioning and
therapeutic exercise in chronic fatigue syndrome (CFS),
Journal of Mental Health, 14:3, 237-252.
https://doi.org/10.1080/09638230500136308

e Clark LV, Pesola F, Thomas JM, et al. Guided graded
exercise self-help plus specialist medical care versus
specialist medical care alone for chronic fatigue syndrome
(GETSET): a pragmatic randomised controlled trial. The
Lancet 2017;390(10092):363-73.
http://do.org/10.1016/S0140-6736(16)32589-2

e Dougall D, Johnson A, Goldsmith K, Sharpe M, Angus B,
Chalder T, White P (2014). Adverse events and deterioration
reported by participants in the PACE ftrial of therapies for
chronic fatigue syndrome. Journal Psychosomatic Research
Jul 1;77(1):20-6.
https://doi.org/10.1016/j.jpsychores.2014.04.002

e Gladwell PW,Pheby D, Rodriguez T & Poland F (2014) Use
of an online survey to explore positive and negative
outcomes of rehabilitation for people with CFS/ME, Disability
and Rehabilitation, 36:5, 387-394,
https://doi.org/10.3109/09638288.2013.797508

e Geneen LJ, Moore RA, Clarke C, Martin D, Colvin LA,
Smith BH. Physical activity and exercise for chronic pain in
adults: an overview of Cochrane Reviews. Cochrane
Database of Systematic Reviews 2017, Issue 4. Art. No.:
CD011279.
https://doi.org/10.1002/14651858.CD011279.pub3 Accessed
04 December 2020.

e Kahlert D (2015). Maintenance of physical activity: Do we
know what we are talking about? Preventive Medicine
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e Larun L, Brurberg KG, Odgaard-Jensen J, et al. Exercise
therapy for chronic fatigue syndrome. Cochrane Database of
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graded exercise therapy, and specialist medical care for
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WHO guidelines on physical activity and sedentary behaviour.

Geneva: World Health Organization; 2020. Licence: CC BY-NC-

SA 3.0 IGO. ISBN 978-92-4-001512-8 (electronic version)
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We recognise the need for the update to these guidelines and
welcome some of the recommendations. However, we have a
number of concerns which may impact on the quality of this
guideline and its applicability in rehabilitation. These include 1)
use of terms that are not consistent with clinical practice or
research, 2) potential inconsistency in advice, 3) downgrading of
prior research studies and Cochrane reviews, and 4) potential
bias from selected qualitative evidence has not been fully taken
into consideration.

Comment: We feel using such a definitive statement as do not
offer people with ME/CFS any therapy based on physical activity
or exercise as a treatment or cure for ME/CFS is unhelpful and
may result in the guidance being unable to be implemented.

This is because terms such as exercise, physical activity,
movement and physical maintenance are often used
interchangeably across society and physiotherapy practice. The
Committee’s attempt to distinguish between terms is confusing
and may lead to further misunderstanding for clinicians and
patients. By focusing on specific terms, we feel that this guideline
fails to recognise the nuances within rehabilitation strategies to
improve function in all people with ME/CFS.

One example where confusion may arise is in relation to the
definitions of exercise and physical maintenance (see below).
Arguably, one is describing the other, identifying that these terms
are synonymous.

“Exercise is planned, structured, repetitive and purposeful activity
focused on improvement or maintenance of one of more
components of physical fithess. Exercise is a subcategory of
physical activity” (p.42 L.7).

“Physical maintenance is the process of incorporating (planned,
structured, purposeful) into daily (repetitive) activity a level of

Developer’s response

Thank you for your comment.

Treatment or cure

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for the
symptom management for people with ME/CFS.

However the committee agree there currently isn’'t a cure for
ME/CFS and it is important that people with ME/CFS are aware
of this.

Physical maintenance
After considering the stakeholder comments the physical
maintenance section has been edited to add some clarity for
readers. In summary the edits are:
e The section has been renamed to physical functioning
and mobility
e text has been added to the recommendation to clarify
this is about strategies to maintain and prevent the
deterioration of physical functioning and mobility
e text has been added that this should be small amounts
and throughout the day
e strength and endurance has been replaced by muscle
function.
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movement that does not exacerbate symptoms and ensures that
joint and muscle flexibility does not deteriorate further than that
caused by the condition so far. For many people with ME/CFS,
this will be to ensure as much independence as possible in
activities ranging from personal hygiene to daily living, working
and social interactions (improvement or maintenance of one or
more components of physical fitness). For the most severely
affected, it may only be passive movements, which aim to
maintain joint flexibility (components of physical fitness) and
gently stretch muscle groups to avoid contractures developing.
For some people with ME/CFS it can include physical activity
which additionally assists bone health, posture and muscle
strength (components of physical fitness). Such activity is
undertaken within the person’s energy envelope and avoids
pushing through boundaries of tolerance.” (p.44 L.7)

The Committee does provide some clarification such as telling
people about the risks and benefits of a physical activity
programme (1.11.19). We wholeheartedly agree with this
statement. However, this is contradictory to the main statement
regarding exercise, and we feel there is a danger that these
important messages around the potential benefits of physical
activity will not be highlighted to people with ME/CFS.

In addition, we feel the guidance does not acknowledge
sufficiently the nuances of how the treatment of physical activity /
exercise is applied clinically. This includes an appreciation that
one’s relationship with physical activity / exercise / movement /
physical maintenance is not linear. It is a complex interaction of
an individual’s context and preferences together with biological,
psychological and social factors, that change over time.
Physiotherapists will work with people to identify value-based
goals and it may be that for some people physical activity /
exercise is absolutely at the core of their values and association
with well-being and quality of life. Therefore, a goal including

Developer’s response

Physical activity and exercise

After considering the stakeholder comments about the lack of
clarity around what the guideline recommends on energy
management and physical activity and exercise the committee
made the following edits:

e onthe wording ‘treatment or cure for ME/CFS’ the
committee agreed to remove the word ‘treatment’ from
these recommendations to avoid any misinterpretation
with the availability of treatments for the symptom
management for people with ME/CFS.

o the section on physical activity now includes exercise
Made clear that a personalised physical activity or
exercise programme includes making flexible
adjustments to their physical activity (up and down as
needed).

The committee recognised parts of the care and support plan

should only be delivered or overseen by healthcare professionals

who are part of a ME/CFS specialist team, for example a

ME/CFS specialist physiotherapist to oversee physical activity

and exercise programmes. This guideline has recommended that

people with ME/CFS should be supported by a

physiotherapist or occupational therapist within a ME/CFS

specialist team if they:

e have difficulty with their reduced physical activity or mobility

o feel ready to progress their physical activity beyond their
current activities of daily living

e would like to incorporate a physical activity programme into
the management of their ME/CFS.
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physical activity / exercise is likely to form part of their
management plan. Importantly, this will not be a ‘one size fits all
approach’ but instead a patient-centred holistic approach,
involving a biopsychosocial assessment and integration into the
management plan. The application of this may involve additional
skills including pacing, energy conservation and task rotation, as
well as flexibility and compassion in relation to support
progression and regression.

We also strongly feel that a complete rejection of physical activity
/exercise as part of the management plan for people with
ME/CFS may cause significant adverse effects in relation to
mental health. There is consistent evidence to show that people
who are more active are less likely to develop depression
(Schuch et al 2018) and anxiety (Schuch et al 2019) in the future.
Additionally, sedentary time is associated with an increased risk
of death compared to people who have a more active lifestyle
(Ekelund et al 2020).

Ekelund, U., Tarp, J., Fagerland, M.W., Johannessen, J.S.,
Hansen, B.H., Jefferis, B.J., Whincup, P.H., Diaz, K.M., Hooker,
S., Howard, V.J. and Chernofsky, A., 2020. Joint associations of
accelero-meter measured physical activity and sedentary time
with all-cause mortality: a harmonised meta-analysis in more
than 44 000 middle-aged and older individuals. British Journal of
Sports Medicine, 54(24), pp.1499-1506.

Schuch, F.B., Vancampfort, D., Firth, J., Rosenbaum, S., Ward,
P.B., Silva, E.S., Hallgren, M., Ponce De Leon, A., Dunn, A.L.,
Deslandes, A.C. and Fleck, M.P., 2018. Physical activity and
incident depression: a meta-analysis of prospective cohort
studies. American Journal of Psychiatry, 175(7), pp.631-648.

Schuch, F.B., Stubbs, B., Meyer, J., Heissel, A., Zech, P.,
Vancampfort, D., Rosenbaum, S., Deenik, J., Firth, J., Ward,
P.B. and Carvalho, A.F., 2019. Physical activity protects from

Management plan

The committee agree that a patient-centred holistic approach is
important and this has been recommended throughout the
guideline.

Management plan has been edited to ‘care and support plan’ in
line with personalised care and support plans
https://www.england.nhs.uk/ourwork/patient-participation/patient-

centred/planning/.)
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incident anxiety: A meta-analysis of prospective cohort studies.
Depression and anxiety, 36(9), pp.846-858.

Suggestion: That messaging around physical activity supports
that it may be beneficial to a number of people with ME/CFS,
especially for those who value activity highly.

We believe that the messaging within this guideline should
support holistic, patient centred approaches to rehabilitation that
support the integration of physical activity into patient
management if: 1) it is what the patient wants, 2) it is highly
monitored and supported by a specialist team, and 3) itis
individualised and can be altered according to the symptoms of
the person with ME/CFS.

Comment: This guideline presents a very medical model, which
seems retrogressive and diverging from current physiotherapy
understanding and management of other overlapping and similar
conditions such as chronic pain or fibromyalgia. The
biopsychosocial model is widely accepted in the assessment and
management of chronic conditions but is largely ignored in this
guideline. We understand a lot of people with ME/CFS are
frustrated with the lack of biomedical research and it is important
that more biomedical research is funded to understand this
complex disease. However ignoring psychosocial aspects, which
will impact on any chronic condition, is not helpful. This is a very
isolating condition and psychosocial factors can have a huge
impact on quality of life and outcomes and should be included.

Chartered
Society of
Physiotherapy

Guideline General General

Developer’s response

Thank you for your comment.

The committee disagree the guideline presents a very medical
model. A holistic personalised approach to the assessment and
the management of ME/CFS is recommended throughout the
guideline. The committee agreed to make some edits to the
recommendations to the guideline and hope this has addressed
your points and added some clarity for readers. In summary the
edits to the points you make are:

¢ Replacing ‘comprehensive clinical history’ in section
1.2’ suspecting ME/CFS’ and full ‘history’ in section 1.5
Assessment...by a ME/CFS specialist team’ with
medical assessment with physical and mental health
included.

e Recommendation 1.6.10 includes the importance of
assessing and meeting the mental health needs of
families and carers.

¢ Management plan has been edited to ‘care and support
plan’ in line with personalised care and support plans
https://www.england.nhs.uk/ourwork/patient-
participation/patient-centred/planning/.)
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e the committee have revised the list of differential
diagnosis in Evidence review D and added, mental
health conditions: anxiety, depression or mood
disorders. As you note these are already included in
the guideline under managing co-existing conditions.

Chartered Guideline General General Comment: We find the use of the word “harm” throughout this Thank you for your comment.

Society of document to be unclear and could be open to misinterpretation

Physiotherapy by the reader who may not understand the clinical meaning of Harm is used nine times in the guideline and only in the rationale
‘harm’. Readers may assume that all physical activity is harmful, sections. Where it is used it is the context of an intervention

and therefore should be avoided, inadvertently exacerbating fear | being wrongly applied, increased burden and patient reported
avoidance in those for whom supervised and structured physical experience of harm and has been correctly applied.

activity may be beneficial. We feel strongly that experiencing a

small and expected increase in some symptoms is not in itself

harmful if approached compassionately and flexibly within an

appropriately monitored, person-centred, personalised

rehabilitation plan that is developed in collaboration with the

person with ME/CFS.

Suggestion: We suggest the use of alternative wordings such as
negative impact / challenge (where appropriate) should be used
to reduce the potential to induce fear in readers.

If it is deemed that the use of the word ‘harm’ is crucial in this
document, we request that the term ‘harm’ should be clearly
defined in the glossary and explicit definitions for the degree of
harm should be provided with relevant examples. This should
provide context that some change in symptoms could occur
following an assessment, increase in cognitive demands,
stressful events, or change in activity and would also be labelled
as harmful. This label should be applied consistently across the
document if it is to be used, not just when describing physical
activity. It should be made clear in the examples that any activity
(cognitive, physical, emotional) has the potential to cause harm
(i.e. an increase in symptoms).
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Comments

Comment: There is an assumption made in this draft guideline
that proponents of graded exercise therapy consider that
deconditioning is the cause of ME/CFS. We believe this point of
view is misguided and not representative. However,
deconditioning is associated with physical inactivity (Ried-Larson
et al. 2017 - https://doi.org/10.1152/japplphysiol.00415.2017;
WHO 2020 ISBN 978-92-4-001512-8), and deconditioning may
perpetuate the symptoms of ME/CFS (Clark & White 2005 -
https://doi.org/10.1080/09638230500136308). Therefore,
maintaining activity levels at an appropriate level for each person
with ME/CFS is crucial.

Suggestion: This guideline should try to reduce opportunities for
confusion. It should propose that a person centred, individualised
approach should be used to support maintenance of or return to
physical activity for people with ME/CFS.

Comment: The term “physical maintenance” is not a standard
term or concept in rehabilitation or in ME/CFS. There is some
research on use of ‘maintenance of physical activity’, which
shows that it is not a term that has been operationalised (Kahlert
2015 - https://doi-
org.uea.idm.oclc.org/10.1016/j.pmedr.2015.02.013), but we could

Developer’s response
Thank you for your comment.

Taking into account the range of stakeholder comments, ‘ as the
cause of ME/CFS’ has been deleted from the recommendation
and replaced with ‘perpetuating ME/CFS’.
After considering the stakeholder comments the physical
maintenance section has been edited to add some clarity for
readers. In summary the edits are:
e The section has been renamed to physical functioning
and mobility
e text has been added to the recommendation to clarify
this is about strategies to maintain and prevent the
deterioration of physical functioning and mobility
e text has been added that this should be small amounts
and throughout the day
e strength and endurance has been replaced by muscle
function.

The committee agree that a patient-centred holistic approach is
important and this has been recommended throughout the
guideline.

Management plan has been edited to ‘care and support plan’ in
line with personalised care and support plans
https://www.england.nhs.uk/ourwork/patient-participation/patient-

centred/planning/.)

Physical functioning and mobility is included in the care and
support plan based on the person’s needs.
Thank you for your comment.
After considering the stakeholder comments this section has
been edited to add some clarity for readers. In summary the edits
are:

e The section has been renamed to physical functioning

and mobility
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Society of

Physiotherapy

10 November 2020 - 22 December 2020

Comments

find nothing on “physical maintenance” as a concept in this
context.

It is not clear in the section on ‘physical maintenance’ (on page
44) what it actually means in practice and how it could be
undertaken, as it appears contradictory. The guideline
recommends that people ‘maintain’ their joint mobility, muscle
flexibility, strength and endurance. If they have been unwell for
some time and have low levels or these, it will be difficult for
them to work on this within the ‘envelope’, particularly in relation
to cardiovascular health, bone health and muscle
strength/endurance.

In reality, a patient will need to gently extend their joint ranges
and strength to gain benefit. It is just not possible to follow the
current guidance and have ‘physical maintenance’ that will be
helpful to all those parameters. However, thinking about support
for maintenance of physical activity after a specialist-led graded
exercise or physical activity programme is important (WHO 2020
- ISBN 978-92-4-001512-8), and requires more research (Nigg et
al. 2008 - DOI: 10.1111/j.1464-0597.2008.00343.x), specifically
in ME/CFS patients.

Comment: It accepted that the Language used in healthcare can
have a powerful impact on expectations and outcomes. The
negative language used in this document (Do not, No treatment,
No cure) is repeated numerous times and is unhelpful. The
language used around physical activity is much more negative
than that used around energy management, this risks increasing
fear and perceived threat about physical activity and thus can
have a negative impact on patients.

We are concerned this guideline could worsen outcomes by
increasing fear regarding the prognosis of CFS/ME and the
impact of any physical activity programmes.

Developer’s response

e text has been added to the recommendation to clarify
this is about strategies to maintain and prevent the
deterioration of physical functioning and mobility

e text has been added that this should be small amounts
and throughout the day

e strength and endurance has been replaced by muscle
function.

Thank you for your comment.

When developing the guideline the committee was mindful of the
importance of developing a guideline for all people with ME/CFS.
Throughout the process the committee recognised the difficulty in
finding the balance to reflect the variation in the impact and
severity of symptoms that people with ME/CFS experience while
acknowledging the substantial incapacity that some people have
as a result of ME/CFS. After taking into consideration the
comments from stakeholders about the negative tone of the
guideline the committee reviewed all the recommendations and
edited those they agreed had a negative tone. These
recommendations now better reflect all people with ME/CFS (for
example, recommendation 1.1.1) and the long term outlook (see
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Suggestion: The order of wording such as risks or benefits in the | recommendation 1.6.4) with particular reference to children and
document changes depending on the point being made and young people (see recommendation 1.6.5).
should be consistent to be balanced and unbiased
In addition, the committee have revised the structure of the
Comment: These draft guidelines remove any sense of hope by guideline highlighting the special considerations of people with
stating that there is no cure or treatment. There are numerous severe and very severe ME/CFS in an individual section. The
specialist services across the UK that support people with committee agreed this would ensure that the particular needs of
ME/CFS to good clinical effect. people with severe and very severe ME/CFS were not hidden
within the guideline nor mistaken to reflect the experience of all
In addition, there is evidence to support that structured people with ME/CFS.
incremental therapy programmes and cognitive behaviour See evidence reviews F and G Non-pharmacological
therapy are of moderate benefit for people with ME / CFS. management for further information on physical activity and
exercise.
Clark et al. 2017 - http://doi.org/10.1016/S0140-6736(16)32589-
2, The GETSET trial is included in the review.
Larun et al. 2019 —
https://doi.org/10.1002/14651858.CD003200.pub8 We note that the Cochrane review ‘Exercise therapy for chronic
fatigue syndrome’ (Larun et al., 2019) is contested and that it ‘is
still based on a research question and a set of methods from
2002, and reflects evidence from studies that applied definitions
of ME/CFS from the 1990s’ (https://www.cochrane.org/news/cfs)
The review is currently undergoing a full update.
Chartered Guideline General General Comment: As there is no positive recommendation for exercise, Thank you for your comment.
Society of how do we help the many patients who attend specialist services | After considering the stakeholder comments about the lack of
Physiotherapy specifically with exercise and physical activity goals? These may | clarity around what the guideline recommends on energy

include improving ability to undertake activities of daily living
(ADLs)

Suggestion: Please address these questions

management and physical activity and exercise the committee
made the following edits:

e on the wording ‘treatment or cure for ME/CFS’ the
committee agreed to remove the word ‘treatment’ from
these recommendations to avoid any misinterpretation
with the availability of treatments for the symptom
management for people with ME/CFS.
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Comments

Comment: There are a number of references to the term ‘cure’
throughout the text. This term should be used carefully, and was
to our knowledge purposefully not used in the 2007 guidelines.

Suggestion: We suggest the term ‘Recovery’ be used in its place.

Comment: The direct links to the committee rationales are very
helpful in the structure of the guidance- could direct links also be
added to the public and patient relevant section resource?

Developer’s response

the section on physical activity now includes exercise

e Made clear that a personalised physical activity or
exercise programme includes making flexible
adjustments to their physical activity (up and down as
needed).

The committee recognised parts of the care and support plan

should only be delivered or overseen by healthcare professionals

who are part of a ME/CFS specialist team, for example a

ME/CFS specialist physiotherapist to oversee physical activity

and exercise programmes. This guideline has recommended that

people with ME/CFS should be supported by a

physiotherapist or occupational therapist within a ME/CFS

specialist team if they:

e have difficulty with their reduced physical activity or mobility

o feel ready to progress their physical activity beyond their
current activities of daily living

e would like to incorporate a physical activity programme into
the management of their ME/CFS.

See evidence reviews F and G Non-pharmacological

management for further information on physical activity and

exercise.

Thank you for your comment.

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for the
symptom management for people with ME/CFS.

Thank you for your comment.

The links to the ‘information for the public’ are not added into the
rationale as the guideline webpage includes a tab to the
information for the public.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

138 of 1342



Stakeholder

Chartered
Society of
Physiotherapy

Chartered
Society of
Physiotherapy

National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Document

Guideline

Guideline

Page No | Line No
008 - 010 | 001

010
028 - 029 | 023 - 002

10 November 2020 - 22 December 2020

Comments

Suggestion: Please provide links between corresponding
sections in the main document and the lay language version
Comment: There does not seem to be enough information here
on how clinicians can assess and diagnose patients suspected of
having ME/CFS. The previous guideline was much more
comprehensive here, suggesting, for example, which blood tests
might be useful.

Furthermore, whilst we agree it is important to offer support and
early advice on management for people suspected of having
ME/CFS, we would suggest that in usual clinical practice, that a
formal diagnosis should not be made until all other potential
diagnoses have been considered and excluded (as described in
the 2007 guidelines).

Suggestion: Provide recommendations for investigations to
support the diagnosis of ME/CFS

Suggestion: The following should be included to detail the ‘Ideal
Physical Activity Programme’.

e In this summary we will use the following terms which
are now well-recognised in this field:

o Setting a baseline: A baseline is a specific
measure of activity that can be undertaken
regularly without causing a worsening of
symptoms.

o Pacing: Pacing describes a range of tools and
techniques to regulate activity and to manage
activity. These including breaking activity down
into smaller amounts, planning, or prioritising.

e This ‘updated version’ takes into account patient
feedback and has clarified and enhanced the
collaborative and flexible aspect to a programme, which
seems to have been significantly misunderstood. We

Developer’s response

Thank you for your comment.

Throughout the guideline the committee have recommended
carrying out

investigations to exclude or identify other diagnoses. The
committee have now included examples of investigations that
might be carried out. The examples are not intended to be an
exhaustive list and the committee note that any decision to carry
out investigations is not limited to this list. They emphasise the
importance of using clinical judgment when deciding on
additional investigations. In addition the committee have added
to the criteria for suspecting ME/CFS and where ‘symptoms are
not explained by another condition’.

Thank you for your comment and information.

The committee note that the detailed information you give
compliments much of the principles in the recommendations.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

139 of 1342



N I (: National Institute for
Health and Care Excellence

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

10 November 2020 - 22 December 2020

Stakeholder | Document Page No | Line No (ST PERTRIEIEETS NPz
have also sought to make the distinction between
‘general exercise advice’ and physical activity

programme, which is essential, and re-worded the
section that gives some warnings about exercise.

1. Partnership and collaboration:

a. When increasing physical activity, it is
especially important to listen closely to
patients, working flexibly with their life and
health circumstances and agreeing first a
baseline level of activity and subsequently
incremental steps collaboratively. This will
allow a programme to be individually tailored
and adjusted according to individual feedback.

b. Atany time, a patient can stop or pause the
programme.

c. Any steps that are taken towards an increase
in physical activity must align with the personal
goals of the patient.

2. Key Principles when delivering a physical activity
programme:

a. Physical activity needs to be delivered at the
right ‘dose’ of frequency, intensity and
duration. When started at too high a baseline,
progressed too quickly, or with increments that
are too large, it is likely to be unsustainable
and cause excessive symptom exacerbation
and setbacks.

b. Patients should not be given inflexible or
prescriptive programmes; it is essential they
are person-centred and tailored individually.

c. Programmes need to be regularly monitored,
with careful attention given to the patient’s
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symptomatic response and other factors in
their life before, together, deciding whether to
increase, decrease or maintain physical
activity. Some on the other hand, can keep the
physical activity at a similar level but may
benefit from being more consistent.

d. At any point during the programme, for some
patients it may be appropriate to encourage
physical activity, whilst for others it may be
useful to hold back a little to help regulate
activity and significant post-exertional impact.

e. Programmes are best delivered one-to-one
where possible, either face-to-face or virtually,
over a number of months. However, some
aspects of the programme can be delivered in
groups as long as patients are able to make
individual decisions according to their own
circumstances.

3. Getting the starting point right:

a. We recommend that, prior to attempting to
increase physical activity, the patient is
managing with their current level of everyday
general low-intensity activity and that they feel
ready and able to take the next steps.

b. In the first instance, it is important that there is
a joint understanding of the everyday reality of
a patient’s life including physical. emotional
and cognitive components. Activity diaries can
be used to document and analyse daily
physical activity routines.

c. Non-incremental pacing techniques can be
very helpful to stabilise daily routines and ease
symptoms. They can form a valuable
foundation from which to build upon.
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4. Assessment:

a. We do not recommend extensive or intensive
physical assessment beyond the assessment
the patients have already had in coming to
their ME/CFS diagnosis.

b. Where physical assessment is appropriate, it
should be brief and assess global or major loss
movement or use simple measures to
determine current functioning.

5. Goal setting and programme planning:

a. A therapist and patient should jointly decide
what specific physical activity is important in
the patient’s life, and seek to analyse the main
physical components of this activity (eg
endurance, flexibility, strength required).

b. Once the components of the activity have been
collaboratively understood, a plan can be
developed that acknowledges the steps that
could lead towards reaching such a goal from
their current starting point.

6. How to know when to increase, decrease or maintain
activity:

a. The physical activity programme should be
flexible to the individual, and adjusted
according to:

i. Patient preference and choice
ii. Current symptoms and their severity
and impact on daily life
iii. Whether symptoms are improving, the
same, or getting worse
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iv. Current or likely future changes in the
level of activity (eg an upcoming
event, holiday etc).

v. Active infection (eg fever, chest
infection).

vi. General response to the previous
planned physical increment

b. Physical activity should be decreased if the
patient has an active infection, a significant
symptom exacerbation or setback, or if they
are finding physical activities too difficult. They
should also be reduced if a physical activity
level is unrealistic and cannot be maintained. If
this is the case, a baseline of sustainable
activity should be agreed, with encouragement
to build back up again to previous activity
levels as able.

c. Physical activity should be maintained if the
patient feels able to do so, whilst also keeping
in balance with other important aspects of their
lives. Once they can maintain physical activity
sustainably, the programme should be
reviewed to see whether an increase may be
appropriate at that time.

d. Physical activity can be increased:

i. When the patient agrees to explore
progressing further

ii. When the patient feels able to take a
small incremental step and this can
be planned into their routine

iii. When the general level of everyday
activity is relatively stable

iv. When they are feeling better after the
previous increase in activity. NB: It is
normal to expect a temporary but
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manageable increase in symptoms as
a patient goes from one increment to
the next, and for this to settle down if
the activity is undertaken routinely.
Subjective measures such as a
perception of effort scale can be used
to help monitor the experience and to
help indicate the right time to increase
again.

7. How to increase activity

a. Clearly determine a specific measure of
physical activity that can be completed
regularly without increasing symptoms. This
should be a level that the patient feels
confident that they can do on at least 5 days in
each week. Therapists can assist patients in
determining this baseline level, and to help set
a realistic goal, which may sometimes be less
than they are currently doing or would like to
do. The aim in this first stage is sustainable
activity, undertaken regularly.

b. This may be sitting up in bed or brushing hair,
for example, for people with severe CFS/ME,
or gentle stretches or a slow walk for those
who are more mobile.

c. Once this level can be achieved sustainably
and regularly, the therapist and patient can
jointly decide whether an incremental step can
be taken.

d. Atfirst, the increases in physical activity tend
to be increases in duration (rather than
intensity), keeping the frequency at 5 days per
week. Increases in duration tend to be
comfortable for patients at around 10-20% but
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the exact degree of increase should be jointly
negotiated. This might mean, for example, 5
minutes to 6 minutes walking, or someone
more severely affected might sit up for longer.

e. Patients are encouraged to see any mild
increase in symptoms that correspond directly
to an increase in activity as normal, and
reassured that this is likely to reduce as they
continue at this new level. If significant or
distressing symptoms occur, it is appropriate to
reduce the physical activity to find a new
sustainable level, or baseline.

f.  The programme can continue to increase in
duration, following b. and c. as above, until a
patient can either achieve their goal or until 20-
30mins of duration is achieved.

g. Once 20-30 minutes of regular physical activity
(approximately 5 days per week) can be
achieved, the intensity of the activity can be
increased. If the patient’s goal is towards
exercise (eg gym or dance class, cycling etc),
the intensity can be carefully controlled by
monitoring heart rate for those who would find
this helpful. If the goals are not towards
aerobic exercise, then the programme at this
point might focus on increasing endurance or
strength.

8. Other aspects to consider:

a. Managing and increasing other activity
(including functional, cognitive, vocational,
social, family) can be managed using similar
principles.
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Comment: There are a number of statements made about what
NOT to offer people with CFS/ME. Most of these relate to the use
of exercise and/or physical activity as a treatment.

A number of points to make on this:

1) These recommendations contradict every statement made in
the guideline about ‘referral to specialist services’ as these will be
providing a rehabilitative/incremental approach, which is based
on the scientific evidence.

2) It assumes that GET recommends ‘fixed incremental
increases’, which is inaccurate (White et al. 2011 - doi:
10.1016/S0140-6736(11)60096-2; Clark et al. 2017 -
http://do.org/10.1016/S0140-6736(16)32589-2).

3) It assumes that GET is based purely on ‘deconditioning as the
cause of ME/CFS’ which is also inaccurate (White et al. 2011 -
doi: 10.1016/S0140-6736(11)60096-2; Clark et al. 2017 -
http://do.org/10.1016/S0140-6736(16)32589-2).

4) It confuses GET with physical activity programmes (PAP) and
generalised exercise advice (GEA).

We feel these draft guidelines have confused ‘Graded Exercise
Therapy’ (GET) with what we might call ‘general exercise advice.’
(GEA). As made clear in the NICE 2007 guidelines, these are
two very different concepts, with very different results.

These draft guidelines specifically state to NOT USE Graded
Exercise Therapy. However, the recommendations suggest
supported, incremental increases in physical activity and, starting
from an established baseline which are hallmarks of GET. It
appears that these guidelines should suggest that people do not
use generalised exercise advice (GEA), but that approaches that
have similar principles to GET should be used. This confusion
needs to be urgently rectified.

Developer’s response
Thank you for your comment.

Evidence reviews G and H describe the quantitative and the
qualitative evidence for physical activity including graded
exercise therapy and includes the committee discussion The
committee discussed this evidence with the findings from the
review on access to care (report C), diagnosis (report D),
multidisciplinary care ( report I) and the reports on Children and
Young people (Appendix 1) and people with severe ME/CFS
(Appendix 2). In summary, the clinical effectiveness evidence for
GET was of low to very low quality and the committee was not
confident about the effects. This, when balanced with the mostly
negative opinions about experiences of physical activity and GET
reported in the qualitative evidence resulted in the committee
concluding that GET should not be offered to people with
ME/CFS.

This conclusion remained the same after additional scrutiny of
the populations included in the non-pharmacological evidence
(See evidence review H appendices Fand G for the approach
taken, the analysis and the impact on the results and
interpretation of the evidence.)

The committee recognise that there are different definitions of the
term graded exercise therapy and as a result the content and
application of graded exercise therapy programmes differ. This
has resulted in confusion. Graded exercise therapy is defined in
this guideline as therapy based on the deconditioning and
exercise avoidance theories of ME/CFS. These theories assume
that ME/CFS is perpetuated by reversible physiological changes
of deconditioning and avoidance of activity. These changes result
in the deconditioning being maintained and an increased
perception of effort, leading to further inactivity. Graded exercise
therapy consists of establishing a baseline of achievable exercise
or physical activity and then making fixed incremental increases
in the time spent being physically active. This definition reflects
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Comments

Suggestion: We suggest that the following advice for the
development of ‘recommended’ and ‘not recommended’
approaches to physical activity be used:

b.

We agree with NICE and with patient groups
that we do not recommend ‘general exercise /
physical activity advice’. This is any
programme that is unsupervised, unmonitored,
inflexible exercise advice delivered by
untrained generalists. This is what we would
call ‘general exercise / physical activity advice’
which could be anything from a therapist
delivering a general exercise programme, to a
GP recommending that the patient ‘exercise
more’, ‘be more active’, ‘do Couch to 5K’, or an
inflexible programme delivered over only a few
sessions. GEA, given its uncontrolled nature,
does have the potential to cause problems for
patients, particularly if delivered in an inflexible
non-collaborative way that is too hard,
progressed too quickly, or if the advice
encourages increments that appear
prescriptive or too large. When patients talk of
‘harms’, we strongly believe (if the advice
received was fully explored, or if the patient
surveys were strict about their definitions) they
would be referring mainly to GEA (Gladwell et
al. 2014 -
https://doi.org/10.3109/09638288.2013.797508

).

The programme that we do recommend is a
collaborative, supervised, monitored,
individualised and flexible programme
delivered by trained specialists. It is delivered

Developer’s response

the descriptions of graded exercise therapy included in evidence
review G..

The committee recommended that physical activity or exercise
programmes that are based on deconditioning and exercise
avoidance theories of ME/CFS, or that use fixed incremental
increases in physical activity or exercise, should not be offered to
people with ME/CFS.

Taking into account the range of stakeholder comments, ‘ as the
cause of ME/CFS’ has been deleted from the recommendation
and replaced with ‘perpetuating ME/CFS’.

Based on the evidence mentioned above and their own
experience the committee concluded there are clear indications
about what type of physical activity or exercise programmes
should not be offered to people with ME/CFS but it was important
that a physical activity or exercise programme is available for
people with ME/CFS where appropriate and where they choose
to explore this.

The committee recognised there are people with ME/CFS that
may feel ready to incorporate a physical activity or exercise
programme into managing their ME/CFS and want to explore this
option. Where this is the case the committee agreed that it was
important that they are referred to and supported by
physiotherapists and occupational therapists that are trained and
specialise in ME/CFS to do this safely. See evidence reviews F
and G, where the committee outline where it is important that
professionals trained in ME/CFS deliver specific areas of care.
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Comments

one-to-one, according to the individual goals of

the patient, and the programme extends to 15
sessions. The physical activity programme is

characterised by very well controlled, gradual,
increments introduced flexibly when a patient
is ready. Increments may also be stabilised or
reduced as appropriate.

d. There are fundamentally important differences

between ‘general exercise advice’ and a
person centred, individualised, planned and
monitored physical activity programme
delivered by a trained specialist. It is essential
that therapists and patients do not confuse the
two.

Section: “Who is it for”.

Comment: It is our opinion that there is not sufficient information
in this guideline to support the listed professionals to deliver an
intervention. We have concerns that the guidance in regarding
physical activity is contradictory and there is a lack of helpful
occupational / return to work guidance.

We request that these be addressed in future drafts.

Developer’s response

Thank you for comment.

Delivering interventions

After considering the stakeholder comments about the lack of
clarity around what the guideline recommends on energy
management and physical activity and exercise the committee
made the following edits:

e onthe wording ‘treatment or cure for ME/CFS’ the
committee agreed to remove the word ‘treatment’ from
these recommendations to avoid any misinterpretation
with the availability of treatments for the symptom
management for people with ME/CFS.
the section on physical activity now includes exercise

e Made clear that a personalised physical activity or
exercise programme includes making flexible
adjustments to their physical activity (up and down as
needed).
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Comment: “use a person-centred approach to assess people's
need”

Suggestion —change the wording to “a person’s needs”
Comment: The guideline only provides detail for awareness of
people with ‘severe or very severe’. This does not explain the
problems that people with mild / moderate symptoms may be
experiencing and may be alarming for individuals to read, if there
is no explanation of the breadth of symptoms and their severity.

Suggestion: Include a description of mild / moderate symptoms
within this section. Add more examples / emphasis for people
with mild/moderate ME and do not solely focus on those that are
severely affected by ME/CFS.

This guideline highlights the importance of having an informed
approach to physical activity and exercise in people with ME/CS
that is supported by healthcare professionals that are trained and
specialise in working with people with ME/CFS, for example a
ME/CFS specialist physiotherapist to oversee physical activity
and exercise programmes. See evidence reviews F and G,
where the committee outline where it is important that
professionals trained in ME/CFS deliver specific areas of care.

Supporting people with ME/CFS in work, education and training
After considering the stakeholder comments further information
on types of adaptions and adjustments are included in the
committee discussion in evidence review A.

Thank you for your comment.

After taking into consideration stakeholders comments this has
been edited to ‘use a person centered approach to care and
assessment’.

Thank you for your comment.

The committee agree that this section is important. Taking into
account the range of stakeholder comments on the descriptions
of severity in the guideline the committee have moved the
recommendations on people with severe and very severe
ME/CFS into a separate section to ensure that the particular
needs of people with severe and very severe ME/CFS were not
hidden within the guideline nor mistaken to reflect the experience
of all people with ME/CFS.

The following section on suspecting ME/CFS includes the
symptoms that all people with ME/CFS experience and those
symptoms that are commonly associated with ME/CFS and now
precedes this section.
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Comment — Could the committee add examples into
recommendation of what specialisms would be appropriate? In
its current format, the recommendation does not support primary
care clinicians with decision making. Also, there is no mention of
specialist ME/CFS services.

Suggestion: Please identify possible specialties that could
support diagnosis. Mention of specialist services should be
included earlier within this section.

Suggestion: Consider additional wording such as ‘For example,
.... “and provide examples or guidance on which ‘appropriate’
specialists to seek advice

Suggestion for possible wording ‘...consider seeking advice from
an appropriate specialist guided by the other most predominant
symptoms- pain, joint or muscle symptoms, neurological
symptoms, sleep disorder in addition to fatigue.

Comment: Use of the term “Energy envelope”. We feel the term
“Energy Envelope” is used liberally throughout this document
without a clear definition provided in the glossary. This leaves the
phrase open to misuse and misinterpretation.

The term energy envelope is not a scientific concept or term, or
one that is familiar to people outside of the ME/CFS field. We
assume it is the same as the better known and scientifically
tested ‘adaptive pacing’ approach, which is a non-incremental
treatment, and as described later in the guideline, emphasises a
‘reduction’ in physical activity.

The largest trial of this approach delivered outcomes that were
either no better than or worse than a control group receiving only

Developer’s response

To provide clarity about the severity of ME/CFS and symptoms
the definitions of severity have been moved from the terms used
in the guideline to the front of the recommendations.

Thank you for your comment.

Thank you for your comment

After considering the stakeholder comments the committee
agreed that the concept of an energy envelope might not always
be appropriate when suspecting ME/CFS. They acknowledged
that some people with suspected ME/CFS may not be diagnosed
with ME/CFS and information on energy limits* may not be
helpful. The committee amended the recommendation to advise
people to manage their daily activity and not push through
symptoms.

*After taking into consideration the comments made by
stakeholders about the potential for misunderstanding the
committee agreed to edit energy envelope to use energy limits.
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medical treatment (Dougall et al. 2014 -
https://doi.org/10.1016/j.jpsychores.2014.04.002; White et al.
2011 - doi: 10.1016/S0140-6736(11)60096-2).

