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AND 
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	(Orforglipron OR "oral GLP-1 receptor agonist" OR LY3502970) 
AND 
(Obesity OR "type 2 diabetes mellitus" OR T2DM OR obese OR HbA1c OR BMI OR bodyweight OR gastrointestinal OR efficacy OR safety OR "adverse events" OR "Waist circumference" OR "systolic blood pressure" OR cardiometabolic OR "triglyceride levels" OR "non-HDL cholesterol" OR "treatment discontinuation" OR "fasting serum glucose" OR "total cholesterol" OR "HDL cholesterol" OR TEAE OR death OR "diastolic blood pressure" OR "nausea" OR "diarrhea" OR "constipation" OR "vomiting")

	Tilte,abstract ,and keywords
	71



Equations used to calculate standard deviation
· SD = √N x (upper limit–lower limit)/3.92



· SD = SE × √n


Reference
Higgins JP, Li T, Deeks JJ (editors). Chapter 6: Choosing effect measures and computing estimates of effect [last updated August 2023]. In: Higgins JP, Thomas J, Chandler J, Cumpston M, Li T, Page MJ, et al, editor(s). Cochrane Handbook for Systematic Reviews of Interventions version 6.5. Cochrane, 2024. Available from cochrane.org/handbook.
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Total (95% CI) 1724 1735 100.0% -0.89[-2.72,0.94] q
Heterogeneity: Chi®= 477, df=4 (P = 0.44); F= 0% _150 % g % 150
Testfar averall effect: Z=0195 (F=0.34) Favours 12 mg Favours 36 mg
Testfar subgroup differences: Chif= 096, df=1(F =033, F=0%

C

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.20.1 40 weeks or less
Frias etal. 2023 -26 3532 a6 -F7 3245 B1 22% A810[7.31,17.51]
Rosenstock et al. 2025 -1.2 284 137 -5.48 2996 141 TA% 430[2.57 11.17] ]
Weharton et al. 2023 -12.8 2404 a0 -TA 2437 a8 40% -490[-14.05 4.25] e —
Subtotal (95% CI) 243 260 13.3%  1.66 [-3.37, 6.68] *

Heterogeneity, Chi#= 284, df=2 (P =0.24); F=29%
Test for overall effect: 2= 0.65 (P =0.52)

1.20.2 more than 40 weeks

Haorn et al. 2025 -24 3B 33z -3 3341 322 135%  0.60[4.39 5459 N —
Rosenstock et al. 2026 -4.32 3383 424 193 3225 423 169% -2.39[6.84 2.06] ——r

Wharton et al. 2025 -6.7  24.04 725 -5.3 2343 T30 56.3% -1.40[3.84 1.04] —-

Subtotal (95% CI) 1481 1475 B86.7% -1.28[-3.25, 0.68] E
Heterogeneity, Chi*r=0.78, df= 2 (P=067);, F=0%

Testfar owerall effect: Z=1.28 (F=0.20)

Total {95% CI) 1724 1735 100.0% -0.89[-2.72, 0.94] q
Heterngeneity, Chif= 4.77, df= 5 (P=0.443; F= 0% _150 55 3 é 150

Testfor overall effect Z=0485 (F=0.34)

) - Favours 12 mg Favours 36 mg
Testfor subaroup differences: Chif=1.14,df=1{F=029, F=123%
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A

Orforglipron 12 mg

Orforglipron 36 mg

Mean Difference

Mean Difference

Study or Subgroup Mean S0 Total Mean SD  Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Frias etal. 2023 09 1414 A6 3 1413 61 5.5% -210[7.23,3.03]

Horn etal. 2025 449 18459 33z 849 1922 322 171% -4.00[6.90,-1.10] . E—

Rosenstock etal. 2025 55 1897 137 a4 20 141 6.9% 0.10[-4.48, 4.68]

Rosenstock et al. 2026 6.78 17454 424 a4 1841 423 25.0%  1.38[-1.02, 378 -1 =
YWharton etal. 2023 0.8 1343 il 16 1218 58 6% 210[277, 6.87]

Wharton et al. 2025 3.7 1854 725 52 186 T30 39.89% -1.50[-3.41,0.41] — &

Total (95% CI) 1724 1735 100.0% -0.91[-2.11,0.29] <o
Heterogeneity, Chi®=10.09, df= 5P =007), F=50% ; f f

Testfor overall effect Z2=1.49(FP=0.14)

4 2 0 2 14
Favours 36 mg Favours 12 mg

B

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.23.1 diabetics
Frias etal. 2023 09 1414 a6 3 1413 61 55% -210[7.23,3.03]
Horn etal. 2025 49 18499 332 849 1922 322 171% -4.00[6.90,-1.10] [
Rosenstock etal. 2025 55 18497 137 54 20 141 6.9% 0.10[-4.48, 468
Rosenstock etal. 2026 678 1754 424 54 181 423 25.0% 1.38[1.02,3.78] — T
Subtotal (95% CI) 949 947 54.4% -0.82[-2.45,0.80] —oii-—
Heterogeneity: Chi*=8.24, df= 3(P=0.04); P= 4%
Testfor overall effect: 2= 089 (F = 0.32)
1.23.2 non-diabetics
Wharton etal. 2023 05 1343 a0 -6 1218 58 B1% 210[-2.77, 6.497]
Whartan et al. 2025 37 1854 725 52 186 T30 39.4% -1.50[-3.41,0.41] —&—
Subtotal (95% CI) 775 788 45.6% -1.02[-2.80,0.76] E
Heterogeneity, Chi*=1.82, df=1(P=018); P=45%
Test for averall effect: Z=113 (P = 0.26)
Total (95% CI) 1724 1735 100.0% -0.91[-2.11,0.29] el
Heterogeneity: Chi*=10.09, df= 5 {F = 0.07); F=50% 54 52 b é ji
Test for averall effeclt: Z=1.48 (P:. 0143 Favours 236 ma Favours 12 mg
Testfor subaroup differences: Chi*=0.03, df=1 (P =087, F=0%

C

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.24.1 40 weeks or less
Frias etal. 2023 09 1414 A6 3 1413 61 55% -210[7.23,3.03
Rosenstock etal. 2025 55 1897 137 5.4 20 141 6.9% 0.10[-4.48, 4.68]
Wharton et al. 2023 05 1343 a0 1.6 1218 58 B1% 210[-2.77,6.497]
Subtotal (95% CI) 243 260 18.4% 0.11[-2.69, 2.90] —cop@iiia—
Heterogeneity: Chi*=1.36, df= 2 {P=051), F=0%
Testfor overall effect: Z=0.07 {P = 0.94)
1.24.2 more than 40 weeks
Horn etal. 2025 49 18499 332 849 1922 322 171% -4.00[6.90,-1.10] e
Rosenstock et al. 2026 678 1754 424 54 181 423 25.0% 1.38[1.02,3.78] I
Wharton et al. 2025 37 1854 725 52 186 T30 39.8% -1.50[-3.41,0.41] —a—
Subtotal (95% CI) 1481 1475 B81.6% -1.14[-2.47,0.18] i
Heterogeneity, Chi*=8.11, df=2(P=0.02); F=75%
Test for averall effect: £2=1.69 (F = 0.09)
Total (95% Cl) 1724 1735 100.0% -0.91[-2.11,0.29] i
Heterogenaity: Chi®=10.09, df=5{F =007}, F=50% =4 52 b é ji

Testforoverall effect: Z2=1.49(F =014}
Test for subgroup differences: Chif= 063, df=1 (FP=043), F=0%

Favours 36 mg Favours 12 mg
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A

Orforglipron 12 mg Orforglipron 36 mg

Mean Difference

Mean Difference

Study or Subgroup Mean S0 Total MWean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.26.1 diabetics

Frias et al. 2023 -8 3434 56 -14 3185 B 36% B.O0[-5.98 17.498]

Harn et al. 2025 -6 3532 332 -3 3204 322 19.2%  530([0.13,1047] %
Rosenstock et al. 2025 -14.9 3328 137 -14 34 141 8.2%  -0.80[8.81,7.01] — T
Rosenstocketal. 2026 -16.89 3496 424 1595 347 423 23.3%  -0.94 [5.63,3.758) —
Subtotal {95% CI) 949 947 54.2%  1.73[-1.34,4.81] -
Heterogeneity: Chi®=3.99, df=3 (F = 0.26), F= 25%

Testfor overall effect Z=1.10(FP = 0.27)

1.26.2 non-diabetics

‘Wharton et al. 2023 -11.9 3252 50 -11.9 3046 88 3.6% 0.00[11.95, 11.95)

‘Wharton et al. 2025 -18.2  37.09 Ti5 -6 3032 T30 42.3% 6.40[2.92,9.88] ——
Subtotal {95% CI) 775 788 45.8% 5.90 [2.56, 9.24] e
Heterogeneity; Chi*=1.02, df=1(F=0.31),F=2%

Test for overall effect: Z= 3. 46 (P = 0.0005)

Total (95% CI) 1724 1735 100.0% 3.64 [1.38, 5.90] il
Heterogeneity: Chi*=8.24 df=5(F=014); F=39% R a0 b 10 70

