SUPPLEMENTAL MATERIAL

Supplement to: Comparative risk of ischemic stroke among users of clopidogrel together with individual proton pump inhibitors



Supplemental Tables

Supplemental Table I. Characteristics of clopidogrel users, by proton pump inhibitor exposure group

Pantoprazole Esomeprazole Lansoprazole Omeprazole Rabeprazole
N N N N N
Users, concomitant with clopidogrel 57,089 59,821 106,470 88,069 14,110
Person-years of follow-up 12,057 13,359 23,185 18,791 2,882
Acute ischemic stroke events 350 238 617 408 54
Characteristic Group % % SMD | WCSD % SMD | WCSD % SMD |WCSD % SMD | WCSD

Demographic factors

clopidogrel

gﬂgg‘:‘n‘g" 35.1 440 | 018 | 013 | 445 | 019 | 016 | 382 | 006 | 0.0 42,5 015 | 013

PPI therapy

clopidogrel
Method of cohort entry ?:i?iapticli on 30.6 18.9 0.27 0.22 21.1 0.22 0.17 19.7 025 | 0.21 18.0 0.30 | 0.25

same day

PPI added

o ongoing 343 372 | 006 | 0.08 345 | 0.00 | 0.06 421 016 | 0.11 395 011 | 0.10

clopidogrel

therapy
Age at cohort entry Median 72.0 69.7 0.19 0.13 715 0.04 0.09 72.0 0.00 | 0.11 715 0.04 | 0.11
(continuous)t (Q1-Q3) (62.4-80.2) | (59.8-77.5) (62.1-79.5) (62.4-80.2) (62.1-79.5)

1 8.5 12.1 0.12 | 0.10 9.9 0.05 | 0.06 9.8 0.04 | 0.06 8.8 0.01 | 0.06

2 8.5 12.0 0.11 | 0.08 9.9 0.05 | 0.07 9.8 0.04 | 0.07 8.8 0.01 | 0.04
g%ii?ésohort entry 3 8.6 112 | 009 | 007 105 | 006 | 0.07 96 | 004 | 007 9.3 0.03 | 0.02

4 9.5 104 0.03 | 0.05 10.1 0.02 | 0.03 9.9 0.01 | 0.02 10.1 0.02 | 0.02

5 9.7 10.6 0.03 | 0.04 9.9 0.01 | 0.03 9.8 0.00 | 0.03 111 0.04 | 0.03




6 10.0 101 | 000 | 0.03 9.9 0.00 | 0.04 9.6 001 | 0.03 11.8 0.06 | 0.01
7 10.4 9.7 0.03 | 0.05 100 | 001 | 0.04 9.8 002 | 0.04 10.8 0.01 | 0.01
8 11.1 9.0 0.07 | 0.04 9.8 0.04 | 0.3 100 | 0.04 | 0.03 10.7 0.01 | 0.01
9 115 8.3 011 | 0.04 9.9 0.05 | 0.04 104 | 003 004 9.8 0.05 | 0.03
10 12.1 6.6 019 | 0.03 100 | 007 | 0.05 11.2 | 0.03 | 0.06 8.8 011 | 0.07
Sex female 63.9 62.7 | 003 | 0.6 643 | 001 | 0.02 630 | 002 | 001 64.8 0.02 | 0.02
white 49.6 448 | 010 | 0.16 468 | 006 | 0.03 487 | 002 | 013 44.1 011 | 0.09
Racet black 14.3 127 | 005 | 0.12 132 | 003 | 0.09 132 | 0.03 | 0.06 9.0 017 | 0.08
other / 36.0 425 | 013 | 0.16 400 | 008 | 0.08 382 | 004 | 014 47.0 022 | 0.08
unknown
CA 39.1 325 | 014 | 022 344 | 010 | 0.06 324 | 014 | 016 45.4 013 | 0.14
FL 15.9 123 | 010 | 0.13 261 | 025 | 0.2 124 | 010 | 017 10.0 017 | 0.20
State of residencet NY 27.6 368 | 020 | 0.26 231 | 010 | 0.25 324 | 010 | 017 335 013 0.20
OH 6.7 143 | 025 | 0.13 112 | 016 | 0.17 8.3 0.06 0.14 6.6 0.00 | 0.1
PA 10.7 41 025 | 0.09 5.1 021 | 0.07 145 | 012 | 010 45 0.24 | 0.07
2000/2001 5.0 1.2 022 | 001 146 | 033 | 001 125 | 027 | 001 17.8 0.41 | 001
2002 12.9 5.0 028 | 011 112 | 005 | 0.11 4.0 032 | 0.9 17.7 014 | 0.5
2003 14.9 75 024 | 0.10 156 | 0.02 | 0.10 3.4 041 | 0.07 13.6 0.04 | 0.5
2004 15.8 9.8 018 | 0.16 104 | 016 | 0.07 3.9 041 | 0.13 14.9 0.02 | 0.09
g;'&“far year of cohort 5445 7.1 161 | 028 | 0.29 162 | 0.28 | 0.8 5.8 0.05 | 0.23 7.1 0.00 | 0.03
2006 13.8 171 | 009 | 0.20 128 | 003 | 0.12 169 | 0.09 | 0.19 9.4 014 | 0.11
2007 12.0 155 | 010 | 0.3 9.5 0.08 | 0.08 161 | 012 | 0.20 8.4 012 | 0.11
2008 9.0 133 | 014 | 0.05 4.8 016 | 0.03 163 | 022 | 0.09 6.4 0.10 | 0.06
2009 9.5 146 | 016 | 0.8 4.9 018 | 0.07 211 | 033 | 0.08 4.8 0.18 | 0.06
CMS dual-eligiblet Yes 84,5 726 | 029 | 0.24 766 | 020 | 0.22 80.3 | 0.1 | 0.20 80.9 0.10 | 0.08

