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Do you agree with the proposal not to
update the guideline?
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We are strongly of the view that what is required, as of now, is for CG53 to
be withdrawn. We say this in view of aspects of the content and the way
that certain recommendations are being interpreted and applied in clinical
practice; this continues to have significant adverse consequences for M.E.
patients.
We will substantiate this perspective in our further comments.
Question: When reviewing a guideline / considering whether there is need
for review, under what circumstances is it considered appropriate to take
cognisance of the impact on patients of application of a guideline’s
recommendations in clinical practice since publication?
We note that the present consideration of whether or not to review is solely
predicated on an appraisal of subsequent research publications. While a
thorough and balanced appraisal of subsequent publications is of course
right and proper, it is insufficient in this case.
This guideline was contentious from the start, with the National Institute
giving short shrift to many reasoned concerns raised in the course of
guideline development (https://www.nice.org.uk/guidance/cg53/history).
Many such concerns remain pertinent to this day.
Question: When reviewing a guideline / considering whether there is need
for review, under what circumstances is it considered appropriate to
thoroughly review the existing guideline (in addition to looking at any new
information that may suggest an update)?
We are further concerned at the change in 2014 to presenting a skeleton
guide on-line, whereby the Institute has seen fit to strip away the
substance, leaving only the recommendations: some being bland ‘no
brainers’ which tell the health professional nothing of substance, while
others require heavy caveats (discussed below).
Curiously, the core guideline is now referred to as ‘evidence’ and is simply
described as ‘containing details of the methods and evidence used to
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develop the guideline’. We doubt if any health professionals ever look at it.
The above is of concern in relation to coverage on the patient group we
represent, severely affected M.E. patients. We will come back to this point in
responding to Q 07. (Since there is evidence that people can and do become
severely affected through mismanagement, we are commenting on all
aspects of CG53.)
[P2] Regarding the proposal to liaise with Cochrane about the possibility of
updating Cochrane review on CBT to include data from the PACE Trial, the
following are necessary pre-conditions if people with M.E. are to have full
confidence in the reported findings of such a review:
(i) Regarding the PACE trial, consideration must include the recently divulged
anonymised individual patient data.
(ii) Editorial responsibility must be vested in a group other than the ‘common
mental disorders’ group, M.E being neither particularly common, nor a
mental disorder.
[P3] Regarding the conclusion that “until and unless further research suggests
otherwise, the NICE diagnostic criteria for CFS/ME remain valid” - may we
enquire: What research, if any, underlies these diagnostic criteria?
As far as we are aware:
No empirical basis has been detailed for these criteria. Unlike, say the
diagnostic protocol set out in the ‘Canadian Criteria’ which explicitly
stipulates such credentials [Carruthers, B. et al.: Myalgic Encephalomyelitis/
Chronic Fatigue Syndrome: Clinical Working Case Definition, Diagnostic and
Treatment Protocols in the Journal of Chronic Fatigue Syndrome, Vol. 11 (1) 2003,
pp7-115.]
The description set out in CG53 has have never been subject to research

[P4] We note with concern that the description of the recent (2017) Cochrane
review on Exercise fails to place the reported findings in context, in two
important respects:
(i) the review is described as incorporating data on the PACE trial, while
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failing to mention that this review was carried out before the individual
participant data was released. It is a matter of record that a recently
published reanalysis according to the original trial protocol showed even
more mediocre result than the now infamous paper published in the Lancet
in March 2011.
(ii) the consultation document fails to cite the authors’ conclusion in full - in
addition to the sentence cited, the authors note:
• that there are a range of outcomes regarding which nothing can be
said (crucially for patients, these include pain and quality of life)
• that “Reported results were obtained from patients who were able to
participate (not from those too disabled to attend clinics); these
results were inconclusive as to type of exercise therapy and showed
heterogeneity.”
This failure to place the updated review in an appropriate context is notable,
and in our view symptomatic of a wider failure in the consultation document
to seriously grapple with the import of any information - new or old - that
would temper the recommendations of CG53 towards something more in line
with patient experience.
We respectfully request that these caveats are introduced to staff in the
NHS as a matter of urgency, and that they impact on a genuine review of
CG53 without delay.
[P4] Further to the above, please take cognisance of this publication, which
concerns both Cochrane & PACE:
Controversy over exercise therapy for chronic fatigue syndrome: key lessons for
clinicians and academics Alex J. Mitchell; B J Psych Advances (2017), vol. 23, 145–
148

This states:
“… Larun et al. [i.e. Cochrane] predominantly relied on statistical means and standard
deviations for each symptom measure outcome. (These statistics were not revised
after primary data were finally released.) It should be noted that these symptom
measures are probably the least meaningful type of statistical data. They
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demonstrate differences between groups, but not how many individuals improved or
even the percentage of improvement. …
Independent re-analysis examined data for recovery at the end of the [PACE] trial and
findings were also disappointing (Matthees 2016).
The recovery rates using a priori thresholds were as follows: 3.1% for specialist
medical care alone, 6.8% for CBT, 4.4% for GET and 1.9% for adaptive pacing therapy,
with no significant differences between groups.
The PACE authors themselves maintained that CBT and GET were associated with
significantly increased recovery rates of 22% at 52-week follow up, compared with
only 8% for adaptive pacing therapy and 7% for specialist medical care alone (White
2013).
Both reports were different from the editorial claims that appeared in the BMJ at the
time of initial publication of the PACE study, which suggested that 28–30% of patients
recover using CBT and GET (Knoop 2011).
Long-term follow-up at 2.5 years found that any differences apparent between
treatment arms at 52 weeks were lost as adaptive pacing and specialist medical care
caught up with CBT and GET (Sharpe 2015).”

