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Scientific Advisory Boards

* Lumen Bioscience
* Gl Dynamics
* Gila Therapeutics

* Endogenex



Metabolic surgery
promotes more weight

loss than ESG does




Metabolic surgery
promotes more weight

loss than ESG does,

especially long-term




Weight Loss After ESG
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Weight Loss Wanes Substantially Over Time After ESG
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Weight-Independent Anti-Diabetes Mechanisms of Metabolic Surgery
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Lowering Blood Sugar Levels SGLT-1 & Na*

Other unknown mechanisms?



Plasma GLP-1 Increases After RYGB in Humans
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Metabolic surgery

increases GLP-1 secretion




Metabolic surgery
increases GLP-1 secretion,

but ESG does not




To better approximate
metabolic surgery,

it’s logical to add GLP-1

receptor agonists to ESG




Weight Loss with ESG +/- GLP-1 Receptor Agonists

BEGR/GLP-1RA BEGR Alone Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
1.1.1 ESG . .
Badurdeen2021 2472 212 26 2051 1.68 26 28.0% 4.21[3.17,5.25] Liraglutide =
Gala 2024 16.3 7.8397 43 17.2 7.6255 802 24.0% -0.90[-3.30, 1.50] Real-world OMM —=—
Hoff 2022 2521 214 29 1865 144 29 28.2%  6.56[5.62, 7.50] Semaglutide -
Subtotal (95% CI) 98 857 80.2%  3.51[0.38, 6.64] i

Heterogeneity: Tau’ = 7.03; Chi’ = 36.00, df = 2 (P < 0.00001); I* = 94%
Test for overall effect: Z = 2.20 (P = 0.03)

1.1.2 POSE
Jirapinyo 2024 18.2 6.6 18 9.6 33 12 19.8% 8.60(5.02, 12.18] —_—r
Subtotal (95% Cl) 18 12 19.8% 8.60[5.02,12.18] B

Heterogeneity: Not applicable
Test for overall effect: Z = 4.71 (P < 0.00001)

Total (95% CI) 116 869 100.0%  4.51[1.72,7.31] |’
' é I

Heterogeneity: Tau’ = 6.99; Chi’ = 39.75, df = 3 (P < 0.00001); I* = 92% - _,m 4
Test for overall effect: Z = 3.16 (P = 0.002) Yo TWL -10 5 0 10
Test for subaroup differences: Chi* = 4.41, df = 1 (P = 0.04), ' = 77.3% Favors Favors

ESG Alone |ESG + GLP-1
n =985
Fadi Diab A, et al.
Obes Surg (August 2025)



When to Start OMMs with ESG?

* OMMs started from 1-6 mo after ESG
In published studies

* Better weight-loss outcomes when
OMNMs started at weight nadir after
metabolic surgery than after weight
regain (might help explain Gala et al.)

* But: worry about Gl side effects if
GLP-1 meds started too early after ESG



Summary

* OMMs augment weight loss after ESG

* GLP-1 agonists make particular sense

* Timing of when best to start OMMs

relative to ESG is unknown
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Thank you
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