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Agenda

Part 1: An Introductory Framework
* Obesity as a Chronic Disease Epidemic
* Evolution of Bariatric Surgery: Safety and Efficacy

 Multimodal Approach to Weight Management

Part 2: GLP1-RAs in Practice (Dr. Jackie Lee).



Appreciating Obesity as a

Chronic Disease Epidemic




Defining Obesity as a
Chronic Disease

Definition (BMI-based)

Abnormal or excessive fat that harms health, classified
using BMI thresholds (>30kg/m?).

Biologic underpinnings

Altered metabolism, hormone regulation, and genetic
predisposition underpin disease risk.

Chronic disease criteria

Progressive, multifactorial, and requires sustained, long-
term management.

Clinical implications

Requires comprehensive care models and broader
insurance coverage.




Practitioner vs Patient Models of Obesity

Ogden J, Bandara |, Cohen H, Farmer D, Hardie J, Minas H, Moore J, Qureshi S, Walter F, Whitehead MA. General
practitioners' and patients' models of obesity: whose problem is it? Patient Educ Couns. 2001 Sep;44(3):227-33.

Practitioners

* Cause: Overeating
e Solution: Patient-driven

Patients

e Cause: Hormones, Metabolism, Stress
« Solution: Provider-driven




Providers Rising to the Occasion

American Board of Obesity Medicine certification since obesity was labeled a disease.
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16% | 42% | 31.5%

Global National WA State

Epidemiology and Prevalence

Table. Modeled Estimates of Prevalence of Obesity (Body Mass Index =30) in the US Over Time?

Absolute change Annualized rate of change, %"

Race and ethnicity group Sex 1990 2022 2035 (forecasted) 1990-2022 2022-2035 (forecasted) 1990-2022 2022-2035 (forecasted)
Age-standardized prevalence of obesity, % (95% Ul)*
Hispanic, any race Female 242 (21.3-27.3) 49.4 (46.3-52.4) 53.7 (48.7-57.7) 25.2(21.2-29.6) 4.3(1.0-5.4) 2.2(1.8-2.7) 0.6 (0.2-0.8)
Male 17.4(14.7-20.4) 42.6(39.1-46.2) 47.5(42.5-51.9) 25.2(20.9-29.8) 4.9(1.9-6.1) 2.8(2.2-3.4) 0.8 (0.3-1.0)
Non-Hispanic Black Female 36.6 (33.0-40.3) 56.9 (54.1-59.9) 59.5 (56.0-62.9) 20.3(16.0-24.8) 2.6(0.8-3.4) 1.4(1.1-1.7) 0.3(0.1-0.9)
Male 22.0(19.3-24.9) 40.4 (37.4-43.3) 43.1 (39.8-46.6) 18.4(14.7-22.2) 2.7(1.2-3.6) 1.9(1.5-2.4) 0.5 (0.2-0.6)
Non-Hispanic White Female 17.4(15.6-19.1) 41.5(39.7-43.4) 47.3 (44.8-49.7) 24.1(21.3-27.0) 5.9 (4.5-6.5) 2.7(2.4-3.1) 1.0(0.8-1.1)
Male 18.8(16.9-20.9) 40.1 (37.8-42.5) 44.6 (41.9-47.3) 21.3(17.9-24.7) 4.5(3.4-5.3) 2.4 (2.0-2.8) 0.8 (0.6-1.0)
No. of adults living with obesity, millions (95% UI)¢
Hispanic, any race Female 1.55(1.36-1.75) 10.5(9.83-11.1) 14.5(13.1-15.5) 8.94(8.27-9.62) 3.96 (3.03-4.40) 6.0 (5.6-6.4) 2.5(2.0-2.6)
Male 1.21(1.02-1.41) 9.26 (8.51-10.0) 13.2(11.9-14.5) 8.06(7.30-8.86) 3.98 (3.07-4.46) 6.4 (5.8-6.9) 2.8(2.3-3.0)
Non-Hispanic Black Female 3.73(3.36-4.11) 9.72(9.23-10.2) 11.5(10.8-12.2) 5.99 (5.40-6.62) 1.80(1.44-2.01) 3.0(2.7-3.4) 1.3(1.1-1.4)
Male 1.89(1.66-2.14) 6.13 (5.68-6.57) 7.61(7.02-8.23) 4.24(3.78-4.74) 1.49(1.19-1.68) 3.7(3.2-4.1) 1.7 (1.4-1.8)
Non-Hispanic White Female 12.9(11.6-14.2) 33.4(31.9-35.0) 36.5 (34.6-38.4) 20.5(18.3-22.7) 3.17 (2.09-3.70) 3.0(2.6-3.3) 0.7 (0.5-0.8)
Male 12.7(11.4-14.1) 32.1(30.2-34.1) 34.4 (32.3-36.6) 19.4(16.8-22.0) 2.32(1.49-2.93) 2.9(2.5-3.3) 0.5(0.3-0.7)
2 Prevalence of obesity for 1990 and 2022 was estimated using spatiotemporal gaussian process regression. ® Annualized rate of change included to compare change between periods of different lengths (1990 to 2022 and
Prevalence of obesity for 2035 was forecasted using an ensemble model of 6 annualized rate of change 2022 t0 2035).
models and six 2-stage MR-BRT (meta-regression—bayesian, regularized, timmed) spline models. © Uncertainty intervals (Uls) are the 2.5th and 97.5th percentiles of the draws from the posterior distribution of
See eTable 2 in Supplement 1for numbers and characteristics of the surveys used as input data for the models.

