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Intervention: oral (non-peptide) GLP-1 receptor agonists (Elecoglipron danuglipron Orforglipron Lotiglipron)
Control: placebo
Outcomes: mean change in baseline body weight and adverse events
Study: RCTs
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(((((((((((((((((((((((((("Obesity, Abdominal"[Mesh]) OR ("Obesity, Metabolically Benign"[Mesh])) OR ("Obesity, Morbid"[Mesh])) OR (Abdominal Obesities)) OR (Obesities, Abdominal)) OR (Abdominal Obesity)) OR (Central Obesity)) OR (Central Obesities)) OR (Obesities, Central)) OR (Obesity, Central)) OR (Obesity, Visceral)) OR (Visceral Obesity)) OR (Obesities, Visceral)) OR (Visceral Obesities)) OR (Benign Obesity, Metabolically)) OR (Metabolically Benign Obesity)) OR (Metabolically Healthy Obesity)) OR (Healthy Obesity, Metabolically)) OR (Obesity, Metabolically Healthy)) OR (Morbid Obesities)) OR (Obesities, Morbid)) OR (Morbid Obesity)) OR (Obesity, Severe)) OR (Obesities, Severe)) OR (Severe Obesities)) OR (Severe Obesity)) AND ((((((((((((((((((((((("elecoglipron" [Supplementary Concept]) OR ("danuglipron" [Supplementary Concept])) OR ("orforglipron" [Supplementary Concept])) OR ("aleniglipron " [Supplementary Concept])) OR ("lotiglipron " [Supplementary Concept]))  OR ("Glucagon-Like Peptide-1 Receptor Agonists"[Mesh])) OR (2-((4-(6-((4-cyano-2-fluorophenyl)methoxy)pyridin-2-yl)piperidin-1-yl)methyl)-3-(((2S)-oxetan-2-yl)methyl)benzimidazole-5-carboxylic acid)) OR (PF-06882961)) OR (LY3502970)) 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 (GLP1R Agonists)) OR (Agonists, GLP1R)) OR (Incretin Mimetics)) OR (GLP-1 Analogs)) OR (GLP 1 Analogs))

Clinicaltrials.gov= 95
Condition= Obesity
Intervention= GLP-1 receptor agonists OR Elecoglipron OR danuglipron OR Orforglipron OR Lotiglipron OR aleniglipron
Cochrane=838
ID	Search	Hits
#1	MeSH descriptor: [Obesity, Abdominal] explode all trees	628
#2	MeSH descriptor: [Obesity, Metabolically Benign] explode all trees	20
#3	MeSH descriptor: [Obesity, Morbid] explode all trees	2159
#4	Abdominal Obesities	0
#5	Obesities, Abdominal	0
#6	Abdominal Obesity	5486
#7	Central Obesity	62835
#8	Central Obesities	13
#9	Obesities, Central	13
#10	Obesity, Central	62835
#11	Obesity, Visceral	2445
#12	Visceral Obesity	2445
#13	Obesities, Visceral	0
#14	Visceral Obesities	0
#15	Benign Obesity, Metabolically	21
#16	Metabolically Benign Obesity	21
#17	Metabolically Healthy Obesity	148
#18	Healthy Obesity, Metabolically	148
#19	Obesity, Metabolically Healthy	148
#20	Morbid Obesities	2
#21	Obesities, Morbid	2
#22	Morbid Obesity	3666
#23	Obesity, Severe	4288
#24	Obesities, Severe	2
#25	Severe Obesities	2
#26	Severe Obesity	4288
#27	#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26	62895
#28	MeSH descriptor: [Glucagon-Like Peptide-1 Receptor Agonists] explode all trees	424
#29	elecoglipron	6
#30	danuglipron	12
#31	orforglipron	81
#32	PF-06882961	17
#33	LY3502970	58
#34	Glucagon Like Peptide 1 Receptor Agonists	1296
#35	GLP-1 Agonists	1156
#36	Agonists, GLP-1	1156
#37	GLP 1 Agonists	1387
#38	GLP-1 Receptor Agonists	1013
#39	GLP 1 Receptor Agonists	1231
#40	GLP1 Agonists	119
#41	Agonists, GLP1	119
#42	GLP-1R Agonists	92
#43	Agonists, GLP-1R	92
#44	GLP 1R Agonists	92
#45	GLP1R Agonists	8
#46	Agonists, GLP1R	8
#47	Incretin Mimetics	31
#48	GLP-1 Analogs	517
#49	GLP 1 Analogs	549
#50	#28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 OR #47 OR #48 OR #49	2337
#51	#27 AND #50	838
Embase =318
Query
'obesity'/exp AND ('elecoglipron'/exp OR 'danuglipron'/exp OR 'lotiglipron'/exp OR 'aleniglipron'/exp OR 'orforglipron'/exp)
Scopus=214
TITLE-ABS-KEY ( obesity OR "abdominal obesity" OR "central obesity" OR "visceral obesity" OR "morbid obesity" OR "severe obesity" OR "metabolically healthy obesity" OR "metabolically benign obesity" ) AND TITLE-ABS-KEY ( elecoglipron OR danuglipron OR orforglipron OR lotiglipron OR aleniglipron OR PF-06882961 OR LY3502970 OR "oral GLP-1 receptor agonist*" OR "oral glucagon-like peptide-1 receptor agonist*" OR "oral glucagon like peptide 1 receptor agonist*" OR "oral GLP-1 agonist*" OR "small molecule GLP-1 receptor agonist*" OR "small-molecule GLP-1 receptor agonist*" OR "non-peptide GLP-1 receptor agonist*" OR "nonpeptide GLP-1 receptor agonist*" OR "oral non-peptide GLP-1 receptor agonist*" OR "oral nonpeptide GLP-1 receptor agonist*" ) 