We find it concerning that this guideline promotes a concept that
may contribute to physical deterioration.

Suggestion: Improve the definition of the term energy envelope in
the glossary. Clearly define whether the ‘energy envelope’ is a
fixed entity or whether it can change from day to day. Can clear
advice on determining the ‘energy envelope’ be given if this is the
core benchmark for managing the condition?

We would also ask NICE to justify its support for a non-
incremental approach, which is in opposition to the current
evidence base.

Chartered Guideline 012 011 -013 | Comment: This recommendation is not fully consistent with
Society of recommendation 1.8.4. which includes virtual consultations within
Physiotherapy the recommendation.

Developer’s response

Adaptive pacing and energy management

Based on the evidence about the lack of information and support
people with ME/CFS report in managing their symptoms
(Evidence review A) and their experience the committee
concluded that people with ME/CFS should have access to
personalised advice as part of their care and support plan that
supports them to learn to use the amount of energy they have
while reducing their risk of post-exertional malaise or worsening
their symptoms by exceeding their limits.

This section of the guideline provides information on the
principles of energy management and is clear that it includes all
types of activity (cognitive, physical, emotional and social) and
takes into account their overall level of activity. Energy
management uses a patient led flexible, tailored approach so
that activity is never automatically increased but is maintained or
adjusted (upwards after a period of stability or downwards when
symptoms are worse). (See Evidence review G for the committee
discussion on self-management strategies).

Whereas Adaptive Pacing Theory focuses on physical activity
and the aim is to maximise what can be done on the one hand
but to limit activity related exacerbations of symptoms on the
other.

Non- incremental approach

With regard to physical activity and exercise, the committee
concluded that fixed incremental increases are not
recommended for people with ME/CFS.

Thank you for your comment.
Access to care

The committee agree that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
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Suggestion: Could the committee consider adding virtual
assessment options, including video consultations and offer the
choice of home visits or video consultations?

Comment: We welcome the integration of self-management
techniques into the management of people with ME/CFS and the
recommendation for future research in this field. However, we
find the terminology used in this guidance does not match the
current scientific literature, and so does not appear to be
evidence based. The term ‘energy management’ is a new term in
ME/CFS and recommends that all people with ME/CFS stay
within their energy envelope. This approach is not supported by
scientific literature.

We support the recommendation for patient centred approaches
to care and for self-management. However, in our clinical
experiences, many patients with ME/CFS seek support after
experiencing boom-bust cycles and many find it difficult to self-
manage without support.

Developer’s response

experienced can mean physically attending appointments can be
difficult and in the case of people with severe or very severe
symptoms who are unable to leave their homes particularly
challenging. In the access to care section and in the section for
people with severe and very severe ME/CFS home visits are
used as examples of supporting people with ME/CFS to access
care. The committee note that other methods, such as online
communications may be more appropriate depending on the
person’s symptoms.

When writing recommendations there is a fine line between
reinforcing information and repeating information. Too much
repetition results in a guideline becoming unwieldy and unusable.
For this reason your suggestion has not been added to the
recommendation.

Thank you for your comment

Energy management is defined in the terms used in the
guideline.

See Evidence reviews G and H for the evidence and committee
discussion on self- management strategies and energy
management.

After taking into consideration the comments made by
stakeholders about the potential for misunderstanding the
committee agreed to edit Energy envelope to energy limits. The
committee have added that the energy limit is the amount of
energy a person has to do all activities without triggering an
increase or worsening of their symptoms.
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Comments

Suggestion: If these new terms are to be adopted widely, please
provide clear definitions and a rationale for these terms, i.e. what
is the evidence that underpins how they are to be applied?
Comment

This wording as it currently is structured may be realistic but also
pessimistic — starting with ‘Although...could it be reworded to
provide a ‘positive direction’ for the future as per the committee
evidence link that people can recover or go into long term
remission..

There does not appear to be sufficient evidence that effective
management is not achieved in many people. Can the possibility
of reducing impacts through effective self-management be
included?

The current recommendation wording does not adhere or reflect
the people’s preference for the guidance in Main Findings

P 18 ‘Need for a positive diagnosis & future direction15, 58, 87:
Patients reflected on the importance of a positive direction for the
future and on the need for the ME/CFS diagnosis to be framed in
a positive way to enable them to maintain hope for improvement.

Suggested rewording

‘varies in long-term outlook from person to person - some people
recover or have a long period of remission and other people will
need to adapt to living with ME/CFS

Comment: Children and young people tend to have a better
prognosis and often improve significantly. The guideline does not
make this clear and has very little guidance for younger people. It
offers little advice regarding return to education or how to return
to enjoyable or functional activity. Young people who have
ME/CFS may wish to be able to return to education, enjoyed
activities with friends and family, functional activity and even

Developer’s response

Thank you for your comment.

After considering the range of stakeholder comments the
committee have edited these bullet points and hope this
addresses your points:

e varies in long-term outlook from person to person —
although a proportion of people recover or have a long
period of remission, many will need to adapt to living
with ME/CFS.

Thank you for your comment.

When developing the guideline the committee was mindful of the
importance of developing a guideline for all people with ME/CFS.
Throughout the process the committee recognised the difficulty in
finding the balance to reflect the variation in the impact and
severity of symptoms that people with ME/CFS experience while
acknowledging the substantial incapacity that some people have
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formal exercise and sports and PE. There is no mention of how
to do this safely.

Without increasing their baselines young people may not be able
to return meaningful activities or reach their goals. Schools are
often large buildings and being able to walk between lessons, or
from the bus stop or manage stairs is of great value. Young
people may say they don’t want to be different from their peers
and decline walking aids. By increasing their exercise tolerance /
baseline this can make school more manageable and reduce
setbacks that can result from participating in activities beyond
their baseline. It is vitally important to provide some hope, not
false hope but hope that is realistic based on experience with
other young people.

Some young people with ME /CFS also have orthostatic
intolerance and hypermobility both conditions can be
exacerbated by inactivity and deconditioning and can benefit
from specific graded flexible activity programmes or modified
programmes specific to those conditions.

Suggestion: Please provide further detail on the management of
children with ME / CFS.

Comment: The first statement in the section about ‘Managing
ME/CFS’ refers the reader to “relevant NICE guidance for
managing symptoms associated with ME/CFS that are not
covered in this section” needs relevant references added to it
and signposting within the document.

Suggestion: Please add links to the relevant guidelines for
managing symptoms with ME/CFS. This section would benefit
from being more comprehensive in terms of the guidelines
referenced.

Developer’s response

as a result of ME/CFS. After taking into consideration the
comments from stakeholders about the negative tone of the
guideline the committee reviewed all the recommendations and
edited those they agreed had a negative tone. These
recommendations now better reflect all people with ME/CFS (for
example, recommendation 1.1.1) and the long term outlook (see
recommendation 1.6.4) with particular reference to children and
young people (see recommendation 1.6.5).

Children and young people are named as a group for special
consideration in the scope and with every recommendation the
committee considered if the evidence was applicable to children
and young people and then if different or additional
recommendations were appropriate. Where this was the case
separate recommendations were made.

Thank you for your comment.

This link has been deleted here and added under symptom
management for ME/CFS. In the co-existing conditions section of
the guideline the links to relevant NICE guidance are added
there.
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Comments

Comment: Graded exercise therapy (GET) and CBT (Cognitive
Behavioural Therapy) have been shown to be safe and
moderately effective treatments. This draft guideline removes
these two rehabilitation approaches by downgrading studies that
did not mandate symptoms of post-exertional symptom
exacerbation as a symptom within their diagnostic criteria.

This has excluded almost all the trials for these treatments which
used the the CDC and Oxford criteria for CFS. These criteria are
the most uniformly applied criteria in many research studies,
especially those that are older.

Suggestions: Clearer justification for the exclusion of studies that
use the CDC or Oxford criteria is required.

Comment: We agree that there the approach to physical activity
for people with ME/CFS should be a flexible, tailored approach
so that activity is never automatically increased. However, the
recommendation to “progress during periods when symptoms are
improved and allow for the need to pull back when symptoms are
worse” is counter to the scientific research findings. If patients do
more on a good day, they may then develop post-exertional
symptom exacerbation, and so this advice may encourage a
boom/bust cycle.

Suggestion: Reconsider the phrasing of this sentence. This
needs to reflect collaborative and patient centred approaches to
management which can support increases in physical activity
when the patient is ready, and after ensuring that their symptoms
have been stabilised for a sufficient period.

Comment: The section on ‘energy management’ appears to be
describing the first part of a GET programme, when patients are
setting a baseline. And, for some patients who are either in a
boom/bust cycle of activity or general overactivity (King et al.
2020 - https://doi.org/10.1016/j.jpsychores.2020.110154) this will
require a reduction in their activity at first.

Developer’s response

Thank you for your comment.

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for the
symptom management for people with ME/CFS.

Exclusion of studies

No studies that met the inclusion criteria for the review protocols
were excluded as you note the evidence was downgraded on
indirectness of the population.

Thank you for your comment.

After considering the stakeholder comments this bullet point has
been edited to,” uses a flexible, tailored approach so that activity
is never automatically increased but is maintained or adjusted
(upwards after a period of stability or downwards when
symptoms are worse)'.

Thank you for your comment.

This committee agree that energy management support should
use a flexible tailored approach and throughout the guideline the
committee reinforce the importance of a personalised approach
to care and support.
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More information is required in this section about how patients
and those supporting them can monitor physical activity. All of
this is available in the 2007 guidance under ‘activity
management’ and should be provided. Some patients will need
to do less, some will not be able to do less, some will not need to
do less, and most importantly this recommendation needs to be
individualised and ‘flexible’. The only way to know if people need
to do less, stay the same or just change the pattern of their day is
by asking them to complete an activity diary. In this guideline, the
meaning of low, medium and high activity levels is not clear,
more information would be required to support patients, clinicians
and specialists.

Suggestion: Provide greater detail in this section. Please identify
1) how activity levels should be monitored, and 2) how and when
these should be reduced /altered (and how to identify when to do
S0).

Refer people to a specialist physiotherapy or occupational
therapy service if they:

have had reduced physical activity or mobility levels for a long
time’

Comment 1: This recommendation is vague.
Suggestion 1: Please qualify what is meant by a long time.

Comment 2: Since there are so few specialist ME/CFS clinician
Physiotherapists and Occupational Therapists and long waiting
times to be seen - Could the committee offer stronger guidance
on what interim intervention is to be given to support people
waiting to be seen in specialist services? Delayed care waiting
for specialist input that cannot be accessed may be as harmful
as care by a non-specialist clinician as a result of the
recommendation that intervention should only be performed by a

Developer’s response

There was a lack of effectiveness evidence on tools to support
recommending people to monitor activity management. However,
the committee considered the qualitative evidence (Evidence
review G-Non pharmacological management) and their
experience about the benefits of people using tools to monitor
activity alongside the potential harms of increasing their burden
and causing anxiety about activity levels. On balance the
committee agreed it was important that self-monitoring of activity
was acknowledged and where used it should be as easy as
possible.

Thank you for your comment.

Comment 1.
‘for a long time’ has been removed and a link to has been added
to this section.

Comment 2.
The guideline includes a section on advice for people with

suspected ME/CFS while they are waiting for a diagnosis and to
be seen by ME/CFS specialist service.
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specialist clinician- has the committee considered any potential
harm- e.g. physical or mental health?

Suggestion 2: Please offer stronger guidance on what interim
intervention is to be given to support people waiting to be seen in
specialist services?

Comment: We welcome the statement to include physical
maintenance in the management plan for people with ME/CFS.
However, these bullet points are contradictory to advice given in
1.11.16 and creates ambiguity. The bullet points listed below
(joint mobility, muscle flexibility, postural and positional support,
muscle strength and endurance, bone health and cardiovascular)
list features of exercise and fitness (which are supported in
recommendations 1.11.18 and 1.11.19.

Suggestion: Please clarify. It is our opinion that individualised,
person centred physical activity programmes that are highly
monitored and negotiated with the person with ME/CFS should
be provided, if desired by the person with ME/CFS.

Comment: We would absolutely agree with the recommendation
that unstructured or inflexible exercise should not be
recommended, and this was already stated in the 2007 guideline.
However, using terms such as physical activity programme
(PAP) generally without defining their meaning, could simply
open up the possibility that more therapists will deliver ‘general
exercise advice’

Suggestion: Please provide a clear description of what a PAP is
and how it is delivered, so that specialists engaging in the
rehabilitation of people with ME/CFS can ensure they are
providing interventions in line with this guidance.

Developer’s response

Thank you for your comment.

After considering the stakeholder comments, ‘Include strategies
to maintain and prevent deterioration of physical functioning and
mobility in the care and support plans for people with ME/CFS.
Strategies may need to be carried out in small amounts and
spread out throughout the day’ has been added to the first
recommendation in this section to clarify that any strategies
implemented are in the context of the care and support plan and
the priorities and symptoms that people may have.

In addition, the physical maintenance section has been renamed
to ‘physical functioning and mobility’ and has been moved to the
symptom management section of the guideline to provide clarity
that it is about advice on maintaining and preventing the
deterioration of physical functioning and mobility.

Thank you for your comment.

Based on the evidence* and their own experience the committee
concluded there are clear indications about what type of physical
activity or exercise programmes should not be offered to people
with ME/CFS but it was important that a physical activity or
exercise programme is available for people with ME/CFS where
appropriate and where they choose to explore this.

The recommendations at end of the physical activity and
exercise section to provide further detail on the principles of a
programme noting this is a personalised physical activity or
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Chartered Guideline 027 024 Comment: ‘Do not offer’ is a strong recommendation for physical
Society of activity. We assume there is strong evidence to support this
Physiotherapy statement. In addition, this contradicts recommendation 1.11.8

and 1.11.19. There must be evidence to support these two
recommendations and therefore this statement needs to be
tempered.

Suggestion: Remove the ‘Do not offer’ statement. There is
insufficient high quality evidence to support this statement, and it
is directly contradicted by two recommendations within this
guideline.

Could something be added to link this with the energy envelope —
not beyond the person’s energy envelope

Please clearly state that physical activity should be provided by
appropriately trained specialist clinicians when appropriate. This
should be made very clearly is the general perception of this
guideline is that all activity is harmful and people with ME/CFS
should not participate in physical activity.

Developer’s response

exercise programme that is overseen by a physiotherapist in a
ME/CFS specialist team.

*See Evidence reviews G and H, these describe the quantitative
and the qualitative evidence for physical activity and exercise
interventions and includes the committee discussion. The
committee discussed this evidence with the findings from the
review on access to care (report C), diagnosis (report D),
multidisciplinary care ( report I) and the reports on Children and
Young people (Appendix 1) and people with severe ME/CFS
(Appendix 2).

Thank you for your comment.

Based on the evidence* and their own experience the committee
concluded there are clear indications about what type of physical
activity or exercise programmes should not be offered to people
with ME/CFS but it was important that a physical activity or
exercise programme is available for people with ME/CFS where
appropriate and where they choose to explore this. The
committee recognised there are people with ME/CFS that may
feel ready to incorporate a physical activity or exercise
programme into managing their ME/CFS and want to explore this
option. Where this is the case the committee agreed that it was
important that they are referred to and supported by
physiotherapists and occupational therapists that are trained and
specialise in ME/CFS to do this safely. See evidence reviews F
and G, where the committee outline where it is important that
professionals trained in ME/CFS deliver specific areas of care.

*See Evidence reviews G and H, these describe the quantitative
and the qualitative evidence for physical activity and exercise
interventions and includes the committee discussion. The
committee discussed this evidence with the findings from the
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Comment: This is factually incorrect. Graded exercise therapy
(GET) is an evidence-based treatment for this condition, is
supervised and monitored by a trained therapist in this condition,
is not rigid, fixed or inflexible (it is mutually agreed and
negotiated with the patient) and involves stabilising activity
before embarking on an appropriate graded programme.

Unfortunately, misunderstandings about the difference between
GEA and GET is widespread. Some patients believe they have
had a GET programme whereas in fact they have had GEA. A
problem also exists that some untrained therapists who lack
understanding of ME/CFS mistakenly provide GEA, when they
believe they are providing GET. The most important failure in
definitions in this document is where the draft guideline
specifically recommends, “not to undertake an exercise
programme with inflexible increments, like Graded Exercise
Therapy.”

Increments in GET are entirely flexible, so this is referring to
‘inflexible exercise advice’, which is not part of GET. We agree
NICE should not recommend GEA. However, therapists will need
to know what to provide. By stating do not offer GET, and
removing the clear descriptions of therapy given in the 2007
guideline, NICE removes one of the only effective tools therapists
have to support patients.

Suggestion: That graded exercise therapy is removed from this
statement, and all additional references to GET as providing
fixed incremental increases be removed. NICE should consider

Developer’s response

review on access to care (report C), diagnosis (report D),
multidisciplinary care ( report I) and the reports on Children and
Young people (Appendix 1) and people with severe ME/CFS
(Appendix 2).

Thank you for your comment.

Evidence reviews G and H describe the quantitative and the
qualitative evidence for graded exercise therapy and includes the
committee discussion The committee discussed this evidence
with the findings from the review on access to care (report C),
diagnosis (report D), multidisciplinary care ( report I) and the
reports on Children and Young people (Appendix 1) and people
with severe ME/CFS (Appendix 2). In summary, the clinical
effectiveness evidence for GET was of low to very low quality
and the committee was not confident about the effects. This
when balanced with the mostly negative opinions about
experiences of physical activity and GET reported in the
qualitative evidence resulted in the committee concluding that
GET should not be offered to people with ME/CFS.

This conclusion remained the same after additional scrutiny of
the populations included in the non-pharmacological evidence (
See evidence review H appendices Fand G for the approach
taken, the analysis and the impact on the results and
interpretation of the evidence.)

The committee recognise that there are different definitions of the
term graded exercise therapy and as a result the content and
application of graded exercise therapy programmes differ. This
has resulted in confusion. Graded exercise therapy is defined in
this guideline as therapy based on the deconditioning and
exercise avoidance theories of ME/CFS. These theories assume
that ME/CFS is perpetuated by reversible physiological changes
of deconditioning and avoidance of activity. These changes result
in the deconditioning being maintained and an increased
perception of effort, leading to further inactivity. Graded exercise

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

159 of 1342



National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Stakeholder | Document Page No | Line No
Chartered Guideline 028 006
Society of

Physiotherapy

10 November 2020 - 22 December 2020

Comments

describing what a physical activity programme should consist of,
as was previously provided in the 2007 guideline.

Comment: The statement do not offer GET contradicts the 2007
guideline despite more research having been published since to
support its use ( e.g. Clark et al. 2017 -
http://do.org/10.1016/S0140-6736(16)32589-2), and a Cochrane
Review (Larun et al. 2019 —
http://doi.org10.1002/14651858.CD003200.pub8). These studies
show that in clinical trials, supervised approaches to implement
incremental approaches to physical therapy are safe. Whilst we
acknowledge that some of the qualitative evidence reports poor
experiences with GET, there are serious issues with the quality
of conclusions that can be drawn from these studies. Firstly, in

Developer’s response

therapy consists of establishing a baseline of achievable exercise
or physical activity and then making fixed incremental increases
in the time spent being physically active. This definition reflects
the descriptions of graded exercise therapy included in evidence
review G. The committee recommended that physical activity or
exercise programmes that are based on deconditioning and
exercise avoidance theories of ME/CFS, or that use fixed
incremental increases in physical activity or exercise, should not
be offered to people with ME/CFS.

Based on the evidence mentioned above and their own
experience the committee concluded that it was important that a
physical activity or exercise programme is available for people
with ME/CFS where appropriate and where they choose this. The
committee recognised there are people with ME/CFS that may
feel ready to incorporate a physical activity or exercise
programme into managing their ME/CFS and want to explore this
option. Where this is the case the committee agreed that it was
important that they are referred to and supported by
physiotherapists and occupational therapists that are trained and
specialise in ME/CFS to do this safely. See evidence reviews F
and G, where the committee outline where it is important that
professionals trained in ME/CFS deliver specific areas of care.

Thank you for your comment.

Evidence reviews G and H describe the quantitative and the
qualitative evidence for graded exercise therapy and includes the
committee discussion The committee discussed this evidence
with the findings from the review on access to care (report C),
diagnosis (report D), multidisciplinary care ( report ) and the
reports on Children and Young people (Appendix 1) and people
with severe ME/CFS (Appendix 2). In summary, the clinical
effectiveness evidence for GET was of low to very low quality
and the committee was not confident about the effects. This
when balanced with the mostly negative opinions about
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most instances, it is not known whether they were provided with
GET (as provided in the research studies) or an unstructured
exercise programme, sampling issues introduce bias in that it
cannot be determined that these samples are representative of
the ME/CFS population, potential conflicts of interest have not
been declared. We feel the strength of the evidence used to
generate this statement is not of sufficient rigour, and further
rigorous research is needed using mixed methods approaches.

The strongest evidence we have concludes that incremental
approaches, such as GET, are the most effective therapies we
have to date for ME/CFS. The GET incremental approach has
been distilled, clarified and manualised so it can be delivered and
researched in the form of Graded Exercise Therapy (GET).
However, in practice, specialists use a range of tools and may
use different names for what they do, but what unites them is the
concept of incremental therapy — i.e. collaboratively planning
gradual increases in activity when the patient is ready and able to
progress. Due to the inappropriate over-emphasis of the non-
incremental approach, and specific downgrading of GET, these
draft guidelines do not explicitly recommend an incremental
approach, which is one of only two approaches consistently
demonstrated to make a difference, and are used extensively in
specialist clinics with good results.

Suggestion: Please address and clarify these points.

Developer’s response

experiences of physical activity and GET reported in the
qualitative evidence resulted in the committee concluding that
GET should not be offered to people with ME/CFS.

This conclusion remained the same after additional scrutiny of
the populations included in the non-pharmacological evidence (
See evidence review H appendices Fand G for the approach
taken, the analysis and the impact on the results and
interpretation of the evidence.)

The committee recognise that there are different definitions of the
term graded exercise therapy and as a result the content and
application of graded exercise therapy programmes differ. This
has resulted in confusion Graded exercise therapy is defined in
this guideline as therapy based on the deconditioning and
exercise avoidance theories of ME/CFS. These theories assume
that ME/CFS is perpetuated by reversible physiological changes
of deconditioning and avoidance of activity. These changes result
in the deconditioning being maintained and an increased
perception of effort, leading to further inactivity. Graded exercise
therapy consists of establishing a baseline of achievable exercise
or physical activity and then making fixed incremental increases
in the time spent being physically active. This definition reflects
the descriptions of graded exercise therapy included in evidence
review G. .The committee recommended that physical activity or
exercise programmes that are based on deconditioning and
exercise avoidance theories of ME/CFS, or that use fixed
incremental increases in physical activity or exercise, should not
be offered to people with ME/CFS.

Based on the evidence mentioned above and their own
experience the committee concluded that it was important that a
physical activity or exercise programme is available for people
with ME/CFS where appropriate and where they choose this. The
committee recognised there are people with ME/CFS that may
feel ready to incorporate a physical activity or exercise
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programme into managing their ME/CFS and want to explore this
option. Where this is the case the committee agreed that it was
important that they are referred to and supported by
physiotherapists and occupational therapists that are trained and
specialise in ME/CFS to do this safely. See evidence reviews F
and G, where the committee outline where it is important that
professionals trained in ME/CFS deliver specific areas of care.

With reference to Larun 2017: This Cochrane review looked at
exercise therapy versus passive controls or other active
treatments in adults with ‘CFS’. The main reasons for exclusion
from evidence review G are as follows: The approach to meta-
analysis was different to our approach. All exercise therapies
were pooled regardless of the type of exercise therapy delivered,
and comparators considered ‘passive’ control arms (treatment as
usual, relaxation or flexibility) were also pooled. We did not
consider this to be appropriate for the purposes of decision-
making for this guideline. Additionally, the following critical
outcomes were not assessed (not primary or secondary
outcomes for the review): cognitive function, activity levels, return
to school/work, exercise performance measures, and mortality.
However, all studies included in this Cochrane review were
included in our review.

We note that the Cochrane review ‘Exercise therapy for chronic
fatigue syndrome’ (Larun et al., 2019) is contested and that it ‘is
still based on a research question and a set of methods from
2002, and reflects evidence from studies that applied definitions
of ME/CFS from the 1990s’ (https://www.cochrane.org/news/cfs)
The review is currently undergoing a full update
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Chartered Guideline 028 012 Comment: We welcome that NICE recommend that patients Thank you for your comment.
Society of (‘who are able to and want to extend their physical activity’) The recommendations at the end of this section set out the
Physiotherapy consult with a specialist therapist for a ‘physical activity principles of a physical activity plan for a person with ME/CFS.
programme’ (PAP). We absolutely support an incremental The plan is collaborative and personalised and the detail of the
physical activity programme for people with ME/CFS, and we plan would be specific to the individual.
believe that the vast majority of patients have physical activity
goals. These could include walking their children to school, sitting
up for dinner, or might be more traditionally associated with
‘exercise’ like riding a bike or getting back to swimming.
However, there is a lack of detail of what this is, what approach it
uses, and how it can be implemented in clinical practice.
Suggestion: Please provide further detail on the Physical Activity
Plan. Please include information on content, development,
patient collaboration, goal setting, progression / regression /
stabilising.
Chartered Guideline 028 016 Comment: Could the Committee please elaborate on what Thank you for your comment.
Society of constitutes expertise in ME/CFS? The committee note that there are occupational therapists and
Physiotherapy We feel this requires further clarification as it will impact referral physiotherapists that work in ME/CFS specialist teams and have

pathways, accessibility to services for people with ME/CFS, and
whether physiotherapists feel confident enough to support this
patient group. For example, are physiotherapists with speciality
training in persistent/chronic pain considered to have the right
skill set? Currently, this group of healthcare professionals
commonly manage this patient group as there are only a limited
number of services who specialise in managing people with
CFS/ME.

Suggestion: Clarify what constitutes training and expertise in ME.
We suggest the following

a. Specialist therapists should be trained in
understanding ME/CFS and its symptoms, and
more specifically trained in delivering
appropriate physical activity programmes. This

the specialist skills described in the guideline.
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usually includes, but is not limited to, specialist

physiotherapists and/or occupational
therapists.

b. Following the physical activity guidance as
described here does not replace the need for
specialist training, delivered by trainers with
extensive experience in both ME/CFS and in
the delivery of physical programmes for this
patient group.

Comment: The strong recommendation about physical activity /
graded exercise therapy does not appear consistent with the
limited evidence and variations in outcome (both beneficial and
not), and suggest the recommendation should be softened. (and
in supporting rationale p.63 L16)

Suggestion: Alter phrasing at p28. L.20 to ‘Take into account
that....’

Include a clarifying statement to describe physical activity
programme, for example: ‘that activity plans should be a tailored
strategy, individualised, developed and adapted as needed with
the person with ME/CFS to support self-management’

Developer’s response

Thank you for your comment.

Based on the evidence* and their own experience the committee
concluded there are clear indications about what type of physical
activity or exercise programmes should not be offered to people
with ME/CFS but it was important that a physical activity or
exercise programme is available for people with ME/CFS where
appropriate and where they choose to explore this. The
committee recognised there are people with ME/CFS that may
feel ready to incorporate a physical activity or exercise
programme into managing their ME/CFS and want to explore this
option. Where this is the case the committee agreed that it was
important that they are referred to and supported by
physiotherapists and occupational therapists that are trained and
specialise in ME/CFS to do this safely. See evidence reviews F
and G, where the committee outline where it is important that
professionals trained in ME/CFS deliver specific areas of care.

*See Evidence reviews G and H, these describe the quantitative
and the qualitative evidence for physical activity and exercise
interventions and includes the committee discussion. The
committee discussed this evidence with the findings from the
review on access to care (report C), diagnosis (report D),
multidisciplinary care ( report I) and the reports on Children and
Young people (Appendix 1) and people with severe ME/CFS
(Appendix 2).
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GET

Evidence reviews G and H describe the quantitative and the
qualitative evidence for graded exercise therapy and includes the
committee discussion The committee discussed this evidence
with the findings from the review on access to care (report C),
diagnosis (report D), multidisciplinary care ( report I) and the
reports on Children and Young people (Appendix 1) and people
with severe ME/CFS (Appendix 2). In summary, the clinical
effectiveness evidence for GET was of low to very low quality
and the committee was not confident about the effects. This
when balanced with the mostly negative opinions about
experiences of physical activity and GET reported in the
qualitative evidence resulted in the committee concluding that
GET should not be offered to people with ME/CFS.

This conclusion remained the same after additional scrutiny of
the populations included in the non-pharmacological evidence (
See evidence review H appendices Fand G for the approach
taken, the analysis and the impact on the results and
interpretation of the evidence.)

The committee recognise that there are different definitions of the
term graded exercise therapy and as a result the content and
application of graded exercise therapy programmes differ. This
has resulted in confusion. Graded exercise therapy is defined in
this guideline as therapy ‘based on the deconditioning and
exercise avoidance theories of ME/CFS. These theories assume
that ME/CFS is perpetuated by reversible physiological changes
of deconditioning and avoidance of activity. These changes result
in the deconditioning being maintained and an increased
perception of effort, leading to further inactivity. Graded exercise
therapy consists of establishing a baseline of achievable exercise
or physical activity and then making fixed incremental increases
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Chartered Guideline 028 023 Comment: We agree with most of this section (1.11.20).
Society of However, as part of re-engaging with valued activities there is an
Physiotherapy element of unknown with regards to outcome. The role of

physiotherapy is to support people with this, not necessarily to
completely avoid adverse outcomes, as this is impossible.

This could be interpreted that people should only engage in
activities which are symptom-free and could result in people
avoiding some activities out of fear of any adverse outcome.
Sedentary time is associated with an increased risk of death
compared to people who have a more active lifestyle (Ekelund et
al 2020)

Suggestion: The definition of adverse outcomes needs to be
clarified. Additionally, alongside the discussions of potential
benefits and harm from physical activity, the impacts of long-term
inactivity should also be discussed. This information should be
clearly and impartially presented to support informed decision
making for people with ME/CFS.

Ekelund, U., Tarp, J., Fagerland, M.W., Johannessen, J.S.,
Hansen, B.H., Jefferis, B.J., Whincup, P.H., Diaz, K.M., Hooker,
S., Howard, V.J. and Chernofsky, A., 2020. Joint associations of
accelero-meter measured physical activity and sedentary time
with all-cause mortality: a harmonised meta-analysis in more
than 44 000 middle-aged and older individuals. British Journal of
Sports Medicine, 54(24), pp.1499-1506.

Developer’s response

in the time spent being physically active. This definition reflects
the descriptions of graded exercise therapy included in evidence
review G. . The committee recommended that physical activity or
exercise programmes that are based on deconditioning and
exercise avoidance theories of ME/CFS, or that use fixed
incremental increases in physical activity or exercise, should not
be offered to people with ME/CFS.

Thank you for your comment.

This is to ensure the person starts the programme at a level that
does not worsen symptoms and to ensure this level is maintained
until flexible adjustment are agreed. As you note this is a
personalised physical activity or exercise programme and would
be agreed with the person and reviewed regularly.

Long term inactivity

The physical maintenance section has been renamed to ‘physical
functioning and mobility’ and has been moved to the symptom
management section of the guideline to provide clarity that it is
about advice on maintaining and preventing the deterioration of
physical functioning and mobility.
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Comment: Further detail about setback management would be
helpful,:

Suggestion: We suggest you include something such as:

Setback management: Setbacks are a normal part of any
programme and should be normalised, explored, and managed
appropriately according to the individual circumstances.
Depending on the severity and cause of the setback, it may be
appropriate to maintain physical activity if the patient feels able to
and would like to do so, and to reduce any detrimental impacts
caused by the activity reduction. It may also be appropriate to
agree a temporary reduction in physical activity, increasing again
to previous levels as soon as is sustainably possible.

Comment: Why has NICE left any information on sleep
management out? Because of lack of evidence? It mentions
sleep and rest briefly 1.11.23. and discusses rest but offers no
advice on managing sleep, how poor sleep can impact on
symptoms or how to regulate it or medications to help. Sleep
management is a key component of treatment and should be
included in the guide. Sleep hygiene, regulating sleep times,
reducing daytime sleep as much as possible all help to increase
the quality of sleep.

Suggestion: Please consider adding more detail to this section
about sleep hygiene, regulating sleep times, reducing daytime
sleep as much as possible all help to increase the quality of
sleep

Comment: We were surprised to see no reference to the NICE
guidance for managing chronic pain. Arguably, for this patient
group, this guidance would be more appropriate than the
guidance referenced for neuropathic pain and headaches.

Suggestion: Please provide an evidence based justification for
the selection of the guidelines that are referenced in this

Developer’s response

Thank you for your comment.

The recommendations include that the plan should include
recognising a flare-up or relapse early and outlining how to
manage it. This links to the section on flare-ups and relapses. In
this section the committee have added a recommendation raising
awareness that ,’ that flare-ups and relapses can happen in
ME/CFS even if the person’s symptoms are well managed.’

Thank you for your comment.

After considering the stakeholder comments the committee
agreed to include consensus recommendations on sleep
management for people with ME/CFS.

There was a lack of evidence identified for rest and sleep
strategies and the committee were unable to give specific advice
about strategies recognising the approaches should be tailored
to the individual. The recommendations include that people
should be given advice on the role of rest and sleep and
personalised sleep management advice.

Thank you for your comment.

Neuropathic pain and headaches

The committee disagree these references are inappropriate,
people with ME/CFS report many different types of pain,
neuropathic pain and headaches included. These are examples
of NICE guidelines on pain and is not intended to be an

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

167 of 1342



National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Stakeholder | Document Page No | Line No
Chartered Guideline 034 002
Society of

Physiotherapy

10 November 2020 - 22 December 2020

Comments

guideline. In addition, please add reference to the NICE guideline

Chronic pain in over 16s: assessment and management.

Comment: We agree with the first statement, in that CBT should
be used to manage symptoms and the associated psychological
distress.

However, the statement ‘do not offer CBT as a treatment or cure
for ME/CFS’ is misleading as in our experience CBT is never
offered as a cure. Our concerns, as with the comments
surrounding physical activity, is that these absolute statements
may lead to blanket views about a particular approach, whereas
in reality these are used in combination to support a person-
centred, holistic rehabilitative approach for people with ME/CFS.

Suggestion: Please remove this statement, as it does not reflect
how CBT is used in routine clinical practice.

Developer’s response

exhaustive list of the types of pain people with ME/CFS may
experience.

Chronic pain guideline

The committee agreed that the recommendations in sections 1.1
and 1.2 for all types of chronic pain in the Chronic pain guideline
could apply to people with ME/CFS but that the population *
chronic primary pain’ is a different population to that of people
with ME/CFS and that the management section does not apply.
The committee made the decision not to cross refer to the
Chronic pain guideline to avoid confusion.

The committee note in the guideline that when managing any
symptoms or co-existing conditions in people with ME/CFS the
recommendations on principles of care, access to care and
energy management should be taken into account.

Thank you for your comment.

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for symptom
management for people with ME/CFS.

CBT is not a treatment for ME/CFS but could be useful for some
people with ME/CFS with supporting them in managing their
symptoms.

Curative has been included in the recommendation to reflect the
qualitative evidence (see evidence reviews A XX) and the
committee’s experience that people with ME/CFS had been
directed towards CBT as a cure for ME/CFS.
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Comments

Comment: It is stated that these guidelines will not cover all the
symptoms that can occur in ME/CFS, specifically referring to
other NICE guidelines. Should the committee not have said that
the guidelines do not cover “all the symptoms that can occur if
people have co-morbidities alongside their CFS/ME”?

There are notable omissions in the guidance for co-existing
conditions (IBS, Chronic Pain, Depression), is there a reason for
this? Surely the NICE chronic pain guideline and the NICE IBS
guideline would also be relevant to reference here?

All of these guidelines recommend physical activity as a
management strategy to improve symptoms, the opposite of
what this guideline recommends. This is deeply confusing for
clinicians and patients.

Suggestion: Please include references to NICE guidance for
chronic pain, IBS, headaches and depression. Please clarify
whether physical activity (as recommended in these guidelines)
should be implemented in patients with coexisting conditions?

Comment: There is a recommendation to start diagnosing
CFS/ME at 6 weeks and therefore telling people to stay within
their energy envelope from this time. The research shows that
people have a better prognosis if treated using an early
rehabilitation approach, and the committee actually recognise
this on page 51 (line 5) (Candy et al. 2004 -
https://doi.org/10.1016/S0022-3999(03)00370-2), rather than a
pacing strategy. .

Developer’s response
Thank you for your comment,

The NICE guideline on headaches in the over 12s is cross
referred to in the’ Managing pain’ section of the guideline.

The NICE guidelines on depression are cross referred to in the’
Managing co-existing conditions’ section of the guideline.

Irritable bowel syndrome guideline
The IBD guideline has been added to the list of NICE guidance in
the co-existing conditions section of the guideline.

Chronic pain guideline

The committee agreed that the recommendations in sections 1.1
and 1.2 for all types of chronic pain in the Chronic pain guideline
could apply to people with ME/CFS but that the population *
chronic primary pain’ is a different population to that of people
with ME/CFS and that the management section does not apply.
The committee made the decision not to cross refer to the
Chronic pain guideline to avoid confusion.

The committee note in the guideline that when managing any co-
existing conditions in people with ME/CFS the recommendations
on principles of care, access to care and energy management
should be taken into account.

Thank you for your comment.

To note ‘provisional’ diagnosis has been deleted. After
considering the stakeholder comments the committee agree the
term ‘provisional diagnosis’ was confusing while waiting for the
results of any assessments to exclude other conditions before
diagnosis at 3 months. At 6 weeks ME/CFS is suspected and
directed to the section on advice for suspected ME/CFS.
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Comment: To suggest that providing the advice recommended in
this guideline would not impose a significant cost on the NHS is
not true. Advising people to stay within their energy envelope will
not lead to fewer people with deteriorating symptoms. There is a
risk of an increase in people feeling hopeless, and accumulating
many other ilinesses and symptoms that are linked not only with
their ME/CFS but also with a sedentary lifestyle. In essence,
people will get worse and need more help.

Setting up home based MDTs for those severely affected will
also bear a substantial cost, and one wonders what they will be
able to provide to people with ME/CFS, especially as all
recommendations for current evidence based approaches have
been removed. This guideline will likely have profound costs for
the NHS.

Comment: What seems to be recommended is that specialists
have the expertise to support patients within their ‘envelope’ but
not help people progress their envelope. This seems restrictive to
the highly specialist clinicians who support their ME/CFS patients
in a patient-centred and yet progressive way. It is even more
unfair to patients, to provide little detail in how they can work with
clinicians to try and improve their physical activity levels (if this is
their goal). Imagine the psychological effect of being told you will
never get better, since there are no available treatments for your
condition?