Regarding the Cochrane review of CBT, the consultation document likewise
simply quotes a single sentence, out of context. In this case, the first sentence
from the abstract’s conclusions, cited below:
“CBT is effective in reducing the symptoms of fatigue at post-treatment compared
with usual care, and may be more effective in reducing fatigue symptoms compared
with other psychological therapies. The evidence base at follow-up is limited to a
small group of studies with inconsistent findings. There is a lack of evidence on the
comparative effectiveness of CBT alone or in combination with other treatments …”

In addition, the detail of the conclusions are tentative and heavily caveated:
Main Results: “….Findings at follow-up were heterogeneous and inconsistent.”
Plain Language Summary: “However at follow-up, the results were inconsistent and
the studies did not fit well together, making it difficult to draw any conclusions.”
Author’s Conclusions - implications for practice:
“The benefits of CBT in sustaining clinical response and reduction of fatigue
symptoms at short and medium term follow-up are inconclusive. The benefits of CBT
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in improving physical functioning and reducing depression, anxiety and psychological
distress at post treatment and at follow-up are also uncertain.
…. findings are based on a small body of evidence in which other therapies were
designed as attention placebo controls, which limits confidence in the findings
obtained. The body of evidence for CBT compared with relaxation or support and
education at short and medium term follow-up is very small, heterogeneous and
inconclusive.
… Currently there is a lack of available evidence on the effectiveness of CBT as a
stand-alone intervention or in combination with other interventions compared with
usual care or other types of treatment (including immunological therapies,
pharmacological therapies, exercise, complementary/ alternative therapies and
nutritional supplements) for CFS. “

We respectfully request that these caveats are introduced to staff in the
NHS as a matter of urgency, and that they impact on a genuine review of
CG53 without delay.
Regarding the relevance or otherwise of PACE to people with M.E., please
note the stated perspective of the PACE trial authors:
The PACE trial paper refers to chronic fatigue syndrome (CFS) which is operationally
defined; it does not purport to be studying CFS/ME but CFS defined simply as a
principal complaint of fatigue that is disabling, having lasted six months, with no
alternative medical explanation (Oxford criteria).
PD White, KA Goldsmith, AL Johnson, R Walwyn, HL Baber, T Chalder, M Sharpe, on
behalf of all the co-authors, writing to Richard Horton, editor, the Lancet.

And, in the paper as published in The Lancet:
“The PACE findings can be generalised to patients who also meet alternative
diagnostic criteria for chronic fatigue syndrome and myalgic encephalomyelitis but
only if fatigue is their main symptom.”
Comparison of adaptive pacing therapy, cognitive behaviour therapy, graded
exercise therapy, and specialist medical care for chronic fatigue syndrome (PACE): a
randomised trial. PD White et al., The Lancet, Volume 377, Issue 9768, 5-11 March
2011, Pages 823-836

