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AgAo 2 20224 4¢Y v]=AoHlAv] A B) A3 FEA(US Preventive Service Task
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3 71Eel SRlE] ARgEE RS e FDAE &3 71 485 5% &4

Aol LA AN B AT HAE BS FHe} 1A% AAEol A
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2Rl AAE ol BAIglo] AAl X delM A E B AT AR, gRAZE
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o] AR} 4,102,886 HA] AEEAT}, ol Y Al AW (new-user design)©|
ABBAD] Aol nAE G 2A5] 913 o] 712 F R AAL (cohort
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HEYe A HARAY, FUPHNES LIS D2ABEY, AP o} B
8% To ASARIENRGES A de ool Qi 92227392 Aslae

<E 2-1> Aoy M L melo| A8F FT (ICD-10) ® XX| (ED) ZE

Conditions Diagnosis (ICD-10) or procedure (EDI) code
Coronary heart disease 120-25
Cerebrovascular diseasea 163-69, G45
Peripheral vascular disease 170, 173
Atrial fibrillation or flutter 148
Coronary artery bypass graft 0A640-641, OA647-649, 01640-1, 01647-9
Percutaneous coronary intervention M6561-7, M6551-4

? Cerebrovascular diseaseexcludedintracranialhemorrhage

tpeog B oo A4 mlA (Propensity score matching, PSM)ol] E3te gk
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4,102,886 Individuals

who were age 40-89 years old and
underwent the NHIS health examination between 2009-2014.

1,592,718 Individuals Excluded
335,513 Prior use of aspirin
131,896 Prior use of other antiplatelet or anticoagulant medication
> 922,273 Presence of CVD
86,101 Past history of gastrointestinal or intracranial hemorrhage
107,344 Missing data on core variables
9,591 Died or developed CVD within 1 year of cohort entry
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HEY QR HEads s3s Jrke 98 2013 v At

d —
3] o4 ARFSE Pooled Cohort Equations& AH8-3te] ALttt o] & AlLksl7]
sl Yol, A, FZu=EE, 1UEFY2HE, 57189, FuEY oA, D=
B % FA Rl ol gHlek
<E 2-2> FHHEE Solo| AHREl ICD-10 BE
Conditions ICD-10 code
Hypertension 110-13, 115
Diabetes E10-14
Dyslipidemia E78.0-785
Heart failure 150
Hemiplegia G04.1, G11.4, G80.1, G81, G82, G83.0-4, G83.9
Dementia FOO, FO1, FO3, G30
Liver disease B18, 185, 186.4, 198.2, K70.3, K70.4, K71.1, K71.3, K71.4,

K715, K71.7, K72.1, K72.9, K73, K74.3-6, 794.4
Chronic pulmonary disease J42-147, J60-67, J70.1, J70.3
Connective tissue disease MO05, M06, M30-36, M45

Peptic ulcer disease K25-28
Chronic kidney disease N18, T86.1, 294.0, Z49.1, 749.2, 799.2
Malignancy C00~97

A3 Az 2 B
1. ZAng4(Outcome variable, Z&4)

obvlel Ao QIg B3t B QHHAS B SIS] SIs) R AFe] Ak Ashd
(AR E e ol Folsein,

18 orAu2l Ar2o| detaet Lol Lxtolof 0jx= dgf &4
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Conditions Diagnosis (ICD-10) or procedure (EDI) code
ASCVD?
Acute myocardial infarction 121, 122
Ischemic stroke 163, 164
CABG or PCI 0A640-641, OA647-649, 01640-1, 01647-9
Coronary artery bypass graft M6561-7, M6551-4
Cardiovascular death® 100-52. 163-69
Gastrointestinal bleeding K22.6, K25.01, K25.21, K25.41, K25.61, K26.0, K26.2,
K26.4, K26.6, K57.0, K57.3, K57.4, K57.5, K57.8, K57.9,
K92.0, K92.1, K92.2
Intracranial hemorrhage 160-62

Abbreviations: ASCVD, atherosclerotic cardiovascular disease; CABG, coronary artery bypass graft; PCl, percutaneous
coronary intervention.

FASCVD composite: composite of myocardial infarction or ischemic stroke or CABG/PCI.

bCardiovascular death: death from any vascular cause, excluding intracranial hemorrhage.

2. AlE2(Exposure variable, =&ti4)
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3. 5t2|2M (Subgroup analysis)
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Cohort Entry Date
(First health examination)
Day 0

Exclusion Assessment Window (EXCL)
{Age <40 or >89)
Days [0, 0]

Washout Window
(No exposureto aspirin, other
antiplatelet or anticoagulant agents)
Days [-365, -1]

EXCL
(Baseline conditions ?)
Days [-any, -1]

EXCL
(< 1year between cohort entry
and event date )
Days [0, 365]

Exposure Assessment Window
(Initiation of aspirin)
Days [0, 365]

Covariate Assessment Window
(Comorbid conditions ©)
Days [-1825, -1]

Covariate Assessment Window
(Concomitant medications 9)
Days [-365, -1]

Covariate Assessment Window
{Age, sex, health behaviors, BMI,
SBP, laboratory parameters)

10,

Time

(D2 2-2] 917 Wy e

? Excluded if evidence of: coronary heart disease, cerebrovascular disease (excluding intracranial hemorrhage),
peripheral vascular disease, atrial fibrillation/flutter, coronary artery bypass graft/percutaneous coronary
intervention, gastrointestinal bleeding, or intracranial hemorrhage.

