Supplementary

Appendix 1 Search formulas

PubMed

(ncov OR covid OR 2019-nCoV OR COVID-19 OR (wuhan and coronavirus) OR sars-cov OR (2019 novel coronavirus))
AND (chloroquine or hydroxychloroquine)

Web of Science

TS = (ncov OR covid OR 2019-nCoV OR COVID-19 OR (wuhan and coronavirus) OR sars-cov OR (2019 novel
coronavirus)) AND TS = (chloroquine or hydroxychloroquine)

Embase

(ncov OR covid OR 2019 ncov' OR 'covid 19'/exp OR 'covid 19" OR (wuhan AND ('coronavirus'/exp OR coronavirus))
OR 'sars cov'/exp OR 'sars cov' OR '2019 novel coronavirus'/exp OR 2019 novel coronavirus' OR (2019 AND novel
AND ('coronavirus'/exp OR coronavirus))) AND (‘chloroquine'/exp OR chloroquine OR 'hydroxychloroquine'/exp OR
hydroxychloroquine)

Cochrane

#1 ncov OR covid OR sars-cov OR novel coronavirus
#2 chloroquine or hydroxychloroquine
#3 #1 and #2

MedRxiv

chloroquine or hydroxychloroquine

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Randomized controlled trial
Chend 0 0 Not estimable
ChenZ 0 0 Not estimable
Huang 1531 0565 41.3%  4.62[1.53,13.99] el
Tang 0 0 Not estimable
Subtotal (95% CI) 41.3%  4.62[1.53,13.99] —T T
Heterogeneity: Not applicable
Test for overall effect: Z= 2.71 (P = 0.007)
1.4.2 Observational study
ChenX 0.336 0.268 58.7% 1.40[0.83,2.37) -+
Gautret 0 0 Not estimable
Maheva 0 0 Not estimable
Rosenberg w AZM 0 0 Not estimable
Rosenberg wio AZM 0 0 Not estimable
Subtotal (95% ClI) 58.7% 1.40 [0.83, 2.37] <>
Heterogeneity: Not applicable
Test for overall effect: Z=1.25 (P = 0.21)
Total (95% Cl) 100.0%  2.29[0.72,7.27] e
Heterogeneity: Tau*= 0.52; Chi*= 3.65, df=1 (P = 0.06), F=73% 50 05 0=2 g 20’
Test for overall effect. Z=1.41 (P=0.16) : Favburs Control Favours HCQ/ICQ

Test for subaroup differences: Chi*= 3.65, df=1 (P=0.06), F=72.6%

Figure S1 A forest plot for time to discharge. Rosenberg w AZM (with AZM): “HCQ + AZM versus AZM alone”. Rosenberg w/o AZM
(without AZM): “HCQ alone versus neither of them”. SE, standard error; 95% CI, 95% confidence interval; IV, inverse variance; M-H,
Mantel-Haenszel; HCQ/CQ, hydroxychloroquine/chloroquine; AZM, azithromycin.
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Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
1.5.1 Randomized controlled trial
Chend 0 0 Not estimable
ChenZ 0 0 Not estimable
Huang 0 0 Not estimable
2 8

Tang 0.012 0278 100.0%  1.01(0.59,1.75] t
Subtotal (95% ClI) 100.0% 1.01 [0.59, 1.75]

Heterogeneity: Not applicable

Test for overall effect: Z= 0.04 (P = 0.97)

1.5.2 Observational study

ChenX 0 0 Not estimable
Gautret 0 0 Not estimable
Maheva 0 0 Not estimable
Rosenberg w AZM 0 0 Not estimable
Rosenberg wio AZM 0 0 Not estimable
Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% CI) 100.0% 1.01 [0.59, 1.75] ?

Heterogeneity: Not applicable | t 1 t |
P _ 0.05 02 1 5 20

Test for overall effect: Z= 0.04 (P=0.97) Favours Control Favours HCQ/CQ

Test for subaroup differences: Not applicable
Figure S2 A forest plot for time to symptom alleviation. Rosenberg w AZM (with AZM): “HCQ + AZM versus AZM alone”. Rosenberg w/
0o AZM (without AZM): “HCQ alone versus neither of them”. SE, standard error; 95% CI, 95% confidence interval; IV, inverse variance;
M-H, Mantel-Haenszel; HCQ/CQ, hydroxychloroquine/chloroquine; AZM, azithromycin.