Health system use factors




ACS hospitalization 29

daye prior 1o oohort entry | YES 155 8.8 021 | 017 106 | 014 | 0.09 9.2 019 | 011 75 025 0.5
':V‘gfij”u%irr‘]‘;”gzggﬁindeeTnce' Yes 315 152 | 039 | 0.8 254 | 014 | 0.15 272 | 010 | 011 13.1 045 | 0.1
# circulatory system .
gng?sgﬁggﬁgj Si)n prior '(\geﬁ'gg) (0.8;2.0) (0_8;2_0) 003 | 017 (0_8;2_0) 008 | 015 (0_8;2_0) 000 | 0.14 (0.8;2.0) 008 | 019
0 46.2 623 | 033 | 0.26 578 | 023 | 0.5 60.5 | 0.29 | 0.16 64.7 038 022
ﬁocsi;?tlle:l?gzgoxsitﬁr;ﬂor 1 33.4 261 | 016 | 0.9 277 | 012 | 0.8 273 | 013 | 011 24.3 020 0.15
yeart 2 12.7 7.9 016 | 0.14 9.5 0.0 | 0.07 8.4 0.14 | 0.08 7.6 017 | 011
3+ 7.7 3.7 017 | 0.12 5.0 011 | 0.09 3.8 017 | 0.09 3.4 019 = 013
# non-circulatory system .
322??2;'532323 Si)n prior '(\("geﬁgg) (0.8;2.0) (0_8;2_0) 0.06 | 0.15 (0_8;2_0) 007 | 013 (0_8;(1)_0) 0.00 | 014 (0.8;2.0) 0.07 | 022
0 485 671 | 038 | 0.24 60.1 | 023 | 0.3 630 | 029 | 0.16 70.4 0.46 = 0.18
ﬁons?)?t-;liirzcati:3%)36{:%'?:5?1 1 26.8 196 | 017 | 018 221 | 011 | 0.8 211 | 013 | 012 18.7 019 | 0.14
yeart 2 12.4 7.0 018 | 0.12 9.0 011 | 005 8.4 013 | 0.08 6.2 0.22 | 0.08
3+ 12.2 6.2 021 | 0.15 8.7 011 | 0.10 7.4 0.6 | 0.10 47 0.27 | 0.14
# circulatory system ED .
\(/(I:ZI;; in g{jlsc;r year '(\{'?eﬁ'gg) (o.glg.O) (0'8;2'0) 0.00 | 0.1 (0'8;2'0) 003 003 (0'8;2'0) 000 = 003 (o.glg.O) 003 | 004
0 58.3 726 | 031 | 0.20 67.3 | 019 | 0.4 703 | 025 | 015 74.7 035 0.15
# circulatory system ED | 1 24.9 181 | 017 | 015 209 | 010 | 0.8 194 | 013 | 0.09 17.1 019 | 011
visits in prior yearf 2 9.3 5.5 0.15 | 0.11 6.7 0.09 | 0.06 6.2 0.12 | 0.09 46 0.18 | 0.08
3+ 75 3.8 016 | 0.10 5.1 0.0 | 0.07 41 0.14 | 0.08 35 0.8 = 0.09
# non-circulatory system .
Etﬁnvdiﬁi liJr;)prior year ?geﬁ'gg) 0020 | 0020 001 006 | qoDo 005 007 | oof . 000 008 | oo | 005 008
# non-circulatory system | 0 30.0 456 | 033 | 022 39.6 | 020 | 0.6 441 | 029 | 012 49.6 041 0.16




ED visits in prior yeart |1 23.1 21.6 004 | 011 22.5 0.01 | 0.05 21.2 0.05 | 0.05 21.5 0.04 | 0.10
2 15.5 12.1 0.10 | 0.09 135 0.06 | 0.04 12.7 0.08 | 0.05 12.0 0.10 | 0.08
3+ 31.4 20.7 025 | 0.16 24.4 016 | 0.1 221 0.21 | 013 17.0 0.34 | 013

# circulatory system .

. AN . Median 6.0 7.0 8.0 6.0 8.0

outpatient visits in prior 0.07 0.04 0.08 0.06 0.00 0.05 0.08 | 0.06

yea$ (continuous) P (Q1-Q3) (2.0-13.0) | (3.0-13.0) (4.0-15.0) (2.0-13.0) (4.0-15.0)
1 12.6 15.6 0.09 | 0.08 11.8 0.03 | 0.14 20.6 0.21 | 0.07 14.5 0.05 | 0.12
2 48 6.8 0.09 | 0.03 6.0 0.05 | 0.02 6.2 0.06 | 0.03 6.3 0.07 | 0.02
3 10.5 14.0 011 | 0.04 12.7 0.07 | 0.03 12.6 0.07 | 0.03 13.9 0.10 | 0.03
4 10.8 12.7 0.06 | 0.02 12.2 0.04 | 0.02 11.6 0.03 | 0.02 13.1 0.07 | 0.03

