Appendix 4. Subgroup and Sensitivity Analyses

RAS antagonists Not on RAS antagonists Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.22.1 Us
Ip 2020Apr24 prepr 137 460 262 669 16.2% 0.66 [0.51, 0.85] —
Richardsan 2020 (1) 87 413 141 953 15.9% 1.54 [1.14, 2.07] —
Subtotal (95% CI) 873 1622 32.1% 1.00 [0.44, 2.30] —eca————
Total events 224 403

Heterogeneity: Tau® = 0.34; Chi* = 18.15, df = 1 {P < 0.0001); I* = 94%
Test for overall effect: £ = 0.01 (P = 1.00)

1.22.2 China

Feng 2020a (Apr8 prepr} 1 16 16 458 3.4% 0.14 [0.02, 1.13] +

Feng 2020b 4 EE 27 62 7.7% 0.18 [0.06, 0.57] +

Guo 2020 9 14 27 47 7.2% 1.33 [0.39, 4.59]

Li 2020 57 115 116 247 14.6% 1.11 [0.71, 1.73] —
Liu 2020Mar20 prepr {2) 7 22 21 398 B.2% 0.40 [0.13, 1.20]

Meng 2020 4 17 12 25 B.3% 0.33 [0.08, 1.31] +

Yang 2020 15 43 35 B3 11.2% 0.73[0.34, 1.58] =

Zeng 2020AprG preprint (3) 15 28 15 47 9.3% 2.46 [0.94, 6.45] -
Subtotal (95% CI) 288 599 67.9% 0.66 [0.36, 1.20] R o =
Total events 112 2640

Heterogeneity: Tau? = 0.44; Chi* = 20.30, df = 7 (P = 0.005); I’ = 66%
Test for overall effect: £ = 1.37 (P = 0.17)

Total (95% CI) 1161 2221 100.0% 0.77 [0.50, 1.19] *
Total events 336 672

Heterogeneity: Tau? = 0.29; Chi® = 38.79, df = 9 (P < 0.0001); 1> = 77% i f i i i

Test fi Il effect: Z=1.17 (P = 0.24) Ll Die Wi 1 £ 3
eal Tan oVl PUBthe = s N Favours RAS antag Favours Not on RAS antag

Test for subgroup differences: Chi* = 0.65, df = 1 (P = 0.42), I' = 0%

Footnotes

(1) Median number of medications = 3{IQR 0-7)

(2) Other antiHTN (n=39/78) + Mo drug (n=17/78)

(3) RAS group: 25% also on BB, 29%, on CCB; 14%, on diuretics, vs. Non-RAS group: 25%, on BB; 87%, on CCB

Figure 1. RAS antagonist vs Not on RAS antagonist: Severe COVID (Subgroup analysis based on country).



RAS antagonists Not on RAS antagonists Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.23.1 Chinese Mational Health Commission

Feng 2020b 4 33 27 b2 7.7% 0.18 [0.06, 0.57] +

Li 2020 57 115 116 247 14.6% 1.11 [0.71, 1.73} I E—

Liu 2020Mar20 prepr (1) 7 22 21 39 §.2% 0.40 [0.13, 1.20]

Meng 2020 4 17 12 25 6.3% 0.33 [0.08, 1.31]) +

Yang 2020 15 43 35 83 11.2% 0.73 [0.34, 1.58]

Subtotal (35% CI) 230 456 48.0% 0.53 [0.27, 1.03] —===EiE———

Total events 87 211

Heterogeneity: Tau® = 0.36; Chi® = 11.55, df = 4 (P = 0.02); I* = 65%
Test for overall effect: Z = 1.87 (P = 0.06}

1.23.2 Other definition

Feng 2020a (Apr8 prepr} 1 16 16 49 3.4% 0.14 [0.02, 1.13]

Guo 2020 9 14 27 47 7.2% 1.33 [0.39, 4.59]

