Effects of once-daily oral orforglipron

SUPPLEMENTARY MATERIALS

Supplementary Material 1

A. Weight reduction of 25%

Orforglipron Placebo Risk Difference Risk Difference
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% ClI
Wharton 2023 137 151 9 39 502% 0.68[0.54,0.82] i m
Frias 2023 139 206 10 42 498% 0.44[0.29, 0.58] —.—-
Total (95% Cl) 357 81 100.0%  0.56 [0.32, 0.79] ——
Heterogeneity: Tau® = 0.024; Chi® = 5.52, df = 1 (P = .02); I = 82% ‘ ‘
Test for overall effect: Z=4.63 (P <.01) -0.5 0 05

Favors placebo Favors orforglipron

B. Weight reduction of 210%

Orforglipron Placebo Risk Difference Risk Difference
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
Wharton 2023 101 151 3 39 499% 0.59[0.48,0.70] -
Frias 2023 67 206 4 42 501% 0.23[0.12,0.34] B
Total (95% CI) 357 81 100.0%  0.41 [0.06, 0.77] ——
Heterogeneity: Tau? = 0.062; Chi® = 20.48, df = 1 (P <.01); I? = 95% SR o
Test for overall effect: Z = 2.27 (P = .02) -06-04-02 0 0204 0.6

Favors placebo Favors orforglipron

C. Weight reduction of 215%

Orforglipron Placebo Risk Difference Risk Difference
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
Wharton 2023 58 151 0 39 49.6% 0.38[0.30,0.47] -
Frias 2023 22 206 1 42 504% 0.08[0.02,0.15] H
Total (95% CI) 357 81 100.0% 0.23 [-0.07, 0.54] ———
Heterogeneity: Tau® = 0.047: Chi® = 33.55, df = 1 (P < .01): I’ = 97% | ‘ ' '
Test for overall effect: Z = 1.49 (P = .14) 04 -02 0 02 04

Favors placebo Favors orforglipron

Supplementary Figure 1. Forest plots of pooled comparisons between orforglipron and placebo, with risk differences. (A) Weight reduction of > 5%.
(B) Weight reduction of > 10%. (C) Weight reduction of > 15%.
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Effects of once-daily oral orforglipron

A. Total cholesterol

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
Wharton 2023 -7.87 16.1700 222 -2.50 16.2600 50 54.4% -5.37[-10.35, -0.39] ——.—
Frias 2023 -5.19 18.5600 278 5.60 20.6900 55 45.6% -10.79 [-16.68, -4.90] —.—
Total (95% ClI) 500 105 100.0% -7.84 [-13.14, -2.55] ———
Heterogeneity: Tau? = 6.944; Chi? = 1.90, df = 1 (P = .17); 1> = 47% P T
Test for overall effect: Z =-2.91 (P < .01) 15 -10 -5 0 5 10 15

Favors orforglipron Favors placebo
B. Triglycerides

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Wharton 2023 -11.13 32.6900 222 0.80 34.6500 50 51.8% -11.93[-22.45,-1.41] —.—
Frias 2023 -9.30 33.7400 278 4.60 38.4900 55 48.2% -13.90 [-24.82, -2.98] —.—
Total (95% Cl) 500 105 100.0% -12.88 [-20.46, -5.30]  —i—
Heterogeneity: Tau? = 0; Chi® = 0.06, df = 1 (P = .80); I = 0% ' ' ' '
Test for overall effect: Z =-3.33 (P < .01) -20 -10 0 10 20

Favors orforglipron Favors placebo
C. Low-density lipoprotein (LDL)

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Wharton 2023 -9.63 24.8600 222 -2.90 254600 50 65.4% -6.73[-14.51, 1.05] —B—
Frias 2023 -7.83 32.9000 278 5.50 37.7500 55 34.6% -13.33[-24.03,-2.63] ————
Total (95% CI) 500 105 100.0% -9.01 [-15.30, -2.72] B —
Heterogeneity: Tau? = 0; Chi? = 0.96, df = 1 (P = .33); I> = 0% ' ' ' '
Test for overall effect: Z = -2.81 (P < .01) 20 -10 0 10 20

Favors orforglipron Favors placebo
D. Alanine transaminase (ALT)