# ctirc;J_Iat:)r)_/ ?%’SFem _ 5 5.0 5.9 0.04 | 0.01 5.6 0.03 | 0.1 5.0 0.00 | 0.02 5.9 0.04 | 0.02

outpatient VISItS In prior

year (deciles)t 6 9.1 9.4 0.01 | 0.02 9.6 0.02 | 0.01 8.6 0.02 | 0.02 10.0 0.03 | 0.02
7 11.4 10.2 0.04 | 0.05 111 0.01 | 0.03 9.7 0.06 | 0.04 10.7 0.02 | 0.03
8 11.0 8.2 0.09 | 0.06 9.9 0.03 | 0.04 8.4 0.09 | 0.06 9.0 0.07 | 0.04
9 13.2 8.3 0.16 | 0.07 11.0 0.07 | 0.07 9.4 0.12 | 0.08 8.3 0.16 | 0.06
10 11.6 8.9 0.09 | 0.05 10.2 0.04 | 0.07 7.8 0.13 | 0.06 8.2 0.11 | 0.07

# non-circulatory system .

ATy SYSt Median 23.0 26.0 28.0 23.0 28.0

;g;‘r’e}tc'ggil‘r’]'jgjs')“ Prior1(Q1-Q3) (10.0-450) | (14.0-520) | °14 | O T 50500 010 | 012 T 4p0450) 000 | 010 1 (454550 | 010 014
1 10.2 9.4 0.03 | 0.09 7.0 0.11 | 0.10 15.8 0.17 | 0.06 8.9 0.04 | 0.11
2 9.8 11.2 0.05 | 0.06 10.3 0.02 | 0.04 115 0.06 | 0.05 12.5 0.09 | 0.08
3 9.7 10.8 0.04 | 0.05 10.4 0.02 | 0.03 10.3 0.02 | 0.03 12.3 0.08 | 0.06

# rlont-_ciriulat}t)ry system |4 9.7 10.2 0.02 | 0.02 10.3 0.02 | 0.01 9.5 0.01 | 0.01 10.9 0.04 | 0.04

outpatient vISIts In prior

year (deciles)t 5 8.6 8.7 0.00 | 0.01 9.2 0.02 | 0.01 8.2 0.01 | 0.01 9.9 0.05 | 0.03
6 10.0 9.8 0.01 | 0.03 10.5 0.01 | 0.02 9.2 0.03 | 0.02 10.4 0.01 | 0.02
7 10.5 9.4 0.04 | 0.03 11.0 0.01 | 0.03 9.4 0.04 | 0.03 10.1 0.01 | 0.02
8 10.4 8.8 0.05 | 0.05 10.6 0.01 | 0.04 8.6 0.06 | 0.05 9.1 0.05 | 0.07




9 11.1 95 005 | 0.06 10.6 002 | 007 8.9 008 | 0.06 8.2 010 | 0.10
10 9.9 122 008 | 0.10 10.1 001 | 0.09 8.7 004 | 007 77 007 | 0.08

# unique drugs prescribed | Median 16.0 18.0 18.0 16.0 18.0

in prior year (continuous) | (Q1-Q3) (11.0-23.0) | (13.0-25.0) 920 | 012 | 430940y | 017 | 008 | g1 0950y 000 008 | (4500540 | 017 | 009
1 136 9.9 012 | 0.05 98 012 | 003 136 000 | 003 10.0 011 | 0.05
2 11.0 10.2 003 | 0.05 10.2 003 | 004 12.0 003 | 0.04 111 0.00 | 0.04
3 9.1 83 003 | 0.04 8.7 001 | 002 95 002 | 002 8.7 001 | 0.02
4 9.4 9.2 001 | 003 96 000 | 001 10.1 002 | 003 9.4 0.00 | 0.03

4 unique drugs prescribed |3 9.2 9.1 000 | 0.04 9.8 002 | 001 9.7 002 | 0.02 9.5 001 | 0.01

in prior year (deciles) 6 12.9 13.4 0.02 | 0.01 13.3 001 | 001 12.9 0.00 | 0.02 13.4 0.02 | 0.02
7 71 78 002 | 002 77 002 | 001 7.1 0.00 | 0.01 77 002 | 0.02
8 8.9 98 003 | 003 9.7 003 | 003 8.6 001 | 003 93 001 | 0.02
9 9.5 10.7 004 | 003 10.7 004 | 003 8.8 002 | 0.03 10.6 0.04 | 0.04
10 9.2 116 | 0.08 | 0.09 105 005 | 0.06 77 005 | 0.06 10.2 004 | 0.07

Diseases and Procedures

Alcohol abuse Yes 83 8.8 002 | 0.04 75 003 | 0.02 76 002 | 002 6.1 008 | 0.07

Angina pectoris Yes 46.0 48.2 004 | 0.10 45.4 001 | 007 41.0 010 | 008 458 000 | 0.09

ﬁ;'st:ge arteriole, capillary |y, o 62.3 583 | 008 | 0.10 60.4 | 004 | 008 570 | 011 | 0.10 54.2 0.16 = 0.10