Supplementary Figures
Leave-one-out (primary outcome only), subgroup analysis by drug, and funnel plots for each outcome.
Body weight
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Supplementary Figure S1. Body weight: leave-one-out meta-analysis.
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Supplementary Figure S2. Body weight: subgroup analysis by drug.
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Supplementary Figure S3. Body weight: contour-enhanced funnel plot.
ALT
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Supplementary Figure S4. ALT: subgroup analysis by drug.
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Supplementary Figure S5. ALT: contour-enhanced funnel plot.
AST
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Supplementary Figure S6. AST: subgroup analysis by drug.
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Supplementary Figure S7. AST: contour-enhanced funnel plot.
Systolic blood pressure
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Supplementary Figure S8. Systolic blood pressure: subgroup analysis by drug.
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Supplementary Figure S9. Systolic blood pressure: contour-enhanced funnel plot.
Diastolic blood pressure
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Supplementary Figure S10. Diastolic blood pressure: subgroup analysis by drug.
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Supplementary Figure S11. Diastolic blood pressure: contour-enhanced funnel plot.
Any adverse event
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Supplementary Figure S12. Any adverse event: subgroup analysis by drug.
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Supplementary Figure S13. Any adverse event: contour-enhanced funnel plot.
Adverse event leading to discontinuation
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Supplementary Figure S14. Adverse event leading to discontinuation: subgroup analysis by drug.
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Supplementary Figure S15. Adverse event leading to discontinuation: contour-enhanced funnel plot.
Nausea
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Supplementary Figure S16. Nausea: subgroup analysis by drug.
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Supplementary Figure S17. Nausea: contour-enhanced funnel plot.
Vomiting
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Supplementary Figure S18. Vomiting: subgroup analysis by drug.
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Supplementary Figure S19. Vomiting: contour-enhanced funnel plot.
Diarrhea
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Supplementary Figure S20. Diarrhea: subgroup analysis by drug.
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Supplementary Figure S21. Diarrhea: contour-enhanced funnel plot.
Constipation
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Supplementary Figure S22. Constipation: subgroup analysis by drug.
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Supplementary Figure S23. Constipation: contour-enhanced funnel plot.
Dyspepsia
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Supplementary Figure S24. Dyspepsia: subgroup analysis by drug.
[image: ]
Supplementary Figure S25. Dyspepsia: contour-enhanced funnel plot.
GERD
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Supplementary Figure S26. GERD: subgroup analysis by drug.
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Supplementary Figure S27. GERD: contour-enhanced funnel plot.
Headache
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Supplementary Figure S28. Headache: subgroup analysis by drug.
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Supplementary Figure S29. Headache: contour-enhanced funnel plot.
Fatigue
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Supplementary Figure S30. Fatigue: subgroup analysis by drug.
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Supplementary Figure S31. Fatigue: contour-enhanced funnel plot
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Intervention
Study arm Events Total

Drug = danuglipron
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Intervention Placebo