Excluded if occurrence of: coronary heart disease, ischemic stroke, coronary artery bypass graft/percutaneous
coronary intervention, or death.

Comorbid conditions included: hypertension, diabetes, dyslipidemia, heart failure, hemiplegia, dementia, liver
disease, chronic pulmonary disease, connective tissue disease, peptic ulcer disease, chronic kidney disease,
and malignancy.

Concomitant medications included: antihypertensive agents, antidiabetic agents, statins, nonsteroidal anti-
inflammatory drugs, and steroids.

Censored at earliest of outcome, death, initiation or discontinuation of aspirin, or end of the study period.
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Unmatched population

Propensity score-matched population

Aspirin No aspirin  Standardized Aspirin No aspirin  Standardized
Characteristics (n=6,438) (n=75,302) difference (n=6,438) (n=32,188) difference
Age, years 59.9 (9.3) 575 (9.8) 0.258 59.9 (9.3) 59.9 (9.6) 0.004
Sex 0.023 <0.001
Men 3,868 46,075 3,868 19,340
(60.1) (61.2) (60.1) (60.1)
Women 2,570 29,227 2,570 12,848
(39.9) (38.8) (39.9) (39.9)
Income quartiles 0.021 0.016
First quartile 1,407 16,889 1,407 7,284
(lowest) (21.9) (22.4) (21.9) (22.6)
Second quartile 1,150 13,864 1,150 5,697
(17.9) (18.4) (17.9) (17.7)
Third quartile 1,442 16,629 1,442 7,166
(22.4) (22.1) (22.4) (22.3)
Fourth quartile 2,439 27,920 2,439 12,041
(highest) (37.9) (37.1) (37.9) (37.4)
Smoking status 0.017 0.003
Never 3,489 40,542 3,489 17,415
(54.2) (53.8) (54.2) (54.1)
Former 1,424 16,133 1,424 7,248
(22.1) (21.4) (22.1) (22.5)
Current 1,525 18,627 1,525 7,525
(23.7) (24.7) (23.7) (23.4)
Alcohol intake 0.002 0.002
0 g/day 3,750 43,001 3,750 18,526
(58.3) (57.1) (58.3) (57.6)
1-19 g/day 1,647 21,068 1,647 8,726
(25.6) (28.0) (25.6) (27.1)
>20 g/day 1,041 11,233 1,041 4,936
(16.2) (14.9) (16.2) (15.3)
Physical activity 0.016 0.005
<600 MET-min/week 2,792 32,072 2,792 13,995
(43.4) (42.6) (43.4) (43.5)
600-3000 2,957 34,956 2,957 14,605
MET-min/week (45.9) (46.4) (45.9) (45.4)
>3000 MET-min/week 689 8274 689 3,588
(10.7) (11.0) (10.7) (11.2)
Comorbidities
Hypertension 4,410 38,879 0.350 4,410 22,042 <0.001
(68.5) (51.6) (68.5) (68.5)
Dyslipidemia 4,236 45,643 0.108 4,236 21,255 0.005
(65.8) (60.6) (65.8) (66.0)
Heart failure 49 412 0.027 49 247 <0.001
(0.8) (0.6) (0.8) (0.8)
Hemiplegia 5 145 0.031 5 25 <0.001
(0.1) (0.2) (0.1) (0.1)
26 OfAL|ZI ALZO| ZHEISH dhd ol URtol|Eol| 0X= g



Unmatched population Propensity score-matched population

Aspirin No aspirin  Standardized Aspirin No aspirin  Standardized
Characteristics (n=6,438) (n=75,302) difference (n=6,438) (n=32,188) difference
Dementia 18 255 0.011 18 94 0.002
(0.3) (0.3) (0.3) (0.3)
Liver disease 53 1,409 0.091 53 265 <0.001
(0.8) (1.9) (0.8) (0.8)
Chronic pulmonary 1,265 13,631 0.043 1,265 6,324 <0.001
disease (19.7) (18.0) (19.7) (19.7)
Connective tissue 348 3,616 0.027 348 1,753 0.002
disease (5.4) (4.8) (5.4) (5.5)
Peptic ulcer disease 1,979 21,139 0.059 1,979 9,765 0.009
(30.7) (28.1) (30.7) (30.3)
Chronic kidney disease 45 624 0.015 45 226 <0.001
(0.7) (0.8) (0.7) (0.7)
Malignancy 244 3,743 0.058 244 1,224 <0.001
(3.8) (5.0) (3.8) (3.8)
Prescribed medications
Antihypertensive 4,132 34917 0.364 4132 20,699 0.003
agents (64.2) (46.4) (64.2) (64.3)
Statins 2,685 27,306 0.112 2,685 13,633 0.007
(41.7) (36.3) (41.7) (42.0)
NSAIDs 4,325 48,381 0.062 4,325 21,716 0.006
(67.2) (64.3) (67.2) (67.5)
Steroids 2,024 22,749 0.027 2,024 10,182 0.004
(31.4) (30.2) (31.4) (31.6)
Body mass index, kg/m? 25.2 24.8 0.120 25.2 25.2 0.003
(3.2) (3.2) (3.2) (3.2)
Systolic blood pressure, 129.9 1276 0.150 129.9 129.9 0.004
mmHg (15.8) (15.1) (15.8) (9.6)
Laboratory parameters
Hemoglobin, g/dL 14.0 14.1 0.068 14.0 14.0 0.001
(1.5) (1.6) (1.5) (1.5)
Fasting glucose, mg/dL 141.7 1411 0.012 141.7 141.3 0.007
(46.6) (46.0) (46.6) (45.7)
eGFR, ml/min/1.73m? 81.2 84.0 0.152 81.2 81.2 0.003
(18.7) (18.6) (18.7) (18.7)
LDL-C, mg/dL 105.8 105.9 0.003 105.8 105.9 0.002
(35.8) (34.7) (35.8) (35.3)
HDL-C, mg/dL 50.6 51.0 0.034 50.6 50.5 0.002
(12.5) (12.7) (12.5) (12.5)
Triglyceride, mg/dL 162.5 157.8 0.048 162.5 162.8 0.003
(99.3) (99.1) (99.3) (100.4)
Albuminuria 853 8,601 0.056 853 4,203 0.006
(13.3) (11.4) (13.3) (13.1)
10-year CVD risk, % 19.2 15.9 0.232 19.2 19.1 0.006
(14.8) (13.8) (14.8) (14.8)

