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Following the SARS-CoV-2 outbreak and the subsequent development of the COVID-19 pandemic, organs such as the lungs,
kidneys, liver, heart, and brain have been identified as priority organs. Liver diseases are considered a risk factor for high mortality
from the COVID-19 pandemic. Besides, liver damage has been demonstrated in a substantial proportion of patients with COVID-
19, especially those with severe clinical symptoms. Furthermore, antiviral medications, immunosuppressive drugs after liver
transplantation, pre-existing hepatic diseases, and chronic liver diseases such as cirrhosis have also been implicated in SARS-CoV-
2-induced liver injury. As a result, some precautions have been taken to prevent, monitor the virus, and avoid immuno-
compromised and susceptible individuals, such as liver and kidney transplant recipients, from being infected with SARS-CoV-2,
thereby avoiding an increase in mortality. The purpose of this review was to examine the impairment caused by SARS-CoV-2
infection and the impact of drugs used during the pandemic on the mortality range and therefore the possibility of preventive

measures in patients with liver disease.

1. Introduction

In December 2019, a pneumonia outbreak started in Wuhan,
Hubei Province, China. Its causative agent was then iden-
tified as a previously unknown coronavirus and was given
the interim name novel coronavirus 2019 (2019-nCoV). In
February 2020, the World Health Organization (WHO),
based on taxonomy and phylogeny, renamed 2019-nCoV as
severe acute respiratory syndrome coronavirus-2 (SARS-
CoV-2), while the resulting disease was designated coro-
navirus disease 2019 (COVID-19). SARS-CoV-2 is a posi-
tive-sense single-stranded RNA virus with a length of

27-32KB from the subfamily Orthocoronavirinae [1]. The
virus can be transmitted from person to person through
respiratory droplets and close contact. Parallels have been
noted in the occurrence of SARS-CoV-2 and SARS-CoV.
The clinical manifestations of COVID-19 include fever, dry
cough, and diarrhea [2]. In addition, liver dysfunction has
also been reported in studies [1]. Thus, autopsies performed
on fatal severe acute respiratory syndrome cases have said
that fat degradation and central lobule necrosis of liver tissue
have been seen in patients who have died through severe
acute respiratory syndrome (SARS) [3]. SARS-CoV was
identified in the liver of infected individuals, and about 60%
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of patients with SARS experienced symptoms of liver injury
[4]. Besides, an increase in liver enzymes was reported in
patients with the Middle East respiratory syndrome-related
coronavirus (MERS-CoV) infection in 2012, along with
records of peri-venular necrosis and mild portal in-
flammation [5]. As a consequence, during infection, SARS-
CoV-2 can be contained in human liver tissue. The preva-
lence of liver damage in SARS-CoV-2 virus infection is
14-53% and is recurrent but mild [6]. It is also assumed that
drugs used for SARS-CoV-2 treatment such as lopinavir/
ritonavir, remdesivir, chloroquine, and tocilizumab have
destructive and toxic effects on the liver [7]. However, de-
spite the significant prevalence of steatosis and hepatic fi-
brosis reported in autopsies, liver injury in COVID-19 is
subclinical [8]. A study by Fan et al. showed that liver
disorders are more common in men [2]. Besides, another
study found that the angiotensin-converting enzyme 2
(ACE2) receptor is significantly increased in women’s liver
tissue, implicating a better prognosis compared to men [9].
COVID-19-associated liver damage is defined as any liver
injury during the course and treatment of COVID-19 in
patients with or without underlying liver diseases [10]. Also,
liver damage may be due to direct or indirect effects of
SARS-CoV-2, such as septic shock, ischemia, multiorgan
dysfunction, drug-related toxicity, and hepatitis due to the
inflammatory response of the immune system following the
cytokine storm due to the evolution of COVID-19 [10]. This
study aimed to understand the mechanisms and pathways
that play a role in the development of liver disease caused by
SARS-CoV-2, to reduce the incidence of clinical symptoms
and complications following COVID-19 recovery.

2. Mechanisms of Liver Injury in COVID-19

Liver injury following SARS-CoV-2 infection or drug usage
manifests as microvascular steatosis and mild lobular and portal
activity, according to the liver autopsy findings in COVID-19
deceased patients [11]. Furthermore, studies have shown that
ACE2, like SARS-CoV, acts as a receptor for SARS-CoV-2,
which is expressed in more than 80% of alveolar cells in the lungs
[12, 13]. Other organs, in addition to the lungs, have been re-
ported to express ACE2; as a result, they are directly affected by
the cytopathic effects of SARS-CoV-2 [14]. ACE2 has also been
significantly expressed in the gastrointestinal tract, vascular
endothelium, and cholangiocytes [12]. Besides, transmembrane
protease serine 2 (TMPRSS2), the co-receptor for SARS-CoV-2
needed to release viral particles, is expressed in cholangiocytes
and liver cells [15]. In this regard, SARS-CoV-2 binds to this
receptor and enters the target cell, leading to damage to chol-
angiocytes and liver cells [15]. On the other hand, viral infection
leads to cholangiocyte susceptibility to hepatic disorders caused
by SARS-CoV-2 through dysfunction of genes involved in the
formation of tight junctions and bile acid transmission [16].

Nonetheless, the exact mechanisms associated with these
disorders are debatable. However, some of the assumed
mechanisms include the following:

(1) Increased immune response activity following SARS-
CoV-2 infection: intrinsic immune activity in the
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liver plays an essential role during COVID-19. In this
regard, the number of liver macrophages signifi-
cantly increases following the disease. Thus, the
production of proinflammatory cytokines and bio-
markers such as c-reactive protein (CRP), serum
ferritin, lactate dehydrogenase (LDH), D-dimer,
interleukin (IL)-6, IL-2, and excessive activity of
cytotoxic T cells following infection with SARS-CoV-
2 and consequent liver tissue damage has also been
reported [17, 18].

(2) Active replication of the virus in hepatocytes and
cholangiocytes, which in turn leads to cytotoxicity:
pathobiological studies indicate the presence of
SARS-CoV-2 RNA in liver cells [19]. As mentioned,
ACE2 is expressed in hepatocytes and bile duct
epithelial cells, and as a result, SARS-CoV-2 binds to
target cells via ACE2. Therefore, the liver serves as
a potential target for direct viral infection. In this
regard, following the targeting of bile ducts and liver
cells, damage to these areas leads to liver cirrhosis
and sepsis [20]. Moreover, during biopsy specimens
of COVID-19 victims, it was found that the cytotoxic
effect of the virus on the liver leads to moderate
microvascular steatosis and mild lobular and portal
activity [7].

(3) Gut-liver axis: as mentioned above, ACE2 is highly
expressed in small intestinal cells. The virus may also
be transmitted through the reticular system of the
liver due to venous blood circulation from the small
intestine to the liver [6]. Also, due to the detection of
viral RNA in fecal samples, the virus can be trans-
mitted by potential circulation from the intestine to
the liver [10].

(4) Anoxia: respiratory failure is one of the complica-
tions of COVID-19, which in turn leads to hypoxic
hepatitis following severe hypoxia [21].

(5) Drug-induced liver injury (DILI): it has been re-
ported that antiviral drugs can lead to liver disorders
and damage. In this regard, we can mention lopi-
navir/ritonavir, remdesivir, chloroquine, tocilizu-
mab, and uminefovir [21].

(6) Reactivation of pre-existing liver disease: studies
show that patients with chronic liver diseases are
more prone to liver disorders and damage following
infection with the SARS-CoV-2 virus. Besides, drugs
such as tocilizumab and baricitinib lead to hepatitis B
virus (HBV) reactivation and eventual liver dys-
function. The effect of SARS-CoV-2 infection on
cholestasis exacerbation in cholestatic liver patients
is also debatable (Figure 1).

3. Immune Response and Inflammation in
Liver Injury

Inflammatory cytokine storms increase the secretion of
inflammatory cytokines by the over-activity of lymphocytes
and macrophages [22]. In this regard, it was observed that
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FIGURE 1: SARS-CoV-2 function in liver disorder. The SARS-CoV-2 virus can either bind directly to its receptors on the surface of liver cells,
such as ACE2 and TMPRSS2, or it can be indirectly through the effect of antiviral drugs or transmitted through the gastrointestinal tract and
exert its influence. Besides, increased intrinsic immune system activity such as macrophage cells and the production of proinflammatory
cytokines and infection-induced lymphopenia exacerbates clinical symptoms and liver disorders.

the activity of the innate and acquired immune systems
following infection with SARS-CoV-2 is associated with
systemic inflammatory response syndrome (SIRS) [23].
Dysfunction of the innate immune response may be one of
the causes of liver disorders following SARS-CoV-2 in-
fections. It has been shown that changes in the levels of
biomarkers such as CRP, lymphocytes, neutrophils, and
cytokines such as IL-6 can, in turn, lead to liver disorders
[24]. Moreover, cytokine storm, also known as cytokine
release syndrome (CRS), identified CRP, IL-6, LDH, and
ferritin promotion, leading to ARDS and liver disorders [25].
It has also been reported that the progression of SARS-CoV-
2 disease is due to the systemic production of proin-
flammatory cytokines. It is worth noting that during hep-
atitis, IL-6 is a potent cytokine, and compared to other
cytokines, such as IL-1f and TNF-q, it leads to more severe
inflammation. This cytokine is also a marker of systemic
inflammation due to its half-life [26, 27]. Moreover, it has
also been observed that, in people with high disease severity,
peripheral blood cell counts such as Th17 and CD8 T, as well
as cytokines such as IL-2, IL-6, IL-7, IL-10, G-CSF, MCP-1,
and TNF-a, ratio increases in people with lower disease
severity [28-30]. Moreover, IFN secretion in COVID-19 is
directly related to hepatic impairment and retinoid toxicity;
as a result, IFN secreted during infection leads to impaired
immune function and toxic effects on oxidative metabolism
and mitochondrial activity [20, 31].

