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Abstract: The coronavirus disease (COVID-19), caused by severe acute respiratory syndrome-
coronavirus-2 (SARS-CoV-2) infection, is leading to unknown and unusual health conditions that
are challenging to manage. Post-COVID-19 syndrome is one of those challenges, having become
increasingly common as the pandemic evolves. The latest estimates suggest that 10 to 20% of the
SARS-CoV-2 patients who undergo an acute symptomatic phase are experiencing effects of the dis-
ease beyond 12 weeks after diagnosis. Although research is beginning to examine this new condition,
there are still serious concerns about the diagnostic identification, which limits the best therapeutic
approach. Exercise programs and physical activity levels are well-known modulators of the clinical
manifestations and prognosis in many chronic diseases. This narrative review summarizes the
up-to-date evidence on post-COVID-19 syndrome to contribute to a better knowledge of the disease
and explains how regular exercise may improve many of these symptoms and could reduce the
long-term effects of COVID-19.

Keywords: long COVID; post-COVID-19 syndrome; post-acute sequelae of SARS-CoV-2 infection
(PASC); chronic COVID syndrome (CCS); pneumonia; functional capacity

1. Introduction

By 10 April 2021, over 127 million cases of Coronavirus disease (COVID-19) infection
have been reported worldwide [1]. The pandemic is caused by the severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2), a betacoronavirus responsible of a new type of
acute respiratory infection and atypical pneumonia with the potential to evolve into a severe
acute respiratory syndrome (SARS), which was first described in Wuhan province, China,
on 31 December 2019. Between 10 and 20% of COVID-19 patients with symptomatic acute
COVID-19 will evolve to a persistence phase of clinical manifestations lasting more than
one month [2], with chronic ailments such as fatigue, post-exertional malaise, dyspnoea,
headache, and many other neurocognitive conditions described as brain fog, inability to
perform daily physical tasks [3] and increased likelihood of developing stress, depression,
irritability, insomnia, confusion or frustration [4]. This condition, defined as post-COVID-
19 syndrome, is increasingly affecting a high number of people as the pandemic evolves.

Tremendous efforts have been made in the study of SARS-CoV-2 infection and pro-
tection, despite leading to evidence-based mitigation strategies [5] and next-generation
vaccines [6]. Today, many pharmacologic therapies have been used, but few have shown
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the true impact on survival, and none, to date, have been shown to reduce the sequelae
of the disease or specifically the evolution to persistent symptoms. Unfortunately, the
COVID-19 pandemic consequences will not be fully solved even with zero cases and global
vaccination achieved. In particular, the effective long-term management of the effects of
post-COVID-19 syndrome is a challenge that requires awareness.

Overwhelming evidence exists that exercise produces short-, middle- and long-term
health benefits that prevent, delay, mitigate and even reverse a large number of metabolic,
pulmonary, cardiovascular, neurocognitive, inflammatory, rheumatic and musculoskeletal
diseases [7–13]. Accordingly, physical inactivity has been associated with a higher risk
for severe COVID-19 outcomes [14]. Likewise, high levels of cardiorespiratory fitness are
shown to reduce the likelihood of hospitalization due to COVID-19 [15]. Therefore, it
could be hypothesized that an optimal exercise prescription would benefit individuals
with persistent COVID-19 symptoms.

Despite there being no data about the benefits of exercise in post-COVID-19 syndrome,
the latest recommendations emphasize the need for symptom-titrated physical activity
and tailored exercise in rehabilitation [16]. Thus, proper and tailored exercise stands as
a promising, effective therapy for mitigating the post-COVID-19 symptoms and helping
people in recovering faster and increasing their autonomy, functionality and quality of
life [17].

This narrative review provides a summary of the latest available information on
post-COVID-19 syndrome and describes how physical exercise could provide symptomatic
relief for many of the patients with this condition.

1.1. Definition of the Post-COVID-19 Syndrome

The UK National Health Service (NHS) defined the post-COVID-19 syndrome as
unexplained, persisting signs or symptoms over 12 weeks, developed during or after
the COVID-19 infection [18] Prolonged COVID-19 is commonly used to describe signs
and symptoms that continue or develop after acute COVID-19. It includes continuous
symptomatic COVID-19, called ongoing symptomatic COVID-19 (4 to 12 weeks), and
post-COVID-19 syndrome (≥12 weeks) (Figure 1). The true prevalence of post-COVID-
19 syndrome is not known yet. According to data from the UK’s Office for National
Statistics (ONS) on 1 April 2021, of more than 20,000 people who tested positive between
26 April 2020 and 6 March 2021, mainly non-hospitalized (90%), 13.7% persisted symp-
tomatic after 12 weeks of evolution [19].

Figure 1. Physiopathology characterization of the different evolutionary phases of SARS-CoV-2 infection to post-COVID-
19 syndrome.

The term long COVID has been used since May or June 2020 [20] to define those pa-
tients who present symptoms once the acute phase of the disease is over. Other denomina-
tions are common, such as chronic COVID-19 syndrome (CCS), post-COVID-19 syndrome
or post-acute sequelae of SARS-CoV-2 infection (PASC). Another more popular name such
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as long hauler has been used, thus describing the long duration of the symptoms occurring
in these patients.

The current 12-week window is based on a median duration of symptoms disappear-
ance. Even when prolonged viral ribonucleic acid (RNA) detection has been shown for
months, the median duration of viral detection in respiratory samples is 18 days [21], and
estimates of four weeks to define the acute phase of the infection look reasonable. Addition-
ally, the possibility of recovering viable and cultivable virus beyond the 10th day after the
infection begins, in mild patients whose symptoms have disappeared, is an exception [22].
It is important to note that these definitions do not imply that the disease has ended or that
people have recovered, but that the acute phase of the disease has finished.

Other authors [23,24] have developed a theoretical framework in which the patient
with SARS-CoV-2 infection could go through different stages during the evolutionary
course of the disease. They attribute physiopathological and/or laboratory diagnostic
characteristics to each to define them. Thus, a patient could experience all or several of the
stages over time (Figure 1): after acute COVID-19, one may evolve to residual symptoms
that persist after recovery (convalescence or ongoing COVID-19), to organ dysfunction that
persists after the acute phase, including PICS (post-intensive care syndrome) and other
sequelae, and to develop new symptoms or syndromes (truly post-COVID-19 syndrome).

