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This document presents the methodological, theoretical and ethical flaws inherent specifically in the PACE trial, as identified by various members of the ME/CFS patient advocacy community, which includes patients, carers, research methodologists, and clinicians. It builds on previous documents, and will be updated as necessary (as Update 1, 2, 3 etc.) It cannot be presumed to be exhaustive, as new issues are coming to light as the PACE Trial continues, amidst the strong and frequent objections by ME/CFS sufferers’ rights advocates.

It is hoped that the documents will serve as an important resource to enable ME/CFS advocates to bring the inherent flaws in the PACE Trial to the attention of the government, the ME/CFS research community, and the medical research community itself. 
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1. The Confused Use of Criteria and Lack of Effective Identification of Sufferers of ME/CFS ICD-10 G93.3.

The MRC has stated - as has The PACE Trial Identifier (FOOTNOTE 1) - that the Oxford criteria will be used for recruitment and entry to the PACE trial. The Oxford criteria exclusion definition prevents a patient with an organic brain disease from entering into this trial. ME/CFS ICD-10 G93.3 is an organic brain disease as listed by the WHO and this classification is agreed by the UK Government. What is more, most ME/CFS sufferers will exhibit signs and symptoms of organic brain disease, and especially those seriously affected. By the logic of the Oxford Criteria, they should be excluded. This anomaly is one of the major flaws of the Oxford Criteria. It therefore presents a major methodological problem, which we note has not been addressed by the authors of the Oxford Criteria, or the PACE Trial even though they have been aware of this criticism for some time. An important point to be emphasised is that co-authors of the Oxford Criteria are also the individuals running and controlling the PACE Trial.

Using the Canadian Protocols (FOOTNOTE 2) at the onset instead of Oxford would prevent this methodological problem. What would then happen is that people with Idiopathic Chronic Fatigue and other illnesses would be excluded, and ME/CFS sufferers included. This should be the aim of the research project, which has been awarded government funds on the basis that research should be about ME/CFS (a “serious research priority”, according to the MRC), not Idiopathic Chronic Fatigue. 

We note that this methodological flaw has NOT been addressed, and, within the Pace Trial Identifier, the Canadian Criteria are conspicuous by their absence in the literature review. 

Those conducting the PACE Trials have constantly repeated that the Oxford Criteria will be used for Recruitment and Entry to the trial. If patients with ME/CFS have already been excluded by this process, using the Fukuda and London Criteria later in the trial will be a superfluous exercise. In fact, the proposed use of two bolt-on criteria (Fukuda and London) is not discussed in the PACE Trial Identifier (see the PACE Report), and therefore just how bolt-on criteria are to be used has not been elucidated on. These appear to have been added on as an afterthought in response to criticism about the Oxford Criteria, to suppress those objections, without considering the discrepancies and methodological problems the use of three criteria would cause. This presents a major methodological discrepancy, particularly as the PACE Trial authors have ignored the Canadian Criteria.

The Oxford criteria are now superseded, are not in use by international consensus, have no predictive value and are out of date. Why are they being used as the primary criteria in this trial when more up-to-date criteria have been produced? From the evidence, it appears that they are being used to increase attendance for the trial, and will include sufferers of idiopathic chronic fatigue (classified by the WHO as ICD-10 F48, a psychiatric disorder), depression, Fibromyalgia (Classified by the WHO as a Soft Tissue Disorder), ‘burnout’ and indeed ANY fatigue state, none of which are ME/CFS. This presents a major methodological problem because the trial is supposed to be for management of the neurological illness ME/CFS ICD-10 G93.3 only. In these circumstances, that fact that the results of this trial of such a heterogeneous sample will be generalised to ME/CFS ICD-G93.3 sufferers, will present serious risk to the health of future sufferers of ME/CFS G93.3.

The use of the “London Criteria” (authors still yet to be established) is particularly problematic because these criteria have never been used in any published study, never been officially accepted into common usage, nor have they ever been validated or operationalised, and have not been published in any reputable peer reviewed Journal. (FOOTNOTE 3) Indeed, it is unheard of in modern research methodology for such criteria to be used in a clinical trial.

In the PACE Trial Identifier, there is the following statement:

“3.17 Are there any planned subgroup analyses?

Not beyond the inter-centre comparisons of the two primary outcomes.”

This clearly demonstrates that the key issues on sub-grouping, and the problems of the Oxford Criteria in failing to differentiate ME/CFS ICD-10 G93.3, a neurological disease, from Fatigue syndromes that may have a psychological cause, have been ignored by the PACE Trial authors, despite the continued highlighting of this theoretical and methodological problem to them.

