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factors, rather than a specific disease process. Possible causes include persistent activation of
the neurobiological stress response, accompanied by associated changes in immunological, hor-
monal, cognitive and behavioural domains. We further propose that the symptoms are more
likely to persist if they are perceived as threatening, and all activities that are perceived to wor-
sen them are avoided. We also question the idea that the best way to cope with the illness is
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by prolonged rest, social isolation, and sensory deprivation. Instead, we propose that recovery is
often possible if patients are helped to adopt a less threatening understanding of their symp-
toms and are supported in a gradual return to normal activities. Finally, we call for a much
more open and constructive dialogue about these conditions. This dialogue should include a
wider range of views, including those of patients who have recovered from them.

The current public narrative

Severe, persistent fatigue conditions are a pressing
public health issue commonly encountered in primary
care settings. There is an increasingly dominant public
narrative that these fatigue conditions are best under-
stood as chronic and incurable multisystem diseases,
often coupled with the prediction that patients cannot
recover and that activity is harmful [1-3]. This narra-
tive is most commonly expressed by campaigners con-
cerned with chronic fatigue syndrome (CFS)/myalgic
encephalomyelitis (ME) [4], but more recently by those
writing about post-covid-19 condition [5], often
referred to as Long Covid. As a Consortium of
researchers, academics, and clinicians interested in the
causes and treatments of fatigue and fatigue related
conditions, as well as representatives of patients who
have suffered from these illnesses themselves, we pro-
pose that a different narrative also needs to be heard.
This alternative narrative is based on scientific evi-
dence and offers patients a realistic hope of improve-
ment and recovery.

Current diagnostic labels are of limited value

Diagnoses guide treatment. However, although many
of the diagnoses given to patients with these fatigue
related conditions, such as CFS/ME, post-covid-19 con-
ditions and burnout, have questionable validity and
reliability [1,6-8], and indeed overlap [9], they imply
quite different treatments. Persistent fatigue also
occurs in many other illnesses [7,10-12] and is there-
fore unlikely to indicate a distinct illness with specific
pathology [13]. Furthermore, post-exertional malaise
(PEM), thought by some to be specific to CFS/ME, also
occurs in patients with other diagnoses [1]. Given this
lack of evidence for the specificity of the diagnosis of
CFS/ME [14], it is surprising that it has often been por-
trayed as a distinct disease requiring treatment differ-
ent to that from other similar conditions (for
example [1,2]).

It is time for another perspective

After 40years of research into CFS/ME [15] neither a
specific biological defect or pathology, nor a specific
biomarker, has been identified. Whilst many patho-
physiological abnormalities have been reported, these
remain as non-specific associations. Similar abnormal-
ities have also been found in patients with other ill-
nesses including chronic pain and fibromyalgia [16,17],
as well as in illnesses conventionally referred to as
‘psychological’ [18-20]. We therefore think it is time to
explore alternative perspectives that include psycho-
logical, social as well as biological factors [21].

Symptoms are both real and generated by the
brain

This new perspective views the symptoms of these fatigue
related conditions as real. These symptoms, like all percep-
tions, arise from synchronized activity of complex neural
networks in the brain. Whilst such activity may be driven
by signals arising in the tissues of the body, it may occur
without such signals [22]. The experience of pain, for
example, can arise from expectations based on prior
experience, without any neuronal input from peripheral
sense organs and influenced by the interplay of biological,
psychological, and social factors [23-26].