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
1.6.1 Randomized controlled trial
Chend 0 0 Not estimable
ChenZ 0 0 Not estimable
Huang 0.885 0545 100.0%  2.42[0.83,7.05) ——
Tang 0 0 Not estimable
Subtotal (95% ClI) 100.0% 2.42[0.83,7.05] Ry

Heterogeneity: Not applicable
Test for overall effect. Z=1.62 (P=0.10)

1.6.2 Observational study

ChenX 0 0 Not estimable
Gautret 0 0 Not estimable
Maheva 0 0 Not estimable
Rosenberg w AZM 0 0 Not estimable
Rosenberg wio AZM 0 0 Not estimable
Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% Cl) 100.0%  2.42[0.83,7.05] =
Heterogeneity: Not applicable t t t i

0.05 0.2 5 20
Test for overall effect: Z=1.62 (P=0.10) Favours Control Favours HCQ/CQ

Test for subaroup differences: Not applicable

Figure S3 A forest plot for time to CT image improvement. Rosenberg w AZM (with AZM): “HCQ + AZM versus AZM alone”. Rosenberg
w/o AZM (without AZM): “HCQ alone versus neither of them”. SE, standard error; 95% CI, 95% confidence interval; IV, inverse variance;
M-H, Mantel-Haenszel; HCQ/CQ, hydroxychloroquine/chloroquine; AZM, azithromycin.
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HCQ/CQ Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

1.7.1 Randomized controlled trial

ChenJ 5 15 7 15 38.8% 0.57 [0.13, 2.50] L

ChenZ 25 3 17 31 46.2% 3.43[1.10,10.70] —
Huang 0 10 1 12 15.0% 0.37[0.01,9.98] ¢

Tang 0 0 0 0 Not estimable

Subtotal (95% CI) 56 58 100.0% 1.22[0.28, 5.29] ——T T
Total events 30 25

Heterogeneity: Tau®*= 0.87; Chi*= 4.36, df= 2 (P = 0.11); F=54%
Test for overall effect: Z=0.27 (P=0.79)

1.7.2 Observational study

ChenX 0 0 0 0 Not estimable

Gautret 0 0 0 0 Not estimable

Maheva 0 0 0 0 Not estimable

Rosenberg w AZM 0 0 0 0 Not estimable

Rosenberg wio AZM 0 0 0 0 Not estimable

Subtotal (95% CI) 0 0 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 56 58 100.0% 1.22[0.28, 5.29] =T T
Total events 30 25

Heterogeneity: Tau?= 0.87; Chi*= 4.36, df= 2 (P = 0.11); F= 54% =0 05 0:2 é 205
Test for overall effect: Z=0.27 (P = 0.79) ’ Fa{vors Control Favors HCQ/CQ

Test for subaroun differences: Not applicable
Figure S4 A forest plot for CT image improvement at day 7. Rosenberg w AZM (with AZM): “HCQ + AZM versus AZM alone”.
Rosenberg w/o AZM (without AZM): “HCQ alone versus neither of them”. SE, standard error; 95% CI, 95% confidence interval; IV,
inverse variance; M-H, Mantel-Haenszel; HCQ/CQ, hydroxychloroquine/chloroquine; AZM, azithromycin.

