Figure e-1. Incidence rates of major bleeding per antiplatelet regimen (pooled estimates)

Aspirin
Time period Events Person-years Incidence Rate [95% CI]
0-30d 17 664 _ 277[172,445]
31-90d 26 1277 —a— 208[142 305]
91-180 d 22 1830 —— 1471086 ,252]
181-365d 59 3526 — 165[080,341]
=365d 129 8875 —— 146[097,219]
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Pooled IR per 100 person-years

Clopidogrel
Time period Events Person-years Incidence Rate [95% CI]
0-30d 32 1315 P 250[1.76,353]
31-80d 46 2505 — 188[1.17,3.02]
91-180 d 53 3557 = 148[1.06,2.08]
181-365d 101 65899 —— 1.39[1.04 ,1.87]
=365d 196 15149 HIH 130[1.13,1.49]
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Pooled IR per 100 person-years

Aspirin + Dipyridamole

Time period Events Person-years Incidence Rate [95% CI]
0-30d 47 1000 F L 494[279,873]
3190d 41 1787 f ! 169[047 ,6.06]
91180 d 41 2482 i 166[122,225]
181-365d 66 4745 —- 143[063,326]
=365d 191 13652 - 120[072,2.01]
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Pooled IR per 100 person-years



Aspirin + Clopidogrel

Time period Events Person-years Incidence Rate [95% CI]
0-30d 27 468 ; = L 584[401,852]
31-90d 26 894 e 293[191,450]
91-180 d 39 1266 f - 226[057,893]
181-365d 58 2438 — 239[1.84,3.09]
=365d 75 3400 — 225[149,341]
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Pooled IR per 100 person-years

Dipyridamole

Time period Events Person-years Incidence Rate [95% CI]
0-30d 2 124 L { 161[020,583]
31-80d 4 217 F ! 184[0350,472]
91-180 d 5 293 F = ! 171[055,398]
181-365d 5 546 o | 092[030,214]
=365d 5 994 Hl— 050[016,1.17]

I T T T 1
0.00 200 400 6.00 8.00
IR per 100 person-years

Placebo

Time period Events Person-years Incidence Rate [95% CI]
0-30d 5 123 : - 407[1.32,949]
31-90d 2 229 —— 087[0.11,3.15]
91-180 d 6 319 f = ! 188[069,4.09]
181-365d 6 603 —. 1.00[0.37,217]
=365d 6 1082 HE— 055[020,1.21]
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0.00 2.00 4.00 6.00 8.00

IR per 100 person-years



Figure e-2. Incidence rates of major bleeding on aspirin, per trial

Aspirin, CAPRIE

Time period Events Person-years Incidence Rate [95% CI]
0-30d 9 252 357[163,678]
31-90d 12 483 —————— 248[128 434]
91-180 d 12 668 —— 174[090,3.05]
181-365d 15 1328 —— 113[063,1.86]
=365d 54 2540 —— 213[160,277]
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Incidence Rate per 100 person years

Aspirin, ESPS-2

Time period Events Person-years Incidence Rate [95% CI]
0-30d 3 125 240[049 ,7.01]
31-90d 5 235 213[069,497]
91-180 d 6 331 = 181[067,395]
181-365d 25 620 " = 403[261,595]
=365d 21 1112 —a— 189[1.17,2.89]
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0.00 2.00 4.00 6.00 8.00
Incidence Rate per 100 person years

Aspirin, CHARISMA

Time period Events Person-years Incidence Rate [95% CI]
0-30d 4 174 230[063,589]
31-90d 5 337 e 148[048,346]
91-180 d 0 485 — 0.00[0.00,076]
181-365d 10 954 ——— 1.05[050,193]
=365d 25 2104 —— 119[077,175]
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0.00 2.00 400 6.00 8.00

Incidence Rate per 100 person years



Aspirin, ESPRIT

Time period Events Person-years Incidence Rate [95% CI]
0-30d 1 112 ' / 089[0.02,497]
31-90d 4 222 ' 1 180[049,461]
91-180 d 4 327 —_ 122[033,313]
181-365d 9 6524 —— 144066 ,274]
=365d 29 3119 il 093[062,134]

I T T T 1
0.00 200 400 6.00 8.00
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Figure e-3. Incidence rates of major bleeding on clopidogrel, per trial

Clopidogrel, CAPRIE
Time period Events Person-years Incidence Rate [95% CI]
0-30d 4 254 ’ / 157[043,403]
31-90d 14 486 " 1 288[157,483]
91-180 d 11 689 — 160[080,286]
181-365d 16 1340 —— 119068 ,1.94]
=365d 33 2537 —l— 130[090,183]
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Incidence Rate per 100 person years