Study arm Events Total Events Total Risk Ratio RR 95% Cl Weight
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Random effects model 222 50 - 4.00 [1.79; 8.91] 12.5%
Heterogeneity: 12 = 0%, 12 =0, p = 0.9851 :

sg = Lotiglipron

Loti 80 mg g4wt 34 66 2 13 — 3.35 [0.92; 12.24 4.8%
Loti 140 mg gdwt 30 64 2 13 T—E— 3.05 [0.83; 11.19 4.7%
Loti 200 mg (5-step) qdwt 38 65 2 13 —E— 3.80 [1.04; 13.82] 4.8%
Loti 200 mg (4-step) qdwt 40 66 1 13 e 7.88 [1.19; 52.31] 2.2%
Loti 260 mg q4wt 32 64 1 12 — 6.00 [0.90; 39.81 22%
Random effects model 325 64 <= 4.01 [2.09; 7.70] 18.8%
Heterogeneity: /2 = 0%, ¥ = 0, p = 0.9224

sg = Aleniglipron

aleni 45 mg 2 45 0 18 —_—r 2.03 [0.10; 40.34 0.9%
aleni 90 mg 1 65 0 19 B B — 0.89 [0.04; 21.06 0.8%
aleni 120 mg 1 63 0 19 H 0.92 [0.04; 21.72 0.8%
Random effects model 173 56 T 1.21 [0.20; 7.25] 2.5%
Heterogeneity: 12 = 0%, 12 = 0, p = 0.9140

Random effects model 1485 341 * 3.04 [2.29; 4.04] 100.0%
Prediction interval - 2.26; 4.09]
Heterogeneity: /” = 0.0%, v =0, p = 0.9761

Test for overall effect: z = 7.70 (p < 0.0001) 0.01 0.1 1 10 100

Test for subgroup differences: yj =3.67, df = 4 (p = 0.4FHours intervention Favours placebo
Risk ratio for nausea (intervention vs placebo)
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Intervention
Study Events Total
sg = Danuglipron
danu 40 mg qwt 10 62
danu 80 mg qwt 24 63
danu 120 mg qwt 26 64
danu 160 mg qwt 27 63
danu 200 mg qwt 29 63
danu 120 mg g2wt 16 38
danu 160 mg g2wt 11 37
danu 200 mg g2wt 16 36
danu 80 mg g4wt 3 37
danu 140 mg g4wt 14 37
danu 200 mg g4wt 17 36
Random effects model 536

Heterogeneity: /2 = 0%, 12 =0, p = 0.9945

sg = Elecoglipron

Eleco 5 mg 2 32
Eleco 15 mg 6 49
Eleco 50 mg g4wt 13 50
Eleco 75 mg glwt 13 49
Eleco 75 mg g2wt 14 49
Random effects model 229

Heterogeneity: 12 = 0%, ©* = 0, p = 0.9704

sg = Orforglipron

orfo 12 mg q8wt 13 50
orfo 24 mg q1wt 17 53
orfo 36 mg q1wt 8 29
orfo 36 mg q3wt 7 29
arfo 45 mg q2wt (a) 6 31
orfo 45 mg q2wt (b) 4 30

Random effects model 222
Heterogeneity: /2 = 0%, v2 =0, p = 0.8694

sg = Lotiglipron

Loti 80 mg qdwt 7 66
Loti 140 mg gdwt 10 64
Loti 200 mg (5-step) q4wt 21 65
Loti 200 mg (4-step) q4wt 19 66
Loti 260 mg gdwt 22 64
Random effects model 325
Heterogeneity: /2 = 0%, t2 = 0, p = 0.7459

sg = Aleniglipron

aleni 45 mg 3 45
aleni 90 mg 2 65
aleni 120 mg 1 63
Random effects model 173

Heterogeneity: /2 = 0%, v2 = 0, p = 0.8740

Random effects model 1485
Prediction interval
Heterogeneity: /” = 0.0%, ¢ = 0, p = 0.9999

Test for overall effect: z = 5.51 (p <0.0001)
2
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3.56
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3.31
4.28

254
1.96
4.16
4.24
4.86
3.52

5.08
6.21
4.90
1.93
1.55
1.07
232

1.38
4.40

95% Cl Weight

0.20; 50.12
0.49; 110.80]
0.52; 117.79]
0.55; 123.98]
0.59; 132.76]
0.54; 123.91
0.39; 18.13
0.55; 23.06
0.07; 20.85
0.34; 74.30
0.52; 20.96

