Supplementary Table SlI. Detailed search strategy used in each database

Database | String

(("ticagrelor"[MeSH Terms] OR "ticagrelor"[All Fields] OR "azd6140"[All Fields]) OR
("prasugrel”[MeSH Terms] OR "prasugrel"[All Fields])) AND (“clopidogrel”[MeSH Terms] OR
PubMed "clopidogrel"[All Fields] OR "sr 25990c"[All Fields]) AND ("coronary artery bypass'[MeSH
Terms] OR ("coronary"[All Fields] AND "artery"[All Fields] AND "bypass"[All Fields]) OR
"coronary artery bypass"[All Fields] OR "CABG"[AIl Fields])

((Ticagrelor OR Prasugrel) AND Clopidogrel) AND (coronary artery bypass OR CABG OR

Scopus "coronary artery bypass graft surgery")

Cochrane | ((Ticagrelor OR Prasugrel) AND Clopidogrel) AND (coronary artery bypass OR CABG OR
CENTRAL | "coronary artery bypass graft surgery")




Supplementary Figure S1. PRISMA flow diagram
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Supplementary Table SII. Quality assessment of included cohort studies using the Newcastle-Ottawa Scale (NOS)

Domain Selection Comparability Outcomes Verdict
Demonstration Comparabilit
. Selection of that outcome P y Was follow-up
Representativeness - . of cohorts Adequacy .
the non- Ascertainment  of interest was Assessment long enough Total  Good/Fair/
Study of the exposed based on the of follow-up
exposed of exposure not present at . of outcome for outcomes score Poor
cohort design or of cohorts
cohort the start of the : to occur
analysis
study

Chang 2019 * * * fala * * * 8 Good
Della 2017 * * * * * * * 7 Good
Dery 2014 * * * * * * 6 Fair
Drews 2014 * * * * * * * 6 Good
Hansson 2015 * * * * * * * 7 Good
Holm 2019 * * * fal * * * 8 Good
Ingrassia 2023 * * * ** * * * 8 Good
PLATO 2009 * * * * * * * 7 Good
Russo 2019 * * * fal * * * 7 Good
Schaefer 2016 * * * * * * * * 8 Good
Tomsic 2016 * * * * * * * 7 Good
Varma ? * * * * * * * * 8 Good
Voetsch 2021 * * * * * * * 7 Good
Vuilliomenet 2019 * * * * * * * * 8 Good
Wang 2022a * * * fala * * * 8 Good
Wang 2022b * * * fal * * * 8 Good
Yan 2020 * * * * * * 6 Good




Supplementary Table SI11. Assessment of the risk of bias of randomized controlled trials using version 2 of the Cochrane Risk-of-

Bias tool.
Trial Sequence generation Allocation concealment Blinding Detection bias Attrition bias Other bias
Tang 2021 Moderate Moderate High Moderate Low Low
Held 2011 Low Low Low Low Low Moderate

Smith 2012 Low Low Low Low Low Moderate



Supplementary Figure S2. Funnel plot assessing publication bias for the effect of ticagrelor
compared with clopidogrel on major bleeding

g SE(0GIOR] |
1
O I
a,
0 L
o &
1 O
0.5 o :
|
1
| 0
|
1
T o
l
1
o
|
|
0
18+ : @]
|
1
1
|
1
2 l I: l I::IRI
0.01 0.1 1 10 100



Supplementary Figure S3. The effect of ticagrelor compared with clopidogrel on major

bleeding stratified by incidence of drug administered

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% Cl
5.4.1 Before
Cella 2017 -0.3417 03262 B.4% 0.71[0.37,1.35) I
Cery 2014 -0.0377 0.4664 5.9% 0.96 [0.39, 2.40] [ —
Hansson 2016 -0.3674 01187 154% 0.649 [0.55, 0.87] -
Holm 2014 -0.1471 01637 1349% 0.86[0.63,1.19] =
Ingrassia 2023 -0.1023 0.4025 B.6% 0.90[0.41, 1.99] T
Russo 2019 04499 03329 8.3% 1.487 [0.82, 3.01] T
Schaefer 2016 31627 1.4838 0.7% 23.63[1.29 433.07] *
Yoetsch 2022 058895 0.262 10.4% 1.80[1.08, 3.01] —
Wang 20223 -1.6683 1.4414 0.8% 0.19[0.01, 318]
Wang 2022h 0.3447 03744 72% 1.41 [0.68, 2.94] b
Subtotal {95% CI) 77.3% 1.03 [0.76, 1.41] &P
Heterogeneity Tau®= 012, Chi®= 2272, df= 9 (F = 0,007}, F= 60%
Test for overall effect £=0.20 (F=0.84)
5.4.2 After
Chang 2014 -0.855 0.5401 4.3% 0.47 [0.20, 1.65] e
Held 2011 -01571 014778 13.4% 0.85[0.60,1.21] -
Tang 2021 0.088 1.0139 1.5% 1.101[0.15, 8.05]
Yarma 2020 1.7702 077 25% 5.87 [1.28, 26.98]
Yan 2020 -0.4881 1.2386 11% 0.61 [0.05, 6.95]
Subtotal {95% CI) 22.T% 1.03 [0.52, 2.05] e o

