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Is Not Just “Weight”

Clinical obesity is a multifaceted complex disease with signs, symptoms and
complications
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Long-term significant WL (Sjostrom L,JAMA,2012)

Physiologic mechanisms (Cummings D, D Care 2006)

Durable T2D remission (glucocentric endpoint(courcoulas A,3aMA 2024)
Renoprotective (Cohen Ry, Lancet EC,2022)

Decrease CV risk factors (Sjostrom L,JAMA,2012)

Decrease CV events and mortality (Aminian A, JAMA,2019)

Safe (Arterburn D, JAMA 2022)
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Heterogeneity of response to weight loss interventions

Lifestyle intervention

Endoscopic intervention Surgery
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There is no magic bullet
for obesity

Ildiko Lingvay, Priya Sumithran,
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Lancet DE, July 2023

There is no magic bullet
for obesity

Treating obesity has wide-ranging
benefits on health and wellbeing.*
Advances in medications for obesity
have sparked interest, and excessive
unregulated media attention has
driven unprecedented demand for
these new agents. However, the media
coverage risks propagating the view
that there is a magic bullet treatment
for obesity.

Obesity is a chronic and relapsing
condition with a complex multifactorial
pathophysiology that spans
genetics, metabolic maladaptation,
neuroendocrine abnormalities,
and major shifts in lifestyle, food
composition, and societal inequities.
An effective approach to obesity
treatment must be multifactorial,
individualised, and adaptable over
time. The treatment will often
require a combination of modalities
and long-term therapy, akin to the
accepted approach for other chronic
diseases. The new medications will
neither cure obesity nor render other
approaches obsolete, including lifestyle
interventions and metabolic surgery.

Although the latest generation of
medications for obesity shows average
results of 15-20% body weight loss
per patient, seemingly even without
major lifestyle interventions,” a few
points are worth noting. First, weight
loss observed in clinical trials using
any obesity treatment has a Gaussian
distribution, and up to 20% of
participants do not experience clinicaly
significant weight loss. Additionally,
up to 10% of patients will struggle
to tolerate the side effects from the
medications.? Second, even people
who meet the treatment goals with
obesity pharmacotherapy might
decide to explore metabolic surgery for
long-term maintenance of weight loss
and health gains. Third, the benefits
of obesity medications cease if the
medications are stopped.? Fourth,
regardless of the weight loss method
or its effect on bodyweight, a healthy

lifestyle remains the cornerstone of
optimising health.

Lifestyle interventions also are a valid
and independent obesity management
strategy. For up to 20% of patients,
optimising nutritional quality, eating
habits, eradicating maladaptive
behaviours, and incorporating physical
activity will successfully sustain weight
loss and health gains.

Metabolic surgery also remains an
effective therapy for obesity, reducing
cardiovascular events, microvascular
complications, some types of cancer,
and all-cause deaths. As obesity is
progressive, 10-20% of patients
might regain a substantial amount of
weight after surgery, often resulting
in suboptimal control or relapses of
the health issues related to obesity,
and necessitate additional weight loss
interventions (eg, use of medications).
The inverse is also likely to be true for
pharmacotherapy.

Combining surgical and medical
approaches is standard practice in
chronic disease management (eg,
coronary disease). In oncology,
a range of adjunctive treatments
(eg, chemotherapy, radiotherapy,
or immunotherapy) might be used
in addition to surgery to improve
outcomes. Likewise, in the treatment
of type 2 diabetes and obesity,
a combination of metabolic surgery and
medications is associated with excellent
glycaemic control, weight loss, and
even reversal of diabetic complications.
Patients with advanced forms of obesity
often have suboptimal responses
to lifestyle, medical, or surgical
interventions alone; thus, combination
treatment might be necessary.