Furthermore, the SARS-CoV-2 virus has been reported
to trigger several proinflammatory signals through TLRs and
activation of CTL cells [32]. Inflammatory signals in

COVID-19 are also amplified by TLRs expressed by infected
cells. Given the increasing progression of infectious diseases
following a decrease in T lymphocytes, inflammatory
pathways are activated, which in turn causes macrophage
activity and secondary inflammatory reactions. In addition
to impairing lung function, these inflammatory responses
can impair the function of other organs, such as the
liver [29].

Accordingly, in the early stages of infection, the control
of liver disorders leads to an inhibition of disease pro-
gression. In this regard, liver damage is stimulated by the
inflammation of the liver, activating innate immune cells
and releasing cytokines. In addition, factors such as CRP
20mg/ml and lymphopenia are directly related to liver
damage. Thus, in 63% to 70.3% of patients with SARS-CoV-
2, lymphopenia increases mortality [24].

4. The Hypothesis in the Pathogenesis of
COVID-19’s Liver Damage

Another cause of inflammation in COVID-19-induced liver
damage is high concentrations of retinoic acid or retinol
esters. In this regard, one of the suggested pathogenesis clues
in liver damage is the accumulation of more than 80% of
vitamin A in the star cells of the liver. Its excessive increase,
in turn, leads to the activity and hypertrophy of liver cells
and finally causes fibrosis and liver damage [20]. Evidence
suggests that acute hypervitaminosis A is associated with
viral hepatitis, with elevated serum and liver concentrations
of vitamin A and decreased serum retinol-binding protein 4



(RBP4) [33]. On the other hand, viral infections such as
SARS-CoV-2 have been shown to increase the retinoid
cascade activity, hepatic apoptotic stimulation by cellular
induction, and ultimately impair transient cholestatic liver
function [20]. During this disorder, the damaged bile ducts
and liver cells secrete stored compounds of vitamin A into
the bloodstream. As a result, following increased apoptosis,
necrosis, and acute neutrophil infiltration, lungs and other
organs are damaged during COVID-19 infection [20]. In this
regard, it has been speculated that one of the causes of
COVID-19 disease symptoms is retinoid toxicity, which is
directly related to the severity of the disease with the serum
concentration of vitamin A compounds (retinol esters and
retinoic acid metabolites) [20].

Furthermore, ischemic gangrenous cholecystitis is one of
the late consequences brought on by the SARS-CoV-2 in-
fection [34]. It develops as a result of host immune response
dysfunction, activation of the coagulation cascade, and
subsequent medium artery thrombosis [34]. Additionally, it
has been demonstrated by histology and immunohisto-
chemical investigations that gallbladder vasculitis, as well as
endothelial overexpression of medium-sized arteries, in-
creased CD4 T cells, and excessively elevated macrophage
frequencies, contributes to gallbladder endothelial dys-
function [35, 36]. The pathophysiological processes are
controversial despite several studies in this area. For in-
stance, it is believed that after infection by SARS-CoV-2,
systemic inflammation or immunosuppression directly or
indirectly causes late symptoms of cholecystitis through an
opportunistic infection [37]. Subclinical coagulopathy of
COVID-19 is still associated with gallbladder wall ischemia
and small vessel thrombosis. Since less than 1% of gastro-
intestinal and liver cells express ACE2, it is speculated that
modulation of gut microbiota following SARS-CoV-2 in-
fection is in turn effective in liver infection [34]. In fact,
adjusting the gut microbiota is a suitable and safe thera-
peutic approach to prevent disorders caused by the disease
COVID-19 [34]. In this regard, Odun-Ayo and Reddy have
reported that the administration of probiotics in the SARS-
CoV-2 infection leads to a normal balance in the intestinal
microbiota and thus reduces the possibility of opportunistic
and bacterial infections during the COVID-19 disease [38].
In other words, the administration of various antibiotics,
antivirals, and antifungals, as well as systemic corticoste-
roids, leads to hepatotoxic effects, which can be considered
one of the possible components in the pathophysiological
process of liver damage in COVID-19 patients [39, 40].

5. Chronic Liver Disease

COVID-19 can lead to liver damage; approximately 2 to 11%
of patients have chronic liver disease (CLD). In this way,
CLD includes nonalcoholic fatty liver disease (NAFLD),
alcohol-related disease, and chronic viral hepatitis [41].
Patients with CLD had significant levels of aspartate ami-
notransferase (AST), alanine aminotransferase (ALT), and
alkaline phosphatase (ALP) at the time of admission [41].
However, elevated levels of the hepatic enzymes AST and
ALT by various factors are not different in patients with or
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without CLD [40]. As mentioned earlier, these factors in-
clude hepatotoxicity of the drug (anti-inflammatory and
antiviral drugs used during hospitalization), proin-
flammatory cytokines of the immune system, ischemia, and
congestion associated with positive pressure ventilation,
which in turn lead to liver disorders [41]. Besides, the du-
ration of hospitalization, the length of stay in the intensive
care unit (ICU), and the need for ventilation have been
reported to be longer in CLD patients than in patients
without CLD [41]. Liver cirrhosis and hepatitis B are the
most common causes of CLD among COVID-19 patients,
with a prevalence of approximately 4%. On the other hand, it
was found that the risk of mortality is significantly higher in
patients with liver diseases, especially cirrhosis [42].
Cirrhosis-related immune system dysfunction has been
reported in patients with advanced chronic liver disease
predisposed to SARS-CoV-2 infection [43].

5.1. Cirrhosis and COVID-19. As a result of cirrhosis-related
immune disorders, severe acute respiratory syndrome from
SARS-CoV-2 increased in patients with liver cirrhosis
during this outbreak, resulting in severe COVID-19 and
increased liver disorder injury [44]. Furthermore, acute or
chronic liver dysfunction in individuals with un-
compensated liver cirrhosis may occur due to stress or sepsis
[45]. Also, cirrhotic patients are more susceptible to the
influenza virus than non-cirrhotic patients. However, cir-
rhotic and COVID-19 patients have a higher risk of acute-
on-chronic liver failure (ACLF) [46]. Studies in New York
also show that 0.4% of the patients have cirrhosis [47]. As
noted, cirrhosis leads to increased mortality in patients with
the acute respiratory distress syndrome (ARDS), while the
effect of cirrhosis on COVID-19 is controversial. However, it
has been shown that patients with COVID-19 with pre-
existing liver disease require particular clinical intervention
due to impaired immune function [44]. In this regard,
monitoring compensated cirrhosis patients and caring for
severe patients are challenges during the SARS-CoV-2
epidemic [43].

5.2. Hepatitis B Virus (HBV) and COVID-I9.
Experiments suggest that the severity of COVID-19 may not
be affected by chronic infection with HBV, but there are
differences of opinion [48]. Besides, the suppression of
immune system activity may be effective in severe clinical
symptoms and pulmonary disorders due to an overactive
immune system [11]. It is hypothesized that severe symp-
toms and diseases are induced by overactive macrophages
and the cytokine cascade, resulting in the dysfunction of
several organs. There is also evidence of temporary increases
in liver transaminase enzyme levels following systemic viral
infections. The increase in the level of transaminases in-
dicates the activity of the immune system and the in-
flammation caused by the cytokine cascade produced, which
leads to “bystander hepatitis” without liver dysfunction [43].
COVID-19 patients with HBV infection have been shown to
have an increased risk of liver injuries and diseases, as well as
mortality [44]. An analysis of 15 patients with chronic
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hepatitis B infection and COVID-19 showed a substantial
rise in total bilirubin levels and a higher mortality rate than
COVID-19 patients without HBV infection. Additionally,
Chen et al. found that people with chronic hepatitis B were
more likely to develop COVID-19 [49]. Other studies have
found no association between the severity of COVID-19
disease and chronic viral hepatitis infection [17].

5.3. Hepatocellular Carcinoma (HCC) and COVID-I9.
The data about the severity of COVID-19 in HCC patients
have not been recorded. COVID-19 care in these cases has
worse effects than in patients without cancer [19]. According
to the AASLD, HCC is a chronic liver disorder that can take
up to two months to recover completely. Treatments for
HCC, on the other hand, should not be postponed [12]. In
this regard, according to a study conducted on
1590 COVID-19 patients with cancer, it was demonstrated
that the severity of the disease is higher in cancer patients.
These patients are also more susceptible to getting infected
with SARS-CoV-2 [50]. In this way, since HCC is cancer,
treatment for people with HCC should be delayed [12].
Zhang et al. discovered that in a sample of 28 patients, those
with malignancies such as HCC had significantly lower
clinical rates than those without malignancies [51]. It has
also been reported that the immune system is impaired in
these patients due to anemia, hypoproteinemia, and adverse
nutritional conditions; it eventually exacerbates the infection
caused by SARS-CoV-2 [52]. However, information on HCC
and COVID-19 diseases is limited and debatable.

6. Pre-existing Liver Diseases

In COVID-19 patients, the prevalence of pre-existing liver
disease is 2-11% [44]. It has been reported that elderly
patients and those undergoing medical treatment are at
greater risk of disease progression and consequent liver
damage caused by SARS-CoV-2 [43]. Besides, a meta-
analysis by Oyelade et al. demonstrated that patients with
pre-existing liver disorders were more susceptible to severe
COVID-19 infections and higher mortality [53]. This result
may be associated with thrombocytopenia, lymphopenia,
elevated alanine aminotransferase (ALT) levels, and hypo-
albuminemia [54]. It has been reported that in pre-existing
liver conditions, elevated liver enzymes can be a clinical
challenge for the patient [55]. Singh and Khan compared the
test results of people without liver disease and those of
people with pre-existing liver diseases. Experiments indicate
the effect of obesity as one of the factors in the progression of
COVID-19, as it causes NAFLD or metabolic-associated
fatty liver disease (MAFLD) [41]. In this regard, reports
have shown that patients with MAFLD also have
NAFLD [56].

