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Purpose: To evaluate the safety and efficacy of favipiravir, which is prescribed for the treatment of patients with mild-to-moderate
coronavirus disease 2019 (COVID-19) in India.
Patients and Methods: This was a prospective, open-label, multicenter, single-arm postmarketing study conducted in India. Patients
with mild-to-moderate COVID-19 received favipiravir (3600 mg [1800 mg orally twice daily] on the first day, followed by 800 mg
orally twice daily, up to a maximum of 14 days) as a part of their treatment. The primary endpoints were to evaluate the safety of
favipiravir by assessing the number of adverse events (AEs) and treatment-related AEs. The secondary endpoints were to evaluate the
efficacy of favipiravir by assessing time to clinical cure, rate of clinical cure, time to pyrexia resolution, rate of oxygen requirement,
and all-cause mortality.
Results: A total of 1083 patients were enrolled in this study from December 2020 to June 2021. Adverse events were reported in 129
patients (11.9%), 116 (10.7%) of whom had mild AEs. Dose modification or withdrawal of favipiravir treatment was reported in four
patients (0.37%). The median time to clinical cure and pyrexia resolution was 7 and 4 days, respectively. A total of 1036 patients
(95.8%) exhibited clinical cure by day 14. Oxygen support was required by 15 patients (1.4%). One death was reported, which was
unrelated to favipiravir.
Conclusion: In the real-world setting, favipiravir was well-tolerated, and no new safety signals were detected.
Keywords: antiviral, coronavirus, COVID-19, favipiravir, SARS-CoV-2

Introduction
The coronavirus disease 2019 (COVID-19) pandemic, caused by the severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2), is a serious threat to public health worldwide.1 As on 6 December 2021, there have been 265,194,191
confirmed cases of COVID-19 and 5,254,116 deaths globally as per the World Health Organization (WHO).2 Multiple
therapeutic options, including antiviral agents, are being explored to contain the COVID-19 pandemic. Favipiravir, a
ribonucleic acid (RNA)-dependent RNA polymerase inhibitor, exhibits antiviral activity against a wide range of RNA
viruses such as SARS-CoV-2.3,4 The WHO has listed favipiravir as a broad-spectrum experimental antiviral drug for the
treatment for COVID-19.5
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In India, a Phase 3 randomized controlled trial (RCT) that evaluated the effects of favipiravir in patients with mild-to-
moderate COVID-19 reported that a majority of the adverse events were mild to moderate, and the most common side
effect was an asymptomatic, transient rise in the levels of serum uric acid and liver enzymes. Furthermore, very few
instances of gastrointestinal disorders were reported in the participants.6 Favipiravir has been well-tolerated among
Indian patients with COVID-19.7,8 Favipiravir was approved in India in June 2020 (under restricted emergency use) for
the treatment of mild-to-moderate COVID-19 in adults.9 This postmarketing study was conducted to evaluate the safety
and efficacy of favipiravir in a large Indian population in a real-world setting, as mandated by the Indian drug regulator
(Central Drugs Standard Control Organisation). To our knowledge, this is the first and largest postmarketing study
conducted on favipiravir in India.

Patients and Methods
Study Design
This was a prospective, open-label, multicenter, single-arm, postmarketing study (Clinical Trials Registry, India [CTRI]
number: CTRI/2020/11/029263; registered on: 20/11/2020) to assess the safety and efficacy of favipiravir for the
management of mild-to-moderate COVID-19 in adult Indian patients. The patients were screened the day preceding
(day −1) the day of enrollment (day 1) (Figure 1). The details of the study design are provided in the Supplementary
Methods.

