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Abstract

:

Both laboratory investigations and body composition quantification measures (e.g., computed tomography, CT) portray muscle loss in symptomatic Coronavirus disease 2019 (COVID-19) patients. Muscle loss is associated with a poor prognosis of the disease. The exact mechanism of muscle damage in COVID-19 patients, as well as the long-term consequences of muscle injury in disease survivors, are unclear. The current review briefly summarizes the literature for mechanisms, assessment measures, and interventions relevant to skeletal muscle insult in COVID-19 patients. Muscle injury is likely to be attributed to the cytokine storm, disease severity, malnutrition, prolonged physical inactivity during intensive care unit (ICU) stays, mechanical ventilation, and myotoxic drugs (e.g., dexamethasone). It has been assessed by imaging and non-imaging techniques (e.g., CT and electromyography), physical performance tests (e.g., six-minute walk test), anthropometric measures (e.g., calf circumference), and biomarkers of muscle dystrophy (e.g., creatine kinase). Interventions directed toward minimizing muscle loss among COVID-19 patients are lacking. However, limited evidence shows that respiratory rehabilitation improves respiratory function, muscle strength, quality of life, and anxiety symptoms in recovering older COVID-19 patients. Neuromuscular electrical stimulation may restore muscle condition in ICU-admitted patients, albeit empirical evidence is needed. Given the contribution of malnutrition to disease severity and muscle damage, providing proper nutritional management for emaciated patients may be one of the key issues to achieve a better prognosis and prevent the after-effects of the disease. Considerable attention to longer-term consequences of muscle injury in recovering COVID-19 patients is necessary.
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1. Overview


Coronavirus disease 2019 (COVID-19) is a viral infection that develops following the access of severe acute respiratory syndrome-coronavirus-2 (SARS-CoV-2) to the respiratory tract. SARS-CoV-2 sometimes induces severe inflammatory and oxidative stress, which injure pulmonary alveoli resulting in the development of severe acute respiratory distress syndrome (ARDS), bilateral viral pneumonia, and respiratory failure [1,2,3]. Moreover, SARS-CoV-2 particles have been isolated from different body tissues, including the intestine, the central nervous system, and cardiac muscle. COVID-19 mortality is higher among people with cardiac diseases, denoting that it may directly impede cellular processes in tissues outside the respiratory tract [4,5].



Skeletal muscle, the largest body tissue involved in glucose metabolism [6,7], seems to be among tissues affected by SARS-CoV-2 [8,9]. Muscle pain is one of the key symptoms that develop during the first three days of infection in people who get hospitalized due to contracting SARS-CoV-2 [10,11,12]. Meta-analytic studies indicate that myalgia (muscle soreness)/fatigue is the third most common symptom (after unremitting fever and cough) in people with symptomatic SARS-CoV-2 infection [8,9]. The duration of myalgia depends primarily on disease severity [12,13]. Imaging data from hospitalized patients in China showed that muscle ache on admission is associated with abnormal images of the lung, and it predicts poor prognosis, especially in older people [14]. The exact mechanism of muscle damage in COVID-19 patients, as well as the long-term consequences of muscle injury in disease survivors, are unclear. In an attempt to bridge the gap, the current article explored the literature for these three aspects.




