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What we know about COVID-19 and its treatment
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ABSTRACT: Severe acute respiratory syndrome corona virus 2 (SARS-CoV-2) which is the human coronavirus and a
member of the Coronaviridae family leads to fatal pneumonia cases. Severe acute respiratory syndrome corona virus 2
attaches to the cells in the human body through binding to the angiotensin converting enzyme 2 (ACE2) receptor with
the spike (S) protein. Firstly, SARS-CoV-2 arised in China in late 2019 and was reported to the World Health
Organization (WHO). The World Health Organization named the disease caused by this virus as corona virus disease
(COVID)-19. SARS-CoV-2 which has human-to-human transmission through droplets, direct contact and aerosol routes
have affected more than 10 million people and caused more than 500 thousand deaths. Clinical symptoms of COVID-
19 are fever, dry cough, sore throat, respiratory distress, lung damage, and diarrhea. In severe cases, mechanical
ventilation is required and multiple organ damage is encountered. COVID-19 is diagnosed with real-time polymerase
chain reaction (PCR) technique which is applied to saliva and swab samples taken from the nose or nasal cavity. Lung
damage is detected by computerized tomography (CT). COVID-19 develops more severely in patients with
comorbidities such as hypertension, diabetes and cancer. While vaccine and drug development studies are continuing
all over the world, available antiviral drugs such as umifenovir, remdesivir, favipiravir are also tested against SARS-
CoV-2. Moreover, the plasma donated from the recovered patients are tested for COVID-19 treatment. Additionally,
treating the inflammatory conditions developing due to COVID-19 and applying antimicrobial drugs against co-
infections are among the current approaches.
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1. INTRODUCTION

Until today, three different coronaviruses have caused fatal pneumonia cases. At first in 2002, severe
acute respiratory syndrome coronavirus (SARS-CoV) appeared in Guangdong province of China; it infected
8,096 people and caused 774 deaths and spread to 5 continents [1, 2]. In 2012, the Middle East respiratory
syndrome coronavirus (MERS-CoV) occurred in the Arabian Peninsula; it infected 2,494 people and led to 858
deaths [3]. Lastly, previously unknown coronavirus was discovered in Wuhan city in Hubei province of China
and it was reported to the World Health Organization (WHO) on December 31, 2019. This atypical pneumonia
was isolated by the Chinese authorities as new coronavirus (2019-nCoV) on January 7, 2020. On January 12,
2020, the genetic sequence of the new coronavirus was shared with other countries for the development of
specific diagnostic kits. On February 11, 2020, WHO entitled this viral disease as "coronavirus disease 2019"
(COVID-19) and declared COVID-19 as a pandemic on March 11, 2019 [4]. As of July 1, 2020, COVID-19 has
been diagnosed in more than 10 million people and caused more than 500 thousand deaths worldwide [5].
The International Committee on Taxonomy of Viruses entitled this virus as SARS-CoV-2 because of its
similarity to the SARS symptoms [6]. Although COVID-19 has a milder clinical disorder compared to SARS
and MERS in the great majority of patients, the transmission rate of SARS-CoV-2 infection from person to
person is significantly higher [7]. In addition, COVID-19 creates a more dangerous clinical picture in the
presence of comorbidity such as hypertension and diabetes [8].

Coronavirus is a member of the Coronaviridae family, its subfamily is Coronavirinae. Coronavirinae
consists of 4 genera as Alpha-coronavirus, Beta-coronavirus, Gamma-coronavirus and Delta-coronavirus.
SARS-CoV-2 which belongs to Beta-coronavirus genus is an enveloped virus containing a single-stranded
RNA genome. In genomic analysis; 79% similarity between SARS-CoV-2 and SARS-CoV has been determined
[6]. Similar to SARS-CoV; spike protein (S) of SARS-CoV-2 plays an important role in host selectivity and
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cellular adherence [9]. After the surface unit of S protein binds to the angiotensin converting enzyme 2 (ACE2)
receptor in the host, it undergoes proteolytic cleavage by the transmembrane serine protease (TMPRSS) 2 in
the host cell cytosol. S2 released by cleavage of the S protein from the S1 / S2 domain allows fusion of viral
and cellular membranes [10]. Angiotensin converting enzyme 2 receptor, integral membrane glycoprotein, is
expressed in the bronchi, lung parenchyma, heart, endothelium, kidneys, duodenum and small intestine [11].
Transmembrane serine protease 2 expression has been detected in airway epithelial cells, GI tract,
cardiomyocytes, blood vessels and kidneys [12].