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
1.8.1 Randomized controlled trial
ChenJ 0 0 Not estimable
ChenZ 0 0 Not estimable
Huang 0 0 Not estimable
Tang 0 0 Not estimable

Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.8.2 Observational study

ChenX 0 0 Not estimable

Gautret 1.88707 1.52554 221% 6.60[0.33,131.29] = >
Maheva -0.09473 0.364782 77.9% 0.91 [0.44, 1.86) ——

Rosenberg w AZM 0 0 Not estimable

Rosenberg wfo AZM 0 0 Not estimable

Subtotal (95% CI) 100.0% 1.41[0.28, 7.05] e

Heterogeneity: Tau*= 0.73; Chi*=1.60, df=1 (P=0.21); F=37%
Test for overall effect: Z= 0.42 (P = 0.68)

Total (95% ClI) 100.0% 1.41[0.28,7.05] “’"

Heterogeneity: Tau®= 0.73; Chi*=1.60, df=1 (P=0.21); F=37% E 05 02 ; 5 20
Test for overall effect: Z=0.42 (P = 0.68) ’ Favoﬁrs HCQ/CQ Favours Control

Test for subaroup differences: Not applicable

Figure S5 A forest plot for disease progression (death or intensive care unit admission). Rosenberg w AZM (with AZM): “HCQ + AZM
versus AZM alone”. Rosenberg w/o AZM (without AZM): “HCQ alone versus neither of them”. SE, standard error; 95% CI, 95%
confidence interval; IV, inverse variance; M-H, Mantel-Haenszel; HCQ/CQ, hydroxychloroquine/chloroquine; AZM, azithromycin.
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Odds Ratio QOdds Ratio

Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI

1.10.1 Randomized controlled trial

Chend 0 2032 269% 1.00([0.02,53.66) ¢ >
ChenZ 0 2.0158 27.3% 1.00[0.02,51.98 ¢ +>
Huang 0 0 Not estimable

Tang 1.6363 1.5578 45.8% 5.14[0.24,108.80] L >
Subtotal (95% CI) 100.0%  2.11[0.27, 16.68] = e——

Heterogeneity: Tau®= 0.00; Chi*= 0.60, df= 2 (P = 0.74), F= 0%
Test for overall effect: Z= 0.71 (P = 0.48)

1.10.2 Observational study

ChenX 0 0 Not estimable
Gautret 0 0 Not estimable
Maheva 0 0 Not estimable
Rosenherg w AZM 0 0 Not estimable
Rosenherg wio AZM 0 0 Not estimable
Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% Cl) 100.0%  2.11[0.27, 16.68] ——’-_

Heterogeneity: Tau®= 0.00; Chi*= 0.60, df=2 (P = 0.74); F= 0% Nos 0=2 ; : 20
Test for overall effect: Z= 0.71 (P = 0.48) ) Favoﬁrs HCQ/CQ  Favours Control
Test for subaroup differences: Not applicable

Figure S6 A forest plot for serious adverse event. Rosenberg w AZM (with AZM): “HCQ + AZM versus AZM alone”. Rosenberg w/o AZM
(without AZM): “HCQ alone versus neither of them”. SE, standard error; 95% CI, 95% confidence interval; IV, inverse variance; M-H,

Mantel-Haenszel; HCQ/CQ, hydroxychloroquine/chloroquine; AZM, azithromycin.

A Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
2.1.1 Randomized controlled trial
ChenJ 0 2.032 4.8% 1.00([0.02,53.66) ¢ >
ChenZ 0 2.0158 Not estimable
Huang 01744 2.0433  47% 1.19[0.02,65.31) ¢ —*
Tang 0 2.0066 4.9%  1.00[0.02,51.05) + >
Subtotal (95% CI) 14.3%  1.06 [0.11, 10.50] e —

Heterogeneity: Tau®= 0.00; Chi*= 0.00, df= 2 (P =1.00); F= 0%
Test for overall effect: Z= 0.05 (P = 0.96)

2.1.2 Observational study

ChenX 0 0 Not estimable

Gautret 0.6633 1.6633 6.8%  1.94([0.07,50.57] >
Maheva -0.51553 0.820244 Not estimable

Rosenherg w AZM 0.879923 0.356489 38.3% 2.41[1.20, 4.85) ——
Rosenherg wio AZM -0.57536 0.308955 40.6% 0.56 [0.31,1.03) — ]

Subtotal (95% ClI) 85.7% 1.22[0.35, 4.25] R

Heterogeneity: Tau®= 0.80; Chi*= 9.65, df= 2 (P = 0.008); F=79%
Test for overall effect: Z= 0.31 (P =0.75)