However, other differential diagnoses could hinder the diagnosis of post-COVID-
19 syndrome, for instance, with atypical presentations in patients with comorbidities, ad-
verse events of the drugs used, other post-infectious syndromes (over-imposed healthcare-
related infection or a coexisting bacterial or viral co-infection) and even psychological
alterations related to the course of COVID-19 [25]. Likewise, the possibility of reinfection
(an infection caused by a strain genetically confirmed as different from the first and sepa-
rated by at least three months from the first event) could simulate persistent COVID-19 [26]
or even symptoms, of variable duration, of reactogenity following receipt of mRNA-based
COVID-19 vaccines, which can stimulate systemic reactions including fatigue, headache,
myalgia or chills [27].

Therefore, the key to diagnosis is probably not so much to establish a specific time-
frame but rather a continuum of symptoms, which could be variable depending on the
individual, as long as there is clinical certainty of the absence of another intercurrent pro-
cess that could explain them. After acute COVID-19, one can evolve to residual symptoms
that persist since then as a result of organ failure established beyond the acute phase or
to the appearance of new symptoms or syndromes that develop after an initial infection
independent of the severity of the presentation, even if it was asymptomatic or mild.
These two categories are not mutually exclusive, with the latter representing the real
post-COVID-19 syndrome.

1.2. Clinical Manifestations of Post-COVID-19 Syndrome

Soon after the beginning of the pandemic, it was estimated that symptoms disappeared
within approximately two weeks in mild cases and between 3 and 12 weeks in more serious
ones [28]. It has subsequently been seen that these periods of time are indicative and
depend largely on age, form of presentation and pre-existing comorbidities [29].

Case reports and cross-sectional studies (i.e., online survey) report a list of more than
200 different symptoms in the evolution of post-COVID-19 syndrome [30,31]. Considering
the multiorgan nature of the syndrome, it should be pointed out that it can produce almost
any clinical manifestation.

To date, three meta-analyses and a systematic review on the long-term effects of
COVID-19 have been released, all on non-peer-reviewed pre-prints [32–34]. In Figure 2,
we summarize the frequency of the presentation of symptoms, depending on whether or
not the patients required hospitalization. Breathlessness, persistence of smell and taste
disturbances, fatigue and neuropsychological symptoms (headache, memory loss, slow
thinking, anxiety, depression and sleep disorders) were the most frequently reported.
Musculoskeletal symptoms were also frequent. It should be noted that the quality of
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the studies from which the information is extracted is low, and so is the power of the
conclusions (mostly cohort studies, in some of which, the main objective was not the nature
of symptoms, and in which the method of recruitment was variable, including self-selection
surveys (high risk of bias)). There are few prospective studies with assessments beyond
12 weeks [31,35–39] fulfilling the NHS current criteria for post-COVID-19 syndrome.

Figure 2. Prevalence of main symptoms in post-COVID-19 syndrome, hospitalized [40–50] or
outpatients [51–56], evaluated between 4 and 12 weeks after diagnosis. The mean of the presentation
of symptoms appears considering all the studies that contribute.

Other characteristics that might be identified with post-COVID-19 syndrome are:

• Symptoms are commonly associated: 80% of patients have more than one [32], usually
more than two and up to more than 10 [30,31,49,52,57].

• Women tend to be more affected than men [30,31,50–52]. The association between
fatigue and myalgias is significantly more frequent in females than males. This phe-
nomena has not been found in other symptoms cluster including low mood, anxiety,
and sleep disturbance or in a cluster consisting of comprised memory impairment,
attention deficit, and cognitive impairment [38].

• Persistent symptoms are more likely to appear with increasing age [31,52,53,58] and
with severity of presentation [29,52,58]. After discharge, fatigue, dyspnoea and neu-
ropsychological perturbances were significantly more frequent in ICU patients. Not
all studies agree on a relationship with previous comorbidities.

• The symptoms are of a fluctuating nature and their appearance varies over time [59].
Patients’ perceptions were generally changeable both in time and form (relapsing-
remitting). There is not a defined evolution pattern of the symptoms and patients
usually respond to different stimuli (mainly physical or mental activity and stress).

• Overall, patients improve spontaneously over time [31,52,58,59] although continuous
patterns in time and intensity have been described and some patients worsen with the
course of the disease [31].
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• Recently, some studies has suggested that it is possible to identify the immunologic
signatures of post-COVID-19 syndrome [60].

• Fatigue is, along with neurocognitive symptoms, the most debilitating feature and has
the greatest impact on post-COVID-19 syndrome patients’ quality of life [30,31,50,51].
Patients describe these symptoms as limiting, seriously affecting the development of
normal working activity [31,50,61]

• It is noteworthy that in several studies, both patients with confirmatory diagnostic
tests, and those who could not be tested but their case was suspected, or even those
who tested negative, have no significant differences in the presentation or the evolution
of symptoms [30,31,59].

• Currently, there is no evidence supporting the notion that prolonged COVID-19 is
equated to myalgic encephalomyelitis and/or chronic fatigue syndrome (ME/CFS).
Both prolonged COVID-19, ME and CFS are heterogeneous and difficult to char-
acterize, and while some patients with prolonged COVID-19 syndrome may meet
diagnostic criteria for EM/CFS, there is a significant population with persistent fatigue
that does not meet these criteria; therefore, further research is needed. Identification
between the two syndromes could constitute a risk of avoiding other pathologies,
complications or sequelae or erring in the management of the syndrome.

2. Physiopathology of the Post-COVID-19 Syndrome

Emerging data suggest that multiple and/or synergistic causal mechanisms may
underlie post-COVID-19 syndrome. Genetic host factors, pre-existing lesions of COVID-
19 targeting organs due to comorbidities and acute COVID-19 organ failure itself, may
be involved. Modifications in the immune response to the virus and viral mechanisms
can be added, such as the establishment of reservoirs, latency states or even the potential
viral integration in the host genome [62]. In addition, unknown or poorly defined factors
may influence the appearance of prolonged symptoms, as biopsychosocial circumstances
related with COVID-19.