2. COVID-19 GENERAL FEATURES
2.1. Modes of transmission

Since the first COVID-19 patients had a history of direct contact with local Chinese seafood and wild
animal market, the main route of transmission was reported as zoonotic exposure [10]. Bats are known as
reservoir hosts of SARS-CoV-2. On the other hand, for zoonotic transport, the intermediate host of SARS-CoV-
2 has not been detected accurately yet [13]. In some studies, pangolin is suggested to be a mammalian
intermediate host. Since the SARS-CoV-2 spike protein is almost identical to the spike protein of a virus
isolated from pangolin, it was thought that pangolins could have provided the partial spike gene to SARS-
CoV-2 to infect the humans [6]. Overexpression of ACE2 on the luminal surface of intestinal epithelial cells
supports that the first entry of SARS-CoV-2 into the human body might have been through nutrition [14].
Afterwards, transmission from person to person was detected. The virus is transmitted mainly through
droplets, direct contact and aerosols. Droplet transmission can be defined as inhalation of respiratory droplets
through mouth or nose, when an infected person coughs or sneezes. People can also be infected by touching
a virus-contaminated surface or object and then touching their mouth, nose, or eyes [8].

There have not been reports of pets infected with SARS-CoV-2 yet. COVID-19 patients are
recommended to limit contact with their animals until more information about the virus is learned [15]. Shi et
al. (2020) reported that cats and ferrets could be experimentally infected with SARS-CoV-2, but that dogs, pigs,
chickens and ducks were not susceptible to SARS-CoV-2. According to this study, cats can spread SARS-CoV-
2 by inhalation and transmit it to other cats [16].

2.2. Incubation period

The World Health Organization reports that COVID-19 symptoms develop on average 5-6 days after
exposure, but this period may be extended to 14 days. For this reason, 14 days which is expressed as the
quarantine period is the internationally applied time to monitor and restrict the movement of healthy
individuals in contact with the patient with COVID-19 [17].

2.3. Demographic and clinical features

Although all age groups are affected by COVID-19, the cases in the older age group are detected as more
severe [8]. While mild fever, sore throat, nausea, vomiting, and diarrhea are being encountered in the mild
cases, fever, respiratory symptoms such as dry cough and shortness of breath and lung damage can
accompany in the moderate cases. In the severe cases, dyspnea, tachypnea, decreased blood oxygen saturation,
and pulmonary infiltrates are observed. Critical cases occur 7 days after the first onset of symptoms. Acute
respiratory distress syndrome requires mechanical ventilation, and in these conditions multiple organ failure,
metabolic acidosis and hypercoagulation are generally observed [6]. In addition, neutrophil count,
inflammatory markers, blood urea and creatinine levels are usually high, and lymphocyte counts are generally
decreased [8]. Chest computerized tomography (CT) determines the ground glass opacifications which are
frequently bilateral with peripheral distribution and involve the lower lobes [18].

The lung is the most susceptible organ to SARS-CoV-2 due to its large surface area and high ACE2
expression. Alveolar epithelial type 2 cells facilitate the coronaviral replication in the lungs by expressing the
genes involved in the viral life cycle alongside of the ACE2 expression [14, 19]. On the other hand, the tissue
distribution of ACE2 in the organs other than the lung causes multiple organ damage [12].

2.3.1. Effects of SARS-CoV-2 on central nervous system

In current studies; neurological signs and symptoms such as headache, confusion, dizziness, myalgia,
fatigue, and high intracranial pressure have been detected in some COVID-19 patients [20]. SARS-CoV-2
infection can lead to various neurological diseases such as viral encephalitis, meningoencephalitis, ischemic
stroke and hemorrhagic stroke [21]. Human coronavirus invasion into central nervous system (CNS) occurs
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soon after the infection. The virus enters the CNS and infects the neurons. This was confirmed during the 2002-
2003 SARS-CoV epidemia. Virus particles were detected in the brain tissues of SARS-CoV infected humans
with the autopsy [20]. In a recent COVID-19 case study, meningoencephalitis occurred without the respiratory
distress. Clinical progression developed rapidly with disorientation and hallucinations [22].

Human coronavirus enters the CNS from the blood and peripheral organs and distributes to the brain.
Moreover, it can enter to the brain with neuronal dispersion; first it infects peripheral neurons, then infects the
neurons in CNS by using host cell layout. Presence of smell and taste disorders in some COVID-19 cases
indicates that SARS-CoV-2 can infect the olfactory system and enter the CNS using the olfactory pathway [20].
SARS-CoV-2 can damage the endothelial integrity of the blood brain barrier (BBB) through binding to ACE2
receptos in the neurons and glial cells of the brain. Increased cytokines and chemokines in viral infections also
damage the BBB that causes influx of leukocytes into the brain; therefore, seizures and encephalopathy occur.
Moreover, SARS-CoV-2 infection in brain cells can play a role in stroke and ischemia by reducing the ACE2
expression. Another factor that causes stroke in COVID-19 patients is venous and arterial thromboembolism.
SARS-CoV-2 infection increases the blood thrombin levels and activation of coagulation factors and decreases
anticoagulant levels by activating proinflammatory cytokines [23]. Another pathway causing CNS damage in
SARS-CoV-2 infection is that antibodies produced against SARS-CoV-2 generate cerebral edema and
autoimmune encephalitis by attacking the antigens in cerebral vessels or neurons [21].

