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LETTER OF COMPLAINT - MEDICAL RESEARCH COUNCIL ET AL
Dear Sir/Madam,

I have publications in Neuroscience Journals; including both Psychopharmacology and Biological Psychiatry. I am also a co-author of various articles in books examining the Psychobiology of Depression. I also have many publications at various Scientific Conferences including the European Behavioural Pharmacology Conferences held at Cambridge University. I have also worked in a field of research funded by an MRC (Medical Research Council) Grant that was allotted an alpha recommendation for both quality of research and clinical potential.

Furthermore my doctoral supervisors were a friend and colleague of the now chair of the MRC Professor Blakemore whose research I admire for being both important and erudite, and a Chair of the Institute of Psychiatry.

I am appalled to have to bring to the attention of the MRC that it would appear that both massage of diagnostic criteria and experimental protocol including the ‘loss of data’ from non-compliers appears to be taking place in two areas of research into CFS/ME.

These are not allegations to be taken lightly and I expect the MRC to launch an immediate investigation.

I had already read with some interest the report into CFS/ME that you published last year and the recommendations thereof.

I have a relative who was severely affected by this complicated illness, which used to be called Post Viral Fatigue Syndrome and so always keep up to date with published oeuvre into the condition.

And now I have heard of the FINE trials led by Alison Wearden, and the PACE CBT/Graded Exercise trials by Wessely/Chalder et al and Peter White at Barts.

I noted that the panel which formed the basis for your report consisted of at least three members who have worked or have been connected with the Cognitive Behavioural Treatment group at Kings in the past and who plainly condone their CBT policy, but the report was interesting if not rather summarial and contained an incredible number of references to the Australian Royal Colleges report from 1996 (which was heavily criticised by patient groups when it was first published), and the Whiting Review into treatments for CFS/ME which consisted chiefly of studies into CBT and the panel of which were ‘helped in interpreting these studies by an expert in the field of CFS/ME’ who was responsible for publishing most of the research that they were supposedly reviewing. This I found astounding!

Unfortunately no systematic review of recent research was even undertaken.

On my own reckoning this omitted over 91 studies that have been published into immunological, genetic, and neuroimaging studies that are of immense importance in elucidating the pathogenesis of this complex illness.

Case 1. The Fine/Wearden Experience

Firstly below is a testimony by a CFS sufferer who received FINE and PACE treatment by those conducting this research and whose observations demonstrate severe breach of experimental protocol. The published paper based on this subject appears as (Wearden et al, 1998; Randomised, double blind placebo controlled trial of fluoxetine and graded exercise for chronic fatigue syndrome, Brit.J.of Psychiatry; 172,485-490).

“I was in the prime of my young life when I became ill. I had a successful career, relationship, active social and sporting life. It was all lost at a promising point in my life. Now over 14 years later I am still too ill to regain any of it. I was referred to take part in the CFS clinical trial (they didn’t believe in the term ME, or that a distinct illness of ME existed) at Withington hospital in the early 1990’s after I had experienced almost two years of continuing ill health following a sudden viral illness.

I first saw Dr. Richard Morris (who was a senior registrar in psychiatry at that time - now a Professor at Liverpool University I think) who took my history and a number of blood tests. He was very interested in the ‘mental’ symptoms and dismissed others that I felt were important which he obviously did not. I was subsequently enrolled in their study of antidepressants and Graded Exercise Therapy (GET).

Dr. Pearson passed through the room during this initial consultation and was very derisory about Clare Francis, the ME charities and the term ME itself. (Clare Francis is the Round The World Woman Yachtsman, an ME sufferer herself.) This was the only time I saw or had any contact with Dr. Pearson. I was led to believe that fluoxetine was a drug that would only be available to me if I took part in the study. I was never told at that time that I could have it (Prozac!) from my G.P. on ordinary prescription if I so wished at any time. Because of this, I agreed to take part in the trial. I attended the clinic for 5 months at weekly and then monthly intervals. During

this time I only ever saw Ricky Mullis (physiotherapist) and Alison Wearden (psychology post-graduate student). I was given what I eventually discovered was a placebo and I was ‘encouraged’ to do more than I felt well enough to do. At each assessment I was required to go on an exercise bike for as long as I could. This did nothing for my state of health! Over three months I deteriorated considerably, became very frightened and eventually depressed (I wasn’t when I entered the study!).

