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The COVID-19 pandemic had an unprecedented impact on health systems and
transformed everyone’s life, but the implications were most impactful for vulner-
able populations, including patients with chronic pain. Another area of concern
is the persistent pain reported by a notable proportion of COVID-19 survivors
particularly with long COVID, now classified as post-COVID chronic pain
syndrome. This condition can vary widely, affecting muscles, joints, nerves and
persistent headaches and severely impacting the quality of life. New-onset
chronic pain was reportedly common and likely involves multiple mechanisms;
however, its prevalence decreases over time and symptoms appear to fluctuate.
Broadly, mechanisms underlying pain due to SARS-CoV-2 infection could be
caused by ‘systemic inflammatory-immune mechanisms’, ‘direct neuropathic
mechanisms’ or ‘secondary mechanisms due to the viral infection or treatment’.
This editorial explores the consequences of the COVID-19 pandemic on patients
already suffering from chronic pain and those with new onset chronic pain partic-
ularly in developing countries of South Asia. Existing chronic pain populations
were variably impacted and social determinants of health appeared to influence
the degree of effect.

There have been a number of publications related to the COVID-19 pandemic
influence on the burden of chronic pain and development of new onset chronic
pain particularly musculoskeletal pain, fibromyalgia and headaches'*.
Post-COVID chronic pain syndrome is not just a physical condition; it disrupts
daily activities and mental health and creates a significant burden on healthcare
systems globally. The syndrome, thus, warrants a closer examination to devise
effective interventions and alleviate patient suffering. Understanding the nature
and prevalence of this syndrome requires a nuanced approach, especially since it
often presents alongside other post-viral symptoms like brain fog and fatigue.

Amongst the Chronic Pain Syndromes, Fibromyalgia (FM) which is a complex
disease with intricate pathophysiology really needs attention based on my own
personal clinical experience post COVID as well as reports appearing in the
international literature®. Although its genesis is not fully explained, but viral
infections might trigger FM or worsen patients' clinical outcomes. The
SARS-CoV-2 virus may affect central and peripheral nervous systems, leading to
musculoskeletal, neurological, and psychological disturbances. These symptoms
might persist at least 12 months beyond the recovery, often referred to as
post-COVID syndrome, which resembles FM syndrome. The syndrome bears
similarities to other post-viral syndromes, like chronic fatigue syndrome, where
symptoms persist long after the primary infection has resolved. Patients with
preexisting FM syndrome could be triggered or enhanced by COVID-19 infec-
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tion or by numerous and persistent stressors during the
pandemic setting (isolation, depression, mental stress,
generalized anxiety, and fear of the virus). Similari-
ties between pathophysiological mechanisms and
cardinal symptoms of FM and COVID-19 have been
demonstrated, speculating that SARS-CoV-2 might
represent a critical mediator of FM or an exacerbator
of its symptoms once both syndromes share similar
mechanisms and complaints®.

Although COVID-19 is primarily a respiratory illness,
headache as an acute symptom during infection was
commonly reported by a large number of our patients.
Headache also has been shown to be a potential
long-term problem following the acute phase of the
infection. A literature review found headache and
dizziness to be the most common neurological mani-
festation in multiple studies”. In acute COVID-19,
headache is usually described as moderate or severe,
diffuse and oppressive although sometimes it has been
described with a migraine-like phenotype, especially
in patients with a previous history of migraine. Head-
ache intensity during acute phase seems to be the most
important predictor of patients developing chronic
headache post COVID. Some COVID-19 cases can be
associated with cerebrovascular complications, and
red flags of secondary headaches (e.g. new worsening
or unresponsive headache, or new onset of neurologi-
cal focal signs) should be urgently investigated with
imaging. Since headaches lower a person’s quality of
life and depending on the severity can affect daily
living activities, it is important to determine patients
who are at risk for headaches long-term after contract-
ing COVID-19 to aid in prevention of this conse-
quence Neuro-invasion by a corona virus could be one
major causative factor in causation of this debilitating
headache'.