We respectfully request that this information is provided to staff in the NHS

ID Questions

Overall response
yes / no

Comments
Please insert each new comment in a new row
as a matter of urgency, and impacts on a review of CG53 without delay.
Q 01 & Q 02 Support & Information needs
Regarding Information Needs, current recommendations are that healthcare
professionals should provide accurate information, and in a variety of
formats, if appropriate. This could be said of the NHS response to any
condition and it scarcely requires a guideline development process to
establish this. Without an indication of what specific information is accurate,
nor how health professionals might become aware of this accurate
information, this recommendation is vacuous.
Please consider and clarify. In doing so, please take due cognisance of the
following comment.
Regarding ‘Shared decision-making’ [Ps 6-8], and the reference to the
recommendation for provision of information regarding risks in respect of the
range of interventions and management strategies as detailed in this
guideline. [rcd. 1.1.1.1], together with the consideration of a 2015 court
judgment on this subject:
It is remarkable that the Consultation Document concludes that this has no
implications for CG53, citing the present recommendations regarding
informing about risk [inc. 1.6.2.2]
This completely side steps the issue of whether or not and in which way / to
what extent the interventions recommended in CG53 hold potential for risk,
and whether or not CG53 has an obligation to appraise health professionals
on this subject.
Question: does NIHCE consider it appropriate, in principle, to provide
doctors and other healthcare professionals with information about any
potential risks of the management strategies recommended in CG53?
The principle ‘First, do no harm’ is flouted in CG53
As well as continuing patient reports of sustained deterioration on following
guidance given by health practitioners in good faith on the basis of this
Guidance, there is a body of research revealing that patients have specific
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physiological characteristics which constitute grounds to conclude that they
can and will deteriorate on exercise.
We are aware that deterioration in an M.E. patient can and does occur
following activity that does not come close to exercise, but nonetheless
would be encompassed by the National Institute’s definition of ‘exercise’, as
set out in CG53: “Any form of physical activity that uses the major muscle
groups of the body. Activities of daily living (for example, brushing hair or
getting dressed), sitting up in bed and walking about are all exercise in the
context of this guideline.“
We note that the glossary is contained in the full guideline which is not
available to practitioners in the latest [2014] iteration; in our view this
circumstance has significant consequences in terms of steering health
professionals away from ability to adequately assess risk.
Regarding risk, awareness of risk, and reasons for risk - an illustration, from a
patient who has experienced many relapses, despite having improved
sufficiently to work for some time now:
“I was unlucky in that there was no real diagnostic test at that time to prove it was
actually an organic illness. Nowadays, the clubs would take a blood sample, measure
your T-cells, and you would rest until your blood cells were at such a level that it
would be safe for you to go back to training. Those days we didn’t have that level of
science, so I was out doing laps of the track when I should have been resting.
I still read some medical advice to ME people to do exercise, and certainly from my
point of view that is the worst possible thing that anyone could tell me to do.”
http://www.scotsman.com/news/health/celtic-legend-davie-provan-tells-mesufferers-never-give-up-1-4445047

It is telling when a patient has more insight into the appropriate
management of the illness than the National Institute for Health & Care
Excellence.
We note that CG53 presently states: “Little or no evidence was found for the
effectiveness of sleep management, rest, relaxation or pacing for people with
CFS/ME.” and presents no reason to hold that ‘rest’ may be vital.
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The section on ‘Provision of Care’ supplies a range of bland
recommendations - with no indication of considerations that are relevant in
achieving them in this context.
The surveillance review has done nothing to establish to what extent
practitioners are in a position to provide accurate information, to what extent
patients consider that they are offered what CG53 states should be offered,
what an ‘individualised management plan’ might look like in practice, nor
how effective these are, where they exist.
Please be aware that at least some of the medical education on this subject is
abysmal, as revealed by responses to an FOI to Scottish medical schools
which showed that, where taught at all, ‘CFS’ is taught as a somatoform
disorder. The indications are that - through no fault of their own - graduate
doctors are variously unaware or downright misinformed about this illness;
this makes provision of adequate and accurate information post graduation
vital in order to ensure safe and effective patient care.
Q 03 What are the existing case definitions for CFS/ME in adults and
children? What evidence exists to substantiate or validate these case
definitions?
We note that much of the Consultation Document’s content at Q 04 concerns
case definition i.e. Q 03. Regarding coverage presented at Q 03, we note the
‘Topic Expert Feedback’: “Topic experts referred to a list of research findings and
papers worldwide and categorisation of biological abnormalities and dysfunctions
and infections found in ME”.

May we please have something about the considered implications of this
material?
Q 04 Are there any substantiated or validated evaluations to support the
diagnosis of CFS/ME in adults and children?
The heading ‘Topic Expert Feedback’ at Q 04 reveals some peculiar thinking,
past and present, concerning diagnostic criteria (Q 03).
PAST: “In the scoping meeting prior to developing NICE guideline CG53, there was a
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discussion on this with near unanimous consensus from stakeholders supporting
broadly defined diagnostic criteria. This was to allow the inclusion of the vast majority
of people with CFS/ME, which more narrowly defined criteria would exclude.”

Taking this argument to its logical conclusion, diagnostic criteria could
reasonably encompass the whole population - this being a sure and certain
way to ensure that ‘people with CFS/ME’ will be included.
In establishing clinical criteria in respect of any disorder, the objective should
be both a suitable degree of specificity and sensitivity - in other words,
delineating a patient group and only the patient group.
“A corollary of this was that it allowed the inclusion of the majority of trials, which
have typically used broad diagnostic criteria.”

This is portrayed as a positive feature of the trials. Yet it is illogical to apply
the findings of trials using one set of clinical criteria to a patient group
delineated by another set of criteria. It may also be highly risky to the patients
concerned.
PRESENT: “The expert was unaware of concerns about inclusion criteria of trials in
CFS/ME, ..”