A chronic multifactorial disease
requires an approach that is long term,
multifactorial, flexible over time, and
tailored to the individual. We should
not promote one form of treatment
by dismissing the other options. We
need to combine our efforts and use
the right tools, at the right time, and
for the right person to achieve optimal
care and maximise health benefits for
our patients.

www.thelancet.com/diabetes-endocrinology Vol11 August2023
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DECISIONS ARE AS IMPORTANT
AS INCISIONS

BEST OUTCOMES



> In the GLP-1 era, the question
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Obesity Care in the GLP-1Era

medications

Lifestyle / Behavioral Care

— > The standard of care

ar + Adjunct
$° Pharmacotherapy

SR ¢

becomes sequencing and
combination

YEARS

Lifestyle / Behavioral Care I;’ilarmacéf/ﬁéﬁé"“ | Metabolic / Uclrtfmr[@;ém:{:@y J > M u Iti m O d al tre atm e nt i s h e re

to stay



["OBESITY |
CARE CENTER

PHARMACO- BARIATRIC
THERAPY | | ENDOSCOPY || “oy;pGERY

LIFESTYLE INTERVENTIONS

INTERNATIONAL FEDERATION FOR THE
SURGERY AND OTHER THERAPIES FOR
OBESITY



Metabolic surgery
&
Pharmacotherapy




Obesity Surgery
https://doi.org/10.1007/511695-020-04934-1

FIFSS

BRIEF COMMUNICATION

Bariatric Surgery: There Is a Room for Improvement to Reduce

Mortality in Patients with Type 2 Diabetes
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JAMA | Original Investigation

Long-Term Outcomes of Medical Management vs Bariatric Surgery
in Type 2 Diabetes

Anita P. Courcoulas, MD; Mary Elizabeth Patti, MD: Bo Hu, PhD; David E. Arterburn, MD; Donald C. Simonson, MD, 5cD:;
William F. Gourash, PhD; John M. Jakicic, PhD; Ashley H. Vernon, MD; Gerald J. Beck, PhD; Philip R. Schauer, MD;
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Addition of pharmacotherapy

Figure 3. Diabetes Remission
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PUBLISHED EVIDENCE

The Foundation: IFSO's International Consensus

BJS, 2024, znae283
: https://doi.org/10.1093/bjs/znae283
@ Collaborative Research Collaborative Research Proceedings
OXFORD

MOST DOWNLOADED PAPER International consensus position statement on the role
of obesity management medications in the context

of metabolic bariatric surgery: expert guideline by

the International Federation for the Surgery of Obesity
and Metabolic Disorders (IFSO)

British Journal of Surgery — 2025

Reflects the scale of clinical demand for clear

gu idance on combinin g OMMs with metabolic Ricardo V. Cohen* (), Luca Busetto? (&), Randy Levinson?, Carel W. Le Roux*, Paulina Salminen®* (¥) and Gerhard Prager’ on behalf
of the experts of the International Consensus on the Role of Obesity Management Medications in the Context of Metabolic Bariatric
bariatric surgery. Surgery

Cohen RV, Busetto L, Levinson R, Le Roux CW, Salminen P, Prager G — BJS 2024,;znae283

International Federation for the Surgery of Obesity and Other Therapies for Obesity (IFSO)



Preoperative WL
may influence
perioperative
outcomes

IFSO CONSENSUS 2024 - BEFORE SURGERY

OMMs Before MBS: Controversial Data

There is insufficient high-level evidence to recommend the routine use of OMMs for weight

loss before MBS.

IFSO CONSENSUS GRADE

o |Open

e re—y—
Assoclation of Preoperative Body Weight and Weight Loss
With Risk of Death After Bariatric Surgery

Preoperative weight loss is linked to improved mortality and leaks

following elective bariatric surgery: an analysis of 548,507 patients
from 2015-2018

¥ T. Dang, M.D.
. MPH

Cohen RV et al, BJS, 2024 - 100% consensus, 2 rounds, 37 votes

Preoperative Weight Loss as a Predictor of Bariatric
Surgery Postoperative Weight Loss and Complications

Jamil 5. Samaan - Jasmine Zhao? - Elaine Qian? - Angelica Hernandez? - Omar Toubat? - Evan T. Alicuben? -
Yousaf Malik? - Kulmeet Sandhu? - Adrian Dok Isky? - Kamran S 2

Journal of Gastrointestinal Surgery26.1 (2022): 86-93.

