A. Hospitalization length, days

Favours No ACEI/ARB

ACEI/ARB No ACEI/ARB
First Author/Trial acronym (Country) Total Mean (SD) Total Mean (SD)
ARB only (recruited patients not taking ACEls/ARBs)
Nouri-Vaskeh, M (Iran) 41 4.57 (2.59) 39 7.30 (8.70)
Geriak, M (USA) 16 9.00 (6.75) 15 10.00 (7.75)
Random-effects model (Sub-group) 57 54
(0 =033 df =1; P = 0.5632; F = 0.0%)
ACEI/ARB continuation vs discontinuation
Bauer, A/ACEI-COVID (Austria and Germany) 100 12.25 (9.21) 104 10.33 (7.14)
Lopes, RD/BRACE CORONA (Brazil) 325 6.70 (6.30) 334 7.80 (7.40)
Najmeddin, F (Iran)® 28 5.30 (3.90) 29 8.00 (15.90)
Cohen, JB/REPLACE COVID (7 countries) 75 6.67 (6.05) 7 6.00 (5.29)
Random-effects model (Sub-group) 528 544
(Q=761;df =3, P=0.0547; F = 60.6%)
Random-effects model (Overall) 585 598
(Q =10.13; df = 5; P = 0.0717; F = 50.6%)

B. Severity
ACEI/ARB No ACEI/ARB

First Author/Trial acronym (Country)

(Events/Total)

(Events/Total)

Risk Ratio (95% CI)

Favours No ACEI/ARB

ARB only (recruited patients not taking ACEIs/ARBs)

Weight, %
Sub-group  Overall

76.5 14.9
235 6.3
100
24.7 19.1
38.9 315
6.6 4.8
29.8 23.4
100

100

Weight, %
Sub-group

Overall

Risk of Bias Domains

Duarte, M (Argentina) 9/78 24/80 0.38 (0.19; 0.77)
Nouri-Vaskeh, M (Iran) 8/41 9/39 0.85 (0.36; 1.97)
Geriak, M (USA) 1/16 2/15 0.47 (0.05; 4.65)
Puskarich, MA (USA, losartan 25 mg) 1/58 1/59 1.02 (0.07; 15.88)
Puskarich, MA (USA, losartan 50 mg)® 21/100 17/103 1.27 (0.78: 2.13)
Random-effects model (Sub-group) 40/293 53/296 0.75 (0.42; 1.35)
(Q=6.94;df =4; P =0.1391; F = 42.4%)

ACEI/ARB continuation vs discontinuation

Bauer, A/ACEI-COVID (Austria and Germany) 26/100 21/104 1.29 (0.78; 2.13)
Lopes, RD/BRACE CORONA (Brazil) 105/325 128/334 0.84 (0.68; 1.04)
Najmeddin, F (Iran)® 5/28 7/29 0.74 (0.27; 2.06)
Cohen, JB/REPLACE COVID (7 countries) 16/75 14/77 1.17 (0.62; 2.23)
Random-effects model (Sub-group) 152/528 170/544 0.92(0.76; 1.11)
(Q =309 df =3 P=03781; F = 2.9%)

Random-effects model (Total) 192/821 223/840 0.90 (0.71; 1.15)

(Q = 10.46; df = 8; P = 0.2339; F = 23.6%)

Figure 2.
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C. Mortality

ACEI/ARB No ACEI/ARB Weight, % Risk of Bias Domains

First Author/Trial acronym (Country) (Events/Total) (Events/Total) Risk Ratio (95% CI) Favours ACEI/ARB Favours No ACEI/ARB  Sub-group Overall 1 2 3 4 5 6
ARB only (recruited patients not taking ACEls/ARBs)

Duarte, M (Argentina) 3/70 16/71 0.19 (0.06; 0.62) — 29.4 11.0 ¢ - . . . *
Nouri-Vaskeh, M (Iran) 2/41 5/39 0.38 (0.08; 1.85) —_— T 229 7.1 . » * . . .
Geriak, M (USA) 1/16 1/15 0.94 (0.06; 13.68) 11.7 2.8 . . . . . .
Puskarich, MA (USA, losartan 25 mg) 0/58 0/59 Zero deaths 0.0 0.0 ® . . o . ®
Puskarich, MA (USA, losartan 50 mg)? 11/101 9/104 1.26 (0.54; 2.91) —_—T 36.1 17.3 “ . . ® . “
Random-effects model (Sub-group) 17/286 31/288 0.53 (0.18; 1.53) B — 100

(Q=7.00; df = 3; P = 0.0718; F = 57.2%)

ACEI/ARB continuation vs discontinuation

Bauer, A/ACEI-COVID (Austria and Germany) 12/100 8/104 1.56 (0.67; 3.66) —_— 28.4 17.0 . . . * . .
Lopes, RD/BRACE CORONA (Brazil) 9/325 9/334 1.03 (0.41; 2.56) _— 24.8 15.7 . . . . . o
Najmeddin, F (Iran)® 5/28 4/29 1.29 (0.39; 4.33) —|—o— 141 10.8 . . . B
Cohen, JB/REPLACE COVID (7 countries) 11/75 10/77 1.13 (0.51; 2.50) _— 32.6 183 . . . . . .
Random-effects model (Sub-group) 37/528 31/544 1.23(0.78; 1.94) 41:’_} 100

(Q = 0.50; df = 3; P = 0.9189; F = 0.0%)

Random-effects model (Total) 54/814 62/832 0.92 (0.58; 1.47) <= 100
(Q =10.52; df = 7; P = 0.1612; F = 33.4%) [ I

Figure 2. Continued.