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Wharton 2023 -24.08 247200 222 -1420 282800 50 58.8% -9.88[-18.37,-139] —fl——
Frias 2023~ -20.55 32.1100 278 -12.10 35.6000 55 41.2% -8.45[-18.59, 1.69] —#—

Total (95% Cl) 500 105 100.0% -9.29 [-15.80, -2.78]  ——mmm———
Heterogeneity: Tau? = 0; Chi? = 0.04, df = 1 (P = .83); I* = 0% T T
Test for overall effect: Z=-2.80 (P < .01) -15-10 -5 0 5 10 15

Favors orforglipron Favors placebo

Supplementary Figure 2. Forest plots of pooled comparisons between orforglipron and placebo. (A) Total cholesterol. (B) Triglycerides. (C) Low-density
lipoprotein (LDL) cholesterol. (D) Alanine transaminase (ALT).
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Effects of once-daily oral orforglipron

A.Pulse rate

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Wharton 2023 5.54 9.5600 222 -1.80 9.4700 50 304% 7.34[4.43, 10.25] l
Frias 2023 503 88100 278 -1.60 8.7000 55 335% 6.63[4.11, 9.15] —.—
Pratt 2023b 72.54 10.3900 45 60.60 7.7000 15 17.9% 11.94[7.00, 16.88] —
Pratt 2023a 76.06 9.6000 51 64.00 8.6200 17 18.2% 12.06[7.19, 16.93] ——
Total (95% CI) 596 137 100.0% 8.78 [6.16, 11.41] st
Heterogeneity: Tau® = 3.703; Chi® = 6.43, df = 3 (P = .09); I = 53% T L
Test for overall effect: Z = 6.55 (P < .01) 15 10 5 0 5 10 15

Favors orforglipron Favors placebo

B. Fasting serum glucose

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Frias 2023 -50.11 30.5800 278 -11.10 28.9500 55 37.0% -39.01 [-47.46, -30.56] ——
Pratt 2023b 83.12 30.5800 45 86.69 28.9500 15 31.1% -3.57[-20.73, 13.59]
Pratt 2023a 128.02 30.5800 51 151.92 28.9500 17 31.9% -23.90[-40.02, -7.78] —.—
I [ T |
0 -20 0 20 40

Total (95% CI) 374 87 100.0% -23.16 [-44.09, -2.23] -——————
Heterogeneity: Tau® = 289.770; Chi® = 14.00, df = 2 (P < .01); I* = 86% [
Test for overall effect: Z = -2.17 (P = .03) -4 -
Favors orforglipron Favors placebo

C. Glycated hemoglobin (HbA1c)

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Wharton 2023 -0.37 0.0500 222 -0.10 0.0100 50 34.5% -0.27[-0.28, -0.26]
Frias 2023 -1.56 1.0200 278 -0.50 0.9500 55 32.7% -1.06[-1.34,-0.78]
Pratt 2023a 6.49 0.5400 51 7.71 0.4750 17 32.8% -1.22[-1.49,-095] ——
Total (95% CI) 551 122 100.0% -0.84 [-1.54, -0.14] ——
Heterogeneity: Tau? = 0.374; Chi® = 78.39, df = 2 (P < .01); 1> = 97% L T
Test for overall effect: Z = -2.34 (P = .02) -15 1 -05 0 05 1 15

Favors orforglipron Favors placebo

D. Systolic blood pressure

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Wharton 2023  -8.24 11.4700 220 -1.80 11.4500 50 34.5% -6.44[-9.96,-2.92] +
Frias 2023 -7.74 12.2700 278 -5.50 12.3000 55 34.2% -2.24[-5.80, 1.32] —.——
Pratt 2023b 113.00 9.7900 45 112.30 12.3000 15 15.0% 0.70[-6.15, 7.55] i 1
Pratt 2023a 125.82 11.1700 51 127.40 12.0200 17 16.3% -1.58[-8.06, 4.90] —H
Total (95% CI) 594 137 100.0% -3.14 [-6.17, -0.12] —~—
Heterogeneity: Tau® = 3.682; Chi® = 4.95, df = 3 (P = .18); I = 39%
Test for overall effect: Z = -2.04 (P = .04) -5 0 5

Favors orforglipron Favors placebo

Supplementary Figure 3. Forest plots of pooled comparisons between orforglipron and placebo. (A) Pulse rate. (B) Fasting serum glucose. (C) Glycated
hemoglobin (HbA1c). (D) Systolic blood pressure.
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Effects of once-daily oral orforglipron

