
 
 
 

 
 
 
 
 

Mind the gap. 
Prolonged post-exertional muscle weakness/muscle fatigability (ME) 

and post-exertional ‘malaise’ (CFS) are two different constructs. 
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In a recently published study (1) Jason and others describe an instrument to assess 
post-exertional ’malaise’ (PEM), based on a sample of 1,534 adults self-identifying as 
having Myalgic Encephalomyelitis (ME) and Chronic Fatigue Syndrome (CFS).  
 
According to Jason et al. “PEM, or a variation of this name, is referred to in almost 
all case definitions of ME and CFS” (1) with a reference to a publication of Ramsay 
(2). However post-exertional ‘malaise’ was never mentioned in this publication (2) or 
other publications by Ramsay and others (3). ME is a neuromuscular disease (3) 
“distinguished by severe muscle fatigue following trivial exertion” (4). “Muscle 
fatigability is the dominant and most persistent feature of the disease and [..] a 
diagnosis should not be made without it. Restoration of muscle power after 
exertion can take three to five days or even longer.” (5). Prolonged post-exertional 
muscle weakness (PEMW) lasting for days, a very specific feature of ME (3), and PEM 
(‘malaise’) are two completely different concepts. As the authors state in another 
study (6): “Ramsay (1988) described [‘PEM’] as muscle fatigue after exercise in which 
power for the affected muscles is not fully restored for three or more days.” ‘ 
 
Two of the authors of the current study (1) found in 2016 (6) that ‘PEM’ is composed 
of two distinct constructs: a muscle factor (“five symptoms that referred to pain, 
weakness, or fatigue in muscles following exertion”) and a general factor (“12 
symptoms related to a generalized feeling of physical or mental fatigue following 
exertion”, which covers the notion ‘malaise’). However in the current study (1), 
muscle weakness/instability, not equivalent to PEMW, is just one of 12 symptoms 
used to calculate a symptom burden score for PEM. To develop an instrument to 
assess post-exertional symptoms it is crucial to make a clear distinction between 
PEMW, mandatory for the diagnosis ME (3), and PEM, an ill-defined symptom which 
is optional for the diagnosis CFS (7). Even more, PEM is also reported by patients 
with MS, idiopathic chronic fatigue and chronic fatigue which can be explained (8). 
 
Based on the findings of Jason and others (6), one could argue that “the majority of 
participants are experiencing symptoms in both the Muscle and the General 
factors”, since 99.3% of the patients experience symptoms related to a generalized 
feeling of physical or mental fatigue (‘malaise’) following exertion and 94.9% report 
symptoms related to pain, weakness, or fatigue in muscles following exertion. 
Looking at the high percentages of patients experiencing post-exertional ‘malaise’ 
(9) one could question the representativeness of the sample. But if we ignore this 
issue, only 75.9% of the patients report “muscle weakness after minor exertion” (6), 
which implies ≥24.1% of the sample studied doesn’t meet the diagnosis ME (3).  
 
In conclusion, to develop an instrument to diagnose patients correctly (10), it is 
essential to make a clear distinction between PEMW, a distinctive symptom of ME 
(3) which can be assessed objectively, and PEM, an optional feature of CFS (7).  
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