Test for overall effect: 2= 315(P = 0.002)
Testfor subgroup differences: Chif= 3.23,df =1 (P=007), F=691%

Favours 12 mg Favours 36 mg

B

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
1.27.1 40 weekKs or less
Frias et al. 2023 -8 3434 56 -14 31485 1 3.6% G.00[-5.98 17.98]
Rosenstock et al. 2025 -14.9 3328 137 -14 34 141 8.2%  -0.90 [8.81, 7.01]
‘Wharton et al. 2023 -11.9 3252 50 -11.9 3046 a8 3.6% 0.00[11.85 11.95]
Subtotal (95% CI) 243 260 15.3%  0.91 [-4.86, 6.69] e —
Heterogeneity: Chi*=092 df=2(F=0E63),F=0%
Test for overall effect: Z=0.31 (F = 0.76)
1.27.2 more than 40 weeks
Harn et al. 2025 -6 3532 332 -3 3204 322 19.2%  530([0.13,10.47] T
Rosenstocketal. 2026 -16.89 3496 424 1595 347 423 23.3%  -0.94 [5.63,3.79) e
‘Wharton et al. 2025 -18.2  37.09 725 -1ME 3032 T30 427% 6.40[2.92,9.88] —i—
Subtotal (95% CI) 1481 1475 B4.T% 4,13 [1.68, 6.59] £
Heterogeneity: Chi*=6.32, df= 2 (F = 0.04); F= 68%
Testfor overall effect: Z=3.30 (P = 0.0010)
Total (95% CI) 1724 1735 100.0% 3.64 [1.38, 5.90] il
Heterogeneity: Chif=8.24, df=5 (F=0.14); F= 38% 10 5 b 5 10

Testfor overall effect Z=315(F = 0002
Testfor subgroup differences: Chif=1.01, df=1 (P =031, F=1.0%

Favours 12 mg Favours 36 mg
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A

Orforglipron 12 mg

Orforglipron 36 mg

Mean Difference

Mean Difference

Study or Subgroup Mean SD  Total Mean 5D  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Frias et al. 2023 -53.7 28349 56 -53.9 2948 61 0.8% 0.20[10.48, 10.88]

Horn et al. 2025 -386 3346 332 -424 3662 a7 F3% 3.B0[1.58,9.18] —

Rosenstock etal. 2025 -37 3284 137 -35 54482 141 0.89% -2.00[1255 8.455]

Rosenstock et al. 2026 -55 4118 424 -B0 4113 423 31%  500[054,10484] e
Wharton et al. 2025 BT 9B T25 -82 1033 30 91.8% 0.50 [-0.53, 1.53]

Total {95% CI) 1674 1677 100.0%  0.73 [-0.26, 1.71]

Heterogeneity: Chi®=3.99, df=4 (P=0.41}; F=0%
Testfor overall effect Z=1.45(F = 0.15)

-0

5

0 5 10

Favours 12 mg Favours 36 mg

C

Orforglipron 12 mg

Study or Subgroup Mean SD  Total

Orforglipron 36 mg
Mean SD Total

Weight

Mean Difference
IV, Fixed, 95% CI

B
QOrforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.29.1 diabetics
Frias et al. 2023 -53.7 2834 56 -539 2948 1 0.8% 0.20[10.48, 10.88]
Hornetal. 2025 -386 3348 332 -424 3662 322 3% 3.B0[-1.58,9.18] ]
Rosenstock etal. 2025 -37 3284 137 -35 54582 141 0.89% -2.00[12.55 8.455]
Rosenstock et al. 2026 -85 4118 424 -E0 4113 423 31%  500[054,1054] T %
Subtotal (95% CI) 949 947 8.2% 32T [-0.16,6.71] g
Heterogeneity; Chi*=1.69, df=3(F=064), F=0%
Test for overall effect. Z=1.87 (F = 0.06)
1.29.2 non-diabetics
Wharton et al. 2025 BT 9B T8 -82 1033 T30 91.8% 0.50 [-0.53, 1.43] !
Subtotal (95% CI) 725 730 91.8%  0.50[-0.53,1.53]
Heterogeneity: Mot applicable
Testfor overall effect: 2= 0896 (F=0.34)
Total (95% CI) 1674 1677 100.0%  0.73[-0.26,1.71] P
Heterogeneity: Chif= 3.99, df=4 (P =0.413; F= 0% _150 55 ? % 150
Testfor overall effect Z=145(F=015) Favours 12 mg Favours 36 mg
Test for subgroup differences: Chi*= 2.30, df=1 (P =013}, F= 56.6%

Mean Difference
IV, Fixed, 95% CI

1.30.1 40 weekKs or less
Frias et al. 2023 -63.7 2839 56
Rosenstock et al. 2025 -37 3284 137
Subtotal (95% CI) 193
Heterogeneity: Chi*=0.08, df=1(F=077), F=0%
Test for overall effect: Z= 024 (F =081}

1.30.2 more than 40 weeks

Horn etal. 2025 -30.6 3346 33z
Rosenstock et al. 2026 -55 4118 424
‘Wharton et al. 2025 -7 961 725
Subtotal (95% CI) 1481

-53.9 2048 61

Heterogeneity: Chi*= 3.72, df= 2 (P = 0L16); F = 46%

Testfor overall effect: Z=1.49(F = 0.13)

Total (95% Cl) 1674
Heterogeneity: Chif=399, df=4(F=0413, F=0%
Testfor overall effect Z=145(F=015)

Testfor subagroup differences: Chi*= 019, df=1(P

35 5452 141
202
-47.4 3662 322
B0 4113 423
92 10331 730
1475
1677

= 06T F= 0%

0.8%
0.9%
1.7%

3.3%
3%
91.8%
98.3%

100.0%

0.20[10.48,10.88]
-2.00[-12.55, 8.55]
-0.91[-8.42, 6.59]

3.80 [1.58, 9.19]
5.00 F0.54, 10.54]

0.50 F0.53, 1.57]
0.76 [-0.24, 1.75]

0.73 [-0.26, 1.71]

 —e N —
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P
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Favours 12 mg Favours 36 mg
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A

Orforglipron 12 mg

Orforglipron 36 mg

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.32.1 diabetics

Frias etal. 2023 -TE 124 56 -7.3 1235 61 1.7% -0.30 [4.79, 4.19]

Horn et al. 2025 -5.51 8.83 332 -677 B33 322 201% 1.26 [-0.06, 2.58] e
Rosenstock et al. 2025 -53 1018 137 A7 1z 141 55% 0.40F2.11,2.91] I i —
Rosenstock et al. 2026 -45 56T 424 -S54 645 423 81.8% 0490008 172 il
Subtotal (95% CI) 949 947 T9.2% 0.93[0.27,1.59] <
Heterogeneity: Chi*f= 071, df= 3 (F =087}, F=0%

Test for averall effect 2= 274 (P = 0.006)

1.32.2 non-diabetics

Wharton et al. 2023 -73 1272 50 -103 11.42 58 16% 3.00[1.59, 7.59)

Wharton et al. 2025 -548 1236 725 -6.7 1378 730 182% 080054, 214] T
Subtotal (95% CI) 775 788 20.8% 0.97[-0.32, 2.26] il
Heterogeneity: Chif=0.81, df=1 (P=0.37), F=0%

Testfor overall effect: £=148F=014)

Total (95% CI) 1724 1735 100.0% 0.94 [0.35, 1.53] E 3
Heterogeneity; Chi*=1.52, df= 5 (P =091}, F=0% 1 !

Test for overall effect 2= 313 (P = 0.002)

Testfor subgroup diferences: Chi®=0.00, df=1 (P =095}, F=0%

B

Orforglipron 12 mg

Orforglipron 36 mg

Mean Difference

4 2 0 2 4
Favours 12 mg Favours 36 mg

Mean Difference

Study or Subgroup Mean S0 Total Mean S0  Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.33.1 40 weeks or less

Frias etal. 2023 -7 B 12.4 a6 -7.3 1235 61 1.7% -030[-4.79 4149]

Rosenstock et al. 2025 -53 1018 137 -57 0 1.2 141 5.8% 040[F2.11,2.91] .
Wharton etal. 2023 -T3 1272 50 103 1142 58 16% 3.00[1.58 7549

Subtotal (95% CI) 243 260 8.9% 0.75[1.23,2.73] el
Heterogeneity: Chi*=1.21, df= 2 (F =058}, F=0%

Testfar overall effect: Z= 0.74 (P = 0.4E)

1.33.2 more than 40 weeks

Horn et al. 20246 -5.51 883 332 -B77 8.33 322 201% 126 [0.06, 2.58] |
Rosenstock etal. 2026 -4.4 867 424 -5.4 6.45 423 81.9% 0.590[0.08 1.72] il
Wharton etal. 2025 -589 1236 715 -6.7 1378 T30 182% 080[054, 214] T
Subtotal (95% Cl) 1481 1475 91.1% 0.96 [0.34, 1.58] L3
Heterogeneity, Chif= 027, df=2(F=087);, F=0%

Test for overall effect 2= 3.04 (P = 0.002)

