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Supplemental Figure S1. Meta-analysis of forest plot. Forest plot of any adverse event.
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Supplemental Figure S2. Forest plot of serious adverse events (A) and adverse events leading to drug treatment discontinuation (B).
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Supplemental Figure S3. Forest plot of nausea (A) and vomiting (B).
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Supplemental Figure S4. Forest plot of constipation (A) and abdominal pain (B).
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Supplemental Figure S5. Forest plot of decreased appetite (A) and dyspepsia (B).
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Supplemental Figure S6. Forest plot of dizziness (A), headache (B), hypoglycemia (C) and nasopharyngitis (D).
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Supplemental Figure S7. Funnel plot of body weight change (A), body weight loss≥5% (B), ≥10% (C) and ≥15% (D).
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Supplemental Figure S8. Funnel plot of any adverse event (A), serious adverse events (B), and adverse events leading to drug treatment discontinuation (C).
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Supplemental Figure S9. Funnel plot of nausea (A), vomiting (B), constipation (C), abdominal pain (D), decreased appetite (E) and dyspepsia (F).
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Supplemental Figure S10. Funnel plot of dizziness (A), headache (B), hypoglycemia (C) and nasopharyngitis.
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Any adverse event

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.515mg
Dahl 2022 (5 mg) 85 116 81 120 3.1% 1.32[0.75, 2.31] T
Frias 2018 (5 mg) 40 55 27 51 11%  2.37[1.06,532]
Jastreboff 2022 (5 mg) 510 630 463 643 12.7% 1.65[1.27, 2.15] -
Jastreboff 2025 (5 mg) 210 247 223 270 4.6% 1.20[0.75, 1.91] 1T
Rosenstock 2021 (5 mg) 83 121 76 115  35% 1.12[0.65, 1.93] T
Subtotal (95% CI) 1169 1199 25.0%  1.48[1.22,1.80] <&
Total events 928 870

Heterogeneity: Chi? = 3.92, df = 4 (P = 0.42); I? = 0%
Test for overall effect: Z = 4.03 (P < 0.0001)

1.5.210 mg

Dahl 2022 (10 mg) 81 119 81 120 37% 1.03[0.60, 1.77] [
Feng 2023 (10 mg) 10 10 4 4 Not estimable

Frias 2018 (10 mg) 40 51 27 51 0.8% 3.23[1.36, 7.67]

Garvery 2023 (10 mg) 242 312 239 315 7.7% 1.10[0.76, 1.59] -
Jastreboff 2022 (10 mg) 520 636 463 643 12.2% 1.74[1.34,2.27] -
Jastreboff 2025 (10 mg) 230 262 223 270  3.9% 1.51[0.93, 2.46] T
Rosenstock 2021 (10 mg) 81 121 75 115 3.7% 1.08 [0.63, 1.85] -
Zhao 2024 (10 mg) 67 70 57 69 04%  4.70[1.26,17.49]

Subtotal (95% CI) 1581 1587 32.4% 1.48 [1.25, 1.75] <
Total events 1271 1169

Heterogeneity: Chiz = 13.11, df = 6 (P = 0.04); I = 54%
Test for overall effect: Z = 4.52 (P < 0.00001)

1.5.315mg

Dahl 2022 (15 mg) 94 120 81 120 25% 1.74[0.98, 3.10] |
Feng 2023 (15 mg) 10 10 4 4 Not estimable

Frias 2018 (15 mg) 45 53 27 51 06% 500[1.97,12.69]

Frias 2020 (15 mg) 19 28 13 26 0.6% 2.11[0.70, 6.37] I

Frias 2021 (15 mg) 24 28 13 26 03%  6.00[1.62 22.20]

Garvery 2023 (15 mg) 222 311 239 315 9.9% 0.79[0.56, 1.13] ™
Heise 2022 (15 mg) 43 45 22 28 0.2% 5.86 [1.09, 31.49]

Jastreboff 2022 (15 mg) 447 630 463 643 19.3% 0.95[0.74, 1.21] -
Jastreboff 2025 (15 mg) 219 253 223 270 4.2% 1.36 [0.84, 2.19] T
Rosenstock 2021 (15 mg) 7 121 76 115 41% 0.90 [0.53, 1.53] T
Zhao 2024 (15 mg) 64 7 57 69 0.8% 1.92[0.71, 5.22]

Subtotal (95% CI) 1670 1667 42.5% 1.14[0.98, 1.34]

Total events 1264 1218

Heterogeneity: Chi? = 31.25, df = 9 (P = 0.0003); I = 71%
Test for overall effect: Z = 1.67 (P = 0.09)

Total (95% Cl) 4420 4453 100.0% 1.34[1.21,1.47] ¢
Total events 3463 3257

Heterogeneity: Chiz = 54.90, df = 21 (P < 0.0001); I2 = 62%
Test for overall effect: Z = 5.77 (P < 0.00001)
Test for subgroup differences: Chi? = 6.29, df = 2 (P = 0.04), I = 68.2%
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