2.1. Immune System

Evidence suggests that severe forms of presentation are characterized by innate
pathological immune activation and an exaggerated and poorly directed host immune
response [63], sometimes as a cytokine storm, which causes multiorgan failure and thus
may cause persistence of symptoms. It would also be possible that self-limiting forms
may differ from persistent forms in their pattern of immune activation or on their au-
toantibody generation [64]. The dysregulation of the immune response also affects the
physiological functions of the vascular endothelium (endothelitis) and underlies many
of the complications in COVID-19, mainly of thromboembolic nature [65]. Accordingly,
the persistence of endothelial inflammatory mechanisms might mediate the appearance of
chronic symptoms.

2.2. Cardiopulmonary Sequelae

An altered diffusion capacity of the lungs for carbon monoxide (DLCO) and restrictive
patterns are the more common functional impairments found in COVID-19 pneumonia
survivors in the long term [66]. A prospective, longitudinal and observational study per-
formed in symptomatic after recovery from acute SARS-CoV-2 individuals were evaluated
by MRI more than three months after diagnosis (only 18% had required hospitalization);
two thirds of them (66%) had persistent lesions of different entity in one or more organs,
mainly in the heart and lungs [57]. The researchers also assessed symptoms by standard-
ized questionnaires and organ function (heart, lungs, kidneys, liver, pancreas, spleen).
Fatigue, muscle aches, breathlessness and headaches were frequently reported by these
patients, as in post-COVID-19 syndrome. These findings suggest the possibility of residual
organ involvement, even in mild scenarios, as a cause of the long-term symptoms, at least
in a non-negligible percentage of patients.
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2.3. Neurological and Biopsychosocial Disturbances

It is well-established that survivors of COVID-19 can develop anxiety, depression,
sleep disturbances and post-traumatic stress disorder (PSTD) [42,50,51,67]. PSTD may be
responsible for severe distress or clinically significant impairment in the social, occupational
and other basic areas of functioning of the individual. In addition, it is often associated
with the appearance of physical symptoms such as fatigue and/or dyspnea, palpitations,
chest pain, headache, sweating, nausea, tremors, insomnia and various neuropsychological
disorders such as mental dullness or emotional flattening, which may contribute to the
misinterpretation of the prolonged symptoms of COVID-19.

It is now clear that quarantine has had a very perdurable effect on psychological and
social health and that the weight of these mood alterations (loneliness, fear, anxiety, depres-
sion, acute stress and insomnia) falls especially among the most vulnerable populations:
those with pre-existing mental and chronic health disorders, health care workers and those
living in the most restricted areas and those who are poor [68]. The neuropsychiatric symp-
tomatology of post-COVID-19 syndrome focuses precisely on the loss of these cognitive
abilities. These effects that patients described as brain fog, memory perturbances and sleep
manifestations [31] are consistent with poor attention or concentration, difficulty thinking,
difficulty with executive functioning (planning, organizing, figuring out the sequence of
actions, abstracting), slowed thoughts, short- and long-term memory impairments, speech
and language issues and difficulty with sleep (insomnia, night sweats, restless legs, etc.).
Neurocognitive impairment could be related to the neurotropic properties of this virus,
allowing it to infect brain regions. Different mechanisms are proposed to this, such as
neuronal retrograde invasion through olfactory bulb and/or trigemic nerve, through blood
(exceeding the blood–brain barrier (BBB)) and through immune-mediated pathways (im-
mune cells that transmit the pathogen into the brain). Other indirect causes of brain lesion
could be through a local or systemic abnormal inflammatory response causing endothelial
damage, increased permeability of the BBB, or access of pro-inflammatory cytokines, which
would damage brain homeostasis and finally induce neuronal death [69]. Other neuro-
logical manifestations of long COVID-19 are secondary to disruption of the autonomic
nervous system (dysautonomia), resulting in orthostatic intolerance syndrome, also known
as postural orthostatic tachycardia syndrome (POTS), provoking palpitations, irritable
bowel or recurrent presyncopal episodes [70].

3. Treatment of the Post-COVID-19 Syndrome

To date, there is still no specific treatment for the management of patients with post-
COVID-19 syndrome. The greatest research effort has rightly focused on prevention and
treatment of the acute phase of the disease. Future research, focusing on medical as well as
social aspects, must consider the disease continuum, including prolonged forms.

At the time of this review, less than fifteen clinical trials had been registered with the
aim of addressing the treatment of post-COVID-19 syndrome or long COVID-19: six on
drugs (montelukast (NCT04695704), naltrexone plus NAD+ (NCT04604704), leronlimab
(NCT04678830), ruconest (NCT04705831), LYT-100), dietary supplements (dietary Sup-
plement: ADAPT-232 oral solution (NCT04795557) and Niacine (NCT04809974), one on
hyperbaric oxygen (NCT04647656) and one through a supervised exercise intervention
(NCT04718506), out of a total of 5273 studies for COVID-19 research [71]. None of them
have been completed so far.

Although the evolution will be spontaneous to resolution in most of cases, because of
how exasperating this condition can be, it requires a continuity of care through a multidis-
ciplinary and holistic approach. Some published guides and recommendation documents,
with a complete vision of the patient, have addressed aspects of a physical, psycholog-
ical and social nature [2,18]. Once the presence of systemic complications (persistent
organic damage or PICS) and the need for referral to certain specialists has been ruled out,
care should focus on symptomatic management and physical and mental rehabilitation
(including fatigue management, respiratory retraining or psychological or psychiatric
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support) [18]. The perceptions and autonomy of the patient must be at the centre of shared
decision-making regarding the scheduling of care for these patients and their health status.

Comprehensive approaches have not been considered despite the fact that COVID-
19 is a clearly multisystemic disease with a non-linear evolution and long-term implications.
No study, to date, has addressed treatment schemes for these patients, possibly because the
underlying pathophysiological is not known or even if it is the same in all patients. Besides,
among the problems of not having a clear diagnostic identification is the impossibility
of planning the best therapeutic approach, but also the origin of problems of a more
personal nature such as not being able to access the resources for the management of
COVID-19 (most patients with persistent symptoms will be mild patients who did not
require hospitalization) or as belonging to a limbo of patients with complex syndromes,
such as CFS, which in general, have little diagnostic and research interest.

There is no current evidence regarding the role of a nutritional approach or physi-
cal exercise in the symptomatic recovery of these patients. As a multidisciplinary team
dedicated to the study of the effects of physical exercise on health, we consider that this is
an essential tool in the management not only of acute disease, but especially of long-term
manifestations.