Developer’s response

Thank you for your comment.

After considering the stakeholder comments including those on
the risk of early diagnostic labelling, the committee agreed to
make some edits to the recommendations on suspecting and
diagnosing ME/CFS and hope this has addressed your points
and added some clarity for readers. In summary the edits to the
points you make are that provisional’ diagnosis has been
deleted. The committee agreed that the term ‘provisional
diagnosis’ was confusing while waiting for the results of any
assessments to exclude other conditions before diagnosis at 3
months. This section now focus solely on suspecting ME/CFS.

Advice for people with suspected ME/CFS

The committee discussion in Evidence review E-strategies pre
diagnosis sets out the rationale for the committee’s decision
making for people with suspected ME/CFS. Taking into account
the views of people with ME/CFS in the qualitative evidence the
committee agreed it was important to make recommendations for
support at this stage while acknowledging there is a lack of trial
evidence to support that advice to rest prevents deterioration and
improves prognosis in people with suspected ME/CFS. The
committee agreed the advice would not be harmful in the short
term either to people that are later diagnosed with ME/CFS or
those that are diagnosed with another condition.

Thank you for your comment.

Based on the evidence about the lack of information and support
people with ME/CFS report in managing their symptoms
(Evidence review A) and their experience the committee
concluded that all people with ME/CFS should have access to
personalised advice as part of their care and support plan that
supports them to learn to use the amount of energy they have
while reducing their risk of post-exertional malaise or worsening
their symptoms by exceeding their limits.
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This section of the guideline provides information on the
principles of energy management and is clear that it includes all
types of activity (cognitive, physical, emotional and social) and
takes into account their overall level of activity. (see evidence
review G- self management strategies)

In addition based on the quantitative and qualitative evidence (
evidence reviews A, F,G and H) and their own experience the
committee concluded that it was important that a physical activity
or exercise programme is considered for people with ME/CFS
where appropriate and where they choose this. When developing
the guideline the committee was mindful of the importance of
developing a guideline for all people with ME/CFS. Throughout
the process the committee recognised the difficulty in finding the
balance to reflect the variation in the impact and severity of
symptoms that people with ME/CFS experience. The committee
acknowledged there are people with ME/CFS that may choose to
incorporate a physical activity or exercise programme into
managing their ME/CFS. Where this is the case the committee
agreed that it was important that they are supported by
healthcare professionals that are trained and specialise in
working with people with ME/CFS. See evidence reviews F and
G, where the committee outline where it is important that
professionals trained in ME/CFS deliver specific areas of care.

Chartered Guideline 061 020 - Comment: This section refers to the use of “tools” but does not Thank you for your comment.
Society of 022 + provide clarity regarding what exactly these are or how they may | The recommendation includes some examples but as the
Physiotherapy 025 be used. This ambiguity needs to be solved. rationale states there is a lack of effectiveness evidence on tools
and the committee were unable to make specific
Suggestion: Clarify this section and provide examples of tools recommendations. In addition the committee made a research
that may be used (preferably from the evidence base or that recommendations to address this.

have been tested in clinical practice) and that have detailed
information on how they are implemented.
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Chartered Guideline 062 General Comment: “In the committee’s experience, people with ME/CFS | Thank you for your comment.
Society of have had varying results from physical activity programmes and One of the strengths of NICE guidelines is the multifaceted
Physiotherapy they thought it was important to discuss this with people with approach taken in developing the recommendations.
ME/CFS and talk to them about the possible risks and benefits. Recommendations in NICE guidelines are developed using a
The committee outlined what a personalised physical activity range of evidence, in addition to this guideline committees are
plan should look like based on their experience.” formed to reflect as far as practically possible, the range of

stakeholders and groups whose activities, services or care will be
Surely we cannot base a NICE guideline on the experience of the | covered by the guideline.
committee — surely the committee are there to look at the

evidence not their own experiences as these will be anecdotal, When developing this guideline the committee considered a wide
and not science. The plural of anecdotes is not systematically range of evidence, including that from, published peer review
acquired data. quantitative and qualitative evidence, calls for evidence for

unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature. As with all
NICE guidelines the committee uses its judgment to decide what
the evidence means in the context of each topic and what
recommendations can be made and the appropriate strength of
the recommendation. The committee will consider many factors
including the types of evidence, the strength and quality of the
evidence, the trade-off between benefits and harms, economic
considerations, resource impact and clinical and patient
experience, equality considerations. (See Developing NICE
guidelines: the manual, section 9.1 for further details on how
recommendations are developed).

Faculty of Evidence 339 015 It is accepted that there is insufficient high quality or randomised | Thank you for your comment and information.
Homeopathy review G control trial (RCT) evidence to support any NICE appraisal or All NICE guidelines follow the process for evidence synthesis set
recommendation for a range of complementary therapies for out in Developing NICE guidelines: the manual.

CFS. | am focusing on herbal medicines in this comment.
Additionally, methodological problems exist with RCTs in herbal Developing NICE guidelines: the manual. Chapter 4 Developing

medicine. This is also because real world data would involve review questions and planning the evidence review addresses
individualised herbal prescriptions, often with unique formulae or | the topic about approaches to take when considering the design
combinations for each patient. It can also be difficult to of studies to be included in a systematic review.

adequately blind the herbal medication — since typical dispensing
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as tinctures or granulated powders will often have a strong taste.
Perhaps a methodology is a 3-arm trial with a standard herbal
formula, a customised individual herbal formula, and a
placebo/conventional treatment. Or with the limitations in time,
funding and resources, perhaps research is best suited to
carefully designed case cohorts and also outcomes based
research, even though these are lower in the NICE evidence
hierarchy (however, even the report by Helen Bell et al 2016
found selection bias and use of non-RCT evidence is sometimes
necessary and NICE increasingly use Real World Data). Dalziel
et al found in their review of 47 NICE Health Technology
Assessment (HTA) Reports that 14 (30%) had included
information from case series studies.

| therefore suggest that NICE issue an Individual Research
Recommendation for the question: Whether herbal medicine
(western or Chinese) are safe and effective as adjunctive or
support treatment for management of CFS. | note that NICE had
issued a similar herbal medicine Research Recommendation
(CG61/5) in Feb 2008 for irritable bowel syndrome, but perhaps a
better response from the herbal industry will now be forthcoming.
This is after all a growth field, with ethnobotanical research
identifying many potentially active antinociceptive plant-derived
active compounds (Joao Calixto et al 2005).

Some relevant reviews on herbal research for national health
systems can be listed:

Helen Bell et al. The Use of Real World Data for the Estimation
of Treatment Effects in NICE Decision Making. Report by the
Decision Support Unit, SCHARR, University of Sheffield, 17th
June 2016 (updated 12th Dec 2016). www.nicedsu.org.uk

K. Dalziel et al. Do the findings of case series studies vary
significantly according to methodological characteristics?
Executive Summary. Health Technology Assessment 2005; Vol
9; No.2. doi: 10.3310/hta9020

Developer’s response

In summary the effectiveness of medicines is usually best
answered by a RCT because a well-conducted RCT is most
likely to give an unbiased estimate of effects. When developing
the protocols for the intervention reviews, a RCT was agreed to
be the most appropriate study design to evaluate clinical
effectiveness. In recognition that the views of people with
ME/CFS who had experienced the interventions was important a
qualitative review was done with an accompanying call for
evidence to identify any unpublished evidence.

The committee recognised the lack of research into any
medicines but did not identify any one or type of medicine
to prioritise for research and as such did not make any
research recommendations on this topic.
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Jon Tilburt & Ted Kaptchuk. Herbal medicine research and global
health: an ethical analysis. Bulletin of the World Health
Organization. August 2008, 86 (8) doi:10.2471/BLT.07.042820

Faculty of Guideline General General [2.1.5.8 Narrative summary of review findings for adults (severity | Thank you for your comment and information.
Homeopathy mixed or unclear) who have had alternative therapies] The committee agree that there is need for well-designed trials
The Narrative summary rightly highlights important qualitative evaluating the clinical and cost effectiveness of interventions for

findings including —a frustration at lack of NHS or private health people with ME/CFS.
insurance funding for complementary therapies for CFS/ME and
the value of a holistic approach and regular follow up.

The draft guidelines reflect the need for, and interest in holistic
approaches to management. The guidelines find mixed evidence
in evaluations of complementary therapies; some were found to
be helpful and should inform further areas of research. The
statement ‘not enough robust evidence to recommend any type
of complementary therapy’ does not equate to evidence of
absence of efficacy.

The reason for exclusion of many studies is methodology
limitations and the review highlights a need for larger, well
designed trials appropriate to the therapeutic intervention.
Clinical and observational studies are better able to assess the
effect of complex interventions in real world practice. Future
research should include mixed methodology approaches with
pragmatic design and qualitative studies. The use of
complementary therapies as an individualised treatment can be
experiential, intuitive and holistic.

Faculty of Guideline 011 015 | agree with the emphasis on holistic assessment of CFS Thank you for your comment and information.

Homeopathy patients. CSF is complex, multisystem condition with symptoms Recommendation 1.5.2 is to develop and agree a personalised
that vary in nature and severity and so support the need for an care and support plan.
individualised and holistic approach in management and self- To note, management plan has been edited to ‘care and support
care. plan’ in line with personalised care and support plans
There is also a clear need for the NHS to improve access to https://www.england.nhs.uk/ourwork/patient-participation/patient-
Integrative Medicine (IM) specialist ME/CFS services. An centred/planning/.)

Integrative Medicine doctor/practitioner can help a person
develop an individualised treatment plan, based on their needs,
while also building trust and relationships over time. More than
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one treatment modality can be combined with support from a
multi-disciplinary team of complimentary and health care
practitioners.

Integrative Medicine is founded on ideas of holism and
individualism. NHS Centres for Integrative Medicine already
provide specialist holistic CFS services focused on
complementary therapy approaches and self-care. The services
have high levels of patient satisfaction and engagement, with the
Centre for Integrative Care in Glasgow recognised as a centre of
excellence in person-centred care.

https://www.uclh.nhs.uk/our-services/find-service/integrated-
medicine/chronic-fatigue-syndrome-cfs-service
https://www.nhsggc.org.uk/patients-and-visitors/main-hospital-
sites/gartnavel-campus/nhs-centre-for-integrative-care/nhs-
centre-for-integrative-care-therapies/holistic-chronic-fatique-
syndromeme-service/

The committee excluded various studies in complementary
therapies with reliance being weighted heavily on high quality
RCT, this is at variance with the needs of clinicians in the real
world. Hierarchical model of evidence, are not perhaps the
appropriate tools to evaluate complex interventions where
internal and external validity of RCT trial design is problematic. A
whole systems research model is a proposed alternative with
epistemologically sensitive methodology to establish pragmatic
and rigorous evidence for complex interventions.[1] [2]

[1] Verhoef MJ, Lewith G, Ritenbaugh C, Boon H, Fleishman S,
Leis A. Complementary and alternative medicine whole systems
research: beyond identification of inadequacies of the RCT.
Complementary therapies in medicine. 2005 Sep 1;13(3):206-12.
https://doi.org/10.1016/j.ctim.2005.05.001

[2] Walach H, Falkenberg T, Fennebg V, Lewith G, Jonas WB.
Circular instead of hierarchical: methodological principles for the

Developer’s response

Excluded studies

All NICE guidelines follow the process for evidence synthesis set
out in Developing NICE guidelines: the manual. Reviews are
underpinned by protocols, these are developed and agreed by
the guideline committee and set out the approach for the
evidence synthesis before the data is collected.

One of the strengths of NICE guidelines is the multifaceted
approach taken in developing the recommendations.
Recommendations in NICE guidelines are developed using a
range of evidence, in addition to this guideline committees are
formed to reflect as far as practically possible, the range of
stakeholders and groups whose activities, services or care will be
covered by the guideline.

When developing this guideline the committee considered a wide
range of evidence, including that from, published peer review
quantitative and qualitative evidence, calls for evidence for
unpublished evidence, expert testimonies, and two
commissioned reports focusing on people with ME/CFS that
were identified as underrepresented in the literature. As with all
NICE guidelines the committee uses its judgment to decide what
the evidence means in the context of each topic and what
recommendations can be made and the appropriate strength of
the recommendation. The committee will consider many factors
including the types of evidence, the strength and quality of the
evidence, the trade-off between benefits and harms, economic
considerations, resource impact and clinical and patient
experience, equality considerations. (See Developing NICE
guidelines: the manual, section 9.1 for further details on how
recommendations are developed).
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evaluation of complex interventions. BMC medical research
methodology. 2006 Dec;6(1):29.

Do0i:10.1186/1471-2288-6-29

A survey of your draft evidence reviews of both pharmacological
and non-pharmacological management of CFS does not
sufficiently appraise the possible role of herbal medicine. A
significant herbal strategy for managing CFS is use of
adaptogens, which are herbal medicines that promote general
resistance to stress and are typically regarded as restoratives
and tonifying herbs. The most extensively studied for CFS are
Rhodiola rosea, Eleutherococcus senticosus and Schisandra
chinensis. Indeed, ADAPT-232 (Chisan), a fixed combination of
R rosea, E senticosus, and S chinensis has been used in
Scandinavia since 1979 for decreased performance, fatigue, and
weakness.

A review article may be found in:

Alexander G. Panossian, Adaptogens in Mental and Behavioral
Disorders. Psychiatr Clin N Am 36 (2013) 49-64.
http://dx.doi.org/10.1016/j.psc.2012.12.005

A definition of adaptogen is provided in:
EMEA/HMPC/102655/2007. Reflection paper on the adaptogenic
concept. London: European Medicines Agency; 2008.

Of note it is mentioned in this document that adaptogen herbs
can be distinguished from herbal stimulants in that the former are
reputed to increase work capacity without a subsequent
decrease in performance or rebound exhaustion. It is accepted
that there are shortcomings in the clinical research evidence and
more work is needed to further the concept of adaptogen.

It is of merit therefore to at least include a recommendation
(within the draft guideline page 46 ‘Other recommendations for
research’) for further assessment to be included on herbal
management with a particular focus on herbs used in traditional
herbal medicine, or an established body of evidence for use.

Developer’s response

Thank you for your comment.

Complementary and alternative therapies were included in the
protocol for non- pharmacological interventions and when
reviewing the evidence the committee agreed that there is
insufficient evidence to recommend any complementary
approaches.
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There are a myriad of herbal diagnoses and treatment strategies
(for example in both western herbal medicine and Traditional
Chinese Medicine) to treating ME/CFS, but of course randomised
controlled trials and meta-analyses may not be presently evident
to a great degree. Examples from a sample search include:

J.H. Cho et al. Myelophil, an extract mix of Astragali Radix and
Salviae Radix, ameliorates chronic fatigue: A randomised,
double-blind, controlled pilot study. Complementary Therapies in
Medicine (2009) 17, 141-146. doi:10.1016/j.ctim.2008.11.003
from the abstract:

Objectives: To investigate the anti-fatigue effects of Myelophil, an
extract of a mix of Astragali Radix and Salviae Radix, which has
been used to treat patients with chronic fatigue.

Subjects and design: A randomised, double-blind, controlled
clinical trial was performed with 36 adults who complained of
chronic fatigue. The subjects were divided among a control group
and low- and high-dose groups (3 or 6 g of oral Myelophil per
day, respectively) and were monitored for 4 weeks. Fatigue
severity was subjectively characterised, and the expression of 42
cytokines was evaluated using an antibody array.

Results: Myelophil administration (3 g per day) significantly
decreased the fatigue severity score compared with the control
(p < 0.05). No changes were noted in cytokine expression.
Conclusions: Myelophil appears to have a pharmacological effect
against fatigue, suggesting the clinical relevance of the traditional
medicinal plants, Astragalus membranaceus and Salvia
miltiorrhiza.

A paper on Myelophil is appraised in your page 27 of the
evidence document ‘[G] Evidence reviews for the non-
pharmacological management of ME/CFS’, with a full analysis on
page 172-173. However, in real world herbal prescribing, there is
fine tuning of herbal formulae with additional or substituted
ingredients depending on an individualised case assessment of

Developer’s response

Thank you for your comment.

Complementary and alternative therapies were included in the
protocol for non- pharmacological interventions and when
reviewing the evidence the committee agreed that there is
insufficient evidence to recommend any complimentary
approaches.
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the patient’s health symptoms, history and examination. Rather
than excluding herbal medicine as an important management
tool for CFS, it is pertinent to advocate this as a research
recommendation.

Yu-Yi Wang et al. Traditional Chinese medicine for chronic
fatigue syndrome: A systematic review of randomized clinical
trials. Complementary Therapies in Medicine (2014) 22, 826-833.
http://dx.doi.org/10.1016/j.ctim.2014.06.004 from the abstract:
Background: There is no curative treatment for chronic fatigue
syndrome (CFS). Traditional Chinese medicine (TCM) is widely
used in the treatment of CFS in China.

Methods: We searched six main databases for randomized
clinical trials (RCTs) on TCM for CFS from their inception to
September 2013. The Cochrane risk of bias tool was used to
assess the methodological quality. Results: 23 RCTs involving
1776 participants were identified. The risk of bias of the included
studies was high. The types of TCM interventions varied,
including Chinese herbal medicine, acupuncture, gigong,
moxibustion, and acupoint application. The results of meta-
analyses and several individual studies showed that TCM alone
or in combination with other interventions significantly alleviated
fatigue symptoms as measured by Chalder’s fatigue scale,
fatigue severity scale, fatigue assessment instrument by Joseph
E. Schwartz, Bell’s fatigue scale, and guiding principle of clinical
research on new drugs of TCM for fatigue symptom. There was
not enough evidence that TCM could improve the quality of life
for CFS patients. The included studies did not report serious
adverse events.

Faculty of Guideline 024 014 Incorporating Mindfulness within Energy management systems Thank you for your comment.

Homeopathy should be explicitly stated. | argue that mindfulness is implied in No evidence was identified that evaluated incorporating
the very nature of energy management, since the patient is mindfulness with energy management and the committee
encouraged to become aware of their own energy, including focused on the principles of energy management in this section.

ingrained and behavioural patterns. For many patients, it would
be difficult to develop their own set of mindfulness tools without
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the help of a specialist. Many reviews of Energy Management
Systems do not include any details on fostering mindfulness. For
example the paper by:

A. Vatwani, R. Margonis. Information/Education Page: Energy
Conservation Techniques to Decrease Fatigue. Archives of
Physical Medicine and Rehabilitation 2019;100;1193-6.
https://doi.org/10.1016/j.apmr.2019.01.005

is a very useful summary of the main components of energy
management, but does not mention mindfulness.

| have expanded on this point in my comment to page 34, line 1.

Although not curative, there are nonetheless various physical
therapies that encompass mindfulness and bodily awareness of
one’s own energy envelope, which would be therefore fully
compatible and augment an Energy Management System. A
particular example, and which should perhaps be included as a
research recommendation, is Qigong (Chi Kung). There are
many papers on the use of Qigong within the Chinese Medicine
literature, since it is an integral component of a whole-person
centred approach to many disease conditions as well as health
promotion. A paper of focus for fatigue treatment is:

Rainbow T. H. Ho et al. A Randomized Controlled Trial of Qigong
Exercise on Fatigue Symptoms, Functioning, and Telomerase
Activity in Persons with Chronic Fatigue or Chronic Fatigue
Syndrome. Ann. Behav. Med. (2012) 44:160-170. DOI
10.1007/s12160-012-9381-6 From the abstract:

Purpose: To assess the effect of a 4-month gigong intervention
program among patients with chronic fatigue syndrome. Methods
64 participants were randomly assigned to either an intervention
group or a wait list control group. Outcome measures included
fatigue symptoms, physical functioning, mental functioning, and
telomerase activity. Results Fatigue symptoms and mental
functioning were significantly improved in the gigong group
compared to controls. Telomerase activity increased in the
gigong group from 0.102 to 0.178 arbitrary units (p<0.05). The

Developer’s response

Thank you for your comment.

No evidence was identified to support recommending physical
therapies that encompass mindfulness and bodily awareness for
people with ME/CFS (Evidence reviews G,H and |) and the
committee agreed they could not include any recommendations
for treatments based on this.
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change was statistically significant when compared to the control
group (p<0.05).

Conclusion Qigong exercise may be used as an alternative and
complementary therapy or rehabilitative program for chronic
fatigue syndrome.

There are major effectiveness gaps in the conventional treatment
of CSF. The guidelines are right to highlight how people with
ME/CFS may be more intolerant of drug treatment and have
more severe adverse effects. In contrast evidence shows
complimentary therapies are safe and helpful in chronic
conditions. For example, the number of serious Adverse Drug
Reactions from herbal medications is small compared to
conventional medicine.

Posadzki P, Watson LK, Ernst E. Adverse effects of herbal
medicines: an overview of systematic reviews. Clinical medicine.
2013 Feb 1;13(1):7-12. Doi: 10.7861/clinmedicine.13-1-7
Dantas F, Rampes H (2000). Do homeopathic medicines
provoke adverse effects? A systematic review. Br Homeopath J.
89:S35-38. Doi: 10.1054/homp.1999.0378

Mindfulness should be included as a key psychological
management for CFS. It may assist as a stand-alone tool, but
especially facilitates a more successful implementation of an
energy management system, personalised for each individual.
An example trial that studied the efficacy of mindfulness for CFS
is:

Lone Overby Fjorback et al. Mindfulness therapy for somatization
disorder and functional somatic syndromes - Randomized trial
with one-year follow-up. Journal of Psychosomatic Research 74
(2013) 31-40.
http://dx.doi.org/10.1016/j.jpsychores.2012.09.006

The study defined bodily distress syndrome BDS as a range of
conditions and included Chronic Fatigue Syndrome CFS, the
conditions having sub-group analysis. From the abstract

Developer’s response

Thank you for your comment and this information.

Thank you for your comment.

After reviewing the evidence for psychological and behavioural
interventions other than CBT the committee concluded that
although some benefit was reported for different types of
interventions the evidence was mainly based on single studies
and the evidence was low to very low quality. The committee
agreed that there was insufficient evidence to make any
recommendations for any of the interventions (see evidence
reports G and H).

We note the study you reference is not specific to a ME/CFS
population and it is unclear how may people included where
diagnosed with M/CFS or how they were diagnosed with
ME/CFS.
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The study randomized 119 patients to either mindfulness therapy
(mindfulness-based stress reduction
and some cognitive behavioral therapy elements for bodily
distress syndrome BDS or to enhanced treatment as usual (2-
hour specialist medical care and brief cognitive behavioral
therapy for BDS). The primary outcome measure was change in
physical health (SF-36 Physical Component Summary) from
baseline to 15-month follow-up.
Results: The study is negative as we could not demonstrate a
different development over time for the two
groups (F(3,2674)=1.51, P=.21). However, in the mindfulness
therapy group, improvement was obtained
toward the end of treatment and it remained present at the 15-
month follow-up, whereas the enhanced
treatment as usual group achieved no significant change until 15-
month follow-up. The change scores averaged half a standard
deviation which amounts to a clinically significant change, 29%
changed more than 1
standard deviation. Significant between-group differences were
observed at treatment cessation.
Conclusion: Mindfulness therapy is a feasible and acceptable
treatment. The study showed that mindfulness
therapy was comparable to enhanced treatment as usual in
improving quality of life and symptoms. Nevertheless,
considering the more rapid improvement following mindfulness,
mindfulness therapy may be a potentially useful intervention in
BDS patients. Clinically important changes that seem to be
comparable to a
CBT treatment approach were obtained.
Faculty of Guideline 034 016 A discussion of illness belief systems should include any co- Thank you for your comment and information.
Homeopathy morbid depression and/or anxiety. In the systemic review paper
cited below, around 36% - 70% of patients experience clinical
levels of depression and 32% - 57% experience clinical levels of
anxiety. If these states are not also addressed, there is likely to
be a poorer prognosis and relapse after treatment. Furthermore,
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understanding modifiable psychological processes linked to
anxiety and depression in CFS/ME facilitates more effective
interventions. In particular ‘Perfectionism’ has been found to be
an important determinant. This state has been measured in
different ways. For example Hewitt and Flett's Multidimensional
Perfectionism Scale (MPS-H) and The Almost Perfect Scale-
Revised

(APS-R).

Amelia Wright et al. Perfectionism, depression and anxiety in
chronic fatigue syndrome: A systematic review. Journal of
Psychosomatic Research 140 (2021) 110322.
https://doi.org/10.1016/j.jpsychores.2020.110322

| agree with the components of the CBT advised only for
ME/CFS patients, who would like to use it to support them in
managing their symptoms. An additional component should
utilise approaches of mindfulness, which often involves various
psychotherapeutic approaches but also teaching meditation
techniques. To quote from one paper. The aim of this systematic
review was to assess the effectiveness of body awareness
interventions in fibromyalgia and chronic fatigue syndrome
(CFS).

Imke Courtois et al. Effectiveness of body awareness
interventions in fibromyalgia and chronic fatigue syndrome: A
systematic review and meta-analysis. Journal of Bodywork &
Movement Therapies (2015) 19, 35e56.
http://dx.doi.org/10.1016/j.jomt.2014.04.003

CFS (and fibromyalgia) may remain frustrating because a
substantial subgroup of patients may need a more holistic
therapeutic approach, including experiential/psychodynamic and
systemic psychotherapy,

and/or adequate psychopharmacological support. In addition to
physical symptoms patients often complain of lack of confidence
and trust in their body along with feelings of depression and/or
anxiety. Furthermore, body awareness can be defined as “the

Developer’s response

Thank you for your comment and information.

After reviewing the evidence for psychological and behavioural
interventions other than CBT the committee concluded that
although some benefit was reported for different types of
interventions the evidence was mainly based on single studies
and the evidence was low to very low quality. The committee
agreed that there was insufficient evidence to make any
recommendations for any of the interventions (see evidence
reports G and H).
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subjective, phenomenological aspect of proprioception and
interoception

that enters conscious awareness, and is modifiable by mental
processes including attention, interpretation, appraisal, beliefs,
memories, conditioning, attitudes and affect.

In the past clinicians assumed that an increased body awareness
would lead to somatosensory amplification, more severe anxiety
symptoms, hypochondria and thus an unfavourable clinical
outcome (such as more pain). However, in a new
physiotherapeutic context, body awareness has a twofold
definition: (1) the experience of

the body (i.e. experience dimension) and (2) the actions and
behaviour in movements and activities (i.e. movement
dimension). In ‘movement dimension’, the body awareness
therapy aims to normalize posture, balance, breathing and
muscular tension or stiffness which are visible and experienced
in the movement pattern.

Members of Forward-ME are, on the whole, extremely pleased
with the tone and content of the Draft Guideline and would like to
thank all those who have contributed to the development for their
role in listening to the concerns of the community and for their
understanding of the misconceptions faced by people with
ME/CFS over many years and for coming to grips with a very
difficult problem.

We remain concerned about the use of ‘chronic fatigue
syndrome’ (CFS) as many patients who have chronic fatigue do
not have ME as is shown in section G. Our preferred term is
‘ME’.

Plausible hypotheses as to possible underlying causes have
emerged from the observed pattern of illness and the wide range
of physical abnormalities that have been documented for some
time. This information has not yet been drawn together to
produce an inclusive and conclusive picture of the reasons
behind the onset and persistence of ME in each and every case.

committees

Developer’s response

Thank you for your comment.

The committee agree that none of the currently available terms
are entirely satisfactory. The rationale for using ME/CFS was
initially set out in the scope for the guideline, ‘This guideline
scope uses ‘ME/CFS’ but this is not intended to endorse a
particular definition of this illness, which has been described
using many different names’ and then readdressed in the context
section of the guideline, ‘The terms ME, CFS, CFS/ME and
ME/CFS have all been used for this condition and are not clearly
defined. There is little pathological evidence of brain
inflammation, which makes the term ‘myalgic encephalomyelitis’
problematic. Many people with ME/CFS consider the name
'chronic fatigue syndrome' too broad, simplistic and judgemental.
For consistency, the abbreviation ME/CFS is used in this
guideline.’
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However, it is highly misleading to imply that there are not, at a
minimum, some very strong clues as to what is going on.

Forward-ME Guideline 001 016 We understood this would be a new guideline to replace Thank you for your comment.
guideline G53 and not an update. Please clarify. This has been edited to, ‘this Guideline will update and replace

NICE Guideline CG53 (published August 2007)'.

Forward-ME Guideline 004 005 Delete ‘medical condition’. Insert ‘disease’ Thank you for your comment.
Reason: ME/CFS is a recognised neurological disease. Benign There is controversy over the terms used to describe ME/CFS
myalgic encephalomyelitis is classified by the World Health and this is reflected in the stakeholder comments. After
Oganisation International Classification of Disease 10 (WHO ICD | discussing in detail the wording of this recommendation the
10) at G93.3 (other disorders of the nervous system). The committee agreed not to change condition for disease and keep
forthcoming ICD 11 maintains this classification, listing chronic complex, to indicate ME/CFS is multifaceted and complicated.
fatigue syndrome there also. This classification is recognised by Reference to the ICD10 classification has been included in the
the Department of Health and Social Care. It is also recognised context section of the guideline.
as a disease by all of the United States (US) authorities and by
many researchers. It would be consistent if the term ‘disease’ is
used throughout in place of ‘medical condition’ which appears to
diminish the impact of ME/CFS.
We are aware of the view that ‘multi-system’ is appropriate and
the term ‘complex’ redundant. If NICE wish to retain the term
‘complex’ in the guideline, please clarify what this implies.

Forward-ME Guideline 004 015 Add: It should not be confused with medically unexplained Thank you for your comment.

onwards | symptoms (MUS) or with functional neurological disorder (FND). This section of the guideline raises awareness about what

Reason: Without these specific exclusions in the guideline,
clinicians will see no need to change the current practice of
misconstruing ME/CFS as MUS or FND. Other NICE materials
direct them to do so and there is an urgent need for these to be
updated to specifically exclude ME/CFS. For example, the
Suspected Neurological Conditions Guideline NG127, in the
section linking recommendations to evidence — recommendation
38 and under heading Chronic fatigue syndrome, fibromyalgia
and functional neurological disorder , and the current Improving
Access to Psychological Therapies (IAPT) manual, updated in
March 2020, defines MUS with the example of chronic fatigue
syndrome.

ME/CFS is and not what it isn’t. The section on ‘suspecting
ME/CFS’ has further details on how to diagnose ME/CFS and
emphasises is the importance of excluding other diagnoses. For
this reason your suggestion has not been added to the
recommendation.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory
committees

184 of 1342



N I (: National Institute for
Health and Care Excellence

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

10 November 2020 - 22 December 2020

Stakeholder | Document Page No | Line No (ST PERTRIEIEETS NPz
Forward-ME Guideline 004 021 Ensure that at every stage, patients must be fully informed of all Thank you for your comment.
onwards | the benefits and risks of procedures or treatment and that their The committee agree that the issue of consent and choice is
consent is obtained. In the case of children, the parent or carer fundamental to patient care. At start of the guideline the guideline
should consent. links to the NICE page on ‘Making decisions about your care’ this

underpins the importance of people being involved in making
choices about their care and shared decision making. The
importance of choice and person/child centered care is directly
reinforced in the guideline sections ‘approach to delivering care’
and ‘assessment and care planning’. It is made clear that the
person with ME/CFS is in charge of the aims of their care and
support plan and that they can withdraw or decline from any part
of their care and support plan without it affecting access to other
aspects of their care.

Forward-ME Guideline 005 002 Delete ‘should’. Insert ‘must’. Thank you for your comment.
Reason: It is essential that health and social care professionals Must is used in a recommendation when there is a legal duty to
have a clear-cut understanding of ME/CFS in order to prevent apply a recommendation. This is not the case here and no
harm. This requirement might incur training costs, but we are of changes have been made to the recommendation.
the view that the savings in additional medical and social care The committee agree that all staff delivering care to people with
costs would outweigh them in the long term. ME/CFS should have training relevant to their role so they can

provide care in line with the guideline and this is included in the
recommendations in the training for health and social care
professionals section of the guideline.

The guideline reflects the evidence for best practice. There
committee acknowledge there are that may need support and
investment, such as training costs, to implement some
recommendations in the guideline.

Forward-ME Guideline 005 002 Insert new bullet point: a person diagnosed with ME/CFS or Thank you for your comment.
onwards | suspected of having ME/CFS may experience brain fog/cognitive | Access to care is addressed in detail in section 1.8 and includes
challenges and a longer appointment time may need to be your suggestions.
scheduled.

Reason: executive function challenges that come under cognitive
difficulties can often be both taxing and exhausting for patients
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during medical/social care/benefits appointments. Patients
struggle to share, follow and process conversations or share and,
at that time, remember historic details important to their medical
outcomes, management and support.

Add: Ensure that at every stage, patients must be fully informed
of all the benefits and risks of procedures or treatment and that
their informed consent is obtained. In the case of children, the
parent or carer should consent.

Ensure that they fulfil their legal obligations when securing
informed consent. I.e., patient made aware of any material risks
involved in any recommended treatment (Montgomery vs
Lanarks Health Board 2015 UK Supreme Court Judgement 11)

We are particularly pleased to see this. It would maintain
connection between the patient and their registered medical
practitioner to the benefit of the patient and would enhance
awareness of the disease to the doctor. It would also overcome
the inability of patients to provide medical evidence for insurance,
out of work and disability claims, and welfare benefits claims and
would be likely to produce savings to the public purse if decisions
are right first time.

After ‘changing’ insert ‘or the patient is housebound or has co-
morbidities. In a case where a patient has both a domiciliary visit
is necessary.

Recognise that ME/CFS is a disability protected under the
Equality Act 2010 and act accordingly.

Developer’s response

Thank you for your comment.

The committee agree that the issue of choice is fundamental to
patient care. At start of the guideline the guideline links to the
NICE page on ‘Making decisions about your care’ this underpins
the importance of people being involved in making choices about
their care and shared decision making. The importance of
choice and person centered care is directly reinforced in the
guideline sections approach to delivering care and assessment
and care planning. It is made clear that the person with ME/CFS
is in charge of the aims of their care and support plan and that
they can withdraw or decline from any part of their care and
support plan without it affecting access to other aspects of their
care.

Thank you for your comment.

Thank you for your comment.

This recommendation refers to the review and includes all people
with ME/CFS. The access to care section provides information
on how to support people with ME/CFS to access care.

Thank you for your comment.

In the supporting people with ME/CFS in work, education and
training section of the guideline there is direct reference to the
Equality Act 2010 and how it could support people with ME/CFS.
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10 November 2020 - 22 December 2020

Comments

It would be helpful to have a ‘Management and Support Plan’.
The Management part would be to manage the disease and the
Support part would be for the support of the patient.

Reason: Because of the fluctuating nature of ME/CFS, Forward-
ME are concerned that the terms of the Management Plan may
be too inflexible. It is unlikely in the near future that there will be a
‘specialist team’ as envisaged by the guideline, to prepare a plan
with the patient.

The whole of this section is very welcome. A proper
understanding of ME/CFS should result in reduced administration
and litigation costs to the NHS and local authorities.

This section is also most welcome as it should help health and
social care professionals to understand the more severe
manifestations of the disease. It makes clear to hospital staff the
particular needs of the severely affected should they need
admission to hospital. While it is not the primary purpose of the
guideline, it should also help DWP officials and healthcare
professionals employed by the disability assessing agencies to
gain enhanced understanding which could result in cost savings
for benefit reviews and appeals if decisions are correct in the first
instance.

Delete ‘may’. Insert ‘are likely to’.

Add bullet point: ‘Be aware that misdiagnosis is relatively
common and cases of serious but treatable diseases are
missed.” There need to be more detailed differential diagnoses in
this section.

Developer’s response

Thank you for your comment.

Management plan has been edited to ‘care and support plan’ in
line with personalised care and support plans
https://www.england.nhs.uk/ourwork/patient-participation/patient-

centred/planning/.).

Thank you for your comment.

Thank you for your comment.

Thank you for your comment.

The level of support needed is individual to the person and
agreed as part of their personalised care and support plan. As
such ‘may’ is appropriate in this context.

Thank you for your comment.

Throughout the guideline the committee have recommended
carrying out investigations to exclude other diagnoses. The
committee have now included examples of investigations that
might be carried out. The examples are not intended to be an
exhaustive list and the committee note that any decision to carry
out investigations is not limited to this list. They emphasise the
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importance of using clinical judgment when deciding on
additional investigations.

In addition, the committee discuss misdiagnosis in the discussion
section of Evidence review D- Diagnosis and include a list of
differential diagnosis and conditions that commonly occur in
people with ME/CFS and has the examples you have listed.

Forward-ME Guideline 008 009 It would be helpful if this point could be expanded to clarify Thank you for your comment.

appropriate baseline investigations as it was in the 2007 NICE

Guideline CG53. It would be even more helpful to have a further | Throughout the guideline the committee have recommended

section on specialist investigations relevant to ME/CFS. Unless carrying out investigations to exclude other diagnoses. The

and until patients are investigated the risk of a ‘nothing physically | committee have now included examples of investigations that

wrong, label sticking like glue remains. might be carried out. The examples are not intended to be an
exhaustive list and the committee note that any decision to carry
out investigations is not limited to this list. They emphasise the
importance of using clinical judgment when deciding on
additional investigations.

Forward-ME Guideline 009 001 Box above - First line of bullet point: after ‘problems’ insert Thank you for your comments.
‘processing’ The committee do not agree that processing adds any further
Third line of bullet point: Delete ‘confusion’. Insert ‘uncertainty’ clarity to the bullet points and for this reason have not added
Reason: Confusion may be interpreted as a lack of mental your suggestion. Confusion has been deleted from the bullet
capacity point.

Forward-ME Guideline 009 004 As there is no specific NICE guidance for orthostatic intolerance Thank you for your comment.
to refer on to, the content here is insufficient. The management of symptoms section in the guideline includes
Be aware of postural tachycardia syndrome (PoTS), neurally further recommendations on orthostatic intolerance.

mediated hypotension and orthostatic hypotension.

Patients should be referred to a specialist with an interest in
orthostatic intolerance. Consider providing compression hosiery
and increasing salt and fluid intake whilst awaiting specialist
input.
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Forward-ME Guideline 009 006 Add: Bullet point ‘dysautonomia’. Thank you for your comment.
onwards As with all examples included in recommendations they are not

intended or can hope to be an exhaustive list. The committee
note that the definition of orthostatic intolerance linked to
includes further explanation.

Forward-ME Guideline 011 007 - 008 | We remain concerned that there is a dearth of consultant Thank you for your comment.
specialists in this field. As there is, currently, no effective The committee agree there is inequity in the provision of services
treatment we consider that general practitioners (GPs) should and access to ME/CFS specialist teams. They discuss further
take responsibility for their patients with ME/CFS. We would access to ME/CFS specialist teams in Evidence review |-
encourage specialist doctors and nurses to train within each GP Multidisciplinary care, they note that children and young people
practise. Approved distance-learning programmes are already are likely to be cared for under local or regional paediatric teams
available. that have experience working with children and young people
Patients should be offered specialist consultant referrals if they with ME/CFS in collaboration with ME/CFS specialist centres. In
choose. these situations confirmation of diagnosis and the development

of the care and support plan is supported by the ME/CFS
specialist centres

A description of ME/CFS specialist teams has been added to the
terms used in the guideline and this includes the model with local
and regional teams.

