Supplementary Table SI. Search strategy

Database

Search string

Records

PubMed/MEDLINE

(("P2Y12 inhibitor"[All Fields] OR "P2Y 12"[All Fields]
OR "clopidogrel"[All Fields] OR "ticagrelor"[All Fields]
OR "prasugrel"[All Fields] OR "ticlopidine"[All Fields] OR
"thienopyridine"[All Fields] OR "antiplatelet"[ All Fields])
AND ("aspirin"[All Fields] OR "acetylsalicylic acid"[All
Fields]) AND ("monotherapy"[All Fields] OR "single
antiplatelet therapy"[All Fields] OR "SAPT"[AII Fields]
OR "alone"[All Fields]) AND ("percutaneous coronary
intervention"[All Fields] OR "PCI"[All Fields] OR
"coronary intervention" OR "drug-eluting stent"[All Fields]
OR "DES"[AIl Fields]))

670

Google Scholar

("P2Y12 inhibitor" OR "clopidogrel" OR "ticagrelor" OR
"prasugrel" OR "ticlopidine" OR "thienopyridine") AND
("aspirin" OR "acetylsalicylic acid") AND ("monotherapy"
OR "single antiplatelet therapy" OR "SAPT") AND
("percutaneous coronary intervention" OR "coronary
intervention" OR "PCI" OR "drug-eluting stent") AND
("after dual antiplatelet therapy" OR "after DAPT" OR
"following dual antiplatelet therapy" OR following DAPT")

562

Cochrane Library

("P2Y'12 inhibitor" OR P2Y12 OR clopidogrel OR
ticagrelor OR prasugrel OR ticlopidine OR thienopyridine
OR antiplatelet)

AND

(aspirin OR "acetylsalicylic acid")

AND

(monotherapy OR "single antiplatelet therapy" OR SAPT
OR alone)

AND

("percutaneous coronary intervention" OR PCI OR "drug-
eluting stent" OR DES OR "coronary stenting" OR
"coronary intervention")

544




Supplementary Table SII. Details of MACE definitions used in each study

No. Study name MACE components

1. Zhuang et al. Composite of cardiac death, MI, urgent target vessel
revascularization (coronary bypass surgery or PCI) due to
MI.

2. Park et al. Cardiovascular death, MI, and stroke

3. Sim et al. Composite of death from any cause, MI, repeat PCI, stent
thrombosis, or ischemic stroke

4, Natsuaki et al. Cardiovascular death, MI, stroke and definite ST

5. Ono et al. All-cause death, MI, and stroke

6. Kang et al. Cardiac death, nonfatal MI, ischemic stroke, readmission
attributable to ACS, and definite or probable stent
thrombosis

7. Choi et al. Cardiovascular death, MI, and stroke




Supplementary Figure S1. PRISMA Flow Diagram
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Supplementary Figure S2. Risk of bias summary for included randomized controlled trials
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Domains: Judgement

D1: Bias arising from the randomization process.

D2: Bias due to deviations from intended intervention. = Some concerns
D3: Bias due to missing outcome data. . Low

D4: Bias in measurement of the outcome.

D5: Bias in selection of the reported result.



Supplementary Figure S3. Risk of bias summary for included observational studies

Risk of bias domains
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D1: Bias due to confounding.

D2: Bias due to selection of participants. = Moderate
D3: Bias in classification of interventions. . Low

D4: Bias due to deviations from intended interventions.
D5: Bias due to missing data.

D6: Bias in measurement of outcomes.

D7: Bias in selection of the reported result.



Supplementary Figure S4. Subgroup analysis of MACE according to the type of P2Y12
inhibitor

P2Y12 Aspirin Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.1.1 Clopidogrel
Choi 2025 T 2752 113 2754 183% 069 [0.52, 093] —
Kang 2023 196 2431 273 2286 MT% 064 [0.53, 0.78] —+
Matsuaki 2020 27 1480 24 1339 a.r% 1.02[0.58,1.77] I
Park 2016 20 7 95 2472 7.3% 067 [0.41,1.09] -7
Sim 20149 3 533 B 1286 1.0% 1.21[0.30, 4.85]
Zhuang 2014 To 283 A3 224 101% 1.06 [0.70, 1.60] T
Subtotal (95% CI) 8250 10361 77.1% 0.75[0.62, 0.90] &
Total events 3495 a64

Heterogeneity, Tau®= 0.01; Chi*=B6.82, dfi= 5 (P =023}, F=2T%
Testfor overall effect: £= 3.07 (P =0.002)

1.1.2 Ticagrelor

Qno 2022 101 4308 181 8813 2249% 0.73[0.56, 0.94] ——
Subtotal (95% CI) 5308 5813 22.9% 0.73 [0.56, 0.94] -
Total events 1m 141