0.13; 49.88
0.25; 15.07
0.59; 29.37
0.60; 29.96]
0.69; 34.22

0.33; 78.37
0.41; 94.83
0.31; 76.49
0.28; 13.49
0.22; 11.09
[0.14; 8.27]

0.18; 10.28
0.27; 70.55
[0.57; 137.53]
[0.51; 123.29]
[0.57; 134.55]

25%
2.5%
2.5%
25%
26%
2.5%
51%
5.4%
2.3%
26%
5.5%

[2.08; 8.80] 36.1%

21%
4.5%
4.9%
4.9%
4.9%

[1.38; 8.98] 21.4%

2.5%
25%
25%
5.0%
4.8%
4.5%

[0.92; 5.86] 21.8%

4.6%
24%
2.5%
2.5%
25%

4.26 [1.37; 13.25] 14.6%

2.85
1.49
0.92
1.62

3.38

Test for subgroup differences: x; = 1.90, df = 4 (p = 0.7%4ours intervention Favours placebo
Risk ratio for vomiting (intervention vs placebo)

[0.15; 52.43
[0.07; 29.72
[0.04; 21.72
[0.28; 9.26]

22%
21%
1.9%
6.2%

[2.19; 5.21] 100.0%

[215; 5.31]
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Intervention
Study arm Events Total
Drug = danuglipron

danu 40 mg qwt 5 62
danu 80 mg qwt 17 63
danu 120 mg qut 12 64
danu 160 mg qut 13 63
danu 200 mg qut 1 63
danu 120 mg q2wt 9 38
danu 160 mg q2wt 3 37
danu 200 mg q2wt 6 36
danu 80 mg qdwt 8 37
danu 140 mg q4wt 8 37
danu 200 mg q4wt 9 36

Random effects model 536
Heterogeneity: 1> = 0%, 1° = 0, p = 0.9997

Drug = elecoglipron

Eleco 5 mg 4 32
Eleco 15 mg 13 49
Eleco 50 mg qdwt 15 50
Eleco 75 mg qiwt 17 49
Eleco 75 mg q2wt 1M1 49
Random effects model 229

Heterogeneity: 1> = 0%, 1* = 0, p = 0.7716.

Drug = orforglipron

orfo 12 mg q8wt 12 50
orfo 24 mg qlwt 19 53
orfo 36 mg q1wt 129
orfo 36 mg q3wt 4 29
orfo 45 mg q2wt (a) 5 31
orfo 45 mg q2wt (b) 10 30
Random effects model 222

Heterogeneity: 1> = 0%, 1° = 0, p = 0.6645

Drug = lotiglipron
Loti 80 mg qdwt 10 66
Loti 140 mg qdwt 10 64
Loti 200 mg (5-step) qdwt 16 65
Loti 200 mg (4-step) qdwt 17 66
Loti 260 mg qdwt 17 64
Random effects model 325
Heterogeneity: 1> = 0%, 1° = 0, p = 0.6569

Random effects model 1312

Heterogeneity: 1 = 0.0%, t* = 0, p = 0.9947
Test for overall effect: z = 1.39 (p = 0.1643)
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Events Total
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0.50
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4.70
323
0.28
1.10
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267
1.7

0.66
0.68
1.60
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1.59
1.06

1.2

S

Risk ratio for diarrhea (intervention vs placebo)

Test for subgroup differences: x3 = 2.61, df = 3 (p = 0.4566)

95% Cl Weight

[0.10; 27.87]
[0.37; 16.11]
[0.25; 11.48]
[0.27; 12.54]
[0.23; 10.76]
[0.31; 14.74]
[0.09; 6.22]
[0.19; 9.59]
[0.19; 45.00]
[0.19; 45.00]
[0.26; 11.71]
[0.93; 3.28]

[0.66; 1.62]

[0.30; 72.86]
[0.49; 21.20]
[0.02; 3.94]

[0.40; 17.86]
[0.72; 4.09]

[0.21; 2.06]
[0.22; 2.13)
[0.42; 6.13]
[0.44; 6.39)
[0.42; 6.02)
[0.61; 1.86]

1.1%
2.3%
2.3%
2.3%
2.3%
2.2%
1.8%
21%
1.1%
1.1%
2.3%
20.9%

5.3%
8.9%
9.3%
9.6%
8.3%
41.4%

1.1%
2.4%
1.2%
2.0%
21%
2.3%
11.0%

6.4%
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4.6%
4.6%
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26.7%