2. Possible Mechanisms of Muscle Damage in COVID-19


Excessive production of proinflammatory cytokines in hypercatabolic conditions is associated with oxidative stress, which promotes the production of corrosive molecules that cause severe myocyte damage [15]. The exact dynamics underlying muscle wasting in COVID-19 are unclear. However, researchers suggest that muscle loss in COVID-19 patients is an outcome of a wide range of interrelated factors (Figure 1). Old age, as well as metabolic and inflammatory disorders (diabetes, obesity, cardiovascular diseases, cancer, etc.), are associated with baseline states of protein-energy malnutrition and systemic inflammation/inflammaging. Apart from COVID-19, these individuals usually express some degree of muscle wasting (sarcopenia); they are also a majority of COVID-19 patients. In fact, older adults affected by SARS-CoV-2 are likely to express dramatic injuries in muscular structure, especially at the late stages of the disease [16,17]. Myokines and adipokines produced by sarcopenic muscle and adipose tissue stimulate signaling of inflammation and oxidative stress resulting in hyper-catabolism, especially in people with advanced age and metabolic disorders [18,19]. Malnutrition and baseline inflammation are thought to be key effectors in the development of cytokine storms in these individuals when they contract COVID-19 [3]. Excessive cytokines directly induce multiple organ damage, including skeletal muscle, which undergoes degenerative transformation and shrinkage [15]. They also interfere with hormones that promote muscular integrity, such as testosterone [19]. In rare cases, viral-induced myotoxicity was reported [13]. Renal injury noted by macrohematuria or even renal failure is reported along with myalgia in COVID-19 patients with rhabdomyolysis, denoting a possible renal involvement in COVID-19-related muscle damage [13,20]. Symptoms conducive to malnutrition, such as anorexia, nausea, and vomiting, are common in some COVID-19 patients pinpointing insufficient energy supply—a primary trigger for the breakdown of body protein to fuel metabolic needs [21,22,23,24,25,26].



Generalized wasting was reported in COVID-19 patients treated at home; however, greater weight loss was evident in hospital and intensive care unit (ICU)-admitted patients, with more extensive muscle loss in obese patients [27,28]. Although hospital/ICU admitted COVID-19 patients are expected to be more severe than patients treated at home, several other factors may promote muscle breakdown in ICU admitted COVID-19 patients: (1) bed rest and being in the prone position for a long time is associated with muscle deconditioning [29,30,31], (2) certain antiviral drugs (e.g., hydroxychloroquine) and medications prescribed to critical patients, such as dexamethasone, evoke muscle damage, with a greater insult in immobile patients [13,15], (3) undernutrition associated with deficient or inappropriate nutritional formula may trigger muscle breakdown for the provision of necessary energy, (4) ICU-acquired weakness develops in critical patients with systemic inflammation (higher blood levels of interleukin (IL)-6, IL-8, IL-10, and fractalkine) [32]—severe COVID-19 patients are susceptible to this condition as one of the disease complications because of the cytokine storm, and (5) intubation and mechanical ventilation trigger body protein loss, including muscle protein, over a short period of time. Patients with a prolonged hospital stay, severe course of the disease, and cytokine storm express a considerable need to be followed up within 100 days following discharge from the hospital [29,30,31,33].




3. Available Measures of Muscular Assessment in COVID-19 Patients


Weight loss is common in critical and recovering COVID-19 patients, and it usually affects non-fat mass, especially in obese patients [3,27,28,29]. Several lines of evidence report dystrophic damages of skeletal muscle in COVID-19 patients [16,17,29,34,35,36]. Quantification of lean body mass (LBM) in COVID-19 patients one and 20 days after admission to the ICU through computed tomography (CT) revealed a significant LBM loss, along with serious metabolic alterations, especially in obese patients [29]. CT is one of the gold standard techniques that accurately measure body composition and quantify muscle mass [29,37]. Pectoralis muscle mass was measured by chest CT, primarily conducted to examine the extent of lung fibrosis. Pectoralis muscle index (cross-sectional areas of the pectoralis muscle/patient’s height square (m2)) is a valid frailty index that can predict pulmonary functioning, length of hospital stays, and survival [37]. Magnetic resonance imaging (MRI) identified myositis in a case of COVID-19-related rhabdomyolysis [13]. It also uncovered a reduction in the maximal voluntary contraction for quadriceps and biceps in recovering patients (54% and 69% of the predicted normal value, respectively) [38]. Skeletal muscle strength and physical performance have been evaluated 2–3 months after hospital discharge in remitting patients through spirometry, six-minute walk test, physical performance (1-min sit-to-stand and short physical performance battery tests), and cardiopulmonary exercise test [38,39]. Assessment of muscle loss indicated by calf circumference along with body mass index (BMI) may be integrated with other clinical indicators, such as hypoalbuminemia and having a diagnosis of diabetes mellitus, to predict nutritional risk and the progression to severe disease status in hospitalized patients with COVID-19 [40]. It is worth mentioning that body size and hydration (obesity and electrolyte imbalance are common in severe COVID-19 [3]) may confound measures commonly used for muscle mass evaluation, such as dual-energy X-ray absorptiometry, total and partial body potassium, and bio-electrical impedance analysis. Therefore, gold standard measures (e.g., CT and MRI) may be preferred for obese and edematous patients [41,42].



