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China
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Multicenter, open label RCIT, n =127

Int: Lopinavir-ritonavir (400 mg and 100 mg)
twice dalily, ribavirin 400 mg twice daily and
three doses of eight million iu interferon
beta-1b on alternate days for three doses
Ctr: Lopinavir-ritonavir (400 mg and

100 mg) twice daily for 7-14 days

Open label single-center RCT, n = 89
Int 1: Novaferon (20 pg) twice daily
Int 2: Novaferon (20 pg) twice

daily + lopinavir/ritonavir (400 mg and
100 mg) twice daily

Ctr: Lopinavir-ritonavir (400 mg and
100 mg) twice daily

Open label single-center RCT, n = 89

Int 1: Antiviral therapy + baloxavir marboxil
80 mg daily for 4 days and on day 7 if
needed

Int 2: Antiviral therapy + favipiravir with
loading dose of 1600 mg followed by

600 mg three times daily up to 14 days
Ctr: current antiviral treatment (drug, dose
and frequency not stated)

Unclear

Moderate to severe

Unclear

Ctr. control: Int, intervention: MD, difference; 95% Cl, 95% confidence interval.

Time to achieve a negative RI-PCR
result for SARS-CoV-2 in a
nasopharyngeal swab sample.

SARS-CoV-2 clearance rates in
COVID-19 patients assessed on day 6
of antiviral treatment.

Number of people with viral negative at
day 14

Time to clinical improvement defined as
2 point improvement on a
seven-category ordinal scale or live
discharge from the hospital

‘Iime to achieve negative RI-PCR
result for SARS-CoV-2, median
days (IQR)

Int: 7 (6-11)

Ctr: 12 (8-15)

Hospital stay, median days (IQR)
Int: 9.0 (7.0-13.0)

Ctr: 14.5 (9.3-16.0)

SARS-CoV-2 clearance at day 3,
n (%)

Int1: 5 (16.3)

Int 2: 11 (36.7)

Ctr: 3(10.3)

SARS-CoV-2 clearance at day 6,
n (%)

Int 1: 15 (50.0)

Int 2: 18 (60.0)

Ctr: 7 (24.1)

SARS-CoV-2 clearance at day 9,
n (%)

Int1: 17 (66.7)

Int 2: 21 (70.0)

Ctr: 15 (561.7)

Median time to SARS-CoV-2
clearance, days

Int1: 6

Int2: 6

Ctr: 9

Viral negative at day 14, n (%)
Int1: 7 (70)

Int2: 7 (77)

Ctr: 10 (100)

Time to clinical improvement
median days, (IQR)

Int 1: 14 (6-49)

Int 2: 14 (6-38)

Ctr: 14 (6-49)

Adverse events, n (%)

Int: 41 (48)

Ctr: 20 (41)

Severe adverse events, n (%)
Int: 0 (0)

Ctr:1 (2

Adverse events, n (%)

Int 1: 0 (0)

Int 2: 3 (10.0)

Ctr: 4 (13.8)

Severe adverse events, n (%)
Int 1: 0 (0)

Int 2: 0 (0)

Ctr: 0 (0)

Adverse events, n (%)

Int 1: 10 (100)

Int 2: 8 (88)

Ctr: 9 (90)

Severe adverse events, n (%)
Int1: 0 (0)

Int 2: 0 (0)

Ctr: 0 (0)
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Multi-center RCT, n = 237

Int: Remdesivir 200 mg loading dose on
day 1 is given, followed by 100 mg iv
once-daily maintenance doses for

9 days + concomitant use of
lopinavir-ritonavir, interferons, or
corticosteroids

Ctr: Placebo for 10 days + concomitant
use of lopinavir-ritonavir, interferons, or
corticosteroids

Multi-center RCT in Europe, Asia, and
America, n = 1,107

Int: Remdesivir 200 mg loading dose on
day 1 is given, followed by 100 mg iv
once-daily maintenance doses for 9 days
Ctr: Placebo for 10 days

