Supplementary Table SI. Search strategy

Database

Search string

Records

PubMed/MEDLINE

(Coronary Artery Disease[MeSH] OR acute coronary
syndrome[MeSH] OR myocardial infarction[MeSH] OR
coronary artery disease[tiab] OR acute coronary
syndrome*[tiab] OR myocardial infarction[tiab] OR
ACS[tiab] OR PCI[tiab] OR percutaneous coronary
intervention[tiab] OR coronary angioplasty[tiab])

AND

(dual antiplatelet therapy[tiab] OR DAPT[tiab] OR
aspirin[tiab] OR aspirin discontinuation[tiab] OR aspirin
withdrawal[tiab] OR aspirin stop*[tiab] OR P2Y 12
monotherapy[tiab] OR ticagrelor monotherapy[tiab] OR
clopidogrel monotherapy[tiab] OR prasugrel
monotherapy[tiab] OR shortened DAPT([tiab] OR short
DAPT(tiab] OR DAPT cessation[tiab] OR P2Y 12 inhibitor
monotherapy|tiab])

AND

(randomized[tiab] OR randomised[tiab] OR trial[tiab])

4,771

Google Scholar

("aspirin discontinuation" OR "aspirin withdrawal" OR
"P2Y 12 monotherapy" OR "ticagrelor monotherapy" OR
"clopidogrel monotherapy" OR "prasugrel monotherapy")
AND (PCI OR "percutaneous coronary intervention" OR
"coronary angioplasty") AND ("acute coronary syndrome"
OR ACS OR STEMI OR NSTEMI OR "myocardial
infarction" OR "coronary artery disease")

6,520

Cochrane Library

aspirin discontinuation OR aspirin withdrawal OR P2Y12
monotherapy OR ticagrelor monotherapy OR clopidogrel
monotherapy OR prasugrel monotherapy in Title Abstract
Keyword AND percutaneous coronary intervention OR PCI
OR coronary angioplasty in Title Abstract Keyword AND
acute coronary syndrome OR ACS OR STEMI OR
NSTEMI OR myocardial infarction OR coronary artery
disease in Title Abstract Keyword

463




Supplementary Table SII. Definitions of MACCE (Major Adverse Cardiovascular and
Cerebrovascular Events) across the included studies

Study Year | MACCE definition

TICO 2020 the composite of death, M1, stent thrombosis, stroke, or target-
vessel revascularization

STOPDAPT-2 2022 the composite of cardiovascular death, myocardial infarction,
definite stent thrombosis, or ischemic/hemorrhagic stroke

T-PASS 2024 | the composite of death, myocardial infarction, stent
thrombosis, or stroke

ULTIMATE-DAPT 2024 the composite of cardiac death, myocardial infarction,
ischemic stroke, definite stent thrombosis, and clinically
driven target vessel revascularization.

NEO-MINDSET 2025 | the composite of death from any cause, myocardial infarction,
stroke, or urgent target-vessel revascularization

TARGET-FIRST 2025 | the composite of death from any cause, myocardial infarction,

stent thrombosis, stroke, or major bleeding (BARC as a

bleeding event of type 3 or 5).




Supplementary Figure S1. PRISMA Flow Diagram
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Supplementary Figure S2. Traffic light plot RoB 2 tool for risk of bias assessment
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Supplementary Figure S3. Summary plot RoB 2 tool for risk of bias assessment
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Supplementary Figure S4. Subgroup-analysis based on agent type for the outcome of

MACCE

P2Y12i Monotherapy DAPT Risk Ratio Risk Ratio

Study or Subgroup Events Total Evenis Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.11.1 Ticagrelor monotherapy
TICo 2020 35 1827 41 1829 161% 0.69[0.45 1.08] I —
T-PASS 2024 26 1426 31424 137% 0.84 [0.50,1.40] e
ULTIMATE-DARPT 2024 £1 1700 A3 1700 18.8% 0.87 [0.69,1.37] —
Subtotal (95% CI) 4653 4653  48.6% 0.84 [0.66, 1.07] S
Total events 132 145
Heterogeneity: Taw*=0.00; Chi*=1.51,df=2{(F=047), F=0%
Testfor overall effect Z=1.41 (P=018)
1.11.2 Clopidogrel monotherapy
STOPDAPT-2 2022 56 20488 38 2073 168% 1.49[0.99 2.24] —
Subtotal (95% CI) 2058 2078 16.8% 1.49 [0.99, 2.24] e
Total events 56 38
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.91 (P = 0.08)
1.11.3 Multiple agents
MEQ-MINDSET 2024 1149 1712 93 1688 24.4% 1.27 [0.98, 1.68] T
TARGET-FIRST 2025 20 Y61 21981 10.2% 0.97[0.53,1.78] . —
Subtotal (95% CI) 2673 2679  34.6% 1.22 [0.96, 1.55] g
Total events 139 114
Heterogeneity: Tau®= 0.00; Chi*= 063, df=1 (F=043); F=0%
Testfor averall effect Z=1.59 (P =011}
Total (95% CI) 9384 9410 100.0% 1.03 [0.82,1.30] <
Total events nr 297

H 2 - - - — — LR = I } 1 ] ]
Heterogeneity: Taw*=0.04; Chi*= 960, df=5{F =009, F=48% '0.1 0:2 D:S i é 0

Testfor overall effect Z=028{P=078)

Testfor subaroup diferences: Chif= 747, df =2 (P=002), F=73.2%

Favours monotherapy Favours DAPT



Supplementary Figure S5. Subgroup-analysis based on agent type for the outcome of
clinically relevant bleeding

