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NEW THERAPEUTIC PARADIGM

THE GUT IS A
DISEASE-MODIFYING
TARGET

Intervening in gut biology can reshape the systemic
drivers of metabolic disease—not simply manage
downstream consequences.
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Endoscopic Sleeve Gastroplasty

2

Abu Dayyeh and Gostout GIE 2013 Sep;78(3):530-5
Abu Dayyeh BK, et al. Clin Gastroenterol Hepatol. 2017 Jan;15(1):37-43

EMAYO
2010

©2026 Mayo Foundation for Medical Education and Research | slide-6



Original research
Effect of endoscopic sleeve gastroplasty on gastric
emptying, motility and hormones: a comparative

prospective study

Eric J Vargas @, Monika Rizk,' Jacky Gomez-Villa," Phillip K Edwards,’ 7
Veeravich Jaruvongvanich,' Andrew C Storm," Andres Acosta @ ,' David Lake,”
Jeff Fidler,® Adil E Bharucha . Michael Camilleri ,! Barham K Abu Dayyeh
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STATE OF THE
EVIDENCE




New Authorizations + Landmark Publication

I@A_\ MARKET AUTHORIZATION

The FDA authorized for marketing the Apollo ESG & Revise Systems, the first FDA-authorized systems for endoscopic sleeve
gastroplasty, a minimally invasive procedure to facilitate weight loss. It is intended for adults with obesity (BMI 30-50 kg/m?)
who have not been able to lose weight or maintain weight loss through more conservative measures such as diet and exercise.

T H E L A N C E T Endoscopic sleeve gastroplasty for treatment of class 1and 2 > @ “» L)
obesity (MERIT): a prospective, multicentre, randomised o
trial

Barhom K Abw Dayyeh, Foteh Barerbachi, Eric | Wargos, Reern £ Shoraiho, Christopher C Thompson, Bradley C Thoemert, Andre F Teiveirg,
Christapher G Chapman, Vivek Eumbhari, Michoe! B Ujiki, feanette Abrens, Cowtney Day, the MERT Study Group, Monoel Galwas Neto,

Matam Zundel, Erik B Wikson
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Records identified through Records identified through Embase

MEDLINE search (n=2876) (n=139)

[ Included ][ Eligibility J [ Screening ] [Identiﬁcation J

v

Records after duplicates removed

(n=3015)
v

Records screened (n=3015)

!

Full-text articles assessed for

|

Studies included in
qualitative analysis (n=44)

v

Studies included in
quantitative synthesis (n=44)

Records excluded
(n=2915)

eligibility (n=100) >

Case reports = 22
Case series n<10=6
Technical description=3
Literature review =5
Suspected repeated data =11
MNon-Apollotechnique = 3
Abstractonly =1
No efficacy or safety data=5

Total = 56

N= 15,714 ESG in
Peer-Reviewed Literature
Pooled SAE rate of 1.25%
12 Months: %TBWL: 17.56% (SE 0.39, 4118 patients)
24 Months: TBWL: 15.2% (SE 0.93, 2123 patients)

36 Months: %TBWL: 14.07% (SE 0.39), 922 patients)
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EVIDENCE TIMELINE

Evidence base has matured from feasibility to longitudinal outcomes

2013 2022 2023

Concept / feasibility

MERIT RCT

Meta-analysis

Multicenterrandomized trial vs
lifestyle: 13.6% TBWL at 52 weeks;
104-week maintenance signal.

ESG described as endoscopic
alternative to surgical sleeve
gastrectomy.

35 studies / 7,525 patients: 15.4%
pooled TBWL over 2-5years.

Sources: IFSO 2024 (PMID: 39482444 ); The LANCET MERIT 2022 (PMID: 35908555) ;

2024 2026

IFSO review

6-year cohort

44 articles /15,714 ESG patients:
endorsed ESG in obesity
management.

1,377 patients: 14.4% TBWL at 6
years; low revision/mortality signal.

Fehervari 2023 (PMID10602997) ; Neto 2026 (PMID41703242)

©2026 Mayo Foundation for Medical Education and Research | slide-12



REIMBURSEMENT

END HERE
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Facility Procedure Code
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Facility Fee Schedule/Payment

Physician Procedure Code
(CPT)

Physician Fee Schedule
(Physician-driven RUC)
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GLP-1S ADVERSE EVENTS

nature medicine

Article https://doi.org/10.1038/s41591-024-03412-w
Mapping the effectiveness and risks of GLP-1
receptor agonists

« Study Design: VA databases to compare GLP-1RA
(n=215,970) with other diabetes treatments and usual
care across 175 health outcomes.