Note: Data are presented as means (standard deviation)or numbers (percentages).

Abbreviations: CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; HDL-C, high-density lipoprotein
cholesterol; LDL-C, low-density lipoprotein cholesterol; MET, metabolic equivalent of task; NSAIDs,
nonsteroidal anti-inflammatory drugs.
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<E 3-2> OLATJZI AlST MHE BE

Incidence rate/1,000

Event number (%) -

Overall  Aspirin N.O. Overall  Aspirin s
aspirin aspirin

Outcomes {n= {n= (n= (n= (n= (n= HR

38626) 6/438) 32,188)  38626) 6438) 32,188) (95% ClI)? p
Primary efficacy
outcome
ASCVD or CV 2,274 252 2,022 0.83
death® composite 59) (39) (63 73 60 75 (073-095) 0006
Secondary

efficacy outcomes
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Incidence rate/1,000

Event number (%) B —

Overall  Aspirin N.O. Overall  Aspirin .
aspirin aspirin
T — (n= (n= (n= (n= (n= (n= HR
38,626) 6,438) 32,188) 38626) 6438) 32,188) (95% cI)? p
. 2,105 228 1,877 0.81
ASCVD composite (55) (35) (58) 6.7 54 6.9 (0.71-093) 0.003
ASCVD or all death 4,397 524 3,873 0.90
composite (114)  (81) (1200 16 130 148 (082-009) 0%
Myocardial 439 395 0.74
infarction (1.2) 44(0.7) (1.2) 14 10 14 (0.54-1.01) 0.057
. 1,357 132 1,225 0.71
Ischemic stroke (35) (2.1) (38) 43 3.1 45 (0.60-0.85) <0.001
607 529 097
CABG surgery/PCl (16) 78 (1.2) (16) 1.9 1.8 1.9 (0.77-1.24) 0.831
267 227 1.16
CV death (07) 40 (0.6) (07) 0.8 19 0.8 (0.83-1.62) 0.393
2,593 344 2,249 1.00
All-cause death 6.7) (53) (7.0) 85 84 85 (0.89-1.12) 0.985

Abbreviations: ASCVD, atherosclerotic cardiovascular disease; CV, cardiovascular; CABG, coronary artery bypass graft;
Cl, confidence interval; HR, hazard ratio; PCI, percutaneous coronary intervention.

2 HR comparing aspirin users to nonusers in a propensity score-matched cohort.

® ASCVD composite: composite of myocardial infarction or ischemic stroke or CABG/PCI.

€ CV death: death from any vascular cause, excluding intracranial hemorrhage.
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BN obag e ATl 93 F8e) 91%0] 20% (FFE 1,20, 95% AT
ZF 0.99-1.46, P=0.062), F7hH &89 o] 33% (FPE 1.33, 95% Al=73F
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Incidence rate/1,000
person-years

Event number (%)

Overall  Aspirin N.O. Overall  Aspirin .
aspirin aspirin
o — (n= (n= (n= (n= (n= (n= HR
38,626) 6,438) 32,188) 38,626) 6,438) 32,188) (95% Cl)? p
Primary safety
outcome
Gl or IC hemorrhage 1,065 171 894 1.25
composite 28 7 e 44 33 (1.06-147) 2009
Secondary safety
outcomes
. 772 121 651 1.20
Gl bleeding (20) (19) (20) 25 2.8 24 (099-1.46) 0.062
Intracranial 313 53 260 1.33
hemorrhage (0.8) (0.8) (0.8) 10 1.2 03 (0.99-1.79) 0056

Abbreviations: Cl, confidence interval; Gl, gastrointestinal; HR, hazard ratio; IC, intracranial.
2 HR comparing aspirin users to nonusers in a propensity score-matched cohort.
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21% Ak omn (F1E= 0.79, 95% AlZ|F3E 0.66-0.94, P=0.008), ¢34 2 T4

o] B A AL 33% SV (R18% 1.33, 95% Al=77F 1.07-1.65,
FAstH o2 {25kt
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Incidence rate/1,000
person-years

Event number (%)°

Overall  Aspirin . Overall  Aspirin N.O.
aspirin aspirin
Years of first event {n= (n= (n= (n= (n= (n= HR
38,626) 6,438) 32,188) 38,626) 6,438) 32,188) (95% 1) p
511 69 442 0.99
e (13) (1.1) (1.4) 49 46 49 (077-127) 0210
467 48 419 0.77
30 s (2 (e A 32 (057-104) %0%
129 135 1,161 0.79
= (4.7) (39) (4.8) 45 36 46 (0.66-094) 0.008

Abbreviations: Cl, confidence interval; HR, hazard ratio.

