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Figure S1. Workflow of studies included in the meta-analysis.
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Figure S2. Forest plots depicting the relative risk (RR) of the (A) Primary efficacy outcome (all-cause mortality), (B) MACE and (C) primary safety outcome (major bleeding).
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Figure S3. Forest plots depicting the relative risk (RR) of the (A) cardiovascular mortality, (B) myocardial infarction and (C) ischemic stroke.
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Figure S4. Forest plots depicting the relative risk (RR) of (A) extracranial major bleeding, (B) hemorrhagic stroke, (C) gastrointestinal (GI) bleeding and (D) intracranial hemorrhage.
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Figure S5. Forest plot depicting the relative risk (RR) of cancer.
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Figure S6. Forest plot depicting the crude net clinical benefit (NCB) analysis.
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Table S1. Random-effect and fixed-effect models calculated for primary, secondary and exploratory outcomes.

	Event
	random-effect model
	fixed-effect model

	Myocardial infarction
	RR 0.86; 95% CI, 0.77-0.95; p=0.005; I2=50%
	RR 0.86; 95% CI, 0.80-0.92; p<0.0001; I2=50%

	Ischemic stroke
	RR 0.90; 95% CI, 0.82-0.99; p=0.03; I2=17%
	RR 0.90; 95% CI, 0.83-0.98; p=0.01; I2=17%

	MACE
	RR 0.91; 95% CI, 0.86-0.95; p<0.0001; I2=0%
	RR 0.91; 95% CI, 0.86-0.95; p<0.0001; I2=0%

	Cancer
	RR 1.05; 95% CI, 0.87-1.26; p=0.64; I2=54%
	RR 1.02; 95% CI, 0.94-1.11; p=0.61; I2=54%

	Cardiovascular death
	RR 0.99; 95% CI, 0.90-1.08; p=0.75; I2=0%
	RR 0.99; 95% CI, 0.90-1.08; p=0.75; I2=0%

	All-cause death
	RR 0.98; 95% CI, 0.93-1.02; p=0.26; I2=0%
	RR 0.98; 95% CI, 0.93-1.02; p=0.26; I2=0%

	Major bleeding
	RR 1.46; 95% CI, 1.30-1.64; p<0.00001; I2=31%
	RR 1.42; 95% CI, 1.31-1.54; p<0.00001; I2=31%
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A ALL-CAUSE MORTALITY