* Benefits: GLP-1RA use reduced risks of
neurocognitive disorders, cardiometabolic disorders,
infectious diseases, and respiratory conditions.

» Risks: Increased risks of Gl disorders, hypotension,
syncope, nephrolithiasis, and pancreatitis.

16
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GLP-1S DISCONTINUATION
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Time since initiation, y
No. at risk
Patients with type 2 diabetes 76524 36709 10774
Patients without type 2 diabetes 48950 15696 2750
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GLP-1S RESISTANCE

> Diabetologia. 2025 May 22. doi: 10.1007/s00125-025-06448-w. Online ahead of print.

Heterogeneity in response to GLP-1 receptor agonists

in type 2 diabetes in real-world clinical practice: 4,467 adults with type 2 diabetes starting GLP-1 receptor
insights from the DPV register - an IMI-SOPHIA agonist (GLP-1 RA) therapy
study

Martin Heni 1 2, Lisa Frithwald 3, Wolfram Karges 4, Michael Naudorf >, Kathrin Nieméller ©,
Frank Pagnia 7, Jorg Reindel 8 Jochen Seufert 2, Gisa Ufer 12, Christian Wagner m,

Reinhard W Holl 12 13, Nicole Prinz 12 13

Patient Response Groups at 6 Months

Response Group % of Patients
Both HbA1c & Weight Loss 14%
HbA1c Reduction Only 36%
Weight Loss Only 7%
Neither 43%

Median HbA1c Reduction (%)

=0.5%

>0.5%

<0.5%

<0.5%
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COMBINATION WITH MEDS

Obesity Pillars 11 {2024) 100112

: '. .'“. Ry, Contents lists available at ScienceDirect OBESITY ;
N piLLARS o
1

L ) Obesity Pillars 3

! ' il
sl 0y
cLSEVIER journal homeapage: www.journals.alsavier.com/obesity-pillars —'-'__—""
Outcomes of concomitant antiobesity medication use with endoscopic e

sleeve gastroplasty in clinical US settings
Khushboo Gala®, Wissam Ghusn °, Vitor Brunaldi ®, Christopher McGowan " Reem Z. Sharaiha®,

Daniel Maselli ", Brandon Vanderwel ‘E, Prashant Kedia ®, Michael Ujiki', Eric Wilson®,
Eric J. Vargas®, Andrew C. Storm°, Barham K. Abu Dayyeh™
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OUTCOMES OF CONCOMITANT ANTIOBESITY MEDICATION USE WITH
ENDOSCOPIC SLEEVE GASTROPLASTY IN CLINICAL US SETTINGS

Retrospective cohort .
study % TBWL by AOM class

W GTBWL
' AOM use:147 at24mo +

TBWC

No AOM use: 1359

7 centers in the Us  NOAOM: 15.4% £ 9.6
l I Ccenters in the AOM <6 mo from ESG: 10.4 + 10.8
AOM 6-12 mo from ESG: 14.8 + 10.1

- AOM >12 mo from ESG: 21.1 £ 10.0"

>
Follow up: 2 years
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INNOVATION &
NEW BOUNDARIES
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Metabolic Duodenopathy
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The pulsENDO System
by Endogenex



WEIGHT-DEPENDENT PATHWAY
ESG (Stomach Remodeling)
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Duodenal PEF (Duodenal Regeneration)

METABOLIC DUODENOPATHY REGENERATED DUODENUM
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Randomized controlled phase End randomized phase Open-label extension
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Time
— ESG — HAPC-ESG
0 1 a4 8 12 16 20 26 30 36 a2 48 52 104
ESG 0.0% 3.5% 8.3% 12.5% 14.5% 16.4% 18.5% 19.5% 21.8% 21.0% 20.1% 20.3% 19.5% 24.0%
(n=12) (n=12) (n=12) (n=12) (n=12) (n=12) (n=12) (n=12) (n=9) (n=9) (n=11) (n=9) (n=11) (n=9)
HAPC-ESG 0.0% 2.7% 7.6% 10.7% 13.7% 16.2% 16.9% 18.8% 19.8% 20.6% 21.9% 21.4% 21.4% 21.5%
(n=12) (n=12) (n=12) (n=11) (n=12) (n=11) (n=12) (n=12) (n=11) (n=12) (n=12) (n=12) (n=12) (n=7)

Table values show mean %TBWL and number evaluated at each time point. Error bars show standard error.
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