Inclusion and Exclusion Criteria
Patients aged ≥18 years with mild-to-moderate COVID-19 and those with a respiratory rate ≤30 breaths/minute,
peripheral capillary oxygen saturation (SpO2) ≥90% on room air, pyrexia (defined as axillary temperature ≥99°F or
oral temperature ≥100°F), and at least one of the following symptoms—cough, fatigue, dyspnea, expectoration, myalgia,
rhinorrhea, sore throat, diarrhea, new loss of taste or smell, myalgia, and headache or fatigue on admission and were
prescribed favipiravir were included in the study. Patients on any other antiviral treatment for COVID-19, with hepatic or
renal impairment, and requiring intensive care unit management, noninvasive ventilation (NIV), mechanical ventilation
(MV), or extracorporeal membrane oxygenation (ECMO) at baseline were excluded from the study.

Outcomes
The primary objective was to evaluate the safety of favipiravir by assessing the endpoints of the number of adverse
events (AEs), serious AEs (SAEs), and the number of treatment-emergent AEs (TEAEs) from the day of study
enrollment up to 28 days. The secondary objective was to evaluate the efficacy of favipiravir by assessing endpoints
of time to clinical cure (up to 14 days; defined as resolution of baseline clinical signs and symptoms of COVID-19 based
on clinical assessment by the investigator), rate of clinical cure at day 7 and day 14, time to resolution of pyrexia (up to
14 days), percentage of patients requiring oxygen support (auxiliary oxygen therapy [AOT]/noninvasive ventilation
[NIV]/mechanical ventilation [MV]/extracorporeal membrane oxygenation [ECMO]) support at day 7 and day 14, time
to hospital discharge for hospitalized patients (up to 14 days), and all-cause mortality rate at day 7, day 14, and day 28. In
addition, time to event endpoints were assessed at day 4 and day 10 as a part of the analysis. Outcome evaluation was by
a daily clinical assessment for resolution of baseline clinical signs and symptoms of COVID-19 by an investigator for
hospitalized patients or a patient’s diary for outpatients. Assessment of the resolution of pyrexia was objective and part of

Screening
(day–1 to 0)

Baseline/enrollment
(day 1)

Post-treatment telephonic 
follow-up (up to day 28) –

Safety and Efficacy
Evaluation

Treatment period follow up
with favipiravir (as

outpatient or hospitalied)
(from day 1 to maximum day 

14) – Safety and Efficacy
evaluation

Figure 1 Study design.
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the clinical cure, and was defined as axillary temperature <99°F or oral temperature <100°F for at least 48 hours. Details
on the definitions of outcomes and subgroups are provided in the Supplementary Methods.

Statistical Analysis
The safety analysis set comprised of all the patients who had received at least one dose of favipiravir. A sample size of
1000 patients was estimated to be sufficient for a 95% probability to detect at least one AE with an incidence of 3/1000
(binomial distribution). Data analyses were conducted using SAS® software version 9.4. Additional details are provided
in the Supplementary Methods.

Ethical Approval
This study was designed and monitored in accordance with sponsor procedures, which comply with the ethical principles
of Good Clinical Practice, as required by the applicable regulatory authorities and in accordance with the Declaration of
Helsinki. Ethics committee approvals from Institutional Ethics Committee (IEC) were obtained from each participating
center before the initiation of the study at their centers. All patients provided signed written informed consent for their
participation in the study.

Results
Baseline Characteristics
A total of 1083 patients were screened and enrolled in the present study. All 1083 (100.0%) patients were included
in the Safety Analysis Set, whereas 1081 (99.8%) patients were included in the mITT analysis set. The mean
±standard deviation (SD) age and weight of patients were 40.59 years (±13.22) and 66.03 kg (±8.93), respectively
(Table 1). The majority of the patients were male (n=647 [59.7%]). Hypertension (HTN) (n = 121 [11.2%]) and
diabetes mellitus (DM) (n 84 [7.8%]) were the most commonly reported comorbidities. A large proportion of
patients (n=1055 [97.4%]) had mild COVID-19. Moderate COVID-19 was reported in 28 patients (2.6%). Fever was
present in all patients at baseline; moreover, cough was observed in 876 patients (81%), fatigue was observed in 500
patients (46.2%), and a new loss of taste/smell was observed in 442 patients (41%) patients. Dyspnea was present in
155 patients (14.3%).