Open label multi-center RCT in Europe,
Asia and America, n = 397

Int: Remdesivir 200 mg loading dose on
day 1 is given, followed by 100 mg iv
once-daily maintenance doses for 4 days
Ctr: Remdesivir 200 mg loading dose on
day 1 is given, followed by 100 mg iv
once-daily maintenance doses for 4 days

Severe

Moderate to severe

Moderate to severe

Time to clinical improvement within 28 days after
randomization

Time to recovery, defined as the first day, during the
28 days after enrolment, on which a patient
satisfied categories 1, 2, or 3 on the eight-category
ordinal scale.

Clinical status on day 14, assessed on a 7-point
ordinal scale on the following 1, death; 2,
hospitalized, receiving invasive mechanical
ventilation or ECMO; 3, hospitalized, receiving
non-invasive ventilation or high-flow oxygen
devices; 4, hospitalized, requiring low-flow
supplemental oxygen; 5, hospitalized, not requiring
supplemental oxygen but receiving ongoing
medical care (related or not related to COVID-19);
6, hospitalized, requiring neither supplemental
oxygen nor ongoing medical care (other than that
specified in the protocol for remdesivir
administration): and 7, not hospitalized

Time to clinical improvement,
median (IQR)

Remdesivir: 21 (13-28)
Placebo: 23 (15-28)

Early symptom resolution, n (%)
Remdesivir: 8 (11)

Placebo: 7 (15)

Clinical improvement rates
Day 7, n (%)

Remdesivir: 4 (3)

Placebo: 2 (2)

Day 14

Remdesivir: 42 (27)

Placebo: 18 (23)

Day 28

Remdesivir: 103 (65)
Placebo: 45 (58)

Duration of mechanical ventilation

in days, median (IQR)
Remdesivir: 7.0 (4.0-16.0)
Placebo: 15.5 (6-21.0)

28 days mortality, n (%)
Remdesivir: 22 (14)
Placebo: 10 (13)

Time to recovery, median (95% CI)

Remdesivir: 11 (9-12)
Placebo: 15 (13-19)

No of recoveries, n (%)
Remdesivir: 334 (63.3)
Placebo: 273 (52.4)
Mortality at day 14, n (%)
Remdesivir: 32 (5.9)
Placebo: 54 (10.4)

Time to clinical improvement,
median

Remdesivir 5 days: 10
Remdesivir 10 days: 11

Adverse events, n (%)
Remdesivir: 102 (66)
Placebo: 50 (64)

Severe adverse events, n (%)
Remdesivir: 28 (18)

Placebo: 9 (6)

Adverse events, n (%)
Remdesivir: 156 (28.8)
Placebo: 172 (33.0)

Severe adverse events, n (%)
Remdesivir: 114 (21.1)
Placebo: 141 (27.0)

Adverse events, n (%)
Remdesivir 5 days: 141 (70)
Remdesivir 10 days: 145 (74)
Severe adverse events, n (%)
Remdesivir 5 days: 42 (21)
Remdesivir 10 days: 68 (35)
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Study ID, Country

Cao et al. (2020)
China

Chen C. et al.

(2020)

China
ChiCTR2000030254
Li et al. (2020)
China
NCT04252885

Study design

Open label single center RCT,
n=199

Int: Lopinavir—ritonavir (400 mg and
100 mg) twice daily for 14 days
with standard care

Ctr: Standard care comprising of as
necessary supplemental oxygen,
non-invasive and invasive
ventilation, antibiotic agents,
Vasopressor support,
renal-replacement therapy, and
extracorporeal membrane
oxygenation (ECMO)

Open label multi-center RCT,

n =240

Int: Favipiravir 1600 mg twice daily
on day 1, then 600 mg twice daily
for 7-10 days with standard care
Ctr: Umifenovir 200 mg three times
daily for 7-10 days with standard
care