Preoperative WL
does not influence
perioperative
outcomes and
delays the
operation

Preoperative weight loss: is waiting longer before bariatric
surgery more effective?
Victor Eng, B.S.", Luis Garcia. M.S.", Habib Khoury, BS.",
John Morton, M.D.. MPH.", Dan Azagury. M.D.

Surgery for Obesity and Related Diseases 15 (2019) 951-957

RESEARCH LETTER

Neoadjuvant Semaglutide, Bariatric Surgery
Weight Loss, and Overall Outcomes

JAMA Surgery Published online March 5, 2025

[B] surgicat and medical TWL

Vasundhara Mathur, MD
Katherine Wasden, BA
Thomas H. Shin, MD, PhD
Pourya Medhati, MD
Abdelrahman A. Nimeri, M
Ali Tavakkoli, MD

Eric G. Sheu, MD, PhD

pecol 3 3 Neoadjuvant semaglutide:
n A= ° ¥ No WL benefits
; - v No greater intraop safety
10

244wk , 3 3 9 12
Preoperative semaglutide Postoperative time, mo
‘administration

v Surgical weight loss was significantly
lower in patients treated with
neoadjuvant semaglutide



IFSO CONSENSUS 2024 - AFTER SURGERY

OMMs After MBS: When to Start

Treatment with OMMs after MBS should generally be withheld until the weight plateau is
reached — unless there is a compelling clinical need for earlier initiation.

@ IFSO CONSENSUS GRADE

RATIONALE

@ Letspatients and physicians see the full effect of surgery before adding pharmacotherapy

EXCEPTION

. BMI > 60 kg/m? — early initiation at 2-3 months postop

IFSO Consensus 2024 - Cohen RV et al, BJS, 2024 - 100% consensus, 3 rounds, 33 votes



IFSO CONSENSUS 2024 - AFTER SURGERY

OMMs After MBS: A Comparable Response

Emerging evidence indicates that the weight loss induced by OMMs is similar among people
who have or have not undergone MBS.

@ IFSO CONSENSUS GRADE

GRAVITAS- Liraglutide T2D, after SG and RYGB BARI-OPTIMISE — Liraglutide 3.0 mg after MBS

Postoperative pharmacotherapy augments surgical weight loss
FINDINGS
Liraglutide, 3.0 mg once daily, resulted in a significantly greater
G RAVITAS StUdy reduction in body weight from baseline to week 24 compared with
Liraglutide after Gastric Bypass in T2D placebo
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' Miras AD et al., Lancet Diabetes Endocrinol 2019

Mean difference: -8.0%: 95% Cl, -10.4 to -5.7; P <.001
Cohen RV et al, BJS, 2024 - 100% consensus, 2 rounds, 36 votes



nature medicine

Article https://doi.org/10.1038/s41591-026-04416-4  online 22 May 2026

Semaglutide versus placebo in individuals with poor
weight loss after bariatric surgery: a double-blinded,
randomized, placebo-controlled trial

Population: Post-MBS patients with weight regain or suboptimal
weight loss (lost less than 20% of body weight since surgery)

\h 78.6% sleeve gastrectomy
& ) (55/70 participants)
ANVG

Semaglutide 2.4 mg (34 patients) vs placebo (29 patients) for 68
weeks, with adjunctive lifestyle therapy

Mild side effects (Gl symptoms); no treatment-related deaths
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Weight change at week 68

+0,4%
-18,0%
Semaglutide Placebo
24 mg

Adjusted difference: -19.1% (95% CI -23.4 to -14.8)
P < 0.001
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IFSO CONSENSUS 2024 - AFTER SURGERY

OMMs After MBS: Before Revisional Surgery

For patients with recurrent weight gain, treatment with available OMMs should be

considered prior to revisional surgery.