Heterogeneity: Mot applicable
Testfor averall effect 7= 245 (P =0.01)

Total (95% CI) 13558 16174 100.0% 0.73 [0.64, 0.84] &
Total events 4496 14
|

Heterogeneity: Tau®=0.00; Chi*=6.83 df=6(P=034),F=12% IIZI 1 DI2 DIS !
Test for averall effeclt: I=4449(P < 0.000013 Favours P2Y12 Favours Aspirin
Testfor subgroup differences: Chi®= 0,04, df=1 (P = 0.85), F= 0%

T



Supplementary Figure S5. Subgroup analysis of all-cause death according to the type of
P2Y1: inhibitor

P2Y12 Aspirin Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.2.1 Clopidogrel
Choi 2025 a0 2752 TO 2754 186% 0710458 1.03] —
Kang 2023 180 2431 136 2286 437% 1.04[0.82,1.37] ——
Matsuaki 2020 21 1480 221339 6.9% 0.86[0.47,1.87] — T
Park 2016 24 7 91 2472 120% 0.84[0.53,1.33] T
Sim 20149 1 533 1 1286 0.3% 242015, 38.69] *
Subtotal (95% CI) 7967 10137 81.5% 0.91 [0.77, 1.09] <&
Total events 246 320

Heterogeneity, Tau®= 0.00; Chi®= 3.8, di= 4 (P= 047}, F= 1%
Testfor overall effect 2= 1.02 (P =0.30}

1.2.2 Ticagrelor

Qno 2022 a1 Aa308 66 4813 185% Q.84 [0.89, 1.22] — T
Subtotal (95% CI) 5308 5813 18.5% 0.84 [0.59,1.22] e
Total events a1 [413]

Heterogeneity: Mot applicable
Testfor averall effect Z= 0680 (P =0.37)

Total (95% CI) 13275 15950 100.0% 0.90 [0.77,1.05] &
Total events 297 386
|

Heterogeneity: Tau®= 0.00; Chir=3.71, df =5 (P =059); F= 0% f f } t }
Testf ll effect Z=1.32 (P = 0.19 01 0z 05 z 5
Estibroveral 8 EC,' =1.32( e ) Favours P2Y12 Favours Aspirin

Testfor subgroup differences: Chif= 014, df=1{FP=0711 F=0%



Supplementary Figure S6. Subgroup analysis of major bleeding according to the type of

P2Y 12 inhibitor
P2Y12 Aspirin Odds Ratio Odds Ratio
Study or Subgroup Evenis Tofal Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Clopidogrel
Choi 2025 26 27a2 26 2784 21T% 1.00([0.588, 1.73] I —
Kang 2023 2 243 an 2286 27.0% 0.64 [0.46, 0.89) —
Matsuaki 2020 3 1480 A 13349 7.8% 054 [0.13, 2.27]
Fark 2016 10 7T 23 2472 17 1% 1.40 [0.66, 2.95] S
Sim 20149 1 a33 3 1286 36% 0.80[0.08 7.748] 4
Zhuang 2014 B 283 n 224 24% 10452 [0.89 187.70] +
Subtotal {95% CI) 8250 10361 79.7% 0.89 [0.58, 1.36] e
Total events 108 147
Heterogeneity, Tau®= 0.09; Chi®= 795 df=9{P =016 F=37%
Testfor overall effect £= 0.3 (P = 0.949)
1.4.2 Ticagrelor
Qno 2022 28 5308 17 8813 203% 1.81 [0.958, 3.31] |
Subtotal (95% CI) 5308 5813  20.3% 1.81 [0.99, 3.31] e —
Total events 28 17
Heterogeneity: Mot applicable
Testfor overall effect £=1.92 (P = 0.04)
Total (95% CI) 13558 16174 100.0% 1.06 [0.67, 1.68] e
Total events 136 164
Heterogeneity: Tau®= 0.18; Chi®=14.09, df= 6 (P = 0.03); F=57% =IJ ] 052 IJ:S é :55 1D=

Testfor overall effect £=0.24 (P =0.81)

Testfor subaroup differences: Chi*= 354, df=1 (P=0.06), F=71.7%

Favours P2Y12 Favours Aspirin



Supplementary Figure S7. Subgroup analysis of myocardial infarction (MI) according to
the type of P2Y1: inhibitor

P2Y12 Aspirin Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.5.1 Clopidogrel
Choi 2025 23 2752 42 2754 183% 054033, 0.91] e
Kang 2023 40 2431 A3 2286 21E6% 0F0[0.47, 1.07] —
Matsuaki 2020 12 1480 4 1339 6.6% 2.73[0.88, 8.48]
Park 2016 a 7 M 2472 11.4% 0.83[0.38,1.80] I R
Sim 20149 2 533 1 1286 1.7% 484 [0.44,53.49] *
Zhuang 2014 38 283 kil 224 18.3% 097 [0.58, 1.61] —_—
Subtotal (95% CI) 8250 10361 77.9% 0.87 [0.59, 1.28] -
Total events 123 162