Open label single-centre RCT,
n=_86

Int 1: Lopinavir-ritonavir (400 mg
and 100 mg) twice daily for

7-14 days with standard care and
oxygen therapy if needed

Int 2: Umifenovir 200 mg three
times daily for 7-14 days with
standard care and oxygen therapy
if needed

Ctr: Standard care and oxygen
therapy if needed (no antivirals)

Disease severity

Severe

Mild and moderate

Mild and moderate

Primary outcome

Time to clinical improvement on

two points (from randomization) on the

following seven scale category or live

discharge

1. Not hospitalized with resumption of
normal activities;

2. Not hospitalized, but unable to resume
normal activities

3. Hospitalized, not requiring
supplemental oxygen

4. Hospitalized, requiring supplemental
oxygen

5. Hospitalized, requiring nasal high-flow
oxygen therapy, non-invasive
mechanical ventilation, or both

6. Hospitalized, requiring ECMO, invasive
mechanical ventilation, or both

7. Death

Clinical recovery defined as

e Normal body temperature for more than
3 days, with axillary
temperature < 36.6°C

e Respiratory rate < 24 times/min

e Oxygen saturation > 98%

e Mild or no cough

Time to negative detection of
SARS-CoV-2 nucleic acid at day 21

Efficacy outcomes

Median time to clinical improvement
Int: 15 days

Ctr: 16 days

Hazard ratio: 1.39, 95% CI: 1.00-1.91
Mortality

Int: 19 (19.2%)

Ctr: 25 (25.0%)

MD: —5.8%; 95% Cl: —17.3t0 5.7.
Median ICU length of stay

Int: 6 (2 to 11)

Ctr: 11 (7 to 17)

MD: —5 days; 95% Cl: =9 to 0
Number with clinical improvement at
14 days

Int: 45 (45.5)

Ctr: 30 (30.0)

MD: —15.5; 95% Cl: 2.2 t0 28.8
Median hospital stay

Int: 14 (12 to 17)

Ctr: 16 (13to 18)

MD: 1,95% Cl: 0to 2

Clinical recovery at day 7, n (%)
Favipiravir: 71 (61.2%)
Umedipavir: 62 (51.7%)

Mean time to negative conversion of
SARS-CoV-2, mean (SD)
Lopinavir/ritonavir: 9.0 (5.0)
Umifenovir: 9.1 (4.4)

Ctr:9.3(6.2)

Difference between group: p = 0.98
Rate of positive to negative conversion
at day 7, total patients, n (%)
Lopinavir/ritonavir: 12 (35.3)
Umifenovir: 13 (37.1)

Ctr: 7 (41.2)

Rate of positive to negative conversion
at day 14, total patients, n (%)
Lopinavir/ritonavir: 29 (85.3)
Umifenovir: 32 (91.4)

Ctr: 13 (76.5)

Safety outcomes, n (%)

Any adverse event (any grade),
n (%)

Int: 46 (48.4)

Ctr: 49 (49.5)

Any adverse event (Grade 3 or
4), n (%)

Int: 20 (21.1)

Ctr: 11 (11.1)

Serious adverse event (any
grade), n (%)

Int: 19 (20.0)

Ctr: 32 (32.3)

Serious adverse event (Grade 3
or 4), n (%)

Int: 17 (17.9)

Ctr: 31 (31.3)

Adverse effect (all)
Total patients, n (%)
Favipiravir : 37 (31.9)
Umedipavir: 28 (23.3)
Total events, n
Favipiravir : 43
Umedipavir: 33

Adverse effect (all)

Total patients
Lopinavir/ritonavir: 12 (35.3)
Umifenovir: 5 (14.3)

Ctr: 0(0)

Serious adverse effect (all)
Total patients
Lopinavir/ritonavir: 1 (2.9)
Umifenovir: 0 (0)

Ctr: 0 (0)