If this is the case then this expert is remarkably uninformed.
It is questionable to look only at clinical picture in defining a disorder and
then adopt the findings of research based on patients with a different clinical
picture. We note that None of the research studies use ‘NICE’ criteria.
The positions taken are that ‘CFS/ME’ is diagnosed clinically, any testing being
done for exclusionary purposes only and the approach to patients is dictated
by the reported findings of controlled trials.
It is therefore appropriate - indeed essential - that these two groups are the
same i.e. the clinical criteria used to recruit to trials must be identical to the
clinical criteria for identifying the patients to whom the results are applied.
We respectfully submit that flouting this principle holes CG52 below the
waterline.
This section reflects no awareness of current diagnostic practice. There is a
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massive problem, in terms of:
• people with M.E. being treated as though suffering from chronic
fatigue for non-medical reasons (somatoform disorder)
• people with other disorders being given a ‘CFS’ misdiagnosis
Three contributions at the 2010 Invest in M.E. conference collectively
illustrated the importance of appropriate diagnostic protocols and the
adverse consequences of failure to achieve this.
1. Presentation by Prof Brigitte Huber concerning a research study that had
had to be halted when it became clear that it wouldn’t be possible to recruit
enough participants to give the findings sufficient ‘power’. Asked to account
for this, presenters observed “there aren’t any doctors out there diagnosing”
and “you have to be able to diagnose properly”.
2. Presentation by Prof Leonard Jason, illustrating that the lack of a specific,
sensitive, and clearly agreed diagnostic protocol implies that research findings
that purport to be about this patient group may not in fact be so.
Prof Jason noted that a case definition must be reasonably sensitive - i.e. it
must effectively ‘capture’ the vast majority of the patient population who
have the disorder in question and specific – i.e. it must not include a
substantial proportion of patients who don’t have the disorder at all.
Specificity is particularly important when looking into a relatively low
incidence disorder such as M.E., since a small margin of error on specificity
can lead to research subjects with the disorder concerned being swamped by
inclusion of even a small proportion of the population of patients with a much
more widespread condition.
3. That the consequence of these difficulties was the advocacy of
inappropriate interventions was clear from the observations of Dr Paul
Cheney, who had made a study of the cellular energy defects in cardiac
function. He reported: “we see cardiac diastolic dysfunction in almost every
case” and that “there are patients whose diastolic dysfunction is so
low/poor that they would fit well into a cardiac ward awaiting transplant”.
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He was later asked to respond to a question from the floor: “In view of the
widespread diastolic dysfunction what are the implications of using
graded exercise as a therapeutic intervention?” Dr Cheney provided a
carefully considered response, including that advice that patients should
“move within the limits of your illness”. On graded exercise, however, he was
unequivocal: “The whole idea that you can take a disease like this and
exercise your way to health is foolishness. It is insane.” This view was based
on his research findings on appropriately diagnosed patients, with 100%
exhibiting diastolic dysfunction on head up tilt table test.
‘Management, Treatments and the Latest Advances in Research into ME/CFS’ CPD
Accredited Conference London May 24th 2010. DVD of conference proceedings
available from www.investinme.org

The ‘Oxford’ criteria are mentioned here in the section on diagnosis, despite
being clearly pitched as research criteria:
Sharpe MC et al. A report - Chronic Fatigue Syndrome: Guidelines for
Research Journal of the Royal Society of Medicine, 1991, 84, pp118-121
Q 04 concerns whether or not patients can be identified based on some form
of diagnostic testing. The Impact statement makes this assessment of
emerging biomedical evidence:
“There was also evidence on metabolites, microRNA and cytokines to diagnose
CFS/ME, and that the temporal lobe might be implicated in CFS/ME pathophysiology.
However, this evidence was reported by single studies and further research to confirm
results is needed.”

