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Qualifying event Year of Number of patients P2Y,, P2Y, inhibitor Aspirin dosage Multicentre Follow-up
publication inhibitor dosage
Overall P2Y, Aspirin
inhibitor
TASSY Cerebrovascular disease 1989 3069 1529 1540 Ticlopidine 250 mg twicedaily 650 mgtwicedaily  Yes 36 months
CAPRIE® Cerebrovascular, coronary, 1996 19185 9599 9586 Clopidogrel 75 mgoncedaily 325 mgoncedaily  Yes 36 months
and peripheral artery disease
STAMI® Coronary artery disease 2001 1470 734 736 Ticlopidine 250 mg twice daily 80 mgtwicedaily  Yes 6 months
AAASPS® Cerebrovascular disease 2003 1809 902 907 Ticlopidine 250 mgtwicedaily 325 mgtwicedaily  Yes 24 months
CADET™* Coronary artery disease 2004 184 94 90 Clopidogrel 75 mg once daily 75 mgoncedaily  Yes 6 months
ASCET® Coronary artery disease 2012 1001 499 502 Clopidogrel 75 mg once daily 75 mgoncedaily  No 24 months
SOCRATES*  Cerebrovascular disease 2016 13199 6589 6610 Ticagrelor 90 mg twicedaily 100 mgoncedaily  Yes 3 months
DACAB* Coronary artery disease 2018 332 166 166 Ticagrelor 90 mgtwice daily 100 mgoncedaily ~ Yes 12 months
TiCAB® Coronary artery disease 2019 1859 931 928 Ticagrelor 90 mg twicedaily 100 mgoncedaily ~ Yes 12 months
Table 1: Key study features
Meanage Female (%) Male (%) Diabetes (%) Hypertension Dyslipidaemia Priorcerebrovascular Prior myocardial Chronic coronary Peripheral artery
(years) (%) (%) accident (%) infarction (%) syndromes (%) disease (%)
TASSY 629 353% 64-7% 19-4% 39:2% 36-5% 100% 16:7% 18-0% 14-6%
CAPRIE? 625 281% 71.9% 20:0% 51.5% 41-0% 40-0% 44-0% 14-0% 38.0%
STAMI* 59-2 16-2% 83-8% 14-9% 33-6% 36-0% 2:1% 100% 33:6% 5-9%
AAASPS® 613 53-5% 46:5% 407% 85% 38:5% 100% 9-6% 10-6% 4-0%
CADET* 62:6 19-1% 80-9% 100%
ASCET®= 624 21-8% 782% 199% 55-4% 43-7% 100% 5-4%
SOCRATES®  65.8 41-6% 58-4% 243% 737% 38-0% 100% 4:1% 8:6%
DACAB* 63:6 17:2% 82.8% 42.7% 72:8% 731% 10-5% 31:0% 34.0% 16-9%
TiCAB® 667 15-1% 84.9% 35-9% 89.9% 81-7% 8-9% 22-7% 69-2% 91%
Overall 63:6 32:6% 67-4% 22:.9% 60-4% 40-6% 36:3% 28-4% 21:5% 28.6%

Table 2: Baseline clinical characteristics of patients included in our analyses




A P2Y,, inhibitor Aspirin OR (95%Cl) Weight (%)
(n/N) (n/N)
All-cause death
AAASPS* 45/902 40/907 114 (0-74-176) 484
CAPRIE® 560/9599 571/9586 0-98 (0-87-1-10) 63-82
SOCRATES™ 68/6589 58/6610 118(0:83-1-67) 744
STAMIS 7734 5736 1-41(0-44-4-46) 069
TASS1Y 175/1529 196/1540 0-89 (671-1-10) 1951
TiCAB™ 22/928 23/931 — 0-96 (0:53-1.73) 263
DACAB™ 0/166 3/166 - 014 (0:01-2.74) 010
ASCET” 5/499 4/502 — 126 (034-472) 053
CADET* 5/94 3/90 1-63(0:38-7.03) 043
Overall (’=0%) 887/21040 903/21068 0-98 (0-89-1-08) 100-00
) T T T T 1
B
Vascular death |
AAASPS™ 23/902 19/907 —t=— 1:22(0-66-2:26) 365
CAPRIE® 373/9599 405/9586 0-92(0-79-1:06) 66-85
SOCRATES™ 41/6589 35/6610 : 118 (0.75-1-85) 674
STAMIS 6/734 5/736 - 120 (0-37-3-97) 097
TASSY 120/1529 116/1540 105 (0-80-1-36) 19-54
TiCAB* 11/928 13/931 ————— 0-85 (0-38-1.90) 211
DACAB* 0/166 21166 < : 0-20 (0-01-4-15) 015
Overall (1=0%) 574/20447 595/20476 C 0-97 (0-86-1.09) 100-00
T T T T T 1
C
Stroke :
AAASPS*® 106/902 86/907 ; 1-27(0-94-172) 12.97
CAPRIE? 438/9599 462/9586 0-94(0-83-1.08) 3014
SOCRATES® 385/6589 441/6610 r 0-87 (0-75-1-00) 29.08
STAMI'S 4/734 3/736 T 1:34 (0:30-6-00) 072
TASS1Y 162/1529 201/1540 .I 079 (0-63-0-98) 19-34
TiCAB* 29/931 21/928 - 139(0-79-245) 457
DACAB* 2/166 4/166 - T 0-49(0:09-273) 056
ASCET® 11/499 17/502 _ 0-64 (0-30-1-39) 263
Overall (P=34-5%)  1137/20949 1235/20975 Q 0-93 (0-82-1-06) 100-00
r T T - T T 1
D
Myocardial infarction .
AAASPS® 9/902 8/907 : 113 (0-44-2.95) 428
CAPRIE® 275/9599 333/9586 082(070-096) 5815
SOCRATES" 25/6589 21/6610 —E— 120 (0-67-214) 1076
STAMI® 8734 18/736 ] 0-44 (0-19-1.02) 5-49
TicABH 19/931 30/928 _ 062 (0-35-112) 1073
DACABH 2/166 3166 - 0-66 (011-4-02) 125
ASCET™ 18/499 18/502 —— 1.01(0:52-1-96) 844
CADET* 1/94 6/90 1 015 (0-02-1-28) 089
Overall (F=10-9%) 357/19514 437/19525 <> 0-81 (0-66-0-99) 100-00
01 02 05'; 10 20 5‘-0 100
«— —>
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Figure 2: Ischaemic outcomes in patients with established atherosclerosis receiving a P2Y,, inhibitor compared with aspirin