Treatment-Emergent Adverse Events
All reported AEs were TEAEs in the present study. A total of 129 patients (11.9%) reported at least one TEAE, of which
116 (10.7%) had TEAEs with mild intensity. The most commonly reported TEAEs were gastrointestinal (GI) disorders
[n=72 (6.65%), includes nausea (n=22, 2.03%), vomiting (n=20, 1.85%), diarrhea (n=12, 1.11%), upper abdominal pain
(n=8, 0.74%), gastroesophageal reflux disease (n=6, 0.55%), hyperchlorhydria (n=5, 0.46%), gastritis (n=3, 0.28%) and
mouth ulceration and toothache (n=2, 0.18% for each TEAE)] followed by general disorders [n= 22, 2.03% (includes
asthenia: n=19, 1.75% and pyrexia: n=2, 0.18%)] (Table 2). Eleven patients (1.0%) had TEAEs related to favipiravir. The
TEAEs related to favipiravir included gastritis (n=3, 0.3%), arthralgia (n=2, 0.2%), myalgia (n=2, 0.2%), vomiting (n=2,
0.2%), hyperchlorhydria (n=1, 0.1%), mouth ulceration (n=1, 0.1%), nausea (n=1, 0.1%), and elevated alanine amino-
transferase (n=1, 0.1%). One (0.1%) patient reported a treatment-emergent SAE unrelated to favipiravir. Additional
details are provided in the Supplementary Results).

TEAEs Leading to Dose Modification or Discontinuation of Treatment
TEAE that led to dose modification or discontinuation of treatment were reported by four patients (0.37%). As presented
in Table 3, two (0.18%) patients developed gastritis, whereas two patients showed elevated levels of alanine amino-
transferase (ALT) and aspartate aminotransferase (AST). A total of three patients discontinued the treatment with
favipiravir (two due to gastritis and one due to an increase in AST). The dose of favipiravir was reduced to 400 mg
twice a day for 3 days in one patient due to an increase in AST/ALT levels.
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Table 1 Demographics and Baseline Characteristics

Parameter Favipiravir

N=1083

Age (years)

Mean (±SD) 40.58 (±13.21)

Median 38.13

Minimum 17.52

Maximum 85.67

Age-group (years), n (%)

<30 270 (24.9)

≥30 and <45 457 (42.2)

≥45 and <65 302 (27.9)

≥65 54 (5.0)

Weight (kg)

Mean (±SD) 66.03 (±8.92)

Median 66

Minimum 33

Maximum 103

Sex, n (%)

Female 436 (40.3)

Male 647 (59.7)

Clinical symptoms, n (%)

No 0

Yes 1083 (100)

SpO2 (%), n (%)

<94 20 (1.8)

≥94 1063 (98.2)

Baseline disease severity

Mild 1055 (97.4)

Moderate 28 (2.6)

Comorbidities, n (%)

DM 84 (7.8)

HTN 121 (11.2)

OAD (asthma/COPD) 6 (0.6)

Obesity 1 (0.1)

Others 0

Notes: Percentages were based on the safety analysis set. SpO2 (%): <94 =moderate, ≥94 =mild. Patients with any
comorbidities, such as DM, HTN, OAD (asthma/COPD), and obesity at baseline, were counted under the “yes”
category.
Abbreviations: COPD, chronic obstructive pulmonary disease; DM, diabetes mellitus; HTN, hypertension;
OAD, obstructive airway disease; SD, standard deviation; SpO2, saturation of peripheral oxygen.
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Table 2 Treatment-Emergent Adverse Events

SOC/PT Favipiravir
N=1083
n (%) (E)

Number of patients with at least one event 129 (11.91) (195)

Ear and labyrinth disorders 1 (0.09) (1)