Heterogeneity: Tau®= 023 Chi*=670,df= 4 (F=0.148); IF= 40%
Test for overall effect Z=010(F =092

Total (95% CI) 100.0% 1.01 [0.78, 1.31]
Heterogeneity, Tau®= 010, Chi®= 2943, df= 14 (P = 0.009); F= 52%

Test for overall effect £= 010 (F =092

Test far subgroup differences: Chi*=0.00, df=1 {F=04949), F=0%
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Supplementary Figure S4. The effect of ticagrelor compared with clopidogrel on major

bleeding stratified by study design

Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% Cl

Odds Ratio
IV, Random, 95% Cl

4.4.1 Observational

Chang 2018 -0.555 0.55M1 4.3% 0.57 [0.20, 1.69]
Della 2017 -0.3417 032682 8.4% 0.71[0.37,1.38]
Dery 2014 -0.0377 04664  5.5% 0.96 [0.39, .40
Hansson 2016 -0.3674 01187 15.4% 0.69[0.55, 0.87]
Holrm 2019 -0.1471 01637 13.9% 0.86[0.63,1.19]
Ingragsia 2023 -0.1023 04025  B.6% 0.90[0.41,1.99]
Russo 2018 0.4499 03329 83% 1.57[0.82, 3.01]
Schaefer 2016 31627 1.4838 07% 23.83[1.29, 433.07]
Yarma 2020 1.7702 0.7781 2.5% 5.87[1.28, 26.99]
Yoetsch 2022 0.5895 0262 104% 1.80[1.08, 3.01]
Wiang 2022a -1.6693 1.4414 0.8% 0.19100.01, 3.18]
Wiang 20220 0.3447 03744 T.2% 1.41[0.68, 2.94]
Yan 2020 -0.4891 12386 1.1% 0.61[0.05, 6.95]
Subtotal (95% Cl) 85.1% 1.06 [0.77, 1.44]

Heterageneity, Tau®=0.14; Chi*= 2933, df=12 (P=0.004); F= 59%
Testfor overall effect Z=0.34 (P=073

44.2RCT

Held 2011 -0.1571 04775 13.4% 0.85[0.60,1.21]
Tang 2021 0098 10138 1.5% 1.10[0.14, 8.08]
Subtotal (95% Cl) 14.9% 0.86 [0.61, 1.21]

Heterogeneity, Tauw®=0.00; Chi®=0.06, df=1 (P=0.80); F=0%
Test for overall effect Z=0.86 (P =033

Total (95% CI) 100.0% 1.01 [0.78, 1.31]
Heterogeneity, Tau®=0.10; Chi*= 29,43, df=14 (P=0.009); F=52%

Testfor overall effect: Z=010(P=0592

Testfor subgroun diferences; Chi*=0.75, df=1 {P=0.39, F=0%

.l.HH
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0.1 1 100 500
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Supplementary Figure S5. The effect of ticagrelor compared with clopidogrel on major
bleeding with VVarma and Voetsch removed