On the other hand, NAFLD refers to a group of disorders
that include nonalcoholic fatty liver disease, the non-
progressive subtype of NAFLD, and the nonalcoholic
steatohepatitis type (NASH) [57]. NASH is a potentially
progressive form of NAFLD that leads to severe fibrosis and
cirrhosis and mortality from liver disease; however, NASH,

in addition to steatohepatitis, causes other problems [58].
One of the main pathological features of NASH is ballooned
hepatocytes [57]. In addition, Eslam et al. have shown that,
due to the low association of NAFLD with metabolic risk
factors, NAFLD progresses to MAFLD following excessive
alcohol consumption [59]. Furthermore, pre-existing dis-
orders such as MAFLD and NAFLD are expected to increase
the production of proinflammatory cytokines, enhance re-
active oxygen secretion in COVID-19, and subsequently lead
to an increase in inflammatory cytokine cascades [60, 61].

6.1. Metabolic-Associated Fatty Liver Disease (MAFLD) and
COVID-19. Metabolic-associated  fatty liver disease
(MAFLD) is another cause of chronic liver disease and
affects almost a quarter of the world’s population. Besides,
MAFLD is considered one of the major metabolic disorders
and has pre-existing liver diseases [62]. Little is known about
COVID-19 patients who also have MAFLD. There have been
reports of COVID-19 progression in people with MAFLD,
including liver disorder development during hospitalization
and increased viral shedding time[56]. Patients with
MAFLD also have a high body mass index (BMI), hyper-
tension, diabetes, and dyslipidemia, which contribute to the
disease’s progression [56]. In this regard, in a study of 214
Chinese patients, it was observed that after adjustment for
age, sex, smoking, diabetes, hypertension, and hyperlipid-
emia, the presence of MAFLD and obesity was associated
with increased severity of COVID-19 infection [63].
COVID-19 severity is greater in MAFLD patients with se-
vere fibrosis than in patients with moderate or mild fibrosis
[56]. Because MAFLD patients have no clinical symptoms,
they are not considered in the early stages of liver disorders
and COVID-19 [56]. The study by Biquard et al. showed that
in MAFLD patients, the number of receptors sensitive to the
SARS-CoV-2 virus, such as ACE2, is not associated with
TMPRSS2 [56]. Phosphatidylinositol 3-phosphate5-kinase
(PIKfyve), as well as mRNA expression of the genes related
to SARS-CoV-2 infectivity, did not increase significantly
[56]. As a result, liver damage due to MAFLD is not as-
sociated with increased ACE2 expression. However,
MAFLD leads to increased toll-like receptor (TLRs) ex-
pression at the level of hepatocytes [64]. In MAFLD and
obesity, adipocytes and kupffer cells have been shown to
increase the secretion of proinflammatory cytokines such as
tumor necrosis factor-alpha (TNF-a) [56]. In addition to
obesity and diabetes, the insulin resistance of adipose tissue
and free fatty acid flux to the liver has been shown to lead to
the activation of liver macrophages during MAFLD [56]. M1
and M2 macrophages are functionally distinct macrophages
in the liver. In this respect, macrophage M1 has in-
flammatory activity while macrophage M2 has anti-
inflammatory  activity by increasing  chemokine
expression [56].

As a consequence, the equilibrium of action of these two
cells dictates the patient’s clinical state. Researchers conclude
that, in MAFLD patients, innate immune system dysfunc-
tion contributes to increased pathogenesis. As a result,
disease progression is aided by the conversion of



inflammation-inducing M1 macrophages to inflammation-
suppressive M2 macrophages [56]. Also, the effect of
MAFLD on the progression of COVID-19 is determined by
the rate of secretion of proinflammatory mediators such as
TNF-a and IL-6 [65]. The innate immune cells such as
macrophages, natural killer, and natural killer T cells are
significantly present in liver tissue. Experiments have shown
a chronic rise in insulin levels in MAFLD patients, regardless
of whether or not they have diabetes, leading to decreased
lung capacity in COVID-19 patients [56].

Moreover, immune deficiency, hepatic metabolic dis-
orders, and systemic abnormalities triggered by MAFLD
reverse the role of antiviral responses during SARS-CoV-2
infection [66]. As a result, overweight/obesity, type 2 di-
abetes, evidence of metabolic dysfunction, chronic lung
disease, inflammatory bowel disease (IBD), hypertension,
immunodeficiency, and kidney failure are all diagnostic
criteria for MAFLD as risk factors, in addition to hepatic
steatosis [56, 67]. MAFLD is also considered one of the
hepatic indications of metabolic syndrome in COVID-19
patients, with persistent inflammation and association with
the cytokine cascade during SARS-CoV-2 infection, both
contributing to disease development and death [56].

6.2. Nonalcoholic Fatty Liver Disease (NAFLD) and COVID-
19. In people with NAFLD, the progression of COVID-19
and the rate of virus shedding are considerably higher.
Patients with persistent liver abnormalities have been shown
to have NAFLD and a high BMI [6]. A study of 202 patients
in China reported that risk factors such as obesity and
NAFLD increased the progression of COVID-19 and con-
sequently impaired liver function [6]. Furthermore, data
show that NAFLD has a significantly greater impact on
disease severity and the occurrence of pulmonary compli-
cations, respiratory dysfunction, hypoxemia, progressive
systemic inflammatory reaction, and ARDS in COVID-19
patients than in obesity [56].

6.3. Nonalcoholic Steatohepatitis (NASH) and COVID-I9.
Studies have shown that obesity and high BMI in SARS-
CoV-2 infection, in turn, exacerbated COVID-19 [52]. There
is also a direct link between obesity and the need for me-
chanical ventilation [68]. Since adipose tissue has more
surface receptors than lung tissue, adipose tissue is more
susceptible to infection with SARS-CoV-2 [69]. It has been
reported that during COVID-19, after adipose tissue be-
comes infected, the disease then spreads to other organs [70].
Obese people are also more likely to develop NAFLD,
leading to severe COVID-19, impaired liver function during
hospitalization, and increased virus shedding time [52].
COVID-19 progression is also accelerated in NAFLD pa-
tients with comorbidities such as diabetes and hypertension.
The development and intensity of COVID-19 also increased
in young adults with NAFLD [71]. The bipolar state of
macrophages in NAFLD patients has been shown to affect
the inflammatory response or host resistance to signals from
the gut-intestinal axis during COVID-19. As noted, the
progression and severity of COVID-19 disease in patients
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with NAFLD are due to an imbalance between M1 mac-
rophages that promote inflammation and M2 macrophages
that suppress inflammation [45]. Also, cytokines produced
during NAFLD significantly increase the progression of
COVID-19. As a result, bone involvement is increased
following increased serum levels of monocyte-absorbed
chemotherapy (MCP-1) protein in COVID-19 patients.
NAFLD progresses to NASH as a result of long-term
COVID-19 infection [72].

7. Liver Transplantation (LT) and COVID-19

During the SARS-CoV-2 outbreak, transplant recipients are
more vulnerable to infection, disease prevalence, and long-
term shedding of the infectious virus. With a majority of
around 3.7 million individuals, liver transplantation is the
world’s second most successful solid organ transplant [73].
Depending on the SARS-CoV-2 duration, longevity exten-
sion in tissues, and the virus duration in the blood, this virus
can also spread from the donor to the organ [74]. However,
details about how it spreads from the donor to the recipient
have not yet been elucidated. Furthermore, owing to
a dysfunctional immune system, studies indicate that
transplant patients are more vulnerable to COVID-19 than
ordinary people. On the other hand, these people have
a lower death rate than ordinary people [52].

Acute liver disease is one of the disorders of liver
transplantation in this respect. Acetaminophen toxicity,
acute viral hepatitis, antiviral drug-induced liver injury,
autoimmune hepatitis, Wilson’s disease, acute ischemic
hepatitis (shock liver), and acute fatty liver during pregnancy
are some of the causes of acute liver failure [75].

Knowledge concerning past coronaviruses, including
MERS-CoV and SARS-CoV, shows the primary process of
virus replication and the secondary phase of virus clearance
upon immune response in the case of SARS-CoV-2 infection
[76]. The secondary step can reduce CD4+ T cell counts,
CD8+ T cell function, and macrophages, leading to a cyto-
kine cascade and subsequent COVID-19 exacerbation [76].
While immune system regulators modulate the immune
response, it is linked to increased viral load and better
disease outcomes. As a result, immunomodulation controls
the severity of COVID-19 in people with LT [76].

The oversecretion of proinflammatory cytokines such
as IL-6, IL-8, and TNF-a during COVID-19 causes
pulmonary dysfunction, which exacerbates clinical
symptoms and is improved by suppressing the immune
system [77]. Nevertheless, immunosuppression caused
by SARS-CoV-2 infection is being investigated [12]. The
immune system is a double-edged sword for COVID-19
status suppression. As a result of the elevated viral load
and the resulting prolongation of the disease, the im-
mune response is unnecessarily inhibited [78]. It has also
been documented that immunosuppression, after
interacting with immune system overexpression, causes
an increase in the severity of COVID-19 in transplant
recipients; as a result, these individuals have long-term
viral shedding with a large viral load, and they spread the
virus to other people [79].
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According to studies, overuse of antiviral medications,
immunosuppressive drugs, and multidrug therapy has been
associated with liver transplantation (LT). Furthermore,
despite the detailed literature on antiviral therapy during
SARS-CoV-2 infection, drug interactions in vulnerable
populations, such as transplant recipients, should be con-
sidered [75]. As a result, the mortality rate of liver transplant
patients is believed to be higher.