2 The numbers at risk declined with each period of follow-up because of censoring, so the percentages are the number
of events as a proportion of the number at risk at the start of each period.

® HR for the composite cardiovascular events including myocardial infarction, ischemic stroke, coronary artery bypass
graft/percutaneous coronary intervention or cardiovascular mortality among aspirin users versusnonusers, according
to the years of follow-up.
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Event number (%)?

Incidence rate/
1,000 person-years

Overall  Aspirin e Overall  Aspirin e
vears of first event 38(,2;6) 6,(:;8) 32(:;8) 38(,2;6) 6,(4[;‘:8) 32(,?;8) (95;)RCI)” p
a3 (5.77? ( 0.477) (5371) 27 3.1 26 089 11_('5272) 0214
310 <5 (307(; (0.277) ((1)773) 13 14 13 070 115%5) 0.814
>5 (;817) (227) é%f)’ 2.0 26 19 (107 11;53) 0011

Abbreviations:Cl, confidence interval; HR, hazard ratio.

? The numbers at risk declined with each period of follow-up because of censoring, so the percentages are the
number of events as a proportion of the number at risk at the start of each period.

® HR for the gastrointestinal bleeding or intracranial hemorrhage among aspirin users versusnonusers, according to the
years of follow-up.
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ASCVD or CV death composite

Gl or intracranial hemorrhage composite

Incidence Incidence
rate/1,000 PYs rate/1,000 PYs
L No o8 No
Aspirin aspirin Aspirin aspirin
(n= (n= HR (n= (n= HR
Groups 6438) 32188) (95% ) 6438 32188) (95% CI)f "
Age
0.63 <0.001 1.08 0622
40-59 years 3.0 49 (0.48-0.82) 2.8 2.6 (081-1.43)
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ASCVD or CV death composite Gl or intracranial hemorrhage composite

Incidence Incidence
rate/1,000 PYs rate/1,000 PYs
- No L No
S Ll aspirin AR aspirin
(n= (n= HR (n= (n= HR
Groups  643g) 32,188) (95% CI)° | 6438) 32188) (95% CI)F
090  0.160 132 0006
260 years 8.7 7.9 (0.77-1.04) 5.2 4.0 (1.08-1.61)
Sex
079 0006 134 0004
Men 64 83 (067-093) a7 35 (1.09-163)
091 0377 109 0569
Women 55 62 (p73-113) 31 29 (0.82-1.45)
Smoking
) 094 0466 134 0012
Non-smoker 6.2 6.8 (0.79-1.12) 39 30 (1.07-1.68)
Ex-/current 073 0001 116 0227
smoker 58 82 (560-088) 43 37 (091-1.47)
Hypertension
086 0053 120 0064
ves 68 81 (075-1.00) 43 36 (099-1.45)
069 0010 133 0089
No 4.1 63 (052-091) 34 27 (096-183)
Statin
084 0123 090 0505
ves 45 56 (0.66-1.05) 26 29 (067-122)
084 0035 148 <0001
No 72 88 (977-099) 52 36 (131-179)
Proteinuria
069 0024 098 0982
ves 76 M4 950-095) 40 31 (064-150)
086 0045 130 0004
No 58 63 (975-100) A7 A8 (109-156)
BMI
071 <0.001 129 0022
25 5.5 80 (059-086) 4.4 34 (104-161)
098 0808 119 0172
225 6.6 69 (081-1.17) 3.7 32 (093-152)
eGFR
079 0002 127 0228
=60 5.2 68 (068-092) 34 51 (086-1.87)
098 0912 124 0021
<60 121126 (975130 38 31 (103-148)
10-year CVD risk
050  0.001 097 0880
<10% o35 (033-076) 21 22 (066-1.42)
088 0062 131 0004
=10% 82 96 (976-101) 50 39 (109-157)

Abbreviations: ASCVD, atherosclerotic cardiovascular disease; BMI, body mass index; Cl, confidence interval; CV,
cardiovascular; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; Gl,
gastrointestinal; HR, hazard ratio; PYs, person-years.