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Chang 2019 -0.555 0.5501 3.0% 0.57 [0.20, 1.69] —
Della 2017 -0.3417 03262 T76% 0.71[0.37,1.35) S
Dery 2014 -0.0377 04664 41% 0.96 [0.39, 2.40] — T
Hansson 2016 -0.3674 01187 26.5% 0.69 [0.55, 0.87] i
Held 2011 -01571 01775 18.0% 0.85[0.60,1.21] 5 o B
Holm 2018 -0.1471 01637 19.7% 0.86 [0.63,1.19] .o
Ingrassia 2023 -01023 04025 53% 0.90[0.41,1.99] 3
Russo 2019 0.4499 03329 7.3% 1.57 [0.82, 3.01] ) -
Schaefer 2016 31627 1.4838 0.4% 2363[1.29, 433.07] >
Tang 2021 0.098 1.0139 09% 1.10[0.15, 8.05]
Varma 2020 1.7702 07781 0.0% 5.87 [1.28, 26.98]
Voetsch 2022 05895 0.262 0.0% 1.80[1.08, 3.01]
Wang 2022a -1.6693 1.4414  05% 0.19[0.01,3.18]
Wang 2022h 0.3447 03744 B.0% 1.41 [0.68, 2.94] e
Yan 2020 -0.4891 1.2386 06% 0.61 [0.05, 6.95]
Total (95% CI) 100.0% 0.86 [0.71, 1.05]

Heterogeneity: Tau®*=0.02; Chi*=15.18,df=12 (P=0.23); F=21%

Test for overall effect Z=1.48 (P=0.14)
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Supplementary Figure S6. Funnel plot assessing publication bias for the effect of ticagrelor
compared with clopidogrel on re-bleeding
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Supplementary Figure S7. The effect of ticagrelor compared with clopidogrel on re-bleeding

stratified by incidence of drug administered

Study or Subgroup  log[Odds Ratio]

Odds Ratio

SE Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% Cl

5.5.1 Before

Della 2017 04918
Hansson 2016 -0.2343
Halm 20149 -0.0441
Ingrassia 2023 -0.9417
Ruszo 2019 01415
Tomsié 2016 00121
Yuilliomenet 2013 -1.0733
Wang 20220 -1.1058

Subtotal (95% Cl)

1.4209
01687
0.2969
0.5681

0416
0.4723
0.5909
1.1574

0.7%
42.4%
15.3%

4.3%

5.3%

6.2%

4.0%

1.1%
79.3%

1,64 [0.10, 26.49]
0.79[0.57,1.10]
0.96 [0.53,1.71]
0.39[013,1.19]
1.15[0.42,3.17]
1.01 [0.40, 2.55]
0.34 [0.11,1.00]
0.33 [0.03, 3.20]
0.79 [0.61, 1.01]

Heterogeneity: Tau®=0.00; Chi*= 561, df=7 (P = 0.59); F= 0%

Test for overall effect: Z=1.87 (P = 0.06)

5.5.2 After

Chang 2019 -0.Fral
Held 2011 IRE
Tang 2021 0.0966
Yarma 2020 1.2886

Subtotal (95% CI)

0.6831
0.3014

1.424
0107

3.0%
14.8%
0%
2.2%
20.7%

0.46[0.12,1.76]
1.20 [0.68, 2.16]
1.10 [0.07, 17.85]
363[0.74,17.77]
1.16 [0.59, 2.31]

Heterogeneity: Taw*=0.12; Chi*=3.82, df=3(F=0.28); F=21%

Test for owerall effect: Z= 043 (F =067}

Total (95% CI)

100.0%

0.85[0.68, 1.08]

Heterogeneity: Taur=0.01; ChiF=11.30,df=11 (P=042); F=3%

Test for owerall effect: Z=1.33(F=018)

Testfor subgroup differences; Chif=1.09, df=1 (P=030), F=8.1%
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Supplementary Figure S8. The Effect of ticagrelor compared with clopidogrel on re-bleeding

stratified by study design

Study or Subgroup  log[Odds Ratio]

Odds Ratio

SE Weight IV, Random, 85% CI

Odds Ratio
IV, Random, 95% CI

4.6.1 Observational

Chang 2019 -0.77a2
Della 2017 04918
Hansson 2016 -0.2343
Halrm 2014 -0.0441
Ingrassia 2023 -0.a417
Russo 2019 01415
Tormsié 2016 0012
Warma 2020 1.2886
Yuilliomenet 2018 -1.0733
Witang 20220 -1.104a8

Subtotal (95% CI)

0.6331
1.4204
0.1687
0.2969
0.5681

0816
0.4723
n0.s107
0.6909
11573

3.0% 0.46[0.12,1.76]
07%  1.54 [0.10, 26.49]
47.4% 0.79[0.57,1.10]
15.3% 0.96 [0.53,1.71]
4.3% 0.390.13,1.19]
5.3% 115[0.42, 3.17]
5.2% 1.01 [0.40, 2.56]
22%  363[0.74,17.77]
10% 0.34[0.11,1.09]
11% 0.33 [0.03, 3.20]
84.5%  0.80 [0.61, 1.06]

