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Doris M Jones MSc

The above correspondence and the response from Ms Ellen Goudsmit, PhD., have sadly unleashed a cascade of fierce arguments on the Internet.  The issue in question are the London Criteria, which I said had “never been defined or published in a peer-reviewed journal, or used in any published study, so have not been validated”.  Ms Goudsmit disputed this statement in her Co-Cure posting of 7.5. and elsewhere.  Subsequently she provided several references of studies, which she stated had used these criteria.

I am grateful for that information and accept that I stand corrected in respect of part of my above statement and will consider some of these aspects below.  However, it is important to realize that my comments regarding these criteria (intended to be used for secondary screening in the PACE trials) were almost entirely irrelevant to the cardinal issue I was making in point b) of that paragraph, i.e. “later screening of patients using the 1994 Fukuda or the London Criteria (not mentioned in the Trial Identifier, but reportedly decided on subsequently) is not possible due to the prior exclusion of such patients by virtue of using the 1991 Oxford criteria”.  These criteria stipulate quite clearly that patients with neurological disorders must be excluded from any trials which use these criteria.  Hence, as ME and ICD10-CFS are classified as neurological diseases by the WHO, and as patients with ME are known to suffer from some distinct neurological problems (e.g. Positive Romberg, Abnormal Gait, Intermittant Nystagmus and Vestibular Problems, Neuromuscular Incoordination and possibly other neurological symptoms), these patients should be excluded if the 1991 Oxford criteria are strictly adhered to  something one would expect from a carefully scrutinized and reviewed MRC-funded trial.  It is impossible to identify a subgroup of patients using more sensitive criteria if such patients were excluded in the first place, or should have been.  If such patients are not excluded, then the Oxford criteria cannot be strictly adhered to and the trials will be flawed from the start.  Conversely, if they are, then ME + ICD10-CFS patients will not be included, or should not be.  Therefore the type of criteria suggested for secondary screening is irrelevant.  Some of the main concerns raised in my letters to Professor Blakemore and Professor Sir Liam Donaldson have now been addressed in the replies received, albeit not satisfactorily.  For details see letters below.

First a few comments in regard to the London criteria.

Publication:  As far as I know, the only document which included one version is the 1994 National Task Force Report on CFS/ME, published by the small UK charity Westcare, Bristol, which has now merged with AfME.  Publication of criteria in such a report can hardly be compared with those of other criteria on CFS, published in the Annals of Internal Medicine (i.e. the 1988 Holmes et al and the 1994 Fukuda et al criteria), nor with the 1991 Oxford criteria, published in the Journal of the Royal Society of Medicine, which, as Ms Goudsmit rightly said, is not a peer-reviewed journal.  Furthermore, there apparently exists a second version of the London criteria, whose author is unknown to her and seemingly to anyone else.  No named authors are given for the ‘Proposed’ London criteria included in the Westcare publication  it seems these were proposed jointly by ME Action, the ME Association and IFMEA (International Federation of ME Associations)  the latter being run by Ms Goudsmit then.  In addition, Ms Goudsmit admits she uses yet another version herself (i.e. ‘Son of London Criteria’).

Use of the London criteria in specified studies:  Ms Goudsmit gives details of 3 studies, which are said to have used the London criteria.  The most important of these is probably the 1995 study by Costa et al on Brainstem perfusion (QJM 1995;88:767-773).

Others and I have checked the details of this particular study.  On  p.769 it states: ‘All ME/CFS patients were clinically assessed and diagnosed according to standard criteria, Oxford (R.12), CDC (R.13) and ME Action (R.14).  Ms Goudsmit asserts that the ME Action criteria are the London criteria.  However, Ref. 14 on p.772 states: ‘Criteria for a diagnosis  of ME for use in the ME Action funded research.  Based on the criteria suggested by WRC Weir in Post Viral Fatigue Syndrome, by Jenkins +  Mowbray, pp 248-9’.  The year of that publication was omitted, but this book was published in 1991 and Dr Weir in his chapter in the 1991  Jenkins/Mowbray book refers to the 1988 Holmes et al criteria.  As far as I know, the London criteria (for ME/PVFS) were compiled whilst the UK’s National  Task Force was preparing its report, i.e. between 1992 and 1994 and were included in the published report as ‘Proposed Criteria’.  Ms Goudsmit in a letter to the UK’s Chief Medical Officer in 2002, following the  publication of the Working Group Report on CFS/ME on 11.1.2002, stated that the reference to the 1990 London criteria in that Working Group report was incorrect, as the London criteria had not been ‘thought of’ or were ‘compiled’ until 1993. Because of apparent great confusion over these criteria, it is important to ‘go back to basics’, checking the actual details as far as this is possible.  The 2002 Report of the CFS/ME Working Group in Appendix II on p76 outlines the ‘London, 1990 (ME) criteria’ (derived from Dowsett & Ramsay), with the following description: ‘Complaint of general or local muscular fatigue following minimal exertion with prolonged recovery time.  Neurological disturbance, especially of cognitive, autonomic, and sensory functions.  Variable involvement of cardiac and other systems, a prolonged relapsing course.  Syndrome commonly initiated by respiratory and/or gastrointestinal infection but an insidious or more dramatic onset after neurological, cardiac, or endocrine disability.’