Vertigo 1 (0.09) (1)

Eye disorders 12 (1.11) (13)

Eye irritation 1 (0.09) (1)

Ocular hyperemia 12 (1.11) (12)

Gastrointestinal disorders 72 (6.65) (90)

Abdominal distension 2 (0.18) (2)

Abdominal pain lower 4 (0.37) (4)

Abdominal pain upper 8 (0.74) (8)

Diarrhea 12 (1.11) (12)

Gastritis 3 (0.28) (3)

Gastroesophageal reflux disease 6 (0.55) (6)

Hyperchlorhydria 5 (0.46) (5)

Mouth ulceration 2 (0.18) (2)

Nausea 22 (2.03) (25)

Toothache 2 (0.18) (2)

Vomiting 20 (1.85) (21)

General disorders 22 (2.03) (22)

Asthenia 19 (1.75) (19)

Fatigue 1 (0.09) (1)

Pyrexia 2 (0.18) (2)

Hepatobiliary disorders 1 (0.09) (1)

Hepatomegaly 1 (0.09) (1)

Infections and infestations 1 (0.09) (1)

Nasopharyngitis 1 (0.09) (1)

Investigations 5 (0.46) (11)

Alanine aminotransferase increased 3 (0.28) (3)

Aspartate aminotransferase increased 2 (0.18) (2)

Blood glucose increased 1 (0.09) (1)

Coma scale abnormal 1 (0.09) (2)

(Continued)
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Time to Clinical Cure
Out of 1081 patients in the mITT population, 1048 (96.9%) patients achieved a clinical cure. The median time to clinical cure
was 7 days (95% confidence interval [CI]=7.0, 7.0). Figure 2 represents the Kaplan–Meier survival curve for time to clinical
cure. Additional details on subgroups are provided in the Supplementary Results.

Table 2 (Continued).

SOC/PT Favipiravir
N=1083
n (%) (E)

Neutrophil count increased 1 (0.09) (1)

Oxygen saturation decreased 1 (0.09) (1)

White blood cell count increased 1 (0.09) (1)

Metabolism and nutrition disorders 1 (0.09) (1)

Decreased appetite 1 (0.09) (1)

Musculoskeletal and connective tissue disorders 12 (1.11) (19)

Arthralgia 8 (0.74) (8)

Muscle spasms 2 (0.18) (2)

Myalgia 9 (0.83) (9)

Nervous system disorders 19 (1.75) (20)

Ageusia 1 (0.09) (1)

Dizziness 4 (0.37) (4)

Headache 15 (1.39) (15)

Psychiatric disorders 3 (0.28) (3)

Anxiety 3 (0.28) (3)

Renal and urinary disorders 1 (0.09) (1)

Dysuria 1 (0.09) (1)

Respiratory, thoracic, and mediastinal disorders 2 (0.18) (3)

Pneumonia aspiration 1 (0.09) (2)

Rales 1 (0.09) (1)

Skin and subcutaneous tissue disorders 9 (0.83) (9)

Rash 7 (0.65) (7)

Skin irritation 2 (0.18) (2)

Notes: A patient with multiple AEs was counted only once in the “at least one event” row. At each level of summarization,
a patient with multiple AEs within SOC/PTwas counted only once. SOCs were presented alphabetically; PTs were sorted
within the primary SOC by descending frequency. Percentages were based on the number of patients in the safety analysis
set.
Abbreviations: AE, adverse event; E, the total number of events in the safety analysis set; PT, preferred term; SOC,
system organ class.
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Rate of Clinical Cure
Clinical cure by day 7 was achieved by more than half (56.7%) of the patients of the mITT population (Table S1). By day
10 and day 14, 924 (85.5%) and 1036 (95.8%) patients achieved clinical cure, respectively. The rate of clinical cure on
day 4, day 7, day 10, and day 14 in the mITT population is depicted in Figure 3.