2 HR comparing aspirin users to nonusers across clinically relevant subgroups such as age, sex, smoking, hypertension,

statin use, BMI, eGFR, and 10-year CVD risk.
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world data® FAgk #F A7l B Ao AFAE A2 Hustelth

R

[‘

ASCEND trialof|A] #£2F of2~u]d ARg-0 2 <l
AR EARIY] AREE 12% sl (19 0.88, 95% A1FT3E 0.80-0.97,
P=0.01) o= 2 dAFda #FHE 17% 9I= 4 (I¥= 0.83, 95% AZT3F
0.73-0.95, P=0.006)9} H|<=3l9c}t, T3l 30 28 Aol 93 % ASCEND trialol|A]
Hel 29% 18IV (1¥= 1.29, 95% A1F+7F 1.09-1.52, P=0.003)9} FL3HA] &
AFME 25% P o] 7ttt (Y= 1.25, 95% AlZF7F 1.06-1.47, P=0.009).
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ASCEND clinical trial® Observational cohort study
Aspirin No aspirin Aspirin No aspirin
Outcomes (n=7,740) (n=7,740) (n=6,438) (n=32,188)
ASCVD or CV deathc composite®
Event number (%) 833 (10.8) 936 (12.1) 252 (3.9) 2,022 (6.3)
Rate ratio or hazard ratio
(95% CI)° 0.88 (0.80-0.97) 0.83 (0.73-0.95)
Myocardial infarction
Event number (%) 191 (2.5) 195 (2.5) 44 (0.7) 395 (1.2)
Rate ratio or hazard ratio
(95% CI)° 0.98 (0.80-1.19) 0.74 (0.54-1.01)
Ischemic stroke
Event number (%) 202 (2.6) 229 (3.0) 132 (2.1) 1,225 (3.8)
Rate ratio or hazard ratio
(95% CI)° 0.88 (0.73-1.06) 0.71 (0.60-0.85)
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ASCEND clinical trial® Observational cohort study

Aspirin No aspirin Aspirin No aspirin

Outcomes (n=7,740) (n=7,740) (n=6,438) (n=32,188)
CABG surgery/PCl
Event number (%) 257 (3.3) 287 (3.7) 78 (1.2) 529 (1.6)
Rate ratio or hazard ratio
(95% CI)© 0.89 (0.75-1.05) 0.97 (0.77-1.24)
CV death
Event number (%) 197 (2.5) 217 (2.8) 40 (0.6) 227 (0.7)
Rate ratio or hazard ratio
(95% CI)© 0.91 (0.75-1.10) 1.16 (0.83-1.62)
All-cause death
Event number (%) 748 (9.7) 782 (10.2) 344 (5.3) 2,249 (7.0)
Rate ratio or hazard ratio
(95% CI)© 0.94 (0.85-1.04) 1.00 (0.89-1.12)

Abbreviations: ASCVD, atherosclerotic cardiovascular disease; CV, cardiovascular; CABG, coronary artery bypass
graft; Cl, confidence interval; HR, hazard ratio; PCl, percutaneous coronary intervention.

2 ASCEND (A Study of Cardiovascular Events in Diabetes) trial was published in October 2018 (N Engl J Med
2018;379:1529-39).34

® ASCVD composite: composite of myocardial infarction or ischemic stroke or CABG/PCI.

¢ Rate ratio provided in the ASCEND clinical trials among aspirin users versusnonusers and HRs presented in
this observational cohort study.

4 CV death: death from any vascular cause, excluding intracranial hemorrhage.

<E 3-8> DR Y ANAH A7 Zujetel HY BHSYY vl
ASCEND clinical trial Observational cohort study
Aspirin No aspirin Aspirin No aspirin
Outcomes (n=7,740) (n=7,740) (n=6,438) (n=32,188)
Major bleeding events®
Event number (%) 314 (4.1) 245 (3.2) 171 (2.7) 894 (2.8)
Rate ratio or hazard ratio
(95% Cl)° 1.29 (1.09-1.52) 1.25 (1.06-1.47)
Gl bleeding
Event number (%) 137 (1.8) 101 (1.3) 121 (1.9) 651 (2.0)
Rate ratio or hazard ratio
(95% ClI)° 1.36 (1.05-1.75) 1.20 (0.99-1.46)
Intracranial hemorrhage
Event number (%) 55 (0.7) 45 (0.6) 53 (0.8) 260 (0.8)
Rate ratio or hazard ratio
(95% Cl)e 1.22 (0.82-1.81) 1.33 (0.99-1.79)

Abbreviations: Cl, confidence interval; Gl, gastrointestinal; HR, hazard ratio.

a ASCEND (A Study of Cardiovascular Events in Diabetes) trial was published in October 2018 (N Engl J Med 2018;
379:1529-39).34

b Major bleeding event was defined as a composite of intracranial hemorrhage, sight-threatening bleeding event in
the eye, Gl bleeding, or other major bleeding event in the ASCEND clinical trials, and as a composite of intracranial
hemorrhage or Gl bleeding in this observational cohort study, respectively.

¢ Rate ratio provided in the ASCEND clinical trials among aspirin users versusnonusers and HRs presented in this
observational cohort study.
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Unmatched population

Propensity score-matched population

Aspirin No aspirin  Standardized Aspirin No aspirin  Standardized
Characteristics ~ (n=3,492) (n=77,211) difference (n=3,492) (n=17,454) difference

Age, years 65.8 (9.3) 61.1(10.7) 0.474 65.8 (9.3) 66.4 (9.3) 0.054

Sex 0.058 <0.001
Men 1,613 (46.2) 33,431 (41.4) 1,613 (46.2) 8,059 (46.2)

Women 1,879 (53.8) 43,780 (56.7) 1,879 (53.8) 9,395 (53.8)

