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Do some long COVID patients suffer

from ME/CFS?

Chronic fatigue syndrome (CFS), also called myalgic
encephalomyelitis (ME) and ME/CFS is characterized by
rich symptomatology and relatively high variance of se-
verity with about a quarter of patients being housebound
or bedbound at some point in their illness [1]. There
is a lack of unifying hypotheses on ME/CFS trigger/s;
however, a role of vi ral pathogens solely or in com-
bination with other stressors has been proposed [2].
Nevertheless, no specific pathogen triggering ME/CFS
has, yet, been identified, although several group candi-
dates have been proposed including viruses, bacteria,
and parasites [2]. Seventy-seven percent of a cohort
of 837 ME/CFS patients reported symptoms of acute
infection (fever, upper respiratory tract infection, flu-like
illness, or gastroenteritis) that occurred before the onset
of ME/CFS symptoms [3]. As aresult, we speculate that
at least some ME/CFS onsets might also be correlated
in time with an unidentified infection.

It was reported that during the 1918 influenza
pandemic, approximately 40% of patients developed
chronic symptoms after the acute phase of the infection,
including fatigue, lethargy, and difficulty concentrating;
symptoms that worsened after exercise [4, 5]. After the
H1N1 pandemic in 2009, an increased incidence of
ME/CFS diagnoses was noted in Norway [6]. Based on
the analysis of 233 cases of severe acute respiratory
syndrome (SARS) survivors, it was noted that 27.1%
fulfilled the Fukuda criteria for CFS [7, 8].

Several authors have noted an overlap between
some long COVID patients and ME/CFS both in terms
of symptomatology and the mechanism underlying it.
Wong and Weitzer conducted a systemic review and

comparison of the clinical presentation and symptom-
atology of those 2 entities. Three cardinal symptoms
of ME/CFS, namely fatigue, reduced daily activity, and
post-exertional malaise were reported in many analyzed
studies examining long COVID patients [9]. Fatigue
was the most reported symptom in studies of long
COVID patients, which occurred in 13 of 21 analyzed
studies. The symptoms that seem to be more unique
to long COVID are olfactory and gustatory dysfunction
and rash [9]. Nevertheless, in only three studies on long
COVID analyzed in this review, patients’ symptoms were
tracked for six months or more [9]. Freitag et al. [10]
examined 42 patients with a mostly mild acute phase
of SARS-CoV-2 infection. On re-examination, after
6 months, it was noted that circa half of long COVID
patients fulfill criteria for ME/CFS [10].

Persistent symptoms in post-viral disorders as in
ME/CFS caused by a virus and in long COVID patients
could be caused by a cascade response to a viral
trigger. Paul et al. [11] suggested redox imbalance,
systemic inflammation and neuroinflammation, an
impaired ability to generate adenosine triphosphate,
and a general hypometabolic state as factors underly-
ing the pathophysiology of those two entities. Wostyn
postulated the hypothesis that the glymphatic-lymphatic
system might be disturbed in both long COVID and
ME/CFS patients and that cerebrospinal fluid drainage
might serve as a long COVID treatment [12]. Another
hypothesis considers a decrease of the pulsatile mode
of the pituitary gland’s secretion and a “vicious circle”
that involves chronic inflammation, oxidative and nitro-
sative stress, and an underactive thyroid hormone [13].
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Several authors have noted vascular dysfunction in
COVID-19 pathogenesis [14-16], which might overlap
with the endothelial dysfunction reported in ME/CFS
patients [17, 18]. In addition, disturbances in the auto-
nomic nervous system, one of the hallmark symptoms
of many ME/CFS patients [19], have been suggested
as part of long COVID pathomechanism [20].

Given the relatively easy access to huge sample
sizes of patients in the acute phase of COVID infection,
more studies on large cohorts of patients are needed
and achievable. It seems important to assess the
dynamics of symptom quality and severity of COVID
patients in a longitudinal manner. Risk factors for long
COVID and its underlying biological mechanisms should
be analyzed. Results of such studies might facilitate the
development of preventive and therapeutic approaches
for long COVID. Despite decades of research, there is
neither a unifying hypothesis on ME/CFS pathogenesis
nor biomarker nor effective methods that might lead to
a cure for ME/CFS patients. If the hypothetical overlap in
the mechanism underlying some subgroups of patients
with long COVID and ME/CFS would be confirmed,
then the development of therapeutic strategies for long
COVID might have application and be beneficial for
some ME/CFS patients.
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