2.3.2. Cytokine storm

Cytokines play an important role in viral infections. Fast and well-coordinated innate immune response
is the first line of defense to a viral infection. However irregular and excessive immune response can damage
the human body. Especially in severe cases caused by coronavirus, where proinflammatory responses play an
important role. Rapid viral replication and strong proinflammatory cytokine / chemokine response trigger
the apoptosis in lung epithelium and endothelial cells. Therefore, the epithelial cell barriers of the pulmonary
microvessels and alveoli are damaged. Vascular leakage and alveolar edema occur that results in hypoxia [24].

In COVID-19 patients, elevated expressions of interleukin (IL)-1p, interferon (IFN)-y and monocyte
chemoattractan protein 1 (MCP-1) were detected [24]. Serum IL-2 receptor and IL-6 levels have been reported
to correlate with severity of disease in COVID-19 patients [25]. Moreover, in different studies, as compared
with COVID-19 patients in general services, the patients in the intensive care unit had higher serum levels of
granulocyte colony stimulating factor (G-CSF), IFN-y induced protein (IP)-10, MCP-1, macrophage
inflammatory protein (MIP)-1a, and tumor necrosis factor (TNF)-a. According to these studies; the cytokine
storm positively correlates with the severity of the disease. Cytokine storm also plays a role in the other organ
failures alongside lung damage [24].

2.3.3. COVID-19 in pregnancy

Miscarriage, intrauterine growth restriction and preterm labor can be listed as the fetal complications
of COVID-19. Since COVID-19 causes fever, hyperthermic fetal neuron damage can occur [26].

The vertical transmission risk of SARS-CoV-2 is theoretically possible since the placenta expresses the
ACE2 receptor. In 2 newborns from mothers infected with COVID-19, shortly after the birth, COVID-19 was
detected. However, in 46 other newborns from COVID-19 infected mothers, the vertical transmission has not
been confirmed. In these patients, any viral isolates were not detected in the amniotic fluid, cord blood, breast
milk and neonatal throat swabs. Since COVID-19 occurs in the third trimester in the vast majority of these
pregnancies, the consequences when the infection develops in the early stages of pregnancy are unknown. The
emergence of COVID-19 as a mild respiratory disease in the pediatric population is reassuring [26].

Since there is no evidence of vertical transmission; vaginal delivery is not contraindicated in COVID-19
patients. In the emergent delivery of critical patients, cesarean delivery is appropriate. In COVID-19 patients,
delivery should be carried out using full personal protective equipment (PPE) and in rooms with negative
pressure ventilation [26].

Breastfeeding is not contraindicated, since SARS-CoV-2 has not been detected in the breast milk yet. But
in order to prevent the transmission through the droplet, the mother with COVID-19 should wear a mask
while breastfeeding. The presence of antibodies in breast milk depends on when the maternal infection
occurred during pregnancy. In addition, high doses of corticosteroids can suppress the maternal antibody
response [26].

N95 masks are recommended to healthcare professionals who are exposed to potential or diagnosed
COVID-19 patients. On the other hand, since these masks limit the air flow, they can affect maternal
cardiorespiratory function and limits the fetal oxygenation. In the controlled clinical studies; wearing an N95

https://doi.org/10.35333/jrp.2020.215
J Res Pharm 2020; 24(5): 602-616
604


https://doi.org/10.35333/jrp.2020.215

Cevikelli Yakut et al. Journal of Research in Pharmacy

COVID-19 and its treatment Review Article

mask with 1 hour physical activity in the 2nd and 3rd trimester of pregnancy reduced the breathing volume
and ventilation, and increased carbon dioxide production due to labored breathing. For this reason, pregnant
healthcare workers with growth-restricted fetuses should be warned to be careful against the use N95 masks.
Moreover, they are not recommended to be on the front lines in the COVID-19 outbreak. In necessary
situations, powered air-purifying respirators (PAPR) with high efficiency particulate air (HEPA) filters is a
reasonable alternative due to less airway resistance [26].

3. DIAGNOSIS

COVID-19 is diagnosed with real time polimerase chain reaction (RT-PCR) technique applied to swab
or saliva samples obtained from the respiratory regions such as nasopharynx and oropharynx [27]. In addition
with serological tests applied to the blood samples, the presence of virus-specific antibodies is investigated.
For this purpose enzyme linked immuno-sorbent assay (ELISA) and immunochromatographic methods are
performed [6]. In earlier stage of disease, clinical findings are not present. Clinical signs and symptoms start
with fever and dry cough [27].

Chest radiography and CT of infected patients demonstrate pulmonary involvement. Findings differ
depending on the stage of the disease, age of the patient, and immune status. On CT, ground glass
opacifications and thickening of the interlobular septa can be observed [27]. Lung lesions are more common
in patients over the age of 50 compared to younger patients. Clarity of radiographic examination is not as good
as CT imaging that reveals the ground glass opacities [28].

4. COVID-19 COMORBIDITIES

It has been determined that the most severe COVID-19 patients are generally of advanced age and / or
have underlying comorbidities such as hypertension, diabetes mellitus (DM), chronic lung and kidney
diseases or cancer [8].

4.1. Hypertension and COVID-19

Cases of COVID-19 are encountered more frequently and more severely in the hypertensive patients.
According to a proposed hypothesis; renin angiotensin aldosteron system overactivation leads to lung injury
related to COVID-19 through triggering the inflammatory response and cytokine storm, stimulating the
NADH/NADPH oxidase system, the cellular contraction and vasocontraction [29].