Based on the evidence (see evidence report | ) and in the
committee’s experience clinicians working within a ME/CFS
specialist team are the best healthcare professionals to develop
a care and support plan, they have the expertise in ME/CFS and
the understanding of the detailed assessment required at this
stage. For this reason the committee have recommended that
diagnosis and the development of the care and support plan
should be carried out by a ME/CFS specialist team. Any clinician
not working in collaboration with and supported by a ME/CFS
specialist team should not be developing the care and support
plan. The committee agree that review of the care and support
plan can take place in primary care and this is set out in the
review in primary care section of the guideline.
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Throughout the guideline where it is relevant that specific
expertise from a ME/CFS specialist team is needed this is
recommended. For example, for confirmation of diagnosis,
development of the care and support plan, advice on energy
management, physical activity, and dietary strategies.

Training

The committee agree that training for health and social care
professionals is important and have recommended that health
and social care providers should ensure that all staff delivering
care to people with ME/CFS should receive training relevant to
their role and in line with the guideline.

To note the training recommendations have been edited.

Forward-ME Guideline 011 007 After ‘management’ insert ‘and support’ Thank you for your support.
Management plan has been edited to ‘care and support plan’ in
line with personalised care and support plans
https://www.england.nhs.uk/ourwork/patient-participation/patient-

centred/planning/.)

Forward-ME Guideline 011 008 After ‘management’ insert ‘and support’. It would be helpful to Thank you for your comment.
have a Management and Support Plan. The Management part Management plan has been edited to ‘care and support plan’ in
would be to manage the disease and the Support part would be line with personalised care and support plans
to support the patient. https://www.england.nhs.uk/ourwork/patient-participation/patient-

centred/planning/.)

Forward-ME Guideline 011 009 In view of the current shortage of specialist ME/CFS paediatric Thank you for your comment.
specialist teams, and as diagnosis can be made on the clinical
history, advice sometimes may be sought from a specialist The committee agree there is inequity in the provision of services
ME/CFS paediatrician remotely after the GP has done the basic and access to ME/CFS specialist teams. They discuss further
investigations to exclude other conditions. access to ME/CFS specialist teams in Evidence review |-

Multidisciplinary care, they note that children and young people
are likely to be cared for under local or regional paediatric teams
that have experience working with children and young people
with ME/CFS in collaboration with ME/CFS specialist centres. In
these situations confirmation of diagnosis and the development
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of the care and support plan is supported by the ME/CFS
specialist centres

A description of ME/CFS specialist teams has been added to the
terms used in the guideline and this includes the model with local
and regional teams.

Forward-ME Guideline 012 010 After ‘management’ insert ‘and support’ and carry through the Thank you for your comment.
implications for the proposals currently set out in section1.5.2 - Management plan has been edited to ‘care and support plan’ in
1.5.4 and developed in late sections of the draft. line with personalised care and support plans

https://www.england.nhs.uk/ourwork/patient-participation/patient-
centred/planning/.)

Forward-ME Guideline 014 016 Delete ‘medical condition’. Insert ‘disease’ Thank you for your comment.
There is controversy over the terms used to describe ME/CFS
and this is reflected in the stakeholder comments. After
discussing in detail the wording of this recommendation the
committee agreed not to change condition for disease.

Forward-ME Guideline 014 018 At the end insert: ‘and are worsened by exertion’ Thank you for your comment.
This recommendation is to give an overview of ME/CFS and
there is more detail throughout the guideline on aspects of
ME/CFS. When writing recommendations there is a fine line
between reinforcing information and repeating information. Too
much repetition results in a guideline becoming unwieldy and
unusable. This point is made later in the energy management
section of the guideline and for this reason your suggestion has
not been added to the recommendation.

Forward-ME Guideline 015 010 Delete ‘condition’. Insert ‘disease’ Thank you for your comment.
There is controversy over the terms used to describe ME/CFS
and this is reflected in the stakeholder comments. After
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10 November 2020 - 22 December 2020

Comments

Replace 2 paragraphs with the following:

1.7.1 Recognise that people with ME/CFS, particularly those with
severe or very severe ME/CFS, are at risk of their symptoms
being confused with signs of abuse or neglect.

1.7.2 Safeguarding assessments in people with confirmed or
suspected ME/CFS, if needed, should be carried out and
overseen by health and social care professionals who have
training and experience in ME/CFS.

Be aware that ME/CFS in children should not be mistaken for
very rare conditions such as Munchausen’s syndrome by proxy
or with fabricated or induced iliness

Insert new bullet point: ‘they may have prepared prior to an
arranged appointment by remaining completely inactive for some
time’

Add: ‘take into account 1.1.8 and discuss ....... ’

After ‘management’ add ‘and support’

At end add: ‘full or part time. Return to these activities is likely to
be gradual, if possible at all. Pushing to continue to work or
attend school or further education is likely to result in lasting
illness and disability.’

Developer’s response

discussing in detail the wording of this recommendation the
committee agreed not to change condition for disease.

Thank you for your comment.

Taking into account the range of stakeholder comments the
recommendations in this section have been reordered. This has
addressed the point you make about the order.

The committee discussion in Evidence review B includes in detail
why the recommendations on safeguarding have been included
in the guideline and this refers to the lack of understanding and
disbelief that parents have experienced.

Thank you for your comment.

This recommendation describes circumstances that may be
mistaken for abuse and neglect for this reason your suggestion
has not been included.

Thank you for your comment.

This recommendation raises awareness about the reasons
people may miss an appointment not about preparation for an
appointment and for that reason your suggestion has not been
added.

Thank you for your comment.

Reference to 1.8.1 is included above the recommendation and
inpatient has been added.

Thank you for your comment.

Management plan has been edited to ‘care and support plan’ in
line with personalised care and support plans
https://www.england.nhs.uk/ourwork/patient-participation/patient-
centred/planning/.)

Thank you for your comment.

In reference to providing specific details in the recommendations
the committee note that any advice would be personalised and
relevant to the person and have not added your suggestion.
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Forward-ME Guideline 023 004 At end add: ‘if and when able’ Thank you for your comment.
This recommendation refers to the expertise that should be
available and does not make any judgement about if someone
needs the expertise. For this reason your suggestion has not
been added.
Forward-ME Guideline 023 009 After ‘management’ add ‘and support’. Thank you for your comment.
Management plan has been edited to ‘care and support plan’ in
line with personalised care and support plans
https://www.england.nhs.uk/ourwork/patient-participation/patient-
centred/planning/.)
Forward-ME Guideline 031 014 Insert new bullet point: ‘avoid giving a further drug to counter side | Thank you for your comment.
onwards | effects.’ The committee have included in the other considerations section
of Evidence review F:Pharmacolgical management that it is
important that medicines management is tailored to the person
with ME/CFS and as a result could not provide detailed advice on
how to manage intolerance.

Forward-ME Guideline 037 001 - 024 | Forward-ME are very pleased to see these two sections so Thank you for your comment.
clearly expressed
Forward-ME Guideline 040 012 Delete ‘should’. Insert ‘must’ Thank you for your comment.

Must is used in a recommendation when there is a legal duty to

apply a recommendation. This is not the case here and no

changes have been made to the recommendation.
Forward-ME Guideline 041 002 Delete ‘should’. Insert ‘must’. Thank you for your comment.

Must is used in a recommendation when there is a legal duty to

apply a recommendation. This is not the case here and no

changes have been made to the recommendation.

Forward-ME Guideline 043 003 - 008 | We hope that this definition will be expanded to include Thank you for your comment.
management (of the illness) and support (of the patient) as per Management plan has been edited to ‘care and support plan’ in
comment 21. We are extremely concerned that any such plan line with personalised care and support plans
should not always and automatically form the basis for all other https://www.england.nhs.uk/ourwork/patient-participation/patient-
assessment plans. centred/planning/.)
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Comments

In the evidence review at G Page 342 Line 26, the committee
summarised the evidence on non-pharmacological interventions
for ME/CFS. Their conclusions (from lines 40 — 44) found that: “In
addition, the committee made ‘do not’ offer recommendations for
CBT ......... to treat or cure ME/CFS.”

In the light of this finding, Forward-ME are mystified as to why
the draft guideline discusses CBT extensively.

This would appear to be discriminatory as the guideline for
multiple sclerosis (MS) — a disease that has been compared to
ME/CFS, at 1.5.5 states only: ‘Consider mindfulness-based
training, cognitive behaviour therapy or fatigue management for
treating MS-related fatigue.

Congestive heart failure- also compared with ME/CFS only
makes reference to Depression with reference to the NICE
guideline on that topic.

We can find no other chronic disease for which such extensive
advice is given on CBT.

We are aware that some patients may find psychological support
necessary and helpful. CBT is mentioned as having two possible
purposes:

(1) Support in managing symptoms. CBT is only ever
relevant when a person is behaving in a maladaptive
fashion, grounded in unhelpful beliefs; therapist aims to
change mindset to their benefit in terms of changed
behaviour.

(2) CBT for support with psychological distress as far as we
are aware does not exist. Person-centred supportive
counselling would be fit for purpose.

We are asking for this section to be re-written to state:

‘Do not offer CBT to treat or cure ME/CFS as there is no
substantive evidence that it is effective. Patients may find
supportive, person-centred counselling helpful.”

Developer’s response
Thank you for your comment.

Based on the quantitative and qualitative evidence (evidence
reviews G and H) and their own experience the committee
concluded that CBT could be offered where this is appropriate
and chosen by the person with ME/CFS to help them manage
their symptoms and reduce the distress associated with having a
chronic illness. The committee concluded it was important to
accompany these recommendations with ones that set out how
CBT should be delivered for people with ME/CFS. (See evidence
reviews G and H for the evidence and the committee discussion
on these recommendations).

After reviewing the evidence for psychological and behavioural
interventions other than CBT the committee concluded that
although some benefit was reported for different types of
interventions the evidence was mainly based on single studies
and the evidence was low to very low quality. The committee
agreed that there was insufficient evidence to make any
recommendations for any of the interventions (see evidence
reports G and H).
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Comments

The majority of the conversations Healthwatch Kirklees has had
with our local ME/CFS support group have shown the difficulties
in regards to GET and accessing this service. They would like to
see other alternative treatment options and the removal of GET
from NICE guidance but also treatment or support which is of a
local nature. The current pathway for Kirklees is in Leeds which
can take more than an hour to access via transport from some
areas of Kirklees.

Feedback from ME patients in Kirklees has suggested that
adaption to the wording of the guidance to include “provide
evidence-based content developed by and in collaboration with;
Practicing ME Physicians and Paediatricians who take a
biomedical approach towards ME/CFS, Medical professionals
who have ME/CFS, especially those who also have expertise in
Medical Education and ME/CFS patient organisations”.

From working extensively in partnership for the past 4 years with
our local ME/CFS support group they feel that training for health
and social care professionals should be included within all
physician curriculums and within this guidance with particular
note of: ME/CFS should be included in the undergraduate
medical curriculum, and postgraduate Physician, Paediatric and
General Practice curriculums. All doctors should understand that
ME/CFS is a complex, multi-system, chronic medical illness, not
a psychological or psychiatric condition. It is classified by the

World Health Organisation and by SNOMED-CT as Neurological.

They hope that in the future all Physicians, Paediatricians and
General Practitioners must be competent diagnosing and
managing ME/CFS. This is due to groups multiple negative

Developer’s response

Thank you for your comment and information.

The committee agree there is inequity in accessing services and
that flexibility in accessing services is important to all people with
ME/CFS as the symptoms experienced can mean physically
attending appointments can be difficult and in the case of people
with severe or very severe symptoms who are unable to leave
their homes particularly challenging. In the access to care section
and in the section for people with severe and very severe
ME/CFS home visits are used as examples of supporting people
with ME/CFS to access care. The committee note that other
methods, such as online communications may be more
appropriate depending on the person’s symptoms.

Thank you for your comment.

The committee agreed that up-to-date information uses plain
language to describe ‘evidence-based content.

The committee agree that training for health and social care
professionals is important and have recommended that health
and social care providers should ensure that all staff delivering
care to people with ME/CFS should receive training relevant to
their role and in line with the guideline.

To note the training recommendations have been edited.

Thank you for your comment.

It is beyond the remit of NICE to recommend what should be
included in medical curricula.
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Comments

experiences of NHS services and negative feedback relating to
current understanding and knowledge from NHS professionals
most doctors within our locality believe ME/CFS is psychological
and patients have been forced to access private medical
treatment and diagnosis.
Through numerous conversations the group of patients that we
have worked with they have provided insight into their opinion of
underfunding for the ME/CFS conditions. They feel that
Biomedical research into ME/CFS is urgently needed to unravel
the pathophysiology and causation of ME/CFS, find reliable
biomarkers and identify accurate diagnostic tests that can be
made easily accessible in the clinical setting and to find effective
treatments. They have told us that funding for biomedical
research must be significantly increased commensurate with the
disease burden of ME/CFS (250,000 patients in the UK)
compared to other diseases such as MS. Particularly that funding
for biomedical research into ME/CFS should be increased even
further to catch up with 30 years of gross under funding and to
move forward scientific understanding, diagnosis and treatments
for people with ME/CFS.
We are concerned about the care pathway model outlined with
reliance on specialist teams because:
- The majority of existing specialist teams are not fit for
purpose because:
- Inappropriate staffing: many are led by Psychiatrists or
Psychologists instead of Physicians, Paediatricians or
General Practitioners. This is inappropriate as ME/CFS
is a complex, multi-system, chronic medical condition.
e  The majority of current specialist clinics work on the
theory of deconditioning and promote outdated and
harmful treatments (GET and CBT).
- Patients with moderate ME/CFS will struggle physically
and financially to get to specialist centres unless they
are local. In addition, patients with severe and very

Developer’s response

Thank you for your comment.

Research recommendations can only be made for where the
evidence has been searched for within the guideline. Biomedical
research was not included in the scope of this guideline as a
topic to consider, and therefore we are unable to make research
recommendations on this topic.

Thank you for your comment.

Service design

This guideline focused on clinical care and service delivery was
not included as part of the scope of the guideline and the
committee are unable to make recommendations on the design
of services.

Skills

The committee agree that training for health and social care
professionals is important and have recommended that health
and social care providers should ensure that all staff delivering
care to people with ME/CFS should receive training relevant to
their role and in line with the guideline.

To note the training recommendations have been edited.
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severe ME/CFS will require home visits and this is much
more difficult to facilitate from a regional specialist
service as opposed to a local service.

- ltis likely that specialist centres will struggle to meet the
needs of the volume of ME/CFS patients.

- Caution is required to ensure that any specialist
services empower GPs and local physicians rather than
disempower them.

We propose that:

- Any existing specialist centres staffed by psychiatrists or
psychologists as the primary staff members should be
scrapped. All specialist services must be led by
physicians, paediatricians or general practitioners with
special interest.

- Any existing specialist centres operating on the
understanding that ME/CFS is due to dysfunctional
illness beliefs and deconditioning should be scrapped.
An urgent educational campaign must be commenced
to re-educate healthcare professionals on ME, starting
with any staff who will be involved in ME services, and
including all physicians, paediatricians, general
practitioners, mental health workers (to avoid
misdiagnosis or inappropriate management),
occupational therapists, physiotherapists, nurses and
social workers.

- All Physicians, paediatricians, general practitioners and
advanced nurse practitioners, should be made
competent in diagnosing and managing ME/CFS, and
should take ownership of their ME/CFS patients

- Any specialist services should be local and community-
based with the capacity to handle the volume of
ME/CFS patients in that local area, and the ability to
perform sufficient home-visits for patients with severe
and very severe ME/CFS.

Developer’s response

Access to services

The committee agree that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments can be
difficult and in the case of people with severe or very severe
symptoms who are unable to leave their homes particularly
challenging. Home visits are used as examples of supporting
people with ME/CFS to access care. The committee note that
other methods, such as online communications may be more
appropriate depending on the person’s symptoms.

The committee agree that there is variation in the delivery of
home visits across the NHS but these recommendations will
provide equity of access for this group, particularly for people
with ME/CFS who are have difficulty or are unable to leave their
homes..

Quality and Outcomes Framework
It is beyond the remit of NICE to recommend what is included in
the Quality and Outcomes Framework.
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- Local community-based specialty services should
provide support to GPs and local physicians, should
assist in local education on ME/CFS, should give
guidance to them on treatments for symptoms of
ME/CFS or of any future treatments for ME/CFS as the
evidence emerges, and should act as facilitators for
research on ME/CFS.

- It currently says patients should have a review at least
annually (at least 6 monthly for children) & more often if
needed. Such reviews can be carried out by specialist
services or in primary care. Ideally, in primary care, this
review process should be incorporated within the annual
Quality and Outcomes Framework (QOF), thereby
incentivising GPs and primary care staff to deliver high
quality care for those patients with ME/CFS on their
practice lists.

https://primarycare.imedpub.com/developing-quality-and-

outcomes-framework-gof-indicators-and-the-concept-of-
gofability.php?aid=902

https://digital.nhs.uk/data-and-
information/publications/statistical/quality-and-outcomes-
framework-achievement-prevalence-and-exceptions-data/2019-
20

The first bullet point the word: “fatigability” (American English)
should be spelt “fatiguability” (British English) throughout the
document.

The third bullet point: “unrefreshing sleep” should be appended
with “and/or sleep disturbance”.

Rationale: “Unrefreshing sleep” alone is too specific and may
cause some people to dismiss the presence of that symptom
when their sleep is actually disturbed in other ways and may lead
to patients remaining undiagnosed. Some patients may feel
better after having slept in comparison to how they feel at the
end of the day — they may therefore not feel they have

Developer’s response

Thank you for your comment.

Terms used in the guideline

After taking into consideration the comments made by
stakeholders about the potential for misunderstanding the
committee agreed to change the following terms and hope this
has added some clarity for readers. Debilitating fatigability has
been edited to be more descriptive of the fatigue experienced by
people with ME/CFS, ‘ Debilitating fatigue that is worsened by
activity, is not caused by excessive cognitive, physical, emotional
or social exertion and is not significantly relieved by rest.
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‘unrefreshing sleep’ but still have disturbed sleep. Sleep may
also be unrefreshing without necessarily being disturbed.

We are concerned that including cognitive symptoms as a
required symptom for diagnosis may reduce sensitivity of the
diagnostic criteria. The Institute of Medicine Criteria,
International Consensus Criteria and Canadian Criteria all list
cognitive dysfunction as an optional criterion (i.e., where patients
must have a certain number of criteria from a list which includes
cognitive dysfunction).

A meta-analysis of cognitive functioning in chronic fatigue
syndrome stated that one investigation, found that 89% of
patients reported memory/concentration problems, while another
large study memory/attention deficit problems were reported by
approximately 90% of 2,073 consecutive patients. (Cockshell et
al. Cognitive functioning in chronic fatigue syndrome: a meta-
analysis. Psychol Med 2010).

This fits with our experience that although cognitive dysfunction
is very common, it is not present in all patients, and more so
some patients do not have it initially but develop it within the first
couple of years of illness.

Including cognitive function as a required criterion rather than an
optional criterion or common symptom list, may mean that 10%
of patients will remain undiagnosed.

We therefore feel that it would be better to move Cognitive
dysfunction into Section 1.2.4 ‘symptoms may also be associated
with, but are not exclusive to, ME/CFS’ or to state that for
diagnosis patients should either experience cognitive dysfunction
or orthostatic intolerance (in line with the Institute of Medicine
criteria), whilst noting that orthostatic intolerance may be present
without associated changes in blood pressure or heart rate and
should be assessed by presence of symptoms with changes in
posture, or by measurement of cerebral blood-flow if available.

Developer’s response

‘and sleep disturbance (or both)has been added to the third bullet
point.

Thank you for your comment.

The committee’s discussion of how the evidence informed the
recommendations is detailed briefly in the rationales in the
guideline and in more detail in the discussion of the evidence
sections in the Evidence review D-Diagnosis. The committee
noted that cognitive difficulties, such as brain fog, are not a
compulsory feature in the IOM, 2015 criteria but as an ‘either or’
criterion alongside orthostatic intolerance.

Based on their experience as this being one of the most
commonly reported features of ME/CFS ( as you also note in
your comment) the committee considered cognitive difficulties an
essential criterion for suspecting ME/CFS and diagnosis and
have not removed this as one of the essential criteria.
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van Campen et al. Cerebral blood flow is reduced in ME/CFS
during head-up tilt testing even in the absence of hypotension or
tachycardia: a quantitative, controlled study using Doppler
echography . Clinical Neurophysiology Practice. 2020; 5: 50-58.
https://doi.org/10.1016/j.cnp.2020.01.003

Medical education on ME/CFS has too often focussed on
controversy or debate or uncertainty. When these are mentioned
early on in education of a medical condition, healthcare
professionals unfortunately often switch off, or assume a
condition may be psychosomatic.

This guideline (and especially this context section) needs to
change that by stating the facts first. Yes, the remaining
uncertainties and the disbelief faced are important to
acknowledge, but the known facts need to be stated first to
underline to healthcare professionals that there is clear evidence
of biological pathophysiology, and how severely disabling this
condition can be, and how prevalent it is.

e.g., The context section should start with:

‘ME/CFS is a complex, chronic neurological condition affecting
multiple systems. It has considerable personal, social and
economic consequences and a serious impact on a person’s
quality of life and emotional wellbeing. It is one of the most
common causes of severe disability, more common than multiple
sclerosis. Recent data from the UK Biobank suggests that there
are over 250,000 people in England and Wales with ME/CFS,
with about 2.4 times as many women affected as men.’
Followed by the paragraph currently pg. 71 lines 20-25.

Then followed by the paragraph currently pg. 71 lines 10-14. (If
this paragraph is not moved and is kept at the beginning then it
should be put in italics or smaller font)

(Comment put forward by a medical professional with ME and
with experience working in medical education).

Developer’s response

Thank you for your comment.

The context includes background information and is not intended
to be exhaustive and sets the scene for developing the guideline.
Many of things you have listed are included and commented on
throughout the guideline and the discussions in the evidence
reviews.

To note the text ‘Myalgic encephalomyelitis is classified under
diseases of the nervous system in the SNOMED-CT UK and
ICD10 (G93.3) has been added to the context.
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Comments
Remove paragraphs 1.11.46 and 1.11.47

Rationale: there is a lack of evidence to support any claims that
CBT improves overall functioning in ME/CFS ( as outlined in pg.
34, line 5). Indeed, there is extensive survey evidence that more
patients experience a deterioration in physical functioning
following CBT, than experience an improvement in physical
functioning. There is more evidence to support that it may
improve psychological symptoms, as with patients who do not
have ME/CFS. The risk in elaborating on CBT, even when
making restrictive points about i, is that it creates the impression
that CBT is somehow of particular use to ME/CFS. ltis
questionable to use the ME/CFS guidelines to discuss nuances
of CBT while not going into similar detail in discussing other
psychological therapies.

Across 3 different patient surveys that asked people with
ME/CFS whether or not it had helped:

With regards to general health or physical health: only 6.2% -
23% stated it had helped , and 10 -26.4% deteriorated.

With regards to mental health: although 41% reported
improvement, 26.9% reported their mental health deteriorated
following CBT.

Dawes et al. (Forward ME & Oxford Brookes University).
Evaluation of a survey exploring the experiences of adults and
children with ME/CFS who have participated in CBT and GET
interventional programmes 03 April 2019

Action for ME, Big Survey:
https://www.actionforme.org.uk/uploads/images/2020/02/Big-
Survey-GET-and-GET-for-people-with-ME.pdf

Developer’s response
Thank you for your comment.

Based on the quantitative and qualitative evidence (evidence
reviews G and H) and their own experience the committee
concluded that CBT could be offered where this is appropriate
and chosen by the person with ME/CFS to help them manage
their symptoms and reduce the distress associated with having a
chronic illness. The committee concluded it was important to
accompany these recommendations with ones that set out how
CBT should be delivered for people with ME/CFS. (See evidence
reviews G and H for the evidence and the committee discussion
on these recommendations).

For this reason the recommendations you mention have not
been removed.
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Leary et al. ME Action UK. Your Experiences of ME Services.
Oct 2019. https://www.meaction.net/wp-
content/uploads/2019/10/Your-experience-of-ME-services-
Survey-report-by-MEAction-UK.pdf

Change the bullet point with the following addition:

. “can have a significant impact on people’s (and their
families and carers’) quality of life, including their activities of
daily living, family life, social life, emotional wellbeing, mental
health, work and education” Rationale: social, financial,
employment, and educational issues impact upon the physical
and psychological symptoms of many chronic health conditions,
including ME. This is evidenced by:
https://www.kingsfund.org.uk/publications/long-term-conditions-
and-mental-health

We are concerned that ‘ranging from being able to carry out most
daily activities’ downplays the functional incapacity of the
condition and is not very accurate. We have only very rarely
witnessed a patient being able to carry out most daily activities
and when those rare occasions have been a patient with a
relapsing remitting course during a short period of remission.

Developer’s response

Thank you for your comment.

The committee agree that all the issues you mention may be
affected by ME/CFS and all addressed throughout the guideline.
These are examples in this recommendation and it is not meant
to be an exhaustive list.

Thank you for your comment.

The committee agree that for everyone with ME/CFS there is an
impact on their lives. There is a wide range of impact, there are
people able to carry on some activities and they experience less
of an impact on aspects of their lives than people with substantial
incapacity and have difficulty with leaving or are unable to leave
their homes. Taking into account the range of comments from
stakeholders about the importance of representation for all
people with ME/CFS this recommendation has been reworded to
reflect the range of impact that can be experienced with ME/CFS.

The severity of the impact of ME/CFS has been recognised
throughout the development of this guideline. The scope included
people with severe and very severe ME/FCS as a population for
special consideration and each review highlighted any relevant
evidence. In addition recognising the lack of evidence NICE
commissioned a report to ensure the views of people with severe
and very severe ME/CFS were include in the guideline (Appendix
2_People with severe ME/CFS) and this was considered
alongside the other evidence by the committee.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

202 of 1342


https://www.meaction.net/wp-content/uploads/2019/10/Your-experience-of-ME-services-Survey-report-by-MEAction-UK.pdf
https://www.meaction.net/wp-content/uploads/2019/10/Your-experience-of-ME-services-Survey-report-by-MEAction-UK.pdf
https://www.meaction.net/wp-content/uploads/2019/10/Your-experience-of-ME-services-Survey-report-by-MEAction-UK.pdf
https://www.kingsfund.org.uk/publications/long-term-conditions-and-mental-health
https://www.kingsfund.org.uk/publications/long-term-conditions-and-mental-health

Stakeholder

Hope 4 ME &
Fibromyalgia
Northern
Ireland

National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Document

Guideline

Page No

004

Line No

005 - 006

10 November 2020 - 22 December 2020

Comments

Suggest rewording as: “Is a complex, chronic medical condition
affecting multiple body systems. It is classified as a neurological
condition by the WHO in ICD10. Although the details of its casual
pathway remain unclear, numerous pathophysiological
abnormalities have been found — including in the brain, immune
system, muscle, neuroendocrine system, and abnormalities in
exercise physiology which are distinct from those that are found
in deconditioning”

After line 6 insert: “The (Bio)psychosocial Hypothesis is not fit for
purpose and should be discarded. It has played a central role in
perpetuating disbelief in ME/CFS as an organic entity, and is
responsible for much of the neglect, disbelief and
mismanagement to which the ME/CFS patient community has
been subjected over the years (as acknowledged in these
guidelines).

Its basic tenet was that ME/CFS does not really exist, but instead
is a non-disease caused by a combination of faulty iliness beliefs
on the part of the patient combined with deconditioning. It totally
failed to explain the exercise pathophysiology in ME/CFS
patients (which is in contrast to deconditioning), the existence of
multiple other symptoms in addition to fatigue, the existence of
epidemics, nor the existence of the severe end of the spectrum

Developer’s response

When making the recommendations the committee considered
people with severe and very severe ME/CFS separately and
made additional recommendations where relevant.

After considering the stakeholder comments the committee have
revised the structure of the guideline highlighting the special
considerations of people with severe and very severe ME/CFS in
an individual section. The committee agreed this would ensure
that the particular needs of people with severe and very severe
ME/CFS were not hidden within the guideline and had more
emphasis.

Thank you for your comment.

There is controversy over the terms used to describe ME/CFS
and this is reflected in the stakeholder comments. After
discussing in detail the wording of this recommendation the
committee agreed not to include your suggestions. Although this
bullet point has been edited to,” and its pathophysiology remains
under investigation’ to clarify that there is not enough evidence to
make any conclusions about the pathophysiology of ME/CFS and
this is an active area of research.

Reference to the ICD10 classification has been included in the
context section of the guideline.
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of the illness. Neither did it explain why GET and CBT have failed
to cure ME/CFS patients”.

Rationale:

It is important healthcare professionals are aware ME/CFS is
classified as a neurological disorder by the WHO classification of
ME/CFS as a neurological disorder. Multiple neurological
abnormalities have been identified by studies in ME/CFS, many
of which are summarised in IACFS/ME. Chronic Fatigue
Syndrome Myalgic Encephalomyelitis Primer for Clinical
Practitioners 2014 Edition, Section 3.2 Neuroendocrine
abnormalities and Section 3.3 Brain abnormalities.

Rationale:

This has impact on patient care e.g., eligibility of patients with
chronic neurological disorders for the influenza vaccine, or the
risk group status in the Covid pandemic and the management
implications of that.

There is widespread misunderstanding about ME/CFS: A survey
of trainee physicians in the northwest of England found '82% of
the 44 respondents, believed ME to be at least in part
psychological or psycho-somatic, with only 9% understanding
that ME is a real, physical illness'. https://bit.ly/2yFAtY8

The guideline needs to clearly address and dismiss the
hypothesis of ME/CFS being caused by dysfunctional iliness
beliefs and deconditioning, and it needs to make it clear that it is
an organic disease. Not only is this needed to correct
misinformation, but it is also needed to ensure that those
involved in specialist teams treating ME/CFS or consulted for
safeguarding cases have an up-to-date evidence-based
understanding of ME/CFS i.e., that it is an organic disease and
not a psychosomatic condition.

Hope 4 ME & Guideline 004 010 - 011 | We are concerned that ‘in its most severe form it can lead to Thank you for your comment.

Fibromyalgia substantial incapacity’ downplays that level of incapacity at mild
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and moderate forms — even mild ME requires a ‘significant
reduction’ to engage in activities from pre-illness levels. (or a
reduction in at least 50% of functional capacity in some other
criteria) which most people would term ‘substantial’. ME of all
severity levels was found to have worse quality of life compared
to many medical conditions including multiple sclerosis and lung
cancer.

Lacerda et al. The Functional Status and Wellbeing of People
with Myalgic Encephalomyelitis/ Chronic Fatigue Syndrome and
their Carers. BMC Public Health. May 201111:402

We believe that there needs to be some mention that ME/CFS
can occasionally be fatal. This is an extremely important point
regarding the severity and prognosis of the disease that the
majority of clinicians are unaware of. There were 88 deaths
between 2001-2016 in England and Wales which were partly or
fully attributable to ME/CFS (Shepherd & Chaudhury 2019)
Change bullet point with the additional words:

“involve family members and carers (as appropriate) in
discussions and care planning if the person with ME/CFS
chooses and consents to include them”.

Rationale and evidence:

Important to acknowledge individual’s right to consent to sharing
of their information with others, by recognising the appropriate
regional Mental Capacity Acts, e.g. - Mental Capacity Act
(Northern Ireland) (2016) Acts of the Northern Ireland Assembly.
https://www.legislation.gov.uk/nia/2016/18

Adding an additional bullet point at end:

. Utilising alternative child-friendly, age-appropriate,
communication techniques, tools and aids.

Rationale: to enable understanding and communication between
the child, parent, family/carer and the healthcare professional.

Developer’s response

The committee agree that for everyone with ME/CFS there is an
impact on their lives. There is a wide range of impact, there are
people able to carry on some activities and they experience less
of an impact on aspects of their lives than people with substantial
incapacity and have difficulty with leaving or are unable to leave
their homes Taking into account the range of comments from
stakeholders about the importance of representation for all
people with ME/CFS this recommendation has been reworded to
reflect the range of impact that can be experienced with ME/CFS.

Thank you for your comment.

The committee agree that the issue of consent and choice is
fundamental to patient care. At start of the guideline the guideline
links to the NICE page on ‘Making decisions about your care’ this
underpins the importance of people being involved in making
choices about their care and shared decision making. The
importance of choice and person/child centered care is directly
reinforced in the guideline sections ‘approach to delivering care’
and ‘assessment and care planning’. It is made clear that the
person with ME/CFS is in charge of the aims of their care and
support plan and that they can withdraw or decline from any part
of their care and support plan without it affecting access to other
aspects of their care.

Thank you for your comment.

Communication methods is addressed later in the information
and support section of the guideline and includes the points you
make.
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We are concerned that putting emotional wellbeing first on the list
of what symptoms may affect, could add to the stigma and now
disproven theories of a psychological aetiology for ME. We
would prefer if it could be placed later in the list.

Change to ‘Neurological symptoms such as photophobia, noise
sensitivity, dizziness, ataxia, fasciculations, double vision and
other visual disorders.’

We are concerned that only mentioning postural orthostatic
tachycardia syndrome (POTS) and postural hypotension may
mean that other forms of orthostatic intolerance are missed e.g. a
study has now shown that even in patients with ME who did not
meet the criteria or POTS or postural hypotension, they still had
a significant reduction in cerebral blood flow compared to
controls — most clinicians will not be aware of the possibility that
ME patients may still be experiencing orthostatic intolerance
without objective changes in blood pressure or heart rate. We
would be keen for wording to be changed to state something to
the effect of:

‘orthostatic intolerance, including but not limited to POTS and
postural hypotension — NB. Orthostatic intolerance may be
present even without significant postural changes in heart rate or
blood pressure).’

Developer’s response

In addition the committee noted that the Royal College of
Paediatrics and Child Health have developed the ‘ Being Me’
resources, with input from children and young people, to aid their
communication with health professionals and have referenced
these in Evidence review C-access to care to support readers of
the guideline.

Thank you for your comment.

After considering the stakeholder comments the beginning of this
recommendation has been edited to

‘including activities of daily living, mobility, the ability to interact
with others and care for themselves and emotional wellbeing’ to
match recommendation 1.1.1 describing the impact of ME/CFS.
Thank you for your comment.

These are examples in the recommendations and as with any list
of examples these cannot be exhaustive for this reason your
suggestions have not been added.

Thank you for your comment.

These are examples in the recommendations and as with any list
of examples these cannot be exhaustive for this reason your
suggestions have not been added.
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van Campen et al. Cerebral blood flow is reduced in ME/CFS
during head-up tilt testing even in the absence of hypotension or
tachycardia: a quantitative, controlled study using Doppler
echography . Clinical Neurophysiology Practice. 2020; 5: 50-58.
https://doi.org/10.1016/j.cnp.2020.01.003

Add: ‘intermittent paralysis’ to the end of the point

We are extremely glad to see this included raising awareness of
the realities of severe/ very severe ME and their needs

Very glad to see this included. Patients with severe / very severe
ME often suffer with social care where there is a frequent
changeover of staff — we hope this will encourage awareness
amongst carer agencies or the importance of prioritising a small
number of regular carers to patients with severe or very severe
ME as much as this is feasible.

Change bullet point with the additional words:

“For people with very severe ME/CFS, involve family members
and carers (as appropriate) in discussions and care planning if
the person with ME/CFS chooses and consents to include them”.
Rationale and evidence:

Important to acknowledge individual’s right to consent to sharing
of their information with others, by recognising the appropriate
regional Mental Capacity Acts, e.g. - Mental Capacity Act
(Northern Ireland) (2016) Acts of the Northern Ireland Assembly.
https://www.legislation.gov.uk/nia/2016/18

Developer’s response

Thank you for your comment.

These are examples in the recommendations and as with any list
of examples these cannot be exhaustive for this reason your
suggestions have not been added.

Thank you for your comment.

Thank you for your comment.

Thank you for your comment.
‘if appropriate’ has been added to the recommendation.

The committee agree that the issue of choice is fundamental to
patient care. At start of the guideline the guideline links to the
NICE page on ‘Making decisions about your care’ this underpins
the importance of people being involved in making choices about
their care and shared decision making. The importance of
choice and person centered care is directly reinforced in the
guideline sections approach to delivering care and assessment
and care planning. It is made clear that the person with ME/CFS
is in charge of the aims of their care and support plan and this
applies to all the recommendations in the guideline.
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We are concerned that the word ‘choice’ implies a personal
preference rather than stated requirements as a result of the
post-exertional exacerbation of symptoms they will endure if their
requirements aren’t met. Suggest rewording to ‘at a level they
can manage’

Change to ‘need careful physical contact when supported with
activities of daily living, taking into account possible sensitivity to
touch, and heightened sensory responses to noise, light and
chemicals, which may require lights to be dimmed, others to
speak softly and to avoid wearing toiletries or using household
products with strong smells’

We are concerned that there is no mention of the comorbidities in
which ME/CFS is more prevalent. This is vital to include, given
the percentage of patients with ME/CFS undiagnosed is
estimated to be 84-91% (Institute of Medicine 2015 report:
Beyond Myalgic Encephalomyelitis / Chronic Fatigue Syndrome)
and misdiagnosis rates as high as 68% (Johnston et al.
Epidemiological characteristics of chronic fatigue
syndrome/Myalgic encephalomyelitis in Australian patients.
Clinical Epidemiology. 17 May 2016. 2016(8)p97-107.)

Reducing undiagnosis and misdiagnosis rates are vital given that
exercise is a beneficial treatment for so many other conditions
(which may be a comorbidity in an undiagnosed/misdiagnosed
patient or may be the misdiagnosis) but can be harmful in
patients with ME.

e.g., we have noticed that many patients given a diagnosis of
fibromyalgia, either don’t actually meet the diagnostic criteria for

Developer’s response

This is followed by a link to ‘Making decisions using NICE
guidelines’ and this explains how we use words to show the
strength (or certainty) of our recommendations, and has
information about prescribing medicines (including off-label use),
professional guidelines, standards and laws (including on
consent and mental capacity), and safeguarding.

Thank you for your comment.

Choice here indicates that it is the person with ME/CFS that
makes the decision about what level of interaction is appropriate
for them. For this reason your suggestion has not been added.

Thank you for your comment.
Hypersensitivity is included in the previous recommendations on
symptoms people with ME/CFS may experience.

Thank you for your comment.