Dotted lines indicate the pooled OR. (A) All-cause death. (B) Vascular death. (C) Stroke. (D) Myocardial infarction. Only studies that reported outcomes are induded.
Weights are from random effects analysis. OR=odds ratio.




A All-cause death
P2Y,, inhibitor  Aspirin OR (95% CI)y Weight
(n/N) (n/N) (%)

Ticlopidine
AAASPS 45/902 40/907 ——— 114(0-74-176) 484
STAMI®S 4 5/736 R —— 1-41(0-44-4-46) 0-69
TASSY 175/1529 196/1540 089(071-110) 1951
Subtotal (F=0) 227/3165 2413183 0-94(078-114) 2504
Clopidogrel .
CAPRIE 560/9599 571/9586 0-98(087-110) 6382
ASCET? 5/499 4/502 126(034-472) 053
CADET* 5/94 3/90 B I — 163 (038-7.03) 043
Subtotal (F=0) 570/10192 578/10178 ¢ 098 (0-87-111)  64.78
Ticagrelor
SOCRATES® 68/6589 58/6610 e 118(0-83-167) 744
TiCAB™ 22/928 23/931 e 0.96(053-1.73) 263
DACAB* 0/166 3166 @ +—m 0-14(001-274) 010
Subtotal (F=9-4%) 90/7683 84/7707 <= 1:08 (076-152)  10:17
Overall (F=0) 887/21040 903/21068 098 (0-89-1.08) 100-00

r T T T T 1
B vascular death
Ticlopidine
AAASPS™ 23/902 19/907 o 122(0-66-2.26) 365
STAMIS 6/734 5/736 —_—t 1-20(037-3.97) 097
TASS 120/1529 116/1540 105(080-136) 1954
Subtotal (F=0) 149/3165 140/3183 108 (0-85137) 24-16
Clopidogrel
CAPRIE* 373/9599 405/9586 0.92(079-1-06) 6685
Subtotal 373/9599 405/9586 092 (0-79-1:06) 66-85
Ticagrelor
SOCRATES® 41/6589 35/6610 e 118 (0-75-1-85) 674
TiCAB™ 11/928 13/931 _— 085(038-190) 211
DACAB* 0/166 20166 ——m 020(001-415) 015
Subtotal (F=0) 52/7683 50/7707 <= 106(071-156) 900
Overall (F=0) 574/20447 595/20476 097 (0-86-1-09) 100-00

T T T T T 1
C Stroke
Ticlopidine
AAASPS® 106/902 86/907 — 127 (0-94-172) 12.97
STAMI™S 4i734 31736 R 134(030-600) 072
TASSY 162/1529 201/1540 0-79(0-64-0.98) 1934
Subtotal (P=69-2%) 272/3165 290/3183 1:01(0-67-1-52) 3303
Clopidogrel
CAPRIE? 438/9599 462/9586 0-94(0-83-1-08) 3014
ASCET2 11/499 17/502 064(030-139) 263
Subtotal (F=0%)  449/10098 479/10088 093 (0-82-1.07) 3277
Ticagrelor :
SOCRATES™ 385/6589 441/6610 0-87(0-75-1-00) 2908
TiCAB* 29/931 21/928 - 1-39 (0-79-245) 457
DACAB™ 2166 4166 *——————— 049(0:09-273) 056
Subtotal (F=31.5%) 416/7686 4667704 <> 096 (0-68-134) 3421
Overall (F=34-5%) 1147/20949  1246/20975 < 093 (0-82-1:06) 100-00

r T T T T 1
D Mmyocardial infarction
Ticlopidine
AAASPS* 9/902 8/907 — 113(044-2.95) 477
STAMI™S 8734 18/736 —_— 044(019-102) 549
Subtotal (P=53-0%) 17/1636 26/1643 _ 069(027-173) 978
Clopidogrel
CAPRIEY 275/9599 333/9586 E 0-82(070-0.96) 5815
ASCET2 18/499 18/502 101(0-52-196)  B44
CADET* 194 6/90 4L 015(002-128) 089
Subtotal (F=28-1%) 294/10192 357/10178 = 082 (0-56-119) 67-48
Ticagrelor
SOCRATES® 25/6589 21/6610 — 120(067-214) 1076
TiCAB™ 19/931 30928 ——— 062(035-112) 1073
DACAB* 2/166 31166 — 0.66(011-4-02) 125
Subtotal (F=19-4%) 46/7686 54/7704 - 0-85(0-53-1:36) 2274
Overall (F=10-9%) 357/19514 437/19525 < 0-81 (0-66-0-99) 100-00
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Figure 3: Isch lic outcomes in pati with blished atherosclerosis stratified by P2Y,, inhibitor type
received

Dotted lines indicate the pooled OR. (A) All-cause death. (B) Vascular death. (C) Stroke. (D) Myocardial infarction.
Only studies that reported outcomes are included. Weights are from random effects analysis. OR=odds ratio.