P2Y12i Monotherapy DAPT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
1.12.1 Ticagrelor monotherapy
TICO 2020 53 16827 83 1529 28.3% 064 [0.46, 0900 2020 ——
T-PASS 2024 28 1426 G4 1424 18.5% 0.44[0.28, 068 2024 —
ULTIMATE-DAPT 2024 35 1700 78 1700 22.4% 0.45[0.30,0.66] 2024 —
Subtotal (95% CI) 4653 4653  T0.2% 0.51 [0.40, 0.66] -
Total events 116 225

Heterogeneity: Tau®= 0.01; Chi®= 2,89, df= 2 (P=0.27); F=23%
Test far averall effect: Z= 4514 (F = 0.00001})

1.12.2 Clopidogrel monotherapy

STOFDAPT-2 2022 11 2058 27 2078 7% 0.41[0.20,083] 2022 -
Subtotal (95% CI) 2058 2078 7.T% 0.41 [0.20, 0.83] —ai———
Total events 11 27

Heterageneity: Mot applicahle
Testfor averall effect: 2= 249 (F=0.01)

1.12.3 Multiple agents

NEO-MIMNDSET 2025 33 1712 85 1698 221% 0.39[0.26,0.57] 2024 —
Subtotal (95% CI) 1712 1698  22.1% 0.39 [0.26, 0.57] -~
Total events 33 a5

Heterageneity: Mot applicahle
Test for overall effect: Z=4.72 (P = 0.00001)

Total (95% CI) 8423 8429 100.0%  0.48[0.39,0.58] -

Total events 160 337

Heterageneity: Tau®= 0.01; Chi*= 4.44, df=4 (P = 0.35); F= 10% 501 052 0:5 é
Testfor overall effect: Z=7.37 (F = 0.00001}) ’ Fa'v'durs monoiheram‘ Favours DAPT

Testfor subgroup differences: Chi*=1.59, df =2 (P=045), F=0%



Supplementary Figure S6. Subgroup-analysis based on aspirin withdrawal timing for the

outcome of MACCE
P2Y12i Monotherapy DAPT Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
1.14.1 Less than 1 month
NEO-MIMNDSET 2025 1149 1712 93 1698 24.4% 1.27[0.98,1.65] 2024 I
Subtotal (95% CI) 1712 1698 24.4% 1.27 [0.98, 1.65] -
Total events 1149 93
Heterageneity: Mot applicahle
Test for overall effect: Z2=1.78 (P = 0.08)
1.14.2 More than 1 month
TICO 2020 34 16827 a1 1529 16.1% 0.69[0.45,1.05 2020 T
STOFPDAPT-2 2022 56 2058 38 2078 16.8% 1.49[0.99, 2.24] 2022 I
T-PASS 2024 61 1700 63 1700 18.8% 0.497 [0.69,1.37] 2024 I
ULTIMATE-DAPT 2024 26 1426 31 1424 127% 0.84[050,1.400 2024 [
TARGET-FIRET 2025 20 961 21 881 10.2% 087 [053,1.78] 2025 — T
Subtotal (95% CI) 7672 7M2 75.6% 0.97 [0.74, 1.26] -
Total events 198 204
Heterogeneity. Tau®=0.04, Chi*=7.08, dfi=4 (F=0.13); F= 44%
Test for averall effect Z2= 024 (F = 0.80)
Total (95% CI) 9384 9410 100.0% 1.03 [0.82, 1.30] <
Total events kil 297
Heterageneity: Tau®=0.04; Chi*= 9.60, df=5 (P =0.09); F= 48% "1 032 0 3 10

Testfor overall effect: 2= 0.28 (P =0.78)

Test for subgroup differences: Chif=2.04, df=1(P=0.18), F=5059%

Favours monotherapy Favours DAPT



Supplementary Figure S7. Subgroup-analysis based on aspirin withdrawal timing for the
outcome of clinically relevant bleeding

P2Y12i Monotherapy DAPT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
1.13.1 Less than 1 month
NEO-MIMNDSET 2025 33 1712 85 1698 221% 0.39[0.26,057] 2024 ——
Subtotal (95% CI) 1712 1698 22.1% 0.39 [0.26, 0.57] e
Total events 33 a5

Heterageneity: Mot applicahle
Test for overall effect: Z=4.72 (P = 0.00001)

1.13.2 More than 1 month

TICO 2020 53 15827 83 1529 29.3% 0.64 [0.46,090] 2020 ——
STOFDAPT-2 2022 11 2058 27 2078 7% 0.41[0.20,083] 2022 -
T-PASE 2024 28 1426 G4 1424 18.5% 0.44 028,068 2024 —
ULTIMATE-DAPT 2024 34 1700 78 1700 22.4% 0.45[0.30, 0.66] 2024 —
Subtotal (95% CI) 6711 6731 T7.9% 0.51 [0.41, 0.63] L 3
Total events 127 282

Heterageneity: Tau®=0.00; Chi*= 298 df=3{P=040); F=0%
Test for overall effect: Z=6.30 (P = 0.00001)

Total (95% Cl) 8423 8429 100.0%  0.48[0.39,0.58] -

Total events 160 337

Heterogeneity: Tau®= 0.01;, Chi*= 4.44 df=4 (P=035);, F=10% f ; t t t
o o1 02 04 2 ]

Test for overall effect: Z2= 7.37 (P = 0.00001) Favours monotherapy Favours DAPT

Testfor subgroup differences: Chi*=1.46, df=1 (P=023,F=31.7%