While the exact mechanisms causing post-COVID
pain in various parts of the body are unknown, a
phenomenon of protracted immunosuppression,
known as PICS (persistent inflammation, immunosup-
pression, and catabolism syndrome), has been present-
ed as a potential major contributing factor for the
presentation of post-COVID symptoms'"3. PICS
facilitates inflammation, immunosuppression, and
catabolism that may exacerbate or make patients more
susceptible to the ACE2-mediated infiltration of
testicular cells, instances of chronic pain, and other
more common symptoms  associated  with
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post-COVID syndrome such as fatigue and headache.
PICS typically occurs following an event which
prompts a systemic inflammatory response. Following
the acute inflammatory response and initial infection,
patients experience a compensatory anti-inflammato-
ry response'®. It is when this compensatory response is
disproportionally aggressive for the amount of initial
inflammation that patients experience the phenome-
non of immunosuppression, known as PICS".

Musculoskeletal pain is a common symptom experi-
enced by almost 20% of people during the acute phase
of the severe acute respiratory syndrome due to coro-
navirus'®. Additionally, musculoskeletal pain is also a
common symptom experienced during a post-COVID
phase by individuals with long COVID. During the
last two years, musculoskeletal involvement
increased, but no clear consensus was obtained about
the pathogenesis. However, there is valuable data that
supports the hypothesis of angiotensin converting
enzyme 2, inflammation, hypoxia, and muscle catabo-
lism'. Additionally, medications that were used for
treatment also have musculoskeletal adverse effects,
such as corticosteroid-induced myopathy and osteopo-
rosis. Symptoms that begin three months from the
onset of the COVID-19 infection, continue for at least
two months, and cannot be explained by another
diagnosis is accepted as post/long COVID-19
syndrome. Prior symptoms may persist and fluctuate,
or new symptoms may manifest. In addition, there
must be at least one symptom of infection. Most
common musculoskeletal symptoms are myalgia,
arthralgia, fatigue, back pain, muscle weakness, sarco-
penia, impaired exercise capacity, and physical perfor-
mance.

The treatment for Post COVID Pain Syndrome is
extremely variable and beyond the scope of this edito-
rial; however, the treatment strategies for
COVID-19-related chronic pain needs ongoing
research. Further studies should determine the most
efficacious way to treat COVID-19-related chronic
pain and if it differs from the usual course. Diagnosing
post-COVID chronic pain syndrome involves a metic-
ulous evaluation process. Pain physicians must gather
a detailed history, including pre-existing conditions
and the timeline of COVID-19 infection and subse-
quent symptoms. Physical examinations should
identify specific areas of pain and assess the severity
and impact on the patient's life. Laboratory tests and
imaging might be necessary to exclude other causes.
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Several clinical criteria can help identify post-COVID
chronic pain syndrome. Pain lasting longer than three
months following COVID-19 infection and not
explained by other causes is a primary marker. More-
over, pain might be accompanied by other symptoms
like fatigue or cognitive impairment, further reinforc-
ing the diagnosis. Given the multifaceted nature of
post-COVID chronic pain syndrome, an interdisci-
plinary evaluation involving neurologists, rheumatol-
ogists, psychologists, and pain management special-
ists may be necessary. This holistic approach ensures
that all potential contributing factors are considered
and leads to a comprehensive treatment plan.

Research on post-COVID chronic pain syndrome is
still in its infancy, but emerging studies are beginning
to shed light on the condition. Longitudinal studies
following COVID-19 survivors over time are crucial
to understanding the natural progression of chronic
pain and its predictors. Investigating genetic predispo-
sitions could reveal why some patients are more
susceptible than others, potentially leading to targeted
treatments.

Post-COVID chronic pain syndrome is a pressing
issue that requires immediate attention. The
syndrome’s varied and persistent symptoms can
profoundly affect an individual’s quality of life.
Recognizing and managing the condition requires a
nuanced approach that encompasses a thorough
understanding of the virus’s long-term effects, accu-
rate diagnostic criteria, and effective treatment modal-
ities.

The collaboration of healthcare professionals,
researchers, and patient advocates will be critical in
advancing our understanding and care for this emerg-
ing syndrome. With continued research and compre-
hensive patient care strategies, the challenges posed
by post-COVID chronic pain syndrome can be
addressed more effectively.
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