It is therefore also astounding, bearing in mind that there is no intended stratification of the PACE patient sample, therefore no account has been made in PACE for the need for sub grouping of ME/CFS ICD-10 G93.3 sufferers, separately from Oxford Defined CFS (Two entirely different illness groups), as discussed by Hooper and Montague et al (FOOTNOTE 4), that the PACE Trial intends to use, not one, but three separate criteria.  This will have the effect of negating the necessary consideration of subgroups, while at the same time applying more than one criteria superfluously to the same group of patients.

2. Problems of Access for Seriously Affected ME/CFS sufferers. 

It is also highly likely that those seriously affected will not be recruited as they cannot travel to the Centres. The FINE trial is a different project to PACE, and cannot be used to answer this criticism. The problems of those Seriously Affected by ME/CFS have been seriously neglected, as acknowledged in the Chief Medical Officer’s Report. These are the very group that should be included in any trials on ME/CFS. The fact that NO provision has been made within the PACE Trial for studying them, while including those NOT suffering from ME/CFS ICD-10 G93.3, will mean that the results of the PACE Trial will be highly confounded. This present major methodological, theoretical and ethical problems, especially as the health of such sufferers are likely to be at further risk from incorrect generalisations of any confounded results as described above.

3. The Harmful Effects of CBT/GET Not Considered Adequately.

Contrary to the claims made by the PACE Trial authors (FOOTNOTE 5) there is substantive evidence demonstrating that Graded Exercise Therapy (GET) adversely affects sufferers. This is discussed within the Canadian ME/CFS Case Definition and Treatment Protocols, for example. We note that such evidence has not formed part of the literature review in the PACE Trial Identifier. This therefore poses a profound ethical problem: The designers of the PACE trial Identifier intend to research a controversial ‘treatment’ on ME/CFS sufferers, even though this treatment may damage the health of those who receive it. The PACE Trial authors should be aware of these problems, but appear to be ignorant of or ignoring them.

Cognitive Behavioural Therapy (CBT) has also been shown to harm ME/CFS sufferers. (FOOTNOTE 6) It should be noted that Cognitive Behavioural Therapy itself requires substantial mental and physical effort on the part of ME/CFS sufferers, and therefore can cause post-exertional malaise. We note that the evidence demonstrating this was not explicitly addressed in the PACE Trial Identifier. This therefore poses the same ethical problems as those of Graded Exercise Therapy. 

Neither CBT nor GET treatments have proved ‘popular’ - a claim made by White (FOOTNOTE 5) - on the contrary they have been shown to be DAMAGING in many instances. 

4. Theoretical Confusion about the Strategy of ‘Pacing’.

APT is merely a term coined by the PACE Trial proponents, to describe the supervision by a ‘ therapist’ of (and logically, an interference in) an unquantifiable, individual self-managed strategy for coping with the severe physical limitations caused by ME/CFS. 

In fact, in the Pace Trial Identifier, the Acronym APT is used, but whether this indicates “Active Pacing Therapy” or “Adaptive Pacing Therapy” is not clarified, as no explanation as to the acronym is given. The fact that a ‘therapist’ will “input” into a self-managed strategy already suggests a major methodological problem to be addressed. The contents of the PACE Trial Identifier suggest this has not been considered. 

We would point out that true ‘Pacing’ does not include the use of targets and goals whereas ‘APT’ appears to do so, therefore this cannot be a true trial of ‘Pacing’. In fact, ‘PACING’ is an autonomous practice by patients themselves, accompanied with advice from others such as ME specialists/Occupational Therapists about what might cause exertion, and ways in which energy can be conserved. 

This approach to managing one’s illness is fundamentally, not much different from self-management approaches to other neurological illnesses, such as MS, for example. However, the term appears to have been inappropriately reconstructed by various therapists, so that removing the important factor of patient autonomy has become a key notion of such ideas as ‘APT’ (the PACE concept). Even recent articles claiming to be about PACING have actually been about Graded Activity and Cognitive Behavioural Therapy, imposed by therapists in the context of a ‘therapeutic relationship’. Even where levels of activity are claimed to be negotiated, they nevertheless remove the choice for patients of autonomous flexibility in day-to-day activity self- management, as patients ‘fail’ to meet their ‘targets’. In the context of an illness in which symptoms are often unpredictable, and patients’ above all need maximum, day to day flexibility to manage symptoms, the attitudes of various ‘therapists’ towards Pacing have appeared naive at best, and in some cases, negligently so. Pacing, as used successfully by many in the ME/CFS community, is simply coping with one’s physical limitations and preventing a cycle of relapse.