Total (95% CI) 1724 1735 100.0% 0.94 [0.35, 1.53] ‘
Heterogeneity, Chif=1.52, di= 5 (P = 0.91); F= 0% 54 52 2 é i
Testfor overall effect: Z= 313 (P = 0.002) o TR . S 9 ki
Testfor subgroup differences: Chit=0.04, df=1 (FP=0.84), F=0%
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A

Orforglipron 12 mg

Orforglipron 36 mg

Mean Difference

Mean Difference

Study or Subgroup Mean SD  Total Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Frias etal. 2023 -1.1 7.44 56 1.5 7.37 61 21% 040229 3.09]
Hoarn et al. 20245 -1.64 548 332 -1.8 4494 322 236% 0.26[0.54, 1.06] e o
Rosenstock et al. 2025 -07 761 137 -01 5342 141 37% -060[2.61,1.41] —
Rosenstock et al. 2026 -06 388 424 -0.1 419 473 509% -050[1.04 0.04] —
Wharton et al. 2023 -27 7T 50 -4.4 761 58 1.8% 1.70[1.21,4.61)]
Wharton et al. 2025 -2.7 892 725 -2.6  8.96 T30 17.9% -010[F1.02,083) .
Total (95% CI) 1724 1735 100.0% -0.20 [-0.58, 0.19] q'
Heterogeneity; Chi*= 4.47, df= 5 (P = 0.48); "= 0% 52 3 é ji
Testfor overall effect Z=0.98 (P = 0.32) Favours 12 mg Favours 36 mg
B

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.35.1 diabetics
Frias etal. 2023 -1 744 56 15 737 61 21% 040229, 3.09] ]
Horn etal. 2025 -1.64 548 33z -1.8 494 322 236% 0.26[0.54, 1.08] -
Rosenstock et al. 2025 -07 761 137 -0 942 141 37% -0.60[-2.61,1.41] —
Rosenstock et al. 2026 -06 388 424 -041 419 423 40.9% -0.50[1.04,0.04] -
Subtotal (95% CI) 949 947 B0.4% -0.26 [-0.69, 0.17] &
Heterogeneity: Chi®= 2.72, df= 3P = 0.44), F= 0%
Testfor overall effect Z=117 (P =0.24)
1.35.2 non-diabetics
Wharton et al. 2023 -27 7T 50 -4.4 761 58 1.8% 1.70[1.21,4.61] —
Wharton et al. 2023 =27 892 725 -2.6  8.96 730 17.9% -010[F1.02,083) ==
Subtotal (95% CI) 775 788 19.6% 0.06 [-0.81, 0.94] -
Heterogeneity: Chi®=1.34, df=1 (P =0.25), F= 25%
Test for overall effect: Z=0.14 (P = 0.849)
Total (95% CI) 1724 1735 100.0% -0.20 [-0.58,0.19] q
Heterageneity: Chi®= 4.47, df = 5 (P = 0.48); 7= 0% 54 52 1 é ji
Test for overall effect: Z=0.98 (P =032 Favours 12 mg Favours 36 mg
Testfor subgroup differences: Chif= 041, df=1 {F=0452), F=0%

C

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.36.1 40 weeks or less
Frias etal. 2023 -1.1 744 56 1.5 737 61 21% 0.40[-2.29 3.09]
Rosenstock et al. 2025 -0.7 761 137 -0 9.42 141 37% -0.60[-2.61,1.41] =
Wharton et al. 2023 -2¥7 1T 50 -44 761 58 1.8% 1.70[1.21,4.61]
Subtotal (95% CI) 243 260 7.6% 0.21[1.20,1.62] —ezagii=—
Heterogeneity: Chi*=1.65, df= 2 {F =044}, F= 0%
Testfor overall effect Z=030F=077)
1.36.2 more than 40 weeks
Horn et al. 2024 -1.64 548 332 1.8 494 322 23.6% 0.26[0.54, 1.06] =
Rosenstock et al. 2026 -06 388 424 -01 4189 423 609% -050[F1.04, 0.04] i
Wharton et al. 2025 -27 892 725 -26 8496 ¥30 1749% -010[1.02 0837 .
Subtotal (95% CI) 1481 1475 92.4% -0.23[-0.63, 0.18] L ]
Heterogeneity, Chi®= 2,47, df= 2 {P=0.29); F=19%
Test for averall effect Z=111 (P=027)
Total (95% CI) 1724 1735 100.0% -0.20 [-0.58, 0.19]

Heterogeneity; Chi*= 447, df= 5 {F=0.48); F=0%
Testfor overall effect Z= 0598 (P =032

Testfor subgroup diferences: Chi*= 035, df=1 (P = 0.55), F= 0%

-4

g- 1 t
Favours 12 mg Favours 36 mg
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A

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference

Study or Subgroup Mean S0  Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

Frias etal. 2023 6.1 2348 a6 .1 24.3 1 0.2%  0.00[-866 8.66)

Harn et al. 2025 44 818 332 42 8rr 322 1048%  0.20[-1.10,1.50] -1

Rosenstock et al. 2024 3 814 137 448 957 141 41% -1.80[-3.89 0.249] 7

Rosenstock et al. 2026 a7 3.83 424 47 435 423 582% -1.00[1.585, -0.45] &

Whartan et al. 2023 6.4 989 a0 ] Q9 it 13% -1.40[-514, 2.34] .

Whartan et al. 2024 45 a.0v 725 8.3 a8.09 70 257%  -0.80[1.63 003] |

Total (95% CI) 1724 1735 100.0% -0.86 [-1.28, -0.44] []

Heterogeneity: Chi*= 3.72, df= 5 (P = 0.59); F= 0% _150 55 ) % 150

Test for overall effect; £= 399 (P =< 0.0001)

Favours 12 mg Favours 36 mg

B

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean S0 Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.38.1 diabetics
Friag etal. 2023 6.1 23.48 56 6.1 24.3 61 0.2%  0.00[-8.66, 8.66]
Horn etal. 2025 44 818 33z 42 87T 322 1045%  0.20[1.10,1.50] —r
Rosenstock etal. 2025 3 B85 137 48 4957 141 41% -1.80[-3.89, 0.29] —— T
Rosenstock et al. 2026 a7 383 424 47 435 423 582% -1.00[1.55, -0.45] : 3
Subtotal (95% CI) 949 947 T73.0% -0.87 [-1.36, -0.38] L 3
Heterogeneity: Chi*= 3.61, df= 3(P=0.31), F=17%
Test for owerall effect: £= 3. 46 (P = 0.0005)
1.38.2 non-diabetics
Wharton et al. 2023 6.4 989 50 ] 5.9 58 1.3% -1.40[514, 2.34] —
YWharton et al. 2025 45 807 725 53 809 T 257% -0.80[1.63 003] —
Subtotal {95% CI) 75 788 27.0% -0.83 [-1.64, -0.02] o
Heterogeneity: Chi*=0.08, df=1 (P = 0.76), F= 0%
Test for overall effect: Z= 2.00 (F = 0.05)
Total (95% CI) 1724 1735 100.0% -0.86 [-1.28, -0.44] L ]
Heterogeneity: Chi*= 3.72, df= 5 (P = 0.59); F= 0% 1 1

4 2 00 2 14

Test for overall effect: £= 3.98 (P = 0.0001) Favours 12 mg Favours 36 mg

Test for subaroup differences: Chif=0.01, df=1 {F=0.93), F= 0%

C
Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference

Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.39.1 40 weeks or less
Frias etal. 2023 6.1 2348 56 61 243 g1 0.2%  0.00[-8 .66, 8.66]
Rosenstock etal. 2025 i BAB 137 48 457 141 41% -1.80[-3.89, 029] e
Wharton et al. 2023 6.4 984 a0 ] 99 jati] 13% -1.40[-514 2.34] e B
Subtotal {(95% CI) 243 260 5.6% -1.63[-3.42, 0.19] oo
Heterogeneity: Chif= 0.18, df= 2 (P = 0.92); F= 0%
Test for averall effect: Z=1.79 (P = 0.07}
1.39.2 more than 40 weeks
Harn etal. 2024 44 818 332 42 877 322 1048%  0.20[(1.10,1.500 —
Rosenstock etal. 2026 T 383 424 47 435 423 58.2% -1.00[-1.55 -0.49] L 3
Wharton et al. 2024 45 a.nv 725 5:3 a2.09 Tan 257% -0.80[-1.63 0.03] —
Subtotal (95% Cl) 1481 1475 94.4% -0.81 [-1.25, -0.38] L
Heterogeneity: Chi®= 2.77, df= 2 (P = 0.25); F= 28%
Test for awerall effect: £= 367 (P=0.0002)
Total (95% CI) 1724 1735 100.0% -0.86 [-1.28, -0.44] L 3
Heterogeneity: Chi*= 3.72, df= 5 (P = 0.59); F= 0% 54 52 ) é ji
Test for awerall eﬁec_t: Z=388(F < 0.00013% Favours 12 mg Favours 36 mg
Test for subaroup differences: Chif=0.77, df=1 (P =0.38), F= 0%
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Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.41.1 diabetics
Frias etal 2023 44 Ak 45 61 3.0% 1.07 [0.87,1.30]
Horn et al. 2025 290 eyl 284 I3 101% 0.99 [0.94,1.09] B
Rosenstock et al. 2025 111 137 114 141 8.2% 0.96 [0.86, 1.07] ——
Rosenstock et al. 2026 317 424 k] 423 223% 0499092 1.07] . —
Subtotal (95% CI) 948 946 53.5%  0.990 [0.95, 1.04] et
Tatal events TE2 TER
Heterogeneity: Chi*=0.83, df=3 (P=084), F=0%
Testforoverall effect Z=038 (P=0.70)
1.41.2 non-diabetics
YWhartan et al. 2023 43 a0 L 88 4% 0.96 [0.83,1.11]
YWhartan et al. 2025 627 724 G20 T8 431% 1.02 [0.98, 1.08] —
Subtotal {95% CI) 74 786 46.5%  1.01 [0.97,1.05] E
Tatal events 570 672
Heterogeneity: Chi*= 0.60, df=1 (P =044} F= 0%
Testfor overall effect 2= 062 (F=0.54)
Total {95% CI) 1722 1732 100.0%  1.00 [0.97,1.03] e S
Total events 1432 1438
b e i L

o - i Favours 12 mg Favours 36 mg
Testfor subgroup differences: Chi*= 049, df=1 (P =049, F= 0%
B

Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1.42.1 40 weeks or less
Frias etal 2023 44 3153 45 B1 3.0% 1.07 [0.87,1.30]
Rosenstock et al. 2025 111 137 1149 14 82% 0.96 [0.86, 1.07] ——
Whartan etal. 2023 43 a0 52 58 34% 096 [0.83,1.11]
Subtotal {95% CI) 243 260 14.5%  0.98 [0.91, 1.06] il
Total events 198 216
Heterogeneity: Chi*=0.88, df= 2 (F=064);, F=0%
Testfor overall effect: Z=0.45 (P = 0.65)
1.42.2 more than 40 weeks
Horn et al. 2025 290 M 284 321 01% 0.949 [0.94,1.059] ——
Rosenstock et al. 2026 317 424 38 423 222% 0990492 1.07] B E—
Wharton et al. 2025 627 724 G20 T8 431% 1.02 [0.98, 1.08] ——
Subtotal (95% CI) 1479 1472 B855%  1.00[0.97,1.04] 3
Total events 1234 1222
Heterogeneity: Chi*=0.64, df= 2 (P=073), F=0%
Testfor overall effect Z=029(F =077
Total (95% CI) 1722 1732 100.0%  1.00 [0.97,1.03] e
Tatal events 1432 1438
Heterogeneity: Chi®= 2.00, df= 5 (P = 0.85); F= 0% 0te o " 1

Testfor overall effect: Z=0.09 (F = 0.93)

Testfor subaroup differences: Chi®= 028, df=1 (P =060}, F= 0%

Favours 12 mg Favours 36 mg
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Orforglipron 12 mg  Orforglipron 36 mg

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.44.1 diabetics
Frias etal 2023 1 Ak 2 61 1.7% 0.54 [0.05, 5.84]
Horn et al. 2025 34 eyl 35 I3 M E% 0.94 [0.60,1.47] —
Rosenstock et al. 2025 7 137 4 141 3.5% 1.80[0.54, 6.01] ———
Rosenstock et al. 2026 21 424 40 423 356% 0.52[0.31,0.87] ——
Subtotal (95% CI) 948 946 72.3%  0.77 [0.56, 1.05] L
Tatal events 53 a1
Heterogeneity: Chi®= 496, df=3 (P=017), F= 40%
Testforoverall effect Z=1 63 (P=010)
1.44.2 non-diabetics
YWhartan et al. 2023 ] a0 g 88 2.8% 047 [0.01,3.12]
YWhartan et al. 2025 34 724 28 Tig 148% 1.40[0.87, 2.29] T
Subtotal {95% CI) 74 786 27.7%  1.27 [0.80, 2.01] <
Tatal events 34 Kl
Heterogeneity: Chi®=2.01, df=1 (P =016}, F= 50%
Testfor overall effect Z=1.03 (F=0.30)
Total {95% CI) 1722 1732 100.0%  0.91 [0.70,1.18] L
Total events 102 112
Heterogenelty.Chl‘:.mAD,df:S(P:D.DE),I’: 2% 0 o 0 o0
Test for averall effect Z=0.73 (F = 0.4E) Favours 12 mg Favours 36 mag
Testfor subgroup differences: Chi*= 314, df=1 (P =0.08), F=68.1%
B
Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1.45.1 40 weeks or less
Frias etal 2023 1 3153 2 B1 1.7% 0.54 [0.05, 5.84]
Rosenstock et al. 2025 7 137 4 14 35% 1.80[0.54, 6.01] ———
Whartan etal. 2023 i a0 3 58 28% 047 [0.01,312]
Subtotal {95% CI) 243 260 8.1%  0.95[0.38, 2.39] B
Total events 8 9
Heterogeneity: Chi*= 2,65, df= 2 (F =027}, P=24%
Testfor overall effect Z=010(F =092
1.45.2 more than 40 weeks
Horn et al. 2025 34 M s 321 3 E% 0.94 [0.60, 1.47] —
Rosenstock et al. 2026 21 424 40 423 356% 0.52[0.31,0.87] ——
Wharton et al. 2025 34 724 28 T8 248% 1.40[0.87, 2.29] T
Subtotal (95% Cl) 1479 1472 91.9%  0.90 [0.69,1.18] L 3
Total events G4 103
Heterogeneity: Chi®=7.69, df= 2 (P =002, F=74%
Test for averall effect Z=0.74 (P = 0.4E)
Total (95% CI) 1722 1732 100.0%  0.91 [0.70,1.18] <
Tatal events 102 112
Heterogeneity: Chi®= 1040, df= 5 (F = 0.06); F= 52% oo oA e 100

Testfor overall effect Z=0.73 (F=0.46)
Testfor subaroup differences: Chi*=0.01, df=1 (P =081}, F= 0%

Favours 12 mg Favours 36 mg
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Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.48.1 diabetics
Frias etal 2023 i Ak 1 61 06% 2.18[0.20,23.37]
Horn et al. 2025 35 eyl 34 32 102% 1.00[0.64, 1.56] —.
Rosenstock et al. 2025 4 137 11 141 B.4% 0.56 [0.21,1.48] N
Rosenstock et al. 2026 37 424 41 423 241% 0.490([0.59,1.38] ——
Subtotal (95% CI) 948 946 51.2%  0.91 [0.68,1.22] L 2
Tatal events a0 ar
Heterogeneity: Chi®=1.65, df= 3 (P =065, F= 0%
Testfor overall effect Z=063 (P=0.53)
1.48.2 non-diabetics
YWhartan et al. 2023 7 a0 9 88 48% 0.90 [0.36, 2.249] e
YWhartan et al. 2025 a7 724 Ta Tig  439% 0.76 [0.55, 1.06] —H
Subtotal {95% CI) 74 786 48.8%  0.78 [0.57, 1.06] <l
Tatal events of:! a4
Heterogeneity: Chi*= 011, df=1 (P=0.74), F= 0%
Testfor overall effect Z=1.59 (F=0.11)
Total {95% CI) 1722 1732 100.0%  0.85[0.69,1.05] L
Total events 144 171
b e i L %
o - e Favours 12 mg Favours 36 mg
Testfor subgroup differences: Chi*= 053, df=1 (P =047}, F=0%
B
Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1.47.1 40 weeks or less
Frias etal 2023 2 3153 1 B1 06% 218[0.20,23.37]
Rosenstock et al. 2025 G 137 11 14 B.4% 056 [0.21,1.48] —%——
Whartan etal. 2023 7 a0 q 58 48% 0.90[0.36, 2.248] . E—
Subtotal {95% CI) 243 260 11.8%  0.78 [0.42, 1.46] e
Total events 15 21
Heterogeneity: Chi*=1.26, df= 2 (P =053, F=0%
Testforoverall effect Z=078 (P =0.44)
1.47.2 more than 40 weeks
Horn et al. 2025 et M 34 321 I02% 1.00[0.64,1.56] ——
Rosenstock et al. 2026 37 424 41 423 M41% 0.90[0.59,1.38] — =
Wharton et al. 2025 57 724 TE T8 439% 0.76 [0.55, 1.08] —
Subtotal (95% Cl) 1479 1472 B88.2%  0.86 [0.68,1.07] L
Total events 125 180
Heterogeneity: Chi®=0.97, df= 2 (P =062, F= 0%
Testfor overall effect Z=1.37 (F=017)
Total (95% CI) 1722 1732 100.0%  0.85[0.69, 1.05] &
Tatal events 144 171
Heterogeneity: Chi®=2.30, df= 5 (P =081}, F= 0% Tos o= 5 1

Testforoverall effect Z=155(F=012)

