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Table 2. Risk of bias assessment

Randomization process
Deviations from intended interventions
Missing outcome data
Measurement of the outcome
Selection of the reported result
Overall

N | Study ID Experimental Comparator Outcome

N . ©® 0000 O..
1| Cao 2020 Lopinavir-Ritonavir Standard care Early mortality Low risk
2 | Wang 2020 Remdesivir Placebo Early mortality . . . . . . ?  Some concerns

. ., ® 0000 O..
3| Cao 2020 Lopinavir-Ritonavir Standard care Late mortality High risk
4 | Wang 2020 Remdesivir Placebo Late mortality . . . . . .

e s . ® 000 @
5 | Cao 2020 Lopinavir-Ritonavir Standard care 28 days mortality

Lopinavir-Ritonavir-Rivabirin- | Lopinavir- - - . . . D
6 | Hung 2020 Interferon Ritonavir 30 days mortality : ' S
7 | Wang 2020 Remdesivir Placebo 28 days mortality . . . . . .
g 000060

8 | Borba 2020 Chloroquine high dosage dosage 28 days mortality




9 | Horby 2020 Dexamethasone Standard care 28 days mortality
10| Li 2020 Convalescent plasma Standard care 28 days mortality
11 | Tomazini 2020 | Dexamethasone Standard care 28 days mortality

Clinical improvement

12| Cao 2020 Lopinavir-Ritonavir Standard care 7 days
Lopinavir-Ritonavir-Rivabirin- Lopinavir- Clinical improvement
13| Hung 2020 Interferon Ritonavir 7 days
Clinical improvement
14 | Wang 2020 Remdesivir Placebho 7 days
Clinical improvement
15| Li 2020 Convalescent plasma Standard care 7 days
Clinical improvement
16 | Spinner 2020 | Remdesivir Standard care 7 days
Clinical improvement
17 | Cao 2020 Lopinavir-Ritonavir Standard care 14 days
Clinical improvement
18 | Wang 2020 Remdesivir Placebo 14 days
Clinical improvement
19| Li 2020 Convalescent plasma Standard care 14 days
Clinical improvement
20 | Spinner 2020 | Remdesivir Standard care 14 days

Clinical improvement

21 | Cao 2020 Lopinavir-Ritonavir Standard care 28 days

Clinical improvement
22 | Wang 2020 Remdesivir Placebo 28 days

Clinical improvement
23 | Li 2020 Convalescent plasma Standard care 28 days

Clinical improvement
24 | Spinner 2020 | Remdesivir Standard care 28 days

Duration of
25 | Cao 2020 Lopinavir-Ritonavir Standard care ventilation
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26 | Wang 2020 Remdesivir Placebo ventilation
Duration of oxygen . 5 . . .
27 | Cao 2020 Lopinavir-Ritonavir Standard care support '
el X N XN
28 | Wang 2020 Remdesivir Placebho support
e - ®- 000
29 | Cao 2020 Lopinavir-Ritonavir Standard care Hospital stay
Lopinavir-Ritonavir-Rivabirin- | Lopinavir- 5 o . . .
30 | Hung 2020 Interferon Ritonavir Hospital stay ' !
31 | Wang 2020 Remdesivir Placebho Hospital stay . . . . .
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32 | Cao 2020 Lopinavir-Ritonavir Standard care Virus clearance
Lopinavir-Ritonavir-Rivabirin- Lopinavir- 2 ) . . .
33 | Hung 2020 Interferon Ritonavir Virus clearance ) )
34 | Wang 2020 Remdesivir Placebo Virus clearance . . . . .
. | N X X X
35 | Chen 2020 Hydroxychloroquine Standard care Virus clearance N
36 | Gautret 2020 | Hydroxychloroquine Standard care Virus clearance . . . . .
- - ® 6006
37 | Tang 2020 Hydroxychloroquine Standard care Virus clearance
38 | Li 2020 Convalescent plasma Standard care Virus clearance . . . . .
Severe adverse . - . . . s
39 | Cao 2020 Lopinavir-Ritonavir Standard care events ' N
Lopinavir-Ritonavir-Rivabirin- Lopinavir- Severe adverse 2 3 . . . 4 )
40 | Hung 2020 Interferon Ritonavir events ) ) N
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41 | Wang 2020 Remdesivir Placebo events
Severe adverse 2 P . . . -
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Severe adverse