Aspirin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Primary Prevention Project 2001 62 2226 78 2269 1.8% 0.81[0.58, 1.13]
British Doctors' Study 1988 295 3429 163 1710 5.9% 0.90 [0.75, 1.08] —
JPAD 2017 34 1262 38 1277 0.9% 0.91[0.57, 1.43]
Hypertension Optimal Treatment Trial 1998 284 9399 305 9391 7.7% 0.93 [0.79, 1.09] .
POPADAD 2008 94 638 101 638 2.9% 0.93[0.72, 1.21] I
ASCEND 2018 748 7740 792 7740 21.6% 0.94 [0.86, 1.04] —
AAA 2010 176 1675 186 1675 5.1% 0.95 [0.78, 1.15] T
Women's Health Study 2005 609 19934 642 19942 16.3% 0.95 [0.85, 1.06] —
US Physicians' Health Study 1989 217 11037 227 11034 5.7% 0.96 [0.79, 1.15] e
JPPP 2014 297 7220 303 7244 7.9% 0.98 [0.84, 1.15] —
ARRIVE 2018 160 6270 161 6276 4.2% 0.99 [0.80, 1.23] s e
Thrombosis Prevention Trial 1998 216 2545 205 2540 5.8% 1.05[0.88, 1.26] T
ASPREE 2018 558 9525 494 9589 14.0% 1.14 [1.01, 1.28] —
Total (95% CI) 82900 81325 100.0% 0.98 [0.93, 1.02] <
Total events 3750 3695
Heterogeneity: Tau? = 0.00; Chi? = 10.54, df = 12 (P = 0.57); I = 0% 0’ 5 057 1’5 é
Test for overall effect: Z=1.12 (P = 0.26) : Favoui’s Aspirin Favours Cbntrol
B MACE
Aspirin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Primary Prevention Project 2001 45 2226 64 2269 1.5% 0.72 [0.49, 1.04]
US Physicians' Health Study 1989 320 11037 388 11034 10.3% 0.82[0.71, 0.95]
Hypertension Optimal Treatment Trial 1998 315 9399 368 9391 10.0% 0.86 [0.74, 0.99] —
Thrombosis Prevention Trial 1998 228 2545 260 2540 7.6% 0.88 [0.74, 1.04] I —
ASPREE 2018 329 9525 372 9589 10.3% 0.89[0.77, 1.03] e
Women's Health Study 2005 477 19934 522 19942 14.5% 0.91[0.81, 1.03] —
ASCEND 2018 542 7740 587 7740 17.3% 0.92[0.83, 1.03] =
JPAD 2017 76 1262 83 1277 2.4% 0.93 [0.69, 1.25] ——
JPPP 2014 193 7220 207 7244 5.8% 0.94 [0.77, 1.14] e e
ARRIVE 2018 208 6270 218 6276 6.3% 0.96 [0.79, 1.15] —_—
POPADAD 2008 127 638 132 638 4.6% 0.96 [0.77, 1.20] s —
AAA 2010 134 1675 136 1675 4.2% 0.99[0.78, 1.24] — T
British Doctors' Study 1988 258 3429 126 1710 5.2% 1.02 [0.83, 1.25] S —
Total (95% CI) 82900 81325 100.0% 0.91 [0.86, 0.95] <
Total events 3252 3463
Heterogeneity: Tau? = 0.00; Chi? = 6.58, df = 12 (P = 0.88); I° = 0% 0: 5 0:7 115 é
Test for overall effect: Z = 4.17 (P < 0.0001) : Favou.rs Aspirin Favours Céntrol
C MAJOR BLEEDING
Aspirin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI 1V, Random, 95% CI
POPADAD 2008 28 638 31 638 4.6% 0.90 [0.55, 1.49] —
ASCEND 2018 314 7740 245 7740 19.1% 1.28 [1.09, 1.51] =
Women's Health Study 2005 178 19934 132 19942 14.3% 1.35[1.08, 1.69] —
JPAD 2017 36 1262 27 1277 4.7% 1.35[0.82, 2.21] -
ASPREE 2018 361 9525 265 9589 19.8% 1.37[1.17, 1.60] -
Thrombosis Prevention Trial 1998 20 2545 13 2540 2.5% 1.54[0.77, 3.08] 7
AAA 2010 34 1675 20 1675 3.9% 1.70 [0.98, 2.94] |
US Physicians' Health Study 1989 48 11037 28 11034 5.2% 1.71[1.08, 2.73] —_—
ARRIVE 2018 69 6270 40 6276 6.9% 1.73[1.17, 2.54] —_—
Hypertension Optimal Treatment Trial 1998 136 9399 78 9391 11.2% 1.74 [1.32, 2.30] —_—
JPPP 2014 62 7220 34 7244 6.2% 1.83[1.21, 2.78] —_—
Primary Prevention Project 2001 24 2226 6 2269 1.6% 4.08[1.67, 9.96]
Total (95% CI) 79471 79615 100.0% 1.46 [1.30, 1.64] ‘
Total events 1310 919
Heterogeneity: Tau? = 0.01; Chi? = 16.03, df = 11 (P = 0.14); I = 31% (; 1 052 055 é é 16

Test for overall effect: Z = 6.46 (P < 0.00001) Favours Aspirin Favours Control
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A

CARDIOVASCULAR MORTALITY

Aspirin Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI 1V, Random, 95% CI

Primary Prevention Project 2001 17 2226 31 2269 2.2% 0.56 [0.31, 1.01] ¢

ASCEND 2018 210 7740 226 7740 21.9% 0.93[0.77, 1.12] —

JPAD 2017 13 1262 14 1277 1.3% 0.94 [0.44, 1.99] ¢

Hypertension Optimal Treatment Trial 1998 133 9399 140 9391 13.6% 0.95 [0.75, 1.20] I —

Women's Health Study 2005 120 19934 126 19942 12.1% 0.95 [0.74, 1.22] e

ASPREE 2018 78 9525 81 9589 7.8% 0.97[0.71, 1.32] —

ARRIVE 2018 38 6270 39 6276 3.8% 0.98 [0.62, 1.52]

US Physicians' Health Study 1989 81 11037 83 11034 8.1% 0.98 [0.72, 1.32] —

British Doctors' Study 1988 105 3429 53 1710 7.1% 0.99[0.71, 1.37] E—

JPPP 2014 58 7220 57 7244 5.7% 1.02 [0.71, 1.47]