Heterogeneity, Tau®= 0.10; Chi®*=9.71, df= 5 (P = 0.08); 7= 49%
Testfor overall effect 2= 072 (P =047}

1.5.2 Ticagrelor

Qno 2022 37 a308 Toas13 221% 0.87 [0.38, 0.89] —
Subtotal (95% CI) 5308 5813 221% 0.57 [0.38, 0.85] e
Total events ar Il

Heterogeneity: Mot applicable
Testfor averall effect 2= 278 (P = 0.004)

Total (95% CI) 13558 16174 100.0% 0.78 [0.56, 1.08] L
Total events 160 233
|

Heterogeneity: Tau®= 0.08; Chi*=11.63, df=6 (F =007 F= 48% f f } t }
Testf Il effect Z=1.48 (P =0.14 01 02 05 2 5
Btiorvarall 8 EC.' =148 e ) Favours P2Y12 Favours Aspirin

Testfor subgroup differences, Chif= 221, df=1{FP=014), F=548%




Supplementary Figure S8. Leave-one-out sensitivity analysis of major bleeding, excluding

Testfor overall effect: £=1.28 (P =020}

Testfor subaroup diferences: Chi*=0.04, df=1 (P=0.85), F= 0%

Favours P2Y12i

Favours Aspirin

Kang 2023
P2Y12i Aspirin Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.4.1RCTs
Choi 2025 26 27a2 26 2754 358% 1.00([0.588, 1.73]
Ono 2022 28 5308 17 8813 3049% 1.81[0.959, 3.31]
Subtotal {95% CI) 8060 8567 66.7% 1.33 [0.74, 2.37]
Total events 54 43
Heterogeneity, Tau®= 0.09; Chi®= 203, df=1{FP=018%; F=51%
Testfor overall effect £=0.95 (P = 0.34)
1.4.2 Observational studies
Matsuaki 2020 3 1480 A 1339 f.8% 054013, 227
Fark 2016 10 sl 23 2472 220% 1.40[0.66, 2.99] S e —
Sim 20149 1 533 3 1286 2.8% 0.80[0.08 7.748 *
Zhuang 2014 B 283 I 224 1.7% 1052 [0.59 187.70] *
Subtotal (95% CI) 3067 5321 33.3% 1.21 [0.55, 2.65] —en g
Total events 20 N
Heterogeneity, Tau®= 0,13, Chi*= 364, di= 3P =030, F=17%
Testfor overall effect: Z=0.47 (P = 0.64)
Total (95% CI) 11127 13888 100.0% 1.28 [0.88, 1.88] e
Total events 74 T4

e 22— . H-—. —_ —_ - - I 1 | 1 | 1
Heterogeneity: Tau®= 0.03; Chi*= 469, df=8{FP=034); F=12% 'IZI.1 sz IZITS ﬁ é 1D'



Supplementary Figure S9. Leave-one-out sensitivity analysis of major bleeding, excluding

Ono 2022
P2Y12i Aspirin Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.4.1RCTs
Chaoi 2025 26 2752 26 2784 278% 1.00[0.58,1.73]
Kang 2023 62 2431 90 2286 39E6% 0.64 [0.46, 0.89) —a—
Subtotal {95% CI) 5183 5040 67.4% 0.76 [0.49, 1.16]
Total events a8 116
Heterogeneity, TauF=0.05; Chi*=1.91, di=1 (P=017);F= 43%
Test for overall effect Z=128 (P =020}
1.4.2 Observational studies
Matsuaki 2020 3 1480 a 1339 T.4% 044 (013, 2.27]
Park 2016 m 77 23 2472 198% 1.40 [0.66, 2.95] I e —
Sirm 2019 1 833 3 1286 33% 0.80[0.08, 7.75] 4
Zhuang 2014 B 283 i 224 21% 1052059, 187.70] +
Subtotal {95% CI) 3067 5321  32.6% 1.21 [0.55, 2.65] —e g ———
Total events 20 kil
Heterogeneity, TauF=0.13; Chi*=3.64 di= 3 (P=0.30);, F=17T%
Test for overall effect £= 047 (P = 0.64)
Total (95% CI) 8250 10361 100.0% 0.89 [0.58, 1.36] -l
Total events 108 147
Heterogeneity: Tau®= 0.09; Chi*=7.95 df=a(P=016); F= 37% -0.1 052 DTS é é 1D-

Test for overall effect Z= 053 (P =0.59)
Test for subaroup diferences: Chif=1.05, df=1(P=0311) F=4.4%

Fawvours P2Y12i

Favours Aspirin