I expressed this to Alison Wearden each time I saw her yet I was never referred to see any of the doctors despite my repeated requests for this to happen. Eventually a relative of mine demanded we see a doctor and I said I no longer wished to participate in the study, as I was getting worse not better. Ricky Mullis (physiotherapist) vigorously tried to persuade me to stay on the trial regardless of my deteriorating physical and mental condition. I refused to do this and again demanded to see a doctor. I eventually saw a senior registrar in medicine. Only the second medical consultation I had received since initially attending.

I felt so ill and was so frightened and depressed that I was admitted to the hospital. The ward staff told me that only I could make myself better and ‘to get a grip’. On the ward I saw a senior registrar in psychiatry who prescribed a tricyclic anti-depressant, which he assured me gave me great hope of a recovery. Whilst staying on this ward, I met two other people who had been diagnosed as having ME prior to attending the hospital, and they were told that if they did not take part in the trial, they would receive no other treatment, and so felt they had to take part to be able to do anything to feel better. It was at this point I began to question the ethics and motivation of the study. After a few days in the ward, I had seen and heard enough and decided to go home!

A close friend at that time said all along the doctors and students running the trial were more interested in their research than they were in the welfare of the patients. I had not been depressed before I was ill or during the time; I was ill until I attended the Manchester hospital. My own doctors would confirm this. I took the anti-depressants still believing that they would make me better. I returned to the outpatient clinic 6 weeks later, waited three and a half hours to see a house officer, who told me all my tests were normal and that there was nothing wrong with me.

As you can imagine, I was rather taken aback by this. I asked to see Dr. Pearson or one of the senior doctors. The house officer went off presumably to confer with someone else (Dr. Pearson I presumed), and returned to say that I could not see anyone else as I had chosen to withdraw from the study, so no further treatment was available to me.

I was given no further appointments, despite my insistence of how ill I still felt. The antidepressants did eventually lift the depression, but all my ME symptoms still remained. (I have not had any need for anti-depressants since this time and actually feel much better without them!)

In fact, my mobility was much reduced after attending this trial.  Previously my mobility had been better than it was subsequent to my treatment in this Manchester Hospital and this condition continued for many years. (I now practice “pacing” proper and manage much better!)

So their ‘treatment’ left me worse and more debilitated than I was before I entered the study! I felt there was no concern for me as a human being and there was no further contact with me to see how I was doing, except a request some years later for me to take part in further research, which as you can imagine I quickly declined!

After this I began to hear from others their experiences of this same research team and became increasingly alarmed about what was occurring. I began to see many flaws in their trial.

People enrolled in the trial were allowed to continue to take other treatments and to have other therapies, such as acupuncture and homeopathy independently, during the trial period. The doctors knew about the patients having other treatments independently during the trial period and yet these patients still remained in and were part of the trial and its results.

This negates the whole purpose and the validity of a randomised, double blind, placebo controlled trial and therefore the results. I am therefore astonished when I see that the results have been published in a reputable journal * and are frequently quoted in other work.

I also became aware that there were broad ranges of patients and conditions being enrolled in the study. It was clear that people with ME were being enrolled, but also others with other “fatigue” states of a variety of aetiologies. The CFS trial appeared to be an ‘umbrella’ including anyone who reported “unexplained fatigue” or “an absence of any signs of physical illness” (their words not mine).

I became aware of people with ME who were being prescribed 20 minutes exercises three times a week and who were also getting worse not better. My own doctor was amazed at what I reported to him about what was happening at this Centre. He stated that if he had known, he would never have referred others there. My own doctor was outraged at what had occurred. He has remained adamant that I had a genuine physical illness and that I was never ill through psychological problems or depression.

I never complained at the time, as I was so ill. It is only with hindsight that I can see what was happening was not helpful or useful and indeed damaging to some people including myself.