The managing co-existing conditions of section of the guideline
raises awareness that other conditions may commonly coexist
with ME/CFS and these should be investigated and managed in
accordance with best practice. This section also lists related
NICE guidelines and recommends the section on principles of
care for people with ME/CFS, section on access to care and the
energy management recommendations should be take into
account when managing coexisting conditions in people with
ME/CFS.

The discussion section of Evidence review D- Diagnosis includes
a list conditions that commonly occur in people with ME/CFS and
has the examples you have listed.
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Stakeholder | Document Page No | Line No (ST PERTRIEIEETS NPz
fibromyalgia but do meet the criteria for ME, or they meet the
criteria for both, but their ME is not diagnosed. These patients
are given physical activity advice to manage their fibromyalgia
which is inappropriate for someone who also has ME and causes
a deterioration in their ME.

We believe the following need to be included:

1. Common comorbidities & those which a diagnosis of
ME/CFS should prompt consideration of e.g. The Royal
College of General Practitioners Toolkit for Ehlers
Danlos Syndrome (EDS) states that a diagnosis of
ME/CFS should prompt consideration of hypermobile
EDS/Hypermobile Spectrum Disorder, Mast Cell
Activation Syndrome and Postural Orthostatic
Tachycardia Syndrome or other forms of dysautonomia)

2. Conditions which should prompt consideration of
diagnosis of ME/CFS (e.g., EDS, fibromyalgia etc.) (Nb
lists 1 & 2 could be combined as conditions that when
diagnosed should prompt consideration of a diagnosis
of ME/CFS and vice versa)

3. Conditions which ME/CFS is commonly misdiagnosed
as e.g., mood disorders, medical unexplained
symptoms, functional neurological disorder,
fibromyalgia. With guidance on how to differentiate
between them such as given in the Overview of the
Canadian Consensus Document on pg. 9. (A Clinical
Case Definition and Guidelines for Medical Practitioners
An Overview of the Canadian Consensus Document.
ISBN: 0-9739335-0-X. Pg. 9)

Conditions commonly misdiagnosed as ME/CFS i.e., conditions
which investigations should be undertaken to exclude (e.g., as
listed in IACFS/ME. Chronic Fatigue Syndrome Myalgic
Encephalomyelitis Primer for Clinical Practitioners 2014
Edition,p.14-16
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We are concerned that no effort at all is made in this guideline to
address the fact that ME is often triggered by a viral or other
infection, and the importance of identifying and treating these
infections quickly. For best effect, treatment needs to be started
within the first 6 weeks, yet the NHS currently neither tests for
nor treats infections in suspected ME/CFS.

We suggest adding the following:

“Comprehensive testing to identify viral and other infections
should not wait until the diagnosis of ME is confirmed after 3
months of symptoms but should be done immediately. With
effective treatment, long term sequelae might be greatly reduced,
or avoided altogether.

Particular attention should be paid to infection aspects in the

history, and these should be recorded in the patients’ case notes.

For example, fevers, night sweats, rashes, lymphadenopathy,
joint pain and swelling. The progression of disease in relation to
these symptoms should be recorded and their relationship with
laboratory diagnosed infections, vaccinations, and known
exposures to other persons with known infections.

We would recommend that the ME Infection Screen be
performed immediately upon suspicion of ME/CFS, or any
presentation with significant fatigue. This should be done by the
local ME/CFS service if referral to an Infectious Diseases
specialist would introduce unacceptable delay. The ME Infection
Screen should look for:

- Enteroviruses, especially Coxsacchie B — by PCR on faeces
specimen.

- Herpes viruses, including Epstein Barr virus (EBV),
Cytomegalovirus (CMV), Human Herpes Virus 6 (HHV-6)

- by serology and quantitative PCR on blood.

- Polioviruses — by PCR on relevant body fluid.

- Parvovirus B19 — by serology and PCR on blood.

- Adenoviruses — by serology and PCR on blood.

Developer’s response

Thank you for your comment.

The committee discussed the inclusion of trigger events when
suspecting ME/CFS but decided not to include reference to this
as it is not clear what causes ME/CFS and the inclusion of any
examples of triggers may be taken as an absolute list. The
context section notes that in many cases, symptoms are thought
to be triggered by an infection.

Throughout the guideline the committee have recommended
carrying out investigations to exclude other diagnoses. The
committee have now included examples of investigations that
might be carried out. The examples are not intended to be an
exhaustive list and the committee note that any decision to carry
out investigations is not limited to this list. They emphasise the
importance of using clinical judgment when deciding on
additional investigations.
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- intra-cellular organisms such as Borrelia (Lyme), Chlamydia,
Mycoplasma and Rickettsia (see below).

The International Consensus Primer provides guidance on
infection and immunological testing on page 11. These tests
should be made routinely available on the NHS.
http://bit.ly/IntConsPrimerME2012

Other tests to include are:

- VP1 for enterovirus

- antibodies to EBV dUTPase and DNApol

- EBV induced gene 2 (EBI2), which is upregulated in peripheral
blood mononuclear cells (PMBC).

Treatments such as valacyclovir and valganciclovir should be
made available to treat EBV and other herpes viruses.”

The purpose of including psychological wellbeing assessment in
the components of an assessment when suspecting ME/CFS is
unclear and will be misinterpreted by many healthcare
professionals as meaning there is a psychological component to
ME/CFS (other than the psychological impact of living with any
chronic disabling medical condition). This is especially important
given there has been so much misunderstanding of ME/CFS and
a history of mislabelling it as a psychiatric condition or as
medically unexplained symptoms.

If the reason for including this here had been to assess for
psychological impact of living with a chronic disabling illness,
then it needs to very clearly state that (and it might be better to
remove it from this section into the management section.)

If the reason for including this here is to consider a mood
disorder or other psychological disorder as an alternative cause
for symptoms, then it needs to clearly state that, and it also

needs to give clear guidance on differentiating between ME/CFS,

a mood disorder, and ME/CFS with a secondary mood disorder,
as patients with ME/CFS can score highly on many effects of
ME/CFS can be misinterpreted as being due to a mood disorder

Developer’s response

Thank you for your comment.

The committee note that the assessment recommended
describes the routine examinations and assessments when a
patient has an undiagnosed iliness. At this stage the person has
not been diagnosed with ME/CFS or any other condition and as
you comment it is important to investigate the possibility of other
diagnosis and co-existing conditions.

Psychological wellbeing has been edited to, ‘an assessment of
the impact of symptoms on psychological and social wellbeing’
to clarify this assessment.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory
committees

211 of 1342


http://bit.ly/IntConsPrimerME2012

Stakeholder

Hope 4 ME &
Fibromyalgia
Northern
Ireland

National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Document

Guideline

Page No

008

Line No

009

10 November 2020 - 22 December 2020

Comments

when they aren’t e.g. feeling tired, not doing usual activities,
withdrawing from social activities (due to their energy
requirements), appetite changes, changes in appearance (due to
energy involved) etc. There needs to be clear guidance that
certain components of normal assessments for mood disorders
such as the aforementioned cannot be relied upon in patients
with ME/CFS. In addition, the response to physical activity is a
very helpful point to assist healthcare professionals in
differentiating between a mood disorder being the primary cause
of symptoms as opposed to ME/CFS i.e., patients with ME/CFS
will get worse with increased physical activity, whereas patients
with mood disorders will get better with increasing physical
activity. Many healthcare professionals are unaware of this,
reflected in the significant rates of misdiagnosis of ME as a mood
disorder and vice versa. Information included in the Canadian
ME Overview would be helpful to include to guide clinicians in
differentiating between ME and a mood disorder or somatoform
disorder:

Caruthers, van de Sande. Myalgic Encephalomyelitis/Chronic
Fatigue Syndrome:

A Clinical Case Definition and Guide Pg. 9 Differences Between
ME/CFS and Psychiatric Disorders

Given the significant rates of misdiagnosis of ME/CFS, there
needs to be guidance given on what investigations should be
used (both those to be routinely used and those to be considered
but not used in all patients). There also needs to be guidance on
differential diagnosis, and that where a differential diagnosis is
confirmed, it should be considered whether it fully explains the
symptoms or whether ME/CFS may be present as well. (i.e., as
opposed to stating that certain differential diagnosis would
exclude a diagnosis of ME, where it is possible for a patient to
have both conditions)

Studies looking at misdiagnosis rates:

Developer’s response

Thank you for your comment.

Throughout the guideline the committee have recommended
carrying out investigations to exclude other diagnoses. The
committee have now included examples of investigations that
might be carried out. The examples are not intended to be an
exhaustive list and the committee note that any decision to carry
out investigations is not limited to this list. They emphasise the
importance of using clinical judgment when deciding on
additional investigations.

The managing co-existing conditions of section of the guideline
raises awareness that other conditions may commonly coexist
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1. The Newcastle NHS Chronic Fatigue Syndrome Service:

not all fatigue is the same - J R Coll Physicians

Edinb 2010; 40:304—7 - J L Newton, H Mabillard, A Scott, A
Hoad, G Spickett

2. Alternative diagnoses to Chronic Fatigue Syndrome in
referrals to a specialist service: service evaluation survey - JRSM
Short Rep Jan;3(1):4. Epub 2012 Jan 12. - Anoop
Devasahayam, Tara Lawn, Maurice Murphy, Peter D White

Investigations in the work-up for ME/CFS included in other
guidelines:

IACFS/ME. Chronic Fatigue Syndrome Myalgic
Encephalomyelitis Primer for Clinical Practitioners 2014 Edition,
Section 4.3

Caruthers, van de Sande. Myalgic Encephalomyelitis/Chronic
Fatigue Syndrome:

A Clinical Case Definition and Guidelines for Medical
Practitioners An Overview of the Canadian Consensus
Document. ISBN: 0-9739335-0-X. Pg. 8-9

‘specific onset’ — we are concerned that although the majority of
patients have an acute onset e.g., after an infective iliness, there
are a proportion of patients who have a gradual onset of ME and
who may be missed by these diagnostic criteria. For example,
Appendix 2 (Involving adults with Severe ME/CFS Symptoms...)
Pg. 7 lines 41-42 state that the survey of patients with severe
ME/CFS that you commissioned found that 1/3 of patients who
responded had a gradual onset.

We are very glad to see the encouragement to not delay
diagnosis or advice on symptom management. We know that
many patients have had delayed diagnoses and delay in
receiving appropriate management advice and have suffered and
had worse long-term outcomes as a result.

Developer’s response

with ME/CFS and these should be investigated and managed in
accordance with best practice. This section also lists related
NICE guidelines and recommends the section on principles of
care for people with ME/CFS, section on access to care and the
energy management recommendations should be take into
account when managing coexisting conditions in people with
ME/CFS.

In addition, the committee discuss misdiagnosis in the discussion
section of Evidence review D- Diagnosis and include a list of
differential diagnosis and conditions that commonly occur in
people with ME/CFS.

Thank you for your comment.

After considering the stakeholder comments this bullet point has
been deleted. On reflection the bullet point above in
recommendation 1.2.4,” the person’s ability to engage in
occupational, educational, social or personal activities is
significantly reduced from pre-iliness levels’ indicates that the
symptoms have developed and have not always been present
covering that the symptoms are not lifelong. This now includes
the cohort of people who develop symptoms gradually
sometimes over months or even years.

Thank you for your comment.

Based on the qualitative evidence and their experience the
committee agree it is important that people with this combination
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This new advice will allow appropriate advice to be given even
while investigations are ongoing, ensuring patients get
appropriate advice earlier and are less likely to be harmed by
inappropriate early self-management.

We are concerned that there is not enough guidance given on
what alternative diagnoses should be looked into because
studies have shown that a significant proportion of patients who
were given a diagnosis of ME were misdiagnosed. Any list of
alternative diagnoses should clarify that presence of an
alternative diagnosis does not necessarily exclude a diagnosis of
ME, but consideration should be given as to whether the other
diagnosis fully explains the patients ME-like symptoms, or
whether they may have both conditions. We have observed that
many patients have undiagnosed comorbidities of conditions
more prevalent in the ME/CFS patient population, and likewise
many patients with these comorbidities have undiagnosed
ME/CFS. We therefore believe it would be helpful to include a
list of conditions which have a higher prevalence in patients with
ME/CFS such as dysautonomia, hypermobile spectrum disorder

Developer’s response

of symptoms are given advice that may prevent them getting
worse as early as possible.

After considering the range of stakeholder comments on the
committee agreed to make some edits to the recommendations
on suspecting and diagnosing ME/CFS. In summary the edits
are:

o The committee agreed the term ‘provisional
diagnosis’ was confusing while waiting for the
results of any assessments to exclude other
conditions before diagnosis at 3 months. This
section now focus solely on suspecting ME/CFS.
Diagnosis is now introduced at 3 months.

o Therisks of early diagnostic labelling, the
committee agreed that people with suspected
ME/CFS could be give advice without the need to
be told they have a provisional diagnosis.

These edits do not change the recommendations that people
with suspected ME/CFS should be given advice in section 1.3.
Thank you for your comment.

Throughout the guideline the committee have recommended
carrying out

investigations to exclude or identify other diagnoses. The
committee have now included examples of investigations that
might be carried out. The examples are not intended to be an
exhaustive list and the committee note that any decision to carry
out investigations is not limited to this list. They emphasise the
importance of using clinical judgment when deciding on
additional investigations.

The discussion section of Evidence review D- Diagnosis includes
a list of differential diagnosis and conditions that commonly occur
in people with ME/CFS includes the examples you have listed.
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and Ehlers Danlos Syndrome, fibromyalgia, mast cell activation
syndrome.

Implies not all patients will receive input from secondary care,
which seems to contradict pg. 11 lines 7-8

We are concerned that patients can still do too much activity
whilst simply being told to ‘not use more energy than they
perceive they have’. The issue with post-exertional malaise is
that symptoms triggered by exertion can be delayed by up to 7
days (average 24-72 hours). If patients are not also made aware
of this & advised to monitor their symptoms and activities &
notice if any activities are causing their symptoms to get worse
24-72 hours later, they may feel like they have enough energy to
do the activity at the time and may feel like their symptom
exacerbation 24-72 hours later is random. (It is not logical to
assume that symptoms exacerbation could be due to activity 24-
72 hours earlier being too much exertion for your current limits,
when you felt fine at the time.)

Developer’s response

Thank you for your comment.

This recommendation refers to specialists where there is
uncertainty in interpreting the signs and symptoms and the
potential another condition may be the cause. The diagnosis
section is clear as you say that all people should be referred to a
ME/CFS specialist team for confirmation of the diagnosis and
development of the care and support plan.

The committee have added ME/CFS to specialist team where
this is relevant to make this clearer.

Thank you for your comment.

After considering the range of stakeholder comments the
committee agreed that this concept and energy envelope might
not always be appropriate when suspecting ME/CFS. They
acknowledged that some people with suspected ME/CFS may
not be diagnosed with ME/CFS and information on pem and
energy limits* may not be helpful. At such keeping a diary at this
stage may not be appropriate. The committee amended the
recommendation to advise people to manage their daily activity
and not push through symptoms.

The committee discussion in Evidence review E-strategies pre
diagnosis sets out the rationale for the committee’s decision
making for people with suspected ME/CFS. In reference to your
comment they note there is a lack of evidence to support that
advice to rest prevents deterioration and improves prognosis in
people with suspected ME/CFS, but they agreed the advice
would not be harmful in the short term. The committee agreed it
is important to consider that people that are suspected of
ME/CFS but not diagnosed with ME/CFS may follow this advice
and this advice would not result in harm to anyone. As you note
the committee recommend a personalised approach and this
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Change “to rest as they need to” to “to rest and sleep as they
need to”

Add to the sentence:

“Diagnose ME/CFS in a child, young person or adult who has the
symptoms in recommendation 1.2.3 that have persisted for 3
months, after excluding other possible causes for their
symptoms.”

Rationale: It is very important to rule out other pathologies as
there is currently no diagnostic test for ME/CFS.

Change sentence to:

“After diagnosis, refer adults to a Physician or General
Practitioner trained in managing ME/CFS to develop a
management plan. Referral to a Psychiatrist is not appropriate in

Developer’s response

would include discussing with the person with suspected
ME/CFS about how much rest is appropriate.

*After taking into consideration the comments made by
stakeholders about the potential for misunderstanding the
committee agreed to edit energy envelope to use energy limits
Thank you for your comment.

The committee discussion in Evidence review E-strategies pre
diagnosis sets out the rationale for the committee’s decision
making for people with suspected ME/CFS. In reference to your
comment they note there is a lack of evidence to support more
detailed recommendations on rest and sleep in people with
suspected ME/CFS, but they agreed the advice on rest would not
be harmful in the short term before diagnosis. In addition
committee note that it is important to consider that people that
are suspected of ME/CFS but not diagnosed with ME/CFS may
follow this advice and this would not cause harm to anyone.

Section 1.12 recommendations on rest and sleep management
are for people that have been diagnosed with ME/CFS and as
such are more detailed.

Thank you for your comment.
This wording has been added.

Thank you for your comment.
The committee agreed this addition was not necessary as it is
clear in the recommendation that people are referred to a
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Comments

ME/CFS unless there is a psychiatric comorbidity, as ME/CFS is
not a mental health issue.”

We are concerned about the care pathway model outlined with
reliance on specialist teams because:

- The majority of existing specialist teams are not fit for
purpose because:

- Inappropriate staffing: many are led by Psychiatrists or
Psychologists instead of Physicians, Paediatricians or
General Practitioners. This is inappropriate as ME/CFS
is a complex, multi-system, chronic medical condition.

- The majority of current specialist clinics work on the
theory of deconditioning and promote outdated and
harmful treatments (GET and CBT).

- Patients with moderate ME/CFS will struggle physically
and financially to get to specialist centres unless they
are local. In addition, patients with severe and very
severe ME/CFS will require home visits and this is much
more difficult to facilitate from a regional specialist
service as opposed to a local service.

- ltis likely that specialist centres will struggle to meet the
needs of the volume of ME/CFS patients.

- Caution is required to ensure that any specialist
services empower GPs and local physicians rather than
disempower them.

We suggest adding the following points before current point
1.5.1:

‘Specialist services should be localised services and led by
physicians, paediatricians and general practitioners.

Developer’s response

ME/CFS specialist team for development of their care and
support plan.

Management plan has been edited to ‘care and support plan’ in
line with personalised care and support plans
https://www.england.nhs.uk/ourwork/patient-participation/patient-

centred/planning/.)

Thank you for your comment.

Service design

This guideline focused on clinical care and service delivery was
not included as part of the scope of the guideline and the
committee are unable to make recommendations on the design
of services and have not added your suggestion.

Skills

The committee agree that training for health and social care
professionals is important and have recommended that health
and social care providers should ensure that all staff delivering
care to people with ME/CFS should receive training relevant to
their role and in line with the guideline.

To note the training recommendations have been edited.

MDT composition

The committee were unable to draw conclusions about the
specific composition of a multidisciplinary team based on the
evidence but they agreed that good care for people with ME/CFS
results from access to an integrated team of health and social
care professionals that are trained and experienced in the
management of ME/CFS. In addition, the committee discussed
the value of naming which professionals should be in a team and
as you comment no list is ever satisfactory or agreed.
Accordingly the committee recommended and described the
expertise that should be available to a person with ME/CFS (see
Evidence review | _Multidisciplinary care)
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Clinics currently led by psychiatrists or psychologists or basing
treatment on a theory of dysfunctional illness beliefs and
deconditioning should be abolished. (Psychologists could be
part of a team in specialist ME services where they provide
psychological support to any patients who are struggling with
living with a chronic disabling illness only).

All specialist teams should include a doctor and an occupational
therapist. Early occupational therapy home assessment and
support is vital. Patients often also need:

e  district or community nurse input to enable procedures
to be carried out at home,
social care,
physiotherapy,
dietetic support,
psychological support and

e home visits by their doctor.
All of these should be available at home should the patient
require e.g., in severe and very severe ME/CFS.
Every patient should have a designated case worker from the
local ME/CFS service responsible for being the patients first point
of contact and for co-ordinating all their health and social care
needs — this should aim to reduce the exertion required by the
patient by reducing phone calls and should enable a case worker
to ensure the patients appointments are spaced out in a way they
can manage e.g. some patients may benefit most from having
appointments spaced out with weeks in-between, other patients
may find it easier to have two appointments together rather than
two separate trips to a clinic.’

Developer’s response

The committee note that throughout the guideline there is
reference to where access to the expertise in a ME/CFS
specialist team is appropriate, including confirming diagnosis,
developing a care and support plan and supervision for the
management of some symptoms.

After considering stakeholder comments about the requirement
for medical expertise input into the care of people with ME/CFS
the committee agreed to replace the term 'a comprehensive
clinical history' in 1.2.2 with 'a medical assessment in the
recommendations on suspecting ME/CFS, assessment and care
and support planning and multidisciplinary care. This would
typically require access to a ME/CFS specialist physician or a GP
with a special interest in ME whilst not excluding a role for the
highly trained ME/CFS advanced practitioner.

Named contact

This section of the guideline includes a recommendation that
people with ME/CFS have a named contact to coordinate their
management plan, help them access services and support them
during periods of relapse.

Access to services

The committee agree that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments can be
difficult and in the case of people with severe or very severe
symptoms who are unable to leave their homes particularly
challenging. In the guideline home visits are used as examples of
supporting people with ME/CFS to access care. The committee
note that other methods, such as online communications may be
more appropriate depending on the person’s symptoms.
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Comments

We believe it may be helpful to include in the management plan
accessibility requirements for accessing healthcare — both
outpatient and hospital stays. E.g., pg. 19 lines 17-19 says the
management plan should be referred to, but there has been
nothing noted here to state the management plan should include
those accessibility details. E.g., we have patients who are
bedbound who repeatedly struggle to get district nurse services
each time their bloods need taken, and in one case being told the
GP has said the district nurse can’t take their bloods as they
were ‘too young’ and ‘the district nurses were only for cancer
patients’. We have many patients who frequently do not access
primary care services when required because the only way they
can be accessed is through trying to get through on the phone for
45 minutes (potentially for more than one day in a row, as
frequently by the time one gets through, the phone calls or
appointments are all gone, and they are told to phone again the
next day. Many patients, especially with severe ME do not have
the reserve to do this and may have no one to ask to do it on
their behalf (or not want to ask those caring for them when they
are already having to do so much).

Developer’s response

In addition the access to services section of the guideline
recommends that the timing, length and frequency of
appointment should be adapted to the person’s needs.

Meeting the needs of the volume of ME/CFS patients

The committee agree that there is variation in the delivery of
some of the recommended services across the NHS. There are
areas that may need support and investment to allow access to
services. This guideline highlights areas where the specialist
team should focus on (e.g. assessment. and development of a
care plan) and those areas that should be done in primary care
(e.g. initial diagnosis and review).

Thank you for your comment.
A link to the section on access to care has been added to the
support for activities of daily living bullet point.
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It would be helpful if the information in the personal management
plan (which is updated at least annually) could be used as
evidence for PIP / DLA /ESA. Many patients are reliant on these
benefits and a high proportion face mandatory reconsideration
and appeals which can take up 6-12 months every few years and
cause a high amount of stress and relapse in the patient’s
ME/CFS. Having documented evidence to submit with
applications vastly increases the chance of being awarded the
correct points first time. However, the guidelines for the benefits
state that the healthcare professionals should only use pre-
existing records and previous appointments to base any
evidence they provide on, and in the majority of cases healthcare
professionals have never asked patients about the aspects of
functioning mentioned in the descriptors in the benefit
applications — patients are therefore stuck in a ‘catch 22’ where it
is extremely difficult to get the evidence which would support
their case and reduce the chances of them needing to go through
mandatory reconsideration (MR) or appeal and the relapse that
causes to their ME/CFS.

The suggested content of the management plan will provide a
record of how the patient is meeting many of the descriptors and
could be further clarified to aid patients significantly in their
applications at minimal extra time to healthcare professionals
(and likely saving time in the long run as decreased relapses as
a result of MRs and appeals is likely to lead to decreased
healthcare encounters. e.g., information and support needs
could specifically include reading, writing understanding speech
and speaking; support for activities of daily living could be
specified to include washing, dressing, meal preparation and
eating; mobility aids and adaptations could be specified to
include distance able to mobilise without a wheelchair etc and
adapting to be in line with the benefit application descriptors e.g.
can it be done as regularly as reasonably required, taking under

Developer’s response

Thank you for your comment.
NICE does not have a remit to recommend the documentation
used for benefit applications.
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2 x the length of time it would take a normal person and without
triggering symptoms or causing harm.

Change bullet point with the following additions:

“current and past experiences of medicines (including tolerance,
sensitivities and allergies), vitamins and mineral supplements,
over the counter medications and recreational drugs.”

We believe it would be beneficial add in here ‘warning signs &
triggers of flares & how to manage them’. It is currently included
as part of the Therapy Blueprint plan such as would be
completed by a CBT therapist. However, we believe that this is
part of management of the condition for all patients with ME/CFS
(i.e., not just those requesting psychological support for the
effects of living with chronic iliness) and that it is inappropriate
placing it within a Therapy Blueprint as it is not related to
psychological stress of living with a chronic illness.

Glad to see access to shopping and cooking mentioned
alongside dietary assessment — there are many patients with
ME/CFS who struggle to access food and for whom this is not
picked up by healthcare professionals. There are also many
patients who meet criteria for referral to a dietitian and who would
benefit from this but have missed out as it is not asked about,
and the patients do not know to ask for it.

We are very glad to see this mentioned, yet aware it was also
recommended in the previous guidelines yet rarely observed in
practice. Are there ways to encourage awareness and
compliance?

Change bullet point with the additional words:

“involve family members and carers (as appropriate) in
discussions and care planning if the person with ME/CFS
chooses and consents to include them”.

Rationale and evidence:

Developer’s response

Thank you for your comment.

These are examples in the recommendations and as with any list
of examples these cannot be exhaustive for this reason your
suggestions have not been added.

Thank you for your comment.
The bullet point links to the flare up and relapse section where
there is further detail.

A therapy blueprint is CBT tool which summarises the work a
therapist and patient have completed together. The definition
describes examples of strategies that may have been useful for
the purpose of explaining these would be included in the
blueprint.

Thank you for your comment and information.

The section on dietary management and strategies provides
further information on dietary strategies.

Thank you for your comment.

The recommendations in the guideline reflect best practice and
the committee hope the guideline will raise awareness about the
optimal care for people with ME/CFS and be resource to aid
implementation.

Thank you for your comment.

The committee agree that informed consent is fundamental to
patient’s decision making and at start of the guideline the
guideline links to the NICE page on ‘Making decisions about your
care’ this underpins the importance of people being involved in

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

221 of 1342



Stakeholder

Hope 4 ME &
Fibromyalgia
Northern
Ireland

Hope 4 ME &
Fibromyalgia
Northern
Ireland

National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Document

Guideline

Guideline

Page No

013

014

Line No

012-013

030 - 031

10 November 2020 - 22 December 2020

Comments

Important to acknowledge individual’s right to consent to sharing
of their information with others, by recognising the appropriate
regional Mental Capacity Acts, e.g. - Mental Capacity Act
(Northern Ireland) (2016) Acts of the Northern Ireland Assembly.
https://www.legislation.gov.uk/nia/2016/18

Suggest adding in additional point:

Where possible the management plan should be inputted into an
ME/CFS Healthcare Passport, especially for people with severe
or very severe ME/CFS.

Evidence to support healthcare passports: e.g.
https://www.england.nhs.uk/6cs/wp-
content/uploads/sites/25/2015/03/healthcare-passport.pdf and
https://www.familysupportni.gov.uk/Content/uploads/userUploads

[Hospital%20Passport%20Electronic%20Form.pdf

We are very glad to see the recognition that severe or very
severe ME/CFS patients will usually require home visits. They
very rarely get to see either primary care or secondary care
services face-to-face due to lack of awareness of this need.
They usually either go without or endure relapses for weeks after
the appointment because of the exertion and level of stimuli
involved in attending an appointment.

We are concerned that the phrasing ‘may be self-managed’
minimalizes the significant difference that appropriate
pharmacological management where appropriate can make to
some of the symptoms of ME such as orthostatic intolerance,

Developer’s response

making choices about their care and shared decision making.
This is followed by a link to ‘Making decisions using NICE
guidelines’ and this explains how we use words to show the
strength (or certainty) of our recommendations, and has
information about prescribing medicines (including off-label use),
professional guidelines, standards and laws (including on
consent and mental capacity), and safeguarding.

‘As appropriate’ reinforces this principle here.

Documentation

Types of documentation was not prioritised for review and the
committee were unable to make further recommendations on
documentation and have not added Patient Healthcare
passports but the committee recognise the importance of people
having copies of their care and support plan and have
recommended this in the assessment and care support planning
section of the guideline.

In addition after considering stakeholder comments the
management plan has been edited to ‘care and support plan’ in
line with personalised care and support plans
https://www.england.nhs.uk/ourwork/patient-participation/patient-

centred/planning/.)

Thank you for your comment.

Thank you for your comment.
Self-management
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sleep disturbance and pain. (Whilst being aware that
pharmacological measure will not be required in all patients with
those symptoms). We have observed how many patients have
had significant improvements in their quality of life when they
start getting appropriate pharmacological management of the
aforementioned e.g., patients who have been bedbound for
decades, and when their orthostatic intolerance is finally
diagnosed and treated, they are able to regain some
independence in self-care, meal preparation and socialising. We
are also aware how many patients avoid seeking medical advice,
even when they have new symptoms requiring investigation
because they assume the medical professionals will not take it
seriously or will put it down to their ME without investigation. We
are concerned this phrasing may exacerbate that problem. More
appropriate wording may be ‘Can benefit from self-management
techniques’ which no longer implies that self-management is the
only management, and no longer implies that self-management
is a treatment/cure.

We are very glad that social care is specifically mentioned. We
are aware there are many patients who have been struggling and
not realised they were eligible for social care because none of
their healthcare professionals had asked how they were

Developer’s response

Pharmacological management

Pain relief and sleep medication were included as examples of
interventions in the protocol for pharmacological interventions
and orthostatic intolerance was included in the search terms for
the review. No evidence was identified and the committee agreed
they were unable to make any recommendations for specific
medications. In the committee discussion in Evidence review F-
Pharmacological management the committee noted it was aware
that fludrocortisone is sometimes given for orthostatic intolerance
syndromes, such as postural hypotension or Postural
Tachycardia Syndrome (POTS) but were not confident based on
the evidence identified in the review to make any
recommendations.

The recommendations in managing orthostatic intolerance do
include that medicine for orthostatic intolerance in people with
ME/CFS should only be prescribed or overseen by a healthcare
professional with expertise in orthostatic intolerance.

New symptoms

The recommendation on what to review includes that symptoms
and any new symptoms should be discussed and after
considering the stakeholder comments the committee have
added another bullet point to ensure that any new symptoms or a
change in symptoms are investigated and not assumed to be due
to the person’s ME/CFS. This should ensure that changing or
new symptoms are not overlooked and appropriate investigations
are done. This is also reinforced in the flare up and relapse
section of the guideline.

Thank you for your comment.
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managing with tasks such as washing, dressing, food
preparation, social isolation etc, and so no one had talked them
through whether social care might be available to them.

We are very glad this is being included as we know how much
patients state they benefit from being introduced to ME charity
support groups and gaining a source of information, advice and a
supportive community who understand. We are also aware that
primary care physicians have in the past felt like they had nothing
to offer patients and felt relieved when they realised there was a
local support group, they could signpost patients too. We hope
this will encourage awareness of local support groups so that
more patients can be signposted to them earlier.

Add to the sentence:

“Explain to people and their families and carers how to self-refer
for a social care and /or carer’'s needs assessment from their
local authority/community social care or primary care team-based
social worker. Offer to make the referral for them if they prefer”.

We are concerned that there are still reports of cases of mental
health act/ mental capacity act or safeguarding issues where
health and social care professionals with experience in ME/CFS
have been involved, but their training and beliefs of ME/CFS
have not acknowledged the biological aspects and been
focussed on psychosocial models and led to inappropriate
sectioning in environments not appropriate to severe ME or
inappropriate physical activity programmes. Can something be
inserted here to ensure that those health and social care
professionals with experience and training of ME/CFS actually
have appropriate training and are up-to-date with research and
will not make decisions which lead to harm.

Developer’s response

Thank you for your comment.

Thank you for your comment.

The sub section on supporting families and carers of people with
ME/CFS includes reference to the NICE guideline on supporting
carers and this has more detailed information. The committee
agreed that your additions did not add further clarity to the
recommendation and these have not been added.

Thank you for your comment.

The committee agree that all staff delivering care to people with
ME/CFS should have training relevant to their role so they can
provide care in line with the guideline and this is included in the
recommendations in the training for health and social care
professionals section of the guideline.

‘up-to-date’ does not add any further clarity to the
recommendation and for this reason your suggestion has not
been added.
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Suggest rewording:

‘In patients with ME/CFS, where it is felt there is indication for a
safeguarding assessment, thus should be performed by health
and social care professionals with training and experience in
ME/CFS’

Rationale: Wording needs clarified, as there is currently room to
be interpreted in two ways:

e All patients with ME/CFS should have a safeguarding
assessment (and it should be performed by health and
social care professionals with training & experience in
ME/CFS). — which is currently how it has been
summarised on Univadis
(https://www.univadis.co.uk/viewarticle/new-nice-
guidance-on-chronic-fatigue-syndrome-the-key-points-
7326977?s1=news)

e  When a safeguarding assessment is felt necessary for a
patient with ME/CFS, it should be performed by health
and social care professionals with training & experience
in ME/CFS. (Which is what | suspect was the intention)

We are very glad to see this included & awareness raised

We are very glad to see this included & awareness raised

We are very glad to see this included & awareness raised

Add to the sentence:

Developer’s response
Thank you for your comment
After considering the stakeholder comments this section has
been reordered and the now second

recommendation has been edited to,’ If a person with confirmed
or suspected ME/CFS needs to be assessed’.

Thank you for your comment.

Thank you for your comment.

Thank you for your comment.

Thank you for your comment.
‘phone consultation has been added'.
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Comments

“This could include home visits, online consultations,
video/phone consultations, written communication, and
supporting their applications for aids and appliances and financial
support”.

We are concerned that the phrase ‘fear of relapse’ undermines
the significant probability of relapse is a patient needs to push
themselves in order to leave their home for an appointment. ‘risk
of relapse’ may be a more appropriate phrase here.

It would be helpful if patients with severe/very severe ME/CFS
were given the same access to acute care at home services as
elderly patients in their local areas where this is available. E.g., if
there are services where patients require bloods with quick
review of results or need IV fluids and there are services which
provide these for other groups of patients in their local area,
making these available to patients with severe / very severe ME
could prevent relapses lasting weeks — months (and even years
in some cases).

Many of these accommodations will also be beneficial to patients
with moderate ME

We are very glad this is included.

It is not clear who has the responsibility of discussing this with
the patient e.g., is it primary care, is it the specialist team helping
to write the management plan, or is it the consultant arranging
inpatient care? It would be helpful to clarify whose responsibility
it is, to decrease the chance of no one taking responsibility for it.
If it is with primary care or the ME/CFS specialist team, it may be

Developer’s response

Thank you for your comment.

After considering the range of stakeholder comments this
recommendation has been edited to ‘risk that their symptoms will
worsen may prevent people from leaving their home’.

Thank you for your comment.

The committee agree that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments can be
difficult and in the case of people with severe or very severe
symptoms who are unable to leave their homes particularly
challenging. Home visits are used as examples of supporting
people with ME/CFS to access care.

Thank you for your comment.

The committee agree that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments or
hospital can be difficult. This section does make a
recommendation for all people with ME/CFS and includes that
any difficulties in accessing hospital care should be discussed
and gives some examples of what should be considered. These
are expanded on for people with severe or very severe ME/CFS
taking into account there are further challenges to consider
Thank you for your comment.

The recommendations in the guideline are directed at the health
or social care professional discussing the person’s needs as you
note this could be one of many professionals and adding
examples to the recommendations does not add any clarity for
this reason your suggestion has not been added.
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Comments

helpful to include that this should then be conveyed with
emergency department staff or secondary care teams when
appropriate. Ifit is for the consultant arranging admission, then
there needs to be an awareness raising programme among them
of the new guideline & these contents.

It may be helpful to note that patients with severe and very
severe ME may require ambulance transport due to difficulties
mobilising to transfer to a vehicle or because they are unable to
sit up for long enough in an ordinary vehicle.
Add to the bullet point:
“discuss the person’s management plan with them (plus ME
Patient Healthcare Passport where available) including
information on comorbidities, intolerances and sensitivities,
to plan any reasonable adjustments that are needed”.
Evidence to support healthcare passports: e.g.
https://www.england.nhs.uk/6cs/wp-
content/uploads/sites/25/2015/03/healthcare-passport.pdf and
https://www.familysupportni.gov.uk/Content/uploads/userUploads

[Hospital%20Passport%20Electronic%20Form.pdf

After ‘minimising strong smells’ consider adding including from
air fresheners or from perfumes or deodorants usually used by
staff.

We believe it would be beneficial to include these additional
points in the social care assessment:

Developer’s response

The committee note that the multidisciplinary care section of the
guideline includes a recommendation that people with ME/CFS
have a named contact to coordinate their management plan and
help them access services.

Thank you for your comment and information.
This has been added to the discussion section of Evidence
review C- Access to care.

Thank you for your comment.

Types of documentation was not prioritised for review and the
committee were unable to make further recommendations on
documentation and have not added Patient Healthcare
passports but the committee recognise the importance of people
having copies of their care and support plan and have
recommended this in the assessment and care support planning
section of the guideline.

In addition after considering stakeholder comments the
management plan has been edited to ‘care and support plan’ in
line with personalised care and support plans
https://www.england.nhs.uk/ourwork/patient-participation/patient-
centred/planning/.)

Thank you for your comment.

These are examples of what to consider in facilitating a low
stimulus environment in a hospital, it is not meant to be
exhaustive and for this reason your suggestions have not been
added.

Thank you for comment.

After considering the stakeholder comments the committee have
added that the points listed are a minimum, taking into account
that an assessment should be personalised.
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Comments

“How they manage tasks that require going out of their home,
such as shopping or taking the children to school, and whether
they need help with these.”

“How much social contact they are getting and if they are socially
isolated whether assistance would improve this”

Rationale: There is a huge unmet need for support with outdoor
activities of daily living, especially for single parents with ME.

We are very happy to see this included. Receiving aids &
adaptations in a timely fashion can help patients maintain
independence & reduce pushing through and triggering relapses.
We have observed many patients who would benefit from aids
who have not had occupational therapist referral discussed by
their primary care team, or who have been referred but have

faced waits of up to a year or longer to get the aids or equipment.