4. The Potential Role of Exercise in Post-COVID-19 Syndrome

The COVID-19 syndemic (a situation generated by the convergence of an infectious
disease, the presence of other chronic non-communicable diseases, such as obesity, and the
existence of social determinants, which affect the health of the population) has exposed
society to a stressful situation never seen before, at a time in which it already had a highly
compromised disposition when it comes to population levels of physical activity and
exercise. According to the Centers for Disease Control and Prevention (CDC), less than a
quarter of the American adult population of both sexes reported performing a sufficient
amount of both resistance and strength exercise to fulfil the basic indications referred in
the health guidelines [72].

The confinement, the subsequent perimeter closures of the cities and the limitation of
urban mobility along with the cessation of all types of group activities, the interruption of
non-professional team sports and many other recreational options related to movement,
such as parks and leisure areas or swimming pools, have further deteriorated the condition
of citizens. After the confinement, there has been a supposed return to normality, in which,
on many occasions, previous activities have not been recovered, especially in people who
has suffered COVID-19.

Therefore, it is necessary not only to recover physical exercise in the inactive popula-
tion, but also to position it as a tool in the management of patients with post-COVID-19 syn-
drome. Given that exercise has been shown to be beneficial in multiple pathologies with
which the post-COVID-19 syndrome shares similarities both in terms of symptoms and its
possible pathogenic mechanisms, it is worth considering the potential favourable effect that
this would bring in the recovery of these patients. Figure 3 illustrates the potential benefits
of exercise on the most frequent clinical manifestations of post-COVID-19 syndrome.



Int. J. Environ. Res. Public Health 2021, 18, 5329 8 of 16

Figure 3. Potential benefits of exercise on the most frequent clinical manifestations of post-COVID-19 syndrome.

4.1. Exercise Is Beneficial for Immunological Health

Contrary to traditional beliefs, exercise is not detrimental to immune competency but
rather can act as an adjuvant to stimulate the immune system by inducing mitochondrial
adaptations, cell generation and immune surveillance [73–76]. Physical fitness status can be
a determining modifiable factor for the promotion of metabolic and functional adaptations
in T lymphocytes and monocytes, counteracting inflammatory environments caused by
expanded adipose tissue and sedentary behaviour, as well as delaying the immunosenes-
cence caused by aging [77]. Regular release of muscle-derived anti-inflammatory cytokines
(IL-6, IL-7, IL-10, IL-15), linked with the inhibition of pro-inflammatory cytokines (IL-
1β, IL-18, TNF-α), have been purported to play important roles in the beneficial effects
of exercise on immunity [75,78,79]. Indeed, there is growing evidence suggesting an
anti-carcinogenic effect of exercise through direct changes in circulating proteins, RNA
molecules and metabolites [80].

Exercise attenuates immunosenescence by maintaining the peripheral T-cell pool and
natural killer cell compartments, and it seems likely to improve the immune response to
SARS-CoV-2 antigens [81]. In support of this argument, it has been recently demonstrated
that regular, moderate to vigorous physical activity reduced the risk of community-acquired
infectious diseases and infectious disease mortality [82]. All in all, it should be noted that
exhaustive and excessive exercise training may cause mitochondrial functional impairment,
inducing a dysregulated systemic inflammatory response, thus being detrimental for
health [83–85]. Hence, individually tailored exercise prescriptions among people with post-
COVID-19 are essential to elicit positive adaptive changes to enhance immune function.
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4.2. Exercise Helps to Manage and Mitigate Physical Syndromes

Individual and targeted exercise is highly recommended as a non-pharmacologic
strategy for treating rheumatic and musculoskeletal diseases, characterized by chronic pain,
muscle weakness, physical limitations, fatigue and low tolerance to exercise [11,86–89].
Besides, strength training and multicomponent exercise programs have been extensively
demonstrated as safe and effective among vulnerable people in reversing frailty and weak-
ness and restoring functional capacity in the short- and long-term [12,90–93]. In particular,
exercise has been demonstrated to confer protection against functional deterioration in insti-
tutionalized older adults during COVID-19 lockdown/confinement situations [93]. Indeed,
strength training confers unique, multi-systemic benefits to the musculoskeletal system,
improving both morphological (increasing number of sarcomeres in parallel, increasing
the synthesis of contractile assemblies of actin and myosin and altering muscle fibres’
composition) and neural (improving neurological system and intermuscular coordination)
factors and regulating the whole body metabolism [94].

Of interest, the latest evidence on strength training support that using low loads,
low volume and not-to-failure repetitions produce considerable improvements in maxi-
mal dynamic strength, power output and muscle hypertrophy while preventing typical
discomfort, fatigue or stiffness after traditional high-demanding training [95–97]. This is
important given that people with post-COVID-19 syndrome are expected to be reluctant
to engage in exercise due to fatigue, deconditioning and low tolerance to exercise inten-
sity. Thus, motivating patients to start with an exercise programme is a key challenge.
However, whereas entering an exercise program is physically and mentally challenging
in people with chronic pain, once the practice starts, making exercise a pleasant, fun and
well-tolerated experience contributes in setting the routine and eventually achieving health
improvements [98–100]. Accordingly, maintaining the motivation and monitoring inten-
sity is of the utmost importance among people with post-COVID-19 syndrome to avoid
overtraining by working out within individuals limits and allowing enough recovery time
between efforts.

4.3. Exercise Is an Effective Treatment for Pulmonary Complications

Pulmonary rehabilitation relieves dyspnea and fatigue, and enhances self-autonomy
of people with pulmonary disorders such as interstitial lung disease [101] and chronic
obstructive pulmonary disease (COPD) [102]. Indeed, initiating a pulmonary rehabilitation
is associated with lower risk of mortality among people hospitalized for COPD [103]. Both
continuous and interval endurance training improve cardiopulmonary outcomes; however,
interval-based training is used as a more effective approach to optimise the load that can
be tolerated in exercise programs for clinical pulmonary patients [104]. In addition, muscle
dysfunction as a consequence of lung disease (muscle atrophy, reduced oxidative capacity
and a decreased proportion of type I muscle fibres) can be mitigated and even reversed
with strength training interventions [105,106].