In SARS-CoV-2 positive individuals, steroid medica-
tions are also used following transplantation to prevent
adrenal insufficiency [45]. Also, when co-administering
drugs like hydroxychloroquine or azithromycin with cal-
cineurin inhibitors (CNI) and mammalian target of rapa-
mycin (mTOR) inhibitors, CNI and mTOR levels should be
controlled [45]. Studies have shown that calcineurin in-
hibitors (tacrolimus or cyclosporine), mTOR inhibitors
(everolimus), and mycophenolate are prescribed to most
transplant recipients [76]. In this respect, the findings
suggest that calcineurin and mTOR inhibitors had appro-
priate effects on the severity of COVID-19 disease at regular
doses. The use of mycophenolate enhanced the severity of
COVID-19 disease, the functions of which are summarized
in Table 1.

The direct impact of SARS-CoV-2 on lymphocytes such
as CD8+ has been shown to induce lymphopenia, which
contributes to disease exacerbation [76]. Chloroquine and
hydroxychloroquine have both been found to have antiviral
and immunomodulatory properties. Ampicillin, amlodi-
pine, azithromycin, propranolol, and antacids are among the
medicines that interfere with it. Tacrolimus levels have been
found to be significantly elevated by chloroquine [75]. In this
respect, preventive steps should be taken due to the immune
suppression status and susceptibility of patients with pro-
gressive liver disease and patients after LT to COVID-19
[85]. The unacceptably high mortality rate (20.5%) in pa-
tients undergoing surgery during the COVID-19 epidemic,
the need to reserve ICU beds, and the increased risk of
infection with the SARS-CoV-2 during drug treatment with
immune inhibitors are examples of the reasons for the re-
duction of liver transplantation during the outbreak of the
SARS-CoV-2 [19].

Finally, it has been shown that inhibiting immune
function causes sustained viral shedding and progression of
COVID-19 development in liver transplant recipients [75].

8. Hepatic Ischemia and Hypoxicand COVID-19

Yang et al. reported in 2019 that hypoxia caused hepatocyte
apoptosis and infiltration of inflammatory cells in both
in vitro and in vivo models of hepatic ischemia and hypoxia.
Furthermore, in patients with SARS-CoV-2, ischemia, and
hypoxia of tissues and organs are frequent pathophysio-
logical occurrences following COVID-19 [86]. Increased
viral replication, cytokine production, inflammation, in-
travascular coagulation, and hypoxic pulmonary vasocon-
striction, all of which are pathophysiological hallmarks of
SARS-CoV-2 illness development, might be consequences of
increasing hypoxia [87]. Besides, hypoxic hepatitis can result
from hepatic ischemia and hypoxia in severe instances.

Ischemic liver damage is caused by decreased blood flow to
the liver and hypotension; according to research by Chew
et al. in 2021, as a consequence, the use of vasopressors was
suggested as an alternative for ischemic liver injury [88].
Furthermore, it has been observed that intubation of patients
on vasopressors increases the risk of ischemia damage owing
to hypoxia [88].

9. Drug-Induced Liver Injury

Many medications can affect liver function and, as a result,
cause liver damage. Liver disorders have been confirmed to
be drug-dependent or drug-independent [52]. The elevation
of the liver enzymes asymptomatically and the onset of acute
hepatitis are consequences. Examples include antibiotics,
anti-inflammatory, antiviral, hepatotoxic antiviral drugs,
and steroid medications [26]. As previously mentioned,
drug-dependent liver diseases are characterized by moderate
microvascular steatosis and mild hepatitis [11]. Also, there
was evidence of significant vascular steatosis slight lobular
and portal function in liver biopsy specimens following
COVID-19 infection or drug utilization [11].
Furthermore, Cai et al. observed that more than 10% of
admitted patients had elevated levels of liver enzymes due to
the use of prescription medications [89]. However, there is
no reliable information on drug-induced liver abnormalities
during COVID-19. In this regard, it has been stated that the
use of angiotensin II receptor blockers and ACE inhibitors
during COVID-19 can cause liver failure [89]. Drug-induced
liver injury has also been recorded in people with HCV and
the human immunodeficiency virus (HIV) [72]. Conse-
quently, it is believed that liver complications in COVID-19
patients may be related to the usage of possibly hepatotoxic
antiviral drugs and antibiotics for bacterial infections [7, 72].
Furthermore, serum levels of the MCP-1 protein have been
shown to rise in COVID-19 patients, resulting in severe
steatohepatitis [72]. As a result, one of the reasons for the
association between COVID-19 and DILI is using steatosis-
inducing medications, including sodium valproate, amio-
darone, tamoxifen, and methotrexate, as predisposing fac-
tors for osteoporosis [72]. For example, tamoxifen, as an
estrogen antagonist, has been reported in hepatocellular
carriers through hepatotoxicity mechanisms such as reduced
fatty acid oxidation beta and steatohepatitis, a risk factor for
women 50-70 years of age with mastectomy, diabetes,
hysterectomy, high cholesterol, high blood pressure, and
osteoporosis [90]. On the other hand, clinical symptoms of
steatohepatitis, fibrosis, liver cell necrosis, micronedolar
cirrhosis, hepatomegaly, ALT, nausea, vomiting, weakness,
and inflammatory infiltration have been reported in cases
treated with tamoxifen [90]. Moreover, according to DiG-
iovanna et al. followed by retinoid therapies, bone de-
mineralization happens in humans due to an excessive soar
in the retinoid circulation, which can lead to an excessive
soar in the retinoid circulation osteoporosis stimulation [91].
Also, Anthony Mawson et al. reported that the liver damage
caused by SARS-CoV-2 infection causes the secretion of
retinoic acid and retinol esters stored in liver cells to the
circulation in dangerous concentrations without attaching
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TaBLE 1: The role of inhibitory medications in liver transplantation patients.
Medication Function

Calcineurin inhibitors

The findings show that calcineurin inhibitors have antiviral effects by reducing the
cytokine cascade during COVID-19 disease [80, 81].

On the other hand, the mTOR inhibitors have a beneficial impact on memory T cell

mTOR inhibitors

function and inhibit the replication of viruses such as cytomegalovirus, herpes

virus-8, Epstein-Barr, and human immunodeficiency virus [82].
According to studies, mycophenolate also has a cytostatic impact on activated

Mycophenolate

lymphocytes [83]. Also, it causes an exacerbation of SARS-CoV-2 virus infection

[84].

to the protein. The elevation of retinoid level in the
bloodstream also causes inflammation in injured tissues like
the lungs, heart, blood vessels, and skin [20]. Given the
COVID-19 disease pandemic, several anticancer and anti-
viral drugs have been suggested to prevent and mitigate
clinical symptoms and pulmonary insufficiency. These in-
clude hydroxychloroquine, azithromycin, lopinavir/ritona-
vir in combination with or indirectly with interferon-beta,
remdesivir, baricitinib, imatinib, darunavir, and
mifenovir [45].

As a result, during the COVID-19 pandemic, the Réseau
d’tude Francophone de I'Hépatotoxicité des Produits de
Santé (REFHEPS) community reviewed medications related
to liver disorders, some of which are mentioned as follows
(Table 2):

(1) According to LiverTox, remdesivir has not been
attributed to liver injury. Besides, in clinical trials
using remdesivir, there have been no reports of
medication usage and hepatotoxicity [53]. How-
ever, the effect of remdesivir on liver damage is
debatable, owing to its use in COVID-19 patients
and the liver diseases caused by this condition [101].
In this way, hepatic dysfunction has been identified
in COVID-19 patients after receiving remdesivir,
possibly due to an association with P-glycoprotein
(P-GP) inhibitors [93]. A US study of 12 patients
with COVID-19 found that liver enzymes increased
following remdesivir as clinical signs worsened [45].
Also, a case series study conducted by Grein et al. in
2020 on the effect of remdesivir reported that,
despite an escalation in liver enzymes in 23% of
patients with COVID-109, clinical improvement was
shown in 68% of patients. It can be concluded that
remdesivir, despite its minor side effects, can also
improve SARS-CoV-2 cases [102].

(2) Methylprednisolone has been related to the mod-
ulation of cytokine cascades. However, patients
with liver cirrhosis are more likely to experience
spontaneous bacterial peritonitis and elevate the
likelihood of HBV reactivation [52]. Also, accord-
ing to a study by Jeronimo et al., 0.5 mg/kg/day of
methylprednisolone was significantly more com-
mon in COVID-19 patients with a moderate to
severe status than with placebo or standard care.
Moreover, higher doses such as 40 mg of methyl-
prednisolone are recommended in extreme cases

[103]. However, the treatment results must be
interpreted with caution [103, 104].

(3) As previously mentioned, dysfunction develops in

many organs during COVID-19 disease due to
a cytokine cascade and the subsequent in-
flammation, including lung, heart, and liver dis-
orders. In COVID-19 patients, immune inhibitors
like tocilizumab are used to alleviate excessive in-
flammation for this purpose. Tocilizumab has been
linked to severe liver injury, including acute liver
disease, acute hepatitis, and liver transplantation in
some cases [93]. Furthermore, using the humanized
monoclonal antibody tocilizumab as a form of the
IL-6 receptor blocker causes an increase in ALT
enzyme levels. Jaundice is an unusual sign of liver
injury caused by this medication [26]. Tocilizumab
has also been observed to induce a slight rise in LFTs
in clinical trials; however, this increase is generally
temporary and disappears within 2-6 weeks [24].

(4) According to studies, the use of hydroxyl chloro-

quine has been linked to a minority of cases of DILI
[99]. It has established the potential for suppressing
viral multiplication by performing clinical trials
(>20) on chloroquine in ten hospitals across China
following success in vitro trials [24]. In COVID-19,
colchicine is used to relieve inflammation caused by
the disease. DILI is not caused by the use of this
drug in low doses [93].

(5) Another drug used during COVID-19 is azi-

thromycin. It is a macrolide molecule that has anti-
inflammatory and immune-regulating effects. It
also plays a role in many respiratory and infectious
diseases by affecting the innate and acquired im-
mune systems [105]. In clinical trials, Gyselinck
et al. observed that, by administering a dose of 5 mg/
5 days, azithromycin increased the utilization of
immune cells such as monocytes; in contrast, by
increasing the amount by 1g, they illustrated an
increase in side effects and cardiac toxicity
[105, 106].

