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Supplementary Figure I — Pubmed Search Terms

Recent queries in pubmed
Search

#7
#6
#5
#4
#3

#2

#1

Query

Search ((#1) AND #2) AND #3 AND (("2015/01/01"[PDAT] : "2018/11/31"[PDAT]) AND
"humans"[MeSH Terms])

Search ((#1) AND #2) AND #3 Filters: Publication date from 2015/01/01 to 2018/11/31;
Humans

Search ((#1) AND #2) AND #3 Filters: Publication date from 2015/01/01 to 2018/11/31
Search ((#1) AND #2) AND #3

Search prevent*[Title/Abstract]

Search ((aspirin[Title/Abstract]) OR acetylsalicylic acid[Title/Abstract]) OR
Salicylate*[Title/Abstract]

Search ({((((((cardiovascular disease*[Title/Abstract]) OR heart disease*[Title/Abstract]) OR
myocardial infarction[Title/Abstract]) OR heart arrest[Title/Abstract]) OR myocardial
isch*emia[Title/Abstract]) OR heart attack*[Title/Abstract]) OR stroke[Title/Abstract]) OR
cerebrovascular disease[Title/Abstract]) OR cerebrovascular disorder*[Title/Abstract]
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Supplementary Figure Il - EMBASE Search Terms

EMBASE
Search
#4

#3

#2

#1

Query

Search (#1 AND #2 AND #3) AND [2015-2018]/py

Search 'prevent*':ab,ti

Search 'aspirin':ab,ti OR 'acetylsalicylic acid':ab,ti OR 'Salicylate*':ab,ti

Search 'cardiovascular disease*':ab,ti OR 'heart disease*':ab,ti OR 'myocardial infarction':ab,ti
OR 'heart arrest':ab,ti OR 'myocardial isch*emia':ab,ti OR 'heart attack*':ab,ti OR 'stroke":ab,ti
OR 'cerebrovascular disease':ab,ti OR 'cerebrovascular disorder*':ab,ti
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Supplementary Figure III — PRISMA flow diagram

PubMed Search EMBASE Search
(n = 1840) (n = 1840)
Records identified through Additional records identified
database searching through other sources
(n=3647) (n=1)

l l

Records after duplicates removed
(n=3080)

l

Records screened
(n=3080)

l

Full-text articles assessed

(n=3)

l

Records excluded
(n=3077)

Studies included in qualitative synthesis
(n=3)

l

Studies included in
quantitative synthesis
(meta-analysis)
(n=3)

Supplementary Figure III — A PRISMA flow chart of our updated 2015-2018 search. Full-text articles

were excluded due to not aspirin for primary prevention (n=3077).

Full-text articles excluded,

for eligibility ——— with reasons

(n=0)
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Supplementary Figure IV— Aspirin for primary cardiovascular prevention and benefit for

cardiovascular mortality

Active Comparator

CV Death Total CV Death Total Odds Ratio [95% CI]
BMD (1988) 119 3429 59 1710 m 8.86% 1.01][0.73,1.38]
PHS1(1989) 81 11037 83 11034 m 9.46% 0.98[0.72, 1.33]
HOT (1998) 133 9399 140 9391 m 1563% 0.95[0.75,1.20]
TPT(1998) 49 1268 49 1272 »—H 5.48% 1.00[0.67, 1.50]
PPP (2001) 17 2226 31 2269 H—i 253% 0.56[0.31,1.01]
WHS (2005) 120 19934 126 19942 m 14.21% 0.95[0.74, 1.22]
JPAD (2008 ) 1 1262 10 1277 --—-—| 0.21% 0.10[0.01,0.79]
JPPP (2014) 58 7220 57 7244 H—| 6.63% 1.02[0.71,1.47]
ARRIVE (2018) 38 6270 39 6276 ._._. 4.45% 0.98[0.62,1.53]
ASCEND (2018) 197 7740 217 7740 +l+ 23.37% 0.91[0.74, 1.10]
ASPREE (2018) 78 9525 81 9589 HH 9.17% 0.97[0.71,1.32]
RE Modelfor All Studies (Q = 8.29, df = 10, p = 0.60; I’ = 0.0%) i 100.00% 0.94[0.85, 1.03]
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Supplementary Figure IV - Forest plot for cardiovascular mortality. Forest plot showing the effect of
aspirin therapy on cardiovascular mortality. The squares and bars represent the mean values and 95%
confidence intervals of the effect sizes, while the size of the squares reflects the weight of the studies.

The combined effects appear as diamonds and the vertical dashed line represents the line of no effect.
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Supplementary Figure V — Aspirin for primary cardiovascular prevention and benefit for

major gastrointestinal bleeding

Active Comparator

Gl Bleed Total Gl Bleed Total Odds Ratio [95% CI]
BMD (1988) 3 3429 3 1710 .—-——| 2.15% 050[0.10, 2.47]
PHS1(1989) 49 11037 28 11034 H—| 11.84% 1.75[1.10, 2.79]
HOT (1998) 77 9399 37 9391 m 13.44% 2.00[1.41, 3.00]
TPT(1998) 6 1268 2 1272 H—n 215% 3.02[0.61, 14.99]
PPP (2001) 17 2226 5 2269 |—- 474% 3.48[1.28, 9.46]
WHS (2005) 129 19934 94 19942 m 16.42% 1.38[1.05, 1.80]
JPAD (2008 ) 4 1262 0 1277 .__... 0.70% 9.14[0.49, 169.86]
JPPP (2014) 103 7220 31 7244 HE 1321% 3.37[2.25, 5.04]
ARRIVE (2018) 4 6270 2 6276 .__._.. 1.94% 2.00[0.37, 10.94]
ASCEND (2018) 137 7740 101 7740 +l+ 16.60% 1.36[1.05, 1.77]
ASPREE (2018) 162 9525 102 9589 +l4 16.82% 1.61[1.25, 2.07]
RE Modelfor All Studies (Q = 23.55, df = 10, p = 0.01: " = 61.5%) a» 100.00% 1.83[1.43, 2.35]
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Supplementary Figure V - Forest plot for major gastrointestinal bleeding. Forest plot showing the
effect of aspirin therapy on major gastrointestinal bleeding. The squares and bars represent the mean
values and 95% confidence intervals of the effect sizes, while the size of the squares reflects the
weight of the studies. The combined effects appear as diamonds and the vertical dashed line

represents the line of no effect.
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