Accordingly, concurrent training (endurance and strength) stands as the preferable
treatment for lung diseases to improve peak pulmonary oxygen uptake, systematic oxida-
tive stress, muscle strength, muscle size, functional capacity, and quality of life [107,108].
It has been recently described that a pulmonary rehabilitation program after hospitaliza-
tion improved respiratory function, quality of life, mobility and psychological function in
older adults with COVID-19 [109]. Despite its benefits being beyond any doubt, the cur-
rent worldwide availability of pulmonary rehabilitation services are alarmingly low [110],
which may have negative implications in the post-COVID-19 management.

4.4. Exercise Improves Cardiovascular Health

There is plenty evidence that exercise is an essential therapeutic tool to improve
cardiovascular health through enhancing mitochondrial biogenesis and function, restoring
and improving vasculature (cardiac remodelling, angiogenesis, blood volume expansion),
and the release of myokines from skeletal muscle that preserve or augment cardiovascular
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function [111]. It is well-known that structured rehabilitation programs after cardiac
disease lead to improvements in mortality, hospital readmission, cardiopulmonary fitness
and functional status [112–114]. Likewise, regular, supervised aerobic exercise training is
known to be an excellent nonpharmacological treatment of hypertension [115,116].

The benefits of these physical and educational programs in patients with chronic
cardiopulmonary disorders have also been shown from the psychosocial point of view,
improving quality of life and mood. Even more, moderate targeted exercise should be
prescribed in all individuals with cardiovascular disease [117].

4.5. Exercise Stimulates Brain Plasticity and Increases Psychological Well-Being

Exercise can act as a psychoactive drug [118]. Regular exercise has been proven to
be a powerful tool in improving the quality of life, in controlling mood and its illnesses
(depression and anxiety), in reducing psychological stress and in modulating the perception
of pain [119]. Exercise modulates the brain structure and function to stimulate a healthier
neurological phenotype [120]. The evidence is uncountable when evaluating the beneficial
effects of physical exercise in the evolution of neurodegenerative diseases (for example
in Alzheimer’s disease [121]) because it has a role in improving different neurocognitive
abilities such as memory and learning, concentration, inhibitory control, cognitive flexibility
and processing information.

Exercise induces neurochemical and structural changes mainly through contraction-
induced myokines release and brain-derived neurotrophic factor (BDNF), provoking neu-
rogenesis and synaptogenesis, particularly in the dentate gyrus of the hippocampus, which
promotes brain plasticity and prevent cognitive dysfunction [120]. Indeed, exercise has
proven its effectiveness in dysautonomia and POTS, quite frequent among people with
post-COVID-19 syndrome, by restoring upright hemodynamics, normalizing renal-adrenal
responsiveness, and improving quality of life [122,123]. In addition, recent cross-section
studies support the need of regular moderate exercise as a resilience factor to reduce
COVID-related allostatic overload by improving mental and physical well-being [124].

4.6. The role of Advanced Training Methods for Health

Advancements on exercise sciences’ skills, knowledge and technology has grown
immensely over the last years. New trends in resistance and cardiopulmonary train-
ing methods appeal to more individualized regimes with a variety of exercises, stimuli
and intensities, which are controlled by incorporating new technologies and monitoring
tools. Current training methods are based on new approaches to monitoring exercise
intensity (e.g., rate of force development, movement velocity), technical execution (e.g.,
biomechanics, electromyography), readiness (e.g., heart rate variability) and physiological
responses (e.g., ventilation, lactate, core temperature, heart rate, muscle oxygen satura-
tion) while providing biofeedback in real time, ensuring the accomplishment of targeted
results [125–130]. Likewise, a number of portable devices, wearable tools and apps for
physical activity and fitness are emerging, making remote control of the patients’ evo-
lution possible [131]. In addition to aiding professionals in providing targeted exercise
programmes, these developments may represent an added value for the pandemic to carry
out high-quality, supervised home-based trainings during particular restrictive situations
(such as lockdown periods) or people with severe mobility limitations. Due to the mul-
tiorgan nature of the post-COVID-19 syndrome, there is a need to conduct systematic
and multifactorial evaluation of the physical and functional capacity to facilitate the pre-
scription of tailored exercise programmes. To this purpose, a cross-disciplinary approach
including exercise sciences know-how and experience has been proposed as essential to
effectively response to this health crisis [17].

5. Concluding Remarks

There is sufficient evidence suggesting that tailored and supervised exercise training
may be an effective multisystemic therapy for post-COVID-19 syndrome that suits the
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diversity of the cases and symptoms. Further examination on the effects of exercise-based
treatments on post-COVID-19 syndrome are required to give practical insights about what
type of exercise should be preferably prescribed, with emphasis on intensity and load man-
agement and adherence strategies. Furthermore, the impact of post-COVID-19 syndrome
on certain special population groups such as children, adolescents or institutionalized older
adults remains unknown.

A multidisciplinary and integrative approach including exercise sciences is essential,
where clinical conditions are addressed but must integrate neurocognitive and psycholog-
ical aspects into the assessment, as well as the social impact that this pathology entails.
New proposals for research in the prolonged phase of the disease and all efforts that enable
a complete functional recovery and a return to a previous life are warranted.

Author Contributions: Conceptualization, A.J.-A., J.G.P., and J.C.-I.; investigation, A.J.-A., Á.B.-R.;
A.M.-C., F.F.-L., B.J.S.-A.M.; J.G.P., E.B.-M., and J.C.-I.; writing—original draft preparation, A.J.-A.,
J.G.P., E.B.-M. and J.C.-I.; illustrations A.J.-A., J.C.-I.; writing—review and editing, A.J.-A., J.G.P.,
E.B.-M. and J.C.-I.; All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. European Center For Disease Prevention and Control (ECDC). COVID-19 Situation Dashboard. Available online: https://qap.

ecdc.europa.eu/public/extensions/COVID-19/COVID-19.html#global-overview-tab (accessed on 31 January 2021).
2. Greenhalgh, T.; Knight, M.; A’Court, C.; Buxton, M.; Husain, L. Management of post-acute COVID-19 in primary care. BMJ 2020,

370, m3026. [CrossRef]
3. Baig, A.M. Deleterious Outcomes in Long-Hauler COVID-19: The Effects of SARS-CoV-2 on the CNS in Chronic COVID

Syndrome. ACS Chem. Neurosci. 2020, 11, 4017–4020. [CrossRef]
4. Pfefferbaum, B.; North, C.S. Mental Health and the Covid-19 Pandemic. N. Engl. J. Med. 2020, 383, 510–512. [CrossRef]
5. Fuller, J.A.; Hakim, A.; Victory, K.R.; Date, K.; Lynch, M.; Dahl, B.; Henao, O. Mitigation Policies and COVID-19–Associated

Mortality—37 European Countries, 23 January–30 June 2020. MMWR. Morb. Mortal. Wkly. Rep. 2021, 70, 58–62. [CrossRef]
6. Dong, Y.; Dai, T.; Wei, Y.; Zhang, L.; Zheng, M.; Zhou, F. A systematic review of SARS-CoV-2 vaccine candidates. Signal Transduct.