Laboratory reports showed remarkable elevation in biomarkers of muscle loss, such as creatine kinase (CK), in up to 27% of hospitalized COVID-19 patients, a condition described as hyperCKemia [16,36]. The incidence of hyperCKemia in severe COVID-19 is higher in older males who demonstrate comorbidities. Analysis adjusted for demographic characteristics and disease severity showed that higher CK levels are associated with the rise in inflammation markers [16]. Several case studies report the development of rhabdomyolysis in COVID-19 patients encountering ARDS and renal insufficiency [17,34,35,43]. Some of these patients were relatively young—aged 35 to 49 years [34,35]. Rhabdomyolysis describes a condition of severe muscle injury, which manifests by intense muscle soreness, fatigue, weakness, and lower limb pain/twitching, along with alterations in muscular biomarkers, such as CK, lactate dehydrogenase (LDH), and myoglobin—a heme-containing globular protein abundant in myocytes [17]. Meta-analytic studies report elevated levels of CK [44,45,46], LDH [46], and myoglobin [44,45,46] in severe COVID-19 patients than in mild conditions. Some of these studies associate high myoglobin and CK with cardiac muscle injury [44,45]. All these reports support the possibility that muscle injury and subsequent rhabdomyolysis, which are often severe in older people, represent a characteristic feature of SARS-CoV-2 infection [17,34,35].




4. Long Term Consequences of Muscle Injury in COVID-19 Patients


Longitudinal reports from previous SARS pandemics (e.g., SARS-2002 and MERS) showed that compared with healthy age- and gender-matched adults, survivors of moderate and severe SARS infections express cardiorespiratory and musculoskeletal dysfunctions [47]. Of interest, participants who were hospitalized for three weeks manifested 32% and 13% reductions in grip strength and 6-minute distance walk tests, respectively, 2 to 3 months after discharge from the hospital, which was associated with low scores on the physical domain of the 36-Item Short-Form Health Survey (SF-36) indicating poor health-related quality of life [47]. Although the available reports on muscle insult in COVID-19 patients stem from cross-sectional studies, follow up studies report that muscular deficits in COVID-19 patients display apparent similarities with those noted in the previous pandemics caused by coronaviruses: reduced muscular strength was associated with dyspnea and fatigue while performing activities of daily living 2–3 months after discharge. Poor quality of life and depression were common among those patients [36,38,39]. A patient recovering from rhabdomyolysis could walk normally after 43 days, but he manifested reduced endurance [43]. In that patient, motor and sensory fiber injuries (axonal injury accompanied by demyelination) in both legs were detected by electromyography after 120 days [43]. In another study, electromyography revealed a decrease in compound muscle action potential of the motor nerves despite normal nerve conduction in a 58-years old male COVID-19 patient with rhabdomyolysis [20]. Such reports highlight the possibility that COVID-19-related muscular injury may cause long-term disabilities.