AAA 2010 35 1675 30 1675 3.2% 1.17[0.72, 1.89]

POPADAD 2008 43 638 35 638 4.0% 1.23[0.80, 1.89]

Thrombosis Prevention Trial 1998 101 2545 81 2540 9.1% 1.24 [0.93, 1.66] -

Total (95% CI) 82900 81325 100.0% 0.99 [0.90, 1.08] <

Total events 1032 996

Heterogeneity: Tau? = 0.00; Chi? = 8.19, df = 12 (P = 0.77); I> = 0% t t t t

Test for overall effect: Z = 0.32 (P = 0.75) 0.3 0.7 o 1.5 2

Favours Aspirin Favours Control

B MYOCARDIAL INFARCTION
Aspirin Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI 1V, Random, 95% CI

JPPP 2014 27 7220 47 7244 4.0% 0.58 [0.36, 0.92] +

US Physicians' Health Study 1989 139 11037 239 11034 10.4% 0.58[0.47,0.72] ——=—

Primary Prevention Project 2001 19 2226 28 2269 2.9% 0.69 [0.39, 1.23] +¢

Thrombosis Prevention Trial 1998 154 2545 190 2540 10.5% 0.81 [0.66, 0.99] — |

ARRIVE 2018 95 6270 112 6276 8.2% 0.85 [0.65, 1.11] B

Hypertension Optimal Treatment Trial 1998 157 9399 184 9391 10.2% 0.85 [0.69, 1.05] —_—

AAA 2010 62 1675 68 1675 6.4% 0.91 [0.65, 1.28]

ASPREE 2018 171 9525 184 9589 10.4% 0.94 [0.76, 1.15] i —

JPAD 2017 28 1262 29 1277 3.5% 0.98 [0.58, 1.63]

ASCEND 2018 191 7740 195 7740 10.8% 0.98 [0.80, 1.19] —_— T

POPADAD 2008 55 638 56 638 6.0% 0.98 [0.69, 1.40]

British Doctors' Study 1988 87 3429 44 1710 5.9% 0.99 [0.69, 1.41]

Women's Health Study 2005 198 19934 193 19942 10.8% 1.03 [0.84, 1.25] S E—

Total (95% Cl) 82900 81325 100.0% 0.86 [0.77, 0.95] P

Total events 1383 1569

Heterogeneity: Tau? = 0.02; Chi? = 24.19, df = 12 (P = 0.02); I = 50% g t t t

Test for overall effect: Z = 2.82 (P = 0.005) 0.5 0.7 - 1> 2

Favours Aspirin Favours Control

C ISCHEMIC STROKE
Aspirin Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI

Thrombosis Prevention Trial 1998 21 2545 33 2540 2.6% 0.64 [0.37, 1.09] +

Primary Prevention Project 2001 16 2226 24 2269 2.0% 0.68 [0.36, 1.28] +

POPADAD 2008 29 638 41 638 3.6% 0.71[0.45,1.12] +

Women's Health Study 2005 170 19934 221 19942 14.4% 0.77 [0.63, 0.94] e —

JPAD 2017 38 1262 46 1277 4.2% 0.84 [0.55, 1.28]

JPPP 2014 85 7220 101 7244  8.3% 0.84[0.63, 1.12] e e

AAA 2010 44 1675 50 1675 4.7% 0.88[0.59, 1.31]

ASCEND 2018 202 7740 229 7740 15.8% 0.88[0.73, 1.06] L

ASPREE 2018 148 9525 167 9589 12.6% 0.89[0.72, 1.11] e

Hypertension Optimal Treatment Trial 1998 146 9399 148 9391 12.0% 0.99 [0.79, 1.24] —_—

ARRIVE 2018 75 6270 67 6276 6.6% 1.12 [0.81, 1.55]

British Doctors' Study 1988 66 3429 29 1710 4.0% 1.13[0.74, 1.75]

US Physicians' Health Study 1989 119 11037 98 11034 9.3% 1.21[0.93, 1.58] N L —

Total (95% CI) 82900 81325 100.0% 0.90 [0.82, 0.99] S 2

Total events 1159 1254

. 2 _ . 2 _ _ _ L2 _ 9 | | ' |
Heterogeneity: Tau? = 0.00; Chi® = 14.43,df = 12 (P = 0.27); I° = 17% 0-_5 0:7 1f5 3