[0.92; 1.64] 100.0%
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Intervention Placebo

Study arm Events Total Events Total Risk Ratio RR

Drug = danuglipron

danu 40 mg qwt 8 62 0o 9 258
danu 80 mg qwt 10 63 0o 9 314
danu 120 mg qwt 7 64 0o 9 221
danu 160 mg qwt 12 63 0 9 3.74
danu 200 mg qwt 9 63 0o 9 284
danu 120 mg g2wt 5 38 1 9 118
danu 160 mg g2wt 6 37 1 9 1.46
danu 200 mg g2wt 7 36 1 8 1.56
danu 80 mg 4wt 2 37 0o 6 0.87
danu 140 mg gdwt 5 37 1 6 0.81
danu 200 mg gdwt 5 36 1 7 0.97
Random effects model 536 920 153
Heterogeneity: /> = 0%, t* = 0, p = 0.9972
Drug = elecoglipron
Eleco 5 mg 4 32 1 16 2.00
Eleco 15 mg 13 49 1 16 424
Eleco 50 mg qdwt 21 50 1 16 6.72
Eleco 75 mg q1wt 20 49 1 16 6.53
Eleco 75 mg q2wt 10 49 1 17 3.47
Random effects model 229 81 4.31
Heterogeneity: /2 = 0%, * = 0, p = 0.9189
Drug = orforglipron
orfo 12 mg g8wt 12 50 0 9 4.70
orfo 24 mg qiwt 17 53 0 9 6.21
orfo 36 mg qlwt 8 29 0o 8 490
orfo 36 mg q3wt 7 29 1 8 193
orfo 45 mg q2wt (a) 6 31 1 8 155
orfo 45 mg q2wt (b) 4 30 1 8 1.07
Random effects model 222 50 230
Heterogeneity: /> = 0%, ¥ = 0, p = 0.8773
Drug = lotiglipron
Loti 80 mg gdwt 14 66 1 13 276
Loti 140 mg qdwt 15 64 1 13 3.05
Loti 200 mg (5-step) q4wt 15 65 1 13 3.00
Loti 200 mg (4-step) qwt 23 66 1 13 453
Loti 260 mg q4wt 17 64 1 12 3.19
Random effects model 325 64 - 3.26
Heterogeneity: /> = 0%, t* = 0, p = 0.9972
Random effects model 1312 285 < 248
—TtT 1
0.1 051 2 10

Heterogeneity: /2 = 0.0%, = 0, p = 0.9995 Favours intervention

Test for overall effect: z = 4.29 (p < 0.0001)
Test for subgroup differences: 3 = 3.76, df = 3 (p = 0.2880)

Favours placebo

Risk ratio for constipation (intervention vs placebo)

95% Cl Weight

[0.16; 41.21]
[0.20; 49.34]
[0.14; 35.63]
[0.24; 58.11]
[0.18; 44.95]
[0-16; 8.93]
0.20; 10.65]
[0.22; 10.94]
[0.05; 16.07]
[0-11; 5.79]
[0.13; 7.10]
[0.76; 3.07]

[0.24; 16.46]
[0.60; 29.96]
[0.98; 46.09]
[0.95; 44.88]
[0.48; 25.13]
[1.78; 10.42]

0.30; 72.86]
[0.41;94.83]
[0.31; 76.49]
0.28; 13.49)
[0.22; 11.09]
[0-14; 8.27]
[0.91; 5.81]

[0.40; 19.18]
[0.44; 21.08]
[0.43;20.77)
[0.67; 30.65]
[0.47; 21.75]
11.38; 7.72]

2.2%
2.3%
2.2%
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4.2%
4.3%
4.5%
2.0%
4.4%
4.3%
35.1%

3.9%
4.5%
4.6%
4.6%
4.4%
22.0%

2.3%
2.3%
2.3%
4.5%
4.4%
4.1%
19.9%

4.6%
4.6%
4.6%
4.7%
4.6%
23.1%

[1.64; 3.75] 100.0%
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Intervention
Study Events Total
sg = Danuglipron
danu 40 mg qwt 6 62
danu 80 mg qwt 11 63
danu 120 mg qwt 5 64
danu 160 mg qwt 13 63
danu 200 mg qwt 13 63
danu 120 mg g2wt 5 38
danu 160 mg g2wt 2 37
danu 200 mg g2wt 4 36
danu 80 mg g4wt 5 37
danu 140 mg g4wt 3 37
danu 200 mg g4wt 7 36

