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Global trends of high BMI in adults: A Global
Health Priority

By 2030, over 2.9 billion adults are likely
to be living with high BMI

Figures 1.1 and 1.2: Percentages of men and women (aged 20+) living with high BMI,
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World Obesity Atlas 2025



Obesity is caused by a complex interplay of several
factors

Obesity System Map
Variable Clusters




Magnitude of Weight Loss vs CV outcomes

Look AHEAD Study

Figure 4a
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Primary outcome: composite of death from cardiovascular causes, non-fatal AMI, non-fatal stroke, or admission to hospital for angina.
Secondary outcome: primary + CABG, carotid endarterectomy, PCl, hospitalisation for CHF, PVD, or total mortality.
$Adjusted for sex, age, baseline weight, fitness, history of CVD, insulin use, diabetes duration, smoking status, LDL, blood pressure
*P< 0.05

Gregg Lancet Diab Endocrinol 2016



BMI opens the door—but it does not define the disease

The clinical decision and the access decision are related—but they are not the same

CLINICAL DECISION ACCESS DECISION

Who needs treatment? Who gains access?

Regulatory indication

Payer eligibility criteria

Frequently BMI =30 kg/m?

Or BMI >27 kg/m? with a weight-related complication

Excess adiposity and its distribution

Medical, functional or psychological impairment
Current complications and future risk

Individual therapeutic goals

Measure BMI ¢ Confirm adiposity ¢ Stage health impact e Treat to target

Rubino et al., Lancet Diabetes Endocrinol 2025 | Busetto et al., Nat Med 2024 | ADA Obesity Standards 2026



In the past...
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Next-generation incretins lead in weight-loss efficacy

Network meta-analysis of adults with overweight or obesity without diabetes

STUDY AT A GLANCE
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Efficacy differs meaningfully across agents—but rankings are not a substitute for head-to-head evidence

Indirectcomparisons; several confidence intervals overlapped. Tolerability and regulatory availability must also guide treatment selection.

Chen D, et al. BMJ Med. 2026;5:e003026. doi:10.1136/bmjmed-2026-003026



But, more than that...
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EASO and ADA converge on a treat-to-health strategy

Different frameworks—one fundamental shift away from weight loss as the only endpoint

EASO 2026

Start with the health outcome

e Separate prevention from complication management
e |dentify metabolic or mechanical consequences

e Match the medication to comparative RCT evidence
for that endpoint

e Interpret rankings within—not across—outcome
domains

ADA / OBESITY ASSOCIATION 2026

Build a person-centered treatment pathway

e Discuss pharmacotherapy as part of comprehensive
care

e Select by goals, complications, efficacy, safety,
preferences and access

* Treat obesity as a chronic disease

e Reassess and intensify when response is inadequate

Choose treatment for the outcome the patient needs—not for the BMI category alone

Ciudin etal., Nat Med 2026 | ADA Professional Practice Committee for Obesity, 2026



EASO 2026: treat the outcome—not just the weight

A living evidence map based on 62 randomized trials—not a universal drug ranking

NO COMPLICATION PRESENT

Prevent organ dysfunction

Primary endpoint
Total body weight loss

Strongest effects:
Tirzepatide, then semaglutide

METABOLIC ADIPOSITY

Reverse metabolic
dysfunction

Select by dedicated evidence for:
T2D e prediabetes ¢ CVD
HFpEF ¢ MASLD/MASH

2026 liver update:
MASH—semaglutide & tirzepatide
Fibrosis—strongest for semaglutide

Reverse mechanical
dysfunction

Select by dedicated evidence for:
Obstructive sleep apnea
Knee osteoarthritis

Outcome-specific evidence:
OSA—tirzepatide
Knee OA pain—semaglutide

The best drug for weight loss is not automatically the best-evidenced drug for every complication

EASO Algorithm 2.0: Ciudin et al., Nat Med 2026;32:1962-1966



ADA 2026: inadequate response should trigger intensification

Obesity pharmacotherapy is long-term treatment—and therapeutic inertia is not neutral

Not meeting intermediate goals by ~6 months?
Reassess effectiveness and avoid treatment inertia

