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STEP 1: Semaglutide vs. Placebo — No Diabetes
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STEP 1: Semaglutide vs. Placebo — No Diabetes
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SURMOUNT-1: Tirzepatide vs. Placebo — No Diabetes
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Tirzepatide vs. Placebo — No Diabetes

SURMOUNT-1

Percentage of Participants Achieving Body Weight Reductions Targets
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Weekly Tirzepatide vs. Placebo
SURMOUNT-1: >3-Year Extension — Only People with Pre-DM (41%)
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Percent of Participants Reaching
Weight Reduction Thresholds
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TRIUMPH-1: Retatrutide vs. Placebo — No Diabetes
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TRIUMPH-1: Percent of Participants Reaching
Weight Reduction Thresholds with Retatrutide at Week 80
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Variability in Weight Loss with Tirzepatide
From SURMOUNT-1 Supplementary Appendix
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Variability in Weight Loss with Tirzepatide
From SURMOUNT-1 Supplementary Appendix

Tirzepatide 15 mg (n=571

Some people gain weight even on the highest dose of tirzepatide!
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All obesity therapies exhibit wide patient-to-patient variability
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Article

Genetic predictors of GLP1receptor agonist
weightloss and side effects

Qiaojuan Jane Su', James R. Ashenhurst', Wanwan Xu', Vinh Tran', R. Ryanne Wu',
Catherine H. Weldon', Jingchunzi Shi', Barry Hicks', 23andMe Research Team?*,
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Nature 653:770 (June 2026)



Genetic Variants in GLP-1 Receptor

Associated with Greater Weight Loss on GLP-1 Agonists
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associated with greater

weight loss on incretin mimetics,
with a dose-dependent effect

by allele number.

N = 27 885 Su QJ, et al.
- eh Nature 653:770 (2026)



Genetic Variants in GLP-1 Receptor

Associated with Greater Weight Loss on GLP-1 Agonists
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Genetic Variants in GLP-1 Receptor

Associated with Greater Weight Loss on GLP-1 Agonists
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Genetic Variants in GLP-1 Receptor

Associated with Greater Weight Loss on GLP-1 Agonists
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Popuiabon

Genetic Variants in GLP-1 & GIP Receptors

Associated with More Side Effects on Incretin Mimetics
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Genetic Variants in GLP-1 & GIP Receptors

Associated with More Side Effects on Incretin Mimetics
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Weight Reduction Over 104 Weeks With Retatrutide

TRIUMPH-1 Extension
All Addendum Participants
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Participants in the extension lost up to an average of 30% of their initial weight at 104 weeks
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