Testfor subaroup differences: Chi®=0.07, df=1 (P=079), F= 0%

Favours 12 mg Favours 36 mg
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Orforglipron 12mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Frias etal 2023 21 ah6 19 61 34% 1.20[0.73,1.99]
Horn et al. 2025 103 N e 3 M 8% 0.84 [0.649, 1.08] I —
Rosenstock et al. 2025 24 137 23 141 4.2% 112067, 1.87]
Rosenstock et al. 2026 111 424 114 423 A% 0.497[0.78,1.22] —
YWhartan et al. 2023 25 a0 26 88 44% 1.12[0.74, 1.66] i —
YWhartan et al. 2025 260 724 245 T8 451% 1.07 [0.93,1.23] —Til—
Total (95% CI) 1722 1732 100.0%  1.01[0.92,1.11] <
Total events 545 a44
Heterogeneity: Chi#= 3.89, df= 5 (P = 0.47); F= 0% f f f f
Testforoverall effect Z=018 (P = 0.86) a3 td 1 =

Favours 12 mg Favours 36 mg
B

Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
1.50.1 diabetics
Frias etal 2023 21 ab 19 61 4% 1.20[0.73,1.99]
Horn et al. 2025 103 M "7 32 9% 0.85 [0.69, 1.08] —
Rosenstock et al. 2025 48 137 23 141 4.2% 112067, 1.87]
Rosenstock et al. 2026 111 424 114 423 MA% 0497 [0.78,1.22] . E—
Subtotal (95% CI) 948 946 50.5%  0.95[0.82,1.09] ol
Total events 260 273
Heterogeneity: Chif= 221, df=3 (P =043, F=0%
Testfor averall effect Z=0.73 (F = 0.4E)
1.50.2 non-diabetics
Wharton et al. 2023 25 a0 26 58 4.4% 1.12[0.75,1.66] —r
Wharton et al. 2025 260 T4 245 T8 451% 1.07 [0.93,1.23] —i—
Subtotal (95% CI) 74 786 49.5%  1.07 [0.94,1.22] i
Total events 285 271
Heterogeneity: Chi*=0.04, df=1 (P=084), F=0%
Testfor overall effect Z=1.02 (F=0.31)
Total {95% CI) 1722 1732 100.0%  1.01 [0.92,1.11] e 3
Tatal events 545 a44
Heterogeneity: Chi®= 3.89, df= 5 (P = 0.47); F= 0% D=5 Di? 155
Testfor owverall eﬁec.t: F=018 (P; 0.86) Favours 12ma Favours 36 mag
Testfor subgroup differences: Chi*=1.51, df=1 (P=0.22), F= 33.8%

C

Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.51.1 40 weeks or less
Frias etal 2023 21 a6 19 61 34% 1.20[0.73,1.99]
Rosenstock et al. 2025 25 137 23 141 4.2% 112067, 1.87]
Whartan et al. 2023 25 a0 26 a8 44% 112 [0.75, 1.66] — e
Subtotal (95% CI) 243 260 120%  1.14[0.87,1.50] R
Total events 71 it}
Heterogeneity: Chi*=0.06, df= 2 (F=0487); F=0%
Testfor averall effect Z=094 (F =034
1.51.2 more than 40 weeks
Horn et al. 2025 103 M 117 321 M 9% 0.85 [0.69, 1.08] L
Rosenstock et al. 2026 111 424 114 423 M 1% 0497 [0.78,1.22] —
Whartan et al. 2025 260 24 245 T8 451% 1.07 [0.93,1.23] —Ti—
Subtotal (95% Cl) 1479 1472 B88.0%  0.99 [0.89,1.10] -
Total events 474 4TH
Heterogeneity: Chi*= 292, df= 2 (F=0.23); P=32%
Testfor averall effect Z=017 (F=0.87)
Total (95% CI) 1722 1732 100.0%  1.01 [0.92,1.11] -
Tatal events 545 ad4d
Heterageneity: Chi*=3.89, df= 5 (P=0.47), F= 0% 0's o7 15 1

Testfor overall effect Z=018 (P = 0.86)
Testfor subgroup differences: Chi®= 090, df=1 (P=0.34), F= 0%

Favours 12 mg Favours 36 mg
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Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Frias etal 2023 12 Ak 16 61 4.2% 082 [0421.57] I
Horn et al. 2025 67 ey T4 321 105% 0.88 [0.66,1.18] — %=
Rosenstock et al. 2025 ] 137 20 141 5.4% 0.46 [0.22, 0.98]
Rosenstock et al. 2026 ¥l 424 7o 423 19.2% 1.03[0.76,1.39] —
Wharton et al. 2023 13 a0 12 58 30% 1.26 [0.63, 2.50] —
Wharton et al. 2025 155 T4 175 T8 4T T% 0.89[0.74,1.08] —r
Total (95% CI) 1722 1732 100.0%  0.90 [0.79,1.03] i
Total events 328 36T
Heterogeneity: Chi*= 4.77, df= 5 (F = 0.44); F= 0% DI > DIS é %
Testfor averall effect Z=1487 (F=012) ’ FEWOLI-I'S 12mg Favours 36 mg

B

Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.53.1 diabetics
Frias etal 2023 12 153 16 B1 4.2% 0.82[042 1.57] —
Horn et al. 2025 g7 e | T4 321 05% 0.88 [0.66,1.18] — T
Rosenstock et al. 2025 ] 137 20 141 5.4% 046 [0.22, 098]
Rosenstock et al. 2026 72 424 To 423 19.3% 1.03[0.78,1.39] —
Subtotal (95% CI) 948 946 49.3%  0.89[0.73,1.07] P
Tatal events 160 180
Heterogeneity: Chi®= 3.85, df= 3 (P =0.28); F= 22%
Testfor overall effect 2=1.24 (FP=0.21)
1.53.2 non-diabetics
YWharton etal. 2023 13 a0 12 a8 30% 1.26 [0.63, 2.50] —
YWhartan et al. 2025 145 4 174 T8 4T T% 089 [0.74,1.08] —-
Subtotal {95% CI) 774 786 50.7%  0.91[0.76,1.10] E 3
Total events 168 187
Heterageneity: Chi®= 090, df=1 (P = 0.34), F= 0%
Testfor overall effect Z=0898 (F=0.33)
Total (95% CI) 1722 1732 100.0%  0.90[0.79,1.03] L
Total events 328 36T
Heterogeneity: Chi*= 4.77, df= 5 (P = 0.44); F= 0% DIS DI? 155 é
Testfor overall effect Z=1487 (F=012) Favoﬁrs 12 ma Favoﬁrs 36 mag
Testfor subgroup differences: Chi*=0.05, df=1 (P =0.82), F= 0%

C

Orforglipron 12mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.54.1 40 weeks or less
Frias etal 2023 12 ab 16 61 4.2% 0.82[0.42,1.57] I
Rosenstock et al. 2025 gy 137 20 141 5.4% 046 [0.22, 0.98]
Wharton et al. 2023 13 a0 12 58 30% 1.26 [0.63, 2.50] —
Subtotal (95% CI) 243 260 12.6%  0.77[0.52,1.15] sl
Total events 34 48
Heterogeneity Chif=3.74, df=2 (P=015), F=47%
Testforoverall effect Z=1.28 (P=0.20)
1.54.2 more than 40 weeks
Horn et al. 2025 67 e T4 I3 105% 0.88 [0.66,1.189] - &
Rosenstock et al. 2026 72 424 7o 423 19.2% 1.03[0.76,1.39] —
Wharton et al. 2025 155 T4 Tre T8 4T T% 0.89[0.74,1.08] —
Subtotal (95% CI) 1479 1472 B7.4%  0.92 [0.80, 1.06] L
Total events 204 g
Heterogeneity, Chi*=0.71,df=2 (P=070), F=0%
Testforoverall effect Z=120(FP=0.23)
Total (95% CI) 1722 1732 100.0%  0.90 [0.79,1.03] 2
Tatal events 328 367
Heterogeneity: Chi®= 4.77, df= 5 (P = 0.44); F= 0% D=2 D=5 é é

Testfor overall effect Z=187 (FP=012)
Testfor subaroup differences: Chi®= 0.65, df=1 (P=042), F= 0%

Favours 12 mg Favours 36 mg
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Orforglipron 36 mg