START TITRATE REASSESS
Begin low Advance gradually Monthly for the first 3 Use the maximum
Select with the patient Balance efficacy and months tolerated dose
tolerability Check goals and adverse Maintain the lowest
effects effective dose

INTENSIFY

Switch e add IBT
combine e refer for MBS

At maximum tolerated dose: switch (C) e add intensive behavioral therapy (B) ® combine medications (C) e refer for metabolic—

bariatric surgery (A)

ADA Professional Practice Committee for Obesity. Diabetes Obes Cardiometab CARE 2026;1:5-36



What Happens When OMMs Are Stopped?

Trajectory of weight regain after cessation of GLP-1 receptor
agonists: a systematic review and nonlinear meta-regression

Brajan Budini, Steven Luo,™" Martin Tam,” Isabel Stead,” Andrew Lee,” Angelica Akrami,” Antonio Vidal-Puig,”" and Adrian Park™'
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Fig. 2: Fitted trajectories of weight regain following cessation of glucagon-like peptide 1 receptor agonists (GLP-1RAs), based on dlinical trial
data. Regression was conducted with an exponential recovery function. Semaglutide was given in STEP 1," STEP 4* and STEP 10" tirzepatide

was given in SURMOUNT-1" and SURMOUNT-4"; liraglutide was given in SCALE Obesity.” The black line indicates the pooled fitted
trajectory.

Budini B ,Lancet EClinicalMedicine., April 2026.



Determinants of adherence to OM

Obesity-related determinants

Patient factors

® Patignt expectation and treatment targets

* Age

* Patient misunderstanding of the chronicity of the disease
and the plateau phase being attributed to their own “failure”

HCP factors

* Lack of obesity management structure

* HCP misunderstanding of the chronicity of the disease and the
plateau phase being attributed to patients’ “failure” or to
treatment failure

* Weight stigma and treatment stigma

* Inadequate training on obesity

* Lack of communication tools

medication/Not using the medication as part of a routine O + HCP factors
* Lack of adherence education for HCPs
m * Negative language used around adherence
* Stigma towards low adherence, despite it being common

Sharma et al. Obesity Reviews. 2025;26:€13885




Treating ABCD/obesity to target for prevention and EN%%%%\IE
treatment of complications.
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T2D prevention
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T2D glycemia
CVD risk reduction
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Semaglutide 2.4 mg NASH

J Clin Endocrinol Metab, Volume 107, Issue 4, April 2022, Pages e1339—- L, OXFORD

e1347, https://doi.org/10.1210/clinem/dgab848 W UNIVERSITYPRESS

The content of this slide may be subject to copyright: please see the slide notes for details.
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Personalized Care

Selection of Antiobesity Medications Based on
Phenotypes Enhances Weight Loss: A Pragmatic Trial
in an Obesity Clinic

Andres Acosta ©® I Michael Camilleri ® I Barham Abu Dayyeh', Gerardo Calderon!, Daniel GonzaleZ,
Alison McRae', William Rossini!, Sneha Singh!, Duane Burton', and Matthew M. Clark?
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Weight loss from baseline (%)

Individualized therapy is associated with
better weight-loss outcomes
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Acosta et al. Obesity 29(4):662-671, 2021.



Who to treat—and when?

Treatment need and urgency follow disease burden and risk—not BMI class alone

CONFIRM STAGE TREAT & INTENSIFY
Is excess adiposity Is health already What must treatment Is treatment potent
present? 9 affected? é achieve? 9 enough?
BMI + waist-to-height ratio Medical, functional and Prevention, complication Monitor response; escalate,
Body composition when psychological manifestations improvement, function or QoL switch or combine if off target
needed

CLINICAL OBESITY COVERAGE IS A SEPARATE DECISION

Treat without delay to improve or restore health and function Labels and payers may still apply BMI
thresholds

Rubino et al., Lancet Diabetes Endocrinol 2025 | Ciudin etal., Nat Med 2026 | ADA Obesity Standards 2026
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Thank you
tpetry@haoc.com.br
@dratarissapetry
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