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Supplementary Figure 1. Risk of bias in randomized controlled trials.

GLP-1 agonist Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CIl
Gerstein 20149 36 4949 A92 4952 22.3% 0.91 [0.81, 1.01] o
Gerstein 2021 111 27T F8 1358 I1% 0.80 [0.60, 1.08] ]
Hernandez 2018 1896 4731 2058 4732 T.3% 0.96 [0.79, 1.16] Ty
Holman 2022 507 7356 584 7396 206% 0.87 [0.78, 0.98] -
Husain 20149 E9 1591 88 15492 2.9% 0.7 [0.57,1.08] )
Kasiborod 2023 3 263 4 266 0.1% 0.76 [0.17, 3.36] =
Lincoff 2023 aF5  BBO3 458  8B01  15.2% 0.82[0.72,0494] -
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Supplementary Figure 2. Forest plot of all-cause mortality.
GLP-1 agonist Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gerstein 2019 223 4949 231 4952 15.68% 0.97 [0.81, 1.16] 5
Gerstein 2021 91 27T 58 1358 B.9% 0.78 [0.57,1.08] ]
Hernandez 2018 181 473 240 4732 14.8% 0.75[0.62, 0.91] g
Halman 2022 483 7356 493 T396  22.7% 0.95[0.87,1.11] L1
Husain 2019 a7 159 3 15492 3.6% 1.19[0.74,1.91] T
Marso 2020 2898  46R8 343 4672 18.9% 0.87 [0.75,1.01] o
Pfeffer 20145 270 3034 261 3034 17.5% 1.03[0.88,1.27] &,
Total (95% CI) 29046 27737 100.0% 0.92 [0.84, 1.01] [
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?eti;ogeneltﬂ:lT?ru ;gfl:;fnhlp:—1gnﬁ393' di= (P =011 =42% o1 0 10 100
estfor overall effect: Z=1.70 (P = 0.03) Favours GLP-1 agonist Favours control
Supplementary Figure 3. Forest plot of myocardial infarction.
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GLP-1 agonist Control Risk Ratio Risk Ratio
Study or Subgroup BEvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gerstein 2019 26 45949 20 4952 39.9% 1.30 [0.73, 2.33] =
Gerstein 2021 B 277 5 1354 9.58% 0.60[0.18, 1.96] —
Halman 2022 17 7356 13 TF396 25.7% 1.31 [0.64, 2.70] T
Pfeffer 20146 15 3034 14 3034 25.3% 1.07 [0.52, 2.22] T
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Total ewents Fd a2
!I-_ietf;ogenewl:lT?ru t=?_IEI_IZIEID ;D?hlpzja.ﬁﬂ df=3 (P=068) F=0% 01 0 1 100
estfor overall effect 2= 0.77 (P = 0.44) Favours GLP-1 agonist Favours control
Supplementary Figure 4. Forest plot of fatal myocardial infarction.
GLP-1 agonist Control Risk Ratio Risk Ratio
Study or Subgroup BEvents Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gerstein 2019 205 4949 2159 4952 13.9% 0.95[0.79,1.159] e E
Gerstein 2021 g5 2717 53 1358 6.9% 0.80[0.57, 1132 T
Halman 2022 466 7356 480 T3496 18.6% 0.98 [0.86,1.10] o
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Lincoff 2023 234 BBO3 3228801 154% 0.73[0.62, 0.86] 53
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Pfeffer 20145 255 3034 247 3034 15.2% 1.03[0.87,1.22] =
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Supplementary Figure 5. Forest plot of non-fatal myocardial infarction.
GLP-1 agonist Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CIl
Gerstein 20149 158 49449 2058 4952 23.0% 0.77 [0.63, 0.95] -+
Gerstein 2021 [ 3 1358 4.7% 076 [0.48,1.19] .
Hernandez 2018 94 47N 108 4732 12.7% 0.87 [0.66,1.14] G
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Supplementary Figure 6. Forest plot of stroke.
GLP-1 agonist Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gerstein 2019 26 48449 33 4852 33.6% 0.78[0.47,1.32] ——
Gerstein 2021 B 2717 B 1359 B.9% 0.50 [0.16, 1.55] T
Halman 2022 18 7356 25 T396  241% 0.72[0.40,1.33] R EF B
Marso 2020 15  4B68 25 4BT2  1.6% 0.60[0.32,1.14] R
Pfeffer 2015 13 3034 11 3034 13.7% 1.181[0.53, 2.63] B R
Total (95% CI) 22724 21413 100.0% 0.75 [0.55, 1.00] &
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Supplementary Figure 7. Forest plot of fatal stroke.
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GLP-1 agonist Control Risk Ratio Risk Ratio
Study or Subgroup BEvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gerstein 2019 135 4949 175 4952 18.9% 0.77 [0.62, 0.96] =k
Gerstein 2021 41 2717 25 1358 3.8% 0.82[0.50,1.34] e X
Halman 2022 169 7356 193 7396 22.3% 0.88 [0.72,1.08] H
Husain 20149 12 159 16 1592 1.7% 0.75[0.36, 1.598] TS
Lincoff 2023 154  BB03 165 8801 189.5% 0.93[0.75, 1.16] g E
Marso 2016 27 1648 44 1649 4.1% 0.61 [0.38, 0.99] e
Marso 2020 159  46A8 177 4672 20.9% 0.90[0.73,1.11] i
Preffer 20145 54 3034 49 3034 B.3% 1.10[0.75, 1.62] 7
Ruff 2022 23 2074 23 2081 2.8% 1.00 [0.56, 1.78] T TR
Total (95% CI) JeBd1 35536 100.0% 0.87 [0.79, 0.96] ]
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Supplementary Figure 8. Forest plot of non-fatal stroke.
GLP-1 agonist Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CIl
Gerstein 2019 213 48489 226 4952 18.7% 0.94 [0.79,113] -
Halman 2022 219 7356 231 T396 18.9% 0.95[0.79,1.14] =
Husain 20149 21 1591 24 15492 2.6% 0.88[0.49, 1.57] ]
Kasiborod 2023 1 263 12 266 0.2% 0.08 [0.01, 0.64]
Lincoff 2023 97 8803 122 8801 10.7% 0.78 [0.61, 1.04] T
Margulies 2016 63 154 a0 146 9.0% 1.18[0.89, 1.60] T
Marso 2016 59 16448 54 1649 B.2% 1.08 [0.76, 1.57] T
Marso 2020 218 4668 248 4672 19.5% 0.88 [0.74,1.08] 21
Pfeffer 2014 122 3034 127 3034 12.3% 0.96 [0.75,1.23] s B
Ruff 2022 16 2074 17 2081 1.9% 0.94 [0.48, 1.86] T
Total (95% CI) 34541 34589 100.0% 0.94 [0.85, 1.03] [
Total ewents 1029 4434
Heterogeneity; Tau?= 0.00; Chif=10.89, df= 9 (P =028}, F=17% ID = IZI=1 1}IZI 1DDI
Testfor overall effect: £=1.29 (P = 0.20) Favours GLP-1 agonist Favours control
Supplementary Figure 9. Forest plot of heart failure hospitalization.
GLP-1 agonist Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% Cl
Gerstein 2019 88 45449 7T 4852 M1.58% 1.14 [0.84, 1.558] 7
Gerstein 2021 6 2717 4 1359 1.2% 0.75[0.21, 2.69] IR
Husain 20149 11 1591 T 1582 2.2% 1.67 [0.61, 4.08] - R
Lincoff 2023 109 8803 124 8801 30.2% 0.88 [0.68,1.13]
Marso 2016 22 164#8 27 1649 6.3% 0.82[0.47,1.43]
Marso 2020 122  4EBG8 124 4672 32.4% 0.98 [0.77,1.26]
Preffer 2014 14 3034 10 3034 2.7% 1.10[0.47, 2.59] S
Ruff 2022 12 2074 15 2081 34% 0.80[0.38,1.71] TR (AT
Total (95% CI) 29485 28140 100.0% 0.97 [0.85, 1.12] 4
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Supplementary Figure 10. Forest plot of unstable angina hospitalization.
GLP-1 agonist Control Risk Ratio Risk Ratio
Study or Subgroup BEvents Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gerstein 2021 126 2717 66 13599 15.4% 0.95[0.71,1.28] o B
Lincoff 2023 473 BBO3 BOS 8801  34.7% 0.78 [0.69, 0.87] L
Marso 2016 83 1648 126 1649 17.0% 0.66 [0.50, 0.86] 2o
Marso 2020 405  46A8 441 4672 32.9% 0.92 [0.81,1.08] =
Total (95% CI) 17836 16481 100.0% 0.82 [0.72, 0.95] [
Total events 1087 1241
Heterogeneity: Tau®= 0.01; Chi*= 7.34, df= 3 (P = 0.06); F = 59% =D 0 D=1 1=D 1001
Testforoverall effect Z=2.70 (F = 0.007) Favours GLP-1 agonist Favours control
Supplementary Figure 11. Forest plot of revascularization.
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Supplementary Table 1. Detailed search strategy.