Clopidogrel, MATCH

Time period Events Person-years Incidence Rate [95% CI]
0-30d 6 295 ’ i 203[075,443]
31-90d 6 565 —- 1.06[0.39,231]
91-180 d 7 805 —— 087[035,1.79]
181-365d 17 1552 —— 110[064,1.75]
=365d 23 1419 —— 162[1.03,243]
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0.00 2.00 4.00 6.00 8.00

Incidence Rate per 100 person years

Clopidogrel, PROFESS

Time period Events Person-years Incidence Rate [95% CI]
0-30d 22 767 _ 287[1.80,434]
31-90d 26 1454 ——— 1.79[1.17,262]
91-180 d 35 2064 —— 1.70[1.18,2.36]
181-365d 68 4007 —— 1.70[1.32,215]
=365d 140 11194 L 125[1.05,148]
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Incidence Rate per 100 person years



Figure e-4. Incidence rates of major bleeding on aspirin + dipyridamole, per trial

Aspirin + Dipyridamole, ESPS-2

Time period Events Person-years Incidence Rate [95% CI]
0-30d 10 125 - 8.00[3.84, 1471]
31-90d 8 217 369[159, 7.26]
91-180 d 4 295 e 136[037, 347]
181-365d 16 557 — 287[164, 466]
=365d 18 1006 —— 179[1.06, 2.83]
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Incidence Rate per 100 person years
Aspirin + Dipyridamole, ESPRIT

Time period Events Person-years Incidence Rate [95% CI]
0-30d 2 111 180[022,651]
31-90d 0 109 — 0.00[0.00,1.85]
91-180 d 4 274 146[040,3.74]
181-365d 1 504 H— 020[0.01,1.11]
=365d 15 2473 il 061[0.34 ,1.00]

T T T T 1
0.00 2.00 4.00 6.00 8.00
Incidence Rate per 100 person years
Aspirin + Dipyridamole, PROFESS

Time period Events Person-years Incidence Rate [95% CI]
0-30d 35 764 _ 458[3.19,6.37]
31-90d 33 1372 —— 241[166,3.38]
91-180 d 33 1913 —a— 1.73[1.19,242]
181-365d 49 3684 —— 1.33[098,176]
=365d 158 10173 HilH 155[1.32,182]
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0.00 2.00 400 6.00 8.00

Incidence Rate per 100 person years



Figure e-5. Incidence rates of major bleeding on aspirin + clopidogrel, per trial

Aspirin + Clopidogrel, MATCH

Incidence Rate [95% CI]

Time period Events Person-years
0-30d 19 294 - 6.46[3.89,10.09]
31-90d 19 561 " - 339[204, 529]
91-180 d 34 791 _ 430[298, 6.01]
181-365d 38 1509 —— 252[1.78, 346]
=365d 38 1367 —a— 278[1.97, 3.82]
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0.00 2.00 400 6.00 8.00
Incidence Rate per 100 person years
Aspirin + Clopidogrel, CHARISMA

Time period Events Person-years Incidence Rate [95% CI]
0-30d 8 174 - 460[198,906]
31-90d 7 333 210[085,4.33]
91-180 d 5 475 — 105[034 ,246]
181-365d 20 929 —— 215[1.32,3.32]
=365d 37 2034 —— 182[1.28,251]

[ I I I
0.00 2.00 4.00 6.00

Incidence Rate per 100 person years
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Figure e-6. Incidence rates of major bleeding on dipyridamole and placebo

Dipyridamole
Time period Events Person-years Incidence Rate [95% CI]
0-30d 2 124 ' i 161[020,583]
31-90d 4 217 f f 184[050,4.72]
91-180 d 5 293 f - ! 1.71[055,398]
181-365d 5 546 o | 092[0.30,2.14]
=365d 5 994 HlE— 050[016,1.17]
I T T T 1
0.00 2.00 400 6.00 8.00
IR per 100 person-years
Placebo
Time period Events Person-years Incidence Rate [95% CI]
0-30d 5 123 : - 407[1.32,949]
31-90d 2 229 —— 087[0.11,3.15]
91-180 d 6 319 ' = ! 188[069,4.09]
181-365d 6 603 —. 1.00[037,217]
=365d 6 1082 HE— 055[0.20,1.21]
T T T T 1
0.00 2.00 4.00 6.00 8.00

IR per 100 person-years
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Figure e-7. Incidence rates of gastro-intestinal bleeding per antiplatelet regimen (pooled)