Target. Ther. 2020, 5, 1–14. [CrossRef] [PubMed]
7. Ruegsegger, G.N.; Booth, F.W. Health Benefits of Exercise. Cold Spring Harb. Perspect. Med. 2017, 8, a029694. [CrossRef]
8. Talar, K.; Hernández-Belmonte, A.; Vetrovsky, T.; Steffl, M.; Kałamacka, E.; Courel-Ibáñez, J. Benefits of Resistance Training in

Early and Late Stages of Frailty and Sarcopenia: A Systematic Review and Meta-Analysis of Randomized Controlled Studies.
J. Clin. Med. 2021, 10, 1630. [CrossRef]

9. Heiston, E.M.; Eichner, N.Z.; Gilbertson, N.M.; Malin, S.K. Exercise improves adiposopathy, insulin sensitivity and metabolic
syndrome severity independent of intensity. Exp. Physiol. 2020, 105, 632–640. [CrossRef] [PubMed]

10. Fiuza-Luces, C.; Garatachea, N.; Berger, N.A.; Lucia, A. Exercise is the Real Polypill. Physiology 2013, 28, 330–358. [CrossRef]
11. Metsios, G.S.; Moe, R.H.; Kitas, G.D. Exercise and inflammation. Best Pr. Res. Clin. Rheumatol. 2020, 34, 101504. [CrossRef]

[PubMed]
12. Valenzuela, P.L.; Castillo-García, A.; Morales, J.S.; Izquierdo, M.; Serra-Rexach, J.A.; Santos-Lozano, A.; Lucia, A. Physical Exercise

in the Oldest Old. Compr. Physiol. 2019, 9, 1281–1304. [CrossRef]
13. Posadzki, P.; Pieper, D.; Bajpai, R.; Makaruk, H.; Könsgen, N.; Neuhaus, A.L.; Semwal, M. Exercise/physical activity and health

outcomes: An overview of Cochrane systematic reviews. BMC Public Health 2020, 20, 1–12. [CrossRef] [PubMed]
14. Sallis, R.; Young, D.R.; Tartof, S.Y.; Sallis, J.F.; Sall, J.; Li, Q.; Smith, G.N.; Cohen, D.A. Physical inactivity is associated with a

higher risk for severe COVID-19 outcomes: A study in 48 440 adult patients. Br. J. Sports Med. 2021. [CrossRef] [PubMed]
15. Brawner, C.A.; Ehrman, J.K.; Bole, S.; Kerrigan, D.J.; Parikh, S.S.; Lewis, B.K.; Gindi, R.M.; Keteyian, C.; Abdul-Nour, K.; Keteyian,

S.J. Inverse Relationship of Maximal Exercise Capacity to Hospitalization Secondary to Coronavirus Disease 2019. Mayo Clin. Proc.
2021, 96, 32–39. [CrossRef] [PubMed]

16. National Institute for Health and Research (NIHR). NIHR Themed Review: Living with Covid19—Second Review; NIHR: Manchester,
UK, 2021.

https://qap.ecdc.europa.eu/public/extensions/COVID-19/COVID-19.html#global-overview-tab
https://qap.ecdc.europa.eu/public/extensions/COVID-19/COVID-19.html#global-overview-tab
http://doi.org/10.1136/bmj.m3026
http://doi.org/10.1021/acschemneuro.0c00725
http://doi.org/10.1056/NEJMp2008017
http://doi.org/10.15585/mmwr.mm7002e4
http://doi.org/10.1038/s41392-020-00352-y
http://www.ncbi.nlm.nih.gov/pubmed/33051445
http://doi.org/10.1101/cshperspect.a029694
http://doi.org/10.3390/jcm10081630
http://doi.org/10.1113/EP088158
http://www.ncbi.nlm.nih.gov/pubmed/32020676
http://doi.org/10.1152/physiol.00019.2013
http://doi.org/10.1016/j.berh.2020.101504
http://www.ncbi.nlm.nih.gov/pubmed/32249021
http://doi.org/10.1002/cphy.c190002
http://doi.org/10.1186/s12889-020-09855-3
http://www.ncbi.nlm.nih.gov/pubmed/33198717
http://doi.org/10.1136/bjsports-2021-104080
http://www.ncbi.nlm.nih.gov/pubmed/33849909
http://doi.org/10.1016/j.mayocp.2020.10.003
http://www.ncbi.nlm.nih.gov/pubmed/33413833


Int. J. Environ. Res. Public Health 2021, 18, 5329 12 of 16

17. Faghy, M.A.; Arena, R.; Stoner, L.; Haraf, R.H.; Josephson, R.; Hills, A.P.; Dixit, S.; Popovic, D.; Smith, A.; Myers, J.; et al. The need
for exercise sciences and an integrated response to COVID-19: A position statement from the international HL-PIVOT network.
Prog. Cardiovasc. Dis. 2021. [CrossRef]

18. National Insitute for Health and Care Excellence; SIGN. Royal College of General Practitioners COVID-19 Guideline Scope: Management
of the Long-Term Effects of COVID-19; NICE: London, UK, 2020; pp. 1–7.

19. UK Office for National Statistics. Prevalence of Ongoing Symptoms Following Coronavirus (COVID-19) Infection in the UK: 1 April
2021; ONS: London, UK, 2021.

