Figure S1. Sensitivity analysis for cardiovascular outcomes after the exclusion of studies with lower semaglutide dose. The sensi-
tivity analysis shows the robustness of the pooled effect estimate by removing studies with lower semaglutide doses. The P-value
remains consistently below significance, indicating that semaglutide's cardiovascular benefits are not changed by the exclusion of
these studies. CI, confidence interval; CVD, cardiovascular disease.

Study name Outcome Statistics for each study Odds ratio and 95% CI

Odds Lower Upper
ratio limit limit Z-Value p-Value

Davies etal.,, 2021a CAD 0.771 0.452 1315 -0.954 0.340 -t—
Davies etal.,, 2021 b CAD 1.235 0.762 2.003 0.858 0.391

Gravey et al., 2022 CvD 0.472 0.250 0.893 -2.307 0.021 -
Husain et al., 2019 CvD 1460 0.675 3.156 0.962 0.336 -l
Kosiborod et al., 2023 Cardiacdis. 0.163 0.075 0.353 -4.588 0.000 -
Kosiborod et al., 2024 Cardiacdis. 0.343 0.205 0.572 -4.100 0.000 -.-
Lincoff et al., 2023 CvD 1.053 0.977 1.134 1346 0.178 .
Robino et al., 2021 CvD 0.363 0.222 0.592 -4.054 0.000 E B
Robino et al., 2022 CvD 0.509 0.259 1.000 -1.959 0.050 —-
Wadden et al., 2021 CVD 0.918 0.556 1.516 -0.334 0.739

Pooled 0.621 0.424 0.909 -2.448 0.014 ‘
Prediction Interval 0.621 0.164 2.357 —
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Figure S2. Mixed-effects meta-regression of semaglutide weekly dose (mg) vs. log-odds ratio for MACE. Each point represents
one of the trial comparisons; its horizontal position is the mean weekly dose tested (0.5, 1.0 and 2.4 mg SC or 14 mg oral
=2 mg SC-equivalent), and its vertical position is the study's natural-log odds ratio for MACE. Point size is proportional to the
inverse variance (larger circles=greater weight). The solid line is the fitted random-effects meta-regression (f1=-0.07 per mg;
P=0.18), and the shaded band is the 95% confidence belt. The negative, non-significant slope indicates that higher weekly doses
tend toward greater cardio-protection, but the dose-effect relation does not reach statistical significance after accounting for
between-study heterogeneity (1?=0.012). MACE, major adverse cardiovascular events.
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