This may be a perfectly valid statement in terms of implications for diagnostic
in the present climate. However patients are done a dis-service by failure to
consider the knock on implications of such emerging findings for patterns of
care. They cannot both be suffering from an illness that has no medical basis or, none that cannot be attributed to the secondary effects of inactivity, as
the research studies underpinning CG53’s management recommendations
assert - and also be carrying these abnormalities. Both professionals and
patients will be helped by high profile sharing of these emerging findings.:
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even if they presently have no implications for diagnostic practice, they can
and do have implications for how patients are perceived and managed.
Q 05 Does the evidence show that any particular intervention or
combination of interventions is effective in treatment, management or
rehabilitation of adults and children with a diagnosis of CFS/ME?
Under the heading ‘Specialist CFS/ME care / Cognitive behavioural therapy,
graded exercise therapy and activity management programmes’ we note
that CG53’s core recommendations are described separately as ‘CBT’ and
‘GET’. However in terms of what the patient is asked to do, these are much
the same i.e. increasing activity.
We will therefore consider these together.
CBT a generic concept - as the term ‘drug’ is generic. Its substance depends
on the cognitions identified as irrational and/or dissonant and the behaviour
deemed maladaptive. Professionals therefore need to be made aware of
what form it should take.
In terms of the research studies underpinning CG53, exercise is a behaviour
deemed appropriate to overcome the impact of aberrant illness beliefs
concerning the detrimental impact of activity on physical function and
wellbeing. CBT studies differ from the exercise studies in that patients are
provided an ‘explanation’ of why they are being asked to do this.
A reading of the relevant research papers reveals the title chosen does not
always reflect the content precisely in this regard. A study may be described
as ‘exercise therapy’ in the title, but pertain to exercise in combination with a
cognitive change component. When reviewing studies for NIHCE, any such
studies have been categorised according to the title, and not the substance of
the study. This clearly may have implications for data analysis, and the
existing comparison of ‘exercise’ and ‘CBT’ studies.
The study design identified for identifying evidence relevant to responding
to this question is confined to randomised or controlled clinical trials
We are aware that the ‘National Institute for Health and Care Excellence’
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work to a strict protocol in developing guidelines, a core plank being adoption
of the reported findings of controlled trials. In common with ‘NIHCE’ Clinical
Guidelines in general, the management and treatment guidance in CG53 rests
on - and only on - on the reported findings of such trails.
Only randomised and/or controlled trails were included in presenting
evidence to the Guideline Development Group. The trials on increasing
activity were then plucked from among the rest simply on the basis that there
were more of them. In other words - solely on the basis the overall number of
trials reporting positive outcomes.
Against this background, we have a number of significant concerns.
For analysis of randomised trails results to be robust, it is essential that
certain conditions are fulfilled:
(i) the intervention and control groups must be, in aggregate, comparable in
all respects and distinguished only by the fact that one group undergoes the
intervention and the other does not; in the case of random allocation of
participants to intervention and comparison groups, sufficient numbers must
be involved in the trials to produce a controlled; large numbers are required
in order to achieve this.
(ii) trial participants must all suffering from the same disorder, this being the
disorder that the clinical guideline in development is concerned with.
In our view, the body of research studies that fed into CG53 management
recommendations fails on both counts:
(i) the trails, even in aggregate, involve relatively small numbers; the RCT
method of assessing evidence on the relative merits of interventions was
never intended to permit firm conclusions based on such small numbers
(ii) there is no reason to believe that trial participants were all suffering from
the same disorder, and indeed there are a strong grounds on which to form
the opposite view. (Relatedly, the failure of a clinical guideline for use in the
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UK NHS to recognise that ‘PVFS, ME, and The Chronic Fatigue Syndrome’ are
quite separate to the behavioural disorder ’fatigue syndrome’ is remarkable.1
We therefore submit that the evidence base on which CG53 management
recommendations are based is insufficiently robust to permit firm
conclusions.
Random allocation of participants to intervention and comparison groups is
deemed the optimum method of control when recruiting to trials, but
actually of value on in so far as it succeeds in achieving matched intervention
and comparison groups.
Question: which of the randomised trials considered in CG53 and in this
review were successful in achieving matched intervention and control
groups?
Regarding the possible impact of reanalysis of PACE data on
recommendations for exercise and CBT, the consultation document rests the
case for no need to review, no matter what emerges from this exercise, on
the existence of prior evidence that points in the same direction as the
present official interpretation of PACE.
This clearly puts the spotlight on this other evidence. It is far from thoroughly
robust.
For example, the change of outcome criteria for PACE following failure of
FINE has a precedent in earlier research, where the criteria used to judge
outcomes were changed at the later stage of assessment. The former criteria,
if used, would have showed no benefit to intervention group over
comparison (control) group. The trial in question was influential because it
followed up participants over a longer period than any of the other CBT trials
(five years):
Deale A, Chalder T, Marks I, Wessely S. Cognitive behavior therapy for chronic

1

This despite repeated WHO confirmation of the distinction, and confirmation from government that the WHO’s classification is accepted - most recently in House of Lords short debate 4th
July 2017 [Parliamentary Under-Secretary of State, Department of Health, Lord O’Shaughnessy].
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fatigue syndrome: a randomized controlled trial. Am J Psychiatry 1997; 154: 408-14.

This publication looked at various outcomes six months after completion of a
course of CBT (or relaxation, in the case of the comparison group). The
presentation of findings hinges on whether or not patients “achieved good
outcomes”, with criteria for improvement related to a specific outcome
measure - the degree of improvement shown on the physical functioning
scale of the Medical Outcomes Study Short-Form General Health Survey.
A further publication looked at outcomes at five year follow up stage:
Deale A, Husain K, Chalder T, Wessely S. Long-term outcome of cognitive behavior
therapy versus relaxation therapy for chronic fatigue syndrome: a 5-year follow-up
study. Am J Psychiatry 2001; 158:2038-42

No significant difference was observed between CBT and relaxation groups on
the original outcome measure. No mention is made of the prior use of this
measure as the key determinant of “good outcomes”. The assessment takes a
different approach to reporting findings, with prominence accorded self
rating of improvement. (Even so, the positive findings applied to just 17
patients who had had CBT, and 10 who had had relaxation therapy, and the
difference between the two groups only just met the threshold of statistical
significance.)
Also, in summarising results, the authors refer to significantly more of the
‘CBT’ patients meeting ‘criteria for complete recovery’. While noting that
levels of physical functioning, fatigue, general health, and symptoms were no
better in this group than among controls. On scrutiny of the data, it emerges
that none of the various components specified as being required for a
participant to be considered to be ‘completely recovered’ showed a
significant difference between the CBT and control groups at the five year
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follow up stage (though the situation is not directly comparable in respect of
one of these measures, concerning employment).2
A further example - this trial was influential because It had recruited more
participants than other CBT trials for CFS:
Severens JL, Prins JB, van der Wilt GJ, van der Meer JW, Bleijenberg G. Cost
effectiveness of cognitive behaviour therapy for patients with chronic fatigue
syndrome. Q Med 2004; 97(3): 153-161.