20. Mahase, E. Long covid could be four different syndromes, review suggests. BMJ 2020, 371, m3981. [CrossRef]
21. Cevik, M.; Tate, M.; Lloyd, O.; Maraolo, A.E.; Schafers, J.; Ho, A. SARS-CoV-2, SARS-CoV, and MERS-CoV viral load dynamics,

duration of viral shedding, and infectiousness: A systematic review and meta-analysis. Lancet Microbe 2021, 2, e13–e22. [CrossRef]
22. Basile, K.; McPhie, K.; Carter, I.; Alderson, S.; Rahman, H.; Donovan, L.; Kumar, S.; Tran, T.; Ko, D.; Sivaruban, T.; et al. Cell-based

culture of SARS-CoV-2 informs infectivity and safe de-isolation assessments during COVID-19. Clin. Infect. Dis. 2020. [CrossRef]
23. Datta, S.D.; Talwar, A.; Lee, J.T. A Proposed Framework and Timeline of the Spectrum of Disease Due to SARS-CoV-2 Infection:

Illness beyond Acute Infection and Public Health Implications. JAMA 2020, 324, 2251–2252. [CrossRef]
24. Amenta, E.M.; Spallone, A.; Rodriguez-Barradas, M.C.; El Sahly, H.M.; Atmar, R.L.; Kulkarni, P.A. Postacute COVID-19: An

Overview and Approach to Classification. Open Forum Infect. Dis. 2020, 7, ofaa509. [CrossRef]
25. Raveendran, A. Long COVID-19: Challenges in the diagnosis and proposed diagnostic criteria. Diabetes Metab. Syndr. Clin.

Res. Rev. 2021, 15, 145–146. [CrossRef] [PubMed]
26. Tillett, R.L.; Sevinsky, J.R.; Hartley, P.D.; Kerwin, H.; Crawford, N.; Gorzalski, A.; Laverdure, C.; Verma, S.C.; Rossetto, C.C.;

Jackson, D.; et al. Genomic evidence for reinfection with SARS-CoV-2: A case study. Lancet Infect. Dis. 2021, 21, 52–58. [CrossRef]
27. Chapin-Bardales, J.; Gee, J.; Myers, T. Reactogenicity Following Receipt of mRNA-Based COVID-19 Vaccines. JAMA 2021.

[CrossRef] [PubMed]
28. WHO Director-General’s Opening Remarks at the Media Briefing on COVID-19—24 February 2020. Available online:

https://www.who.int/director-general/speeches/detail/who-director-general-s-opening-remarks-at-the-media-briefing-on-
covid-19---24-february-2020 (accessed on 27 December 2020).

29. Coronavirus Disease 2019 (COVID-19): Clinical Features—UpToDate. Available online: https://www.uptodate.com/contents/
coronavirus-disease-2019-covid-19-clinical-features?search=undefined&source=covid19_landing&usage_type=main_section#
H4100426989 (accessed on 27 December 2020).

30. SEMG. Encuesta COVID-19 Persistente. Presentación de Resultados. 11 de Noviembre de 2020. Available online: https://www.
semg.es/images/2020/Noticias/20201111_Resultados_Encuesta_COVID_Persistente.pdf (accessed on 30 December 2020).

31. Davis, H.E.; Assaf, G.S.; McCorkell, L.; Wei, H.; Low, R.J.; Re’Em, Y.; Redfield, S.; Austin, J.P.; Akrami, A. Characterizing Long
COVID in an International Cohort: 7 Months of Symptoms and Their Impact. medRxiv 2020. [CrossRef]

32. Lopez-Leon, S.; Wegman-Ostrosky, T.; Perelman, C.; Sepulveda, R.; Rebolledo, P.A.; Cuapio, A.; Villapol, S. More than 50 Long-
term effects of COVID-19: A systematic review and meta-analysis. medRxiv 2021. [CrossRef]

33. Michelen, M.; Manoharan, L.; Elkheir, N.; Cheng, V.; Dagens, D.; Hastie, C.; O’Hara, M.; Suett, J.C.; Burls, A.; Foote, C.; et al.
Characterising long-term covid-19: A rapid living systematic review. medRxiv 2020. [CrossRef]

34. Hoshijima, H.; Mihara, T.; Seki, H.; Hyuga, S.; Kuratani, N.; Shiga, T. Incidence of Long-term Post-acute Sequelae of SARS-CoV-
2 Infection Related to Pain and Other Symptoms: A Living Systematic Review and Meta-analysis. medRxiv 2021. [CrossRef]

35. Garrigues, E.; Janvier, P.; Kherabi, Y.; Le Bot, A.; Hamon, A.; Gouze, H.; Doucet, L.; Berkani, S.; Oliosi, E.; Mallart, E.; et al.
Post-discharge persistent symptoms and health-related quality of life after hospitalization for COVID-19. J. Infect. 2020, 81, e4–e6.
[CrossRef] [PubMed]

36. Huang, C.; Huang, L.; Wang, Y.; Li, X.; Ren, L.; Gu, X.; Kang, L.; Guo, L.; Liu, M.; Zhou, X.; et al. 6-month consequences of
COVID-19 in patients discharged from hospital: A cohort study. Lancet 2021, 397, 220–232. [CrossRef]

37. Bellan, M.; Soddu, D.; Balbo, P.E.; Baricich, A.; Zeppegno, P.; Avanzi, G.C.; Baldon, G.; Bartolomei, G.; Battaglia, M.; Battistini,
S.; et al. Respiratory and Psychophysical Sequelae Among Patients With COVID-19 Four Months After Hospital Discharge.
JAMA Netw. Open 2021, 4, e2036142. [CrossRef]

38. Sykes, D.L.; Holdsworth, L.; Jawad, N.; Gunasekera, P.; Morice, A.H.; Crooks, M.G. Post-COVID-19 Symptom Burden: What is
Long-COVID and How Should We Manage It? Lung 2021, 199, 113–119. [CrossRef] [PubMed]

39. Group, P.-C.C.; Evans, R.A.; McAuley, H.; Harrison, E.M.; Shikotra, A.; Singapuri, A.; Sereno, M.; Elneima, O.; Docherty,
A.B.; Lone, N.I.; et al. Physical, cognitive and mental health impacts of COVID-19 following hospitalisation—A multi-centre
prospective cohort study. medRxiv 2021. [CrossRef]

40. Landi, F.; Carfì, A.; Benvenuto, F.; Brandi, V.; Ciciarello, F.; Monaco, M.R.L.; Martone, A.M.; Napolitano, C.; Pagano, F.; Paglionico,
A.; et al. Predictive Factors for a New Positive Nasopharyngeal Swab Among Patients Recovered From COVID-19. Am. J.
Prev. Med. 2021, 60, 13–19. [CrossRef] [PubMed]