Table 3 Treatment-Emergent Adverse Events Leading to Dose Modification/
Discontinuation of Treatment

Treatment-Emergent Adverse Events Favipiravir
N=1083
n (%) (E)

Number of patients with at least one TEAE 4 (0.37) (6)

Gastrointestinal disorders 2 (0.18) (2)

Gastritis 2 (0.18) (2)

Investigations 2 (0.18) (4)

Alanine aminotransferase increased 2 (0.18) (2)

Aspartate aminotransferase increased 2 (0.18) (2)

Notes: A patient with multiple AEs was counted only once in the “at least one event” row. At each level of
summarization, a patient with multiple AEs within SOC/PT was counted only once. SOCs were presented
alphabetically; PTs were sorted within the primary SOC by descending frequency. Percentages were based
on the number of patients in the safety analysis set. AEs with a start date on or after the date of the first
study treatment administration were counted.
Abbreviations: AE, adverse event; E, the total number of events in the safety analysis set; PT, preferred
term; SOC, system organ class; TEAE, treatment-emergent adverse event.

100

80

60

40

20

0

0 2 4 6 8 10 12 14 16

Censored

Time(d)

C
om

po
si

te
 R

at
e 

(%
)

FAVIPIRAVIR

Figure 2 Time to clinical cure.

International Journal of General Medicine 2022:15 https://doi.org/10.2147/IJGM.S349241

DovePress
4557

Dovepress Reddy et al

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com/get_supplementary_file.php?f=349241.docx
https://www.dovepress.com
https://www.dovepress.com


Time to Resolution of Pyrexia
The median time to resolution of pyrexia in the present study was 4 days. The Kaplan–Meier survival curve for time to
resolution of pyrexia in the mITT population is presented in Figure 4. Additional details on subgroups are provided in the
Supplementary Results.
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Figure 3 Rate of clinical cure at days 4, 7, 10, and 14.
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Requirement of Oxygen Support
Out of 1081 patients in the mITT population, 15 patients (1.4%) required some form of oxygen support (Table 4).
Auxiliary oxygen therapy, NIV, and MV were required by 1.0%, 0.6%, and 0.1% of patients, respectively. A sequential
form of oxygen therapy as AOT→NIV→MVand AOT→NIV was required by two patients. In the present study, ECMO
was not required by any of the patients.

Table 4 Percentage of Patients Requiring AOT/NIV/MV/ECMO Support by Visit

Parameter Visit Statistics Favipiravir
N=1081
n (%)

Overall oxygen therapy Day 4 n (%) 7 (0.6)

95% CI (0.3, 1.3)

Day 7 n (%) 14 (1.3)

95% CI (0.7, 2.2)

Day 10 n (%) 15 (1)

95% CI (0.8, 2.3)

Day 14 n (%) 15 (1.4)

95% CI (0.8, 2.3)

AOT Day 4 n (%) 4 (0.4)

Day 7 n (%) 10 (0.9)

Day 10 n (%) 11 (1.0)

Day 14 n (%) 11 (1.0)

NIV Day 4 n (%) 3 (0.3)

Day 7 n (%) 5 (0.5)

Day 10 n (%) 6 (0.6)

Day 14 n (%) 6 (0.6)

MV Day 4 n (%) 0

Day 7 n (%) 0

Day 10 n (%) 1 (0.1)

Day 14 n (%) 1 (0.1)

ECMO Day 4 n (%) 0

Day 7 n (%) 0

Day 10 n (%) 0

Day 14 n (%) 0

Notes: Percentages were based on the total number of patients in the mITT population. 95% Confidence interval
was calculated using binomial proportion (exact method). Patients requiring more than oxygen support were
counted only once under overall oxygen therapy.
Abbreviations: AOT, auxiliary oxygen therapy; ECMO, extracorporeal membrane oxygenation; mITT, modified
intent-to-treat; MV, mechanical ventilation; N, number of patients in mITT; NIV, noninvasive ventilation.
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Time to Hospital Discharge
Out of 1081 patients in the mITT population, 83 patients (7.7%) required hospitalization. The median time to hospital
discharge was 10 days (95% CI=9.0, 11.0). Additional details on subgroups are provided in the Supplementary Results.