modeling.

DeCleene NK, Kahn E, Yuan C, et al. US State-Level Prevalence of Adult Obesity by Race and Ethnicity From 1990 to 2022 and Forecasted to 2035. JAMA. Published online January 28,
2026. doi:10.100V/jama.2025.26817
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Health Consequences & Healthcare Impact

$173B

Annual U.S. medical costs attributed to obesity (2019 CDC estimate)

Raises risk of type 2 diabetes, cardiovascular disease, certain cancers, osteoarthritis, and mental health
disorders—reducing life expectancy and quality of life while increasing healthcare demand and clinical
complexity.

Too big to succeed?




I[s Bariatric Surgery

Relevant Today?




Bariatric Surgery: Not New, Just Better

Jejunoileal Bypass BPD/DS, Gastroplasties, Banding
A purely malabsorptive procedure with Laparoscopic banding came into vogue in the
significant nutritional complications. early 2000s, but various fixed bands and

stapled techniques were used 1o restrict the
stomach earlier. The BPD/DS was meant 1o
correct the issues of both the JIB and GB.

1930s 1970s-80s
Gastric Bypass Medicare Starts Covering Sleeve
Gastrectomy
This operation would evolve over the years
v into its current roux en y format performed The sleeve was performed prior to this
minimally invasively. usually as the first stage of a BPD/DS.

Most Consequential Recent Advances: Minimally invasive surgery
(laparoscopic—>robotic), better perioperative care,
ERAS/optimization.

Loparoscopy




Sleeve Gastrectomy Roux en Y Gastric Bypass Biliopancreatic Diversion with Duodenal
(1s6) - (RYGB) | Switch
: | (BPD/DS or SADI)

ST
A

Description

The most frequently performed procedure
due to ease and effectiveness.

Involves removing ~75% of the lateral
aspect of the stomach permanently.

The second most frequently performed
procedure.

Involves dividing the stomach into two
parts, an egg-sized pouch which receives
food and the rest which is left in place. The
intestines are rerouted to delay when food
and digestive enzymes mix.

Relatively uncommon due to complexity and
higher risk prefile. Typically reserved for
diabetic patients with a BMI > 50.

This is essentially a combination of a sleeve
and bypass, but the rerouting is done very
distally. The version with a single connection
is safer and has lower risk of malnutrition.