Asthma, COPD, or Yes 55.2 54.7 001 | 0.08 54.9 001 | 0.06 505 009 | 008 49.6 011 | 0.09

emphysema

Cancer Yes 30.4 300 | 001 | 0.06 29.2 002 | 004 27.9 005 | 0.07 29.6 002 | 0.04

Cerebrovascular disease, |y 31.9 309 | 002 | 008 317 | 000 | 008 278 | 009 | 008 29.1 0.06 | 0.06

CAO and stenosis

Cerebrovascular disease, |50 44 3.0 008 | 0.2 37 004 003 36 004 | 003 27 009 | 0.03

hemorrhage

Cerebrovascular disease, | 40.2 295 023 | 0.04 36.8 007 | 0.07 34.6 012 | 0.04 31.6 0.18 | 0.09

ischemic stroke




Cerebrovascular disease,

other Yes 52.3 46.5 011 | 0.07 50.6 003 | 0.04 47.0 010 | 0.07 45.8 013 | 0.08
Cerebrovascular disease,

other (w/o CAO or Yes 39.3 31.1 017 | 0.5 35.1 009 | 005 35.2 0.08 | 0.06 30.9 018 | 0.07
stenosis)

Cerebrovascular disease, |, o 29.6 25.4 0.10 | 0.5 29.1 001 | 0.04 26.3 0.07 | 0.05 26.4 007 | 0.05
transient cerebral ischemia

Cardiac dysrhythmias, all | Yes 61.4 54.1 015 | 0.0 55.8 011 | 0.07 53.2 017 | 0.10 51.9 0.19 | 0.09
Cardiac dysrhythmias, Yes 28.9 20.0 021 | 0.08 22.4 015 | 0.05 23.0 013 | 0.09 19.8 021 | 0.06
atrial fibrillation or flutter

Oct%guac dysrhythmias, Yes 55.2 49.7 011 | 0.09 50.6 009 | 007 47.4 016 | 0.10 471 016 | 0.09
Cardiovascular system |, 53.9 55.7 004 | 0.10 53.7 001 | 0.10 48.7 011 | 011 505 007 | 011
symptomst

Circulatory system Yes 96.9 97.2 0.02 | 0.04 97.7 005 | 0.06 95.3 0.08 | 0.06 96.8 0.00 | 0.08
disease, other

Conduction disorder Yes 193 13.9 0.15 | 0.06 15.3 011 | 003 15.5 010 | 0.07 133 0.16 | 0.04
ﬁeoa”r?e”“a' anomaly of | 142 124 005 | 0.06 131 003 | 0.6 111 009 | 0.06 11.9 007 | 0.03
Diabetes mellitus Yes 67.2 67.4 0.00 | 0.08 65.4 004 | 0.06 65.3 0.04 | 0.05 62.5 010 | 0.07
Disorder of stomachand |y, 47 48 001 | 003 40 003 | 0.02 3.9 004 | 005 44 002 | 0.02
duodenum, other*

Dyspepsia and other

disorders of stomach Yes 20.6 24.7 010 | 0.07 235 007 | 0.04 19.9 002 | 0.05 23.9 0.08 | 0.06
function*

Esophageal disease™ Yes 51.3 58.3 0.14 | 0.10 52.7 003 | 003 52.2 002 | 0.10 54.4 0.06 | 0.09
Gastrin secretion Yes 0.0 0.0 0.00 | 0.01 0.0 0.01 | 0.01 0.0 0.01 | 0.01 0.0 0.01 | 0.01
abnormality*

Gastritis/duodenitis* Yes 42.7 49.4 013 | 0.09 474 009 | 0.05 39.6 0.06 | 0.08 49.0 013 | 0.09
Heart failure or Yes 63.9 52.9 022 | 012 56.7 015 | 0.10 535 021 | 012 49.7 029 | 011

cardiomyopathyt




HIV/AIDS Yes 19 24 004 | 0.05 22 002 | 003 16 002 | 002 12 006 | 0.04
Hypertension Yes 93.1 93.7 002 | 0.06 935 001 | 007 91.1 008 | 005 923 003 | 0.09
Hypothyroidism Yes 37.0 382 002 | 0.10 36.3 001 | 007 3438 005 | 008 37.4 001 | 0.08
Ischemic heart diseaset Yes 82.4 79.0 0.08 0.11 78.5 0.10 0.09 76.8 0.14 0.09 76.7 0.14 | 0.09
Lipoid metabolism Yes 80.5 86.4 016 | 0.11 79.6 002 | 0.11 79.9 001 | 0.08 81.9 0.04 | 0.09
disordert

Mental disorder, Yes 42.2 440 | 004 | 008 448 | 005 | 005 416 | 001 | 004 36.0 013 | 0.10
depression

Mental disorder, othert | Yes 61.4 60.3 002 | 007 60.8 001 | 004 58.9 0.05 | 0.05 51.8 019 | 0.12
MI, acutet Yes 37.0 26.6 023 | 0.14 278 020 | 0.07 28.2 019 | 0.10 235 030 | 0.10
MI, old Yes 25.0 18.8 015 | 0.10 195 013 | 0.5 20.7 0.10 | 0.06 16.7 020 | 0.09
Nervous system disease,

disorders of the eye and | Yes 81.1 84.9 010 | 0.05 83.7 007 | 0.05 78.9 005 | 0.06 835 006 | 0.06
adnexa

