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COMMENTARY

The Long COVID Conundrum

Once the coronavirus disease 2019 (COVID-19) pandemic
ebbs, attention will likely shift to the disease’s long-term
complications, dubbed “long COVID.” Media narratives
have characterized long COVID as a common, debilitating,
multiorgan, and possibly lifelong chronic disease often with
little connection to the severity of the acute illness. Yet
greater nuance in the way we discuss and approach long
COVID is warranted, particularly for patients who had mild
or asymptomatic infections.

At the outset of the pandemic, research into the conse-
quences of critical illness made it clear that survivors of
severe respiratory disease due to severe acute respiratory
syndrome-coronavirus 2 (SARS-CoV-2) could face long-
term adverse health effects. However, when defined as a
report of 1 or more persistent symptoms, long COVID
appears common even after mild infections. One study’
found that 1 in 3 nonhospitalized adults report at least 1
symptom 6 months post-COVID-19. Although 1 study
found eventual resolution of symptoms in children,” another
found persistence among 57% of nonhospitalized children
and 36% of initially asymptomatic children.” Such esti-
mates fuel concerns that long COVID is the “next public
health disaster in the making” that could afflict more than 1
in 20 Americans.”

There are important caveats, however. First, such esti-
mates should be interpreted in the context of what we know
about symptom persistence after other common respiratory
infections and in other prevalent conditions. Three months
after community-acquired pneumonia, 51% have fatigue
and 28% have dyspnea.’ An analysis of claims data
reported “new clinical sequelae” among 13% following
lower-respiratory tract infections, only slightly (yet signifi-
cantly) lower than the 14% prevalence after COVID-19 (vs
9% among those without a pulmonary infection).” Even
typical upper respiratory tract infections are a leading cause
of a protracted cough. Meanwhile, fatigue and cognitive
symptoms’ are common among those with major
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depression, the prevalence of which appeared to rise sharply
in the United States in 2020" and which may even be a com-
plication of COVID-19 itself.”

Other studies further problematize the interpretation of
symptom prevalence after mild COVID-19. One preprint
study found high rates of fatigue, memory loss, and diffi-
culty concentrating in children with a previous mild SARS-
CoV-2 infection ascertained serologically, but equivalent
rates of these symptoms among seronegative children.'®
Another study found low yet similar rates of symptoms
between children who were SARS-CoV-2 seropositive
(with only mild infections) and those who were seronega-
tive.'" A survey that found a heavy symptom burden among
those with self-reported Long COVID (>90% nonhospital-
ized) also found that most of these individuals reported neg-
ative SARS-CoV-2 antibody and polymerase chain reaction
(PCR) testing, yet had a similar symptom burden.'” The
lack of difference in symptom prevalence between those
with and without serological evidence of a prior SARS-
CoV-2 infection in such studies suggests that for some,
“long COVID symptoms” could arise from processes other
than a prior SARS-CoV-2 infection.

Symptoms are, after all, common in the general popula-
tion. This complicates interpretation of much long COVID
literature because misattribution of the cause of symptoms,
by both physicians and patients, is also common. For
instance, side effects like fatigue were frequently reported
by placebo recipients in COVID-19 vaccine trials. Simi-
larly, the link between myalgia and statins has been under-
cut by n-of-1 randomized trials showing no correlation
when patients are blinded to treatment.'* And overdiagnosis
of Lyme disease among those without evidence of Borrelia
burgdorferi infection, even in nonendemic areas, is a long-
standing problem.'”

Meanwhile, the long-term impact of COVID-19 on the
lung, where it does the most damage, is not fully under-
stood. Multiple studies have found persistent imaging and
pulmonary function deficits among patients in the months
after hospitalization for severe COVID-19. A longer-term
study of patients with severe COVID-19, however, found
that decrements in forced vital capacity, lung diffusing for
carbon dioxide (DLCO), and exercise capacity—and com-
puted tomography (CT) abnormalities—all steadily
improved over the course of a year, indeed to the normal
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range for most.'” Still, a subpopulation has persistent abnor-
malities,'” and interstitial lung disease as a rare complica-
tion remains a possibility necessitating monitoring and
research.

Patients with severe COVID-19 are also at risk for the
full spectrum of post-critical illness complications, includ-
ing chronic organ failures. And all symptoms endured by
those who have had COVID-19, regardless of severity, are
real, impair quality of life, and deserve diligent clinical
attention. Still, errant assumptions about etiological causal-
ity could lead to the misattribution of symptoms to SARS-
CoV-2 rather than other processes; excessive testing and
referrals and a potentially harmful cascade of care; and the
provision of non-evidence-based therapies.

Indeed, although there are no therapies approved by
the Food and Drug Administration (FDA) for long
COVID, various nonevidence-based therapies are now
being prescribed, ranging from ivermectin to antivirals
directed against Herpesviridae, as described in media
reports. Tenuous connections between COVID and such
entities as mast cell activation syndrome (MCAS) and
postural orthostatic tachycardia syndrome (POTS) are
also being widely asserted. Researchers who contend
that mast cell activation syndrome has a startlingly high
prevalence of 17% in the general population (on the
basis of surveys of nonspecific symptoms) have advo-
cated for mast cell stabilizer therapy as a long COVID
prophylactic.'® Evidence connecting COVID-19 to
POTS is, meanwhile, weak. In 1 of the largest case
series linking the disorders (n=20), most subjects had
negative SARS-CoV-2 testing.'” Regardless, low speci-
ficity of diagnostic testing for POTS'® combined with
the nonspecific nature of symptoms could lead to many
patients exposed to specialized testing and pharmaco-
therapy of little value.

Ironically, 1 treatment with clear efficacy for patients
with chronic lung disease—physical rehabilitation—is now
among the most controversial in long COVID.'? This con-
troversy stems from a longstanding dispute about the use of
exercise therapy for patients with chronic fatigue syndrome
that culminated in its removal from Centers for Disease
Control and Prevention (CDC) recommendations and
National Institute for Health and Care Excellence (NICE)
clinical draft guidelines. However, evidence from other
chronic lung diseases suggests that pulmonary rehabilita-
tion will likely prove useful in patients with respiratory
impairment due to COVID-19.

Acknowledging such nuance does not diminish the
destructive impact of COVID-19, nor does it undermine the
imperative of controlling the pandemic with vaccination
and public health interventions. Yet if long COVID is more
akin to the damage left after a hurricane, rather than a novel
disease process commonly instigated by even the mildest
SARS-CoV-2 infection, it may well be that empathetic yet
judicious care, focused on gradual recovery and rehabilita-
tion while avoiding overtesting and overtreatment, will be
the optimal approach for many or most patients.

Adam W. Gaffney, MD, MPH""
“Harvard Medical School,

Boston, Mass

bDivision of Pulmonary and Critical
Care Medicine, Cambridge Health
Alliance, Cambridge, Mass
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