How does it work?

Reduces calories taken in by limiting
appetite, volume.

Reduces calories taken in by limiting
appetite, volume, and absorption.

Reduces calories taken in by limiting
appetite, volume, and absorption.

Expected TWLS% ~25% ~35% ~40%
Improvement of Obesity ++ +++ ++++
Related Comorbidities

Overall Risk ™ ™~ e e b
Avoid if... You have significant reflux at baseline.

You have risk factors for ulcers, a solitary
kidney, or advanced liver disease.

You have significant reflux at baseline,

diarrhea at baseline, trouble w supplements.

12



Surgical Safety & Perioperative Care

Roux-en-Y gastric Sleeve gastrectomy | Total
bypass (n = 43,354) (n = 98,292) (n = 141,646)

30-Day mortality (%, n) 0.2% (73)

30-Day reoperation (%, n) 2.5% (1104)
30-Day readmission (%, n) 6.5% (2807)
30-Day intervention (%, n)  2.8% (1207)

0.1% (88) 0.1% (161)

1% (940) 1.4% (2044)
3.5% (3396) 4.4% (6203)
1.2% (1131) 1.7% (2338)

Progress in Cardiovascular Diseases 61 (2018) 253-269

R
i
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Efficacy in Comorbidity Management

Metabolic syndrome 80% resolved

Migranes 46% improved ‘ﬂﬁ
&

Depression 47% reduced ——

Pseudotumor cerebri
96% resolution of headaches

Gastroesophageal reflux
72% to 95% resolved

Type 2 diabetes 45% to 68% resolved

Polycystic ovarian syndrome
52% resolution of hirsutism,
100% resolution of mentrual dysfunction

Obstructive sleep apnea
45% to 76% resolved

High cholesterol
71% to 94% improved Urinary stress incontinence 50% resolved
Asthma 39% resolved Osteoarthritis/degenerative joint disease
/ 41% resolved

High blood pressure

42% to 66% resolved

Venous stasis disease

_ _ _ 95% resolution of venous stasis ulcers
Nonalcoholic fatty liver disease

37% resolution of steatosis Progress in Cardiovascular Diseases 61 (2018) 253-269

14



Reality of Life After Bariatric Surgery

Bariatric Meal Prep like a Pro

sa'rlife
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| MICRIGAN MEDICINE




Multimodal Approach to

Weight Management




Complex Problems Require Complex Solutions

The key to success is comprehensive, multifaceted, long-term management.

Foresight

Obesity System Map / —

Cardiology
Orthopedics

Oncology

$92102-2.1N1NJ-S313IS8q0-BUI [%201/5U0 193] |02/3USUI UISACD/SNACB MMM



Management Starts w Staging

BMI category

25-29.9,
overweight

30-34.9,
obesity class 1

35-39.9,

obesity class 2

=40, obesity
class3

Recommendations

Overweight without additional risk factors: counsel on
preventing further weight gain and advise patients to
engage in regular physical activity

Lifestyle interventions (diet, physical activity, behavior

therapy)

Consider adjunctive pharmacotherapy if BMI = 27 with
obesity-associated comorbidities

Lifestyle interventions (diet, physical activity, behavior
therapy)

Consider adjunctive pharmacotherapy
Consider adjunctive pharmacotherapy

Lifestyle interventions (diet, physical activity, behavior
therapy)

Offer referral for bariatric surgery consultation and
evaluation if comorbidities presenta

Offer referral for bariatric surgery consultation and

evaluation
Consider adjunctive pharmacotherapy

Lifestyle interventions (diet, physical activity, behavior

therapy)