4.1.1. Hypertension treatment and COVID-19

Angiotensin converting enzyme inhibitors (ACEls) and angiotensin receptor blockers (ARBs) that are
the renin-angiotensin system (RAS) inhibitor agents are used as the first-line therapy for the majority of
hypertensive patients [29]. After ACE2 has been identified as the SARS-CoV-2 receptor, the idea that treatment
with ACEIs and ARBs could be harmful to COVID-19 patients has spread rapidly. This hypothesis caused
confusion in the patients who are under treatment with these drugs [30]. Angiotensin converting enzyme
inhibitors reduce the angiotensin 2 levels that upregulates ACE2 receptor via negative feedback. Thereby
ACE2 interacts more easily with reduced levels of angiotensin 2 substrate. Moreover, ARBs elevate the ACE2
levels and angiotensin 2 that cannot bind to its receptor is converted easily to angiotensin 1-7 [31]. It has been
suggested that ACE2 receptor upregulation increases the susceptibility to COVID-19 by increasing SARS-CoV-
2 binding sites [32]. However, the evidence for ACE2 upregulation is limited to high doses of ARBs and ACEIs
in animal studies and no clinical data is available [33].

In other respects, SARS-CoV infection reduces the ACE2 expression and dominates the RAS cascade.
Elevation of ACE2 levels can alleviate increased vascular permeability, lung edema and neutrophil
accumulation by balancing the ACE function [29]. For instance, it has been determined in the mice that loss of
ACE2 generates resistance to SARS-CoV infection but exacerbates the pulmonary damage [29, 34-35].
Therefore, contrary to fear; some researchers suggested that ACEI or ARB therapy may be beneficial to prevent
COVID-19 [32]. In the study of Kuba et al. with mice; in the acute lung injury triggered by acid aspiration,
losartan reduced lung damage and pulmonary edema compared to placebo [34]. According to retrospective
analysis, death and endotracheal intubation rates were decreased with ACEIs in the patients with viral
pneumonia [36]. According to the presented reports; increased expression of ACE2 in the cell membrane can
elevate the soluble ACE2 levels in the blood, most of the SARS-CoV-2 may bind to soluble ACE2, and
interaction of SARS-CoV-2 with the membrane-bound receptor can be prevented. Thus, viral entry into the
cell can be alleviated [37].
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In the light of this information; treatment should not be discontinued in patients taking RAS inhibitor
drugs for cardiovascular disease [33]. Europian Society of Hypertension, Europian Society of Cardiology,
American Heart Association/ Ammerican College of Cardiology, Heart Failure Society of America reported
that ACEIs and ARBs used for comorbidities should be continued [38-40].

4.2. Diabetes Mellitus and COVID-19

In patients with diabetes, phagocytosis performed by neutrophils, macrophages and monocytes,
neutrophil chemotaxis, bactericidal activity and innate cell- mediated immunity is damaged. Therefore, in
diabetic patients diagnosed with COVID-19, a complicated clinical picture can occur as a result of secondary
bacterial infection [41].

Hyperglycemia and insulin resistance elevate the synthesis of glycosylation end products and
proinflammatory cytokines. Oxidative stress and adhesion molecule production are also triggered. These
inflammatory processes increase the tendency to infection [8]. In the in vitro studies, in the pulmonary
epithelial cells exposed to high concentration of glucose, elevated influenza viral infection and replication
were determined [8, 42].

Increased ACE2 expression has been detected in the renal cortex, liver and pancreas of diabetic mice
[43, 44]. In addition, type 1 membrane-bound protease furin expression, which plays a role in the entry of
coronaviruses into the cell, increases in diabetes [45].

In the report of 72,314 COVID-19 cases published by the China Center for Disease Control and
Prevention; increased mortality with diabetes was determined [46]. In another study in China; it has been
reported that 173 of 1099 COVID-19 cases were severe and 16% of these severe cases had severe diabetes and
5.7% of the remainder had mild diabetes [47].

4.2.1. Hyperglycemia and COVID-19

SARS-CoV infection has been reported to cause transient hyperglycemia in patients without diabetes
history. Transient hyperglycemia was suggested to be triggered by inflammation of islet cells of the pancreas
[48].

In diabetic patients, SARS-CoV-2 infection increases the release of hormones such as glucocorticoids
and catecholamines that elevate the blood glucose levels. Pancreatic damage, with elevated plasma amylase
and lipase levels, was determined at a rate of 9/52 in hospitalized SARS-CoV-2 patients in China. Moreover,
a slight increase in plasma glucose levels was detected in 6/9 of these patients [49]. Presence of ACE2
expression in exocrine and endocrine pancreas supports that SARS-CoV-2 causes pancreatic damage [50]. It
has been suggested that SARS-CoV-2 causes hyperglycemia by infecting the pancreas. Therefore, especially
the patients with poor glycemic control, hyperglycemia is aggravated [48]. In addition, glucocorticoid
treatment in COVID-19 can cause the hyperglycemia [51].