and because a cost effectiveness analysis was subsequently carried out:
Prins JB, Bleijenberg G, Bazelmans E, Elving LD, de Boo TM, Severens JL, et al.
Cognitive behaviour therapy for chronic fatigue syndrome: a multicentre
randomised controlled trial.
Lancet 2001; 357: 841-7.

CG53 quotes a sample size of over 270 in respect of this study, making it the
largest of the behavioural trials. However, this tends to give a misleading
picture of the numbers involved due to the high drop out rate and the three
group structure of the trial (‘CBT’ and two comparison groups). The number
of participants who received CBT and in respect of whom complete data
regarding outcomes was available was 59. Even fewer supplied complete
information on service resource use, so that when the cost effectiveness
analysis was subsequently carried out data for just 37 CBT patients was
available.
Yet it is on the basis of this analysis that the National Institute for Health and
Clinical Excellence rest their conclusion that ‘CBT’ is cost effective.
In so far as the intervention of increasing activity may be helpful to some
patients currently subsumed under a broad brush ‘chronic fatigue
2

Aggregate figures for numbers in full or part time work are given. However, the ‘complete recovery’ component measure specifically required full time employment. These figures aren’t
given. When assessed for outcome those in the CBT group who were working worked significantly more hours per week than their working counterparts in the comparison group, so it would
seem likely that relatively more of them were in full time employment. However, that more of the CBT group than the control group were in employment before the trial began. In all other
respects, though, the components of the measure of ‘complete recovery’ correspond exactly to outcomes which are reported as not significant. All in all it is hard to see how the employment
measure alone could justify the assessment of greater likelihood of ‘complete recovery’ among the CBT group.
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(syndrome)’ label, as applied in the UK during the decade since CG53
published, it is not helpful to all.
CG53 recommends increased activity - with or without a cognitive
‘explanation’ to patients - as the interventions with the best evidence;
however this is solely predicated on the number of trials reporting benefit
of the interventions.
There is no attempt to distinguish patients who may benefit, from others
for whom these interventions would be a waste of time and money, and crucially, from others still for whom exercise - or CBT exhorting to exercise is harmful.
Some 25% ME Group members were not severely affected by M.E. until
undertaking exercise.
This core point must be recognised if harm is to be avoided.
In this connection it is instructive to compare CG53 and the present
consulation document with the deliberations of the Chief Medical Officer’s
Working Group report (2002), which advises that:
• Lack of evidence of effectiveness may not always indicate that a
therapy has no benefit, because insufficient research may have been
undertaken to quantify the effect.
• Moreover, data from surveys of patients and clinical experience
suggests that, even when good-quality evidence is available, findings
of those studies may not be generalisable beyond the groups of
patients included in the research.
• However, good clinical practice methods and clinical experience
predict that a blanket application of therapeutic approaches shown to
be effective in trials does not necessarily benefit all patients.
Annex 5: Evidence
and, having weighed up the significance of survey findings indicating a high
incidence of adverse responses to ‘CBT’ and ‘GET’, considers that:
• The data clearly indicate that the York review results do not reflect
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the full spectrum of patients' experience.
Annex 3: Patient Evidence
We are confident that removal of data from ‘Oxford’ criteria studies alters
conclusions. Please note:
Chronic fatigue syndrome prevalence is grossly overestimated using Oxford criteria
compared to Centers for Disease Control (Fukuda) criteria in a U.S. population study
James N. Baraniuk - Department of Medicine, Georgetown University, Washington,
DC 20007; Fatigue: Biomedicine, Health & Behavior; Preprint Date: July 21, 2017
URL: http://www.tandfonline.com/doi/full/10.1080/21641846.2017.1353578