Source

AHA/ACC/TOS 2013

AHAJACC/TOS 2013,
AACE/ACE 2016

AACE/ACE 2016
AHA/ACC/TOS 2013,
AACE/ACE 2016
AACE/ACE 2016
AACE/ACE 2016

AHA/ACC/TOS 2013,
AACE/ACE 2016

AHA/ACC/TOS 2013,
AACE/ACE 2016

AHA/ACC/TOS 2013,
AACE/ACE 2016

AACE/ACE 2016

AHAJACC/TOS 2013,
AACE/ACE 2016

Table based on AHA/ACC/TOS 2013 [19] and AACE/ACE 2016 [18] recommendations.
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Stage 2

Establisheq
disease

Establisheq

Obesity staging

using EOSS

Maria Antonia Espinosa, Rene de J Rivera Gutierrez, Jose Villamarin, Andres Acosta, Precision Medicine for Obesity Treatment, Journal of

the Endocrine Society, Volume 9, Issue 9, September 2025.
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Lifestyle & Behavioral
Therapy

Foundation of obesity treatment

Lifestyle modification combines nutrition, physical
activity, and psychological supports to build sustainable

routines.

Behavioral therapy tools

Targets habits and emotional triggers with skills like self-
monitoring, stimulus control, and problem-solving.

Why it still matters

Lifestyle-only weight loss is often ~5%, but it supports
long-term maintenance and improves response to added

therapies.




Surgery | AOMs

And/Or, not Versus




. . Mean >5% >10%
Bariatric Surgery vs GLP1s I N 0 0 0

orlistat 120 g PO TID { R 3-4% 14-27% B-17%
Phentermine/ 15 mg/92 mg PO daily 8-9% 49% 40%

Cost Effectiveness Topiramate
Maltrexone/ 16 mg/1 80 mg PO BID 2-4%% 18-25% 10-14%

» GLP1s: Lifetime Health Effects and Cost-Effectiveness of Tirzepatide Buproprion
and Semaglutide in US Adults | Health Policy | JAMA Health Forum | liraglaide 3mg 2 mg subcutinj daily 4-5% 23-33% 17-19%
JAMA Network semaglutide 2.4 2.4 mg subcut inj weslkly &-12% 37-52% 34-54%
» Surgery: Journal of the American College of Surgeons L‘I;?E.paﬁde 515 mg subauting 10-1B% AT-5E3 AT-55%

. weeky

Heterogeneity of Outcomes Gastric Yeeve  Syearweight resubs'®  15-20% 87-B8% 75-80%
* GLP1s: Heterogeneity of Treatment Effects of Glucagon-Like Gastric Bypass  S-vear weight resuks's ey 9507, 90-755:

Peptide-1 Receptor Agonists for Weight Loss in Adults: A

Systematic Review and Meta-Analysis | JAMA Internal Medicine
JAMA Network

Body Composition Changes

m SURGERY GLP-1 RA DISEASE SURGERY GLP-1 RA

CAMCER e+t 2 LIVER +4++ =
. BQ.d¥ Composition Q;hangg.s After Bariatric Surgery or Treatment MORTAL T cees . DEMENTIA cees .
With GLP-1 R tor Agoni AMA Network n| JAMA
DIABETES e + ORTH += =
Network
CARDICAWAST e+t + lIH-HEADACHE +4++ =
Surgery vs GLP1s (all)
KIDMEY e + PREGMAMCY 4+ -
Qo&&ﬂﬂ&alm.e.niﬂ&hﬁaﬁus_&ufg_emﬁﬁw : - OPHTHALMO -+ - FEM REPROD i s
HTH + + Mal E REPROD +H +
DY SLIPIDERIA ot + SUICIDE +1- +1-
SLEEP APMEA e+t + SUB ABUSE - B