Azithromycin has been confirmed to induce acute
liver injury within a few days of beginning therapy
and clinical symptoms of cholestatic hepatitis
within 1-3 weeks of starting therapy [45]. In
conjunction with hydroxyl chloroquine, azi-
thromycin is used as a macrolide antibiotic. The
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liver damage caused by this drug was hepatocellular,
and most patients recovered entirely [99].

(6) Interferon-beta has been found to affect asymp-
tomatic and minor liver diseases in research. One of
the manifestations of liver diseases affected by it is
a slight increase in serum aminotransferase level
and a natural and temporary increase in serum
alkaline phosphatase level [99].

It has been found that patients receiving lopinavir/
ritonavir during COVID-19 have a high proportion
of elevated liver enzymes (56.1% vs. 25%). Lopi-
navir/ritonavir has been identified as an HIV
treatment approved for coronavirus diseases such as
MERS-CoV [12]. However, the utility of these
medications in the treatment of COVID-19 is still
being investigated. During SARS-CoV-2 infection,
lopinavir also serves as a protease inhibitor [12].
Evidence shows that when these two drugs are
administered together, the endoplasmic reticulum
stress pathway in the liver is stimulated. As a result,
the caspase mechanism is activated, which leads to
liver cell apoptosis.

Additionally, oxidative stress and inflammatory
responses occur due to the drug’s acceleration of
liver injury [12]. According to clinical trials con-
ducted by Cao et al. in 2021, lopinavir-ritonavir did
not have adequate inhibitory effects in patients with
severe disease compared with standard health care.
Also, it has side effects such as gastrointestinal
disorders, which include anorexia, nausea, ab-
dominal discomfort, or diarrhea [107].

(7) Experiments have shown that lopinavir induces
mild to extreme promotion in serum aminotrans-
ferase levels, ranging from 3% to 10%. Serum en-
zyme levels that are elevated differ from
hepatocellular to cholestatic [99].

(8) It has been proposed that low doses of ritonavir do
not raise serum levels of liver enzymes and that any
elevated liver enzymes are self-limiting and
asymptomatic. Furthermore, because of its enzy-
matic inhibitory properties, ritonavir causes high
plasma levels of concomitant medications, which
raises liver disorders [99]. Ritonavir increased
lopinavir levels by inhibiting the liver enzyme cy-
tochrome P450 (CYP450). Consequently, cyto-
chrome P450 3A4 (CPY3A4) produces a toxic
mediator of ritonavir or other metabolized factors,
which causes liver disorders [93].

(9) Baricitinib is an inhibitor of Janus kinase (JAK)-1
and 2 approved for treating rheumatoid arthritis.
Consequently, its use causes a minor and temporary
elevation in transaminase enzyme levels [99]. Based
on clinical trials in 2020, the FDA approved the use
of baricitinib in combination with remdesivir to
treat COVID-19 patients who require invasive
mechanical ventilation of excess oxygen or extra-
cellular membrane oxygenation (ECMO) [108].
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However, baricitinib alone has not been approved
by the FDA to treat COVID-19 [108].

(10) During the flu epidemic, oseltamivir was recom-
mended by the WHO for people at high risk for
infection [107]. During experiments, oseltamivir
was administered to 89.9% of COVID-19 patients in
Wuhan, China. However, there is not enough detail
about its effect on liver function [12]. Generally, in
a study of 1099 patients with SARS-CoV-2, no
specific information was obtained regarding the
impact of oseltamivir on the treatment and pre-
vention of the SARS-CoV-2 virus [107].

(11) Ribavirin can be prescribed as a treatment for
SARS-CoV-2 because of its broad spectrum.
However, significant toxicities, such as severe he-
molysis, have been identified following the use of
this drug during this outbreak [12].

(12) Studies have also attributed angiotensin-converting
enzyme inhibitors (ACE inhibitors) and angioten-
sin II receptor blockers (ARBs) to liver damage.
Following ACEIs/ARBs, high levels of liver enzymes
have been identified in hospitalized patients [89].

(13) Despite new therapeutic strategies in the treatment
of COVID-19, pirfenidone has not yet been tested
in clinical trials. However, it has been reported that,
due to the low side effects and potential benefits of
pirfenidone, this drug can be considered a treat-
ment target [109].

Pirfenidone has been proposed as an antifibrotic treat-
ment in patients with idiopathic pulmonary fibrosis (IPF).
Furthermore, although this medication helps suppress liver
fibrosis, it also increases the potential for liver disease. The
reason for this liver damage is unclear, but an elevation in
liver enzyme levels has been documented in these patients
[100].

Finally, since the SARS-CoV-2 infection causes symp-
toms such as fever and pain, it has been recommended that
nonsteroidal anti-inflammatory medications and acet-
aminophen be used to alleviate symptoms. Overuse of
acetaminophen (paracetamol), on the other hand, can cause
liver problems [99].

It is worth noting that liver dysfunction caused by SARS-
CoV-2 infection can result in improper drug metabolism in
the liver, leading to increased liver toxicity.

10. Clinical Approach in Liver Injury
and COVID-19

As mentioned, the experiments have found that the levels of
AST, ALT, ALP, gamma-glutamyl transferase (GGT), and
bilirubin in the deceased COVID-19 patients are consid-
erably higher than those in in the recovering patients [12].
GGT as a diagnostic marker for cholangiocyte damage is
elevated by more than 72% in extreme COVID-19 patients
[45]. Furthermore, peripheral blood testing revealed a sub-
stantial decline in CD4 and CD8 T cells, an improvement in
CC chemokine receptor (CCR) 6+ T helper (Th) 17 CD4
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T cells, and CD8 cell granulation, both of which are asso-
ciated with liver manifestations. It has also been reported
that, despite significant reductions in CD4 and CD8 cell
counts, they are over-reactive [11]. During a study, it was
found that the rate of AST/ALT in patients with mild
symptoms was 18.2/19.8% and in patients with severe
symptoms was 39.4/28.1% [19].

Furthermore, when compared to normal levels, AST and
ALT increase one- to two-fold, protecting the liver from
ischemic or hypoxic damage [56]. It was also discovered that
people using lopinavir/ritonavir had a 56.1% rise in liver
enzymes compared to individuals without treatment. A rise
in liver enzymes caused by liver injury or the use of antiviral
medications, on the other hand, is controversial. Moreover,
in such a way that the patients recovered and died, re-
spectively, AST levels of more than 40 U/L were observed in
16% and 52% of subjects, and ALT levels were observed in
27% and 19% of subjects. Hypoalbuminemia was also re-
ported in 65% of deaths and 14% of recovery cases [12].

11. COVID-19 Influence on Liver
Cancer Management

Health care systems are facing unprecedented challenges as
a consequence of the coronavirus disease 2019 (COVID-19)
pandemic, which has a particularly adverse effect on in-
dividuals with liver cancer (LC) [110]. According to reports,
the initial wave of the COVID-19 pandemic had a significant
impact on the normal management of patients with liver
cancer [110]. Several organizations offered several advice
based on expert opinion data at the start of the first wave of
the COVID-19 pandemic to lessen its effects on LC
[110-112]. Given the extent of the disruption in patient care,
which includes screening to diagnosis, staging, and treat-
ment, the research’s findings highlight the potential clinical
significance of the changes that have been made [110]. They
also predict that the COVID-19 pandemic will likely have
a significant impact on outcomes [112]. Unfortunately, the
crisis in health care leads to disruption in screening pro-
grams and subsequently increases the possible consequence
of changing to a more advanced stage of diagnosis. Also, the
progression, spread, and finally prognosis of the tumor can
be affected by the delay in intervention measures such as
transplantation, removal, or erosion. As a result, ultrasound
screening delays due to the COVID-19 pandemic can be
considered [110]. In general, the recovery status of patients
and public health policy lead to a significant impact on LC
management changes. The prospective analyses of project
CERO-19 will give important information on the thera-
peutic efficacy of approaches used during these major health
crises [110].

12. Conclusion

Due to the prevalence of COVID-19 and the severity of the
clinical symptoms due to viral infection, the involvement of
other organs such as the liver, heart, brain, and lungs during
this pandemic increased disorders and severe complications
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of the disease. In some cases, an increase in mortality has
been observed. As mentioned in the text, the mortality rate
during this pandemic is primarily related to liver disorders
and diseases. Also, this study explains the effect of SARS-
CoV-2 and the number of diagnostic markers on disease
outcomes. Besides, due to the presence of viral receptors on
the epithelial cells of the small intestine, followed by the
presence of viral RNA in fecal samples, as well as the
possibility of virus transmission from the intestine through
the bloodstream to the liver, measures to prevent fecal-oral
transmission of the virus are essential.

Furthermore, according to a study by Chen et al., 5% of
people with COVID-19 had chronic liver disease, of which
about 76.9% died. As a result, they indicate the importance
of liver dysfunction in patients with SARS-CoV-2 [12]. Also,
Chew et al. find that, in addition to the virus’s direct in-
fluence on liver damage, variables including ischemia and
drug-induced liver damage play a substantial role in liver
damage during SARS-CoV-2 infection. However, this liver
damage does not always result in liver failure and death [88].
Therefore, monitoring and providing preventive measures to
inhibit and control infection in high-risk patients and those
susceptible to severe COVID-19 are essential, such as in
people with pre-existing liver disease, HCC, liver transplant
patients, and patients taking antiviral drugs. Furthermore,
the mortality rate is higher in the elderly and in people with
pre-existing diseases. However, information on the effect of
pre-existing chronic liver disease on the severity of COVID-
19, as well as the effect of this disease on liver function, is
insufficient and requires more extensive and detailed
research.

Data Availability

The datasets generated during the current study are available
from the corresponding author on reasonable request.

Additional Points

This manuscript is a review type and have not require to
registration number.

Conflicts of Interest

The authors declare that there are no conflicts of interest
regarding the publication of this article.