Aspirin
Time period Events Person-years Incidence Rate [95% CI]
0-30d 8 664 _— 130[065,261]
31-90d 7 1279 —— 070[034 1.44]
91-180 d 10 1834 —.— 069[037,1.25]
181-365d 27 3538 —— 080[044 144]
=365d 53 8942 L 061[045,084]
I T T T 1
0.00 2.00 400 6.00 8.00
Incidence Rate per 100 person years
Clopidogrel
Time period Events Person-years Incidence Rate [95% CI]
0-30d 18 1316 _— 109[041,290]
31-90d 24 2508 —_— 094[047 ,1.89]
91-180 d 22 3565 —— 050[020,1.25]
181-365d 36 6923 | 3 052[038,073]
=365d 93 15263 ——— 060[0.34 1.07]
T T T T 1
0.00 2.00 4.00 6.00 8.00
Incidence Rate per 100 person years
Aspirin + Dipyridamole
Time period Events Person-years Incidence Rate [95% CI]
0-30d 3 1000 —_— 318[2.24 453]
31-90d 22 1790 —— 1.33[088,201]
91-180 d 18 2487 i 072[046,115]
181-365d 22 4763 ——— 054[0.20,147]
=365d 85 13757 —— 054[026,1.13]
I T T T 1
0.00 2.00 400 6.00 8.00

Incidence Rate per 100 person years

11



Aspirin + Clopidogrel

Time period Events Person-years Incidence Rate [95% CI]
0-30d 18 468 392[247,623]
31-90d 17 805 I 190[1.06,343]
91-180d 21 1268 _— 149[061,364]
181-365d 28 2446 —— 1.16[0.80,168]
=365d 45 3421 —— 1.34[087,207]

T T T T 1
0.00 2.00 400 6.00 8.00
Incidence Rate per 100 person years

Dipyridamole

Time period Events Person-years Incidence Rate [95% CI]
0-30d 0 124 _ 0.00[0.00,297]
31-90d 2 217 092[0.11,3.33]
91-180 d 1 294 —— 0.34[0.01,1.90]
181-365d 1 549 — 0.18[0.00,1.01]
=365d 2 1000 - 0.20[0.02,072]

T T T T 1
0.00 2.00 4.00 6.00 8.00
Incidence Rate per 100 person years

Placebo

Time period Events Person-years Incidence Rate [95% CI]
0-30d 1 123 0.81[0.02,453]
31-80d 0 229 — 0.00[0.00,161]
91-180 d 2 320 —_—— 062[008,226]
181-365d 2 606 —— 0.33[0.04 ,119]
=365d 2 1089 - 018[0.02,066]
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0.00 2.00 4.00 6.00 8.00

Incidence Rate per 100 person years
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Figure e-8. Incidence rates of intracranial bleeding per antiplatelet regimen (pooled)

Aspirin
Time period Events Person-years Incidence Rate [95% CI]
0-30d 4 664 —_—— 084[035,2.01]
31-90d 6 1279 —_—— 064[028,145]
91-180d 3 1835 - 021[0.07,060]
181-365d 13 3542 i 042[024,072]
=365d 39 8954 ——— 040[0.18,0.88]
T T T T 1
0.00 1.00 200
Incidence Rate per 100 person years
Clopidogrel
Time period Events Person-years Incidence Rate [95% CI]
0-30d 2 1316 —— 023[0.07,0.72]
31-90d 8 2511 _— 041[013,1.26]
91-180d 15 3570 —— 046[024,089]
181-365d 23 6937 - 0.33[0.19,057]
=365d 49 15303 = 032[025,043]
T T T T 1
0.00 1.00 200
Incidence Rate per 100 person years
Aspirin + Dipyridamole
Time period Events Person-years Incidence Rate [95% CI]
0-30d 10 1001 _— 1.09[059,199]
31-90d 9 1792 —— 059[032,1.10]
91-180d 12 2491 —— 053[0.30,092]
181-365d 22 4772 i 050[033,0.75]
=365d 59 13818 - 0.35[0.19,064]

0.00 1.00 2.00

Incidence Rate per 100 person years
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Aspirin + Clopidogrel

Time period Events Person-years Incidence Rate [95% CI]
0-30d 2 468 —_—— 0441011 ,1.77]
31-90d 4 897 — 046[017,1.23]
91-180d 9 1270 051[006,462]
181-365d 12 2451 —— 051[029,090]
=365d 11 3440 i 0.33[0.18,060]

T T T T 1
0.00 1.00 200
Incidence Rate per 100 person years
Dipyridamole

Time period Events Person-years Incidence Rate [95% CI]
0-30d 0 124 000[0.00,297]
31-90d 1 217 046[0.01,257]
91-180d 1 293 034[0.01,190]
181-365d 2 549 ——— 036[0.04,1.32]
=365d 0 998 — 0.00[0.00,0.37]

T T T T 1
0.00 1.00 200
Incidence Rate per 100 person years
Placebo

Time period Events Person-years Incidence Rate [95% CI]
0-30d 2 123 —_—— 163[020,587]
31-90d 0 229 L 000[0.00,161]
91-180d 1 321 ————— 031[0.01,1.74]
181-365d 1 607 - 0.16[0.00,092]
=365d 4 1088 —— 0.37[010,094]

0.00 1.00 2.00

Incidence Rate per 100 person years
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Figure e-9. Time course of major bleeding by age group
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Figure e-10. Time course of major bleeding by prior cardiovascular disease status
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