A. Diastolic blood pressure

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Wharton 2023 -2.81 21.9900 220 -2.80 19.8000 50 8.6% -0.01[-6.22,6.20] l
Frias 2023 -1.65 7.2600 278 -1.80 7.3800 55 73.2% 0.15[-1.98,2.28] —i—

Pratt 2023b 7228 8.9900 456910 95000 15 11.0% 3.18[-2.30, 8.66] —“—i—
Pratt 2023a 80.03 12.7500 51 78.70 12.2300 17 7.2% 1.33[-546,8.12] ;

Total (95% Cl) 594 137 100.0% 0.56 [-1.26, 2.38] ﬁ:

Heterogeneity: Tau? = 0; Chi® = 1.10, df = 3 (P = .78); I = 0%
Test for overall effect: Z = 0.60 (P = .55) 5 0 5
Favors orforglipron Favors placebo

B. Alkaline phosphatase

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Wharton 2023 -4.82 14.7700 222 -4.90 148500 50 59.5% 0.08[-4.47,4.63]
Frias 2023 -3.53 19.2300 278 -3.30 19.0600 55 40.5% -0.23[-5.75,5.29]

Total (95% CI) 500 105 100.0% -0.05 [-3.56, 3.47]
Heterogeneity: Tau® = 0; Chi® = 0.01, df = 1 (P = .93); I> = 0% ' ! ' '
Test for overall effect: Z=-0.03 (P = .98) 4 -2 0 2 4

Favors orforglipron Favors placebo

C. High-density lipoprotein (HDL)

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Wharton 2023 -0.76 13.3200 222 -3.60 12.0200 50 52.3% 2.84[-0.92, 6.60] ——.—
Frias 2023 1.37 14.0000 278 2.20 14.0900 55 47.7% -0.83[-4.90, 3.24] ——
Total (95% ClI) 500 105 100.0% 1.09 [-2.50, 4.68]
Heterogeneity: Tau® = 2.733; Chi® = 1.68, df = 1 (P = .19); I = 41% T T
Test for overall effect: Z = 0.59 (P = .55) 6 4 -2 0 2 4 6

Favors orforglipron Favors placebo

D. Aspartate aminotransferase (AST)

Orforglipron Placebo Mean Difference Mean Difference
Study Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Wharton 2023 -8.72 22.8900 222 -4.40 24.0400 50 56.3% -4.32[-11.63,2.99] 4.——
Frias 2023 -5.70 27.9200 278 -2.80 28.8500 55 43.7% -2.90[-11.20, 5.40] .
Total (95% CI) 500 105 100.0% -3.70[-9.19,1.79] e ——
Heterogeneity: Tau? = 0; Chi? = 0.08, df = 1 (P = .80); I> = 0% f f T !
Test for overall effect: Z =-1.32 (P = .19) -10 -5 0 5 10

Favors orforglipron Favors placebo

Supplementary Figure 4. Forest plots of pooled comparisons between orforglipron and placebo. (A) Diastolic blood pressure. (B) Alkaline phosphatase.
(C) High-density lipoprotein (HDL) cholesterol. (D) Aspartate aminotransferase (AST).
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Effects of once-daily oral orforglipron

A.Nausea
Orforglipron Placebo Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
Wharton 2023 106 222 5 50 56.7% 4.77[2.06, 11.09] —.—
Frias 2023 85 278 3 55 324% 5.61[1.84,17.09] —m—
Pratt 2023a 25 51 1 17 10.9% 8.33[1.22, 56.95] —I—
Total (95% Cl) 551 122 100.0% 5.34 [2.83, 10.08] -
Heterogeneity: Tau? = 0; Chi® = 0.28, df = 2 (P = .87); I = 0% ' ' ' '
Test for overall effect: Z=5.18 (P <.01) 0.1 051 2 10
Favors orforglipron Favors placebo
B. Vomiting
Orforglipron Placebo Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% ClI MH, Random, 95% CI
Wharton 2023 106 222 5 50 781% 4.77[2.06, 11.09] -
Frias 2023 62 278 1 55 14.5% 12.27 [1.74, 86.60] —
Pratt 2023a 22 51 0 17 73% 1558[1.00, 243.84] ——-7
Total (95% Cl) 551 122 100.0% 5.97 [2.84, 12.58] -
Heterogeneity: Tau® = 0; Chi? = 1.35, df = 2 (P = .51); I° = 0% ' ' ! '
Test for overall effect: Z=4.70 (P <.01) 001 01 1 10 100