Heterogeneity: Taur=0.02; Chi*=9.75,df=9(P=037); F=8%

Testfor owerall effect: Z=156(F=012)

4.6.2RCT
Held 2011 D
Tang 2021 0.0966

Subtotal (95% C1)

0.3014
1.424

14.5% 1.20 [0.68, 2.16]
07% 110 [0.07, 17.94]
155%  1.19[0.67, 2.13]

Heterogeneity: Tau®*=0.00; Chi*=0.00, df=1 (P =045}, F= 0%

Test for overall effect: Z= 0,60 (P = 0.59)

Total {95% CI)

100.0%

0.85 [0.68, 1.08]

Heterogenaity: Taus= 0.01; Chi#=11.30, df= 11 (P = 0.42); F= 3%

Tastfor overall effect Z=1.33(F=018)

Testfor subgroup differences: Chif=1.48, df=1 (F=022), F=326%
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Supplementary Figure S9. The effect of ticagrelor compared with clopidogrel on re-bleeding

with Held and VVarma removed

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Chang 2019 -0.7752 0.6831 3.3% 0.46[0.12,1.76] :
Della 2017 04918 1.4209 0.8% 1.64 [0.10, 26.49)
Hansson 2016 -0.2343 01687 54.4% 0.79[0.57,1.10]
Held 2011 0181 03015 0.0% 1.20 [0.66, 2.16]
Holm 2018 -0.0441 0.2969 17.6% 0.96 [0.53,1.71] —x=
Ingrassia 2023 -0.9417 0.5681 4.8% 0.39[0.13,1.19] 12
Russo 2019 01415 05168 58% 1.15[0.42,3.17] —_—
Tang 2021 0.0966 1.424  0.8% 1.10[0.07,17.95]
Tomsic 2016 00121 04723 6.9% 1.01 [0.40, 2.55] — =
Varma 2020 1.2886 08107 0.0% 363[0.74,17.77)
Yuilliomenet 2019 -1.0733 05908  4.4% 0.34[0.11,1.09] S e ]
Wang 2022b -1.1058 11579 1.2% 0.33[0.03, 3.20]
Total (95% CI) 100.0% 0.78 [0.61, 0.99] L3
Heterogeneity: Tau?= 0.00; Chi*=6.27, df=9 (P = 0.71); F= 0% 50 o1 051 150 100*

Test for averall effect: Z= 2.03 (P = 0.04)

Favours Ticagrelor Favours Clopidogrel



Supplementary Figure S10. Funnel plot assessing publication bias for the effect of ticagrelor
compared with clopidogrel on platelet transfusion
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Supplementary Figure S11. The effect of ticagrelor compared with clopidogrel on platelet
transfusion with Voetsch and Dery removed

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Dery 2014 02161 02946 0.0% 1.24[0.70, 2.21]
Hansson 2016 -0.1364 01027 36.8% 0.87[0.71,1.07]
Held 2011 -01395 01526 24.0% 0.87 [0.64,1.17] —-
Holm 2018 -0.0123 01566 23.2% 0.99[0.73,1.34] -
Ingrassia 2023 -0.6976 0.3391 6.9% 0.50[0.26, 0.97] e
Tomsi¢ 2016 -0.602 0.2893 91% 0.55([0.31, 0.97] ]
Yoetsch 2022 03254 0265 0.0% 1.38[0.82,2.33]
Total (95% CI) 100.0% 0.83 [0.69, 0.99] L
Heterageneity: Tau®= 0.01; Chi*= 5.80, df=4 (P=0.21); F= 31% 50 ” 051 1=D 1005