43 | Tang 2020 Hydroxychloroquine Standard care events
Chloroquine low | Severe adverse

44 | Borba 2020 Chloroquine high dosage dosage events
Severe adverse

45 | Spinner 2020 | Remdesivir Standard care events
Severe adverse

46 | Tomazini 2020 | Dexamethasone Standard care events




Meta-analysis

Figure S.1. Forest plot of drugs employed in hospitalized patients with SARS-CoV-2 infection.

Comparison: Remdesivir versus Standard care or Placebo.

Outcome: Severe adverse events.

Remdesivir [Experimental] Standard care or placebo [Control] Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Spinner 2020 19 394 18 200 48.8% 0.51([0.26,1.00] —il—
Wang 2020 28 155 20 78 51.2% 064[0.33,1.23] —
Total (95% Cl) 549 278 100.0% 0.57 [0.36, 0.92] L=
Total events 47 38
Heterogeneity: Chi*=0.22, df=1 (P =0.64), F=0% N o 5 100

Test for overall effect: 2= 2.33 (P = 0.02)

Favours [experimental] Favours [control]

Figure S.2. Forest plot of drugs employed in hospitalized patients with SARS-CoV-2 infection.

Comparison: Hydroxychloroquine versus Standard care.

Outcome: Virological clearance at day 7.

Hydroxychloroquine [Experimental] Standard care [Control] Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chen 2020 33 75 43 75 399% 0.581[0.31,1.12] —&—
Gautret 2020 14 20 2 16 329% 16.33[2.80, 95.26) =
Tang 2020 13 15 14 15 27.2% 0.46 [0.04, 5.75] =
Total (95% Cl) 110 106 100.0%  1.64[0.17,15.67] g SR ——
Total events 60 59
Heterogeneity: Tau®= 3.21; Chi*=12.30, df= 2 (P=0.002); F= 84% o 01 10 100

Testfor overall effect: Z=0.43 (P = 0.67)

Favours [control] Favours [experimental]



Figure S.3. Forest plot of drugs employed in hospitalized patients with SARS-CoV-2 infection.
Comparison: Hydroxychloroquine versus Standard care.

Outcome: Severe adverse events.

HydroxychloroExperimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Chen 2020 4 15 3 15 76.2% 1.45[0.26, 8.01] i
Tang 2020 2 75 0 75 23.8% 514[0.24,108.81] = g
Total (95% CI) 90 90 100.0% 1.96 [0.44, 8.71] oS R
Total events ] 3

ity Chi2= = = E= I } t {
Heterogeneity: Chi*= 050, df=1 (P =0.48);, F=0% 001 01 ] 10 100

Testfor overall effect: Z=0.88 (P = 0.37) Favours [experimental] Favours [control]



Table 3. Excluded studies with reasons

Author Reference | Reason for excluding
Lecronier 2020 | ? retrospective
Saiz Rodriguez |2

2020 protocol
Duska 2020 3 protocol
Doggrell 2020 4 expert opinion article
Bosch Barrera  |°

2020 monograph
Liu 2020 6 protocol
Singh 2020 ! monograph
Maillart 2020 8 case report
Jean 2020 ° monograph
Abena 2020 10 monograph
Ahmad 2020 1 monograph
Plaze 2020 12 monograph
Wang 2020 13 protocol
Lother 2020 14 protocol
Thibodeaux 2020 | 1° case report
Shen 2020 16 case report
Martinez 2020 |’ monograph
Kakodkar 2020 | !8 review

Ye 2020 19 retrospective
Lai 2020 20 monograph
Gao 2020 21 letter
Simsek Yavuz 22

2020 review
Monteiro 2020  |* letter
Yousefifard 2020 |** review
Viveiros Rosa 25

2020 review
Gonzélez 2020 |* protocol
Sivapalam 2020 |#’ protocol
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