Random effects model 536
Heterogeneity: 12 = 0%, +* =0, p = 0.9531

sg = Elecoglipron

Eleco 5 mg 3 32
Eleco 15 mg 10 49
Eleco 50 mg g4wt 8 50
Eleco 75 mg glwt 7 49
Eleco 75 mg g2wt 9 49

Random effects model 229
Heterogeneity: 12 = 0%, = 0, p = 0.9709

sg = Orforglipron

orfo 12 mg q8wt 8 50
orfo 24 mg q1wt 4 53
orfo 36 mg q1wt 1 29
orfo 36 mg q3wt 1 29
arfo 45 mg q2wt (a) 3 31
orfo 45 mg q2wt (b) 2 30

Random effects model 222
Heterogeneity: 12 = 0%, +* = 0, p = 0.8591

sg = Lotiglipron

Loti 80 mg qdwt 2 66
Loti 140 mg gdwt 6 64
Loti 200 mg (5-step) q4wt 9 65
Loti 200 mg (4-step) q4wt 4 66
Loti 260 mg gdwt 6 64

Random effects model 325
Heterogeneity: /2 = 0%, t2 = 0, p = 0.7575

sg = Aleniglipron

aleni 45 mg 0 45
aleni 90 mg 1 65
aleni 120 mg 1 63
Random effects model 173

Heterogeneity: 12 = 0%, 12 = 0, p = 0.9891

Random effects model 1485
Prediction interval

Heterogeneity: /” = 0.0%, ¢ = 0, p = 0.9958
Test for overall effect: z = 1.87 (p = 0.0608)
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Events Total
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Intervention Placebo
Study arm Events Total Events Total Risk Ratio

Drug = danuglipron

danu 40 mg qwt 7 62 0 9
danu 80 mg qwt 8 63 0 9
danu 120 mg qut 8 64 0 9
danu 160 mg qut 3 63 0 9
danu 200 mg qut 10 63 0 9
danu 120 mg q2wt 10 38 0 9
danu 160 mg q2wt 4 37 0 9
danu 200 mg q2wt 6 36 0o 8
danu 80 mg qdwt 2 37 [
danu 140 mg q4wt 2 37 [
danu 200 mg q4wt 8 36 17

Random effects model 536 920
Heterogeneity: 1> = 0%, 1° = 0, p = 0.9985

Drug = elecoglipron

Eleco 5 mg 132 0 16
Eleco 15 mg 5 49 0 16
Eleco 50 mg qdwt 6 50 0 16
Eleco 75 mg qiwt 5 49 116
Eleco 75 mg q2wt 6 49 17

Random effects model 229 81
Heterogeneity: 1> = 0%, 1° = 0, p = 0.9768

Drug = orforglipron

orfo 12 mg q8wt 4 50 19
orfo 24 mg qlwt 5 53 0 9
orfo 36 mg q1wt 3 29 0o 8
orfo 36 mg q3wt 4 29 0o 8
orfo 45 mg q2wt (a) 4 3 0o 8
orfo 45 mg q2wt (b) 2 30 0o 8

Random effects model 222 50
Heterogeneity: 1 = 0%, 1° = 0, p = 0.9761

Drug = lotiglipron

Loti 80 mg qdwt 1 66 113
Loti 140 mg qdwt 10 64 0o 13
Loti 200 mg (5-step) qdwt 6 65 0o 13
Loti 200 mg (4-step) qdwt 5 66 0o 13
Loti 260 mg qdwt 13 64 0o 12
Random effects model 325 64
Heterogeneity: 1= 0%, 1° = 0, p = 0.4581

Random effects model 1312 285

——
0.1 051 2 10

Favours intervention  Favours placebo

o 00% 2= 0.p =
Heterogeneity: °=0.0%, v* =0, p = 0.9999 Risk ratio for GERD (intervention vs placebo)