Testfor overall effect Z=2.02 (P = 0.04) Favours Ticagrelor Favours Clopidogrel



Supplementary Figure S12. Funnel plot assessing publication bias for the effect of ticagrelor
compared with clopidogrel on all-cause mortality
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Supplementary Figure S13. The effect of ticagrelor compared with clopidogrel on all-cause

mortality stratified by incidence of drug administered

Odds Ratio
IV, Random, 95% Cl

Odds Ratio

Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI
5.2.1 Before

Hansson 2016 00811 02865 171% 110 [0.62,1.92]
Halm 20149 06931 03835 143% 200[0.84, 424]
Ingrassia 2023 1.2816 1.0903 39% 364 [0.43, 30.83]
Ruszo 2019 01478 048511 102% 116 [0.39, 3.41]
Tomsié 2016 1.595 1.1464 3.6% 4.93[0.52, 46.61]
Yoetsch 2022 01808 04066 137% 1.20[0.54, 2.66]
Yuilliomenet 2019 -0.2397 0.74492 T.0% 079018, 342

Subtotal (95% C1)

Heterogeneity: Tau®=0.00; Chi*=4.36, df=6 (P =

Testfor overall effect: Z=1.65(F = 0.10)

5.2.2 After

Chang 2019 -1.0843 0E14
Held 2011 -0.6978 02203
Yarma 2020 1.0936 1.6238

Subtotal (95% CI)

Heterogeneity: Tau*=0.00; Chi*=1.61,df=2 (P =

Test for owerall effect: 2= 3. 46 (P = 0.000%5)

Total (95% CI)

69.9%  1.34[0.95, 1.90]
063 F= 0%

9.0% 0.34[0.10,1.13]
19.1% 0.50[0.32, 0.77]
18% 300012 73.04]
30.1%  0.49[0.33,0.73]
0.45); F= 0%

100.0% 1.04 [0.65, 1.65]

Heterogeneity: Tau®=0.25, Chi*=19.65, df=8 (P=0.02); F= 54%

Test for overall effect Z=0.15(F = 0.88)

Testfor subgroup differences: Chi*= 1368, df=1 (P = 0.0002), F=92.7%
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Supplementary Figure S14. The effect of ticagrelor compared with clopidogrel on all-cause

mortality with Held removed

Odds Ratio

Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% CI

Chang 2018 -1.0843 0614
Hansson 2016 0.0911 0.2865
Held 2011 -0.6979 0.2203
Holm 2019 0.6931 0.3835
Ingrassia 2023 1.28916 1.0803
Russo 2019 0.1478 05511
Tomsic 2016 1.595 1.1464
Yarma 2020 1.0986 1.6288
Yoetsch 2022 0.1808 0.4066
Yuilliomenet 2019 -0.2387 0.7482

Total (95% CI)

9.0%
29.3%
0.0%
19.5%
31%
10.8%
2.8%
1.4%
17.9%
6.3%

100.0%

0.34[0.10,1.13]
1.10[0.62,1.92)
0.50 [0.32, 0.77]
2.00 [0.94, 4.24]
3.64 [0.43, 30.83]
1.16[0.39, 3.41]
4.93[0.52, 46.61]
3.00[0.12, 73.04]
1.20 [0.54, 2.66]
0.79[0.18, 3.42)

1.22[0.83,1.79]

Heterogeneity: Tau*=0.05; Chi*=9.32, df=8{P=0.32), F=14%

Test for overall effect: Z=1.01 (P=0.31)
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Supplementary Figure S15. The effect of ticagrelor compared with clopidogrel on red blood
cells/RBC transfusion

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Della 2017 0126 0334 4.3% 1.13[0.69 2149 I—
Dery 2014 0.306 0.2993 a.3% 1.36 [0.76, 2.44] —
Hansson 2016 -0.0406 0201 1089% 0.96 [0.65,1.42] . E—
Held 2011 00701 01128 27 7% 1.07 [0.86,1.34] -
Halm 20149 -0.0291 01078 285% 097 079, 1.200 —a—
Inarassia 2023 -0.4367 0.2187 9.4% 0.65[0.42, 0,99 —
Tomsié 2016 -0.0125 0.2731 6.1% 0.991[0.57, 1.700 .
Yoetsch 2022 03172 0.3691 31.5% 1.37 [0.67, 283
Wang 20220 0.6325 0.3835 311% 1.88[0.88, 4.01]
Total (95% CI) 100.0% 1.02 [0.89, 1.17] ?

