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Consensus criteria for ME/CFS research — seeking your support (action
requested)

Dear SOI\

We are writing to you today regarding an international consensus statement for which we are seeking your
support. We are at a time of unprecedented opportunity for new research into Long COVID and ME/CFS. Yet
we note, with concern, that many of the basic lessons learned in ME/CFS, as well as many of the recognised
standards for good research, are not reliably and consistently being applied in the field. New research has
been published and is being planned in ME/CFS, but there continues to be confusion over ME/CFS diagnostic
criteria. For this reason, we believe it is critical to build international consensus for critical research criteria in
ME/CFS, which can be used by scientists, patients, charities, and funders which will result in higher standards
of research both in ME/CFS and in Long COVID. Please read the attached document and sign below if you
endorse this document.

With warm regards,

Leonard A Jason PhD
Caroline Kingdon RN, MSc, NICE Committee Member
Adam Lowe Poet, Patient Advocate, NICE Lay Committee Member

Research Case Definition Consensus Statement

Internationally, clinical definitions for ME/CFS have been adopted in many countries, but there is still
no consensus around research criteria. In 2015, the Institute of Medicine in the US developed a
clinical case definition for ME/CFS, but this was never meant to be used for research. For decades,
research into Myalgic Encephalomyelitis (ME), sometimes called ME/CFS, has been hampered by
heterogeneous diagnostic criteria and the inclusion of participants who may not actually have ME.
This has impacted the validity of many studies and created a risk of harm for patients. There is still
not an international consensus on a research case definition or case definitions.

The core problem is that many case definitions do not require key symptoms such as post-exertional
malaise and do not take the severity of the symptoms into account. Further, methods for evaluating
cases have been inconsistent. The time has come to improve cross-study comparability and ensure
study participants have ME. We the undersigned believe the time has come to sponsor an
international effort to create a consensus on the criteria and methods for selecting cases in research.
Such a consensus will need to address multiple issues, including those below.

e A consistent set of required inclusion criteria. One example is the requirement for substantial
impairment in functioning and post-exertional malaise? lasting six months or more in all
research criteria for people with ME, with cognitive impairment and unrefreshing sleep
considered key features.?34"



e A consistent approach to exclusionary conditions. This includes any previously diagnosed
medical condition whose resolution has not been documented beyond reasonable clinical
doubt and whose continued activity may explain the symptoms of ME.>** Research
publications should indicate which ilinesses were considered exclusionary and which were not.

e A consistent approach for evaluation of key criteria. This is done with structured
guestionnaires that evaluate both symptom severity and frequency as well as level of
functional impairment. An example of a widely used method is the DePaul Symptom
Questionnaire.®7:# Research publications should outline how criteria have been
operationalized.

e A consistent approach to characterizing and labeling overall disease severity of cases
9,10,11,12,13%%*

* There are many secondary symptoms that may be experienced by people with ME including
orthostatic intolerance, pain, immune, and gastro-intestinal complaints.

** While clinically a patient can have both ME and other diagnoses, in research, it's important to have
a consistent approach to exclusions to improve cross-study comparability.

The Canadian Consensus Criteria, ME-International Consensus Criteria, and NICE 2021 criteria meet
many of these standards. The IOM criteria meet these standards when using the proposed
exclusionary criteria and when cognitive impairment is required. The Fukuda criteria do not meet
these standards.

The following individuals and organizations support the statements above to convene an international
effort to develop a consensus on using a research case definition:

Please add your name and affiliation here:
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