Income quartiles 0.034 0.003

First quartile 750 (21.5) 17,381 (22.5) 750 (21.5) 3,817 (21.9)
(lowest)
Second quartile 560 (16.0) 12,935 (16.8) 560 (16.0) 2,706 (15.5)
Third quartile 761 (21.8) 16,438 (21.3) 761 (21.8) 3,732 (21.4)
Fourth quartile 1,421 (40.7) 30,457 (39.5) 1,421 (40.7) 7,199 (41.3)
(highest)

Smoking status 0.012 <0.001
Never 2,402 (68.8) 53,316 (69.1) 2,402 (68.8) 11,917 (68.3)

Former 633 (18.1) 12918 (16.7) 633 (18.1) 3,348 (19.2)
Current 457 (13.1) 10,977 (14.2) 457 (13.1) 2,189 (12.5)

Alcohol intake 0.004 0.013
0 g/day 2,429 (69.6) 52,604 (68.1) 2,429 (69.6) 12,129 (69.5)

1-19 g/day 751 (21.5) 19,009 (24.6) 751 (215) 3,920 (22.5)
220 g/day 312 (8.9) 5,598 (7.3) 312 (8.9) 1,405 (8.1)

Physical activity <0.001 0.005
<600 1674 (47.9) 36,311 (47.0) 1674 (479) 8329 (47.7)
MET-min/week
600-3000 1,468 (42.0) 33,851 (43.8) 1,468 (42.0) 7,352 (42.1)
MET-min/week
>3000 350 (10.0) 7,049 (9.1) 350 (10.0) 1,773 (10.2)
MET-min/week

Comorbidities
Hypertension 605 (17.3) 4,443 (5.8) 0.368 605 (17.3) 2,623 (15.0) 0.073
Diabetes 714 (20.5) 5,997 (7.8) 0.370 714 (205) 3,190 (18.3) 0.063
Dyslipidemia 459 (13.1) 3,648 (4.7) 0.298 459 (13.1) 2,010 (11.5) 0.058
Heart failure 12 (0.3) 90 (0.1) 0.047 12 (0.3) 50 (0.3) 0.012
Hemiplegia 1(0.0) 3(0.0) 0.008 1(0.0) 3(0.0) 0.008
Dementia 4 (0.1) 48 (0.1) 0.018 4(0.1) 21 (0.1) 0.002
Liver disease 7 (0.2) 123 (0.2) 0.010 7 (0.2) 41 (0.2) 0.008
Chronic 161 (4.6) 1,386 (1.8) 0.160 161 (4.6) 716 (4.1) 0.029
pulmonary disease
Connective tissue 43 (1.2) 417 (0.5) 0.074 43 (1.2) 183 (1.1) 0.019
disease
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Unmatched population Propensity score-matched population

Aspirin No aspirin  Standardized Aspirin No aspirin  Standardized
Characteristics ~ (n=3,492) (n=77,211) difference (n=3,492) (n=17,454) difference
Peptic ulcer 243 (7.0) 1,960 (2.5) 0.209 243 (7.0) 1,038 (5.0) 0.048
disease
Malignancy 27 (0.8) 410 (0.5) 0.030 27 (0.8) 136 (0.8) <0.001
Prescribed
medications
Antihypertensive 580 (16.6) 4,132 (5.4) 0.366 580 (16.6) 2,507 (14.4) 0.073
agents
Antidiabetic 700 (20.1) 5,807 (7.5) 0.369 700 (20.1) 3,125 (17.9) 0.063
agents
Statins 302 (8.7) 2,398 (3.1) 0.237 302 (8.7) 1,343 (7.7) 0.041
NSAIDs 471 (13.5) 3,971 (5.1) 0.290 471 (135) 2,111 (12.1) 0.048
Steroids 235 (6.7) 1,921 (2.5) 0.203 235 (6.7) 1,038 (6.0) 0.038
Body mass index, 249 (3.0) 24.1 (3.0) 0.286 249 (3.0) 249 (3.1) 0.008
kg/m?
Systolic blood 133.8 (17.3) 126.8 (16.4) 0.417 133.8 (17.3)  134.0 (16.5) 0.009
pressure, mmHg
Laboratory
parameters
Hemoglobin, 13.6 (1.6) 13.6 (1.6) 0.002 13.6 (1.6) 13.6 (1.6) 0.005
g/dL
Fasting 109.9 (32.3) 101.0 (23.5) 0314 109.9 (32.3) 108.7 (31.0) 0.042
glucose, mg/dL
eGFR, 524 (7.2) 538 (6.1)  0.214 52.4 (7.2) 52.4 (7.1) 0.007
ml/min/1.73m?
LDL-C, mg/dL  122.7 (37.9) 1236 (35.7) 0.023 1227 (37.9) 123.0 (36.8) 0.007
HDL-C, mg/dL  53.0(13.7) 547 (144)  0.124 53.0 (13.7)  53.0(139)  <0.001
Triglyceride, 154.7 (84.4)  140.0 (81.4) 0.177 154.7 (84.4) 153.5 (86.0) 0.014
mg/dL
Albuminuria 552 (15.8) 8,078 (10.5) 0.159 552 (15.8) 2,629 (15.1) 0.022
10-year CVD 18.0 (15.0) 11.6 (12.6) 0.465 18.0 (15.0) 18.0 (14.8) <0.001
risk, %

Note: Data are presented as means (standard deviation)or numbers (percentages).