Heterogeneity: Tau®=0.01; Chi*=9.05, df=8 (P =0.34); F=12% n3 05 7 1 5

Testfor averall effect 7= 0.25 (F = 0.80) Favours Ticagrelor Favours Clopidogrel



Supplementary Figure S16. Funnel plot assessing publication bias for the effect of ticagrelor
compared with clopidogrel on red blood cells/RBC transfusion
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Supplementary Figure S17. The effect of ticagrelor compared with clopidogrel on red blood
cells/RBC transfusion with Wang removed

Odds Ratio

Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% CI

Della 2017 0126 0335
Dery 2014 0.306 0.2993
Hansson 2016 -0.0406 0.201
Held 2011 0.0701 01129
Holm 2019 -0.0291 01079
Ingrassia 2023 -0.4367 0.2187
Tomsic 2016 -0.0125 0.2781
Voetsch 2022 0.3172 0.3691
Wang 2022h 0.6325 0.3855

Total (95% CI)

3.6%
4.5%
9.9%
31.3%
34.3%
8.4%
5.2%
2.9%
0.0%

100.0%

1.13[0.59,2.19]
1.36 [0.76, 2.44]
0.96 [0.65, 1.42)
1.07 [0.86, 1.34]
0.97 [0.79, 1.20]
0.65 [0.42, 0.99]
0.99 [0.57, 1.70]
1.37 [0.67, 2.83]
1.88 [0.88, 4.01]

1.00 [0.88, 1.13]

Heterogeneity: Tau®= 0.00; Chi*=6.41, df=7 (P = 0.49), F= 0%

Test for overall effect: Z=0.03 (P = 0.98)

R —
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Supplementary Figure S18. The effect of ticagrelor compared with clopidogrel on stroke

0dds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Chang 2019 01193 08041 9.3% 0.88[0.15, 5.22] 4—?
Held 2011 01623 04058 46.0% 1.18 [0.53, 2.61]
Halm 2019 0.8473 0638 16.0% 2.33[0.61, 8.949] —_1—
Ingrassia 2023 0.3763 1.2202  51%  1.46[0.13, 15.91]
Russ0 2019 -0.2352 0.7602 13.1% 0.79[0.18, 3.51] —_—
Tang 2021 11926 1.6247  29%  3.30[0.14, 79.60]
Yarma 2020 0 1.4093  3.8%  1.00[0.06,15.83]
Yan 2020 0.2157 1.4023  39%  1.24[0.08, 19.35]
Total (95% CI) 100.0% 1.26 [0.73, 2.16] . ? .

Heterogeneity, Tau®=0.00; Chi*F=1.75, df=7 (P=0597);, F=0%

Test for overall effect: Z=0.84 (P =0.40) 0.01 0.1 1 1o 100

Favours Ticagrelor Favours Clopidogrel



Supplementary Figure S19. Funnel plot assessing publication bias for the effect of ticagrelor
compared with clopidogrel on stroke
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Supplementary Figure S20. The effect of ticagrelor compared with clopidogrel on stroke
stratified by incidence of drug administered

Study or Subgroup  log[Odds Ratio]

Odds Ratio

SE Weight IV, Random, 95% Cl

Odds Ratio
IV, Random, 95% CI

5.3.1 Before

Halm 2019 0.8473
Ingrassia 2023 03753
Ruszo 2019 -0.2352

Subtotal (95% Cl)

0683
1.2202
0.7602

16.0% 2.33[0.61, 8.99]
51% 1461013, 15.91]
13.1% 0.79[0.18, 3.51]
34.2%  1.44[0.57, 3.61]

Heterogensity: Tau®= 0.00; ChiF=1.11, df= 2 (P = 0.57); F= 0%

Taestfor overall effect 2= 0.77 (F = 0.44)

5.3.2 After

Chang 2019 -011493
Held 2011 01623
Tang 2021 11926
Warma 2020 a
an 2020 0.z21a7

Subtotal (95% CI)

0.a041
0.4058
1.6247
1.4093
1.4023

9.3% 0.89[0.15, 5.22]
46.0% 1.18[0.53, 2.61]
28% 330014, 79.60]
38%  1.00[0.06, 15.83]
38% 124 [0.08,19.38]
65.8%  1.18[0.50, 2.28]

Heterogeneity: Taur=0.00; ChiF=051, df=4(P=0597);, F=0%

Test for owerall effect: Z=0.48 (P =0.63)

Total (95% CI)

100.0% 1.26 [0.73, 2.16]

Heterogeneity, Tau®=0.00; Chi*F=1.75, df=7 (P=0597);, F=0%

Test for overall effect; Z=0.84 (P =0.40)