We suggest changing ‘(such as a wheelchair, blue badge or
stairlift)’ to ‘(such as wheelchair (Including powered and/or
tilting), blue badge, commode, lifts, hospital bed and/ or hoist)’
Add to the sentence:

“If a person with ME/CFS needs support at home, conduct social
care, occupational therapy, and physiotherapy assessments,
record and provide information and support on”:

If it is possible to include ‘maximum distance reliable to mobilise
without a wheelchair without causing exacerbations of symptoms
or taking longer than twice normal time a healthy person would
take’ (or whatever the up-to-date mobility descriptors are in
benefit applications if they change) in this mobility section, it
would serve as an extremely useful record for benefit
applications — helping patients receive the correct awards and
decreasing relapses triggered by mandatory reconsiderations
and appeals.

We suggest adding: ‘ text-to-speech and speech-to-text software’

Developer’s response

Thank you for your comment.

These are examples in the recommendations and as with any list
of examples these cannot be exhaustive for this reason your
suggestions have not been added.

Thank you for your comment.

This recommendation lists as a minimum the areas that should
be assessed and not the specific assessments that would be
done by specific healthcare professionals. Depending on the
individual different assessment will be required.

Thank you for your comment.

After considering the stakeholder comments the committee have
added that the points listed are a minimum, taking into account
that an assessment should be personalised.

Thank you for your comment.
After considering the stakeholder comments the committee have
added that the points listed are a minimum, taking into account
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We suggest adding suggestions of useful adjustments to work
and education, such as:

“Adjustments at work or education could include home schooling,
working from home, flexible or reduced hours, providing
transport, designated parking space, a quieter work area with
lower light settings, speech-to-text software, text-to-speech
software, audiobooks, ergonomic assessment, and a place to
rest when needed.”

We are very happy to see this included.

It is unclear what lines 4-5 means: does it mean they may have
periods of time off work or education before returning, or does it
mean that there is a chance they may not regain enough health
to return to work or education. Both are true and it is helpful to
patients to be given a realistic prognosis whilst allowing room for
hope. We have observed countless patients who have returned
attempted to return to work when it was beyond what they could
manage at that point (often encouraged to do so by well-meaning
primary care so they don’t ‘lose confidence’ and triggering
relapses and deterioration sometimes lasting decades and
leading to ill health retirement which may have been avoided if
the patient waited longer before returning, even if that meant they
lost their job and would need to look for new employment when
they had recovered enough to start some work again without
deteriorating their health.

Given the reports of inappropriate return-to-work management in
many people with ME/CFS, it would be really helpful to provide
more guidance here for healthcare professionals supporting
patients re: decisions about when to return to work e.g.,

Developer’s response

that an assessment should be personalised and for this reason
no other examples have been added.

Thank you for your comment.

Further information in types of adaptions and adjustments are
included further in this section and in the committee discussion in
evidence review A and the points your raise are highlighted
there.

When writing recommendations there is a fine line between
reinforcing information and repeating information. Too much
repetition results in a guideline becoming unwieldy and unusable
and for this reason your suggestion has not been added to the
recommendation.

Thank you for your comment and this information.

The committee agree it could mean people may have periods of
time off work or education before returning, or there is a chance
they may not regain enough health to return to work or
education. In reference to this point and the one about providing
specific advice in the recommendations the committee note that
any advice would be personalised and relevant to the person.
The committee agreed not to add examples of organisations, as
with any list of examples these cannot be exhaustive and there is
the risk these are taken as the only options available.
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10 November 2020 - 22 December 2020

Stakeholder | Document Page No | Line No (ST PERTRIEIEETS NPz
“Consider what types of activities they would be doing at work,
the travel time to work, the social contact, the minimum hours
required for a phased return and how quickly that needs to be
increased. Compare that to what they are managing at the
moment in terms of any similar activities, social contact, ability to
travel etc. If, and only if, they are managing their activities of
daily living, then gradually add in any extra activities similar to
those that would be required for work, e.g., desk work, phone
calls, getting up & ready for time that would be required
(important as many patients are worse in the morning and can
tolerate less activity in the morning). Monitor how they respond
to introducing these activities and the gradual increases (only if it
is not triggering PEM). If they are able to progress to managing
a similar level of activity that would be required for a return to
work and are managing to increase activity level at the rate that
would be required for a phased return, then encourage the
patient to maintaining it at home for a few weeks before
attempting a return.

Consideration must also be given to any treatments — e.g., if the
patient is suitable for and wanting to attempt a physical activity
programme or psychological therapy to support them in living
with chronic illness, and if they have not yet started them, then it
must be considered whether they will be able to partake in these
whilst working or whether it might be better for them to undergo
these therapies prior to an attempted return to work.”

Hope 4 ME & Guideline 022 013 -022 | Add point between 21 and 22: mental health wellbeing. Thank you for your comment.
Fibromyalgia Rationale: with mental health practitioners available in some The recommendation has been edited to include,” physical,
Northern multidisciplinary primary care teams now — this service can be psychological, emotional and social’ to reflect that people’s
Ireland offered where deemed appropriate by other healthcare mental health wellbeing should be considered.
professionals or requested for by the patient.
Hope 4 ME & Guideline 022 008 - 012 | We suggest changing the order of bullet points and adding them Thank you for your comment.
Fibromyalgia as follows to emphasise that finding a balance within one’s limits | The committee disagree that this encourages young people or
Northern is important, as it currently could be interpreted as though they children to take on other activities the second bullet point is clear
Ireland should be taking on other activities on top of training or it is about finding a balance and not just focusing on their
education: education.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory
committees

230 of 1342



Stakeholder

Hope 4 ME &
Fibromyalgia
Northern
Ireland

National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Document

Guideline

Page No

023

Line No

005 - 006

10 November 2020 - 22 December 2020

Comments

e ‘They should aim to find a balance, within their energy
envelope, between the time they spend on education or
training, home and family life, and social activities.’

e Training or education should not be the only activity
they undertake

e Training or education should not push the child or young
person beyond their energy envelope”

We suggest changing to:

“Care for people whose ME/CFS is managed in primary care
should be supported by a Physician, Paediatrician or GP led
local service”

Slight change to the sentence:

“Care for people whose ME/CFS is managed in primary care
should be supported by advice and direct clinical consultation
from a local Physician, Paediatrician or GP/ANP (Advanced
Nurse Practitioner) led specialist team. Such Specialist or
multidisciplinary Teams, should not treat ME on a psychological
or functional basis.”

Rationale: patients should be referred to a local consultant either
at beginning to confirm diagnosis, or for ongoing review. Ideally,
this should be a Consultant with a Specialist interest in ME at a
local hospital. However, this may well be population size and
commission service dependant, but should at least be a
regionally-based service, offered locally, or on an outreach basis
by virtual/remote - video/phone methods, so as not to
disadvantage those unable/unfit to travel.

Developer’s response

Advice on energy management is in the following section on the
management of ME/CFS.

Thank you for your comment.

Throughout the guideline there is reference to where access to
the expertise in a ME/CFS specialist team is appropriate,
including confirming diagnosis, developing a care and support
plan and supervision for the management of some symptoms. A
description of ME/CFS team has been added to the terms used
in the guideline and this includes local and regional teams.

Service design

This guideline focused on clinical recommendations and the
committee did not comment on the design and delivery of
services, including who leads services as this is determined
locally.

Treating ME/CFS

When writing recommendations there is a fine line between
reinforcing information and repeating information. Too much
repetition results in a guideline becoming unwieldy and unusable.
The principles of care, information and support and management
of symptoms section of the guideline are clear about the
approach for the care of people with ME/CFS.

Access to services

The committee agree that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments can be
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We agree that having a named contact whom patients can get in
touch with during periods of relapse or when needing support
with benefits or education or social care etc. will be very helpful.
Given patients low limits for exertion, all patients should have a
case worker who can help coordinate their care in order to
reduce the number of phone calls or emails they need to
make/write. This care coordinator should liaise with the other
healthcare professionals on the specialist team, arrange their
appointments and ensure the appointments are timed in a way
that causes least detriment to the patient e.g., for moderate and
severe patients they may need weeks between appointments to
recover in-between. For patients able to travel to outpatient
appointments, they may benefit from seeing multiple members of
the team on the same morning/afternoon etc, for severe patients,
their appointments may need to be coordinated with the time of
their social care calls, and for the time of day at which the patient
is least symptomatic.

We suggest rewording lines 7-10 as follows:

“Inform people with ME/CFS (and their family members and
carers, as appropriate) of contact details for their designated
case worker from their local ME/CFS service, who will help them
access services and support them during periods of relapse and
coordinate their appointments.”

We suggest rewording lines 12-15 as follows:

“Inform parents and carers of children and young people with
ME/CFS of contact details for their designated case worker from

Developer’s response

difficult and in the case of people with severe or very severe
symptoms who are unable to leave their homes particularly
challenging. The committee note in the recommendations that
other methods, such as online communications may be more
appropriate depending on the person’s symptoms.

For these reasons your suggestions have not been added.
Thank you for your comment and information.

Lines 7-10

The committee agree and the named contact is referred to in the
recommendations in the flare ups and relapse and review in
primary care sections of the guideline. For this reason your
suggestion has not been added to the recommendation.

The wording suggestion for lines 12-15 does not add any further
clarity to the recommendation, designated care worker is covered
by named professional and local ME/CFS service by ME/CFS
specialist team, and the recommendation has not been edited.
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their local ME/CFS service, who they can contact with any
concerns about their child’s health, education or social life.”

The majority of patients, not just children, will need help from a
healthcare professional to establish what their energy limits are.
The majority of patients, before given assistance with energy
management, are in a ‘boom and bust’ pattern and will be unable
to have any idea of what their energy limit is until a healthcare
professional works with them to help them stabilise and monitor
their activity and symptoms to work out what level of activity they
can regular manage without exacerbating their symptoms. Many
patients will struggle to reduce activity on good ‘boom’ days
enough to stabilise without the support of someone experienced,
because of the demands placed on them by others or life
circumstances and because of the strong desire to ‘do things
while you can’. Overcoming this often requires support from
someone experienced encouraging you that in order to have the
best chance of stabilising, you need to let go of the expectations
of others, learning so assertively say no, and often reduce the
expectations you have of yourself.

We are concerned that the majority of patients overestimate their
limits. This is in large part because of the delayed nature of post-
exertional symptom exacerbation which means that patients
often feel fine during or just after over-exerting themselves.

It is additionally complicated by the fact that an individual’s limits
can vary hour-to-hour and day-to-day: what was within their limits
in the evening, may be far over their limits in the morning (natural
daily fluctuation). What was within their limits two days ago may
be far beyond their limits now if they exceeded their limits in the
last 48 hours and are now in Post-exertional symptom
exacerbation (PESE) with reduced limits (variation due to PESE).
Their limits may also vary due to infection, menstruation,
allergies, disrupted sleep, weather changes, exacerbations of
other health conditions, or unknown factors.

It is important to expand on ‘fluctuating energy limit’ to explain
this further, to make healthcare professionals aware of this in this

Developer’s response

Thank you for your comment.

The committee agree it is important that people with ME/CFS
are supported by a healthcare professional to develop an energy
management plan.

Thank you for your comment.

The committee agree and this is why the following bullet point
includes help from a healthcare professional to recognise when
they are approaching their limit (children and young people in
particular may find it harder to judge their limits and can
overreach them).

The committee notes that the energy management plan is
developed with the person with ME/CFS and a ME/CFS
specialist team as part of the care and support plan and they are
aware of the importance of advising people with ME/CFS on how
to avoid the ‘boom and bust’ pattern. The fluctuating nature of the
guideline is highlighted throughout the guideline and is included
in the first recommendation. When writing recommendations
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guideline so that they can in turn advise patients and families.
Many patients end up with difficulties in relationships with friends
and family members as they do not understand how the patient’s
energy limit can fluctuate so much.

The majority of patients, before given advice on energy
management, are in a ‘boom and bust’ pattern and have
inaccurate gauges of their energy limit is until a healthcare
professional works with them to help them stabilise and monitor
their activity and symptoms to work out what level of activity they
can regular manage without exacerbating their symptoms.
Suggest rewording to:

e “Recognises that each person has a different and
fluctuating energy limit, which can fluctuate hourly to
monthly.

e Recognises that fluctuations in energy limit can be
caused by: Post-exertional symptom exacerbation
(PESE), infections, allergies, disrupted sleep, weather
changes, medication changes, exacerbations of other
health conditions, diurnal fluctuations and often
unknown causes

¢ Recognises that patients are usually a good judge of
what they cannot do, but can sometimes overestimate
what they can do within their energy limits due to the
delayed nature of PESE and the frequency of
fluctuations in their energy limits

e Recognises that advice on the delayed nature of PESE,
and training on how to monitor symptoms and activity
levels to avoid ‘boom and bust’ patterns and create as
stable a baseline as possible reduces the frequency of
overestimating what is achievable within their energy
limits, thereby reducing the frequency of PESE, flares
and relapses

Developer’s response

there is a fine line between reinforcing information and repeating
information. Too much repetition results in a guideline becoming
unwieldy and unusable and for this reason your suggestion has
not been added to the recommendation.
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e Recognises that even the most diligent patients will
overestimate what they can do within their energy limits
at times, because of the unpredictability of fluctuations
in their energy limits and the delayed nature of the onset
of PESE”

These points are key to energy management and will greatly
assist healthcare professionals who have not yet received
adequate education on the management of ME/CFS in assisting
patients.

‘Be aware there is no current treatment’ seems to contradict later
parts of the guideline which refer to treating and managing
orthostatic intolerance and other symptoms of ME. We think
what was meant here was ‘Be aware there is no current cure’
(removing ‘treatment or’)

There is a growing amount of experience showing that different
treatments can help with aspects of ME/CFS in some patients.
We believe that it is important to list them here given the burden
of ME/CFS in terms of disability and quality of life. Specialists
should be able to trial these treatments or advise local physicians
or general practitioners to trial them. These should be mentioned
here to raise awareness. E.g. cannabinoids, low dose
naltrexone, pyridostigmine, melatonin, antivirals.

For example: A series of three case reports compiled by people
with long-term ill-health due to chronic fatigue syndrome shows
the range of responses they observed when taking LDN, from life
changing to a reduction in some symptoms only. (Bolton et al.
Low-dose naltrexone as a treatment for chronic fatigue
syndrome. BMJ Case Reports 2019).

Information outlining more specific drug choices to treat
symptoms associated with ME/CFS can be accessed via the
website: https://www.uptodate.com/home The UpToDate system
is an evidence-based clinical resource that includes a collection

Developer’s response

Thank you for your comment.

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for the
symptom management for people with ME/CFS.

Treatments

The committee’s discussion of how the evidence informed the
recommendations is detailed briefly in the rationales in the
guideline and in more detail in the discussion of the evidence
sections in the review chapters. When considering the evidence
for pharmacological interventions the committee agreed that
there was insufficient evidence of benefit to recommend any
medicines but recognised that people with ME/CFS have found
some drugs helpful in managing the symptoms of ME/CFS and
they could be discussed on an individual basis.

No evidence was identified that met the review protocols for low
dose naltrexone and without this the committee were unable to
evaluate the impact of naltrexone for people with ME/CFS.
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of medical and patient information. It is written by over 7,100
physician authors, editors, and peer reviewers.

Insert ‘and have been stable for at least a couple of weeks’ after
‘improved’

This list also needs to include orthostatic stress i.e., standing v
sitting with feet down v sitting with feet up v reclining v lying flat.

Activity and symptom diaries are essential for helping patients
establish a baseline of activity & learning how much activity they
can manage without exacerbating symptoms. This sentence
makes it sound like it's an optional extra and underestimates its
importance.

Heart rate monitoring is a key tool in energy management. Itis
extremely helpful in that where it otherwise takes patients 24-72
hours to observe whether activity undertaken was beyond their
fluctuating limits at that time, heart-rate monitoring can provide
real-time biofeedback that an individual is exceeding their energy
limits. Itis being used by many leading groups such as:

Developer’s response

Thank you for your comment.

After considering the stakeholder comments this bullet point has
been edited to,” uses a flexible, tailored approach so that activity
is never automatically increased but is maintained or adjusted
(upwards after a period of stability or downwards when
symptoms are worse)’.

Thank you for your comment.

This is an assessment for the energy management plan, a
holistic assessment for the care and support plan is set out in
section 1.5. and includes physical health. The care and support
plan is the basis for the energy management plan.

Thank you for your comment.

In the rationale section the committee recognise there was a
lack of effectiveness evidence on tools to support people to self-
monitor activity management. The committee decided to
recommend that activity recording should be as easy as possible,
and people should take advantage of tools they are already using
and gave examples of these. The committee also decided to
make a recommendation for research on self-monitoring
management strategies to help determine which techniques are
effective.

Thank you for your comment.

In the rationale section the committee recognise there was a
lack of effectiveness evidence on tools to support people to self-
monitor activity management. The committee decided to
recommend that activity recording should be as easy as possible,
and people should take advantage of tools they are already using
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the Workwell Foundation www.workwellfoundation.org, and gave examples of these. The committee also decided to
Prof Nancy Klimas (American researcher and physician who is make a recommendation for research on self-monitoring
the Director at the Institute for Neuro Immune Medicine at Nova management strategies to help determine which techniques are
Southeastern University in Miami and Ft. Lauderdale, Florida), effective.

Physios4ME https://www.physiosforme.com,

Dr David Systrom (Pulmonary and Critical Care Medicine at
Brigham and Women's Hospital and is the Director of the
Massachusetts General Hospital Cardiopulmonary laboratory,
both in Boston, Massachusetts, US. Assistant Professor at
Harvard Medical School).

Morning resting heart rate can also provide an indication to
patients as to how their energy limits on that particular day are
likely to be compared to an average day for them.

It would be helpful to include more details of how heart rate
monitoring can be used beneficially e.g., Davenport et al.
Conceptual Model for Physical Therapist Management of Chronic
Fatigue Syndrome/Myalgic Encephalomyelitis. Physical Therapy.
February 2010. DOI: 10.2522/ptj.20090047. Nb. The Workwell
Foundation have made further advances in using heart-rate
based pacing in the management of ME/CFS since publishing
this guide 10 years ago — they have a number of more up-to-date
educational resources available via their website.
https://workwellfoundation.org/resources/

Additionally, the phrasing ‘phone heart-rate monitor’ needs
clarified: there are many phone heartrate monitors which use the
light and camera on the phone as an optical sensor to measure
heart rate and which do not have enough accuracy for patients
with ME i.e., patients with ME who are using heart-rate
monitoring may need to keep their heart-rate within a 15-20 beat
per minute window. Optical-based heart rate sensors (whether
wrist based, or phone camera based) can be inaccurate by 30
beats per minute, therefore not providing useful bio-feedback for
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this purpose. Chest-strap or other electrical-based heart rate
monitors have a higher degree of accuracy and provide useful
bio-feedback for this purpose (although not all patients can
tolerate them due to the higher prevalence of MCAS amongst
ME patients, or pain from comorbid fibromyalgia). Many of the
chest straps or electrical based heart rate monitors will sync with
phone applications in which case these would be useful.
Clarification is needed to ensure that monitors not providing
accurate enough bio-feedback for this purpose are not
recommended along-side those with enough accuracy.
Hope 4 ME & Guideline 025 023 - 024 | This needs clarified as to frequency of review which is helpful & Thank you for your comment.
Fibromyalgia acknowledgment that not all times at which it will be beneficial to | The following recommendation is about review and includes,
Northern review it can be predicted e.g., initially it will need reviewed more | ‘agree how often to review the person’s energy management
Ireland frequently as the patient learns the skills of energy management plan with them and revise it if needed.’
and interpreting how their activity is affecting their symptoms with
a delay. As they become more skilled at managing & interpreting
it themselves, they will need less assistance in this when they
are stable. It is helpful to review the plan during relapses and
during change in circumstances which may also be unexpected
e.g., major life event which will take energy over period of weeks
or months, changes in family demands, changes in work or
education etc.
Hope 4 ME & Guideline 025 025-026 | Very important Thank you for your comment.
Fibromyalgia
Northern
Ireland
Hope 4 ME & Guideline 025 018 We are very glad this is included. It needs to be expanded to Thank you for your comment.
Fibromyalgia convey ‘Reduce activity as the first step to enable baseline of
Northern symptoms to stabilise i.e., Reduce swinging between good days After considering the range of stakeholder comments this was
Ireland and bad days). edited to ‘agree a sustainable level of activity as the first step,
which may mean reducing activity’.
Hope 4 ME & Guideline 026 009 - 011 | We are happy to see this included & agree that it is good Thank you for your comment.
Fibromyalgia practice, whilst also being aware that there is not current capacity
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for this in much of the UK. We hope this will act as a highlight of
service need.
Insert an additional bullet point between 5 and 6:

“general skin integrity”
Rationale: Patients bed-bound, with reduced mobility and
nutritional intake are at high risk of general skin condition
deterioration/breakdown — loss of skin integrity, not just at
pressure points.
Studies have shown that the majority of patients with ME/CFS
have some form of orthostatic intolerance, therefore some
mention should be given in this section of being aware of
whether the patient experiences orthostatic intolerance (which
may not be apparent in postural heart rate and blood pressure
changes), and if so then prioritising physical activity which is
most beneficial to managing orthostatic intolerance, within the
constraints of what needs to be avoided in a physical activity
programme for ME e.g. prioritising recumbent exercises
strengthening the core and leg muscles (but excluding the
anaerobic activity parts of regimes for patients with POTS alone.
e.g., Paediatric version of the Levine protocol for POTS
(Paediatric version (CHOPS protocol)) can be viewed here.:
https://www.dysautonomiainternational.org/pdf/CHOP_Modified
Dallas POTS_Exercise Program.pdf

The adult version is almost identical but contains an additional 2
months prior to the start of the CHOPS programme. (The Levine
protocol for adults with POTS is not publicly available but can be
freely requested by a medical professional who wishes to use it
with POTS patients).

Similarly, many patients with ME/CFS have comorbid
hypermobility spectrum disorder or Ehlers Danlos Syndrome
which are also frequently undiagnosed. Screening for this and
adapting exercise programmes accordingly (e.g., avoiding over-
stretching, strengthening muscles around joints before starting to

Developer’s response

Thank you for your comment.

Skin assessment is included in the

NICE guideline on pressure ulcers referenced in the
recommendation.

Thank you for your comment.

Anyone with ME/CFS that wishes to explore a physical activity
or exercise programme is referred to physiotherapist in a
ME/CFS specialist team, they would then assess the person. The
assessment is not included in these recommendations they focus
on what a programme should look like. The detail of the
programme would be personalised to the person undertaking the
programme.

For these reasons your suggestions have not been added.
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Comments

stretch them to avoid destabilising the joints etc) can reduce risk
of musculoskeletal injury, especially where muscle conditioning
has reduced due to increased physical activity for prolonged
periods.

e.g., The Muldowney physiotherapy protocol for EDS is outlined
in his book: Living Life to the Fullest with Ehlers-Danlos
Syndrome: Guide to Living a Better Quality of Life While Having
EDS. 17 July 2015. Kevin Muldowney. ISBN-10 : 1478758880.
Outskirts Press.

Suggest adding the additional point:

“Take into account any comorbidities the person with ME/CFS
has and incorporate any principles of physical activity
programmes which can be of benefit in those comorbid
conditions, as long as they are in keeping with the energy
management principles in ME/CFS. Any parts of physical activity
programmes for comorbid conditions which are not in keeping
with energy management principles in ME/CFS should be
avoided. E.g., in patients with ME/CFS who also have Postural
Orthostatic Tachycardia Syndrome (POTS), focussing on
physical activity in a supine, reclined or seated position which
strengthens leg and core muscles is beneficial, whereas any
recommendations in POTS exercise programmes regarding
cardiovascular exercise which does not follow energy
management principles for ME/CFS should be avoided. Physical
activity programmes for hypermobility should be assessed and
incorporated in a similar way for patients with ME/CFS who have
comorbid hypermobility spectrum disorder (HSD) or hypermobile
Ehlers Danlos Syndrome (hEDS)”

Very glad to see this highlighted

Developer’s response

Thank you for your comment.

Lightning Process, osteopathy, life coaching and neurolinguistic
programming
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We are concerned that many patients who ‘would like to
incorporate physical activity into the management of their
ME/CFS’ many not have an informed idea of the risks of physical
activity in ME and how it does not provide benefits in a similar
way to other health conditions. Many patients with ME were very
active prior to becoming ill. Many people are aware of how
exercise benefits the vast majority of health conditions. The
majority of patients are unaware of how physical activity can
cause deterioration and harm in ME, and how long that harm can
last i.e., decades. Many patients when first made aware of the
harm it can cause, or when experiencing it themselves, assume
that it will be-short lived, yet many patients are left with
deteriorations lasting years to decades because of physical
overexertion.

In addition,

Suggest rewording lines 12-15 to:

“Only consider a physical activity programme for people with
ME/CFS who have achieved a stable ‘Only consider a physical
activity programme for people with ME/CFS who are:

- Managing to maintain a stable baseline of symptoms
(i.e., not booming and busting) for at least a couple of
weeks

- Managing basic activities of daily living e.g., washing,
dressing,& either managing or have someone else to
manage meal preparation, grocery shopping and
maintaining a clean home and clothing.

Developer’s response

After considering the stakeholder comments the committee
agreed to edit this recommendation to,” do not offer the Lightning
Process or therapies based on it to people with ME/CFS .

The committee agreed that concerns raised in the qualitative
evidence about the Lightning Process could not be ignored and
that it was appropriate to have a do not recommendation. (See
evidence reviews G and H)

Thank you for your comment.

This recommendation refers to the discussion between the
person with ME/CFS and the ME/CFS specialist physiotherapist
or occupational therapist about considering a personalised
physical activity or exercise programme under the circumstances
listed.

The later recommendations in this section include further detail
on how increasing physical activity should be addressed.
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And would like to incorporate physical activity into the
management of their ME/CFS.”

Hope 4 ME & Guideline 028 019 - 022 | Many healthcare professionals are completely unaware of this Thank you for your comment and information.

Fibromyalgia risk of physical activity programmes to ME/CFS and that

Northern exacerbations triggered by increase physical activity can last This recommendation refers to a physiotherapist or occupational
Ireland decades in some patients. This needs to be more explicitly therapist with training and expertise in ME/CFS.

explained in the guideline, so that healthcare professionals will
be informed when telling patients about the risks and benefits,
and so that the patients in turn can make an informed decision.

Suggest adding to the end of line 22:

“Explain that in patients where physical activity programmes
make symptoms worsen, this can last from days to decades.
Explain that it is important that the risk of prolonged worsening
must be minimised by only engaging in a physical activity
programme if they have been maintaining a stable baseline, only
making any increases in activity if their symptoms have been
stable at the previous level for at least two weeks, only making
small increases in activity (i.e., an absolute maximum of 20% of
duration or intensity), and by reducing activity and increasing rest
any time their symptoms increase.

Explain that the aim of a physical activity programme, is to assist
the person with ME/CFS in using their energy in a way that gives
them the best quality of life.

Explain that although sometimes patients may be able to
increase their energy envelope through a physical activity
programme, that this is not achievable to all people with
ME/CFS, and it is not the aim. That if the patient does
experience an increase in their energy envelope, it is not
expected this will be a linear process, as people with ME/CFS
will often experience flares or relapses from a wide range of
triggers. “
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Comments

Very glad to see this included.

Suggest adding the following points:

‘on the difference between low energy activities (which may
include as reading or watching tv) and true rest (such as
meditation, using guided relaxation, lying with their eyes shut or
sleep).’

‘On the importance of resting just before they become tired or
symptomatic and of not pushing through due to the temptation to
complete an activity as this leads to requiring a much longer
recovery period and can be counterproductive’.

‘Hypersomnia is common early in the illness and during flares
and relapses - resisting the body’s requirements for additional
sleep can lead to prolonging these phases of illness and should
be avoiding.’

‘Some standard sleep hygiene practices, such as limiting daytime
sleep, may not be appropriate in ME/CFS.’

‘Consider using melatonin in patients with persistent insomnia.’
‘Consider short-term trials of sedatives in patients whose
insomnia persists despite other measures.’

and

‘Education should be provided flexibly to enable children and
young people with ME/CFS to get the sleep they need.’

It would be beneficial to input here providing a contact for the
patient to be able to get prompt access to the specialist ME/CFS
physiotherapy support.

The point uses the term ‘after a flare’, yet it is talking about
‘during and after a flare’ — lines 8-11 are talking about
management during a flare, therefore wording of line 6 should be
adjusted to include ‘during and’

We suggest adding the following point:

“incorporating extra periods of rest and sleep, listening to their
bodies and resting or sleeping as much as they need to.”

Developer’s response

Thank you for your comment.

After considering the stakeholder comments the committee
agreed to include consensus recommendations on sleep
management for people with ME/CFS.

There was a lack of evidence identified for rest and sleep
strategies and the committee were unable to give specific advice
about strategies recognising the approaches should be tailored
to the individual. The recommendations include that people
should be given advice on the role of rest and sleep and
personalised sleep management advice.

Thank you for your comment.
The recommendation includes access and as part of that would
be how to make contact.

Thank you for your comment.
This has been edited to, ‘during’.

Thank you for your comment.

The collaborative personalised programme includes recognising
a flare-up or relapse early and outlining how to manage it, as part
of this any strategies would be individual and agreed with the
person with ME/CFS.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

243 of 1342



Stakeholder

Hope 4 ME &
Fibromyalgia
Northern
Ireland

Hope 4 ME &
Fibromyalgia
Northern
Ireland

National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Document

Guideline

Guideline

Page No
030

030

Line No
013-016

004 - 006

10 November 2020 - 22 December 2020

Comments

We suggest adding the following:

“Tension headaches, myalgias/arthralgias, and sensitive skin are
common with CFS and can be managed symptomatically with a
nonsteroidal anti-inflammatory drug (NSAID) or acetaminophen.
Nonpharmacologic interventions may also be helpful. (See
"Tension-type headache in adults: Acute treatment" and
"Approach to the patient with myalgia" and "Approach to the
management of chronic non-cancer pain in adults".)

If these interventions do not work, a tricyclic agent can be
initiated. When used for fibromyalgia or CFS, tricyclics do not
seem to work via an antidepressant effect; when patients
respond, the response is immediate (24 to 48 hours), not after a
two- to three-week delay as would be expected with depression.
In addition, doses much lower (10 to 20 mg at bedtime) than
prescribed for depression typically are used; and in patients with
coexisting mood disorders, those disorders do not seem to
respond to such low-dose tricyclics.”

Rationale:

Expansion on guidance on pharmacological management of pain
in ME/CFS is helpful.

Several randomized trials have shown that low-dose tricyclic
therapy is beneficial in fibromyalgia (see "Initial treatment of
fibromyalgia in adults"), and given the similarity in epidemiology
and symptoms, some clinicians consider CFS and fibromyalgia to
be part of a spectrum of disorders. However, no large trials have
been conducted in patients with CFS.

Accessed via the website: https://www.uptodate.com/home The
UpToDate system

Suggest changing to:

‘Orthostatic Intolerance is extremely common in people with
ME/CFS. It occurs when upright postures (e.g., standing or
sitting) trigger symptoms including light-headedness, nausea,
pallor, brain fog, rapid fatigue. The most common forms are

Developer’s response

Thank you for your comment.

Pharmacological management

Pain relief was included as an intervention in the protocol for
pharmacological interventions. No evidence was identified and
the committee agreed they were unable to make any
recommendations for specific medications.

Taking into account the comments by stakeholders the
committee have added a consensus recommendation in the
‘managing pain’ section of the guideline to raise awareness that
pain is a symptom commonly associated with ME/CFS and
should be investigated and managed in accordance with best
practice and referred to pain services if appropriate.

The committee did provide general advice for health
professionals on what to be aware of when prescribing medicines
for people with ME/CFS.

Thank you for your comment and information.

The definition in the terms used in the guideline includes more
information on orthostatic intolerance. When writing
recommendations there is a fine line between reinforcing
information and repeating information. Too much repetition
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Postural Orthostatic Tachycardia Syndrome (POTS), neurally
mediated hypotension (NMH) and orthostatic hypotension

(OH). Patients with ME/CFS may also have orthostatic
intolerance with significant reduction in cerebral blood flow
without any associated changes in blood pressure or heart rate.’

It is important to note that patients with ME/CFS can have
orthostatic intolerance without changes in heart rate and blood
pressure as demonstrated by significantly reduced cerebral blood
flow in comparison to controls in a study by van Campen et al.
This is clinically significance as these patients may still benefit
from treatment measures such as compression hosiery and
increased salt and fluid intake.

van Campen et al. Cerebral blood flow is reduced in ME/CFS
during head-up tilt testing even in the absence of hypotension or
tachycardia: a quantitative, controlled study using Doppler
echography . Clinical Neurophysiology Practice. 2020; 5: 50-58.
https://doi.org/10.1016/j.cnp.2020.01.003

We are concerned that ‘should only be prescribed’ may cause
significant delays in patients accessing treatment given that
waiting lists to see a specialist in orthostatic intolerance can be 2-
3 years locally. Itis compounded that the fact that a number of
patients will be too severe to attend a hospital outpatient
appointment, and although it has been recommended that
alternative formats such as home visits or remote consultations
be offered in these cases, these have not been available yet, and
it may be a while before services make these adaptations
available. These patients would be left untreated in the draft
guidelines current format. This is especially concerning given the
significant impact that we have observed pharmacological
treatment of orthostatic intolerance can have on patient’s
mobility, functioning and quality of lives once treated. E.g., one
patient who had been bedbound and completely dependent on
care for all activities of daily living for two decades became able

Developer’s response

results in a guideline becoming unwieldy and unusable. for this
reason your suggestion has not been added to the
recommendation.

Thank you for your comment.

The recommendation includes ‘or overseen’ indicating that it is
an important there is involvement of a healthcare professional
with expertise in orthostatic intolerance. This does not
necessarily require referral and will depend on local
arrangements.

As you note the committee agree that flexibility in accessing
services is important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments can be
difficult and in the case of people with severe or very severe
symptoms who are unable to leave their homes particularly
challenging. Home visits are used as examples of supporting
people with ME/CFS to access care. The committee note that
other methods, such as online communications may be more
appropriate depending on the person’s symptoms.
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to sit up in a powered wheelchair, able to wash, dress and
prepare food for herself, and to regain some social contact. The committee did not make any recommendations on the
management of orthostatic intolerance noting that although this
We also believe that there needs to be recommendations given can be straightforward it this can involve advice on diet, carrying
for non-pharmacological measures as a first step such as out daily activities and activity support and should be tailored to
compression hosiery and increasing fluid and salt intake. the person taking into account their other ME/CFS symptoms.
The committee noted medicines usually prescribed for Ol can
We suggest this be reworded as follows: worsen other symptoms in people with ME/CFS and should only
‘Patients with orthostatic intolerance should be offered be prescribed or overseen by a clinician with expertise in
compression hosiery (at least thigh high and at least 20-30mmHg | orthostatic intolerance. (see evidence review G).
compression) and given advice on increasing their salt and water
intake as long as there are no contraindications.
Pharmacological treatments for Orthostatic Intolerance should be
prescribed by specialists with experience in managing
Orthostatic Intolerance. If significant delay in accessing
specialist input is anticipated, medications such as
fludrocortisone, pyridostigmine and midodrine may be cautiously
tried with advice from a clinician experienced in managing
Orthostatic Intolerance. The NASA 10 Minute Lean Test may be
repeated to monitor progress.’
Hope 4 ME & Guideline 030 006 - 007 | A point needs inserted here about testing for orthostatic Thank you for your comment and information.
Fibromyalgia intolerance as: In the suspecting ME/CFS section of the guideline orthostatic
Northern 1) Many patients currently experience significant delays in the intolerance is identified as one of the symptoms that are
Ireland diagnosis and treatment of orthostatic intolerance due to long commonly associated with ME/CFS. The committee made a

waiting lists for tilt-table tests (reports of delays of years),

2) a significant proportion of patients with ME/CFS report that full
tilt-table tests have triggered relapses lasting months or years,
and

3) a proportion of patients with ME/CFS and severe Orthostatic
intolerance are too ill to undertake any form of orthostatic testing
involving standing — a study has shown sitting is sufficient to
reduce cerebral blood flow in severe ME/CFS — a 10-minute (or
shorter) supine to sitting test may be sufficient in these patients
and reduce the risk of triggering an ME relapse.

consensus recommendation to raise awareness about this. The
guideline is about the diagnosis and management of ME/CFS
and for this reason the committee was unable to make more
detailed recommendations on the causes or diagnosis of
orthostatic intolerance.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory
committees

246 of 1342



N I (: National Institute for
Health and Care Excellence

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

10 November 2020 - 22 December 2020

Stakeholder | Document Page No | Line No (ST PERTRIEIEETS NPz
van Campen et al. Reductions in Cerebral Blood Flow Can Be
Provoked by Sitting in Severe Myalgic Encephalomyelitis/Chronic
Fatigue Syndrome Patients. Healthcare (Basel). 2020 Oct
11;8(4):E394. doi: 10.3390/healthcare8040394.

We suggest a tiered screening/diagnostic approach of:

A) For patients who struggle to sit with their feet on the
ground: 10-minute supine to sitting test measuring blood
pressure and heart rate as would be done in the NASA
10-minute lean test. This can be performed at home or
in primary care and stopped earlier if patient becomes
too symptomatic or meets diagnostic criteria before the
10 minutes is complete.

B) For patients who can sit with their feet on the ground:
NASA 10-minute lean test

C) For patients who can sit with their feet on the ground,
who can manage getting to an outpatient appointment
without triggering prolonged post-exertional symptom
exacerbation, and for whom the NASA 10-minute lean
test was negative: Full tilt table test. If these patients are
experiencing orthostatic intolerance symptoms, then
non-pharmacological measures could be started whilst
waiting for the tilt-table test appointment.

We suggest the following wording:

‘A full tilt table test can trigger a relapse in patients with
ME/CFS.

To reduce the risk of triggering a relapse and to reduce delays in
diagnosis and treatment of orthostatic intolerance, a tiered
screening / diagnostic process can be used:

A) NASA 10 Minute Lean Test should be performed in primary
care for any patient with ME/CFS who is able to tolerate sitting
with their feet on the ground for longer than a few minutes
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without triggering post-exertional symptom exacerbation (PESE)
lasting longer than a few days: http:/bit.ly/BHC-10minLeanTest
B) If a NASA 10 Minute Lean Test is negative, then a full tilt table
test is required to exclude POTS, NMH or OH. Consideration
should be given as to whether the patient is likely to tolerate this:
asking the patient about how long they can usually sit or stand
for without triggering PESE and whether they can attend
outpatient appointments without triggering PESE.

C) For patients with severe orthostatic intolerance, who are
unable to sit with their feet on the ground for longer than a few
minutes without triggering PESE, a supine to seated version of
the NASA 10-minute Lean Test could be performed to screen for
orthostatic intolerance.’