Nervous system disease,

hereditary and Yes 28.4 23.0 012 | 007 25.7 006 | 0.04 258 006 | 0.05 212 017 | 0.0
degenerative

Nervous system disease: .o 15 12 002 | 003 13 002 | 003 13 002 | 0.02 0.8 0.06 | 0.04
inflammatory disease

c':'tﬁg’r?“s system disease, |y 337 291 | 010 | 0.06 3.7 | 0.04 | 005 296 | 009 | 0.05 26.2 016 | 0.1
Nervous system disease, | oo 373 41.0 008 | 0.07 372 000 | 007 35.8 003 | 0.08 35.1 0.05 | 0.08
peripheral

Obesity Yes 20.0 205 001 | 0.06 18.0 005 | 0.03 19.6 001 | 0.04 14.6 014 | 0.08
Pulmonary congestion or |, 19.9 12.0 022 | 010 15.0 013 | 0.07 14.6 014 | 0.08 9.0 032 | 0.08
hypostasis

Pacemaker/ICD Yes 55 35 010 | 0.06 38 008 | 0.04 40 007 | 0.05 32 011 | 0.04
Renal disease, acutet Yes 213 125 024 | 0.14 13.8 020 | 007 153 016 | 0.11 85 037 | 013
Renal disease, chronict | Yes 24.2 16.6 019 | 0.11 16.5 019 | 0.08 19.4 012 | 012 122 032 | 013




Renal failure, othert Yes 47.1 415 | 011 | 0.09 413 | 012 | 007 396 | 015 | 0.10 35.9 023 | 0.12
f’etﬁgic ﬁ‘l":r)itzigtiogncam“d Yes 2.9 22 | 005| 006 2.2 0.05 | 003 23 0.04 | 0.04 21 0.05 | 0.05
Stent, coronaryt Yes 25.7 233 | 005 | 0.8 194 | 015 | 0.08 225 | 008 | 0.09 19.2 0.16 | 0.16
Stent, other vasculart Yes 11.6 11.1 0.02 0.16 6.5 0.18 0.10 12.6 0.03 | 0.12 6.2 0.19 | 0.11
Substance abuset Yes 19.4 21.1 0.04 0.12 17.1 0.06 0.04 18.8 0.02 | 0.05 12.9 0.18 | 0.12
Tobacco uset Yes 25.7 266 | 002 | 0.14 217 | 0.09 | 0.6 245 | 003 | 0.06 17.4 020 | 0.3
g;;’tergjgjuuon‘iﬁ“z'r g:sg(':i Yes 24.3 256 | 003 | 006 248 | 001 | 005 209 | 008 008 27.9 0.08 | 008
Drug markers of chronic diseases

Antiadrenergic agent Yes 27.9 280 | 0.00 | 0.07 267 | 003 | 0.6 251 | 006 | 0.07 24.6 0.07 | 0.08
Antialcohol agent Yes 0.1 0.2 0.02 | 001 0.1 0.00 | 0.01 0.1 0.00 | 0.01 0.0 0.03 | 0.3
Antiarrhythmic agent Yes 6.2 4.9 0.06 | 0.04 5.1 0.05 | 0.02 47 007 | 004 4.7 0.07 | 0.02
Anticoagulant Yes 16.7 123 | 013 | 0.08 137 | 008 | 004 140 | 008 | 006 10.2 019 | 0.07
Anticonvulsant Yes 12.6 131 | 002 | 0.05 132 | 002 | 0.04 123 | 001 | 001 10.4 0.07 | 0.07
Antidepressant Yes 55.1 594 | 0.09 | 0.6 50.0 | 0.08 | 0.03 554 | 00l | 0.02 53.4 0.03 | 0.5
Antidiabetic agent, insulin | Yes 235 188 | 012 | 0.06 207 | 007 | 007 218 | 004 | 0.04 145 0.23 | 0.09
ﬁgﬂﬁ;abe“c agent, non- | yeg 40.1 400 | 000 | 005 384 | 004 | 003 39.8 | 001 | 001 35.7 0.09 | 0.04
Agent for migraine Yes 2.8 5.7 015 | 0.01 3.9 007 | 0.01 3.2 0.03 | 001 45 0.09 | 0.3
Antiobesity agents Yes 0.2 0.3 001 | 0.03 0.3 001 | 0.02 0.2 0.00 | 0.02 0.3 0.02 | 0.02
ggﬂﬂg}ﬁﬁfgsi’gogrel) Yes 9.8 113 | 005 | 004 112 | 004 | 003 9.2 0.02 | 003 105 0.02 | 003
Antipsychotic Yes 23.4 242 | 002 | 0.06 257 | 0.05 | 0.03 225 | 002 | 003 19.9 0.08 | 0.09
Antiretroviral agent Yes 0.8 1.2 0.04 0.06 1.0 0.02 0.02 0.7 0.01 | 0.02 0.6 0.03 | 0.03
Aspirin (low dose)?t Yes 35.6 45.7 0.21 0.14 37.8 0.05 | 0.06 35.6 0.00 | 0.04 41.3 0.12 | 0.06