According to the retrospective study report in Wuhan; hypoglycemia developed in 10% of the cases
with coexistence of type 2 DM and COVID-19 [52]. Hypoglycemia activates the proinflammatory monocytes,
increases platelet reactivity and cardiovascular mortality in diabetic patients. Consequently, caution should
be exercised for the risk of both hyperglycemia and hypoglycemia following the inflammatory and immune
response in COVID-19 cases, especially in the diabetic patients [8].

5. COVID-19 TREATMENT

Specific antiviral treatment against COVID-19 is not yet available. Therefore, existing drugs used in
different indications are being tried [6]. Electrolyte, water and acid-base levels of patients are regulated.
Myocardium and liver enzyme levels, bilirubin, blood urea nitrogen, creatinine, CRP levels and coagulation
functions are checked to monitor organ functions and chest imaging is performed. In necessary cases, oxygen
therapy, non-invasive and invasive mechanical ventilation are applied. Oxygen therapy is used as the first
step in patients with respiratory distress, shock and hypoxemia [27].

The most effective way to fight against the corona virus infection is to develop immunity by developing
vaccines. But it takes at least 12-18 months to develop a vaccine. For a new antiviral drug specific for SARS-
CoV-2, it also takes time from the research and development phase to become available for use. For this reason,
while the vaccine and drug research and development studies are continuing, the drugs used for viruses which
have a similar genome with SARS-CoV-2 are tested against SARS-CoV-2 [53].
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Potential ACE2-mediated approaches to COVID - 19 treatment can be listed as follows [14]:

a. Spike protein-based vaccine: S1 subunit based vaccine development studies rely on ACE2 as the receptor
of SARS-CoV-2. The cell line that facilitates the viral replication in the presence of ACE2 can be effective in
large-scale vaccine production.

b. Inhibition of transmembrane protease serin 2 (TMPRSS2) activity: This approach targets to inhibit the step
that is necessary for viral spread. Camostat mesilate which is a clinically approved TMPRSS2 inhibitor
abolished SARS-CoV-2 infection in lung cell line. It is seen as an option for COVID-19 therapy [10].

c. Angiotensin converting enzyme 2 receptor blockage: This approach targets to prevent interactions between
ACE2 and SARS-CoV-2.

d. Excessive soluble ACE2 form: Excessive ACE2 can competitively bind to SARS-CoV-2 and can neutralize
the virus and can protect the cellular ACE2 activity. It is expected that the soluble form of ACE2 can slow
down virus entry into cells and protect the lungs by regulating RAS negatively [35, 54].

5.1. Recombinant ACE2

Angiotensin converting enzyme 2 has 2 different forms, one in the membrane and the other in
circulation. Angiotensin converting enzyme 2 in the membrane has a structural transmembrane area that
immobilizes its extracellular space to the plasma membrane. The extracellular domain acts as a receptor for
the SARS-CoV and SARS-CoV-2 S protein. The soluble form of ACE2 has no connection with the membrane
and it is present in small amounts in the blood. It has been suggested that this soluble form prevents binding
of SARS-CoV and other coronaviruses to ACE2 surface in the membrane. Supportively in the in vitro research;
SARS-CoV replication in the monkey kidney cell line was blocked by the soluble form ACE2 [55]. In another
in vitro study; ACE2 coupled with immunoglobulin Fc fragment neutralized SARS-CoV-2 [56]. It is expected
that soluble recombinant human ACE2 protein is effective in the treatment of coronavirus-induced infection
[55].

In the previous studies, it was observed that recombinant human ACE2 is safe in healthy volunteers
and the patients with acute respiratory distress [14].

According to the hypothesis; SARS-CoV-2 binds to soluble recombinant ACE2 which is abundant in the
blood. Therefore ACE2 receptors in the lungs become free and they can demonstrate their tissue protective
effects [30].

Angiotensin converting enzyme 2 elevates angiotensin 1-7 levels, alongside of decreasing the
angiotensin 2 levels. Angiotensin 1-7 which is a member of RAS defined in year 2000 is synthesized from two
separate pathways (Figure 1). Angiotensin 1-7 can be created directly by ACE2 with cleavage of angiotensin 2
or ACE2 creates angiotensin 1-9 by separating 1 amino acid from angiotensin 1. Angiotensin 1-9 is cleaved to
angiotensin 1-7 by ACE [57].

Angiotensin ] 2> Angiotensin

ACE? ACE

Angiotensin |-9 ) Angiotensin [-7

Figure 1. Angiotensin 1-7 synthesis. ACE: Angiotensin converting enzyme, ACE2: Angiotensin converting
enzyme 2.

