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Antiplatelet Dilemma: Clopidogrel or Aspirin for Long-Term Cardiovascular

Protection after Dual Antiplatelet Therapy Following PCI

Aspirin vs clopidogrel monotherapy after DAPT
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Systematic review & meta-analysis - 6 studies (2 RCTs, 4 cohorts) - 14,992 patients

Risk ratios, aspirin vs clopidogrel

RR 1.24 (1.09-1.42) - P = 0.001

° All pooled outcomes

RR [95% Cl] P I?

G Background & aim a Results — forest plots

After percutaneous coronary intervention (PCl), patients take dual Outcome (aspirin vs clopidogrel)

MACE — primary outcome (6 studies)

antiplatelet therapy (DAPT) for 6-12 months and then continue lifelong MACE (primary) 1.24[1.09, 1.42] 0.001 24%
monotherapy. Aspirin has been the default, but clopidogrel may offer Aspirin Clopidogrel Risk Ratio Risk Ratio stroke (any) 1.50 [1.12, 2.02] 0.006 40%
better ischaemic protection with less gastrointestinal injury. Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI Ischaemic stroke 1.56 [1.03, 2.38] 0.04 0%
Koo 2021 207 2728 152 2710 40.6% 1.35(1.10, 1.66) Sty
Lan 2024 30 582 29 422 8.9% 0.75(0.46, 1.23) Haemorrhagic stroke 2.06 [1.06, 3.98] 0.03 72%
Park 2016 95 2472 20 i 8.1% 1.48(0.92, 2.38] i . izt et 5 [0.98, 1.57 0.07 B
Sim 2020 5 1285 3 534 1.1% 069(0.17,289) ¢ v
| .. d clobid | h f Watanabe 2024 122 1458 95 1453 253% 1.28(0.99, 1.66) - Target vessel revascularisation 77 7 0.72 —
AIM '!'o compare long-term aspirin and clopidogrel monotherapy after DAPT Zhuang 2014 70 283 56 248 159%  1.10[0.81,1.49) B F——— 36105 T B
in patients who underwent PCI. SstnoIEoss ol :
Total (95% CI) 8808 6138 100.0%  1.24[1.09, 1.42) i Major bleeding (TIMI) 0.86 [0.61, 1.23] 0.42 18%
Total events 529 355 : : 5
95 1= [ e A lobid ) Heterogeneity. Chi*=6.54, df= 5 (P = 0.26), P = 24% 0;5 03}. 1 155 z Al L L3 AL Ll s 2en g I
= higher risk with aspirin (favours clopidogre . e : £ : 0
g p pidog Testfor overall effect Z=3.27 (P = 0.001) Favours [Aspirin] Favours [Clopidogrel] Gl bleeding 1.19[1.04, 1.37] 0.01 0%
BARC 2,3 or 5 0.98 [0.57, 1.71] 0.95 80%
Stroke (any type) RR 1.50 (1.12-2.02) - P = 0.006 BARC 3 or 5 0.96 [0.58, 1.58] 0.86 67%
Aspirin Clopidogrel Risk Ratio Risk Ratio All-cause mortality 0.93[0.76, 1.12] 0.43 45%
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI Cardiovascular mortality 1.21[0.91, 1.60] 0.19 27%
Methods Koo 2021 43 2728 18 2710 242%  2.37 (1.37,4.10) Te
Lan 2024 13 582 1 422 171% 0.86 [0.39, 1.89) ——
Park 2016 41 2472 g 771 184%  1.42(0.69,291) o e
Search PubMed, Scopus and Web of Science from inception to January Watanabe 2024 39 1470 30 1464 403%  1.29[0.81,2.07) e
2025; PRISMA and Cochrane Handbook tal (95% CI 7 7 100.0%  1.50([1.12, 2.0
VSR o ol Ll L » Subgroups & robustness
Total events 136 68
. . . Het "Chi*=5.01,d=3P=0.17),;P=40% } + + i tom- i ior i -
Eligibility RCTs and cohort studies of clopidogrel vs aspirin T:s‘i"fg?z;‘:r'zl (e:n';ct g? : ‘;4 (SE = 0?]6) ) o 0.01 01 10 100 By design: clppldogrel was superior in the RCT subgroup (MACE RR 1.32, 1.13-1.55) but
monotherapy after DAPT post-PCl ke = Favours [Aspirin]l Favours [Clopidoarei] comparable in cohorts (P = 0.49); the same pattern was seen for Ml.
Sensitivity:
Gastrointestinal bleeding RR 1.19 (1.04-1.37) - P = 0.01 Watanabe 2024 (1-month DAPT) drove the BARC bleeding heterogeneity.
Outcomes Primary: MACE. Secondary: TIMI and BARC bleeding, Gl IR TR | e T R AT T Limitations:
bleeding, mortality, stroke, MI, TVR, stent thrombosis Aspirin Clopidogrel Risk Ratio Risk Ratio mixed RCT and cohort designs; DAPT duration 1-18 months; nearly all patients East Asian
Study or Subgroup  Events Total Events  Total Welght M-H, Fixed, 95% CI M-H, Fixed, 95% CI (high CYP2C19 loss-of-function prevalence); aggregate data only.
) ‘ Koo 2021 320 2728 272 2710 80.9% 1.17[1.00, 1.36) ”."
Analysis RevMan; pooled risk ratios; fixed effect unless I> > 50%; leave- Lan 2024 8 582 7 422 24% 083(0.30,227)
one-out sensitivity and subgroup analysis by design ;“'k 20‘2% 22 2;;; ; ;?'B g é% 0.89 {0 gg -'2? (‘)gi
huang 2014 7 4 4 13.6% 1.47 [1.05, el — S
6 Conclusions
Quality RoB 2 for the 2 RCTs (low risk); Newcastle-Ottawa for the 4 :_:::: S:::t::" aid - - ISt MR RRaRen hesid a Efficacy: clopidogrel lowered MACE and stroke (ischaemic and haemorrhagic).
cohorts (all high qualit -
( . & ?0!0;000”0“‘1 s 257' ar:gfp 048, =05 0:6 0?? !=5 2 e Safety: no excess major bleeding or mortality; more Gl bleeding on aspirin.
2,531 » 1,146 » 10 » 6 estfor overall eflect Z=2.54 (P = 0.01) Favours [Aspirin]) Favours [Clopidogrel)
identified screened full text included e Practice: individualise by CYP2C19 status, bleeding risk and cost.
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