5. Options for Minimizing, Preventing, and Treating Muscle Damage in COVID-19 Patients


Age-related muscle loss—similar to muscle loss in COVID-19 though the former is gradual in nature—is commonly reversed by high protein supplementation [48,49]. Metanalytic studies show increased muscle strength in frail older adults receiving a combined supplement of proteins and vitamin D (100–1600 IU/day) with no effect on muscle mass or physical performance [48], whereas when protein supplementation was combined with muscle-strengthening exercise, it resulted in improved whole LBM, appendicular mass, leg strength, and walking capability [49]. Malnutrition is a possible cause of immunological and muscular dysfunction in COVID-19 [3,15,19]. Hence, muscle damage in vulnerable COVID-19 patients (vulnerability indicated by changes in body weight, muscle mass, muscle strength, anthropometry, and biomarkers) may be minimized by suitable nutritional support: oral intake of protein-rich food/dietary supplements or volume-controlled higher-protein enteral formula according to patients’ status [50,51]. In fact, molecular modeling studies show that marine proteins hydrolyzed by gastrointestinal enzymes generate active peptides that can effectively interact with SARS-CoV-2 main protease and monoamine oxidase A, which can probably limit viral load and associated severity [52]. In support of such reports, clinical evidence shows that COVID-19 patients receiving L-Glutamine exhibited shorter hospital stay, fewer ICU admissions, and lower mortality than non-supplemented patients [53]. Therefore, the effect of protein and amino acid supplementation on myopathy in COVID-19 may also be secondary to decreased disease severity and immobility that are associated with a prolonged ICU stay, which predisposes to ICU-acquired weakness, albeit further investigations are necessary to test this hypothesis. Whenever possible, exposure to sunlight should be encouraged to stimulate vitamin D synthesis, which promotes immunity and muscle protein synthesis [2,19].



Neuromuscular electrical stimulation—inducing muscle contraction by applying small electrical impulses—is suggested to be used to maintain muscular blood flow, reduce muscle atrophy, and improve muscle strength in ICU-admitted COVID-19 patients [54]. A quasi-experimental study implementing a six-week program of respiratory rehabilitation among recovering older adults with COVID-19 reported significantly improved pulmonary function, six-minute walk functional test, quality of life (all eight dimensions of the SF-36), and anxiety, with no effect on depression [55]. Home-based exercise programs are reported to promote physical fitness as well as muscle mass and strength in healthy community-dwelling older adults [56]. Resistance exercise is also recommended to achieve these goals in recovering COVID-19 patients [15,19].




6. Conclusions


In conclusion, this work presents evidence of muscular damage in COVID-19 patients, especially hospitalized and ICU-admitted, which raises the question of whether ICU-acquired weakness is a complication of COVID-19. It also emphasizes the importance of assessing muscle condition, particularly in older, comorbid, and severe patients, using gold-standard measures (e.g., CT and MRI). It is important to evaluate the muscle-saving potential of techniques known to maintain muscular integrity (such as neuromuscular electrical stimulation) in ICU-admitted patients through rigorously designed clinical trials. Providing proper nutritional support (e.g., protein and amino acid supplements) along with an adequate level of physical activity/electrical stimulation may be necessary to restore skeletal muscle metabolism and structure in the victims of COVID-19 and prevent the after-effects of physical disability in recovering patients. Enough exposure to sunlight, both in recovering patients as well as in COVID-19 vulnerable groups, is important for vitamin D synthesis and related immunity and muscular-related benefits.
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	COVID-19
	Coronavirus disease 2019



	CT
	Computed tomography



	ICU
	Intensive care unit



	IL
	Interleukin
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Figure 1. Possible factors contributing to skeletal muscle injury in Coronavirus disease 2019 (COVID-19) patients. Abbreviations: SARS-CoV-2: severe acute respiratory syndrome-coronavirus-2, ICU: intensive care unit. Catabolic molecules released in individuals with baseline sarcopenia and obesity usually occurring in older adults and comorbid conditions, secondary to inflammaging and malnutrition, along with the cytokine storms induced by SARS-CoV-2, may directly injure muscular structures. Energy imbalance associated with gastrointestinal symptoms, muscle deconditioning by prolonged bed rest, myotoxic drugs such as dexamethasone, deficient nutrition, the cytokine storm, and mechanical ventilation contribute to ICU-acquired weakness among critical COVID-19 patients. 
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