These details are quoted verbatim and described as ‘clinical criteria’ for investigation of M.E. by Drs Dowsett, Ramsay, McCartney and Bell used for patient selection in their study ‘Myalgic Encephalomyelitis (M.E.) - A Persistent Enteroviral Infection?’, published in the Postgraduate Medical Journal, 1990,66:526-530, which was reproduced with permission in the 1992 Hyde et al seminal publication ‘The Clinical & Scientific Basis of Myalgic Encephalomyelitis, Chronic Fatigue Syndrome’, p.285-291 (p286 gives these details).  Hence the information given in the 2002 Working Group report as the ‘London Criteria’ unequivocally relate to the clinical criteria used by Drs Dowsett et al in their published 1990 study. It is therefore questionable whether the so-called ‘ME Action criteria’ referred to in the Costa et al study were the same as those later described as the ‘London criteria’.  Concerning the other studies, all researchers who are said to have used these criteria seemingly also used other better known and documented criteria, and in no case, to my knowledge, have the ‘London criteria’ been used for secondary screening.

It is unfortunate that people like Mr Perrin have been dragged into these disputes (see his comments on Co-Cure 15.5.2005), albeit that there has been no evidence on Co-Cure about these protracted arguments, but they have occurred elsewhere.  Whilst it may be all right for these ‘London criteria’ (also described elsewhere by Ms Goudsmit as ‘ME Action in-house criteria) to be used in small-scale individual studies funded by a charity, it is surely a different matter for them to be used for large-scale already inherently flawed and highly criticized  MRC-funded studies, which will affect a great many patients.

In summary: Whilst I accept that one or another version of the so-called ‘London criteria’ are cited in small-scale studies, there are many question marks and uncertainties over these criteria, which to my mind render them inappropriate for the purpose now suggested.  In any case, if the principal entry criteria (Oxford 1991) are strictly adhered to, these arguments are academic.  More importantly, all previous criteria have now been superseded by the Canadian Clinical Working Case Definition, Diagnostic and Treatment Protocols, published in 2003 in the Journal of Chronic Fatigue Syndrome, Vol. 11(1), pp 7-115, i.e. in a peer-reviewed journal.  It is these clinical and diagnostic criteria, which almost all ME/CFS patients would now like to be adopted and used in any future studies.  However, there is a problem, i.e. these criteria, excellent and desirable as they are, apparently will need to be modified or adapted before they can be used as research criteria.  This was explained to me by Dr Bruce Carruthers, Co-Author of these Canadian guidelines, at the end of the ME/CFS Conference, which took place at Kingston Hospital, Surrey, England, on 11.3.2005.  This being the case, it is a matter of great concern that appropriate steps to achieve this to date seemingly have not been taken  over two years after the publication of these important new clinical diagnostic criteria in March 2003.

Dr Carruthers in his talk at the Kingston Hospital conference set out the differences between the definitions of research criteria and clinical diagnostic criteria in the following way:

The goals of a research definition:

· To separate off and standardize groups of patients, to achieve content validity and minimize false positives.

· To achieve homogeneity by sub-grouping.

· To retain objective focus (3rd person) and adequately controlled observations.

· To use fixed and public space and time coordinates in a standardized context of observation.

The patient is approached as a member of a set, not as an individual.

The goals of a clinical definition:

· To allow the approach to a patient as an individual, i.e. an individual whole.

· To avoid false negatives.

· To present regions of possible dysfunctions, symptom generation  to be explored and quantified in each individual case.

· To be useful in different contexts of observation.

Categories of observations emerge.

It seems to me that one very urgent and important task is to put in train the necessary modification or adaptation of the 2003 Canadian Clinical Working Case Definitions into research criteria, so they can be used in any future research.

Further in these protracted elaborations, I have now received formal replies to my first letter and enclosures sent to the UK’s Chief Medical Officer on 14.3.2005 and from Professor Colin Blakemore, MRC, to both my letters and enclosures.  This is what Mrs Natalie Pemberton from the Department of Health in Leeds wrote to me on 13.5.2005:

[See template letters received by Jones from the Older People and Disability Division, Leeds and the MRC here:
http://www.theoneclickgroup.co.uk/documents/ME-CFS_res/Jones%20template%20letters-MRC%20and%20DOH%20Leeds.txt]
Final Comments:
Protracted Internet arguments over the ‘London criteria’ have largely been a ‘red-herring’, side-tracking from key points I made in my letter to Professor Blakemore, i.e. the inappropriateness of the 1991 Oxford criteria and impossibility of secondary screening using more sensitive criteria; concerns over GET in the PACE trials, and the urgent need for MRC-funded research into physical aspects of ME.  The replies from the DoH and Professor Blakemore as well as the MRC handout of 12.5.2005 to protesters show that my concerns, and undoubtedly those of many others, basically have been dismissed. It is unclear whether the MRC now have dropped the idea of using the London criteria for secondary analysis in the PACE trial, but time will tell.