“Results: The Oxford criteria designated CFS in 25.5% of 2004 males and
19.9% of 1954 females. Based on quadrant analysis, 85% of Oxford-defined
cases were inappropriately classified as CFS.
Fukuda criteria identified CFS in 2.3% of males and 1.8% of females.”
The import of this for patient care must be grasped.
Further problem with ‘Oxford’ criteria is that they are never, to our
knowledge, applied as intended.
Sharpe MC et al. A report - Chronic Fatigue Syndrome: Guidelines for
Research Journal of the Royal Society of Medicine, 1991, 84, pp118-121
makes it clear that, while the criteria will encompass a range of patients,
subgrouping is intended in analysing and presenting results - for example, it
should be noted, in reporting data, which patients had a viral onset.
We note that Sir Michael Rawlins, then chair of the National Institute for
Clinical Excellence, delivered a powerful speech critiquing sole reliance on
controlled trials:
“The evidence discussed in Sir Michael's Oration has only one purpose. It is the basis
for informing decisions about the appropriate use of therapeutic interventions in
routine medical practice.
Such decisions have to be made at various levels but with critical consequences for
patients, their families and society. They include the decisions that physicians make
for individual patients as well as assessing whether interventions are safe, effective
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and cost effective for healthcare systems as a whole. Mistakes can have
repercussions at all levels.
Randomised controlled trials (RCTs), long regarded at the 'gold standard' of evidence,
have been put on an undeserved pedestal. Their appearance at the top of
"hierarchies" of evidence is inappropriate; and hierarchies, themselves, are illusory
tools for assessing evidence. They should be replaced by a diversity of approaches
that involve analysing the totality of the evidence-base.
There is a presumption that, in general, the benefits shown in an RCT can be
extrapolated to a wide population; but there is abundant evidence to show that the
harmfulness of an intervention is often missed in RCTs.
Sir Michael argues that observational studies are also useful and, with care in the
interpretation of the results, can provide an important source of evidence about both
the benefits and harms of therapeutic interventions.”
[Harvean Oration to Royal College of Physicians, 2008]

Pharmacological interventions: we note that “No topic expert feedback was
relevant to this evidence”.
May we ask why the Institute failed to enlist the services of a topic expert
who was in a position to say something about the evidence on
pharmacological interventions?
May we suggest that this situation is rectified?
We direct attention to prior failure to adequately discuss the findings of
controlled trials of immunological therapy, and anti-viral therapy, in CG53 and
in the present consultation document.
Q 06 Review and ongoing management
Just one page long and having identified no evidence on the subject, this
section is nonetheless one of the strongest in CG53 in our view. A degree of
progress could be made were these recommendations to be implemented in
practice.
The surveillance review is confined to a brief and completely inconclusive
discussion of defining recovery, hinging on a systematic review paper from
2014 providing quality of life research. There is nothing concerning review
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and ongoing management in the NHS, as such.
There is a desperate need to start listening to patients on this subject, and for
health professionals to respond appropriately to patients rather than holding
to a preconceived opinion of what should happen and blaming the patient
when it does not.
Q 07 Key principles of care for people with severe CFS/ME
We suggest modification of the existing severely affected section & a higher
profile. The 25% ME Group would be willing to contribute to this.
As presented in CG53, full version, this section lies on pages 303-313 of a 317
page document. In over six years of working with severely affected sufferers
throughout the UK, I have yet to come across an instance where a health
professional appeared to be aware of this information.
Unfortunately this section contains the advice that similar principles i.e.
increasing activity - can be applied to the management of severe M.E. as
other forms. This is based on very scant published evidence, and runs directly
counter to patient experience.
That said, there is some valuable information here, notably on home care.
This information is now even harder to find, as the institute has seen fit to
sideline the main guideline document as ‘evidence’ and strip away the
substance of the guideline in what appears to health professionals on-line,
leaving only the recommendations.
There is an urgent need for suitable information to be readily available to
health professionals on the clinical presentation and management of severe
M.E.
For example, professionals may be unaware that people with severe M.E.
may become unable to swallow, and that the root of the problem is unlikely
(at best) to be identified on routing Speech and Language Therapist (SALT)
investigation. One of our members almost starved to death in an NHS hospital
as a direct result. Others have suffered less dramatic but nonetheless
troubling experiences stemming from NHS lack of awareness.

ID Questions

Overall response
yes / no

Comments
Please insert each new comment in a new row
Health professionals also need to be aware that there is no robust research
evidence for increasing activity in this patient group, and a great deal of
evidence that a person with severe M.E. will require to be protected from
sensory stimulii (light, sound, smell, for example) as well as activity.
We note with concern that there is no reference to the findings of the ‘FINE’
trial in this section, this trial having been pitched at severely affected
patients. It failed to the supposition that similar principles of management
apply. [This trial is reference 110 in the consultation paper]
NB: there is no such thing as a ‘mild’ case of M.E. This is one of the most
disabling disorders there is. Reviewing multiple studies, a 2003 paper
concluded: “The quality of life of ME/CFS patients shows marked diminution
that is more severe than in many other chronic illnesses.” Indeed a US
practitioner, presenting at a medical conference, has had to redesign the
morbidity graph for the slide presentation, since no other category of
patients had ever scored so low on the rating scale.
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Do you agree with the proposal to
remove the guideline from the static list?