° IFSO CONSENSUS GRADE

@ Revisional MBS carries higher morbidity, with no robust data
on outcomes

® OMMs offeran excellent safety profile and proven efficacy

IFSO Consensus 2024 - Cohen RV et al, BJS, 2024 - 92% consensus, 1 round, 38 votes

META-ANALYSIS - CERTAINTY OF EVIDENCE

Bastos EL et al. — Weight Loss After Revisional Bariatric Surgery, Obesity Surgery, 2024

BMI
%EWL
%EBMIL

%TWL

23 studies - 1,602 patients
18 studies - 1,031 patients
7 studies - 350 patients

16 studies - 888 patients

VERY LOW CERTAINTY

VERY LOW CERTAINTY

VERY LOW CERTAINTY

VERY LOW CERTAINTY



IFSO CONSENSUS 2024 - AFTER SURGERY

OMMs After MBS: Side-Effect Profile

When used after MBS, there appears to be no increased incidence of side effects of OMMs
compared to non-surgical cohorts.

IFSO CONSENSUS GRADE
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Glucagon-Like Peptide-1 Receptor Agonists for the Treatment

off Suboptimal Initial Clinical Response and Weight Gain Recurrence

After Bariatric Surgery: a Systematic Review and Meta-analysis

Yuntao Nie' - Yiran Zhang? - Baoyin Liu' - Hua Meng'
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Comparative Cost-Effectiveness of Obesity Treatments

>$420,000/QALY

woneY Drugs & Medications  (ClaED)
Novo to cut Ozempic and Wegovy
prices amid intense competition
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Lawsuits against Ozempic and other GLP-1 drugs urge consumer caution
Whoged G151 e

Bariatric surgery is not sexy anymore, but is cheap

$45,000/QALY

Pharmacotherapy (GLP—lj

Bariatric Surgery

Chen, 2023;Kelly,2023;Chousboe,2024; ;Abbudayeh 2024 ;Hwang,2025
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The Death of Julius Caesar (1806) by Vincenzo Camuccini in the National Museum of Capodimonte, in Naples



REAL-WORLD DATA « ONE-YEAR OUTCOMES

At 1 year, surgery was associated with greater weight loss

Real-world data among adults with

29,8% obesity showed roughly 3x greater
20.4% welg_ht If)ss with surgery than with
medication.
7,2% %1% 4-1x 2.7x
bypass vs sleeve vs
semaglutide tirzepatide
Gastric bypass Sleeve gastrectomy Semaglutide Tirzepatide

S Brown A, et al. Obesity. 2026. doi:10.1002/0by.70246.



- of modern pharmacotherapy

I v Advancements in CV medications
~ "and PCI did not kill CABG

—

\dvancements in chemo, radio and

notherapy did not kill cancer
‘ry

Itifactorial disease, no magic

2026

2025

2024 "\

2023



Candidates in
the new
obesity

treatment
era

Pts preference

Extreme Obesity BMI > 50(still no
data on OMMs)

Suboptimal response to med tx

Intolerance to pharmacotherapy
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Contraindications to
medicines




International Federation for the Surgery of Obesity

Lancet Diabetes Endocrinol 2(

statement on metabolic bariatric surgery after Published Online
. . . o . ly 22,
pharmacotherapy-induced weight loss in clinical obesity bt o ora 101016

$2213-8587(25)00198-6

“Ricardo V Cohen, Gerhard Prager, Carel W le Roux,
ldiko Lingvay, Paulina Salminen
ricardo.cohen@haoc.com.br

Pres Ol Early versus delayed MBS
4— Initiation of OMM after OMM discontinuation

Good outcomes, however:

Discontinuation of OMM
Lack of access
Weight nadir

on OMM \

Long-term side effects
Cost of continued Tx
“I don’t want it anymore

Weight

Weight trajectory before OMM treatment
—— Weight trajectory during OMM treatment
Weight trajectory after OMM discontinuation
- Weight trajectory after MBS
[ Disease burden associated with delayed MBS

Time




Obesity treatment TODAY

Oncology model
What would an oncologist do ?

> Access to full spectrum of therapy

Reoperative therapy

Adjuvant therapy

Combination therapy, when needed

Surgical treatment

Adapted from Lingvay |, Cohen R, Lancet 2024

Obesity Management

Medications
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