Ip 2020Apr24 prepr 137 460 262 669  16.2% 0.66 [0.51, 0.85] —

Richardson 2020 (2} 87 413 141 953 15.9% 1.54 [1.14, 2.07] —
Zeng 2020Apr6 preprint (3) 15 28 15 47 9.3% 2.46 [0.94, 6.45] .
Subtotal (95% CI) 931 1765 52.0% 1.07 [0.56, 2.05] ==
Total events 249 461

Heterogeneity: Tau® = 0.35: Chi® = 25.42, df = 4 (P < 0.0001); I¥ = B4%
Test for overall effect: Z = 0.20 (P = 0.84)

Total (95% CI) 1161 2221 100.0% 0.77 [0.50, 1.19] =
Total events 336 672

Heterogeneity: Tau® = 0.29; Chi = 38.79, df = 9 (P < 0.0001); I* = 77% l t t : }

Test fi Il effect: 7P 4 01 &2 %3 & |
est for overall effect: Z = 1.17 (P = 0.24) Favours RAS antag Favours Not on RAS antag

Test for subgroup differences: Chi* = 2.21, df = 1 (P = 0.14), I = 54.7%

Footnotes

(1) Other antiHTN (n=39/78) + Mo drug (n=17/78)

{2} Median number of medications = 3(I0QR -7}

(3) RAS group: 25% also on BB; 29%, on CCB; 14%, on diuretics, vs. Non-RAS group; 25%, on BB; 87%, on CCB

Figure 2. RAS antagonist vs Not on RAS antagonist: Severe COVID (Subgroup analysis based on definition of severity).



RAS antagonists Mot on RAS antagonists Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.24.1 Patients with known outcomes only

Feng 2020a (Apr& prepr) 1 16 16 448 3.4% 0.14 [0.02, 1.13] +—

Cuo 2020 9 14 27 47 7.2% 1.33 [0.39, 4.59] =

Ip 2020Apr24 prepr 137 460 262 669 16.2% 0.66 [0.51, 0.85] —

Subtotal (35% CI) 490 765 26.8% 0.66 [0.31, 1.41] e

Total events 147 305

Heterogeneity: Tau® = 0.21; Chi* = 3.38, df = 2(F = 0.18); I’ = 41%
Test for overall effect; Z = 1.08 (P = 0.28)

1.24.2 All patients

Feng 2020b 4 33 27 62 7.7% 0.18 [0.06, 0.57] + o

Li 2020 57 115 116 247 14.6% 1.11 [0.71, 1.73] —
Liu 2020Mar20 prepr {1} 7 22 21 35 8.2% 0.40[0.13, 1.20] =

Meng 2020 4 17 12 25 6.3% 0.33 [0.08, 1.31] * *

Richardsan 2020 (2) B7 413 141 953  15.9% 1.54 [1.14, 2.07] —
Yang 2020 15 43 35 83 11.2% 0.73 [0.34, 1.58] -

Zeng 20204pr6 preprint (3) 15 28 15 47 9.3% 2.46 [0.94, £.45] B
Subtotal (95% CI} 671 1456 73.2% 0.81 [0.47, 1.38] R aad
Total events 189 367

Heterogeneity: Tau® = 0.34; Chi’ = 24,14, df = 6 (P = 0,0005); I = 75%

Test for overall effect: 2 =0.78 (P = 0.43)

Total (95% CI) 1161 2221 100.0% 0.77 [0.50, 1.19] e

Total events 336 672

Heterogeneity: Tau® = 0.29; Chi® = 38.79, df = 9 {P < 0.0001); " = 77% l f i

Test for overall effect: Z = 1.17 (P = 0.24) LR 0.5 1
SR s s Favours RAS antag Favours Not on RAS antag

Test for subgroup differences: Chi* = 0.18, df = 1 (P = 0.67), I’ = 0%

Footnotes

(1) Other antiHTN (n=39/78) + No drug {n=17/78)

(2} Median number of medications = 3(IQR 0-7)

{3) RAS group: 25% also on BB, 29%, on CCB; 14%, on diuretics, vs, Non-RAS group: 25%, on BE; 87%, on CCB
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Figure 3. RAS antagonist vs Not on RAS antagonist: Severe COVID (Subgroup analysis based on inclusion only of patients with
known outcomes, i.e., discharged or died).