Test for overall effect: z = 2.50 (p = 0.0124)
Test for subgroup differences: x3 = 0.26, df = 3 (p = 0.9674)
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Intervention
Study arm Events Total
Drug = danuglipron

danu 40 mg qwt 6 62
danu 80 mg qwt 1 63
danu 120 mg qut 1 64
danu 160 mg qut 1 63
danu 200 mg qut 7 63
danu 120 mg q2wt 3 38
danu 160 mg q2wt 6 37
danu 200 mg q2wt 6 36
danu 80 mg qdwt 5 37
danu 140 mg q4wt 3 37
danu 200 mg q4wt 4 3

Random effects model 536
Heterogeneity: 1> = 0%, 1° = 0, p = 0.9990

Drug = elecoglipron

Eleco 5 mg 3 32
Eleco 15 mg 6 49
Eleco 50 mg qdwt 14 50
Eleco 75 mg qiwt 15 49
Eleco 75 mg q2wt 8 49
Random effects model 229

Heterogeneity: 1> = 0%, 1° = 0, p = 0.6849

Drug = orforglipron

orfo 12 mg q8wt 4 50
orfo 24 mg qlwt 8 53
orfo 36 mg q1wt 3 29
orfo 36 mg q3wt 2 29
orfo 45 mg q2wt (a) 4 3
orfo 45 mg q2wt (b) 2 30

Random effects model 222
Heterogeneity: 1= 0%, t* = 0, p = 0.9921

Drug = lotiglipron

Loti 80 mg gdwt 7 66
Loti 140 mg qdwt 4 64
Loti 200 mg (5-step) q4wt 7 65
Loti 200 mg (4-step) q4wt 9 66
Loti 260 mg qdwt 5 64

Random effects model 325
Heterogeneity: 1> = 0%, 1° = 0, p = 0.9845

Random effects model 1312

Heterogeneity: 1 = 0.0%, t* = 0, p = 1.0000
Test for overall effect: z = 0.72 (p = 0.4699)

Test for subgroup differences: x3 = 0.58, df = 3 (p = 0.9021)
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Heterogeneity: /* = 0.0%, ©*

=0,p =0.9847

Test for overall effect: 2 = -7.11 (p < 0.0001)
Test for subgroup differences: 3 = 5.72, df = 2 (p = 0.0572)

Total

723
724
728
2399

2933

Mean

-5.70
-5.70
-5.70
-5.70
-5.70
-5.70
-5.70
-5.70

2.40

2.40

2.40

-1.70
-1.70
-1.70
-1.70
-1.70

-4.40
-4.40
-4.40
-4.40
-4.40
-4.40
0.40
0.40
0.40

Placebo
sD

27.4000
27.4000
27.4000
27.4000
27.4000
27.4000
27.4000
27.4000
30.8000
30.8000
30.8000

16.9000
16.9000
16.9000
16.9000
16.9000

9.6200
9.6200
9.6200
9.6200
10.2000
10.2000
21.3300
21.3300
21.3300

Total

FNE N R R Y

16
16
16
16
17
81

©o®o o

©

316
316
316
998

1135

Mean Difference

T 1
0 20 40

Favours intervention  Favours placebo
Mean difference in % AST change

MD

-7.80
-4.40
8.70
8.30
0.60
-3.40
3.20
-6.70
-5.70
8.20
-13.00
-1.37

0.00
-1.90
-1.80
-3.70
-1.30
-1.75

-4.90
-3.10
-8.00
-0.60
-3.30
-6.60
-6.20
-6.20
-8.00
-6.38

-5.48

95% Cl Weight

[-31.45; 15.85]
[-28.13; 19.33]

[-20.28; 36.88]
[-23.21; 24.41)

[-42.31; 30.91]
[-31.07; 47.47)
[-44.03; 18.03]
[-9.57; 6.84]

[-8.60; 8.60]
[10.64; 6.84]
[10.26; 6.66]
[12.20; 4.80]
[-9.75; 7.15]
[-5.57; 2.08]

[-14.05; 4.25]
[12.25; 6.05]
[18.29; 2.29]
[-11.81; 10.61]
[14.20; 7.60]
[16.74; 3.54]
[-9.39;-3.01)
[-9.26;-3.14]
[-11.33;-4.67]
[-8.05; -4.70]

0.4%
0.4%
0.3%
0.3%
0.4%
0.4%
0.4%
0.3%
0.2%
0.1%
0.2%
3.4%

31%
3.0%
3.2%
3.2%
3.2%
15.6%

2.7%
2.7%
2.2%
1.8%
1.9%
2.2%
22.4%
24.4%
20.6%
81.0%

[-6.99; -3.97] 100.0%