This was a teaching hospital and a so-called Centre of Excellence. It is therefore a scandal that this trial was conducted as it was and that the results were published and taken seriously by others in the medical profession when there was so many flaws within it and extremely poor and disrespectful treatment of patients. It was poor scientific research with no concern for the patients involved.

As patients, many people place their trust in doctors to help them recover. They do not expect disrespect or for the treatments to make them worse. A sick patient probably never contemplates that a doctor or their prescribed treatments will do them more harm than good!

As a result of this trial, I would be reluctant to take part in any other clinical trials and would advice others to proceed with caution. This trial has done a disservice to medicine as a whole and to patients.

I am therefore annoyed every time I see this trial quoted as published research as I know that what went on was not good quality research. It had many flaws.”

With regard to there published findings, so much for there commentary (regarding high drop-out rates) that ”Of the 21 drop-outs assessed at 26 weeks, there was no worsening of fatigue, functional work capacity, MOS health perception or depression” and “graded activity may provide patients with reassurance that exercise at a controlled rate need not exacerbate fatigue”! I know of at least three others who were in the exercise group that were made so much worse!”
Case 2. The deliberate manipulation of diagnostic criteria in order to reduce drop out rates.

The earliest large study published on CFS/ME sufferers in fact using a diagnosis similar to the original Holmes et al 1988 criteria by (Butler, Wessely et al 1991) entitled ‘CBT in Chronic Fatigue Syndrome’ in the Journal of Neurology, Neurosurgery and Psychiatry was remarkable for its inexplicably high refusal and drop-out rate, lack of a control group and no independent assessment of outcome. Furthermore a recent review (Price et al 2000;Cochrane Review; Issue 4, 2000,Oxford) on CBT and CFS criticised it for its poor scientific quality and for not excluding medical causes of fatigue. Furthermore the design failed to permit the effects of concurrent antidepressant therapy to be satisfactorily distinguished from purely psychological treatments. Again more individuals left by the wayside, and no mention of where or why such individuals find such treatments unacceptable or drop out from these studies in the published oeuvre.

This study would be of little interest were it not for the fact that in the original study there was an unacceptably high refusal and drop out rate whilst an almost identical study published in 1997 by the very same authors using the now all inclusive Oxford criteria (and ostensibly the broadened Straus U.S case definition, 1992) showed these rates to be much lower. (Deale, Wessely et al 1997,American Journal of Psychiatry).

Why would this be? More careful selection of patients likely to respond? or omission of those patients falling by the wayside. Either way this discrepancy should be sending serious and worrying signals to those funding such research and advocating such treatment centres as centres of excellence. Particularly as the results of this study will be used as a template for the general management of all CFS/ME sufferers. There have already been criticisms of the use of the Oxford and revised CDC criteria because they do not properly exclude people with purely psychosocial, stress or many psychiatric reasons for their fatigue (Jason et al 1997;including personal communication with the instigator of the revised CDC criteria- K. Fukuda). In fact the adoption of looser diagnostic criteria for CFS/ME has caused epidemiological estimates of prevalence of ME/CFS to jump from 0.0074% (Wessely, Price et all, 1992) to an amazing 2.6% of patients in a primary health care setting utilising the broadened CDC criteria (Wessely, Chalder and Wright, 1996). Interestingly the latter rates are within the range of mood disorders.  Most pertinently using such an all inclusive definition increases the percentage of patients who feel that their illness may be due to psychosocial or psychological causes and whom only 60% have post exertional malaise or sleep disturbance (Wessely, Chalder and Wright at al, 1996), which is critical as both symptoms are core features of CFS.  It is no surprise that British studies using the Oxford criteria include many patients with concomitant psychiatric/psychological disorders who believe their illness has a psychological basis. Even many patients enrolled in these studies know their illness is not ME/CFS (Sharpe et al, 1996-nearly 40% of the treatment group thought their illness was not ME and 25% of both groups thought their illness was not physical; Wessely et al 1997-35% of patients did not attribute their illness to a physical cause)

This is clearly in contrast to those conducting this research who have broadened the criteria to create their own tailor made CFS patients.