41. Arnold, D.T.; Hamilton, F.; Milne, A.; Morley, A.J.; Viner, J.; Attwood, M.; Noel, A.; Gunning, S.; Hatrick, J.; Hamilton, S.; et al.
Patient outcomes after hospitalisation with COVID-19 and implications for follow-up: Results from a prospective UK cohort.
Thorax 2021, 76, 399–401. [CrossRef]

http://doi.org/10.1016/j.pcad.2021.01.004
http://doi.org/10.1136/bmj.m3981
http://doi.org/10.1016/S2666-5247(20)30172-5
http://doi.org/10.1093/cid/ciaa1579
http://doi.org/10.1001/jama.2020.22717
http://doi.org/10.1093/ofid/ofaa509
http://doi.org/10.1016/j.dsx.2020.12.025
http://www.ncbi.nlm.nih.gov/pubmed/33341598
http://doi.org/10.1016/S1473-3099(20)30764-7
http://doi.org/10.1001/jama.2021.5374
http://www.ncbi.nlm.nih.gov/pubmed/33818592
https://www.who.int/director-general/speeches/detail/who-director-general-s-opening-remarks-at-the-media-briefing-on-covid-19---24-february-2020
https://www.who.int/director-general/speeches/detail/who-director-general-s-opening-remarks-at-the-media-briefing-on-covid-19---24-february-2020
https://www.uptodate.com/contents/coronavirus-disease-2019-covid-19-clinical-features?search=undefined&source=covid19_landing&usage_type=main_section#H4100426989
https://www.uptodate.com/contents/coronavirus-disease-2019-covid-19-clinical-features?search=undefined&source=covid19_landing&usage_type=main_section#H4100426989
https://www.uptodate.com/contents/coronavirus-disease-2019-covid-19-clinical-features?search=undefined&source=covid19_landing&usage_type=main_section#H4100426989
https://www.semg.es/images/2020/Noticias/20201111_Resultados_Encuesta_COVID_Persistente.pdf
https://www.semg.es/images/2020/Noticias/20201111_Resultados_Encuesta_COVID_Persistente.pdf
http://doi.org/10.1101/2020.12.24.20248802
http://doi.org/10.1101/2021.01.27.21250617
http://doi.org/10.1101/2020.12.08.20246025
http://doi.org/10.1101/2021.04.08.21255109
http://doi.org/10.1016/j.jinf.2020.08.029
http://www.ncbi.nlm.nih.gov/pubmed/32853602
http://doi.org/10.1016/S0140-6736(20)32656-8
http://doi.org/10.1001/jamanetworkopen.2020.36142
http://doi.org/10.1007/s00408-021-00423-z
http://www.ncbi.nlm.nih.gov/pubmed/33569660
http://doi.org/10.1101/2021.03.22.21254057
http://doi.org/10.1016/j.amepre.2020.08.014
http://www.ncbi.nlm.nih.gov/pubmed/33041095
http://doi.org/10.1136/thoraxjnl-2020-216086


Int. J. Environ. Res. Public Health 2021, 18, 5329 13 of 16

42. Mazza, M.G.; De Lorenzo, R.; Conte, C.; Poletti, S.; Vai, B.; Bollettini, I.; Melloni, E.M.T.; Furlan, R.; Ciceri, F.; Rovere-Querini, P.;
et al. Anxiety and depression in COVID-19 survivors: Role of inflammatory and clinical predictors. Brain, Behav. Immun. 2020, 89,
594–600. [CrossRef]

43. D’Cruz, R.F.; Waller, M.D.; Perrin, F.; Periselneris, J.; Norton, S.; Smith, L.-J.; Patrick, T.; Walder, D.; Heitmann, A.; Lee,
K.; et al. Chest radiography is a poor predictor of respiratory symptoms and functional impairment in survivors of severe
COVID-19 pneumonia. ERJ Open Res. 2021, 7. [CrossRef]

44. Daher, A.; Balfanz, P.; Cornelissen, C.; Müller, A.; Bergs, I.; Marx, N.; Müller-Wieland, D.; Hartmann, B.; Dreher, M.; Müller,
T. Follow up of patients with severe coronavirus disease 2019 (COVID-19): Pulmonary and extrapulmonary disease sequelae.
Respir. Med. 2020, 174, 106197. [CrossRef] [PubMed]

45. Liang, L.; Yang, B.; Jiang, N.; Fu, W.; He, X.; Zhou, Y.; Ma, W.-L.; Wang, X. Three-Month Follow-Up Study of Survivors of
Coronavirus Disease 2019 after Discharge. J. Korean Med. Sci. 2020, 35, e418. [CrossRef]

46. Weerahandi, H.; Hochman, K.A.; Simon, E.; Blaum, C.; Chodosh, J.; Duan, E.; Garry, K.; Kahan, T.; Karmen-Tuohy, S.L.; Karpel,
H.C.; et al. Post-Discharge Health Status and Symptoms in Patients with Severe COVID-19. medRxiv Prepr. Serv. Health Sci. 2020.
[CrossRef]

47. Xiong, Q.; Xu, M.; Li, J.; Liu, Y.; Zhang, J.; Xu, Y.; Dong, W. Clinical sequelae of COVID-19 survivors in Wuhan, China:
A single-centre longitudinal study. Clin. Microbiol. Infect. 2021, 27, 89–95. [CrossRef]

48. Mandal, S.; Barnett, J.; Brill, S.E.; Brown, J.S.; Denneny, E.K.; Hare, S.S.; Heightman, M.; Hillman, T.E.; Jacob, J.; Jarvis, H.C.; et al.
‘Long-COVID’: A cross-sectional study of persisting symptoms, biomarker and imaging abnormalities following hospitalisation
for COVID-19. Thorax 2021, 76, 396–398. [CrossRef]

49. Carfì, A.; Bernabei, R.; Landi, F. Persistent symptoms in patients after acute COVID-19. JAMA 2020, 324, 603–605. [CrossRef]
50. Halpin, S.J.; McIvor, C.; Whyatt, G.; Adams, A.; Harvey, O.; McLean, L.; Walshaw, C.; Kemp, S.; Corrado, J.; Singh, R.; et al.

Postdischarge symptoms and rehabilitation needs in survivors of COVID-19 infection: A cross-sectional evaluation. J. Med Virol.
2021, 93, 1013–1022. [CrossRef] [PubMed]
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