All-Cause Mortality Rate at Day 7, 14, and 28
In the present study, no deaths were reported on day 7 and 14. Death was reported in only one patient (0.1%) by day 28
(95% CI=0.0, 0.5), and it was unrelated to favipiravir.

Discussion
Several clinical trials are ongoing for repurposing different antiviral agents such as favipiravir for the treatment of
COVID-19.10,11 The present study was a postmarketing study for the evaluation of the safety and efficacy of favipiravir
in adult Indian patients with mild-to-moderate COVID-19 in a real-world setting. A majority of the patients (97.4%) in
the present study had mild COVID-19, which was contrary to the Japanese observational study where only 45.2% of the
patients had mild COVID-19.12 This may be attributed to a variation in the definition of COVID-19 severity across
countries. The majority of the patients (59.7%) in the present study were males, which was comparable with the Japanese
observational study (67.1%).(12) HTN was the most common comorbidity observed in the present study (11.2%),
whereas the Japanese observational study had reported DM to be the most predominant comorbidity (24.4%).(12)
Clinical symptoms at baseline were reported by all patients in the present study, as opposed to 70% of patients that
had clinical symptoms at baseline in an open-label study conducted in China.13

All AEs were TEAEs in the present study with 11.9% of patients reporting at least one TEAE, which was comparable
to the findings from the Chinese RCT (11.4%),13 but was less than that of a Japanese observational study (24.6%)(12), a
Thai observational study (61.9%),14 an RCT by Chen et al (31.9%),15 and an Indian phase 3 trial (28.8%).6 Favipiravir
has been reported to be well-tolerated in Indian patients with mild COVID-19 in real-world settings, wherein elevated
liver transaminases (5%) and diarrhea (1.8%) were the most frequently reported TEAEs.7 A retrospective cohort study in
Indian COVID-19 patients with mortality-associated risk factors reported that favipiravir was well, with diarrhea being
the most common TEAE.8 In the present study, asthenia, headache, gastritis, diarrhea, nausea, and vomiting were the
most commonly reported AEs, which was contrary to other studies on favipiravir, wherein asymptomatic, transient
increases in the levels of uric acid and liver enzymes were the common AEs.6,12,15 The low prevalence of asymptomatic,
transient elevation in laboratory parameters in the present study might be due to the non-interventional and real-world
nature of the study. Another reason could be the fact that as the treating physicians may not have deemed laboratory
investigations necessary as the patients had mild COVID-19 (97.4% of patients had mild COVID-19).

A majority of the patients reported AEs with mild intensity, whereas TEAEs leading to dose modification or
discontinuation of treatment were reported by a very small proportion of patients (0.37%) in the present study. Our
finding corroborates the good tolerability of favipiravir in the population. Overall, there were no new safety signals
reported with regard to the safety of favipiravir in the present postmarketing study.16

The median time to clinical cure with favipiravir was 7 days in the present study, which was greater compared to the
Indian phase 3 trial (3 days) and a retrospective Indian cohort study (5 days).6,7 In the present study, the median time to
clinical cure did not differ with disease severity (ie, mild vs moderate). The Indian phase 3 trial had reported a median
time to clinical cure of 3.5 days in patients with moderate COVID-19.6 Possible reasons that could have contributed to a
time to clinical cure of 7 days were: a more symptomatic population, patients in the outpatient department or undergoing
home management, and outcomes were patients reported, which were contrary to the phase 3 Indian study.6