Abbreviations: CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; HDL-C, high-density lipoprotein
cholesterol; LDL-C, low-density lipoprotein cholesterol; MET, metabolic equivalent of task; NSAIDs,
nonsteroidal anti-inflammatory drugs.
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B3t 8.3 (EERA 4.04) 9 FA7 /M5 A2} B9 A Wsel S
AFBAF (ASCVD) 2 ABWAFTe] BIARI] 15047 (7. 20) o4 AL, o]
F FAA2AM] 201 (L4%), S8 M2 00179 (4.3%), BIFR3E T
B ABAEN AL 3037 (15%), D ABTAG] 3067 (1.5%)o)4 Eayshirh
BE Qe AR 2,115 (10.1%) 014 s el
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Abgel Babze] wh e 5% Fha (
0.95, 95% 2177k 0.81-1.12, P=0,551). 53}, o}A~Td 2qf ARgo 2 T4
FHAS AFL 10% (YFE 0.90, 95% A T3 0.75-1.07, P=0,224), F44]
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H2 13% (YFX 0.87, 95% AlZ]F7F 0.70-1.08, P=0,.202), HENL-3)4 5o
A A aSddE 982 5% (JPE= 0.95, 95% AlZFZE 0.66-1.36, P=0.770)
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<E 4-2> ORATIZ AISTH AT TS wAQIH D] HEE

Incidence rate/1,000

Event number (%)
person-years

Overall  Aspirin N_o_ Overall  Aspirin .
aspirin aspirin

Outcomes b= = = b= b= (= HR

20946) 3,492) 17,454)  20946) 3,492) 17,454) (95% cl)?
Primary efficacy
outcome
ASCVD® or CV 1,504 167 1,337 0.95
death® composite (7.2) (4.8) (7.7) 84 77 85 (0.81-1.12) 0.551
Secondary
efficacy outcomes
ASCVD 1,298 137 1,161 0.90
composite 62 (39  (67) 7263 73 (o75-107) 924
ASCVD or all 3,150 373 2,777 1.04
death composite  (15.0) (10.7) (15.9) 184 183 185 (0.93-1.16) 0.718
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Incidence rate/1,000

Event number (%)
person-years

Overall  Aspirin N.o. Overall  Aspirin .
aspirin aspirin
T — (n= (n= (n= (n= (n= (n= HR
20,946) 3,492) 17,454)  20946) 3,492) 17,454) (95% cl)? p
Myocardial 291 26 265 0.74
infarction (14 (07)  (15) o2 6 os0-1.11) 0144
) 901 93 808 0.87
Ischemic stroke (4.3) (2.7) (4.6) 5.0 42 5.1 (0.70-1.08) 0.202
CABG 303 34 269 0.95
surgery/PC| (15)  (10)  (15) oo 15 T gee-136) 0770
306 41 265 1.17
CV death (15) (12) (15) 1.7 19 1.7 (084-1.62) 0.364
2,115 274 1,841 1.14
All-cause death (10.1) (79)  (106) 12.2 13.2 12.1 (1.00-1.29) 0.051

Abbreviations: ASCVD, atherosclerotic cardiovascular disease; CV, cardiovascular; CABG, coronary artery bypass graft;
Cl, confidence interval; HR, hazard ratio; PCl, percutaneous coronary intervention.

2 HR comparing aspirin users to nonusers in a propensity score-matched cohort.

® ASCVD composite: composite of myocardial infarction or ischemic stroke or CABG/PCI.

€ CV death: death from any vascular cause, excluding intracranial hemorrhage.
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AL 29% (AP 1.29, 95% 2177+ 0,92-1.81, P=0,142) F7}sklout FAsHe o
2 fosAE itk

ofxvlY LG £8 BT AT AnTAL <EA3>

<E 4-3> OIATIZI A8 B U5 WAl A2

Incidence rate/1,000

Event number (%)
person-years

Overall  Aspirin N?. Overall  Aspirin N.O.
aspirin aspirin
T (n= (n= (n= (n= (n= (n= HR
20,946) 3,492) 17,454)  20946) 3492) 17,454) (95% cI)? p
Primary safety
outcome
Gl or IC hemorrhage 777 116 661 1.35
composite 370 (33 (s 3 °3 42 (1.11-165) 2903
Secondary safety
outcomes
. 535 79 456 1.35
Gl bleeding (26) (23) (26) 29 3.6 29 (1.07-1.72) 0.014
Intracranial 262 39 223 1.29
hemorrhage (1.3) (1.1) (1.3) 1.4 18 14 (0.92-1.81) 0.142

Abbreviations: Cl, confidence interval; Gl, gastrointestinal; HR, hazard ratio; IC, intracranial.
HR comparing aspirin users to nonusers in a propensity score-matched cohort.
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of2u]d ARGl o5t F8 T WA AL of2Td ARS 5 ¥ 53] ST
o, ol=udg AMESE B9 AMEERA] ek 9ol HlEl] g E T &89
AR B 9182 33% UM EAITTA R frolak it (F1R % 1.33, 95%
A ZF7E 1,.02-1.73, P=0.033).

of2=s el Abg7IRkol W BT Wikl L 2 S13Te) ARAAE CE 44>
o <E 45> 42 Helshar

<E 4-4> OFAL|ZI AFR7|ZH0| M2 AHTES

Incidence rate/1,000
person-years

Event number (%)?