Testfor subagroup differences; Chif=012, df=1 (P=073), F=0%
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Supplementary Figure S21. The Effect of ticagrelor compared with clopidogrel on stroke

stratified by study design

Odds Ratio
IV, Random, 95% Cl

Odds Ratio

Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI
4.3.1 Observational

Chang 2019 -011493 0904 9.3% 0890148 527
Halm 2014 08473 0638 160% 2.33[0.61, 899
Ingrassia 2023 0.3ra3 1.2202 a.1% 146013, 15.91]
Russo 2019 -0.2352 07602 131% 073018, 3.51]
Yarma 2020 0 1.4033 38% 1.00 [0.06, 15.83]
an 2020 021487 14023 3.9% 1.24 [0.08, 19.38]

Subtotal (95% C1)

Heterogeneity: Tau*=0.00; Chi*=1.37,df=5(FP =

Test for overall effect: Z=0.62 (F = 0.54)

4.3.2RCT
Held 2011 01623 0.4058
Tang 2021 11926 1.6247

Subtotal (95% C1)

Heterogeneity: Tau®*=0.00; Chi*=0.38,df=1 (P =

Test for overall effect: Z=0.57 (F =047}

Total {95% CI)

Heterogeneity: Tau*=0.00; Chi*=1.75,df=7 (P =

Test for overall effect: £=0.84 (F = 0.40)

51.1%  1.27 [0.60, 2.69]
0.93); F= 0%

46.0% 1.18[0.53, 2.61]
28% 330014, 79.60]
48.9%  1.25[0.58, 2.70]

0.54) F= 0%

100.0%  1.26 [0.73, 2.16]
0.97); F= 0%

Testfor subgroup differences: Chi®=0.00, df=1 (F =098}, F=0%
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Supplementary Figure S22. The effect of ticagrelor compared with clopidogrel on stroke with

Holm removed

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Chang 2019 -0.1193 0.8041 11.0% 0.89[0.15,5.22] T
Held 2011 01623 04058 54.8% 1.18[0.53, 2.61]
Holm 2018 08473 0688 0.0% 2.33[0.61, 8.99]
Ingrassia 2023 03753 1.2202 6.1% 1.46[0.13,15.91)
Russo 2019 -0.2352 07602 156% 0.79[0.18, 3.51] S )
Tang 2021 11926 1.6247 3.4% 3.30([0.14, 79.60]
Varma 2020 0 1.4083 4.5% 1.00[0.06, 15.83]
Yan 2020 0.2157 1.4023 46% 1.24 [0.08, 19.38]
Total (95% CI) 100.0% 1.12[0.62, 2.02] ?

Heterogeneity: Tau®= 0.00; Chi*=0.79, df= 6 (P = 0.99); F= 0%

Test for averall effect: Z=0.37 (P=0.71)
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Supplementary Figure S23. The effect of ticagrelor compared with clopidogrel on myocardial

infarction

Study or Subgroup  log[Odds Ratio]

Odds Ratio

SE Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% Cl

Held 2011 0.0556
Tang 2021 0.0953
Yan 2020 0.2187
Russo 20149 0.2458
TomEic 2016 0.4964
Chang 2014 0.5779
Yarma 2020 1.0986
Total (95% CI)

0.229
1.4045
0.ae:n
0.4959
1.4074
1.6282
1.6288

73.5%
2.0%
4.0%

15.7%
1.9%
1.5%
1.5%

100.0%

1.06 [0.67, 1.66]
1.10[0.07, 17.24]
1.24 [0.18,8.52]
1.28[0.48, 3.38]
1 64 [0.10, 25.92]
176 [0.07, 43.34]
2.00[0.12, 73.04]

1.13 [0.77, 1.66]

Heterogeneity: Tau®=0.00; Chi®*= 066, df=6 (P =1.00); F=0%

Testfor overall effect Z=063 (P=0583)
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Supplementary Figure S24. Funnel plot assessing publication bias for the effect of ticagrelor
compared with clopidogrel on myocardial infarction
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Supplementary Figure S25. The effect of ticagrelor compared with clopidogrel on myocardial
infarction stratified by incidence of drug administered

Cdds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% Cl
5.1.1 Before
Russo 20149 0.2458 04953 157% 1.28[0.48, 3.39] [ R —
Tomsié 2016 04964 14074 1.9% 1.64[0.10, 25.92]
Subtotal {95% CI) 17.6% 1.31 [0.53, 3.29] B