Favors orforglipron Favors placebo

C. Constipation

Orforglipron Placebo Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
Wharton 2023 54 222 3 50 755% 4.05[1.32,12.44] —.—
Frias 2023 32 278 1 55 24.5% 6.33[0.88, 45.36] e
Total (95% CI) 500 105 100.0% 4.52[1.71, 11.98] ——
Heterogeneity: Tau? = 0; Chi = 0.15, df = 1 (P = .70); I> = 0% ! ' ! '
Test for overall effect: Z=3.03 (P <.01) 01 051 2 10

Favors orforglipron Favors placebo
D. Serious adverse events

Orforglipron Placebo Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% ClI MH, Random, 95% CI
Wharton 2023 7 222 0 50 19.5% 3.43[0.20, 59.10]
Frias 2023 12 278 3 55 64.2% 0.79[0.23, 2.71] :
Pratt 2023a 0 51 1 17 16.3% 0.12[0.00, 2.71] &
Total (95% CI) 551 122 100.0%  0.77 [0.20, 2.99] #
Heterogeneity: Tau® = 0.353; Chi® = 2.49, df = 2 (P = .29); I’ = 20% ' ' ! ! !
Test for overall effect: Z=-0.38 (P = .71) 001 01 1 10 100

Favors orforglipron Favors placebo

Supplementary Figure 5. Forest plots of pooled comparisons between orforglipron and placebo. (A) Nausea. (B) Vomiting. (C) Constipation. (D) Serious
adverse events.
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Effects of once-daily oral orforglipron

A.Diarrhea

Orforglipron Placebo Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
Wharton 2023 51 222 5 50 39.2% 2.30[0.97,5.46] ——.—
Frias 2023 54 278 4 55 354% 267[1.01,7.07] +
Pratt 2023a 5 51 3 17 255%  0.56[0.15, 2.08] i ;
Total (95% CI) 551 122 100.0%  1.69 [0.72, 3.96] ——
Heterogeneity: Tau® = 0.287; Chi’ = 4.07, df = 2 (P = .13); I = 51% ' ' ' '
Test for overall effect: Z =1.21 (P = .23) 0.2 05 1 2 5

Favors orforglipron Favors placebo

B. Dyspepsia

Orforglipron Placebo Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
Wharton 2023 19 222 3 50 491% 1.43[0.44, 463] —‘.—
Frias 2023 22 278 2 55 339% 2.18][0.53, 8.99] —
Pratt 2023a 8 51 1 17 17.0% 2.67[0.36, 19.80] i
Total (95% CI) 551 122 100.0% 1.83 [0.80, 4.18] —f—
Heterogeneity: Tau® = 0; Chi® = 0.37, df = 2 (P = .83); I = 0% ' ' ' '
Test for overall effect: Z=1.43 (P =.15) 0.1 051 2 10

Favors orforglipron Favors placebo
C. Cardiac disorders

Orforglipron Placebo Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
Wharton 2023 19 222 0 50 16.9% 8.92[0.55, 145.30] ——l—
Frias 2023 23 212 3 55 831% 1.99[0.62, 6.38] —-—
Total (95% CI) 434 105 100.0% 2.56 [0.80, 8.26] e
Heterogeneity: Tau® = 0.075; Chi® = 1.06, df = 1 (P = .30); I* = 6% ' ' ' '
Test for overall effect: Z=1.58 (P = .11) 0.01 0.1 1 10 100

Favors orforglipron Favors placebo

Supplementary Figure 6. Forest plots of pooled comparisons between orforglipron and placebo. (A) Diarrhea. (B) Dyspepsia. (C) Cardiac disorders.

Studly

Supplementary Figure 7. Critical appraisal of randomized controlled trials according to the Cochrane Collaboration tool for assessing risk of bias in 2
randomized trials.

Risk of bias domains
| D3 | D4 | D5 | Overall |

D1 |

Wharton 2023 .

©

Frias 2023 . @

Pratt 2023a .

©

©@ © OF

Pratt 2023b . @

©

Domains: Judgement
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Effects of once-daily oral orforglipron

Supplementary Material 2
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