Overall  Aspirin asgi(iin Overall  Aspirin ey
Years of first event 5 946 3,(:9:2) 17(,2;4) 20(,326) 3,(:9:2) 17(,2‘.:34) (9F>‘:>RCI)b b
3 (3362) (122) (597? 58 54 58 (0.73_11_4%2) 0.928
310 G5 (f%‘)‘ : 1351) (5783) 36 31 36 (050- &867) 0.464
>5 (2645)5 (5?2‘)‘ (g;‘)‘ 51 49 52 (0.77_1?1'986) 0674

Abbreviations: Cl, confidence interval; HR, hazard ratio.

? The numbers at risk declined with each period of follow-up because of censoring, so the percentages are the
number of events as a proportion of the number at risk at the start of each period.

® HR for the composite cardiovascular events including myocardial infarction, ischemic stroke, coronary artery

bypass graft/percutaneous coronary intervention or cardiovascular mortality among aspirin users versusnonusers,
according to the years of follow-up.

<HE 4-5> OfAL[Zl AE7|ZH0f| ME £ sIHZT fdnte| gzt

Incidence rate/1,000
person-years

Event number (%)?

Overall  Aspirin asglprin Overall  Aspirin as':ic;in
Years of first event zo(,gj@) 3,(:922) 17(,2;4) 20(,2):6) 3,(:9=2) 17(,2;4) (95‘;|JRCI)" p
a3 (f_%? (0.39? (123) 35 39 35 (0.76—11.6141) 0586
0 RO g,
>5 (3_58()’ (3%6) (3?7‘)‘ 27 34 26 (1.02_11_%333) 0.033

Abbreviations: Cl, confidence interval; HR, hazard ratio.
2 The numbers at risk declined with each period of follow-up because of censoring, so the percentages are the
number of events as a proportion of the number at risk at the start of each period.

® HR for the gastrointestinal bleeding or intracranial hemorrhageamong aspirin users versusnonusers, according
to the years of follow-up.
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ASCVD or CV death composite Gl or intracranial hemorrhage composite
Incidence rate/ Incidence rate/
1,000 PYs 1,000 PYs
Aspirin N.O. Aspirin -
aspirin aspirin
s (n= (n= HR a D (n= (n= HR a D
3,492) 17,454)  (95% ClI) 3,492) 17454) (95% Cl)
Age
096 0879 1.02 0940
40-59 years 3.7 4.0 (0.60-156) 2.7 2.6 (058-179)
096 0.649 1.35 0.006
260 years 9.0 97 (081-1.14 6.1 46 (1.09-166)
Sex
083 0.102 1.45 0.005
Men 8.5 10.7 (0.66-1.04) 7.0 4.8 (1.12-1.88)
111 0372 1.10 0561
Women 7.0 6.6 (0.88-1.40) 3.9 3.6 (080-1.49)
Smoking
095 0619 1.15 0312
Non-smoker 6.9 76 (077-117) 43 38 (0.88-1.49)
Ex-/current 096 0.726 153 0.006
smoker 95 103 (0.74-1.24) 75 49 (1.13-2.07)
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ASCVD or CV death composite Gl or intracranial hemorrhage composite

Incidence rate/ Incidence rate/
1,000 PYs 1,000 PYs
Aspirin N.o. Aspirin .
aspirin aspirin
Groups (n= (n= HR p (n= (n= HR D
P 3492)  17,454)  (95% ClI)? 3492) 17.454) (95% CI)?
Hypertension
081 0200 120 0423
Yes 116 146 059-119) 2.1 40 0718
096 0655 129 0025
No 63 75 1080-1.16) 63 53 (103-161)
Diabetes
086 0296 136 0.129
Yes 1.7 41 oeatis) 6.6 49 001203
094 0558 125 0.059
No 67 74 (078-1.15) 50 40 (099-156)
Statin
107 0801 107 0839
Yes 104 100 o651 54 51 l0s52.1)
093 0431 131 0011
No [ 83 (o79-1.11) >3 A1 (106-161)
Proteinuria
078 0.193 122 0397
Yes 9.1 123 s 65 54 (077-1.90)
100 0966 130 0018
No 75 78 (083-1.19) > 40 o5162)
BMI
090 0325 130 0.050
€25 7 89 (072-1.12) >8 45 (100-168)
103 0836 128 0.114
225 78 73 081-130) 48 38 (094-174)
eGFR
096 0617 132 0012
=45 71 78 (080-1.14) > 33 (106-164)
090 0542 110 0688
45 116 (LA 6.7 61 (0ge177)
10-year CVD risk
105  0.060 104 0856
()
<10% 34 34 072150 29 28 (08-158)
003 0444 138 0.005
(o)
>10% 107 (AT 7.0 51 (110-19)

Abbreviations: ASCVD, atherosclerotic cardiovascular disease; BMI, body mass index; Cl, confidence interval; CV,
cardiovascular; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; Gl,
gastrointestinal; HR, hazard ratio; PYs, person-years.

@ HR comparing aspirin users to nonusers across clinically relevant subgroups such as age, sex, smoking, hypertension,

diabetes, statin use, BMI, eGFR, and 10-year CVD risk.
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