Heterogeneity: Tau*=0.00; Chi*=0.03, df=1 (P=087); F=0%
Testfor overall effect 2= 0.58 (P = 0.56)

5.1.2 After

Chang 2019 05779 1.6282 1.5%  1.78[0.07,43.34]

Held 2011 00556 0220 73.5% 1.06 [0.67, 1.66] -
Tang 2021 00953 1.40458  2.0%  110[0.07,17.24]

Warma 2020 1.0986 1.6288 1.45%  2.00[0.12 73.04]

Yan 2020 02157 09831 4.0% 1.24 (018, 8.57]

Subtotal (95% CI) 82.4% 1.10 [0.72, 1.68] L 2

Heterogensity: Tau®= 0.00; Chi#= 0,51, df= 4 (P = 0.87); F= 0%
Testfor overall effect 7= 0.42 (F = 0.67)

Total {95% CI) 100.0%  1.13[0.77, 1.66] ?
Heterogeneity: Tau?= 0.00; Chi*= 0.66, df= 6 (P =1.00); F= 0% ID 0 DI1 ; 1ID 1DDI
Testfor overall effeclt: Z=0683(F =_ 0.53) Favours Ticagrelor Favours Clopidogrel
Testfor subagroup differences; Chif=012, df=1 (P=0.72), F= 0%




Supplementary Figure S26. The effect of ticagrelor compared with clopidogrel on myocardial
infarction stratified by study design

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% Cl
4.1.1 Observational
Chang 2014 05779 1.6282 1.5% 1.78[0.07, 43.34]
Russo 2014 0.2458 04959 157% 1.28[0.48, 3.38] I
Tom&ic 2016 0.4964 1.4074 1.9% 1.64 [0.10, 25.97]
Yarma 2020 1.0986 1.6288 1.59% 300012 73.04
Yan 2020 02157 0.9831 4.0% 1.24 (018, 8.52)
Subtotal (95% CI) 24.5% 1.39 [0.64, 3.03] -
Heterogeneity: Tau®=0.00; Chif= 030, df= 4 (P =0.99); F= 0%
Testfor overall effect £=083 (P = 0.40})
41.2 RCT
Held 2011 0.0856 0229 735% 1.06 [0.67, 1.66] 1
Tang 2021 0.0953 1.4045 2.0% 1.10[0.07,17.29]
Subtotal (95% CI) 75.5% 1.06 [0.68, 1.65]

Heterageneity: Tau®=0.00; Chi®= 000, df=1 (P =0.938); F= 0%
Testfor overall effect Z= 025 (P =080}

Total (95% CI) 100.0% 1.13 [0.77, 1.66]

?etn:;ogenmtyl:l T?ru ng]g;é)gmpz_ﬂdﬁﬁﬁé df=6{F=1.000; F=0% 'EI.D1 Elf1 1- 1-0 1EIEI-
estior overall & ecl. =0.63( T ) Favours Ticagrelor Favours Clopidogrel

Testfor subgroup differences: Chif= 036, df=1(P=055), F=0%




Supplementary Figure S27. Funnel plot assessing publication bias for the effect of prasugrel
compared with clopidogrel on platelet transfusion

5 SE(0SOR]
T 1
|
1
1
|
1
02+ !
1
|
Oio
04+ !
1
1
1
Q)
1
06T |
1
1
1
1
|
1
0eT :
1
1
|
1
1 l l l : l l OR
0.2 0.5 1 2 5



Supplementary Figure S28. Funnel plot assessing publication bias for the effect of prasugrel
compared with clopidogrel on all-cause mortality
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Supplementary Figure S29. The effect of prasugrel compared with clopidogrel on all-cause
mortality with Smith removed

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Drews 2014 1.0464 1.2129 13.0% 2.85[0.26, 30.68]
Smith 2012 -1.3218 05524 0.0% 0.27 [0.09, 0.79)
Voetsch 2022 00946 0515 72.3% 1.10[0.40, 3.02) ——
Yuilliomenet 2019 -1.0415 11423 147% 0.35[0.04, 3.31]
Total (95% CI) 100.0% 1.05 [0.45, 2.48] ’
Heterogeneity: Tau®= 0.00; Chi*=1.60, df= 2 (P = 0.45); F= 0% 0 505 052 ] % 250

Testfor overall effect: Z= 012 (P = 0.91) Favours Prasugrel Favours Clopidogrel