The net result of this can be seen on the Kings website. One of the examples of treatment of CFS displayed currently on the Kings CFS self-help information website includes an individual who ‘for twelve sessions, she had come along with her partner, who was apparently very supportive, an together they had done everything right. Pacing, consistency, sleep management, graded increases in activity were all done by the book. But she wasn’t any better. She then missed the next session, and I didn’t hear from her for a month. I then got a phone call: “I’ve left my partner. I don’t have a clue what I’m doing or what I’m going to do, I’m scared as hell, but I’m not fatigued anymore.” This change persisted, and what emerged in subsequent sessions was that for years she had felt stuck in a relationship that was emotionally and physically draining, but that she felt too ill to leave.’

This is not only crass but also exceedingly insulting to genuine CFS/ME sufferers. In fact it shows clearly the methodological bias within patient groups that are being sucked into these studies, which will form the basis of general treatment to all CFS sufferers. It is no accident therefore that in Guidelines published by the consultant neurologist Professor A.Chaudhuri on the management of ME/CFS specifically state that ‘regimes advising graded exercise or CBT based on the assumption that ME/CFS is a behavioural disorder perpetuated by abnormal illness beliefs are unlikely to be useful or acceptable.’
In fact one of the treatments most likely to relapse true ME/CFS sufferers has been the inappropriate administration of an activity regime-such as graded exercise; 49.6% of sufferers found this detrimental in one study for which see below and the review by (Van Hoof et al, Journal of Chronic Fatigue Syndrome, Volume 11,no.4, 2003)

I enclose a recent excellent critique of these studies published in the recent Canadian ME/CFS Clinical Working Case Definition, Diagnostic and Treatment Protocols; Klimas, DeMeirleir, Carruthers et al, 2003 published in the Journal of Chronic Fatigue Syndrome, Volume 11,no.1, 2003). I do not intend to elaborate on the vagaries of the diagnostic criteria for CFS/ME but the fact is that many of these studies clearly include individuals who do not suffer from ME in the conventional manner in which the original MRC panel was convened to investigate or that majorities in these studies clearly have co-morbid psychiatric aetiologies for which see the Canadian Working Party report.

In two main British studies 66% and 77% respectively of the patient groups receiving CBT/Graded Exercise were defined as either psychological cases using the General Health Questionnaire (Wessely et al 1997) or had an anxiety, depressive diagnosis or somatisation disorder (Sharpe et al 1996). In fact strikingly there was a worrying correlation/prediction between depression and anxiety scores and treatment outcome (Jason, 1997;Sharpe, 1996).

Furthermore in the (Fulcher and White, 1997) study at least 40% of the participants were working at the time of the study, all were capable of at least 15 minutes of intense aerobic activity and 30% of patients enrolled were receiving concurrent normal dose antidepressant therapy or low dose tricyclic hypnotic medication  - despite apparent patients with psychiatric disorders being intentionally excluded; furthermore patients with appreciable sleep disturbance  - one of the hallmarks of CFS/ME -  were excluded from the study.

What concerns me is the conduct of this research and furthermore the lack of information about those more severely affected individuals whose illness is clearly organic, precipitated by viral infection and who fail to respond to such interventions or drop out of these studies. We could expand the diagnostic criteria to include all people with headache and start discussing the vagaries of aspirin and 5HT-agonists.

To this end it is no surprise that revised diagnostic criteria drawn up by eminent CFS researchers in the US, Europe and Canada who cover a range of medical specialties and who have between them treated over 25,000 ME/CFS patients, has been published. See the Canadian ME/CFS Clinical Working Case Definition, Diagnostic and Treatment Protocols; Klimas, DeMeirleir, Carruthers et al, 2003 published in the Journal of Chronic Fatigue Syndrome, Volume 11,no.1, 2003).  I do not object to studies investigating graded exercise as a treatment for CFS/ME-what I and I believe many others object to is to studies purporting to study ME/CFS whilst massaging diagnostic

