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Supplementary Figure 1. Flow chart for identification of included studies by following PRISMA guidelines.
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Supplementary Figure 2. Forest plot of the effect of study design on MACE for ACS patients undergoing PCI treated with clopidogrel. Risk of MACE of observational studies for patients carried CYP2C19 LoF alleles vs Non-carriers (Fig. A) and risk of MACE of RCTs for patients carried CYP2C19 LoF alleles vs Non-carriers (Fig. B). Here, MACE=Major adverse cardiovascular events, ACS=Acute coronary syndrome, PCI=Percutaneous coronary intervention, LoF=Loss-of-function, RCTs=Randomized clinical trials.
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Supplementary Figure 3. Funnel plot of the MACE for ACS patients undergoing PCI carrying CYP2C19 LoF alleles vs CYP2C19 Non-LoF alleles treated with clopidogrel. Here, MACE=Major adverse cardiovascular events, ACS=Acute coronary syndrome, PCI=Percutaneous coronary intervention, LoF=Loss-of-function.
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LoF Carriers Non-carriers Risk Ratio Risk Ratio
Study or Subgroup _ Events _Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.1.1 Observational studies
Arima 2015 38 142 8 72 45%  2.22(1.09,453
Chen 2015 39 191 10 145  48%  296(1.53,5.73) —_—
Dong 2016 7 58 8 44 38%  3.51(182,678 —_—
Jeong 2011 1M 162 2 104 1.0% 353(0.80,1561) 1
Kim 2013 31333 11 199 58%  168(0.87,3.27) T—
Lee 2018 18 68 53 405 64%  202(1.27,3.23) —
Li2019 15 67 13 120 37%  222(1.12,439) —_—
Liang 2013 57 603 21 413 105%  1.86(1.15,3.02) —_
Mahdieh 2018 2 83 5 151 15%  0.73(0.14,367) ——
Malek 2010 10 56 20 205 36%  1.83(0.91,368) —
Marcucei 2012 39 295 76 892 159%  1.55(1.08,2.23) ——
Martin 2020 23 87 50 424 85%  1.90(1.24,2.90) —
Tang N 2015 14 9 782 32% 171072403 -
Verschuren 2013 30 400 55 916 141%  1.25(0.81,1.92) T
Wei 2015 7 s 4 59 16% 607(223,1653
Zhang 2021 41 524 23 307 110%  1.35(0.82,221) T
Subtotal (95% CI) 3216 4637 100.0%  1.88[1.62,2.17] ¢
Total events 423 375
Heterogeneity: Chi*= 19.55, df= 15 (P = 0.19); F= 23%
Testfor overall effect Z= 8.52 (P < 0.00001)
1.1.2RCTs
Cavallari 2018 18 226 74 1243 75%  1.34(0.82,2.20) 1
Mega 2009 46 395 83 1064 149%  1.49(1.06,2.10) ——
Ogawa 2016 31 248 16 135 69%  1.05(0.60,1.86) —
Tang 2012 2 384 5 286 19%  3.13(1.19,820)
Wallentin 2010 170 1388 367 3516 68.8%  1.17(0.99,1.39 m
Subtotal (95% CI) 2641 6244 100.0%  1.26[1.10, 1.45] ¢
Total events 286 545
Heterogeneity: Chi*= 5.48, df = 4 (P = 0.24); F= 27%
Testfor overall effect Z= 3.27 (P = 0.001)
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