If CFS is the only identified cause of the sleep disturbance,
pharmacologic therapies, such as over the counter products, or
tricyclic agents can be tried. Clinicians experienced with CFS
report that patients treated with low-dose tricyclics describe
having more hours of uninterrupted sleep, although no large
randomized trials have been conducted. Amitriptyline 10 mg one
hour before bedtime is a good starting dose. Even though this is
a very small dose, some patients still may feel groggy upon
awakening; this usually passes after about a week. If this low
dose does not reduce frequent nocturnal awakenings, gradual
escalation of the dose is warranted. Improved sleep is usually
seen within 48 hours.

Accessed via the website: https://www.uptodate.com/home The
UpToDate system .

Additional information on the management of sleep disorders can

be found in separate topic reviews. (See "Overview of the
treatment of insomnia in adults" and "Approach to the patient
with excessive daytime sleepiness" and "Treatment of restless
legs syndrome and periodic limb movement disorder in adults"
and "Nocturnal leg cramps".)

Developer’s response

Thank you for your comment and information.

Although sleep medication was included in the protocol for
pharmacological interventions no evidence was identified and the
committee agreed they were unable to make any specific
recommendations for medicines or prescribing. The committee
have provided general advice for health professionals on what to
be aware of when prescribing medicines for people with
ME/CFS.
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We would like to see here the mentioning that some patients may
require pharmacological treatment of nausea. It would also be
helpful to mention comorbidities which have a higher prevalence
in patients with ME/CFS than in the general population and
where appropriate management of those comorbidities can less
the nausea and vomiting e.g. gastroparesis which is more
common in patients with dysautonomia or hypermobile spectrum
disorder (both of which can be present in ME) and also Mast Cell
Activation Disorder — where antihistamines, montelukast, sodium
cromoglycate, and H2 receptor antagonists can make a
significant difference, allowing patients to eat without vomiting
and re-establish a healthy weight.

We suggest adding ‘Consider Mast Cell Activation Syndrome in
patients with multiple food intolerances.’

There have been a number of cases of patients with ME/CFS
and severe food intolerances and vomiting being misdiagnosed
with eating disorders but being able to regain weight once MCAS
treatment has been initiated.

Change all references to ‘cognitive behavioural therapy (CBT)’ or
‘CBT’ to ‘psychological therapy’

Rationale: psychological therapy offered to people with ME to
date has been predominantly CBT, yet there is no evidence to
suggest that this is a more appropriate psychological therapy
than other varieties, and a number of large patient survey studies
have shown that patients with ME/CFS have been harmed by
CBT. The only reason that CBT should be specifically mentioned
is to warn clinicians and patients that it is not a treatment for
ME/CFS (as had been stated in the previous guidelines).

Developer’s response

Thank you for your comment.

In the absence of any evidence on dietary strategies or
treatments for nausea the committee made a consensus
recommendation with general advice ( now in the dietary
management section) and expanded on this in the committee
discussion in Evidence review G- Non-pharmacological
management.

Thank you for your comment.

Throughout the guideline the committee have recommended the
importance of being aware of differential diagnoses and
coexisting conditions. The committee hope that the
recommendation to refer people with ME/CFS with a restrictive
diet for a dietetic assessment will improve the identification and
management of complications that people with ME/CFS can
experience and they decided not to refer to any one particular
condition noting that highlighting one condition may lead to other
conditions being overlooked.

Thank you for your comment

After considering the range stakeholder comments about the title
not being representative of this section the committee edited the
title of this section to remove psychological support recognising
this only referred to CBT.

After reviewing the evidence for psychological and behavioural
interventions other than CBT the committee concluded that
although some benefit was reported for different types of
interventions the evidence was mainly based on single studies
and the evidence was low to very low quality. The committee
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Across 3 different patient surveys that asked people with
ME/CFS whether or not it had helped:

With regards to general health or physical health: only 6.2% -
23% stated it had helped , and 10 -26.4% deteriorated.

With regards to mental health: although 41% reported
improvement, 26.9% reported their mental health deteriorated
following CBT.

Dawes et al. (Forward ME & Oxford Brookes University).
Evaluation of a survey exploring the experiences of adults and
children with ME/CFS who have participated in CBT and GET
interventional programmes 03 April 2019

Action for ME, Big Survey:
https://www.actionforme.org.uk/uploads/images/2020/02/Big-
Survey-GET-and-GET-for-people-with-ME.pdf

Leary et al. ME Action UK. Your Experiences of ME Services.
Oct 2019. https://www.meaction.net/wp-
content/uploads/2019/10/Your-experience-of-ME-services-
Survey-report-by-MEAction-UK.pdf

Very glad to see these clarified.

Point 1.11.44 should be reworded along the lines of:
‘Psychological therapies should only be delivered by healthcare
professionals who are aware of the organic pathophysiology of

Developer’s response

agreed that there was insufficient evidence to make any
recommendations for any of the interventions (see evidence
reports G and H).

CBT

Based on the quantitative and qualitative evidence (evidence
reviews G and H) and their own experience the committee
concluded that CBT could be offered where this is appropriate
and chosen by the person with ME/CFS to help them manage
their symptoms and reduce the distress associated with having a
chronic illness. The committee concluded it was important to
accompany these recommendations with ones that set out how
CBT should be delivered for people with ME/CFS. (See evidence
reviews G and H for the evidence and the committee discussion
on these recommendations).

Treatment or cure

To note after considering the stakeholder comments on the
wording ‘treatment or cure for ME/CFS’ the committee agreed
to remove the word ‘treatment’ from these recommendations to
avoid any misinterpretation with the availability of treatments for
the symptom management for people with ME/CFS.

CBT is not a treatment for ME/CFS but could be useful for some
people with ME/CFS with supporting them in managing their
symptoms.

Thank you for your comment.

Thank you for your comment.
The training for health and social care professionals section of
the guideline recommends that all staff that deliver care to people

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

250 of 1342


https://meassociation.org.uk/wp-content/uploads/NICE-Patient-Survey-Outcomes-CBT-and-GET-Final-Consolidated-Report-03.04.19.pdf
https://meassociation.org.uk/wp-content/uploads/NICE-Patient-Survey-Outcomes-CBT-and-GET-Final-Consolidated-Report-03.04.19.pdf
https://meassociation.org.uk/wp-content/uploads/NICE-Patient-Survey-Outcomes-CBT-and-GET-Final-Consolidated-Report-03.04.19.pdf
https://www.actionforme.org.uk/uploads/images/2020/02/Big-Survey-GET-and-GET-for-people-with-ME.pdf
https://www.actionforme.org.uk/uploads/images/2020/02/Big-Survey-GET-and-GET-for-people-with-ME.pdf
https://www.meaction.net/wp-content/uploads/2019/10/Your-experience-of-ME-services-Survey-report-by-MEAction-UK.pdf
https://www.meaction.net/wp-content/uploads/2019/10/Your-experience-of-ME-services-Survey-report-by-MEAction-UK.pdf
https://www.meaction.net/wp-content/uploads/2019/10/Your-experience-of-ME-services-Survey-report-by-MEAction-UK.pdf

Stakeholder

Northern
Ireland

National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Document

Page No

Line No

10 November 2020 - 22 December 2020

Comments

ME/CFS, of energy management principles in ME/CFS, and of
the particular risks associated with overexertion (physical,
cognitive or emotional) in ME/CFS.’

Rationale:

There is no definition (or consensus) regarding what constitutes
‘appropriate training and experience’ or ‘expertise in CBT for
ME/CFS’. The term, ‘CBT for ME/CFS’ is arguably a misnomer.
The paragraph as it stands has no clear meaning and will likely
be interpreted inconsistently. This could greatly complicate the
challenge of developing a new service culture that adapts to the
new guidelines i.e., that psychological therapies are not a
treatment for ME/CFS but to offer psychological support for the
psychological effects of living with chronic illness.

It is important that healthcare professionals delivering
psychological therapies to people with ME/CFS are aware that it
has organic pathophysiology and are aware of the risks of
overexertion (physical, cognitive or emotional) in ME/CFS given
the evidence of harm caused to patients by psychological
therapies.

Dawes et al. (Forward ME & Oxford Brookes University).
Evaluation of a survey exploring the experiences of adults and
children with ME/CFS who have participated in CBT and GET
interventional programmes 03 April 2019

Action for ME, Big Survey:
https://www.actionforme.org.uk/uploads/images/2020/02/Big-
Survey-GET-and-GET-for-people-with-ME.pdf

Leary et al. ME Action UK. Your Experiences of ME Services.
Oct 2019. https://www.meaction.net/wp-
content/uploads/2019/10/Your-experience-of-ME-services-
Survey-report-by-MEAction-UK.pdf

Developer’s response

with ME/CFS should have training and maintain continuous
professional development in ME/CFS relevant to their role so that
they provide care in line with this guideline.

The following recommendation is clear that CBT does not
assume people have ‘abnormal’ illness beliefs and behaviours as
an underlying cause of their ME/CFS. For these reasons your
suggestion has not been added.
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The risks may need to be clarified in the guideline as most
healthcare professionals will not be aware of the risks of CBT
specific to ME/CFS (in addition most patients will not be aware
that CBT could have risks) e.g., risk of deterioration if physical,
cognitive or emotional energy expenditure required to engage
with psychological therapy sessions is beyond the patient’s
energy envelope. Risk of relapse if the psychological therapy in
any way encourages patients to push through symptoms or
exceed their energy envelope.

McPhee, G., Baldwin, A., Kindlon, T., & Hughes, B. M. (in press).

Monitoring treatment harm in Myalgic encephalomyelitis/chronic
fatigue syndrome: A freedom-of-information study of National
Health Service specialist centres in England. Journal of Health
Psychology. doi: 10.1177/1359105319854532

Reword ‘support them in managing their symptoms of ME/CFS;
to ‘to support them in managing psychological demands of
chronic illness’

Rationale: There is no evidence that psychological therapies
assist in managing symptoms of ME/CFS. They assist with
psychological distress associated with having chronic iliness or
with psychological symptoms from other causes. The guideline
needs to clearly reflect this unambiguously.

Developer’s response

Thank you for your comment.

The committee agree it is important for the risks to be explained
and this is one of the reasons it is important that CBT is only
delivered to people with ME/CFS by healthcare professionals
with appropriate training and experience in CBT for ME/CFS, and
under the clinical supervision of someone with expertise in CBT
for ME/CFS. They will be aware of the risks that you highlight.

Thank you for your comment.

CBT

The management sections of the guideline include
recommendations to offer CBT to help people manage their
symptoms and reduce the distress associated with having a
chronic illness and are options for part of the care and support
plan where appropriate and chosen by the person with ME/CFS.
To accompany this the committee have made recommendations
that set out how CBT should be delivered for people with
ME/CFS. See evidence reviews G and H for the evidence and
the committee discussion on these recommendations.

After reviewing the evidence for psychological and behavioural
interventions other than CBT the committee concluded that
although some benefit was reported for different types of
interventions the evidence was mainly based on single studies
and the evidence was low to very low quality. The committee
agreed that there was insufficient evidence to make any
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recommendations for any of the interventions (see evidence
reports G and H).

After considering the range of stakeholder comments this
recommendation has been edited to,” explain to people with
ME/CFS that cognitive behavioural therapy (CBT) may help them
to manage their symptoms but it is not curative. Offer CBT to
people with ME/CFS who would like to use it to support them in
managing their symptoms’.

In addition recommendation 1.12.29 has been edited to clarify
that CBT aims to improve quality of life, including functioning,
and to reduce the distress associated with having a chronic

illness.
Hope 4 ME & Guideline 034 005 - 006 | Section 1.11.44 should be preceded by a new paragraph, along Thank you for your comment.
Fibromyalgia the lines of the following:
Northern After reviewing the evidence for psychological and behavioural
Ireland “Given the variety of therapies that can be considered, interventions other than CBT the committee concluded that

the choice of therapy will depend on the needs, although some benefit was reported for different types of
capacities, limitations, and preferences of the individual | interventions the evidence was mainly based on single studies

patients themselves. In the past, many persons with and the evidence was low to very low quality. The committee
ME/CFS have been given CBT, but there is no empirical | agreed that there was insufficient evidence to make any
basis to support a generic recommendation of CBT to recommendations for any of the interventions (see evidence

universally support the psychological well-being of any reports G and H).
patient group.”
CBT

Rationale: This is required to help address the fact that
psychological therapy offered to people with ME to date has
been predominantly CBT, yet there is no evidence to suggest
that this is a more appropriate psychological therapy than other
varieties, and a number of large patient survey studies have
shown that patients with ME/CFS have been harmed by CBT.

Based on the quantitative and qualitative evidence (evidence
reviews G and H) and their own experience the committee
concluded that CBT could be offered where this is appropriate
and chosen by the person with ME/CFS to help them manage
their symptoms and reduce the distress associated with having a
chronic illness. The committee concluded it was important to
accompany these recommendations with ones that set out how
CBT should be delivered for people with ME/CFS. (See evidence
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Across 3 different patient surveys that asked people with
ME/CFS whether or not it had helped:

With regards to general health or physical health: only 6.2% -
23% stated it had helped , and 10 -26.4% deteriorated.

With regards to mental health: although 41% reported
improvement, 26.9% reported their mental health deteriorated
following CBT.

Dawes et al. (Forward ME & Oxford Brookes University).
Evaluation of a survey exploring the experiences of adults and
children with ME/CFS who have participated in CBT and GET
interventional programmes 03 April 2019

Action for ME, Big Survey:
https://www.actionforme.org.uk/uploads/images/2020/02/Big-
Survey-GET-and-GET-for-people-with-ME.pdf

Leary et al. ME Action UK. Your Experiences of ME Services.
Oct 2019. https://www.meaction.net/wp-
content/uploads/2019/10/Your-experience-of-ME-services-
Survey-report-by-MEAction-UK.pdf

After Point 1.11.45 Insert a section similar to the following:
‘Adjustments needed for Psychological Therapies in Patients with
ME/CFS

Should a person with ME/CFS seeks support from psychological
therapies, the process and pace of such therapies should be
adjusted to meet the person’s needs and to minimise the risk of
the the physical, cognitive and emotional energy involved
exceeding the person’s energy envelope. This might include
shorter, less frequent sessions, longer-term goals and sessions
delivered remotely or from home. It is important the therapist
reviews at the start of each session, what impact the previous
session had on the client's ME/CFS to consider if it is
manageable or if the energy requirement of the sessions need
reduced in some way e.g., by keeping sessions shorter, or using

Developer’s response

reviews G and H for the evidence and the committee discussion
on these recommendations).

For these reasons you suggestion has not been added.

Thank you for your comment.

The committee agree that flexibility in accessing services and
delivering care is important to all people with ME/CFS as the
symptoms experienced can mean physically attending
appointments can be difficult and cognitive difficulties may
require additional time. This is addressed in the access to care
section of the guideline and includes many of the points you
make.

A holistic personalised approach to the assessment and the
management of ME/CFS is recommended throughout the
guideline and the needs of the individual should be taken into
account.
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different form of communication, or by the client lying down

during the session etc, or whether engaging in therapy in any

way is too much for the patient at the current time.

Adjustments to cancellation policy:

Due to the fluctuating and unpredictable nature of the iliness,
people with ME/CFS will at times need to cancel sessions last
minute - it is important that this does not lead to their number of
sessions being reduced, as where this is the case, patients can
be tempted to push through a flare to avoid losing a session,
triggering a relapse.

Adjustments to number of sessions offered:

The number of sessions offered should be sufficient to meet the
psychological needs and should take into account that it is more
difficult for a person with ME/CFS to start an additional separate
block of psychological therapy where the first was too short in
duration to meet their needs: A therapeutic relationship takes
time to establish, and this will take longer in patients with
ME/CFS who can only manage shorter sessions or more spaced
out sessions. Due to limited energy, a person with ME/CFS will
usually require making substantial sacrifice in order to engage in
any therapy session e.g., sacrificing already minimal social
contact, family responsibilities, getting outdoors or even getting
washed or dressed. Therefore, it is important to avoid the need
for the person with ME/CFS to sacrifice further energy to build up
a second therapeutic relationship, where insufficient number of
sessions was given with the first .

Inpatient Psychiatric Facilities:

Where patients require inpatient psychiatric treatment for a
psychiatric condition such as schizophrenia or suicidal risk, the
principles laid out regarding access to care (sections 1.8.1-1.8.6)
apply. For patients with severe ME/CFS, it should be ensured
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that any assistive equipment needed is available during their stay
e.g., wheelchairs, hoists etc.’

Rationale:

Given that psychological therapies are not a treatment for
ME/CFS, the main contents of a Psychological Support section in
the ME/CFS guidelines should be to:

o Emphasise how the guidelines have changed
that psychological therapies should be no
longer offered as a treatment for ME/CFS

o Outline any ways in which assessment and
treatment of psychological distress or
psychological disorders should differ in
patients with ME/CFS in comparison to the
general population. i.e., 1) issues with
diagnosis of psychological disorders due to
symptoms which can be present in either
ME/CFS and psychological disorders and 2)
Adjustments needing made to management of
psychological disorders or psychological
distress in patients who also have ME/CFS.

The normal formats of psychological therapy are often
inaccessible to patients with ME/CFS due to the combined
physical, cognitive and emotional energy required. Adjustments
that are currently listed for patients with severe or very severe
ME/CFS on pg. 35 lines 25-26 will frequently be insufficient in
themselves to make psychological therapy accessible to people
with severe or very severe ME/CFS, but they will be useful for
people with mild and moderate ME/CFS and so should be
included in a section on adjustments for psychological therapies
for all people with ME/CFS.

There is extensive survey evidence that people with ME/CFS
have been harmed by CBT, and it is important that this section
highlights adjustments that can minimise that risk e.g., sessions
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which can be accessed from the patients home, shorter

sessions, more spaced out sessions. It is very important the

therapist reviewing at the beginning of each session how the

previous session affected the patient’'s ME, to prevent harm

going unnoticed and to allow further adjustments to be made as

necessary.

The sacrifice that patients with ME/CFS may be making in order
to engage with psychological therapies is substantial e.g.,
reducing already minimal social contact, being unable to engage
in family responsibilities/activities they otherwise could, being
unable to go outside, or even being unable to get washed and
dressed on the day or for a few days after a therapy session. It
is important that therapist and commissioners are aware of this
and ensure that people with ME/CFS get sufficient benefit for
those sacrifices. Obstacles that currently reduce that benefit are:
1) number of sessions offered being insufficient (especially
important where patients with ME/CFS cannot afford the energy
involved in building up a therapeutic relationship with a second
therapist for a second block of therapy when they become
eligible again, and 2) Not being able to make full use of the
limited number of sessions they are offered because the
unpredictable fluctuating nature of the iliness can mean they
need to cancel last minute and cancellation policies often mean
that in that situation they lose that session. This also encourages
patients to push through in order to not lose a session and
increases the risk of going over their energy envelope and
triggering a flare or relapse.

People with severe ME/CFS who also have psychiatric
conditions for which they have required inpatient psychiatric care
e.g., schizophrenia or bipolar disorder have reported difficulties
where the psychiatric wards have not had the equipment, they
need to remain within their energy envelope e.g., hoists or
wheelchairs.
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Change ‘Psychological Support: Cognitive Behavioural Therapy’
to “Psychological Support for Living with a chronic disabling
lliness’

Rationale: CBT should be removed from the title as
psychological support does not need to be in the form of CBT —
although it has been the most commonly used form to date, there
is not sufficient evidence to suggest that it is more compatible
with people with ME/CFS than other types of psychological
therapies and there is extensive survey evidence that people with
ME/CFS have been harmed by CBT.

Adding the clarification of ‘for living with a chronic disabling
illness’ to the title helps prevent any misunderstanding that
psychological support is still being recommended as a treatment
for ME/CFS.

Developer’s response

Thank you for your comment.

After considering the range stakeholder comments on this
section the committee edited the title to remove psychological
support recognising this section only referred to CBT.

After reviewing the evidence for psychological and behavioural
interventions other than CBT the committee concluded that
although some benefit was reported for different types of
interventions the evidence was mainly based on single studies
and the evidence was low to very low quality. The committee
agreed that there was insufficient evidence to make any
recommendations for any of the interventions (see evidence
reports G and H).

CBT

Based on the quantitative and qualitative evidence (evidence
reviews G and H) and their own experience the committee
concluded that CBT could be offered where this is appropriate
and chosen by the person with ME/CFS to help them manage
their symptoms and reduce the distress associated with having a
chronic illness. The committee concluded it was important to
accompany these recommendations with ones that set out how
CBT should be delivered for people with ME/CFS. (See evidence
reviews G and H for the evidence and the committee discussion
on these recommendations).

To note after considering the stakeholder comments on the
wording ‘treatment or cure for ME/CFS’ the committee agreed
to remove the word ‘treatment’ from these recommendations to
avoid any misinterpretation with the availability of treatments for
the symptom management for people with ME/CFS.

CBT is not a treatment for ME/CFS but could be useful for some
people with ME/CFS with supporting them in managing their
symptoms.
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Insert ‘Psychological therapy is not a treatment for ME/CFS’ at
the start of this point.

Rationale: Given history of CBT previously being recommended
as a treatment for ME/CFS, making it clear that psychological
therapy is not a treatment for ME/CFS

After ‘associated with having a chronic iliness’, insert a new
paragraph such as the following:

“Healthcare professionals should take into account that, as with
many physical illnesses, some symptoms of ME/CFS can overlap
with those from psychological disorders (e.g., fatigue, sleep
disturbance, cognitive impairment, appetite changes,
palpitations.) The presence of these symptoms alone does not
indicate a psychological disorder or psychological distress.
Differential diagnosis is essential. Psychological assessment
should therefore focus on non-somatic symptoms of
psychological disorders, e.g., anhedonia, depressed mood, low
self-esteem, paranoia, suicidal thoughts, or excessive worry.”

Rationale:
There are still high rates of ME/CFS being diagnosed as
psychological disorders and vice versa. Many of the symptoms

Developer’s response

In addition recommendation 1.12.29 has been edited to clarify
that CBT aims to improve quality of life, including functioning,
and to reduce the distress associated with having a chronic
illness.

Thank you for your comment.

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for symptom
management for people with ME/CFS.

However while the committee agree people with ME/CFS can
manage their symptoms there isn’t currently a cure for ME/CFS
and it is important that people with ME/CFS are aware of this.
For this reason your suggestion has not been added.

Thank you for your comment.

Throughout the guideline the committee have recommended the
importance of carrying out

investigations to exclude other diagnoses and this is included
this in the assessment and planning section. CBT is included as
part of the care and support plan if chosen by the person with
ME/CFS.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

259 of 1342



Stakeholder

Hope 4 ME &
Fibromyalgia
Northern
Ireland

National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Document

Guideline

Page No

034

Line No

005

10 November 2020 - 22 December 2020

Comments

usually used when screening for anxiety and depression can be
features of ME/CFS without anxiety or depression being present.
E.g., fatigue, cognitive impairment, sleep disturbance, nausea,
palpitations etc. It is important that all healthcare professionals
assessing for and treating psychological stress or disorders in
patients with ME/CFS are aware of this.

Make the last sentence a new point and reword:

Never offer psychological therapies including CBT as a treatment
or cure for ME/CFS. Always advise patients that psychological
therapies, such as CBT, cannot be used to treat ME/CFS.’

Rationale:

Given the history of using CBT as a treatment for ME/CFS, and
due to the ample evidence around the world to show that some
clinical practitioners can be slow to adapt to revised regulatory
guidelines, especially where they hold high levels of allegiance to
a preferred therapy, the point that psychological therapies should
not be offered as a treatment for ME/CFS needs strengthened. It
is important to minimise risk of patients, families and healthcare
professionals believing psychological therapies can treat
ME/CFS and of psychological therapies being incorrectly offered
as a treatment for ME/CFS.

Scott, T., Mannion, R., Davies, H.T.O., & Marshall, M.N. (2003).
Implementing culture change in health care: Theory and practice.
International Journal for Quality in Health Care, 15, 111-118.
Jackson, V. E., & Muckerman, A. (2012). Navigating regulatory
change: Preliminary lessons learned during the healthcare
provider transition to ICD-10-CM/PCS. Perspectives in Health
Information Management, 9, 1d.

Grol, R., & Wensing, M. (2020). Effective implementation of
change in healthcare. In M. Wensing, R. Grol, & J. Grimshaw
(Eds), Improving Patient Care: The Implementation of Change in
Health Care, 3rd edition. Hoboken: Wiley.

Developer’s response

Thank you for your comment.

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for the
symptom management for people with ME/CFS.

CBT is not a treatment for ME/CFS but could be useful for some
people with ME/CFS with supporting them in managing their
symptoms.

CBT is recommended where this is appropriate and chosen by
the person with ME/CFS to help them manage their symptoms
and reduce the distress associated with having a chronic iliness.

The following recommendations set out that CBT for people with
ME/CFS aims to improve quality of life, including functioning, and
to reduce the distress associated with having a chronic illness.
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Remove 'improve functioning and'.

Rationale: there is a history of parents and families facing
inappropriate child protection proceedings because they would
not pursue CBT or Graded Exercise Therapy for their children as
they were concerned that it could make them worse. It is
essential that this guideline makes it extremely clear that
psychological therapies are only expected to assist with any
psychological distress associated with living with a chronic iliness
and are not expected to improve functioning or help manage ME
symptoms. It is also essential that the guideline makes it clear
that psychological therapies in patients with ME may cause
harm, especially due to the cognitive and emotional energy
requirements, and that any decision to embark on psychological
therapy should weigh up the expected benefits and risks to the
patient's ME/CFS and their mental health. The guideline must
expand on what those risks can be as the majority of healthcare
professionals are unaware.

McPhee, G., Baldwin, A., Kindlon, T., & Hughes, B. M. (in press).
Monitoring treatment harm in Myalgic encephalomyelitis/chronic
fatigue syndrome: A freedom-of-information study of National
Health Service specialist centres in England. Journal of Health
Psychology. doi: 10.1177/1359105319854532

Across 3 different patient surveys that asked people with
ME/CFS whether or not it had helped:

With regards to general health or physical health: only 6.2% -
23% stated it had helped , and 10 -26.4% deteriorated

With regards to mental health: although 41% reported
improvement, 26.9% reported their mental health deteriorated
following CBT.

Dawes et al. (Forward ME & Oxford Brookes University).
Evaluation of a survey exploring the experiences of adults and
children with ME/CFES who have participated in CBT and GET
interventional programmes 03 April 2019

Developer’s response
Thank you for your comment and information.

Based on the quantitative and qualitative evidence (evidence
reviews G and H) and their own experience the committee
concluded that CBT could be offered where this is appropriate
and chosen by the person with ME/CFS to help them manage
their symptoms and reduce the distress associated with having a
chronic illness. The committee concluded it was important to
accompany these recommendations with ones that set out how
CBT should be delivered for people with ME/CFS. (See evidence
reviews G and H for the evidence and the committee discussion
on these recommendations).

After considering the range of range of stakeholder comments
this bullet point has been edited to,” aims to improve their quality
of life, including functioning’. Noting the overall aim is improve
quality of life.

The committee agree that the risks and benefits should be
discussed. This is one of the reasons it is important that CBT is
only delivered to people with ME/CFS by healthcare
professionals with appropriate training and experience in CBT for
ME/CFS, and under the clinical supervision of someone with
expertise in CBT for ME/CFS. They will be aware of the risks for
the person and able to ensure the person with ME/CFS makes
an informed choice.
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Action for ME, Big Survey:
https://www.actionforme.org.uk/uploads/images/2020/02/Big-
Survey-GET-and-GET-for-people-with-ME.pdf

Leary et al. ME Action UK. Your Experiences of ME Services.
Oct 2019. https://www.meaction.net/wp-
content/uploads/2019/10/Your-experience-of-ME-services-
Survey-report-by-MEAction-UK.pdf

The components listed in pg. 35 lines 1-2 and 5-11 should be
part of the review and management plan of people with ME/CFS,
it should not be part of psychological therapy. We are concerned
that a psychological therapist is not best placed to refine self-
management strategies for sleep activity and rest: this should be
done with a healthcare professional who is experienced in
physical healthcare management. Where this is done with a
CBT therapist, it runs the risk that given the majority of those who
have experience in CBT in ME/CFS were previously using it with
the aim of addressing “dysfunctional illness beliefs” and
“deconditioning causing by fear-avoidance behaviour”, if they
become involved on advising patients on sleep, activity and rest
then they run the risk of causing harm by encouraging patients to
push through symptoms and increase activity in fixed increments
as they had been doing previously.

Suggest amending paragraph as follows:

‘There has been an unmet need in the provision of psychological
support to people who have severe and very severe ME/CFS, as
the physical, cognitive and emotional energy demands of
psychological therapies are often above their energy envelope
and can trigger flares and relapses.

Treatment plans should conform to all ethical and clinical
standards relevant to the use of psychological therapies with
people who have severe physical illness. The individual should
be consulted to identify their physical, cognitive and
sensorimotor limitations, what adjustments may make
psychological therapy accessible to them, what they can manage

Developer’s response

Thank you for your comment.

CBT is recommended where this is appropriate and chosen by
the person with ME/CFS to help them manage their symptoms
and reduce the distress associated with having a chronic iliness.
If chosen by the person with ME/CFS delivered as part of the
care and support plan and energy management plan.

Thank you for your comment.

The committee agree that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments or
focusing for periods of time can be difficult, and particularly so for
people with severe or very severe ME/CFS. In the Access to care
section of the guideline and section on people with severe and
very severe ME/CFS home visits are used as examples of
supporting people with ME/CFS to access care. The committee
note that other methods, such as online communications may be
more appropriate depending on the person’s symptoms.
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without causing their ME to deteriorate. , Treatment approaches
should take into account of the balance of ME/CFS and
psychological wellbeing. Every effort should be made to make
adjustments that provide a form of psychological support that is
accessible to the individual.

Therapies would need to be delivered at home or remotely.
Sessions may need to be as short as 5-10 minutes. Some
therapies which may be more accessible include:

» Therapy which can be delivered by email correspondence,
audio messages, or live text chat.

» Creative therapies which allow the expression of emotions
whilst reducing the cognitive demands of putting them into
words.

» Resources which can be accessed in the persons own time
and pace — whilst not a replacement for one-on-one therapy,
this may offer some support if one-on-one therapy is beyond
the person’s ability at that time.

Other adjustments which may help include:

 reducing environmental stimuli during the psychological
therapy session e.g., darkened room, therapist using a quiet
voice.

+ reducing physical and orthostatic demands during the session
e.g., the patient may find it easier lying down or using
speakerphone, headphones or a laptop rather than holding a
phone. ‘

Rationale:
There is no evidence to suggest that CBT should be mentioned
above any other psychological therapies.

The adjustments listed in in lines 25-26 should be listed as
recommendations for all patients with ME/CFS. For the majority
of patients with severe or very severe ME/CFS, these

Developer’s response

Based on the quantitative and qualitative evidence (evidence
reviews G and H) and their own experience the committee
concluded that CBT could be offered where this is appropriate
and chosen by the person with ME/CFS to help them manage
their symptoms and reduce the distress associated with having a
chronic illness. The committee concluded it was important to
accompany these recommendations with ones that set out how
CBT should be delivered for people with ME/CFS. (See evidence
reviews G and H for the evidence and the committee discussion
on these recommendations).

The committee agreed that it was important that CBT should be
available for all people with ME/CFS but that is was important to
highlight the additional caution needed for people with severe or
very severe ME/CFS.
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adjustments will still be insufficient to make it achievable within
their energy envelope. As a result, there has been a substantial
unmet need of the psychological needs of patients with ME/CFS.
Clear examples of adjustments which may help make
psychological support accessible to those with severe ME/CFS.

To support this submission to the consultation process, two
different online support groups of patients with severe ME in the
UK were consulted to establish whether they had been able to
access psychological support with the adjustments listed in lines
25-26, whether it had been beneficial, and whether they had
experienced any other adjustments or formats of psychological
therapy and whether these had been successful. A number of
people with severe ME/CFS expressed that even with the
adjustments listed, the physical, cognitive and emotional energy
demands of therapy were more than they could manage without
their ME deteriorating. One patient mentioned that although it
caused her ME to deteriorate after each session, the benefits to
her mental health outweighed this. Of those who had accessed
psychological therapy while having severe ME/CFS, a number
mentioned the things they had to sacrifice in order to manage the
psychological therapy sessions e.g., contact with family or friends
(including those they live with), being able to get to the garden for
fresh air, or being able to get washed or dressed that day and a
couple of days afterwards.

One patient with severe ME/CFS mentioned they had found web-
based therapy helpful which consisted of either therapy via email
or live text chat communication that was available on demand at
a time that suited them. A number of other people with ME/CFS
stated that this was the format they felt most likely to be able to
manage within their energy limits.

One patient with severe ME/CFS stated they had found remote
psychotherapy helpful with the sessions being limited to 5-10
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minutes at the start & only being able to manage them if lying
down and not having to hold a phone.

A number of different psychological therapies were mentioned by
individuals with severe ME/CFS as having helped psychological
stress from living with chronic illness, including: Acceptance
Commitment Therapy, Dialectic Behavioural Therapy, Somatic
Experiencing therapy, and art therapy.

Before the section ‘Additional Principles of care for children and
young people with ME/CFS’, Insert a new section similar to the
following:

‘Changes to Previous recommendation regarding CBT in
ME/CFS.

Previously CBT was recommended as a treatment for ME/CFS
under the now no longer accepted hypothesis that ‘dysfunctional
illness beliefs’ were a causative or maintaining factor in ME/CFS.
Although the causal pathway of ME/CFS is still unclear, the
organic pathophysiology of ME/CFS is clearly evident. There is
some qualitative evidence that CBT can cause harm in patients
with ME/CFS. Further, there is no empirical evidence to suggest
that CBT is any more suited than other psychological therapies to
supporting patients with ME/CFS in coping with the psychological
distress associated with living with a chronic iliness.

Where treatment conventions change, there is a challenge to
change service culture and risk that some clinical practitioners
will be slow to adapt to revised regulatory guidelines, especially
where they hold high levels of allegiance to a preferred therapy.
The risk of existing services which have provided psychological
support not adapting to the change in the evidence and guidance
needs addressed. Clinical audits should therefore be regularly
preformed of services offering psychological support to patients
with ME/CFS and should cover: theoretical basis for treatment
offered (whether it is offered as a treatment for ME/CFS or to

Developer’s response

Thank you for your comment.

This guideline will replace CG53 and it is not necessary to
comment in the recommendations on the changes and would be
confusing.

The committee agree that training for health and social care
professionals is important and have recommended that health
and social care providers should ensure that all staff delivering
care to people with ME/CFS should receive training relevant to
their role and in line with the guideline.

To note the training recommendations have been edited.
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support living with chronic illness), adjustments provided to make
psychological support accessible to patients with ME/CFS
(including those with severe and very severe ME/CFS) and
impact of treatment on physical and mental health (including
capturing of any harm caused).

Rationale:

Given the particular history of ME treatment conventions in the
UK, including those now no longer supported by NICE, extreme
care must be taken regarding the use of CBT with persons who
have ME/CFS, particularly in services that have a long history of
providing CBT. There is ample evidence around the world to
show that some clinical practitioners can be slow to adapt to
revised regulatory guidelines, especially where they hold high
levels of allegiance to a preferred therapy.

The new NICE treatment guidelines should explicitly refer to this
known challenge of changing service culture. They should openly
acknowledge the difficulty some services will experience in
instituting new treatment approaches. This risk, and the need to
address it, should be explicitly set out in the subsection on CBT
(paragraphs 1.11.43 to 1.11.45).

Scott, T., Mannion, R., Davies, H.T.O., & Marshall, M.N. (2003).
Implementing culture change in health care: Theory and practice.
International Journal for Quality in Health Care, 15, 111-118.
Jackson, V. E., & Muckerman, A. (2012). Navigating regulatory
change: Preliminary lessons learned during the healthcare
provider transition to ICD-10-CM/PCS. Perspectives in Health
Information Management, 9, 1d.

Grol, R., & Wensing, M. (2020). Effective implementation of
change in healthcare. In M. Wensing, R. Grol, & J. Grimshaw
(Eds), Improving Patient Care: The Implementation of Change in
Health Care, 3rd edition. Hoboken: Wiley.
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Guideline needs to be more explicit about potential risks of CBT
as the majority of healthcare professionals will be unaware of
them.

McPhee, G., Baldwin, A., Kindlon, T., & Hughes, B. M. (in press).
Monitoring treatment harm in Myalgic encephalomyelitis/chronic
fatigue syndrome: A freedom-of-information study of National
Health Service specialist centres in England. Journal of Health
Psychology. doi: 10.1177/1359105319854532

Many ME experts recommend that patients with ME/CFS should
not receive live vaccines due to immune system dysregulation
often found in ME. We believe this should be mentioned
somewhere in the guideline and could be included in the
Managing Coexisting Conditions section.

Developer’s response

Thank you for your comment.

The committee agree it is important for the risks and benefits to
be explained and this is one of the reasons it is important that
CBT is only delivered to people with ME/CFS by healthcare
professionals with appropriate training and experience in CBT for
ME/CFS, and under the clinical supervision of someone with
expertise in CBT for ME/CFS. They will be aware of the risks that
you highlight and be able to support the child or young person
and their parents or carers to make an informed choice.

The committee agree that the issue of choice is fundamental to
patient care. At start of the guideline the guideline links to the
NICE page on ‘Making decisions about your care’ this underpins
the importance of people being involved in making choices about
their care and shared decision making. The importance of
choice and person centered care is directly reinforced in the
guideline sections approach to delivering care and assessment
and care planning. It is made clear that the person with ME/CFS
is in charge of the aims of their care and support plan and this
applies to all the recommendations in the guideline.

This is followed by a link to ‘Making decisions using NICE
guidelines’ and this explains how we use words to show the
strength (or certainty) of our recommendations, and has
information about prescribing medicines (including off-label use),
professional guidelines, standards and laws (including on
consent and mental capacity), and safeguarding.

Thank you for your comment.

The administration of vaccines for people with ME/CFS was not
prioritised by stakeholders during the development of the scope
or by the committee when finalising the evidence review
questions. As such evidence on vaccines has not been searched
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for or reviewed and the committee were unable to make any
recommendations on this topic.

Hope 4 ME & Guideline 036 005 - 006 | We believe that there should be an additional point after this Thank you for your comment.

Fibromyalgia which highlights conditions which have a higher prevalence in

Northern patients with ME/CFS. We believe this is important as we have Evidence review D- Diagnosis includes comprehensive lists of
Ireland observed patients often have these comorbidities undiagnosed or | differential and co-existing conditions that are commonly

may have one of these comorbidities with undiagnosed ME/CFS. | associated with ME/CFS.

e.g., could state: The managing co-existing section of the guideline includes links
“A number of conditions have a higher prevalence in patients to NICE guidance where there is related guidance. It does not
with ME/CFS. Many of these comorbidities are underdiagnosed, | infer any importance of the condition in reference to co-existing
as is ME/CFS. Therefore, a diagnosis of ME/CFS should prompt | with ME/CFS.

consideration of whether these comorbidities are present, and

likewise a diagnosis of one of these comorbidities should prompt

consideration of whether ME/CFS may be present.