Authors’ Contributions

Hossein Bannazadeh Baghi conceived the idea for this
manuscript and edited subsequent drafts. Parisa Shiri
Aghbash performed literature search, designed the figure
and tables, and prepared the manuscript. Hamed Ebra-
himzadeh Leylabadlo reviewed the manuscript. Hamidreza
Fathi edited and reviewed the manuscript. Mohaddeseh
Bahmani reviewed the manuscript. Rojin Chegini reviewed
the manuscript. All authors have read and approved the final
manuscript.



12

Acknowledgments

This project was supported by the Infectious and Tropical
Diseases Research Center, Tabriz University of Medical
Sciences, Tabriz, Iran.

References

[1] P. S. Aghbash, N. Eslami, A. Shamekh, T. Entezari-Maleki,
and H. B. Baghi, “SARS-CoV-2 infection: the role of PD-1/
PD-L1 and CTLA-4 axis,” Life Sciences, vol. 270, Article ID
119124, 2021.

[2] Z. Fan, L. Chen, J. Li et al., “Clinical features of COVID-19-
related liver functional abnormality,” Clinical Gastroenter-
ology and Hepatology, vol. 18, no. 7, pp. 1561-1566, 2020.

[3] G. A.Farcas, S. M. Poutanen, T. Mazzulli et al., “Fatal severe
acute respiratory syndrome is associated with multiorgan
involvement by coronavirus,” The Journal of Infectious
Diseases, vol. 191, no. 2, pp. 193-197, 2005.

[4] Y. Ding, L. He, Q. Zhang et al., “Organ distribution of severe
acute respiratory syndrome (SARS) associated coronavirus
(SARS-CoV) in SARS patients: implications for pathogenesis
and virus transmission pathways,” The Journal of Pathology,
vol. 203, no. 2, pp. 622-630, 2004.

[5] S. M. Lagana, S. De Michele, M. J. Lee et al., “COVID-19-
Associated hepatitis complicating recent living donor liver
transplantation,” Archives of Pathology ¢ Laboratory Med-
icine, vol. 144, no. 8, pp. 929-932, 2020.

[6] D.Ji, E. Qin, J. Xu et al., “Non-alcoholic fatty liver diseases in
patients with COVID-19: a retrospective study,” Journal of
Hepatology, vol. 73, no. 2, pp. 451-453, 2020.

[7] L. Xu, J. Liu, M. Lu, D. Yang, and X. Zheng, “Liver injury
during highly pathogenic human coronavirus infections,”
Liver International, vol. 40, no. 5, pp. 998-1004, 2020.

[8] X. Li, J. Aquino-Matus, S. M. B. Gall, J. D. Prieto-Nava,
E. Juarez-Hernandez, and M. Uribe, “Association of liver
steatosis and fibrosis with clinical outcomes in patients with
SARS-CoV-2 infection (COVID-19),” Annals of Hepatology,
vol. 22, Article ID 100295, 2021.

[9] J.-M. Jin, P. Bai, W. He et al., “Gender differences in patients
with COVID-19: focus on severity and mortality,” Frontiers
in Public Health, vol. 8, p. 152, 2020.

[10] T.-H. Su and J.-H. Kao, “The clinical manifestations and
management of COVID-19-related liver injury,” Journal of
the Formosan Medical Association, vol. 119, no. 6,
pp. 1016-1018, 2020.

[11] Z. Xu, L. Shi, Y. Wang et al., Lancet Respiratory Medicine,
vol. 8, no. 4, pp. 420-422, 2020.

[12] D. Jothimani, R. Venugopal, M. F. Abedin, I. Kaliamoorthy,
and M. Rela, “COVID-19 and the liver,” Journal of Hep-
atology, vol. 73, no. 5, pp. 1231-1240, 2020.

[13] N. Eslami, P. S. Aghbash, A. Shamekh et al., “SARS-CoV-2:
receptor and Co-receptor tropism probability,” Current
Microbiology, vol. 79, no. 5, p. 133, 2022.

[14] H. Kai and M. Kai, “Interactions of coronaviruses with
ACE2, angiotensin II, and RAS inhibitors-lessons from
available evidence and insights into COVID-19,” Hyper-
tension Research, vol. 43, no. 7, pp. 648-654, 2020.

[15] D. Bestle, M. R. Heindl, H. Limburg, O. Pilgram, and
H. Moulton, “TMPRSS2 and furin are both essential for
proteolytic activation of SARS-CoV-2 in human airway
cells,” Life science alliance, vol. 3, no. 9, Article ID
€202000786, 2020.

Canadian Journal of Gastroenterology and Hepatology

[16] Y. Gao, L. Yan, Y. Huang, F. Liu, Y. Zhao, and L. Cao,
“Structure of RNA-dependent RNA polymerase from 2019-
nCoV, a major antiviral drug target,” 2020, https://www.
biorxiv.org/content/10.1101/2020.03.16.993386v2.

[17] P. S. Aghbash, N. Eslami, M. Shirvaliloo, and H. B. Baghi,
“Viral coinfections in COVID-19,” Journal of Medical Vi-
rology, vol. 93, no. 9, pp. 5310-5322, 2021.

[18] M. Bahmani, R. Chegini, E. Ghanbari et al., “Severe acute

respiratory syndrome coronavirus 2 infection: role of

interleukin-6 and the inflammatory cascade,” World Journal

of Virology, vol. 11, no. 3, pp. 113-128, 2022.

E. Ridruejo and A. Soza, “The liver in times of COVID-19:

what hepatologists should know,” Annals of Hepatology,

vol. 19, no. 4, pp. 353-358, 2020.

[20] A. R. Mawson, A. M. Croft, and F. Gonzalez-Fernandez,
“Liver damage and exposure to toxic concentrations of
endogenous retinoids in the pathogenesis of COVID-19
disease: hypothesis,” Viral Immunology, vol. 34, no. 6,
pp. 376-379, 2021.

[21] J. Sun, A. Aghemo, A. Forner, and L. Valenti, COVID-19 and
Liver Disease, Wiley Online Library, Hoboken, N J, USA,
2020.

[22] E. Prompetchara, C. Ketloy, and T. Palaga, “Immune re-
sponses in COVID-19 and potential vaccines: lessons learned
from SARS and MERS epidemic,” Asian Pacific Journal of
Allergy & Immunology, vol. 38, no. 1, pp. 1-9, 2020.

[23] W. B. Klimstra, K. D. Ryman, K. A. Bernard, K. B. Nguyen,
C. A. Biron, and R. E. Johnston, “Infection of neonatal mice
with sindbis virus results in a systemic inflammatory re-
sponse syndrome,” Journal of Virology, vol. 73, no. 12,
pp. 10387-10398, 1999.

[24] S. A. Alqahtani and J. M. Schattenberg, “Liver injury in
COVID-19: the current evidence,” United European gas-
troenterology journal, vol. 8, no. 5, pp. 509-519, 2020.

[25] M. Effenberger, C. Grander, F. Grabherr et al., “Systemic
inflammation as fuel for acute liver injury in COVID-19,”
Digestive and Liver Disease, vol. 53, no. 2, pp- 158-165, 2021.

[26] P. Mehta, D. F. McAuley, M. Brown, E. Sanchez,
R. S. Tattersall, and J. J. Manson, “COVID-19: consider
cytokine storm syndromes and immunosuppression,” The
Lancet, vol. 395, no. 10229, pp. 1033-1034, 2020.

[27] E.]J. Giamarellos-Bourboulis, M. G. Netea, N. Rovina et al.,
“Complex immune dysregulation in COVID-19 patients
with severe respiratory failure,” Cell Host & Microbe, vol. 27,
no. 6, pp. 992-1000, 2020.

[28] Q. Cai, D. Huang, P. Ou et al., “COVID-19 in a designated
infectious diseases hospital outside Hubei Province, China,”
Allergy, vol. 75, no. 7, pp. 1742-1752, 2020.

[29] C.Huang, Q.Li, W.Xu, and L. Chen, “Molecular and cellular
mechanisms of liver dysfunction in COVID-19,” Discovery
Medicine, vol. 30, no. 160, pp. 107-112, 2020.

[30] P.S. Aghbash, N. Hemmat, J. S. Nahand et al., “The role of
Th17 cells in viral infections,” International Immuno-
pharmacology, vol. 91, Article ID 107331, 2021.

[31] M. R. de Oliveira, “Vitamin A and retinoids as mitochondrial
toxicants,” Oxidative Medicine and Cellular Longevity,
vol. 2015, pp. 1-13, Article ID 140267, 2015.

[32] S. Tartey and O. Takeuchi, “Pathogen recognition and Toll-
like receptor targeted therapeutics in innate immune cells,”
International Reviews of Immunology, vol. 36, no. 2,
pp. 57-73, 2017.

[33] W. H. Organization, Report: Priorities in the Assessment of
Vitamin A and Iron Status and in Populations, Panama, USA,
2012.

[19


https://www.biorxiv.org/content/10.1101/2020.03.16.993386v2
https://www.biorxiv.org/content/10.1101/2020.03.16.993386v2

Canadian Journal of Gastroenterology and Hepatology

[34] M. Peshevska-Sekulovska, I. Boeva, M. Sekulovski,
M. Zashev, and M. Peruhova, “Gastrointestinal ischemia-
stumbling stone in COVID-19 patients,” Gastroenterology
Insights, vol. 13, no. 2, pp. 206-217, 2022.

[35] A. Bruni, E. Garofalo, V. Zuccala et al., “Histopathological
findings in a COVID-19 patient affected by ischemic gan-
grenous cholecystitis,” World Journal of Emergency Surgery,
vol. 15, no. 1, pp. 43-48, 2020.

[36] R.Farzi, P. S. Aghbash, N. Eslami et al., “The role of antigen-
presenting cells in the pathogenesis of COVID-19,” Pa-
thology, Research & Practice, vol. 233, Article ID 153848,
2022 May.