If research needs to be undertaken on ‘Pacing’, it should be studied as an autonomous patient self-management strategy, (one project that could be undertaken, for example, is a qualitative study about how this is undertaken by patients). There are serious problems with establishing statistics on ‘improvement’ in functional ability which, in an illness where functional ability can change day-to-day, and is therefore unpredictable for many, is often transient and difficult or impossible to measure by ‘therapists’ (whether psychiatrists, physiotherapists, or cognitively behavioural therapists). This self-determination is often affected by unquantifiable factors. A qualitative study would set about asking patients themselves what they understand about pacing oneself, and how they ‘pace’.

If allowed to continue, the findings of PACE will be fundamentally flawed because they have failed, at the onset of the project, to address the key issue of patient self-managed activity within one’s own limits, as opposed to externally imposed targets by therapists. They are effectively researching the wrong type of ‘Pacing’.

5. The Problematic Ideological Standpoint of the PACE Trial Authors.

What do the psychiatrists working on the PACE trial believe about ME? Do they subscribe to the WHO classification that ME/CFS is a neurological brain disease, or do they believe it is a ‘somatization’ disorder? A recent article by Winfried Rief and Michael Sharpe (FOOTNOTE 7) describes “Chronic Fatigue Syndrome” as a ‘medically unexplained’ and ‘functional syndrome, along with Fibromyalgia. They describe both as somatoform disorders. 

This forms the crux of the problem: those psychiatrists, at least, conducting the PACE Trial, do NOT appear to subscribe to the WHO neurological classification of ME, but believe ‘CFS’ (which, under the WHO ICD-10 rubric, is merely another description for ME) is a ‘somatization’ disorder. For this reason, they also continue to (incorrectly) use the term Chronic Fatigue interchangeably with Chronic Fatigue Syndrome. 

We note that this legitimate criticism has not been addressed by the PACE Trial authors, and we have no assurances that those conducting the PACE Trial subscribe to the WHO neurological classification of ME/CFS either.  This is particularly noteworthy as certain of these key psychiatrists are members of the Institute of Psychiatry at King’s College, who were responsible for dissemination of misinformation about the ICD-10 classification of ME/CFS. (FOOTNOTE 8) That the frequently expressed belief in ‘somatization disorder’ and other mental disorders has been applied to ME/CFS by the psychiatrists involved in the PACE Trial, there is indeed a very clear assumption of an “original cause of illness”, contrary to White et al’s claims in their letter to the Independent.  (FOOTNOTE 9). 

We would also bring to attention the large amount of evidence documenting the much criticised views of the psychiatrists involved in the PACE Trial about ME/CFS sufferers and the disease, exemplified by the comment quoted in the National newspaper The Independent (FOOTNOTE 10) and made by one of these psychiatrists:

“I will argue that ME is simply a belief, the belief that one has an illness called ME”. (FOOTNOTE 11)

6. Involvement in Delivery of CBT/GET by PACE Trial Directors.

The PACE Trial Identifier, written by the psychiatrists and submitted to the MRC clearly shows that the PACE Trial is being run by the psychiatrists. We refer to clauses 4.1, 4.2, 4.4 and 4.6. As will also be seen within the PACE Trial Identifier, The psychiatrists involved in the PACE Trial are employed to provide these therapies (CBT/GET). These facts make the denial by Peter White in his Co-Cure post all the more remarkable, and poses yet another ethical problem. 

7. The lack of Definition of “Standard Medical Care”.

In the PACE Trial Identifier the authors state that they will be comparing their interventions against that of “Standard Medical Care”. Yet they make no indication of what such ‘standard medical care’ might entail. In addition, as ‘standard medical care’ has not actually been ‘standardized’, there is actually no ‘standard medical care’ for ME/CFS that can be measured against CBT/GET/APT. 

8. Problems in the ‘Independent Review” Process.

White et al claim in (FOOTNOTE 12) that the protocols used in the trial are “approved by international and independent scientists”. We ask: Who are these international and independent scientists? As such important methodological and ethical problems do appear to have arisen in this trial, there are important ramifications around their participation. We therefore call for their names to be made public to the ME community without delay.  At the very least, patient advocacy groups opposing the PACE Trial (such as ONE CLICK) must be allowed to make representation to such ‘independent’ reviewers, in order to make them aware of the problems we have identified. At present it appears that the “independent” reviewers are meeting only with the PACE Trial proponents. This does not constitute a suitably balanced Independent review process.

Conclusion

If the PACE Trial is allowed to continue, the findings will be fundamentally flawed because there has been a grave failure, at the onset of the project, to address the key issues and fundamental flaws outlined in this document. 

The above concerns, and those expressed in the PACE Report, therefore must be addressed. The fact that they are not being addressed by the leaders of the Pace Trial leads to the inescapable conclusion that these trials must be suspended and a public enquiry made into the trial immediately. ONECLICK has already called for this, and we ask all members of the ME/CFS community to do the same: There must be a Public Enquiry over the methodological and ethical problems caused by the PACE Trial. 
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