Common comorbidities which should be considered include:
Fibromyalgia

Ehlers Danlos Syndrome and Hypermobile Spectrum Disorder
Mast Cell Activation Syndrome

Postural Orthostatic Tachycardia Syndrome and other forms of
dysautonomia

Sleep apnoea (central and obstructive)

Multiple chemical sensitivities”

For reference please see:

IACFS/ME. Chronic Fatigue Syndrome Myalgic
Encephalomyelitis Primer for Clinical Practitioners 2014 Edition,
Section 4.6 Co-existing Medical Conditions

Caruthers, van de Sande. Myalgic Encephalomyelitis/Chronic
Fatigue Syndrome:

A Clinical Case Definition and Guidelines for Medical
Practitioners An Overview of the Canadian Consensus
Document. ISBN: 0-9739335-0-X. Pg. 3.
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009

10 November 2020 - 22 December 2020

Comments

The following points should be inserted:

“Where indicated, refer people with ME/CFS to other specialists
who are able to help manage associated conditions, such as
Postural Orthostatic Tachycardia Syndrome (POTS),
Fibromyalgia, Mast Cell Activation Syndrome, etc.

Where people with ME/CFS need to access secondary care for
other specialties, considerations in section 1.8 should be
provided for as needed, and funded (e.g., doctor to visit patient at
home). The number of trips to clinic or hospital should be
minimised, for example by co-ordinating investigations to be
done at the same visit. Patients with severe and very severe
ME/CFS who require investigations may need admission as they
may be unable to manage being transported and the
investigations on the same day.”

After ‘-to-day variation’ suggest adding ‘and a reduction in level
of functioning or energy envelope’

Suggest adding ‘to a level consistent with the reduced energy
envelope during the flare and increasing periods of rest or sleep’
Rationale:

Patients can reduce their activity levels but still be tempted to do
more activity than is within their reduced energy envelope (as
they find it hard to accept the level of reduction of activity
required). However, this leads to further PESE and can often
lead to a flare progressing into a relapse.

Developer’s response
Thank you for your comment.

Throughout the guideline the committee have reinforced the
importance of excluding or identifying other conditions and
seeking advice from an appropriate specialist if there is
uncertainty about interpreting signs and symptoms.

The committee agree that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments can be
difficult and in the case of people with severe or very severe
symptoms who are unable to leave their homes particularly
challenging. Home visits are used as examples of supporting
people with ME/CFS to access care. The committee note that
other methods, such as online communications may be more
appropriate depending on the person’s symptoms. See the
access to care section of the guideline.

Thank you for your comment.

‘and a reduction in level of functioning or energy envelope’ is
implied with a sustained exacerbation of symptoms and does not
add any further clarity to the recommendation and for this reason
has not been added.

Thank you for your comment.

The recommendation includes general strategies for people with
ME/CFS, specific strategies and levels of activity would be
individual to the person with ME/CFS and discussed as part of
their care and support plan. The risk of including examples in a
recommendation is that they cannot be exhaustive and there is
the risk these are taken as the only options available.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

269 of 1342



National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

10 November 2020 - 22 December 2020

Stakeholder | Document Page No | Line No (ST PERTRIEIEETS NPz
Hope 4 ME & Guideline 038 006 - 009 | This seems to be inconsistent with Pg. 37 line 18 — pg. 38 line 5: | Thank you for your comment.
Fibromyalgia which suggests that the person should be contacting a named This section has been reordered and in summary, strategies to
Northern contact & having a review each time they have a relapse. manage flare ups and relapses should be included in the care
Ireland Perhaps it is meant to mean that the for the first couple of and support plan, if a flare up and relapse cannot be managed
relapses should contact a named contact with expertise in ME (in | then the person should contact their named contact for support,
primary or secondary care) and have a review as outlined in in particular for a relapse ( if a review is needed) there are some
1.13.4 and 1.13.5. During these reviews the potential triggers examples of factors to consider.
and management strategies for relapses will be incorporates into
the patients’ management plan. On subsequent relapses, the The committee hopes this adds clarity to this section.
patient can attempt self-management using their management
plan in the first instance, and if they need assistance or if their
relapse is persistent or if they are unable to identify the cause of
the relapse then they could contact their named contact for
review? (We believe it is important to include that being unable
to identify the cause should prompt the patient to contact their
named contact as we have observed that often when bloods are
done on patients with a relapse of unknown trigger, something is
picked up such as a deficiency or an infection).
Whether it is meant that patients should be reviewed during
every relapse or during any relapse for which they would like
assistance, then this should be added to pg. 39 lined 6-7 (section
1.14.2).
Hope 4 ME & Guideline 038 008 - 009 | Change to: “advise the person to contact their named contact in Thank you for your comment.
Fibromyalgia the primary care team or case worker from their local ME/CFS This has been edited throughout the guideline to ME/CFS
Northern service for review.” specialist team.
Ireland
Hope 4 ME & Guideline 039 013 - 014 | It would benefit patients enormously if discussion of what can Thank you for your comment.
Fibromyalgia and cannot be achieved could include the descriptors used for The recommendations in the review section of the guideline
Northern PIP/ESA. This would assist as a record of evidence for patients, include the minimum areas for assessment and documentation
Ireland reducing frequency of mandatory considerations and appeals for all people with ME/CFS. This is not intended to be an

which are a common source of stress triggering relapses.

exhaustive list and should be tailored according to the individual.
These areas can be used as the basis for a discussion on
accessing disability support where appropriate.
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10 November 2020 - 22 December 2020

Comments

Insert additional bullet point between 18 and 19:
“mental health wellbeing”.

Change ‘discharge letter’ to ‘letters’ (the patient may still be
under the specialist ME/CFS team.)

Change ‘named contact’ to ‘case worker’

The patients named contact should specifically be a case worker
who can coordinate their case between the members of the
multidisciplinary team to reduce the number of phone calls the
patient needs to make (and frequently struggle to manage) and
to coordinate the timing of their appointments to reduce the risk
of flare or relapses being triggered by appointments e.g. by how
appointments are spaced out, or timing the appointments to the
patients best time of day as much as possible, especially in
patients with severe and very severe ME/CFS.

We are very glad to see the need for training to be evidence-
based, created with input from patients and includes monitoring
and competency frameworks.

Developer’s response

The committee noted in Evidence review J: Review of Care that
written assessments, and reassessments, are important for
accessing disability support and a scheduled review is such an
opportunity.

Thank you for your comment.

‘Psychological’ has been added to emotional and social
wellbeing.

Thank you for your comment.

After considering the stakeholder comments this
recommendation has been edited to ‘clinical communications
from the ME/CFS specialist team, including (if relevant)
discharge letter’ to be broader.

Thank you for your comment.

‘Named contact’ links to recommendation 1.10.3 in the section on
multidisciplinary care. This recommendation clarifies that it is the
named contact that coordinates care and supports access to
services. The committee agreed this term is well known and did
not change ‘named contact’ to case worker.

Thank you for your comment.

The committee agree that training for health and social care
professionals is important and have recommended that health
and social care providers should ensure that all staff delivering
care to people with ME/CFS should receive training relevant to
their role and in line with the guideline.

To note the training recommendations have been edited.

See evidence review B for the committee discussion.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

271 of 1342



N I (: National Institute for
Health and Care Excellence

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

10 November 2020 - 22 December 2020

Stakeholder | Document Page No | Line No (ST PERTRIEIEETS NPz
Hope 4 ME & Guideline 040 011-012 | There has been such a paucity of medical, nursing and allied Thank you for your comment.
Fibromyalgia health professional (AHP) education on ME at undergraduate It is beyond the remit of NICE to recommend what should be
Northern and postgraduate levels and where it has been covered it has included in undergraduate curricula.
Ireland often been covered in the context of psychological conditions or

medically unexplained symptoms and functional neurology. We
therefore believe that it is crucial that the guideline highlights that
medical, nursing and AHP education on ME should be included
on the undergraduate medical, nursing and AHP curriculums,
and in postgraduate general practice, advanced nursing practice
(ANP), AHP, paediatric and medical curriculums (including
general medicine, emergency medicine, neurology and
rheumatology).

We also believe it is crucial that the guideline clarifies that ME
/CFS should be taught as a complex, multisystem, chronical
medical illness and not as a psychological condition or as
medically unexplained symptoms or functional neurology.

We believe the following points should be inserted:

‘ME/CFS should be included in the undergraduate medical,
nursing and AHP curriculums, and postgraduate Physician,
Paediatric, General Practice, Advanced Nurse Practitioner (ANP)
and Allied Healthcare Professional (AHP) curriculums. All doctors
and healthcare professionals should understand that ME/CFS is
a complex, multi-system, chronic medical illness, not a
psychiatric condition or a functional neurological disorder. It is
classified by the WHO and SNOMED-CT as a neurological
disorder. All Physicians, Paediatricians, General Practitioners
and ANPs must be competent diagnosing and managing
ME/CFS"’

‘Medical, nursing and AHP education should begin immediately,
given the current poor state of knowledge and attitudes. Medical,
Nursing and AHP Schools must incorporate ME/CFS into the
curriculum by the next intake in September 2021, and all doctors,
nurses and AHPs graduating from July 2022 onwards must:
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e Understand that ME/CFS is a complex, multi-system,
chronic medical illness, not a psychological or
psychiatric condition.

e  Know the most common symptoms of ME/CFS
(debilitating fatigue, post-exertional symptom
exacerbation, sleep disturbance, cognitive difficulties,
orthostatic intolerance, pain).

e  Know who to ask for help if they suspect ME/CFS
(General Practitioner, ANP, Physician, Paediatrician
specialising in ME/CFS).

e Know that Graded Exercise Therapy and CBT based on
the deconditioning theory is harmful in ME/CFS, and
that any exercise or physical activity programme
requires great caution.

‘Health Education England, its equivalents in devolved nations
and medical, nursing and AHP Royal Colleges must incorporate
ME/CFS into the postgraduate Physician, Paediatric, General
Practice and Advanced Nurse Practitioner curriculums
immediately, with the following initial learning objectives (to be
updated as scientific knowledge on ME/CFS grows):

e Be able to diagnose ME/CFS.

e Be able to exclude other alternative diagnoses as
appropriate.

e Understand the biological nature of ME/CFS — that it is
not a psychological or psychiatric condition.

e Understand the long-term nature of ME/CFS, the level
of disability it can cause, and its impact on patients and
their families.

e  Know the common symptoms of ME/CFS and
commonly associated conditions.

e Be willing to take a patient-centred approach to
management.
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e Know that Graded Exercise Therapy and CBT based on
the deconditioning theory is harmful in ME/CFS and
reject their use as treatments for ME/CFS.’

Rationale: The need for medical, nursing and AHP education and
a shift in attitudes is urgent and educational resources are ready
to be rolled out with institutional support.

Training programmes must be developed by the correct people in
order to reflect the more accurate updated scientific
understanding of the illness and not outdated ‘dysfunctional
illness beliefs and deconditioning’ models.

We suggest changing the wording to:
“provide evidence-based content developed by and in
collaboration with:

e Practicing ME Physicians and Paediatricians, General
Practitioners, ANPs and AHPs with a special interest in
ME/CFS who take a biomedical approach towards
ME/CFS.

e Medical, nursing and allied health professionals who
have ME/CFS, especially those who also have expertise
in Medical, nursing or AHP education.

e ME/CFS patient organisations. “

Change the heading 1.147 to: “When deciding on how often and
where or by what method reviews or reassessments might be
needed and conducted for children and young people with
ME/CFS, take into account:”

Developer’s response

Thank you for your comment.

The committee agree that training for health and social care
professionals is important and have recommended that health
and social care providers should ensure that all staff delivering
care to people with ME/CFS should receive training relevant to
their role and in line with the guideline.

To note the training recommendations have been edited.

See evidence review B for the committee discussion.

Thank you for your comment.

The committee agree that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments can be
difficult and in the case of people with severe or very severe
symptoms who are unable to leave their homes particularly
challenging. Home visits are used as examples of supporting
people with ME/CFS to access care. The committee note that
other methods, such as online communications may be more
appropriate depending on the person’s symptoms.
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Insert additional subsection to 1.14 Review:
“People with severe or very severe ME/CFS
People with severe or very severe ME/CFS should be reviewed
in their homes as getting to clinic will cause a significant flare or
relapse.”
Add an additional bullet point
e risks/benefits to the patient’s symptoms/condition of
choice of location and method of review/reassessment
e.g., home visits or virtual consultations by video/phone.
Rationale: patients with severe/very severe ME/CFS, or those
with a ‘flare’ may not be able to leave their homes for a
consultation or may find face-to-face too stressful. Offering
alternative methods such as home visits or video/phone
reviews/assessments offers increased choice.

In patients with orthostatic intolerance, postural position is
another type of activity that needs considered in an energy
management plan e.g., patients may only be able to manage
sitting with their feet on the ground for minutes at a time (or in
very severe cases, not at all). The longer they have their feet on
the ground, the less cognitive or social or physical activity they
may be able to manage & vice versa. Patients may or may not
be aware of this themselves, so it will be helpful to discuss it with
them. Where patients are able to have their feet on the ground
for a short amount of time in a day, then splitting the duration
they can tolerate into regular shorter time periods, to reduce the
duration of time periods spent recumbent (e.g., interspersing time
spent with feet raised with 30-120 seconds sitting with feet on the

Developer’s response

When writing recommendations there is a fine line between
reinforcing information and repeating information. Too much
repetition results in a guideline becoming unwieldy and unusable.
As this point is made elsewhere your suggestion has not been
added to the recommendation.

Thank you for your comment.

The committee agree that flexibility in accessing services is
important to all people with ME/CFS as the symptoms
experienced can mean physically attending appointments can be
difficult particularly for people with severe or very severe
ME/CFS. In the Access to care section of the guideline and
section on people with severe and very severe ME/CFS home
visits are used as examples of supporting people with ME/CFS to
access care. The committee note that other methods, such as
online communications may be more appropriate depending on
the person’s symptoms.

When writing recommendations there is a fine line between
reinforcing information and repeating information. Too much
repetition results in a guideline becoming unwieldy and unusable.
For this reason your suggestion has not been added to the
recommendation.

Thank you for your comment and information.

After the considering the stakeholder comments the committee
added, ‘different activities combine and interact to cause a
cumulative impact for the individual.’ to recognise that the impact
of each activities is not separate.
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ground) can help reduce any worsening effects of long periods of
recumbent postures on orthostatic intolerance.

It should also be noted that in patients with ME, physical,
cognitive or social over exertion can cause orthostatic intolerance
to worsen — something which is not observed in patients with
orthostatic intolerance who do not have ME.

We believe the guidelines should include a section on audit of
services given that care or patients with ME/CFS has been
largely inadequate to date and given the significant changes in
the guidelines.

We suggest the following wording:
“The performance of ME/CFS services must be audited. Data
such as these must be collected annually:

e Time between initial presentation and diagnosis.

e Length of symptoms before patients present.

e  Whether patients are managed by a formal community-
based ME/CFS service, existing generic local services,
a Psychiatrist or Psychologist led specialist clinic, or a
Physician/Paediatrician/GP led specialist clinic.

e  Whether patients have a designated case worker and
who this is (OT, other AHP, social worker, ME nurse,
etc.)

e Severity category — mild, moderate, severe, very
severe.

e  Severity category in the previous year and at initial
presentation/diagnosis.

e Time between diagnosis and first OT assessment.
Whether this was done at home.

e  Whether patients received their regular review (annually
for adults, 6 monthly for children). If not, why not.

e  Whether patients are in employment, education or
training. Full time or part time.

Developer’s response

Thank you for your comment.

The committee agree that audit is an important part of measuring
performance in services but this guideline focused on clinical
recommendations, the development of audit systems was not
included as an area in the scope and the committee are unable
to make recommendations in this area.

Your comments will also be considered by NICE where relevant
support activity is being planned.
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e Were patients or their families the subject of
Safeguarding investigations. The outcome of the
investigations. The effect on the patients’ health.
e  Sample of patients’ views of the services.
o — Diagnostic process for ME/CFS including

timeliness.
o — Are their health care needs being met, what
needs to change?
o — Are their social care needs being met, what
needs to change?
o — Are health services accessible, e.g., blood
tests, patient transport, scans, appointments?
o — Are social services accessible, any barriers
to access?
o — Do they feel supported and understood? If
not, which part of the service is falling short?”
Hope 4 ME & Guideline 042 014 - 015 | “fatigability” (American English) should be spelt “fatiguability” Thank you for your comment.
Fibromyalgia (British English). The term fatigability has now been replaced with fatigue
Northern
Ireland
Hope 4 ME & Guideline 042 006 We suggest adding: ‘This can fluctuate day-to—day and hour-to- | Thank you for your comment.
Fibromyalgia hour. It is reduced further during a flare or relapse.’
Northern After taking into consideration the comments made by
Ireland stakeholders about the potential for misunderstanding the
committee agreed to edit Energy envelope to energy limits. The
committee have added that the energy limit is the amount of
energy a person has to do all activities without triggering an
increase or worsening of their symptoms.
Hope 4 ME & Guideline 043 015-016 | Change ‘all activities of daily living’ to ‘many or all activities of Thank you for your comment.
Fibromyalgia daily living’. To provide clarity about the severity of ME/CFS and symptoms
Northern the definitions of severity have been moved from the terms used
Ireland in the guideline to the front of the recommendations. The

introduction to the definitions of severity acknowledges that the
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We suggest changing ‘when upright, usually when standing, but
it can also occur when sitting’ to ‘when in more upright postures.
The posture changes required to trigger orthostatic intolerance
will vary according to severity e.g., in patients with mild
orthostatic intolerance it may occur only on standing, in patients
with severe orthostatic intolerance it can occur from any position
which isn’t completely flat i.e., includes reclining in bed.’

Rationale: We believe the current wording significantly
underestimates how disabling orthostatic can be as it hugely
overestimates the level of orthostatic stress required to trigger
symptoms, i.e. in some patients it can be triggered by any
position which is not completely flat — this has huge implication
on access to treatment as for some patients even the movement
required for ambulance transfer while staying relined will trigger
orthostatic intolerance, and for many patients the amount of time
that they can be seated with their feet on the ground rather than
raised is limited which causes access issues with transport to
access appointments unless it is by ambulance on a stretcher.

van Campen et al. Reductions in Cerebral Blood Flow Can Be
Provoked by Sitting in Severe Myalgic Encephalomyelitis/Chronic
Fatigue Syndrome Patients. Healthcare (Basel). 2020 Oct
11;8(4):E394. doi: 10.3390/healthcare8040394.

We suggest wording needs altered to indicate that average
duration of a flare will vary from patient to patient and most likely
varies in accordance with illness severity.

Rationale:

We asked members:

“What duration cut-off would you use to distinguish between:

Developer’s response

definitions are not clear cut and individual symptoms vary widely
in their severity and people may have some symptoms more
severely than others. It includes that the definitions provide a
guide to the level of impact of symptoms on everyday
functioning.

Thank you for your comment.

After considering the stakeholder comments the definition has
been edited to, “A clinical condition in which symptoms such as
lightheadedness, near-fainting or fainting, impaired
concentration, headaches, and dimming or blurring of vision,
forceful beating of the heart, palpitations, tremulousness, and
chest pain occur or worsen upon standing up and are
ameliorated (although not necessarily abolished) by sitting or
lying down. Orthostatic intolerance may include postural
orthostatic tachycardia syndrome (a significant rise in pulse rate
when moving from lying to standing) and postural hypotension (a
significant fall in blood pressure when moving from lying to
standing).

Thank you for your comment.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory

committees

278 of 1342



Stakeholder

Hope 4 ME &
Fibromyalgia
Northern
Ireland

Hope 4 ME &
Fibromyalgia
Northern
Ireland

National Institute for
Health and Care Excellence

NIC

Myalgic encephalomyelitis (or encephalopathy)/chronic fatigue syndrome: diagnosis and management
Consultation on draft guideline - Stakeholder comments table

Document

Guideline

Guideline

Page No

043

044

Line No

021
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10 November 2020 - 22 December 2020

Comments

e a shorter transient worsening of symptoms (e.g., a
‘flare’)

e and a longer-term exacerbation of symptoms (which
may lead to longer term reduction in your energy
envelope) (e.g., a 'relapse’)”

We gave options of 3 days, 7 days, 14 days and 21 days.

24 members (people with ME) voted: 19 selected 14 days, only 4
selected 3 days, 4 selected 21 days, and 1 selected 7 days.
Whilst it is a small sample, this indicates that the definition given
of 3 days is unlikely to apply to many patients with ME, and that
the cut-off point for the average length of a flare vs a relapse
varies from patient-to-patient.

Remove ‘blood pressure and’. Studies have shown that patients
with ME can have orthostatic intolerance resulting from
significant drops in cerebral blood flow which are not always
accompanied by changed in blood pressure or heart rate.

van Campen et al. Cerebral blood flow is reduced in ME/CFS
during head-up tilt testing even in the absence of hypotension or
tachycardia: a quantitative, controlled study using Doppler
echography . Clinical Neurophysiology Practice. 2020; 5: 50-58.
https://doi.org/10.1016/j.cnp.2020.01.003

Orthostatic stress should be added to the list of types of exertion
which can trigger Post-Exertional Symptom Exacerbation / Post-
Exertional Malaise. See Institute of Medicine report, Beyond
Myalgic Encephalomyelitis/Chronic Fatigue Syndrome:
Redefining an lliness (2015), http://nap.edu/19012, Pg. 106, table
7.1, major symptoms column. This fits with our reports from

Developer’s response

The reference to 1-3 days has been removed and ‘after a few
days’ included.’ A relapse lasts longer than a flare up’ has been
added to this definition.

After considering the range of stakeholder comments on the
terms flare and relapse the committee agreed to change flare to
flare up and not to edit relapse.

Thank you for your comment.

After considering the stakeholder comments the definition has
been edited to, “A clinical condition in which symptoms such as
lightheadedness, near-fainting or fainting, impaired
concentration, headaches, and dimming or blurring of vision,
forceful beating of the heart, palpitations, tremulousness, and
chest pain occur or worsen upon standing up and are
ameliorated (although not necessarily abolished) by sitting or
lying down. Orthostatic intolerance may include postural
orthostatic tachycardia syndrome (a significant rise in pulse rate
when moving from lying to standing) and postural hypotension (a
significant fall in blood pressure when moving from lying to
standing).

Thank you for your comment.
The examples in the definition are not meant to be exhaustive
and for this reason your suggestion has not been added.
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patients of their experience that PESE can be triggered by
orthostatic stress alone.

Suggested change of wording to ensure this definition is inclusive
of patients with severe and very severe ME/CFS:

‘categorised into activities of daily living, mobilising, occupational,
sports, conditioning, household, or other activities’

Rationale: The current wording excludes patients with severe
ME/CFS whose physical activity will not fall into any of those
categories. For people with severe ME/CFS, physical activity will
fall into categories of movement required for washing, dressing
and toileting, movement required for eating and drinking,
mobilising (usually within the home and that will be too much for
many) and stretching.

Change ’12 to 48 hours’ to ’12 to 72 hours’. Studies have found
that the delay can be from less than 1 hour to 7+ days with up to
72 hours being the most common time-period.

Holtzman et al. Assessment of Post-Exertional Malaise (PEM) in
Patients with Myalgic Encephalomyelitis (ME) and Chronic
Fatigue Syndrome (CFS): A Patient-Driven Survey. Diagnostics
2019, 9, 26; doi:10.3390/diagnostics9010026.

We feel it is important to add here a clarification that the
worsening of symptoms can last months to decades where the
overexertion has been at a level significant enough to trigger a
relapse. This is important as clinicians need to be aware of how
prolonged the effects can be in order to inform patients and so
that informed decisions can be made e.g., re: returning to work,
physical activity programmes etc. This information enables the
patient and clinician to understand the importance of making any
increases in activity very gradual, monitoring for delayed PEM,
and avoiding a level of exertion which is triggering PEM or
leading to fluctuations.

We believe that ‘similar to illness onset’ should be changed to
‘similar or worse than at iliness onset’.

Developer’s response

Thank you for your comment.

The definition does include that, physical activity has a health
benefit but in people with ME/CFS physical activity may make
their symptoms worsen. The committee agree that the impact
would vary in individuals with ME/CFS and agreed to leave the
definition broad.

Thank you for your comment.

The committee note that post exertional malaise is usually
described as delayed in onset with it typically delayed 12-48
hours after activity, but recognised that some people with
ME/CFS report PEM in a reduced (or later) time and have added
‘can typically’ to the definition.

Thank you for your comment.
The person’s symptoms and level of disability may be like illness
onset.” has been deleted.
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Rationale: many patients deteriorate to levels of functioning
worse than they experienced at illness onset. This is especially
true for patients with very severe ME, or the upper end of severe
ME.

We suggest rewording lines 2-7 as:

“People with severe ME/CFS are predominantly housebound
and/or bedbound. They are often unable to leave the house or
have a severe and prolonged after-effect if they do so. They may
depend on a wheelchair for mobility and may have severe
cognitive difficulties. They are often extremely sensitive to light
and noise. They often require assistance with activities of daily
living such as washing, dressing and food preparation. “

Rationale: We strongly believe that the definition of severe
ME/CFS currently included is too restrictive and will miss many
patients who are otherwise defined as having severe ME, and
who would require the adaptations for severe and very severe
ME/CFS outlined elsewhere in the draft.

Specifically, “unable to do any activity for themselves or can
carry out minimal daily tasks only (such as face washing or
cleaning teeth)’ and ‘severe cognitive difficulties’ are too
restrictive.

There are many patients who do meet the criteria of being
predominantly housebound or bedbound, who will usually have a
severe and prolonged after-effect if they do leave the house, but
who may only have mild or zero cognitive impairment most of the
time (but may have periods where the cognitive impairment
becomes moderate — severe when in a symptoms flare). In
addition, some of these patients can carry out activities more
substantial than those listed, for example light crafts, wash
themselves weekly or fortnightly or preparing meals with
adaptations such as using slow cookers and pre-prepped
ingredients.

Developer’s response

Thank you for your comment.

To provide clarity about the severity of ME/CFS and symptoms
the definitions of severity have been moved from the terms used
in the guideline to the front of the recommendations. The
introduction to the definitions of severity acknowledges that the
definitions are not clear cut and individual symptoms vary widely
in their severity and people may have some symptoms more
severely than others. It includes that the definitions provide a
guide to the level of impact of symptoms on everyday
functioning.
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If the current definition of severe and very severe ME /CFS in the
guideline is used, then these patients will be excluded even
though they are unable to leave the house without severe and
prolonged after-effect. As a result, healthcare professionals may
not offer these patients the accommodations suggested for
patients with severe ME, or consider the points suggested for
severe ME for these patients. In addition, stating that patients
with severe ME/CFS ‘have severe cognitive difficulties’ is likely to
create obstacles for those patients with severe ME/CFS who do
not have severe cognitive difficulties and who occasionally drive
short distances on good days to appointments which cannot be
facilitated from home etc.

We believe that including consideration of ‘warning signs’,
triggers of flares and management strategies for triggers within a
therapy blueprint for CBT, a psychological therapy, confuses the
issue that ME /CFS is not a psychological condition. We believe
that considering ‘warning signs’, triggers of flares and
management strategies is useful for all patients with ME/CFS
and should be facilitated by a non-psychological therapist e.g., by
a GP, a medical doctor, an occupational therapist, an advanced
nurse practitioner or a physiotherapist.

We suggest the following be inserted after line 14:

“Whilst recognising the limited extent of evidence which exists for
the management of pain in patients with ME/CFS, the beneficial
effects to individuals of the medications mentioned has value and
is worthy of recommendation. See: Guideline Principles of care
for people with ME/CFS - Managing pain pg. 30 lines 13-16.”
(Recommendations for pharmacological management of pain
taken from Up-to-date were given in a comment 93, pg. 30, lines
13-16)

Developer’s response

Thank you for your comment.

A therapy blueprint is CBT tool which summarises the work a
therapist and patient have completed together. The definition
describes examples of strategies that may have been useful for
the purpose of explaining these would be included in the
blueprint.

CBT is included as it can be part of someone’s care and support
plan if they have chosen to use it in supporting them in managing
their symptoms.

Thank you for your comment.

Taking into account the comments by stakeholders the
committee have added a consensus recommendation in the
‘managing pain’ section of the guideline to raise awareness that
pain is a symptom commonly associated with ME/CFS and
should be investigated and managed in accordance with best
practice and referred to pain services if appropriate. This has
been added to the rationale section for managing pain.

The committee did provide general advice for health
professionals on what to be aware of when prescribing medicines
for people with ME/CFS.
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Comments

Suggest using term Myalgic Encephalopathy (given issues with
name Chronic Fatigue Syndrome & if decision remains that there
is not enough evidence of brain inflammation to use the term
Myalgic Encephalomyelitis.)

The first & second sentences should be switched in order. The
majority of introductions to medical conditions will include what
the condition is before discussing its prevalence.

‘Considerable’ isn’t specific enough and could easily
underestimate the impact ME/CFS has. Numerous studies have
shown that it's quality of life impact is greater than multiple
sclerosis or many types of active cancer. As a comparison, the
NICE guideline for Multiple Sclerosis states ‘It is the commonest
cause of serious physical disability in adults of working age.’
Suggest altering to ‘It lasts longer, often life-long...’

Rationale: Stating it lasts longer than simple-post-iliness fatigue
leaves room to grossly underestimate the chronicity of ME/CFS.

Developer’s response

Thank you for your comment.

The committee agrees there is controversy over the terms used
to describe ME/CFS and this is reflected in the stakeholder
comments.

The committee agree that none of the currently available terms
are entirely satisfactory. The rationale for using ME/CFS was
initially set out in the scope for the guideline, ‘This guideline
scope uses ‘ME/CFS’ but this is not intended to endorse a
particular definition of this illness, which has been described
using many different names’ and then readdressed in the context
section of the guideline, ‘The terms ME, CFS, CFS/ME and
ME/CFS have all been used for this condition and are not clearly
defined. There is little pathological evidence of brain
inflammation, which makes the term ‘myalgic encephalomyelitis’
problematic. Many people with ME/CFS consider the name
'chronic fatigue syndrome' too broad, simplistic and judgemental.
For consistency, the abbreviation ME/CFS is used in this
guideline.’

Thank you for your comment.

The context provides background information to the guideline
and sets the scene for developing the guideline. The content is
not meant to be exhaustive.

Thank you for your comment.

The context provides background information to the guideline
and sets the scene for developing the guideline. The content is
not meant to be exhaustive.

Thank you for your comment.

The context provides background information to the guideline
and sets the scene for developing the guideline. The content is
not meant to be exhaustive.
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Suggest adding in, ‘Although research has shown a number of
abnormalities in the brain in ME/CFS, ‘ before ‘there is little
pathological evidence...’.

Reasoning: Many healthcare professionals are unaware of the
abnormalities found in the body in ME/CFS in research, including
in the brain. Given the stigma and misunderstanding
surrounding ME/CFS, some healthcare professionals may
misinterpret a lack of evidence around brain inflammation as a
lack of any brain abnormalities.

Strongly suggest changing ‘multisystem’ to ‘neurological’ in line
with WHO classification of ME/CFS as a neurological disease.
This has important impacts on patient access e.g., to the flu
vaccine, or ,in the recent pandemic, to whether or not they are
listed as vulnerable or how they will be prioritised when a vaccine
is being issued. New wording could be ‘It is a complex, chronic
neurological condition affecting multiple systems.’

This sentence needs to make it clear that there are significant
reports of harm. Terms like ‘controversial’ or ‘uncertainty about
their effectiveness’ simply convey a lack of certainty over their
efficacy and do not convey the potential for harm — it is important
this is acknowledged so that healthcare professionals are
informed themselves in order that they can inform patients of
risks and benefits.

The rest of the guideline has acknowledged that CBT & GET are
not ‘treatments’ for ME/CFS. Therefore, the word ‘treatment’
needs removed here & replaced with a more appropriate term
such as ‘management strategies’

In section 1.11.8 you do suggest “Refer people with ME/CFS to a
specialist ME/CFS physiotherapy or occupational therapy
service” but don’t mention osteopathy here.

Developer’s response

Thank you for your comment.

The context provides background information to the guideline
and sets the scene for developing the guideline. The content is
not meant to be exhaustive.

Thank you for your comment.

This has not been edited but the text ‘Myalgic encephalomyelitis
is classified under diseases of the nervous system in the
SNOMED-CT UK and ICD10 (G93.3)" has been added to this
section.

Thank you for your comment.

The context provides background information to the guideline
and sets the scene for developing the guideline. The content is
not meant to be exhaustive.

Thank you for your comment.

After considering the stakeholder comments on the wording
‘treatment or cure for ME/CFS’ the committee agreed to remove
the word ‘treatment’ from these recommendations to avoid any
misinterpretation with the availability of treatments for the
symptom management for people with ME/CFS. In the context
you mention the use of treatment does apply.

Thank you for your comment.
No evidence was identified to support recommending treatments
and osteopathy services for people with ME/CFS (Evidence
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In section 1.11.11 you continue by suggesting “Include physical
maintenance in the management plan for people with 18
ME/CFS. Think about including the following:

* joint mobility

* muscle flexibility

* postural and positional support

» muscle strength and endurance

* bone health

« cardiovascular health.”

Osteopaths are trained for 4-years at undergraduate level, are
regulated by statute and were awarded Allied Health
Professional status by NHS England in 2017. They are qualified
to provide all of the above support and it is not clear why they
have been excluded from this section.

The NICE lower back pain guidelines (prior to 2016) did suggest
that manual therapy (as conducted by an osteopath, chiropractor
or physiotherapist with appropriate training) should be offered for
lower back pain. However, in 2016 this was changed to
“Consider manual therapy (spinal manipulation, mobilisation or
soft tissue techniques such as massage) for managing low back
pain...” and the individual professions were removed from the
guidelines as it was seen to be the technique that was relevant,
not the profession that administrated it. This is in direct
contradiction to the ME guidelines that does specifically mention
professions. This lack of consistency should be addressed.

There is a section that refers to osteopathy under the
complimentary/alternative section. We are now considered to be
AHPs, so we feel that it is inappropriate to refer to osteopaths as
complimentary/alternative therapies.

Developer’s response

reviews G,H and |) and the committee agreed they could not
include any recommendations for treatments based on
osteopathy.

Thank you for your comment.

No evidence was identified to support recommending treatments
and osteopathy services for people with ME/CFS (Evidence
reviews G,H and ) and the committee agreed they could not
include any recommendations for treatments based on
osteopathy.

Osteopathy is described by the NHS website as an example of
complementary and alternative treatments
https://www.nhs.uk/conditions/complementary-and-alternative-
medicine/.
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Comments

The main concern is that in section 1.11.16 you specifically state
“Do not offer - therapies derived from osteopathy” and you do not
say the same for chiropractic or other therapies so it would
appear inappropriate to single out osteopathy, and this reference
to osteopathy we feel should be removed.

The Equality Impact Assessment states that “the groups
identified in the equalities impact assessment during scoping
were considered through the development of the guideline,
however there was no or limited evidence identified for these
groups and it was agreed no separate recommendations for
these groups were to be made”. (These groups are listed as:
Older people; Pregnant women; Black and Minority Ethnic
people; and Men, as well as those from low socioeconomic
backgrounds and those living in rural settings. Equality Impact
Assessment questions 1 & 2.)

In light of this concerning lack of evidence, we recommend
adding a research recommendation considering access to care
and outcomes for people with ME in groups with potential
equality issues.

We suggest that there is evidence that black and minority ethnic
people have specific issues relating to accessing information and
support (e.g. Evidence Review C p17 and p22 and from
feedback from our community) and would like to see this impact

Developer’s response

Thank you for your comment.
After considering the stakeholder comments the committee
agreed to remove the reference to osteopathy.

Thank you for your comments.

An equality impact assessment (EIA) has been completed for
this guideline and is available on the guideline webpage.

When evaluating all the evidence the committee considered all
the groups identified in the EIA, the applicability and
generalisability of the evidence was considered by the committee
in their discussion of the evidence. Very little specific evidence
was identified for any of the groups and the committee agreed
that the recommendations should equally apply to all groups and
did not discriminate against any particular group and separate
recommendations were not thought necessary for any of these
groups.

The committee agree these factors need to be considered when
delivering care and have added, ‘Be sensitive to the person’s
socioeconomic, cultural and ethnic background, and faith group,
and think about how these might influence their symptoms,
understanding and choice of management.’ to recommendation
1.1.3.

Recommendations for research

To raise awareness of this gap in the evidence pregnant women
and women in the post-natal period, black, Asian and ethnic
minority populations have been specified in the population for
the self-management strategies, sleep management strategies,
and dietary strategies research recommendations.

Thank you for your comments.

An equality impact assessment (EIA) has been completed for
this guideline and is available on the guideline webpage.
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10 November 2020 - 22 December 2020

Comments

acknowledged in the Assessment. We have also noted this in our
comments on the Guideline on p15 line 6.

The committee did not cite any additional potential equality
issues to those identified during the scoping process. We are
concerned that in its discussions the committee does not appear
to have acknowledged one of the most obvious inequalities,
which may be impacting access to healthcare for a large
proportion of people with ME/CFS. The Guideline should
recognise that substantively more women than men are thought
to have ME/CFS, possibly by as much as a ratio of 4:1."
Evidence indicates that women are often not taken seriously
when reporting their symptoms and the severity of those
symptoms, and that women’s symptoms are frequently
psychologised.?345 This is particularly concerning in relation to
ME because the disease has a history of being put down to

Developer’s response

When evaluating all the evidence the committee considered all
the groups identified in the EIA, the applicability and
generalisability of the evidence was considered by the committee
in their discussion of the evidence. Very little specific evidence
was identified for any of the groups and the committee agreed
that the recommendations should equally apply to all groups and
did not discriminate against any particular group and separate
recommendations were not thought necessary for any of these
groups.

The committee agree these factors need to be considered when
delivering care and have added, ‘Be sensitive to the person’s
socioeconomic, cultural and ethnic background, and faith group,
and think about how these might influence their symptoms,
understanding and choice of management.’ to recommendation
1.1.3.

Recommendations for research

To raise awareness of this gap in the evidence pregnant women
and women in the post-natal period, black, Asian and ethnic
minority populations have been specified in the population for
the self-management strategies, sleep management strategies,
and dietary strategies research recommendations.

Thank you for your comment.

The prevalence of ME/CFS in different populations was not
identified as a priority area by stakeholders in the scoping of the
guideline and was not included in the scope. As such an
evidence review was not carried out and the committee are
unable to make a recommendation on this topic.

The committee note that sex is a protected characteristic in the
2010 Equality Act.
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