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Frias etal 2023 ] Ak q 61 21% 1.09[0.47, 2.54] i —
Horn et al. 2025 g2 ey a8 I3 223% 0.90 [0.70,1.17] — &
Rosenstock et al. 2025 29 137 36 141 8.8% 0.83[0.54,1.27] I
Rosenstock et al. 2026 91 424 o7 423 M41% 0.94 [0.73,1.20] ——
Wharton et al. 2023 12 a0 L3 58 11% 2.78[1.05, 7.36 —_—
Wharton et al. 2025 165 T4 168 T8 41 E% 0499082, 1.19] I’
Total (95% CI) 1722 1732 100.0%  0.97 [0.85,1.09]
Total events 388 403
Heterogeneity: Chi*= 5.48, df= 5 (F = 0.36); F= 9% DIQ DIS é %
Testfor averall effect Z=0487 (F=0.57) Favours 12 mg Favours 36 mag
B
Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.56.1 diabetics
Frias etal 2023 ] 153 q B1 21% 1.09[0.47, 2.558] —
Horn et al. 2025 a2 e | a8 32 123% 080[0ra, 117 —&-
Rosenstock et al. 2025 24 137 36 141 8.8% 0.83[054,1.27] .
Rosenstock et al. 2026 91 424 97 423 1% 0494 [0.73,1.200 —&—
Subtotal (95% CI) 948 946 57.2%  0.91[0.78,1.07] &
Tatal events 21 230
Heterogeneity: Chi®= 0.40, df= 3 (P =094} F= 0%
Testfor overall effect Z=110(F =027}
1.56.2 non-diabetics
YWharton etal. 2023 12 a0 g a8 11% 2.78[1.08, 7.36]
YWhartan et al. 2025 165 4 168 T8 M E% 0499 082, 1.19] t
Subtotal {95% CI) 774 786 428%  1.04 [0.86,1.25]
Total events 177 173
Heterageneity: Chi®=4.22 df=1 (P = 0.04};, F= 76%
Testfor overall effect Z=037 (F=0.71)
Total (95% CI) 1722 1732 100.0%  0.97 [0.85,1.09] L
Total events 388 403
Heterogeneity: Chi®= 548, df= 5 (P = 0.36);, F= 9% ; f f f ; f
Testfo?mrergll eﬁect:Z:d.ﬁ? (Piﬂ.ﬁ?) 4 o 0.2 0. z : 10
. ) Favours 12 mg Favours 36 mg
Testfor subgroup differences: Chi*=1.02, df =1 (P=0.31), F=1.5%
C
Orforglipron 12mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.57.1 40 weeks or less
Frias etal 2023 ] ab 9 61 21% 1.09 [0.47, 2.559]
Rosenstock et al. 2025 29 137 36 141 2.8% 0.83[0.54,1.27] =
Wharton et al. 2023 12 a0 L] a8 11% 2.78[1.05, 7.36
Subtotal (95% CI) 243 260 121%  1.06 [0.75, 1.50] e
Total events 50 a0
Heterogeneity: Chi®= 5.06, df= 2 (P =0.08), F= 60%
Testforoverall effect Z=033(FP=074
1.57.2 more than 40 weeks
Horn et al. 2025 g2 e a8 I3 223% 0.490[0.70,1.17] — &
Rosenstock et al. 2026 91 424 u7 423 1% 0.94 [0.73,1.20 ——
Wharton et al. 2025 165 T4 168 T8 41 E% 099 [0.82,1.19] :—
Subtotal (95% CI) 1479 1472 B7.9%  0.95[0.84,1.08]
Total events 338 353
Heterogeneity: Chi*=0.32, df=2 (P =085, F=0%
Testfor overall effect Z=0.74 (P = 0.4E6)
Total (95% CI) 1722 1732 100.0%  0.97 [0.85,1.09] L 3
Tatal events 388 403
Heterogeneity: Chi®= 548, df= 5 (P = 0.36);, F= 9% 0= o' 3 :

Testfor overall effect Z= 057 (F=0.57)
Testfor subaroup differences: Chi®= 032, df=1 (P=057), F= 0%

Favours 12 mg Favours 36 mg
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Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Frias etal 2023 7 Ak T 61 1.9% 1.09 041, 2.91]
Horn et al. 2025 70 ey T2 3 0% 0.94 [0.70, 1.26] .-
Rosenstock et al. 2025 23 137 19 141 5.4% 1.25[0.71,2.18] e e —
Rosenstock et al. 2026 56 424 a1 423 147% 1.10[0.77, 1.56] —r—
Wharton et al. 2023 12 a0 15 58 40% 093 [0.48, 1.79]
Wharton et al. 2025 216 T4 185 T8 530% 1.17[0.99,1.39] — i
Total (95% CI) 1722 1732 100.0%  1.11[0.97,1.26] il
Total events 384 344
Heterogeneity: Chi*= 210, df=5 (P =084, F=0% s o7 15

Testfor averall effect Z=186(F =012

2
Favours 12 mg Favours 36 mg

B

Orforglipron 12 mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.59.1 diabetics
Frias etal 2023 7 153 T B1 1.9% 1.09[0.41,2.91]
Horn et al. 2025 70 e | T2 32 M0% 0.94 [0.70,1.26] S —
Rosenstock et al. 2025 23 137 19 141 5.4% 1.248[071,2.18] —
Rosenstock et al. 2026 56 424 a1 423 147% 1.10[0.77, 1.56] I —
Subtotal (95% CI) 948 946 43.0%  1.04 [0.85,1.27] i
Tatal events 186 144
Heterogeneity: Chi®= 093, df= 3 (P =082}, F= 0%
Testfor overall effect Z=037 (F=0.71)
1.59.2 non-diabetics
YWharton etal. 2023 12 a0 15 a8 40% 0.493[0.48 1.79]
YWhartan et al. 2025 216 4 185 T8 530% 117 [0.599,1.39] —
Subtotal {95% CI) 774 786 57.0%  1.16[0.98, 1.36] il
Total events 228 200
Heterageneity: Chi®= 0.46, df=1 (P = 0.50}, F= 0%
Testfor overall effect 2=1.76 (F=0.08)
Total (95% CI) 1722 1732 100.0%  1.11[0.97,1.26] e
Total events 384 349
Heterogeneity: Chi*= 210, df=5 (P =084, F=0% 05 07 15 %

Testfor overall effect Z=1 86 (F =012
Testfor subgroup differences: Chi*= 065, df=1 (P =042, F=0%

C

Favours 12 mg Favours 36 mg

Orforglipron 12mg  Orforglipron 36 mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.60.1 40 weeks or less
Frias etal 2023 7 ab T 61 1.9% 1.09 [0.41, 2.91]
Rosenstock et al. 2025 e 137 19 141 5.4% 1.259[0.71,2.18]
Wharton et al. 2023 12 a0 15 58 40% 093 [0.48, 1.79]
Subtotal (95% CI) 243 260 11.3%  1.11[0.75, 1.64] i
Total events 432 41
Heterogeneity: Chi*=0.45, df= 2 (P=080), F=0%
Testfor overall effect: Z=0.51 (P =0.61)
1.60.2 more than 40 weeks
Horn et al. 2025 70 e T2 I 0% 0.94 [0.70, 1.26] — =
Rosenstock et al. 2026 56 424 a1 423 147% 1.10[0.77, 1.56] . —
Wharton et al. 2025 216 T4 185 T8 &530% 1.7 [0.99,1.39] —i—
Subtotal (95% CI) 1479 1472 BB  1.11[0.97,1.27] e
Total events 342 ana
Heterogeneity: Chi*=1.65, df=2 (P=044), F=0%
Testforoverall effect Z=147 (FP=014)
Total (95% CI) 1722 1732 100.0%  1.11[0.97, 1.26] -
Tatal events 384 344
Heterogeneity: Chi*= 210, df= 5 (P =0.84); F= 0% o' o= L

Testforoverall effect Z=1.56 (F=0.12)

Testfor subaroup differences: Chi®= 0.00, df=1 (P =1.00), F= 0%

Favours 12 mg Favours 36 mg
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A

Orforglipron 12 mg

Orforglipron 36 mg

Mean Difference

Mean Difference

Study or Subgroup Mean SD  Total Mean 5D  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Frias et al. 2023 266 B1.F3 56 205 5787 61 37% BI0[1563, 27.83]
Horn et al. 2025 298 6294 332 29 BOF3 322 196% 0.80[8E68, 1028 . T—
Rosenstock etal. 2025 324 B3 137 271 5818 141 B.6% 530[8.89 19458] —
Wharton et al. 2023 19.2 4384 50 1785 B2 A8 44% 1.35F1871, 21.41]
Wharton et al. 2025 FT s3I T25 288 4856 T30 G3E% 280237, 817] il
Total {95% CI) 1300 1312 100.0%  2.75[-1.45,6.95] «P
Heterogeneity: Chi= 0.40, df= 4 (P = 0.98); F= 0% _250 _150 . 150 EID
Testfar overall effect Z=1.28(F =020 Favours 12 mg Favours 36 mg
B

QOrforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.62.1 diabetics
Frias et al. 2023 266 EB1.F3 56 2005 578T 1 37% BI0F1563, 27.83]
Hornetal. 2025 298 B294 332 29 BO73 322 196% 080[8E8, 10.28] B E—
Rosenstock etal. 2025 324 B3Z 137 271 5818 141 B.E% 530[8.59 19.58] e e —
Subtotal (95% CI) 525 524 32.0% 2.63[4.79, 10.06] ol
Heterogeneity; Chi*=038 df=2(F=083),F=0%
Testfor averall effect Z=0.70 (P = 0.49)
1.62.2 non-diabetics
Wharton et al. 2023 19.2 4384 50 1785 B2 a8 44% 1.35[F1871, 21.41]
Wharton et al. 2025 T sIM Ti5 288 4856 T30 B3E% 280237, 817] ——
Subtotal (95% CI) 775 788 68.0%  2.80[-2.30,7.90] e
Heterogeneity: Chi*= 002, df=1 {F=088); F=0%
Testfor overall effect Z=1.08 (F =028}
Total (95% CI) 1300 132 100.0%  2.75[-1.45,6.95] <P-
Heterogeneity: Chi= 0.40, df=4 (P = 0.98); F= 0% —?I:D _150 ? 150 250
Test far overall eﬁec.t Z=1.28 (P; 0.200 Favours 12 mg Favours 36 mg
Testfor subgroup differences: Chi*= 000, df=1 (P =087), F=0%