Test for overall effect: Z = 2.21 (P = 0.03)
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EXTRACRANIAL MAJOR BLEEDING

Aspirin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI 1V, Random, 95% CI
POPADAD 2008 28 638 31 638 6.6% 0.90 [0.55, 1.49] —
US Physicians' Health Study 1989 440 11037 422 11034 14.2% 1.04 [0.91, 1.19] =
ASCEND 2018 268 7740 208 7740 13.3% 1.29[1.08, 1.54] -
Thrombosis Prevention Trial 1998 15 2545 11 2540 3.7% 1.36 [0.63, 2.96] I e —
ASPREE 2018 263 9525 190 9589 13.1% 1.39[1.16, 1.68] -
Women's Health Study 2005 127 19934 91 19942 11.2% 1.40 [1.07, 1.83] —
AAA 2010 23 1675 13 1675 4.5% 1.77 [0.90, 3.48] T
JPPP 2014 62 7220 34 7244 8.0% 1.83[1.21, 2.78] I
Hypertension Optimal Treatment Trial 1998 122 9399 63 9391 10.4% 1.93 [1.43, 2.62] —
ARRIVE 2018 61 6270 29 6276 7.6% 2.11[1.36, 3.27] I
JPAD 2017 25 1262 12 1277 4.4% 2.11[1.06, 4.18] e —
Primary Prevention Project 2001 22 2226 6 2269 2.9% 3.74 [1.52, 9.20]
Total (95% CI) 79471 79615 100.0% 1.49 [1.25, 1.76] ‘
Total events 1456 1110
. 2 . 2 .12 0, t t t t t t
e Sy s gy 116 00000 - CER T R N B
: ) ) Favours Aspirin Favours Control
B HEMORRHAGIC STROKE
Aspirin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Primary Prevention Project 2001 2 2226 3 2269 1.6% 0.68 [0.11, 4.06]
ARRIVE 2018 8 6270 11 6276 6.2% 0.73[0.29, 1.81] —
JPAD 2017 11 1262 15 1277 8.5% 0.74 [0.34, 1.61] I E—
British Doctors' Study 1988 3 3429 2 1710 1.6% 0.75[0.13, 4.47]
ASCEND 2018 25 7740 26 7740 16.3% 0.96 [0.56, 1.66] I E—
Women's Health Study 2005 51 19934 41 19942 27.6% 1.24 [0.83, 1.88] T
AAA 2010 5 1675 4 1675 3.0% 1.25[0.34, 4.65]
ASPREE 2018 43 9525 34 9589 23.6% 1.27[0.81, 1.99] T
US Physicians' Health Study 1989 23 11037 12 11034 10.3% 1.92 [0.95, 3.85] | L —
Thrombosis Prevention Trial 1998 9 2545 1 2540 1.2%  8.98[1.14, 70.85] >
Total (95% CI) 65643 64052 100.0% 1.17 [0.93, 1.47] @
Total events 180 149
e 2 _ . 2 _ _ S 12 — 49 } } l } t }
Test for overall ofect 2 2 133 G 018y = 01 02 05 i 3 5 0
: ) : Favours Aspirin Favours Control
C GI BLEEDING
Aspirin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI
POPADAD 2008 28 638 31 638 7.0% 0.90 [0.55, 1.49] —_—
US Physicians' Health Study 1989 440 11037 422 11034 17.3% 1.04 [0.91, 1.19] -
AAA 2010 9 1675 8 1675 2.6% 1.13 [0.44, 2.91] ——
Women's Health Study 2005 910 19934 751 19942 18.2% 1.21[1.10, 1.33] -
ASCEND 2018 137 7740 101 7740 13.3% 1.36 [1.05, 1.75] —
Thrombosis Prevention Trial 1998 15 2545 11 2540 3.7% 1.36 [0.63, 2.96] e
ASPREE 2018 162 9525 102 9589 13.6% 1.60 [1.25, 2.05] -
Hypertension Optimal Treatment Trial 1998 75 9399 37 9391 9.3% 2.03[1.37, 3.00] e —
ARRIVE 2018 61 6270 29 6276 8.2% 2.11[1.36, 3.27] e
JPAD 2017 25 1262 12 1277 4.5% 2.11[1.06, 4.18] L —
Primary Prevention Project 2001 17 2226 5 2269 2.4% 3.47 [1.28, 9.38]
Total (95% Cl) 72251 72371 100.0% 1.41 [1.19, 1.66] <&
Total events 1879 1509
Heterogeneity: Tau? = 0.04; Chi? = 31.14, df = 10 (P = 0.0006); I*> = 68% t t t t t t
Test fogr] overZII effect: Z = 4‘1.07 (P < 0.0001) ( ) 0.1 0.2 05 2 > 10
Favours Aspirin Favours Control
D INTRACRANIAL HEMORRHAGE
Aspirin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
ARRIVE 2018 8 6270 11 6276 6.9% 0.73[0.29, 1.81] —
JPAD 2017 11 1262 15 1277 8.6% 0.74[0.34, 1.61] —
Women's Health Study 2005 170 19934 221 19942 20.5% 0.77 [0.63, 0.94] -
Hypertension Optimal Treatment Trial 1998 14 9399 15 9391 9.2% 0.93 [0.45, 1.93] . —
ASCEND 2018 55 7740 45 7740 16.0% 1.22 [0.83, 1.81] - T
ASPREE 2018 107 9525 72 9589 18.3% 1.50[1.11, 2.01] -
AAA 2010 11 1675 7 1675 6.6% 1.57 [0.61, 4.04] T
JPPP 2014 38 7220 23 7244 13.1% 1.66 [0.99, 2.78] e
Primary Prevention Project 2001 2 2226 0 2269 0.9% 5.10[0.24, 106.10] >
Total (95% CI) 65251 65403 100.0% 1.11 [0.84, 1.48] L 2
Total events 416 409
P 2 _ . 2 _ _ 12 o, s ' ' | | N
Heterogeneity: Tau? = 0.09; Chi* = 21.39, df = 8 (P = 0.006); I° = 63% 0:1 sz 015 5 é 1-0