Beta-adrenergic or

alpha/beta-adrenergic Yes 66.5 67.9 | 0.03 | 0.8 61.9 | 0.09 | 0.04 66.8 | 001 | 0.04 61.2 011 | 0.03
blocking agent

?gﬂ?ﬁ;‘;ﬂ:’oﬁ?r orinhaled | 45.6 495 | 008 | 0.05 468 | 002 | 0.03 447 | 002 | 004 43.2 0.05 | 0.06
Calcium channel blocker | Yes 58.2 58.0 0.00 0.07 57.5 0.01 0.06 54.5 0.07 | 0.06 57.7 0.01 | 0.07
Diuretic, loop Yes 47.1 389 | 017 | 0.10 422 | 010 | 004 410 | 012 | 008 35.6 0.24 | 0.08
Diuretic, other Yes 47.9 534 | 011 | 0.5 476 | 001 | 0.04 479 | 0.00 | 0.04 47.4 0.01  0.04
Fibrate Yes 10.4 135 | 010 | 0.5 111 | 002 | 0.03 11.3 | 003 | 0.02 11.2 0.03 | 0.01
Inotropic agent Yes 15.9 105 | 0.16 | 0.06 145 | 004 | 0.03 11.9 | 011 | 004 125 0.10 | 0.03
Leukotriene inhibitor Yes 10.5 170 | 019 | 0.3 126 | 0.06 | 0.04 11.0 | 0.02 | 0.03 13.2 0.08 | 0.05
Potassium supplement | Yes 325 265 | 013 | 0.09 209 | 0.06 | 0.03 281 | 010 | 0.06 24.1 019 | 0.5
Ranolazine Yes 0.3 0.5 0.03 | 001 0.1 0.03 | 0.01 0.5 0.03 | 0.02 0.3 0.00 | 0.01
;igg”ﬁ?giomnsm SYSEM | yreq 75.5 773 | 004 | 0.07 735 | 0.04 | 0.04 742 | 003 | 0.03 72.9 0.06 | 0.04
Statin Yes 65.9 744 | 019 | 0.0 646 | 003 | 0.05 700 | 009 | 0.03 66.3 0.01 | 0.5
Varenicline Yes 0.7 1.9 011 | 0.02 0.6 001 | 0.02 1.6 0.09 | 0.01 0.3 0.05 | 0.03
Vasodilator Yes 52.5 501 | 0.05 | 0.8 504 | 0.04 | 0.04 482 | 009 | 0.06 50.7 0.04 | 0.06
Thyroid hormone Yes 15.6 141 | 004 | 0.05 140 | 005 | 0.03 151 | 0.02 | 0.03 13.4 0.06 | 0.01
Recent drug exposures

Sg’chkﬁ’nbge?égg[e“ergic Yes 7.1 7.2 0.00 | 0.05 5.8 0.05 | 0.03 7.1 0.00 | 0.04 4.9 0.09 | 0.04
Qﬂgfemessam' MAOIT | s 3.2 41 | 005 | 003 40 | 004 | 003 39 | 004 003 3.4 0.01 | 0.03
Antidepressant, SNRI Yes 2.1 2.9 0.05 | 0.03 2.3 001 | 0.01 25 0.03 | 0.02 1.7 0.03 | 0.02
Antidepressant, SSRI Yes 13.2 137 | 002 | 0.05 154 | 0.06 | 0.03 141 | 003 004 12.3 0.03 | 0.07
Antidepressant, tetracyclic | Yes 2.0 14 0.05 | 0.05 2.1 0.00 | 0.04 2.3 0.02 | 0.04 1.4 0.04 | 0.04
Antidepressant, tricyclic | Yes 2.8 3.2 0.02 0.02 35 0.04 0.02 34 0.04 | 0.03 3.6 0.05 | 0.02
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Antidiabetic agent,

ntdiabelic ¢ Yes 11.0 16.4 0.16 | 0.03 13.5 0.08 | 0.02 13.6 0.08 | 0.04 14.7 0.11 | 0.03
thiazolidinedione

Anti-infective agent Yes 39.7 40.7 0.02 0.06 41.7 0.04 0.03 37.9 0.04 | 0.05 39.8 0.00 | 0.04
Antipsychotic, Yes 2.1 1.7 0.03 | 0.04 2.6 0.03 | 0.03 2.0 0.01 | 0.03 1.4 0.05 | 0.02
benzisoxazole

Antipsychotic, Yes 3.7 3.7 0.00 | 004 45 004 | 003 3.7 0.00 | 003 27 0.05 | 0.04
dibenzapine

Antipsychotic, Yes 1.0 0.9 0.02 | 0.02 11 000 | 001 11 0.00 | 0.01 1.0 001 | 001
phenothiazine

Antipsychotic,

Shenylbutylpiperadine Yes 0.4 0.3 0.02 | 0.02 0.4 000 | 0.2 0.4 001 | 0.02 0.3 0.02 | 0.03
Antipsychotic, Yes 0.4 0.7 0.04 | 0.02 0.6 0.03 | 0.01 0.6 0.03 | 0.02 0.2 0.03 | 0.02
quinolinone

Antipsychotic, Yes 0.0 0.0 0.00 | 0.01 0.1 0.00 | 0.01 0.1 0.00 | 0.01 0.1 0.01 | 0.02
thioxanthine