Database Search Strategy

PubMed ("Glucagon-Like Peptide-1 Receptor Agonists"[Mesh] OR
Glucagon Like Peptide 1 Receptor Agonists OR GLP-1
Agonists OR Agonists, GLP-1 OR GLP 1 Agonists OR GLP-1
Receptor Agonists OR GLP 1 Receptor Agonists OR GLP1
Agonists OR Agonists, GLP1 OR GLP-1R Agonists OR
Agonists, GLP-1R OR GLP 1R Agonists OR Glucagon Like
Peptide 1 Receptor Agonists OR GLP-1 Agonists OR Agonists,
GLP-1 OR GLP 1 Agonists OR GLP-1 Receptor Agonists OR
GLP 1 Receptor Agonists OR GLP1 Agonists OR Agonists,
GLPI OR GLP-1R Agonists OR Agonists, GLP-1R OR GLP
IR Agonists OR GLPIR Agonists OR Agonists, GLP1R OR
Incretin Mimetics OR GLP-1 Analogs OR GLP 1 Analogs OR
GLP1R Agonists OR Agonists, GLP1R OR Incretin Mimetics
OR GLP-1 Analogs OR GLP 1 Analogs) AND ("Cardiovascular
Diseases"[Mesh] OR Cardiovascular Disease OR Disease,
Cardiovascular OR Cardiac Events OR Cardiac Event OR
Event, Cardiac OR Adverse Cardiac Event OR Adverse Cardiac
Events OR Cardiac Event, Adverse OR Cardiac Events,

Adverse OR Major Adverse Cardiac Events)
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