Test for overall effect: Z = 0.74 (P = 0.46)
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CANCER INCIDENCE

Aspirin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
POPADAD 2008 53 638 68 638 18.2% 0.78 [0.55, 1.10] = _L_
ASCEND 2018 897 7740 887 7740 43.2% 1.01[0.93, 1.10]
Primary Prevention Project 2001 86 2226 80 2269 21.4% 1.10[0.81, 1.48] e B —
ARRIVE 2018 73 6270 50 6276 17.2% 1.46 [1.02, 2.09] =
Total (95% CI) 16874 16923 100.0% 1.05 [0.87, 1.26] el
Total events 1109 1085
Heterogeneity: Tau? = 0.02; Chi® = 6.51, df = 3 (P = 0.09); I> = 54% 055 057 i 155
Test for overall effect: Z = 0.47 (P = 0.64) : . .
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NET CLINICAL BENEFIT

Aspirin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI 1V, Random, 95% CI
US Physicians' Health Study 1989 368 11037 416 11034 8.8% 0.88[0.77, 1.01] +
Thrombosis Prevention Trial 1998 248 2545 273 2540 6.3% 0.91[0.77, 1.07] ¢
POPADAD 2008 155 638 163 638 4.6% 0.95[0.79, 1.15] ¢
Women's Health Study 2005 655 19934 654 19942 14.6% 1.00 [0.90, 1.11]
Primary Prevention Project 2001 69 2226 70 2269 1.6% 1.00[0.72, 1.39] ¢ >
Hypertension Optimal Treatment Trial 1998 451 9399 446 9391 10.2% 1.01[0.89, 1.15]
ASCEND 2018 856 7740 832 7740 20.5% 1.03 [0.94, 1.13] =
JPAD 2017 112 1262 110 1277 2.6% 1.03 [0.80, 1.32] ¢ >
JPPP 2014 255 7220 241 7244 5.6% 1.06 [0.89, 1.26] »
ARRIVE 2018 277 6270 258 6276 6.0% 1.07 [0.91, 1.27] >
AAA 2010 168 1675 156 1675 3.9% 1.08 [0.88, 1.32] >
ASPREE 2018 690 9525 637 9589 15.4% 1.09 [0.98, 1.21] =
Total (95% CI) 79471 79615 100.0% 1.01 [0.97, 1.05] ’
Total events 4304 4256
Heterogeneity: Tau? = 0.00; Chi? = 9.15, df = 11 (P = 0.61); I° = 0% t

Test for overall effect: Z = 0.61 (P = 0.54)
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