Aspirin Yes 12.3 13.3 0.03 | 0.07 14.3 0.06 | 0.05 10.9 0.04 | 0.5 14.3 0.06 | 0.09
aBge;ﬁ;adrenerg'c blocking | o 26.9 283 003 | 0.04 265 001 | 003 29.9 007 | 006 26.2 002 | 0.06
g;éf"t“m channel blocking |y, 218 232 003 | 001 235 004 | 0.02 22.9 003 | 0.02 23.4 004 | 0.02
Centrally-acting

antiadrenergic agent or Yes 4.0 34 0.03 | 0.04 3.9 0.00 | 0.04 34 0.03 | 0.03 24 0.09 | 0.04
reserpine

CYP2C19 inhibitor Yes 1.9 1.9 0.00 | 0.02 2.4 003 | 002 25 0.04 | 0.02 2.0 001 | 0.02
CYP3A4 inhibitor Yes 8.2 6.8 0.05 | 0.03 8.4 001 | 002 7.6 0.02 | 0.03 8.2 0.00 | 0.03
CYP3A4 inducer Yes 6.2 6.8 0.02 | 0.02 7.0 003 | 003 6.1 0.00 | 0.02 6.3 0.01 | 0.02
CYP1A2 inhibitor Yes 2.4 2.1 0.02 | 0.02 2.6 0.01 | 0.02 2.3 0.01 | 0.01 2.7 0.02 | 0.02
CYP2B6 inhibitor Yes 0.1 0.1 0.01 | 001 0.2 0.02 | 0.02 0.2 0.02 | 0.02 0.2 0.03 | 0.01
CYP2B6 inducer Yes 2.2 15 0.05 | 0.01 2.4 0.02 | 0.04 2.0 0.01 | 0.02 1.8 0.03 | 0.03
Dipyridamole Yes 0.7 0.7 0.01 | 001 0.7 0.00 | 0.01 0.8 0.01 | 0.01 0.7 0.00 | 0.02
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Estrogen Yes 18 2.2 0.03 | 0.03 2.7 0.06 | 0.03 2.1 0.02 | 001 3.0 0.08 | 0.04
Influenza vaccination Yes 2.4 3.0 0.04 | 001 2.3 001 | 0.01 2.7 0.02 | 0.03 2.8 0.02 | 0.02
NSAID Yes 12.0 159 | 011 | 0.06 175 | 016 | 0.04 132 | 0.04 | 0.06 18.7 019 | 0.05
Oral contraceptive Yes 0.1 0.2 0.02 0.01 0.2 0.02 0.02 0.1 0.01 | 0.02 0.1 0.01 | 0.02
;igg”o‘;‘]?gi"tensm SYStem | yes 36.6 413 | 010 | 0.5 387 | 0.04 | 0.04 396 | 006 | 0.05 39.4 0.06 | 0.06
Statin Yes 31.2 381 | 015 | 0.08 31.9 | 002 | 003 371 | 013 | 005 335 0.05 | 0.06
Thiazide diuretic Yes 6.7 8.4 007 | 001 7.8 0.04 | 0.02 6.5 001 | 0.03 8.0 0.05 | 0.03
Vasodilator Yes 19.7 168 | 0.07 | 0.06 190 | 002 | 0.04 187 | 003 004 18.3 0.03 | 0.06
Warfarin Yes 4.0 2.9 0.06 | 0.06 33 0.03 | 0.03 3.4 0.03 | 0.3 2.2 0.10 | 0.03
Acutely-occurring diseases

Cytomegaloviral disease | Yes 0.0 0.1 0.01 0.02 0.1 0.01 0.02 0.0 0.02 | 0.02 0.0 0.02 | 0.02
Helicobacter pylori Yes 0.9 0.7 0.02 | 0.03 1.2 003 | 0.02 0.7 0.02 | 0.02 1.0 0.01 | 0.01
Herpes simplex Yes 0.3 0.3 001 | 002 0.3 0.00 | 0.01 0.2 001 | 0.02 0.4 0.01 | 0.2
Fever Yes 6.9 3.4 0.16 | 0.07 5.1 0.08 | 0.07 4.4 011 | 0.06 2.6 0.20 | 0.06
E'S’;%'S‘éa' and periodontal |, o¢ 0.2 0.2 001 | 001 0.2 0.00 | 0.01 0.2 0.00 | 0.01 0.2 0.01 001
Infection, acute respiratory | Yes 10.8 125 | 005 | 0.05 120 | 004 | 0.04 0.8 0.03 | 0.05 12.8 0.06 | 0.04
:Efgfﬁé‘r’%:g:&iﬁ‘ﬁded Yes 26.5 180 | 021 | 0.8 231 | 008 | 007 205 | 014 | 007 17.1 023 | 0.12
Infection, urinary tract | Yes 21.0 141 | 018 | 0.07 185 | 0.06 | 0.04 160 | 013 | 0.06 14.0 019 | 0.10
L?:gg;gsaﬁ”gtﬁ:rﬂ?s“ic Yes 29.5 223 | 017 | 0.8 271 | 005 | 0.08 251 | 010 | 0.07 20.6 021 | 0.11
Pneumonia Yes 14.5 7.0 025 | 0.10 104 | 012 | 0.09 9.0 017 | 0.09 6.2 027 | 0.10
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SMD = standardized mean difference (vs. pantoprazole); WCSD = weighted conditional standardized difference (vs. pantoprazole); PPI = proton pump inhibitor; CMS = Centers for
Medicare and Medicaid Services; COPD = chronic obstructive pulmonary disease; CAO = coronary artery occlusion; HIV = human immunodeficiency virus; AIDS = acquired immune
deficiency syndrome; MI = myocardial infarction; ICD = implantable cardioverter-defibrillator; MAOI = monoamine oxidase inhibitor; SNRI = serotonin and norepinephrine reuptake
inhibitor; SSRI = selective serotonin reuptake inhibitor; NSAID = nonsteroidal anti-inflammatory drug