C

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.63.1 40 weeks or less
Frias et al. 2023 266 61.73 56 2005 &7.87 G1 37% 6.10[15.63 27.83)
Rosenstock et al. 2025 324 G632 137 271 5818 141 8.6% 5.30[8.99 19.59] —
Wharton et al. 2023 19.2 4384 50 1785 B2 A8 44% 1.35F1871, 21.41]
Subtotal (95% CI) 243 260 16.8% 4.44[5.82,14.70] i
Heterogeneity: Chi*=013, df=2(F=0094), F=0%
Test for overall effect: 2= 085 (F = 0.40)
1.63.2 more than 40 weeks
Horn et al. 2025 298 6294 332 29 BOF3 322 196% 0.80[8E68, 1028 —
Wharton et al. 2025 T s3I Ti5 288 4856 T30 G3E% 280237, 817] —il—
Subtotal (95% CI) 1057 1052 83.2%  2.40[-2.20,7.01] e
Heterogeneity: Chi*=014, df=1{F=070); F=0%
Testfor overall effect Z=1.02 (F =031}
Total (95% Cl) 1300 132 100.0%  2.75[-1.45,6.95] «P
Heterogeneity: Chi=0.40, df= 4 (P = 0.98); F= 0% -L%D _150 . 150 EID
Test far overall eﬁec.t Z=1.28 (P; 0.200 Favours 12 mg Favours 36 mg
Testfor subgroup diferences: Chif=013, df=1(P=072), F=0%




image22.jpg
A

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Friag etal. 2023 259 47.07 56 228 4514 61 2.9% 3.40[13.34,20.14]
Horn et al. 2025 31.4 5166 332 M4 877 322 128% 0.00[7.593 7.493] . E—
Rosenstock et al. 2025 274 4564 137 231 #1586 141 T7% 4305497 14.57] S
Wharton etal. 2023 10 304 50 122 44485 58 4.0% -2.20[-16.43,12.03]
‘Wharton etal. 2025 144 34497 725 142 2987 TI0 T2E% 0.20F313,3.53]
Total (95% CI) 1300 1312 100.0% 0.48 [-2.36, 3.33]
Heterogeneity: Chi = 083 df=4(P=0893);,F=0% BN o ) i B
Testfor overall effect Z=033 (P=0.74) Favours 12 mg Favours 36 mg
Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean S0  Total MWean S50 Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.65.1 diabetics
Frias etal. 2023 259 47.07 56 228 4514 A1 28% 340[13.34, 2014]
Horn et al. 20245 31.4 5166 332 M4 877 322 128% 0.00[7.493, 7.93)] =
Rosenstock et al. 2025 27.4 4564 137 231 41586 141 T7% 4305497 14,57 I B —
Subtotal {(95% CI) 525 524 23.4% 1.83 [4.05,7.70] B

Heterogeneity, Chi*= 046, df= 2 {(F=0.79), F=0%
Test for overall effect Z=0.61 (P =0.54)

1.65.2 non-diabetics

‘Wharton etal. 2023 10 204 50 122 44485 58 4.0% -2.20[-16.43,12.03]
‘Wharton etal. 2025 144 34487 725 142 29867 T30 TIE% 0.20[F313,3.483] 1
Subtotal (95% CI) ] 788 T6.6% 0.08 [-3.17, 3.32]

Heterogeneity: Ghi#= 010, df= 1 (P = 0.75); F= 0%
Testfor overall effect Z= 0.05 (P = 0.95)

Total (95% CI) 1300 1312 100.0% 0.48 [-2.36, 3.33] ?

Heterogeneity: Chi*=0.83, df= 4 (P =0.83); F=0% t } ] t }
. -20 -10 1] 10 20

Testfor overall effect Z=0.33 (F=0.74) Favours 12 mg Favours 36 mg

Testfor subgroup differences: Chif= 0.26, df=1 (P =061), F=0%

C

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean S0  Total Mean S0  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.66.1 40 weeks or less
Frias etal. 2023 2549 47.07 56 228 4514 61 28% 340[13.34, 2014]
Rosenstock et al. 2025 27.4 4564 137 231 4156 141 T7% 430597 1457 e a—
Wharton etal. 2023 10 304 50 122 44485 58 4.0% -2.20[-16.43,12.03]
Subtotal (95% CI) 243 260 14.5% 2.34[-5.12,9.79] e

Heterogeneity, Chi*= 054, df= 2 {F=0.76), F=0%
Test for overall effect Z=0.61 (P =0.54)

1.66.2 more than 40 weeks

Horn et al. 20245 3.4 91.66 332 N4 8T 322 128% 0.00[F7.93,7.93] ——
‘Wharton etal. 2025 144 34487 725 142 29867 T30 TIE% 0.20[F313,3.83)] 1
Subtotal (95% CI) 1057 1052 85.5% 0.17 [-2.90, 3.24]

Heterogeneity: Ghi® = 0.00, df= 1 (F = 0.96); F= 0%
Testfor overall effect Z= 0.1 (P = 0.91)

Total (95% CI) 1300 1312 100.0% 0.48 [-2.36, 3.33] ?

Heterogeneity: Chi®= 0.83, df= 4 (P =093}, F=0% } } ] } }
) -20 -10 i 10 20

Testfor overall effect Z=0.33 (P=0.74) Favours 12 mg Favours 36 mg

Testfor subgroup differences: Chif= 0.28, df=1 (P = 0.60), F=0%
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A

Orforglipron 12 mg

Orforglipron 36 mg

Mean Difference

Mean Difference

Study or Subgroup Mean SD  Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Friag etal. 2023 20 48449 56 9.2 43.89 61 3.8% 10.80 [6.01, 27.61] ]

Horn et al. 2025 82 47.84 332 a4 4407 322 217%  -3.20[10.25 3.85] —
Rosenstock et al. 2025 2 4447 137 24 4156 141 105% -0.40[10.52 8.72) ——
Wharton etal. 2023 -4.2  46.66 50 1481 T9.96 58 1.8% -19.30 [43.60, 5.00]

‘Wharton etal. 2025 53 4308 725 4 3777 T30 B231% 1.30 [2.86, 5.46]

Total (95% CI) 1300 1312 100.0% 0.13 [-3.15, 3.41]

Heterogeneity: Chi*= 517, df=4(P=0.27);, F=23% LR

Testfor overall effect: 2= 0.08 (F = 0.94)

Favours 12 mg Favours 36 mg

B
Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean S0  Total MWean S50 Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.68.1 diabetics
Frias etal. 2023 20 48449 56 92 4389 A1 38% 10.80[6.01, 27.61] —
Horn et al. 20245 82 47.84 332 8.4 4407 322 N TF%  -3.20[10.25 3.85] I
Rosenstock et al. 2025 2 4447 137 24 4156 141 105% -040[1052 9.72] ———
Subtotal {(95% CI) 525 524 36.0%  -0.90 [-6.37, 4.57] £
Heterogeneity, Chi*= 228 df=2(F=0.32); F=12%
Testfor overall effect Z=0.32 (P=0.74)
1.68.2 non-diabetics
‘Wharton etal. 2023 -4.2  4B.66 50 1481 T9.96 58 1.8% -19.30 [43.60, 5.00] —
‘Wharton et al. 2025 A3 43048 725 4 3777 T30 B2I1% 1.30[2.86, 5.46] :
Subtotal (95% CI) 775 788 64.0% 0.71 [-3.39, 4.82]
Heterogeneity: Chi*= 2.68, df=1{P=0.10);, F= 63%
Testfor overall effect Z=0.34 (F=0.73)
Total (95% CI) 1300 1312 100.0% 0.13 [-3.15, 3.41] ?
Heterogeneity: Chi*= 517, df= 4 (P = 0.27); F= 23% 1 } 1 f t
Test for overall effect Z = 0.08 (P = 0.94) Al 8 L 2 a0
- : " Favours 12 mg Favours 36 mg
Testfor subgroup differences: Chif= 021, df=1(P=064), F=0%
C
Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean S0  Total Mean S0  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.69.1 40 weeks or less
Frias etal. 2023 20 48449 56 92 4389 61 38% 10.80[6.01, 27.61] ]
Rosenstock et al. 2025 2 4447 137 24 4156 141 105% -040[10.52 9.72) —
Wharton etal. 2023 -4.2 4666 50 1481 TF9.96 58 1.8% -19.30 [43.60,5.00] —
Subtotal (95% CI) 243 260 16.1% 0.11 [-8.06, 8.28] B
Heterogeneity, Chif=4.01, df =2 (FP=013); F=50%
Test for overall effect Z=0.03 (P = 0.98)
1.69.2 more than 40 weeks
Horn et al. 2025 5.2 47.84 332 8.4 4407 322 N17%  -3.20 [10.25, 3.85) T
‘Wharton etal. 2025 A3 43048 725 4 3777 T30 B231% 1.30[2.86, 5.46] t
Subtotal (95% CI) 1057 1052 83.9% 0.14 [-3.45,3.72]
Heterogeneity: Chi*=1.16, df=1 {P = 0.28); F= 14%
Test for overall effect Z=0.07 (F = 0.94)
Total (95% CI) 1300 1312 100.0% 0.13 [-3.15, 3.41] ?
Heterogeneity: Chi*f= 517, df =4 (P=0.27); F=23% x5 5 b o5 a5