[37] D. L. Kaminski, C. H. Andrus, D. German, and

Y. G. Deshpande, “The role of prostanoids in the production

of acute acalculous cholecystitis by platelet-activating fac-

tor,” Annals of Surgery, vol. 212, no. 4, pp. 455-461, 1990.

F. Odun-Ayo and L. Reddy, “Gastrointestinal microbiota

dysbiosis associated with SARS-CoV-2 infection in co-

lorectal cancer: the implication of probiotics,” Gastroenter-

ology Insights, vol. 13, no. 1, pp. 35-59, 2022.

[39] D. Yu, Q. Du, S. Yan et al., “Liver injury in COVID-19:
clinical features and treatment management,” Virology
Journal, vol. 18, no. 1, pp. 121-129, 2021.

[40] N. T. N. Lan, N. T. N. Thu, A. Barrail-Tran et al., “Rand-
omised pharmacokinetic trial of rifabutin with lopinavir/
ritonavir-antiretroviral therapy in patients with HIV-
associated tuberculosis in Vietnam,” PLoS Omne, vol. 9,
no. 1, Article ID e84866, 2014.

[41] N. Hashemi, K. Viveiros, W. D. Redd et al,, “Impact of

chronic liver disease on outcomes of hospitalized patients

with COVID-19: a multicentre United States experience,”

Liver International, vol. 40, no. 10, pp. 2515-2521, 2020.

S. Singh and A. Khan, “Clinical characteristics and outcomes

of coronavirus disease 2019 among patients with preexisting

liver disease in the United States: a multicenter research

network study,” Gastroenterology, vol. 159, 2020.

[43] T. Boettler, P. N. Newsome, M. U. Mondelli et al., “Care of
patients with liver disease during the COVID-19 pandemic:
EASL-ESCMID position paper,” JHEP reports, vol. 2, no. 3,
Article ID 100113, 2020.

[44] C.Zhang, L. Shi, and F.-S. Wang, “Liver injury in COVID-19:
management and challenges,” The lancet Gastroenterology ¢
hepatology, vol. 5, no. 5, pp. 428-430, 2020.

[45] M. 1. Metawea, W. 1. Yousif, and I. Moheb, “COVID 19 and
liver: an A-Z literature review,” Digestive and Liver Disease,
vol. 53, no. 2, pp. 146-152, 2021.

[46] A. Schiitte, S. Ciesek, H. Wedemeyer, and C. M. Lange,
“Influenza virus infection as precipitating event of acute-on-
chronic liver failure,” Journal of Hepatology, vol. 70, no. 4,
pp. 797-799, 2019.

[47] S.Richardson, J. S. Hirsch, M. Narasimhan et al., “Presenting
characteristics, comorbidities, and outcomes among 5700
patients hospitalized with COVID-19 in the New York City
area,” JAMA, vol. 323, no. 20, pp. 2052-2059, 2020.

[48] W.-j Guan, Z.-y Ni, Y. Hu et al., “Clinical characteristics of
coronavirus disease 2019 in China,” New England Journal of
Medicine, vol. 382, no. 18, pp. 1708-1720, 2020.

[49] X. Chen, Q. Jiang, Z. Ma et al., “Clinical characteristics of
hospitalized patients with SARS-CoV-2 and hepatitis B virus
co-infection,” Virologica Sinica, vol. 35, no. 6, pp. 842-845,
2020.

[50] W.Liang, W. Guan, R. Chen et al., “Cancer patients in SARS-
CoV-2 infection: a nationwide analysis in China,” The Lancet
Oncology, vol. 21, no. 3, pp. 335-337, 2020.

(38

[42

—

13

[51] L. Zhang, F. Zhu, L. Xie et al., “Clinical characteristics of
COVID-19-infected cancer patients: a retrospective case
study in three hospitals within Wuhan, China,” Annals of
Oncology, vol. 31, no. 7, pp. 894-901, 2020.

[52] M. 1. Metawea, W. 1. Yousif, and I. Moheb, “COVID 19 and
liver: an AZ literature review,” Digestive and Liver Disease:
Official Journal of the Italian Society of Gastroenterology and
the Italian Association for the Study of the Liver, vol. 53, 2021.

[53] T. Oyelade, J. Alqahtani, and G. Canciani, “Prognosis of
COVID-19 in patients with liver and kidney diseases: an
early systematic review and meta-analysis,” Tropical medi-
cine and infectious disease, vol. 5, no. 2, p. 80, 2020.

[54] F. Zhou, T. Yu, R. Du et al., “Clinical course and risk factors
for mortality of adult inpatients with COVID-19 in Wuhan,
China: a retrospective cohort study,” The Lancet, vol. 395,
no. 10229, pp. 1054-1062, 2020.

[55] G. Feng, K. Zheng, Q. Q. Yan, R. S. Rios, G. Targher, and
C. D. Byrnepp. 18-24, 2020.

[56] P.Sharma and A. Kumar, “Metabolic dysfunction associated
fatty liver disease increases risk of severe Covid-19,” Diabetes
& Metabolic Syndrome, Clinical Research & Reviews, vol. 14,
2020.

[57] H. Ebrahimzadeh Leylabadlo, R. Ghotaslou, H. Samadi Kafil
et al., “Non-alcoholic fatty liver diseases: from role of gut
microbiota to microbial-based therapies,” European Journal
of Clinical Microbiology & Infectious Diseases, vol. 39, no. 4,
pp. 613-627, 2020.

[58] H. Samadi, S. Farajnia, D. Shanehbandi, M. M. Feizabadi,
and R. Ghotaslou, “Gut microbiota in nonalcoholic fatty liver
diseases with and without type-2 diabetes mellitus,” Euro-
pean Journal of Gastroenterology and Hepatology, vol. 33,
no. 1S, pp. e548-e554, 2021.

[59] M. Eslam, A.J. Sanyal, and J. George, “Toward more accurate
nomenclature for fatty liver diseases,” Gastroenterology,
vol. 157, no. 3, pp. 590-593, 2019.

[60] P.Sharma and A. Kumar, “Metabolic dysfunction associated
fatty liver disease increases risk of severe Covid-19,” Diabetes
& Metabolic Syndrome: Clinical Research Reviews, vol. 14,
no. 5, pp. 825-827, 2020.

[61] G. Targher, A. Mantovani, C. D. Byrne et al., “Risk of severe
illness from COVID-19 in patients with metabolic
dysfunction-associated fatty liver disease and increased fi-
brosis scores,” Gut, vol. 69, no. 8, pp. 1545-1547, 2020.

[62] F. Gao, K. I. Zheng, X.-B. Wang, H.-D. Yan, Q.-F. Sun, and
T.-Y. W. Pan, “Metabolic Associated Fatty Liver Disease
Increases COVID-19 Disease Severity in,” Digestive and
Liver Disease, vol. 53, 2021.

[63] G. Muscogiuri, G. Pugliese, L. Barrea, S. Savastano, and
A. Colao, “Commentary: obesity: the “achilles heel” for
COVID-19?2” Metabolism, vol. 108, Article ID 154251, 2020.

[64] G. Kanuri, R. Ladurner, J. Skibovskaya et al., “Expression of
toll-like receptors 1-5 but not TLR 6-10 is elevated in livers of
patients with non-alcoholic fatty liver disease,” Liver In-
ternational, vol. 35, no. 2, pp. 562-568, 2015.

[65] G. Feng, K. I. Zheng, Q.-Q. Yan et al., “COVID-19 and liver
dysfunction: current insights and emergent therapeutic
strategies,” Journal of clinical and translational hepatology,
vol. 8, no. 1, pp. 1-7, 2020.

[66] K. Bambha, P. Belt, M. Abraham et al, “Ethnicity and
nonalcoholic fatty liver disease,” Hepatology, vol. 55, no. 3,
pp. 769-780, 2012.

[67] P.]. Hegyi, S. Vancsa, K. Ocskay et al., “Metabolic associated
fatty liver disease is associated with an increased risk of



14

severe COVID-19: a systematic review with meta-analysis,”
Frontiers of Medicine, vol. 8, p. 626425, 2021.

[68] R. Kassir, “Risk of COVID-19 for patients with obesity,”
Obesity Reviews, vol. 21, no. 6, p. e13034, 2020.

[69] X.JiaC.Yin etal., “Two Things about COVID-19 Might Need
Attention,” 2020, https://www.preprints.org/manuscript/
202002.0315/v1.

[70] C. Bourgeois, J. Gorwood, A. Barrail-Tran et al., “Specific
biological features of adipose tissue, and their impact on HIV
persistence,” Frontiers in Microbiology, vol. 10, p. 2837, 2019.

[71] Y.-J. Zhou, K. I. Zheng, X.-B. Wang et al., “Younger patients
with MAFLD are at increased risk of severe COVID-19
illness: a multicenter preliminary analysis,” Journal of
Hepatology, vol. 73, no. 3, pp. 719-721, 2020.

[72] J. Boeckmans, R. M. Rodrigues, T. Demuyser, D. Piérard,
T. Vanhaecke, and V. Rogiers, “COVID-19 and drug-
induced liver injury: a problem of plenty or a petty
point?” Archives of Toxicology, vol. 94, no. 4, pp. 1367-1369,
2020.

[73] J. A. Fishman and P. A. Grossi, Novel Coronavirus-19
(COVID-19) in the Immunocompromised Transplant Re-
cipient:# Flatteningthecurve, Wiley Online Library, Hoboken,
N J, USA, 2020.

[74] M.  Kukla, K. Skonieczna—Zydecka, K. Kotfis,
D. Maciejewska, I. Loniewski, and L. F. Lara, “COVID-19,
MERS and SARS with concomitant liver injury-systematic
review of the existing literature,” Journal of Clinical Medi-
cine, vol. 9, no. 5, p. 1420, 2020.

[75] M. El Kassas, M. Alboraie, A. Al Balakosy et al., “Liver
transplantation in the era of COVID-19,” Arab Journal of
Gastroenterology, vol. 21, no. 2, pp. 69-75, 2020.