Angiotensin 1-7 demonstrates the opposite effects to proinflammatory, vasoconstrictor, proxidant,
profibrotic and proproliferative effects of angiotensin 2 via G protein coupled Mas receptor [58, 59]. Thereby
angiotensin 1-7 protects against fibrosis and inflammation in the lungs. Angiotensin 1-7 inhibits alveolar cell
apoptosis, repairs barrier functions of endothelial cells, reduces edema, and restricts the synthesis of
proinflammatory cytokines [59].
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5.2. Transmembrane serine protease 2 inhibitors

Transmembrane serine protease 2 which provides the fusion of viral and cellular membranes by
proteolytic cleavage of SARS-CoV-2 S protein, causes viral entry into cells [11]. Transmembrane serine
protease 2 inhibitors camostat mesylate and naphamostat mesylate used in the treatment of acute pancreatitis
are being investigated with clinical trials for the treatment of COVID-19 in Japan [33].

5.3. Chloroquine and hydroxychloroquine

Chloroquine and hydroxychloroquine, which have been used for many years in malaria and chronic
inflammatory diseases such as rheumatoid arthritis and systemic lupus erythematosus have antiviral activity
with various mechanisms. They are used for prophylaxis against COVID-19 in many countries [60, 61]. In an
in vitro study; chloroquine inhibited SARS-CoV-2. In addition to its immunoregulatory and anti-inflammatory
effects, it has been reported to increase endosomal pH and prevent SARS-CoV cellular receptor glycosylation,
thereby preventing the viral infection [62]. According to computer simulations; it is estimated that
hydroxychloroquine and chloroquine bind to the UDP-N-acetylglucosamine-2 epimerase active area that
catalyzes the rate-limiting step in the sialic acid biosynthesis. Thus they can interfere with terminal
glycosylation of proteins in the golgi apparatus [48].

It has been demonstrated that hydroxychloroquine blocks the M1 polarization which is the
inflammatory macrophage subtype [63]. Eight to ten days after the symptoms start in COVID-19, conversion
to the inflammatory M1 macrophage subtype occurrs against the humoral immune response to the SARS-
CoV-2 S protein [48].

According to many studies; chloroquine and hydroxychloroquine improve glycemic control in
treatment-resistant diabetic patients by repairing pancreatic 3 function [64]. They provide the increase in
insulin active form by inhibiting the enzymatic degradation of insulin via elevating the intracellular pH.
Besides reducing proinflammatory cytokines, especially TNF-a and IL-6, they reduce insulin resistance [60].
Therefore, in the COVID-19 patients who use antidiabetic medication, the dose adjustment of oral antidiabetic
drugs or insulin should be done well while prescribing the chloroquine / hydroxychloroquine [8].

Data is limited for the use of chloroquine and hydroxychloroquine in COVID-19 and larger studies are
needed. According to Chinese reports; chloroquine successfully treated 100 COVID-19 patients with improved
radiological findings and increased viral clearance [65].

In the non-randomized 80 patients” clinical cohort, hydroxychloroquine and azithromycin combination
reduced viral load in COVID-19 patients, and relieved clinical symptoms in most patients [66]. Moreover, in
Wubhan, any of the 80 lupus patients receiving chronic hydroxychloroquine treatment have not been observed
to develop COVID-19 infection. Subsequently, 62 patients with mild COVID-19 signs and symptoms were
randomly treated with standard of care or 200 mg hydroxychloroquine twice daily for 5 days alongside the
standard of care. In 80.67% of the participants using hydroxychloroquine, COVID-19 pneumonia findings
were repaired in CT scanning, in the control group, this rate remained at 50.8%. While exacerbation of disease
was not developed in any patient in the hydroxychloroquine group, in 12.9% of the control group patients,
disease was aggravated [48, 67].

EC50 value of hydroxychloroquine was found lower compared to chloroquine [68]. Chloroquine dosage
is 500 mg orally 1 or 2 times a day [69]. According to pharmacokinetic modeling studies, for COVID-19
treatment, hydroxychloroquine should be used as 200 mg twice a day, after the loading dose of 400 mg twice
a day [70].

Chloroquine and hydroxychloroquine are well tolerated drugs. But they can cause rare and serious side
effects such as QTc prolongation, arrhythmia, hypoglycemia, neuropsychiatric effects, and retinopathy [70,
71]. Therefore, their use in high doses should be avoided [53].

5.4. Antivirals

Many antiviral drugs have been developed against viral proteases, polymerases and entry proteins.
Most of them are being tested against SARS-CoV-2 in clinical trials [72].

5.4.1. Interferon-a

Interferon-a which is the broad-spectrum antiviral agent is approved for viral hepatitis treatment.
Interferon-a is used in the treatment of COVID-19 with vapor inhalation at a dosage of 5 million units twice a
day. It is used for 10 days alone or combined with ribavirin (500 mg 2-3 times a day) or with
lopinavir/ritonavir (400 mg/100 mg) [53].
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5.4.2. Interferon-p

Interferon-3 has been developed to treat chronic obstructive pulmonary disease. It restores the lung
damage and has the ability to fight the viral infection. The reduction in IFN-P formation is related to the
predisposition to the severe respiratory diseases as a result of viral infections. Immune system suppresses IFN-
B formation in SARS-CoV-2 infection. In the UK, IFN-{ trial use has been approved in COVID-19 patients.
Similar to IFN-a; IFN-f can be inhaled by self-administration of patients [53].