Testfor overall effect 7= 0.08 (P=0.94)
Testfor subgroup differences: Chif= 0.00, df=1 (P =1.00), F=0%

Favours 12 mg Favours 36 mg
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A

Orforglipron 12 mg

Orforglipron 36 mg

Mean Difference

Mean Difference

Study or Subgroup Mean SO0 Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Frias etal 2023 -7 33.97 56 -218 N7 61 45% 480[7.13,16.73]
Harn et al. 2025 -2006  36.02 332 -203 3744 322 201% -0.30[-5.83,5.33] . —
Rosenstock et al. 2024 -21.8 3862 137 -21.5 36831 141 81% 0.00[-8.87 8.87]
Rosenstock et al. 2026 -22.8 3686 424 287 3723 423 256% A5590[0.91,10.89] —
Whartan et al. 2023 -22.3 2545 50 -25.35 3465 58 4.9% 3.05[8.32 14.47] -
Wharton et al. 2025 -17.2 3767 715 195 4317 730 36.8% 2.30[-1.86, 6.46] T
Total (95% CI) 1724 1735 100.0%  2.66 [0.14, 5.19] i
Heterogenew.Ch|==.3.18,df:S(P:D.EF’),I‘:D% 0 a0 b e =
Testfor overall effect: Z=2.07 (P =0.04) Favours 12 mg Favours 36 mg
B

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.71.1 diabetics
Frias etal. 2023 -7 33.97 56 -21.8 T 61 4.5% 480[F7.13,16.73] ]
Horn etal. 2025 -2006  36.02 33z -203 3744 322 201% -0.30[-5.83,5.33] —
Rosenstock et al. 20245 -21.8 3862 137 -21.5 3681 141 81% 0.00[-8.87 8.87]
Rosenstock et al. 2026 -22.8 3686 424 287 3723 423 256% A.890[0.91,10.89] —
Subtotal (95% CI) 949 947 58.3% 2.86 [-0.45,6.17] o
Heterogeneity: Chi*= 314, df=3 (P =0.37), F= 4%
Testfor overall effect: 2=1.69 (P = 0.09)
1.71.2 non-diabetics
Wharton et al. 2023 -22.3 2545 50 -25.35 3465 58 4.9% 3.05[8.32 14.42] —_— s
Whartan et al. 2025 -17.2 3767 725 195 4317 730 36.8% 2.30[1.86, 6.46] T
Subtotal (95% CI) 775 788 41.7% 2.39[-1.52,6.30] k-
Heterogeneity, Chi*=0.01, df=1 (P = 0.90), F=0%
Testfor overall effect: Z=1.20 (P =0.23)
Total (95% CI) 1724 1735 100.0%  2.66 [0.14, 5.19] il
Heterogeneity, Chi = 318, df=aP=0E67)F=0% —iilil —1'IZ| b 1'IZ| 2'0
Testfor overall effect: Z=2.07 (P=0.04) Favours 12 mg Favours 36 mg
Test for subagroup differences: Chi®= 0.03, df=1 {F = 0.86), F= 0%

C

Orforglipron 12 mg Orforglipron 36 mg Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.72.1 40 weeks or less
Frias etal 2023 -7 33.97 56 -21.8 N7 61 4.5% 480[713,16.73]
Rosenstock et al. 20245 -21.8 3862 137 -21.5 3681 141 81% 0.00[-8.87 8.87]
Wharton et al. 2023 -22.3 25445 50 -24.35 34.65 58 4.9% 3.05[8.32 14.42]
Subtotal (95% CI) 243 260 17.5% 2.09[-3.95,8.12] oo
Heterogeneity: Chi*=0.44, df=2 (P =080), F= 0%
Test for overall effect: £=0.68 (P = 0.50)
1.72.2 more than 40 weeks
Harn etal. 2025 -2006  36.02 332 -203 3744 322 201% -0.30[-5.83,5.33] —
Rosenstock et al. 2026 -22.8 3686 424 287 3723 423 256% A.590[0.91,10.89] —
Wharton et al. 2025 -17.2  37.67 725 195 4317 T30 36.8% 2.30[1.86, 6.46] —T
Subtotal (95% CI) 1481 1475 B2.5%  2.78[0.00, 5.56] -
Heterogeneity: Chi*=2.70, df= 2 (P = 0.26), F= 26%
Test for overall effect: £=1 .86 (P = 0.05)
Total (95% CI) 1724 1735 100.0%  2.66 [0.14, 5.19] il
Heterogeneity: Chi*= 318, df=5 (P = 0.67); F= 0% 0 a0 b 10 1

Testfor averall effect: £=2.07 (P =0.04)
Test for subgroup differences: Chi*= 0.04, df=1 {F =084}, F= 0%

Favours 12 mg Favours 36 mg




image25.jpg
A

Orforglipron 12 mg

Orforglipron 36 mg

Mean Difference

Mean Difference

Study or Subgroup Mean 50 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Frias etal 2023 -489 2858 a6 -24 2889 61 36% -250[-12492 7437

Haornetal. 2025 -10.4 2965 332 114 M 322 17.8% 1.00[-3.71,8.71] I o a—
Rosenstock et al. 2025 -1 26,92 137 131 28.449 141 91% 210441, 8.61] I

Rosenstock et al. 2026 -9.6 2883 424 1531 2862 423 25.0% 871 [1.77, 9.65] e —
Wharton et al. 2023 -9.3 2262 50 -87 3274 58 35% -060[F11.10,9.50]

Wharton et al. 2025 -58 269 T25 -TB 3237 Ta0D 41.4% 1.80[-1.26, 4 86] T

Total {95% CI) 1724 1735 100.0% 243 [0.46,4.39] "'
Heterogeneity: Chi®= 437, df=4 (P = 0.50%; F= 0% _150 % 1 % 150

Testfor overall effect: Z=2.42 (P =0.02)

B

Orforglipron 12 mg

Orforglipron 36 mg

Mean Difference

Favours 12 mg Favours 36 mg

Mean Difference

Study or Subgroup Mean S0 Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.74.1 diabetics

Frias etal. 2023 -45 2858 56 -2.4 2889 61 3.6% -250[1292 7.97]

Haorn et al. 2025 -10.4 2965 332 114 317 322 175%  1.00[3.71,8.71] T S—
Rosenstock et al. 2025 -1 26.82 137 -131 2849 141 91%  2.10[-4.41, 861] .
Rosenstock et al. 2026 -96 2883 424 -1531 29.62 423 25.0% 571 [1.77,9.65] —_—
Subtotal (95% CI) 949 047  55.1% 3.09 [0.44, 5.74] e
Heterogeneity, Chi*= 365, df=3{P=030); F=18%

Testfor owerall effect: Z=228 (F=0.0%

1.74.2 non-diabetics

Wharton et al. 2023 -9.3 2262 50 -7 3274 ] 3.8% -0.60[11.10,9.50]

Wharton et al. 2025 -5.8 269 725 -7B 3237 T30 41.4%  1.80[1.26, 4.86] —rall——
Subtotal (95% CI) 775 788  44.9% 1.61[-1.32,4.55] .
Heterogeneity: Chi#= 018, df=1 (P=0.67);, F=0%

Testfor overall effect: Z=1.08 (P = 0.28)

Total (95% CI) 1724 1735 100.0%  2.43[0.46, 4.39] il
Heterageneity: Chi*= 4.37, df=5 (P = 0.50); F= 0% —1=D ES 3 :=3 1:D

Testfor overall effect: Z=2.42 (P =0.02)

Testfor subgroup diffierences: Chi®= 0.54, df=1 (P = 0.46), F= 0%

C

Orforglipron 12 mg

Orforglipron 36 mg

Mean Difference

Favours 12 mg Favours 36 mg

Mean Difference

Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

1.75.1 40 weeks or less

Frias et al. 2023 -4.8  28.58 56 -2.4  28.89 61 3.6% -2.80[1292 7.92]

Rosenstock et al. 2025 -11 26.82 137 131 28.49 141 91%  210[-4.41,8.61] -]

Wharton et al. 2023 -9.3 2262 50 -8.7 3274 ] 3.8% -0.60[11.10,9.590]

Subtotal (95% CI) 243 260 16.2% 0.50 [-4.39, 5.39] ——aniliiiee-
Heterogeneity: Chi®= 059, df=2 (P=0.74); F=0%

Testfor overall effect: Z=0.20 (P = 0.84)

1.75.2 more than 40 weeks

Haorn et al. 2025 -10.4 2965 332 114 317 322 175% 1.00[3.71,8.71] S o —
Rosenstock et al. 2026 -96 28.83 424 -1531 29.62 423 25.0% 571 [1.77,9.65] e E—
Wharton et al. 2025 -58 269 725 -7B 3237 T30 414%  1.80[1.26, 4.86] 11—
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Subtotal {95% CI) 1481 1475 T76.6% 2.63 [2.00, 3.26] e
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Testfor subaroup differences: Chi*=0.03, df=1{P=087 F=0%

Favours 12 mg Favours 36 mg