[76] J. Colmenero, M. Rodriguez-Peralvarez, M. Salcedo et al.,
“Epidemiological pattern, incidence, and outcomes of
COVID-19 in liver transplant patients,” Journal of Hep-
atology, vol. 74, no. 1, pp. 148-155, 2021.

[77] C.Huang, Y. Wang, X. Li et al., “Clinical features of patients
infected with 2019 novel coronavirus in Wuhan, China,” The
Lancet, vol. 395, no. 10223, pp. 497-506, 2020.

[78] A.I. Ritchie and A. Singanayagam, “Immunosuppression for
hyperinflammation in COVID-19: a double-edged sword?”
The Lancet, vol. 395, no. 10230, p. 1111, 2020.

[79] M. G. Michaels, R. M. La Hoz, L. Danziger-Isakov et al.,
“Coronavirus disease 2019: implications of emerging in-
fections for transplantation,” American Journal of Trans-
plantation, vol. 20, no. 7, pp. 1768-1772, 2020.

[80] Y. Tanaka, Y. Sato, and T. Sasaki, “Suppression of corona-
virus replication by cyclophilin inhibitors,” Viruses, vol. 5,
no. 5, pp. 1250-1260, 2013.

[81] M. Willicombe, D. Thomas, and S. McAdoo, “COVID-19
and calcineurin inhibitors: should they get left out in the
storm?” Journal of the American Society of Nephrology,
vol. 31, no. 6, pp. 1145-1146, 2020.

[82] L.J. Bowman, A.J. Brueckner, and C. T. Doligalski, “The role
of mTOR inhibitors in the management of viral infections,”
Transplantation, vol. 102, no. 28, pp. S50-S59, 2018.

[83] A. C. Allison and E. M. Eugui, “Mycophenolate mofetil and
its mechanisms of action,” Immunopharmacology, vol. 47,
no. 2-3, pp. 85-118, 2000.

[84] D.C.Brennan, C. Legendre, D. Patel et al., “Cytomegalovirus
incidence between everolimus versus mycophenolate in de
novo renal transplants: pooled analysis of three clinical
trials,” American Journal of Transplantation, vol. 11, no. 11,
pp. 2453-2462, 2011.

Canadian Journal of Gastroenterology and Hepatology

[85] M. G. Hospital, Massachusetts General Hospital COVID-19
Treatment Guidance, 2020.

[86] R.-X. Yang, R.-D. Zheng, and J.-G. Fan, “Etiology and
management of liver injury in patients with COVID-19,”
World Journal of Gastroenterology, vol. 26, no. 32,
pp. 4753-4762, 2020.

[87] N.Waseem and P.-H. Chen, “Hypoxic hepatitis: a review and
clinical update,” Journal of clinical and translational hep-
atology, vol. 4, no. 3, pp. 263-268, 2016.

[88] M. Chew, Z. Tang, C. Radcliffe et al., “Significant liver injury
during hospitalization for COVID-19 is not associated with
liver insufficiency or death,” Clinical Gastroenterology and
Hepatology, vol. 19, no. 10, 2191 pages, 2021.

[89] Q. Cai, D. Huang, H. Yu et al., “COVID-19: abnormal liver
function tests,” Journal of Hepatology, vol. 73, no. 3,
pp. 566-574, 2020.

[90] “Toxicidad hepdtica causada por medicamentos: revision
estucturada,” Revista Colombiana de Gastroenterologia,
vol. 32, no. 4, pp. 337-348, 2017.

[91] J. J. DiGiovanna, R. B. Sollitto, D. L. Abangan,
S. M. Steinberg, and J. C. Reynolds, “Osteoporosis is a toxic
effect of long-term etretinate therapy,” Archives of Derma-
tology, vol. 131, no. 11, pp. 1263-1267, 1995.

[92] S. A. Kujawski, K. K. Wong, J. P. Collins, L. Epstein,

M. E. Killerby, and C. M. Midgley, “First 12 Patients with

Coronavirus  Disease 2019 (COVID-19) in the

United States,” 2020, https://www.medrxiv.org/content/10.

1101/2020.03.09.20032896v1.

A. Vitiello, R. La Porta, V. D’Aiuto, and F. Ferrara, “The risks

of liver injury in COVID-19 patients and pharmacological

management to reduce or prevent the damage induced,”

Egyptian Liver Journal, vol. 11, no. 1, pp. 11-16, 2021.

[94] F. Ferrara, C. Pelliccia, and A. Vitiello, “Anti-rheumatic in
SARS Cov 2: benefit or risk?” Authorea Preprints, 2020.

[95] C. E. Abbott, R. Xu, and S. H. Sigal, “Colchicine-induced
hepatotoxicity,” ACG case reports journal, vol. 4, no. 1,
p. €120, 2017.

[96] A. Vitiello and F. Ferrara, “Remdesivir versus ritonavir/
lopinavir in COVID-19 patients,” Irish Journal of Medical
Science, vol. 190, no. 3, pp. 1249-1250, 2021.

[97] M. A. Martinez, R. Vuppalanchi, R. J. Fontana et al., “Clinical
and histologic features of azithromycin-induced liver in-
jury,” Clinical Gastroenterology and Hepatology, vol. 13,
no. 2, pp. 369-376, 2015.

[98] N. LiverTox, Clinical and Research Information on Drug-
Induced Liver Injury, National Institute of Diabetes and
Digestive and Kidney Diseases, Bethesda (MD), 2012.

[99] A. Olry, L. Meunier, B. Délire, D. Larrey, Y. Horsmans, and

H. Le Louét, Drug-Induced Liver Injury and COVID-19

Infection: The Rules Remain the Same, Springer, Berlin,

Germany, 2020.

A. Vitiello, F. Ferrara, C. Pelliccia, G. Granata, and R. La

Porta, “Cytokine storm and colchicine potential role fighting

SARS-CoV-2 pneumonia,” Italian Journal of Medicine, 2020.

[101] E. Leegwater, A. Strik, E. B. Wilms, L. B. Bosma,
D. M. Burger, and T. H. Ottens, “Drug-induced Liver Injury
in a COVID-19 Patient: Potential Interaction of Remdesivir
with P-Glycoprotein Inhibitors,” Clinical Infectious Diseases,
vol. 72, 2020.

[102] J. Grein, N. Ohmagari, D. Shin et al., “Compassionate use of
remdesivir for patients with severe Covid-19,” New England
Journal of Medicine, vol. 382, no. 24, pp. 2327-2336, 2020.

[103] C.M.P.Jeronimo, M. E. L. Farias, F. F. A. Val, V. S. Sampaio,
M. A. A. Alexandre, and G. C. Melo, “Methylprednisolone as

[93

[100


https://www.preprints.org/manuscript/202002.0315/v1
https://www.preprints.org/manuscript/202002.0315/v1
https://www.medrxiv.org/content/10.1101/2020.03.09.20032896v1
https://www.medrxiv.org/content/10.1101/2020.03.09.20032896v1

Canadian Journal of Gastroenterology and Hepatology

adjunctive therapy for patients hospitalized with coronavirus
disease 2019 (COVID-19; Metcovid): a randomized, double-
blind, phase IIb, placebo-controlled trial,” Clinical Infectious
Diseases: An Official Publication of the Infectious Diseases

Society of America, vol. 72, no. 9, pp. e373-e381, 2021.

[104] E. Monreal, S. Sainz de la Maza, E. Natera-Villalba et al.,
“High versus standard doses of corticosteroids in severe
COVID-19: a retrospective cohort study,” European Journal
of Clinical Microbiology & Infectious Diseases, vol. 40, no. 4,

pp. 761-769, 2021.
[105

trial,” Trials, vol. 22, no. 1, pp. 126-214, 2021.

[106] A. Di Paolo, C. Barbara, A. Chella, C. A. Angeletti, and
M. Del Tacca, “Pharmacokinetics of azithromycin in lung
tissue, bronchial washing, and plasma in patients given
multiple oral doses of 500 and 1000 mg daily,” Pharmaco-

logical Research, vol. 46, no. 6, pp. 545-550, 2002.

[107] M. Tobaiqy, M. Qashqary, S. Al-Dahery et al., “Therapeutic
management of patients with COVID-19: a systematic re-
view,” Infection Prevention in Practice, vol. 2, no. 3, Article ID

100061, 2020.
(108

2021.
[109

110005, 2020.

[110] S. Mufioz-Martinez, V. Sapena, A. Forner et al., “Assessing
the impact of COVID-19 on liver cancer management
(CERO-19),” JHEP Reports, vol. 3, no. 3, pp. 100260-102021,

2021.

[111] T. Boettler, T. Marjot, P. N. Newsome et al., “Impact of
COVID-19 on the care of patients with liver disease: EASL-
ESCMID position paper after 6 months of the pandemic,”

JHEP Reports, vol. 2, no. 5, Article ID 100169, 2020.

[112] F. Liu, X. Long, B. Zhang, W. Zhang, X. Chen, and Z. Zhang,
“ACE2 expression in pancreas may cause pancreatic damage
after SARS-CoV-2 infection,” Clinical Gastroenterology and

Hepatology, vol. 18, no. 9, pp. 2128-2130.e2, 2020.

L. Gyselinck, L. Liesenborghs, E. Landeloos et al., “Direct
antivirals working against the novel coronavirus: azi-
thromycin (DAWn-AZITHRO), a randomized, multicenter,
open-label, adaptive, proof-of-concept clinical trial of new
antivirals working against SARS-CoV-2—azithromycin

A. C. Kalil, T. F. Patterson, A. K. Mehta et al., “Baricitinib
plus remdesivir for hospitalized adults with Covid-19,” New
England Journal of Medicine, vol. 384, no. 9, pp. 795-807,

S. Seifirad, “Pirfenidone: a novel hypothetical treatment for
COVID-19,” Medical Hypotheses, vol. 144, Article ID

15