These conditions can be explained

Research from several fields including neuroscience,
evolutionary biology, and physiology provides promis-
ing explanations for understanding symptom onset,
development, and persistence. Faced by perceived
threats to our wellbeing, our brain networks generate
alarms in the form of symptoms, such as fatigue and
pain, to warn us and shut us down. These alarms may
be seen as crucial processes selected through evolu-
tion to keep us safe. More specifically, pain signals tis-
sue damage, and fatigue signals a disbalance between
effort needed, expected reward and available resour-
ces [27], but they are also regulated and influenced by
context. These perceived threats to our safety can
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evoke a stress response of automated bodily defense
mechanisms consisting of interlinked immunological,
hormonal, cognitive, and behavioral adjustments. This
response is initially temporary and adaptive, but may
become persistent and maladaptive chronically affect-
ing sleep and cognitive functioning [28,29]. A high
level of neuroplasticity in this alarm system risks asso-
ciative learning, whereby the alarms are reactivated by
innocent cues (by classical conditioning). The way we
experience a situation is strongly influenced by our
previous experience and expectations [22,30,31]. Other
processes that contribute to symptom persistence
include unconscious bias in attention and interpret-
ation, sensitization to stimuli and changes in percep-
tion effort [32].

Activity as well as rest is needed for
rehabilitation

Building on this understanding, the presence of
fatigue and other symptoms after activity does not
necessarily mean that such activity is dangerous or
that there is ‘lack of energy in the body'. Rest is bene-
ficial after acute stressors, such as an infection, but a
gradual and controlled approach to increasing activity
is crucial for rehabilitation. Patients should feel secure
and in control throughout the process. Such rehabilita-
tion can reduce symptoms by allowing the systems
described above to readapt to activity [33], and can
be readily delivered in primary care. By contrast, the
approach often recommended by the public narrative
of inactivity, isolation, and sensory deprivation, risks
worsening symptoms and associated disability [34-36].

Patients do recover and get back to work [37,38],
and patients can get help that improves their chances
of recovery [39]. Giving them credible and positive
explanations of their symptoms gives them hope that
they will be able to return to valued activities [40,41].
Individualized rehabilitative treatments such as cogni-
tive behavioral therapy (CBT) and graded exercise
therapy (GET), based on this understanding and given
within a supportive therapeutic relationship, help
patients to gain control of their illness [42]. When
given correctly by appropriately trained therapists
these treatments can offer useful improvement for
many and recovery for some [43].

We need to explore all avenues that may lead
to effective treatments

We are well aware that some patients have met mis-
trust and even dismissal of their suffering and may

also feel that their illness is stigmatized. These experi-
ences are regrettable, should not have happened and
can result in patients feeling scared and angry. We are
also aware that some feel that this dismissal justifies a
defensive narrative that decries the involvement of
psychological and social factors and promotes the
idea of an ‘incurable physical disease’. In order to
maintain the dominance of this narrative any patients,
clinicians, and researchers who question it may be
attacked, harassed and unfairly charged with conspir-
ing against vulnerable patients [44]. We believe such
actions to be unethical and incompatible with good
science and properly informed patient care.

The patient voice is important and must
include the recovered

We do believe that the patients’ voice is important
and that this voice must include those who improved
or recovered from the illness, and not just those who
remain ill [45,46]. Those who have improved or recov-
ered through cognitive, behavioural, and stress-reduc-
ing strategies can offer special insight into both the
experience of illness and the ways out of it
Unfortunately, their personal stories are rarely pro-
moted or represented by advocacy groups as they do
not match the ‘incurable physical disease’ narrative.

The unproven narrative of a disease with no
cure can be harmful

The narrative of CFS/ME as an incomprehensible and
incurable disease without any available treatment is
likely to increase fear, helplessness, and loss of hope.
The associated advice to rest whilst awaiting a medical
cure both discourages patients from gaining control of
their symptoms and creates a barrier to seeking
potentially effective treatments, as well as risking wor-
sening of symptoms and reduced quality of life.
Unfortunately, this narrative is now being promoted
for post-covid-19 conditions, risking a further major
negative impact on public health.

What is needed now?

We call for change. Specifically, we propose that doc-
tors and health professionals should feel free to dis-
cuss and express different understandings of these
illnesses. They should also be free to recommend any
evidence-based treatments that offer a realistic hope
of improvement and even recovery. In summary, we
need a broader more constructive and better-informed



public narrative about these disabling illnesses, if we
are to make real progress in helping those who are
suffering from them.
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