In a recent RCT of an antibody cocktail therapy involving casirivimab and imdevimab (REGEN-COV) in patients with
mild-to-moderate COVID-19, the median time to symptom resolution was 10 days with the cocktail therapy compared to 14
days with placebo.16 In another RCTwith ivermectin in patients with mild COVID-19, the time to clinical cure was 10 days
(9–13 days) in the ivermectin group and 12 days (9–13 days) in the placebo group.17 In the indirect comparison, favipiravir
appears to facilitate rapid clinical improvement. A single center study in Bangladesh reported that favipiravir in combina-
tion with remdesivir and plasma was effective in critically ill patients with COVID-19.18
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The clinical cure rate with favipiravir at day 7 was 56.7% in the present study, which was similar to that of the Chinese
RCT (61.2%),15 and lower compared to that of the Japanese observational study (70.2%),12 Indian phase 3 trial (≈70%),6

and Indian retrospective cohort study (90.5%).7 The clinical cure rate at day 14 in the present study (95.8%), which was
similar to that of the Indian retrospective cohort study (94.7%),7 but higher compared to that of the Japanese observational
study (86.1%)12 and the Indian phase 3 trial (≈89%).6 Real-world evidence in Indian patients with COVID-19 show that the
rate of clinical improvement was >90% by day 10.19 Subjective assessment of symptoms by patients to determine clinical
improvement is likely to be the important reason for a slight delay in the rate of clinical cure in the present study compared
to that of other studies.

The time to resolution of pyrexia in the present study was 4 days, whereas it was 6 days in a Chinese RCT15 and 2
days in a Russian RCT.20 Fever is one of the cardinal symptoms in patients with COVID-19. Multivariate logistic
analysis showed that body temperature (>99.5°F) in patients with mild disease has higher odds (odds ratio = 1.24, p =
0.002) for progression to the severe stage.21 Early control of fever as a surrogate measure for disease progression in this
study has supported the effectiveness of favipiravir in COVID-19.

The requirement of supplemental oxygen is one of the surrogate markers for severe illness or disease progression.22

The present study reported that only 1.4% of patients required supplemental oxygen, which was lower than other studies.
In the study conducted in Thailand, approximately 12.7% of patients on favipiravir needed ECMO or invasive MV,14

whereas the Chinese RCT reported a requirement of AOT and noninvasive MV in 18.0% of patients in the favipiravir
group.15 In the Indian phase 3 study, <10% of patients required supplemental oxygen with a statistically significant delay
in the need for first oxygen in the favipiravir group, compared to that of the control group.6 None of the patients in a
multicenter, randomized study in Egypt and in the Chinese RCT required oxygen support.23,24

The median time to hospital discharge was 10 days in the present study, which was comparable to that of the Indian
phase 3 trial, which reported a median time of 9 days.12 The reason for an extended time to hospital discharge compared
to time to clinical cure was variations in discharge policies across different states in India. A multicenter randomized
study from Egypt reported a mean (±SD) duration of hospital stay of 13.29 (±5.86) days in patients in the favipiravir
group.23 In the present study, no deaths were reported on day 7 and day 14. Death was reported in only one patient by day
28, which was not related to favipiravir. A multicenter observational study in Thailand reported three deaths on day 28,
with superimposed infection being the main cause of death.14 A retrospective, single center study in Bangladesh reported
that mortality was lower in patients with COVID-19 receiving favipiravir compared with the those receiving
remdesivir.25

There were several limitations to this postmarketing study. First, it was an open-label, observational study with no
control group. Second, the subjective definition of clinical cure may have contributed to assessment bias. However, the
key strength of the present study was its large sample size and the inclusion of a heterogeneous population with
comorbidities, which simulates a real-world scenario and evaluates the safety and efficacy of favipiravir.

Conclusion
The present study showed that favipiravir is a safe antiviral drug for the treatment of mild-to-moderate COVID-19. No
new safety signals or concerns were observed, other than the known adverse drug reactions. Based on our results and
previous clinical studies, favipiravir promises to serve as a therapeutic agent for the management of mild-to-moderate
COVID-19.
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