criteria to clearly include those suffering from a disparity of psychosocial/psychosomatic illness who are most likely to respond to such interventions, and with the intention of generalising them to include all CFS/ME sufferers. This is more than crass - it is unethical for both groups of patients. Finally this is not to say that people with CFS/ME do not also develop depression, anxiety or any of the psychological sequelae that accompany any long-term physical illness. Many do. But no scientist worth his salt would suggest studying the efficacy of a novel non-pharmacological intervention to treat Multiple Sclerosis, Parkinsons disease or Lewy-Body dementia in a group of patients also displaying clear psychological, stress or psychiatric reasons for their fatigue where the main prognostic indicator is an increase in activity. This would be futile and completely meaningless scientifically. More pertinently it would be completely unethical.
The Pace trial would appear to be remarkable in one other respect.  The director of the Pace Clinical Trials Unit (CTU) has seen fit to provide us with accurate predictions of treatment outcomes for patients receiving either CBT, Graded Exercise Therapy or Adaptive Pacing compared to control subjects before the trial has even commenced (for which see the MRC Pace trial Identifier, Section 3.12).

I fully intend to raise these fundamentally astonishing breaches of scientific protocol by both of the two Centres of Excellence that have received funding by the MRC with my M.P, the House of Commons, and to bring it to the attention of your Ethics committee, which I fully expect to undertake an investigation into what is happening.

Yours sincerely,

P.S The following are minutes of a meeting held in 2003 with Roy Meadows et al on factitious illness. No one can undo the misery of what has happened to the children and families following the Munchausen debacle and yet exactly the same thing is happening again and will happen if studies purporting to represent M.E/Post Viral Fatigue Syndrome are allowed to take place with diagnostic criteria that preferentially select sufferers of Post Traumatic Stress Disorder or Somatoform Illness, and which will recommend a blanket policy of graded exercise for CFS/M.E patients.

Parents who refuse this treatment for their children will be accused of neglect /complicity in the illness and social services will be called. This has happened, is happening now and will continue to happen until some real science is restored into this very murky and contentious issue.

Preface: On 14th January 2003 there is to be a meeting at The Royal Society of Medicine entitled “Chronic fatigue syndrome and factitious illness: interface between child psychiatric and paediatric services”.

[According to the Concise English Dictionary (Bloomsbury 2001), “FACTITIOUS” means “contrived or insincere rather than genuine; not real or natural but artificial or invented”].

Speakers include Professor Elena Garralda (a psychiatrist and one of the authors of the 1996 Joint Royal Colleges’ report CR54 on “CFS” which in its Summary directed that “No investigations should be performed to confirm the diagnosis (as) revealed changes are rarely substantial” and which dismissed ME, claiming at para 13.3 “Previous studies have counted people with ME, but these studies reflect those who seek treatment rather than those who suffer the symptoms”);

Dr.Harvey Marcovitch (editor- in -chief of The Archives of Disease in Childhood: in 1999 after transmission of the BBC “Panorama” programme on ME which exposed the harrowing stories of several families whose very sick children had been removed from their home and locked away in”secure” psychiatric units, Marcovitch wrote that the BBC had performed a hatchet job on one of the psychiatrists involved for his use of ‘active rehabilitation’ as a treatment for chronic fatigue syndrome and stated “it’s about time the (medical) profession hit back at those who are vilifying our colleagues”—Diagnose and be damned: BMJ 1999:319:1376); Dr Peter White (who led the walk-out of psychiatrists from the CMO’s Working Group on “CFS/ME” because he felt there was insufficient emphasis on psychiatric aspects in the final version of the CMO’s report) and Professor Sir Roy Meadow, Emeritus Professor of Paediatrics and Child Health (known for his view that children with “ME” have parents who suffer from Munchausen’s Syndrome by proxy). For the record, Munchausen’s Syndrome is now known as “FII”, which stands for “Fabricated and Induced Illness”.

PPS. I also enclose a copy of the Canadian Working party critique of these studies.

This material is available on THE ONE CLICK GROUP website

http://www.theoneclickgroup.co.uk