Total (95% CI) 100.0% 1.17 [0.47, 2.92] ’-

Heterogeneity: Tau®= 0.44; Chi*= 9.66, df= 5 (P = 0.09); F= 48% E 05 02 ; 5 20
Test for overall effect: Z=0.34 (P=0.74) ’ Favoﬁrs HCQ/CQ Favours Control

Test for subaroup differences: Chi*= 0.01, df=1 (P = 0.92), F=0%

B Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.1 Randomized controlled trial
ChenJ 0 0 Not estimable
ChenZ 0 0 Not estimable
Huang 0.088926 0.481639 28.6% 1.09[0.43, 2.81) Eri
Tang -0.16724 0.192599 43.0% 0.85[0.58,1.23)
Subtotal (95% CI) 71.6% 0.88 [0.62, 1.24]

Heterogeneity: Tau®= 0.00; Chi*= 0.24, df=1 (P = 0.62); F=0%
Test for overall effect: Z=0.74 (P = 0.46)

2.2.2 Observational study

ChenX 0.076961 0.268011 Not estimahle
Gautret 1.204473 0486665 28.4% 3.34[1.28, 8.66) ———
Maheva 0 0 Not estimable
Rosenberg w AZM 0 0 Not estimahle
Rosenberg wio AZM 0 0 Not estimahle
Subtotal (95% Cl) 28.4% 3.34 [1.28, 8.66] =

Heterogeneity: Not applicable
Test for overall effect: Z= 2.47 (P = 0.01)

Total (95% CI) 100.0% 1.34 [0.60, 2.99] ’
] 1

Heterogeneity: Tau*= 0.35; Chi*=6.89, df=2 (P=0.03); F=71% -0.05 012 3 20-

Test for overall effect: Z=0.72 (P = 0.47) Favours Control Favours HCQ/CQ
Test for subaroup differences: Chi*= 6.64, df=1 (P=0.010), F= 84.9%

C HCQ/ICQ Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.3.1 Randomized controlled trial
ChenJ 13 15 14 15 17.9% 0.46 [0.04,5.75] ¢
ChenZ 0 0 0 0 Not estimable
Huang 7 10 7 12 23.9% 1.67 [0.28, 9.82] ol
Tang 33 75 44 75 33.5% 0.55[0.29, 1.06] — &
Subtotal (95% CI) 100 102 75.3% 0.62[0.34,1.12] <>
Total events 53 65

Heterogeneity: Tau®= 0.00; Chi*=1.36, df= 2 (P = 0.51), F= 0%
Test for overall effect: Z=1.58 (P=0.11)

2.3.2 Observational study

ChenX 0 0 0 0 Not estimable

Gautret 16 26 2 16 24.7% 11.20 [2.09, 60.04] =¥
Maheva 0 0 0 0 Not estimable

Rosenberg w AZM 0 0 0 0 Not estimable

Rosenberg wio AZM 0 0 0 0 Not estimable

Subtotal (95% CI) 26 16 24.7% 11.20 [2.09, 60.04] —— 1
Total events 16 2

Heterogeneity: Not applicable

Test for overall effect: Z= 2.82 (P = 0.005)

Total (95% CI) 126 118 100.0% 1.47 [0.33, 6.63] e

Total events 69 67

Heterogeneity: Tau?= 1.66; Chi*= 11.71, df= 3 (P = 0.008); F= 74% =0 05 0:2 é 205
Test for overall effect: Z= 0.50 (P = 0.62) ’ Fa{vors Control Favors HCQ/CQ

Test for subaroup differences: Chi*=10.16, df=1 (P = 0.001), F=90.2%

Figure S7 A forest plot for primary outcomes excluding non-peer reviewed articles. (A) All cause death; (B) time to viral clearance; (C) viral
clearance at day 7. Rosenberg w AZM (with AZM): “HCQ + AZM versus AZM alone”. Rosenberg w/o AZM (without AZM): “HCQ alone
versus neither of them”. SE, standard error; 95% CI, 95% confidence interval; IV, inverse variance; M-H, Mantel-Haenszel; HCQ/CQ,

hydroxychloroquine/chloroquine; AZM, azithromycin.
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