5.4.3. Lopinavir/Ritonavir

Lopinavir which is an antiretroviral agent that inhibits the protease enzyme. Lopinavir can be
formulized with protease inhibitor ritonavir which decreases the metabolization of lopinavir by inhibiting
cytochrome (CYT) P4503A enzyme. Lopinavir/ritonavir combination was approved for HIV treatment. It was
also determined effective against SARS-CoV in the in vitro study [53]. It is applied in COVID-19 at a dose of
400mg / 100mg up to 14 days 2 times a day [73].

According to WHO current report, since this combination and hydroxychloroquine did not improve
severe SARS-CoV-2 cases, WHO decided to conduct their clinical trials only in non-hospitalized patients or as
pre- or post-exposure prophylaxis for COVID-19 [74].

5.4.4. Ribavirin

Ribavirin which is the guanin analogue inhibits the viral RNA dependent RNA polimerase. Its effects
on other coronaviruses have suggested its use in the treatment of COVID-19. In the in vitro study, it was found
that ribavirin inhibits SARS-CoV replication at high concentrations. It must be known that ribavirin leads to
hematological toxicity in a dose dependent manner [70].

5.4.5. Umifenovir (Arbidol)

It is a promising antiviral agent that targets the S protein / ACE2 interaction and has a unique
mechanism of action that inhibits membrane fusion of the viral envelope [75]. It is an approved influenza drug
in Russia and China. In vitro activity against SARS-CoV led to its use in COVID-19. It is being tried against
COVID-19 with 200 mg orally every 8 hours [70]. It is known to reduce mortality rates in COVID-19 patients
[76].

5.4.6. Remdesivir

Remdesivir is a monophosphate prodrug which metabolizes to active C-adenosine nucleoside
triphosphate analogue. Remdesivir is a viral replication inhibitor. It is effective on upper respiratory infection,
especially at earlier phases. Remdesivir's RNA base adenosine-like structure provides the strong inhibition of
viral RNA polymerase. Remdesivir is taken into RNA strands by the virus and causes chain termination [53].
The first clinical use of remdesivir has been in the treatment of Ebola [77]. Due to its broad spectrum, it is
promising for the treatment of COVID-19. Remdesivir has shown in vitro activity against many coronaviruses,
including SARS-CoV-2 [76]. Safety and pharmacokinetics of remdesivir have been investigated in single and
multiple doses in phase 1 clinical trials. It was well tolerated in iv infusions between 3 mg and 225 mg, liver
and kidney toxicity did not develop. The treatment dose is 200 mg single loading dose followed by 100 mg
daily infusion. Successful results have been reported in the treatment of COVID-19 [70].

5.4.7. Favipiravir

Favipiravir is the first agent approved for influenza virus in February 2020 [53]. It is an RNA dependent
RNA polymerase inhibitor for the RNA viruses such as SARS-CoV-2. Favipiravir also has shown an effect
against SARS-CoV-2 in vitro [78]. In February2020, favipiravir pre-clinical trials were conducted in 80 patients
in China. Side effects were detected less compared to lopinavir / ritonavir [79]. Clinical researches are still in
progress [70].

5.5. Suppression of excessive inflammatory response

Supression of excessive inflammatory response is thought of as the complementary treatment for the
COVID-19 patients in the intensive care unit. But the therapeutic use of corticosteroids is controversial
alongside their pharmacological positive effects [24]. The National Health Commission of the People’s
Republic of China (NHC) guidelines do not recommend routine use of systemic corticosteroids. In a recent
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retrospective study, the benefits of low-dose corticosteroids in patients with critical SARS-CoV-2 have been
identified [80]. Studies are needed to determine how and when to use corticosteroids in COVID-19 cases.

Tocilizumab which is used in autoimmune diseases such as rheumatoid arthritis is an IL-6 antagonist.
The multicentre, randomized, controlled clinical trial investigates the efficacy and safety of tocilizumab in
COVID-19 patients. In Chinese clinical studies; tocilizumab has been shown to be effective in severe patients
with extensive bilateral lung lesions with high IL-6 levels. The first dose is 4-8 mg/kg. The recommended
dosage is 400mg in 0.9% saline diluted to 100 mL. Infusion time is more than 1 hour [24]. Sarilumab is also a
human monoclonal antibody against the IL-6 receptor. Clinical research of sarilumab continues for COVID-19
infection. By blocking the IL-6 receptor, sarilumab is expected to reduce excessive inflammatory response of
the lungs [53].

5.6. Antimicrobial drugs for possible co-infection

The prevalence of co-infection was determined to be 0-50% among the COVID-19 patients who are non-
survivors. Reported co-pathogens are bacteria (e.g., Mycoplasma pneumoniae Candida species) and viruses
(e.g., influenza, rhinovirus, HIV). It is recommended to prescribe the antibacterial and antiviral drugs in cases
of COVID-19 patients who should remain in the hospital for a long time [81].

5.7. Recovered plasma

Plasma of healed patients can be used to treat severe COVID-19 patients. Recovered plasma contains
antibodies developed by the body in response to viral infection. Recovered plasma treatment was tried
previously for SARS and good results were obtained [82].