* not considered in the propensity score
** not already coded within Infectious and parasitic diseases
T baseline covariate, in addition to propensity score, included in the proportional-hazards model for the sensitivity analysis to control for potential residual imbalance in exposure groups
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Supplemental Table Il. High-level summary of other publications that have reported the association

between clopidogrel + proton pump inhibitors (PPIs) and stroke, as a sole outcome

First author Reported
[PubMed identifier] Design* Setting Exposure N** Outcome ri;l;ll_:y Result
van Boxel et al* Netherlands; Dutch health clopidogrel + PPI
! 734 ke (2° N HR=1.1 .78-1.
[20736935] ¢ insurance data; 2006-7 vs. clopidogrel >73 stroke (2°) © a 3(0.78-1.65)
International; Clopidogrel . . .
L (clopidogrel + ischemic . .
2 and the Optimization of R log-rank p-value for difference in
Bhatt et al . . . ) omeprazole)+ASA stroke (2°)
RCT Gastrointestinal Events Trial . 1,876 NO event rate between exposure
[20925534] ) vs. clopidogrel + at 180
(COGENT); phase 3 trial; ASA davs groups = 0.43
2008 v
Mufioz-Torrero et al® Spain; multicenter registry; clopidogrel + PPI ischemic
C 519 NO RR=1.9(1.03-3.7
[21164357] 2003-9 vs. clopidogrel stroke (2°) u ( )
Mahabaleshwarkar
US; Medi Id 59 lopid |+ PPI
etal’ cC A Te),ezrgé 6_/; A :el 15,415 | stroke (2°) | NO aOR = 1.05 (0.86-1.28)
[23362935] pel; - clopidog
lopid | + ASA
5 Japan; consecutive clopidogret + N p-value for difference in event
Tanaka et al o + PPI stroke (2°) .
C-X hospitalized persons; X . 278 NO proportions between exposure
[22445597] 2006-10 vs. ticlopidine + at 30 days roups = 0.19
ASA + PPl groups =%
. 6 . . clopidogrel + ASA ischemic log-rank p-value for difference in
Chitose et al Japan; multicenter registry; + PPI .
C . 187 stroke NO event proportions between
[22130313] 2008-9 vs. clopidogrel + N
(sub of 1°) exposure groups = 0.60
ASA
Charlot et al’ Denmark; national registry; clopidogrel + PPI stroke (2°) _
[20855802] ¢ 2000-6 vs. clopidogrel 6,753 at 1year NO aHR =1.78 (1.47-2.16)
aOR (clopidogrel + PPI vs.
clopidogrel) = 0.33 (0.12-0.92)
YES, but aOR.(cIopldogreI + omeprazole vs.
stroke clopidogrel) = 0.14 (0.03-0.67)
. 3 . . . N compared )
Simon et al c France; multicenter registry; | clopidogrel + PPI 1453 (sub of 1°) to0a PPI- aOR (clopidogrel + esomeprazole
[21262992] 2005 vs. clopidogrel ’ while unexposed vs. clopidogrel) = 0.54 (0.14-2.16)
inpatient refeant aOR (clopidogrel + pantoprazole
vs. clopidogrel) = 1.78 (0.36-8.83)
aOR (clopidogrel + lansoprazole
vs. clopidogrel) = incalculable
. . stroke/TIA
Kreutz et al’ US; Medco Health Solutions | clopidogrel +PPI
! 2 f1° N HR =1.48 (1.08-2.01
[20653354] ¢ benefits claims; 2005-6 vs. clopidogrel 6,828 (sub of 1°) ° a 8(1.08-2.01)
at 1 year
aHR (overall) =
Ray et al® c US; Tennessee Medicaid; clopidogrel +PPI 7593 stroke NO 1.21(0.82-1.78)
[20231564] 1999-2005 vs. clopidogrel ! (sub of 1°) aHR (if stented) =
0.97 (0.50-1.90)
clopidogrel + ASA
. 11 . H i .
Aihara et al c Japan; multicenter registry; + PPI 500 stroke (2°) | NO aHR = 1.21 (0.48-3.19)

[22234956]

2006-9

vs. clopidogrel +
ASA

* C = cohort; C-C = case-control; C-X = cross-sectional; RCT = randomized controlled trial
** Persons in the antiplatelet + PPl arm

*** terminated

aHR = adjusted hazard ratio; ASA = aspirin; uRR = unadjusted rate ratio; US = United States; aOR = adjusted odds ratio; TIA = transient ischemic attack
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