Yes

But emphatically not for the reason specified, particularly the example of
‘important ongoing research’ cited. The description of this study - ‘fatigue in
teenagers on the internet’ - is quaint. Its relevance to teenagers with M.E. is
dubious.
ESSENTIAL FEATURE OF ANY CLINICAL GUIDELINE TO BE APPLIED TO M.E.
PATIENTS ON THE NHS:
Diagnosis, information, and support
1. Recognise that the clinical profile of M.E. is unique and does not
mimic any other illness or condition.
2. Equip health professionals to recognise this clinical profile.
(Particularly important since diagnosis is made clinically, rather than
via a diagnostic test.)
3. Aim for clarity as to key feature and what underlies them: i.e. group
according to specific areas of pathogenesis (i.e. as per Carruthers’ et
al. Clinical Case Definition 2003) rather than giving the appearance of
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a ‘laundry list of unrelated symptoms’.
4. Relatedly, make links with research to illuminate clinical presentation,
thereby avoiding the implication that research is something that
happens in an ivory tower and doesn’t yet have implications for
clinical practice. For example: (i) Significantly higher levels of IL-2-R
and T8-R are found in patients with CFS compared to controls. This is
consistent with the presence of a chronic viral illness in CFS patients.
There was a correlation between the values of soluble receptors and
the severity of the illness. (ii) The objective postural cardiac output
abnormalities correlate with the degree of reactive fatigue and
overall severity of ME/CFS. [references available]
5. Recognise that getting the diagnosis wrong can have profound
consequences, particularly if people who have M.E. are advised to
undertake greater activity (however gradual) based on the premise
that they have chronic fatigue due to physiological de-conditioning.
BEHAVIOURAL INTERVENTIONS:
1. Recognise that there is no research trial evidence on which
recommendations for rehabilitative approaches specifically relating
to the care of M.E. patients might be based. None of the research
trials reporting benefit from graded exercise and/or cognitive
behavioural therapy recruited participants according to a case
definition specific to ME. Nor is there evidence of benefit from any
other source – quite the contrary.
2. Recognise that physiological response to exercise has been found to
be abnormal.
3. Take seriously patient reports indicating deterioration thereafter.
CG53 is illogical and inconsistent.
The definition of ‘exercise’ in CG53 is not the same as the definition used in
the studies on which it relies. (Neither is it the same as the definition that
‘Cochrane’ cite in their literature search in recent review.) So
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Do you have any comments on areas
excluded from the scope of the
guideline?

Yes
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recommendations for graded exercise in CG53 are not truly based on the
reported outcomes of the trails.
This applies equally to CBT, in so far as the same type of activity modification
is advocated in the CBT trials (i.e. ‘CBT’ = exercise plus an ‘explanation’ of why
exercise ‘will help’)
The patient group selected for participation in the trials is not the same as the
patient group defined in CG53 (no trial, to our knowledge, has yet used ‘NICE’
criteria to recruit). The numbers involved are so small that the aggregate data
is insufficiently robust for this method to hold water (would not normally pass
muster with regard to any other disorder). However this is then applied to
said patients (and a whole lot more, as diagnostic practice on the ground is
very poor indeed, also caveats on application are not recognised). With
doctors being expected to warn of risk that the CG53 considers do not exist.
CG 53 and the surveillance review purport to be rigorous but this claim does
not bear scrutiny, despite the elaborate process involved.
Our comments relate to the Institute’s interpretation of the scope, as well as
to the scope itself as set out in CG53.
The Institute’s response to comments on CG53 when in draft form repeatedly
state that The guideline does not address the management of individual
symptoms. (Neither is there an attempt to discuss cause - which is also
deemed beyond the scope.)
Yet producing a guideline on symptoms is exactly what CG53 presents - albeit
a very partial one. That symptom is fatigue. And the extracts cited in the
present consultation paper from Cochrane review show that impact on
‘fatigue’ is what CBT and exercise (purport to) have modified.
So there is inconsistency here.
NB: Fatigue is a symptom, and not by any means the unique defining
symptom of M.E. / strictly defined CFS
There is some irony in this question, given that one of the points of
information that the Institute declined to provide to practitioners and
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patients in CG53 is that ‘ME/CFS’ is a disease covered by the then Disability
Discrimination Act (provisions since subsumed under the Equality Act 2010).
This was deemed to be ‘beyond guideline scope’.
There is a case to be made this guideline discriminates against people with
M.E. because it treats this disorder as if it were another (i.e. fatigue
syndrome). It is unethical to treat one disorder as if it were another. The
result is application of some core recommendations on management that are
at best irrelevant and at worst harmful.
Conclusion - please withdraw CG53, pending:
• a root and branch review of the range of relevant evidence, both pre
and post publication of CG53 in 2007
• a robust mechanism in clinical practice to allow health professionals
to identify and screen out any and all patients who stand to be
harmed by the intervention(s) recommended in the present
guidance. NB: in our view, and it is a view we stand ready to
substantiate, this applies to all those who have M.E.; it does not apply
to all who are presently encompassed by the Oxford ‘fatigue’ criteria
(on which the research studies concerned recruit.

Please email this form to:

surveillance@nice.org.uk

Closing date: 9am, 24 July 2017
PLEASE NOTE:

NICE reserves the right to summarise and edit comments received during consultations, or not to publish them at all, if NICE’s reasonable
opinion is that the comments are voluminous, publication would be unlawful or publication would be otherwise inappropriate.