Since the use of recovered plasma against COVID-19 has not yet been approved by the FDA, it is used
as a research product. In clinical trials, this approach restored the clinical symptoms. But there is a risk for
transmission of different diseases. Besides the amount of antibodies usually found is not sufficient for
treatment. Studies to produce synthetic antibodies against COVID-19 continue [53].

5.8. Statins

Statins reinforce their beneficial effects in cardiovascular diseases by showing positive effects on
inflammation and oxidative stress alongside of lipid-lowering activities. Statins affect different immune
responses such as immune cell adhesion and migration, antigen presentation, cytokine formation. They repair
vascular redox balance by reducing reactive oxygen species, increasing antioxidants and improving the nitric
oxide bioavailability, endothelial function and integrity. Many of these effects are dependent on the
downregulation of redox-sensitive proinflammatory transcriptional factors, such as nuclear factor kappa B
(NF-xB) [83, 84].

SARS-CoV infection causes inflammation. Because hypoxia activates NF-xB and suppresses the Toll like
receptor (TLR) which plays an important role in the immune system's recognition of foreign substances by
triggering the myeloid differentiation primer response 88 (MYD88). Statins protects MYD88 at normal levels
and reduces NF-xB activity during the hypoxia [85]. Animal studies have shown that in SARS-CoV and MERS-
CoV infections, suppression of the TLR pathway can increase the risk of viral loading and human-to-human
transmission [86]. Therefore, some researchers have proposed to use statins in COVID-19 [87]. Although the
clinical studies that demonstrate the protective effects of statins on COVID-19 are not available, they are
known to be effective in mild pneumonia due to influenza [88].

COVID-19 has been reported to increase liver enzymes [89]. Statins can cause mild and temporary ALT
and / or AST increase. Therefore, their use in COVID-19 cases should be followed.

As a result; the statins in use should be continued. If there are no contraindications, daily use of 40 mg
atorvastatin or 20 mg rosuvastatin may be considered. If major drug-drug interactions with atorvastatin or
rosuvastatin are present, 2 mg pitavastatin or 80 mg pravastatin may be considered daily [90].

5.9. Treatment of COVID-19 in pregnancy

To protect the placental perfusion and prevent the fetal hypoxia; high maternal oxygen and low carbon
dioxide levels should be provided. Therefore, mechanical ventilation is applied in necessary cases [26]. World
Health Organisation does not recommend the routine use of systemic corticosteroids because they delay viral
clearance and do not have positive impact on survival [91]. Hydrocortisone and methylprednisolone do not
pass through the placenta. On the other hand, prolonged exposure causes maternal hyperglycemia that is
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immunosuppressive and facilitate the replication of respiratory viruses in pulmonary epithelial cells. But in
case of preterm labor, the decision to use corticosteroids should be made according to the patients” condition
to accelerate fetal maturity and minimize peripartum complications. Good obstetric practice should be valid
and urgent delivery should not be delayed [26].

Remdesivir is considered as safe to use in human pregnant women [26, 92]. Although chloroquine and
its metabolites cross the placenta, it can be used safely in all trimesters of pregnancy. But chloroquine has a
high volume of disruption [93]. Therefore, high doses should be used in pregnant COVID-19 cases (at least
500 mg 2 times day) [65].

Although lopinavir / ritonavir has not been specifically investigated for pregnancy, this combination is
known to be safe. They did not increase the risk of fetal abnormalities, preterm birth, or low birth weight baby
in HIV positive pregnants [94].

Ribavirin which is the guanosine analogue antiviral is teratogenic. Exposure of ribavirin at higher dose
of 25 mg/kg has led to miscarriage, craniofacial and limb defects in embryos of pregnant mice [26].

5.10. COVID-19 dependent neurological damage treatment

Phenothiazine type antipsychotic chlorpromazine shows antiviral activity against many viruses and
crosses the blood brain barrier. Chlorpromazine is estimated to be effective in preventing neurological damage
in SARS-CoV-2. Ribavirin (nasal to brain administration) is another possible approach in neurological damage
due to COVID-19. However, it should not be used in pregnant women since it is teratogenic. Since excessive
inflammation and neuroimmune conditions play the important role in neurological damage in SARS-CoV-2;
fingolimod which is used in multiple sclerosis, recombinant cytokines and interferons such as sarilumab and
tocalizumab may also be preferred. Memantine and amantadine which are used for the treatment of
Parkinson’s disease, Alzheimer's disease and influenza have antiviral activity. Therefore, they can be effective
for the prevention and treatment of viral replication in COVID-19-associated neuropathology [23].

6. CONCLUSION

Although SARS-CoV-2 virus causes milder cases in the general population compared to SARS-CoV and
MERS-CoV; it is highly contagious and can cause fatal symptoms in the patients with underlying comorbidity
and in older patients. Isolation of patients and asymptomatic carriers by testing as many people as possible
has great importance in controlling COVID-19. In addition, until the vaccine and specific antiviral therapy
against SARS-CoV-2 are developed; available treatment options are being tried to recover the COVID-19 cases
with mild clinical symptoms.
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