Fedorka, P. Bariatric Surgery & GLP-1 Medications. KP Presentation. 11 February 2026.
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Remember: There 1s no single Panacea




urability of Weight Loss w Bariatric Surgery

JAMA Surgery

RCT: Long-Term Outcomes of Laparoscopic Roux-en-Y Gastric Bypass vs Laparoscopic Sleeve Gastrectomy
for Obesity
POPULATION INTERVENTION FINDINGS
61Males, 156 Females 225 Patients randomized The Roux-en-Y gastric bypass group had significantly greater excess BMI loss
compared with the sleeve gastrectomy group in the per-protocol population.
-. 69 Sleeve gastrectomy The sleeve gastrectomy group had significantly higher conversion rates
Surgical removal of a portion of because of insufficient weight reduction or reflux compared to Roux-en-Y
the stomach to limit food intake gastric bypass.
73 Roux-en-Y gastricbypass Sleeve Roux-en-Y
Surgical procedure to create a strectom stric s
small stomach pouch and reroute Lo o e byea
'_‘ the intestines
Adults (age 18-65 y) with a body mass
index (BMI) >40 or with BMI >35 and
>] obesity-related comorbidity 65.9%
Mean (SD) age, 42.5(11.)y . . . gens
ny vs Roux-en-Y Gastric Bypass on Weight Loss, Comorbidities,
Dbesity
SETTINGS / LOCATIONS PRIMARY OUTCOME
Percentage excess BMI lossat 10y Mean (SD) excess BMI loss, % FINDINGS
GQ? 4 Bariatric centers Sleeve gastrectomy: 56.1(25.2) ) . ) )
A A in Switzerland Roux-en-Y gastricbypass: 65.9 (26.3); P=.048 lized Both LSG and LRYGB resulted in sustainable weight loss, but 10-y
y weight loss outcome %EWL was not equivalent between the 2 groups
Kraljevi¢ M, Stisstrunk J, Wolnerhanssen BK, et al. Long-term outcomes of laparoscopic Roux-en-Y gastric bypass vs laparoscopic sleeve gastrectomy for obesity: — 98LSG lo-y %EWL
the SM-BOSS randomized clinical trial. JAMA Surg. Published online February 19, 2025. doi:10.1001/jamasurg.2024.7052 Laparoscopic sleeve LSG LRYGB
gastrectomy
95LRYGB
Laparoscopic Roux-en-Y
Adults aged 18-60 y with body mass index (BMI) gastric bypass 43.5% 51.9%
240 (or 235 with obesity-related comorbidity)
P and prior nonsurgical treatment
5 1 o O/ Mean age, 48.4 y;: mean BMI, 44.6
- o regain ny
SETT|NGSI LOCATIONS PRIMARY OUTCOME 95% (I, 39.8-47.2 95% Cl, 48.1-55.6
10-y Percentage excess weight loss (%EWL), defined as the
3 Hospitalsin difference between initial weight and follow-up weight divided Between-group difference in mean10-y %EWL:
Finland by the difference between initial weight and ideal weight for 8.4 Percentage points (95% Cl, 3.1-13.6)
BMI of 25, multiplied by 100
Salminen P, Gronroos S, Helmio M, et al. Long-term effect of laparoscopic sleeve gastrectomy vs Roux-en-Y gastric bypass on weight loss, comorbidities, and reflux in adult patients with obesity: o AMA
the SLEEVEPASS randomized clinical trial. JAMA Surg. Published online June 22, 2022. doi:10.1001/jamasurg.2022.2229 i




Durability of Weight Loss w GLP1 Therapy
b b S

cE Summary Q People return to their baseline weight within 1.7 years on average

after stopping treatment with any weight management medication,
and just 1.5 years after using semaglutide or tirzepatide

. . Systematic review | Trials (randomised, non-randomised, single arm)
% L ,
B Study design 'Oﬁj and meta-analysis | and cohort studies (prospective or retrospective)

N e a rI y 2 / 3 of p at i e nts ﬁi Data sources B 37 studies [ 9341 participants 218 years old with overweight or obesity

§[® Comparison Intervention Control
[ ] [ ]
discontinue GLP1s by year 2 ] E e
- § 6322 .-
due to cost, side effects, Ve

l —— All medication = = Newer incretin mimetics
888 Outcomes

Ia eau e C s -=== All incretin mimetics —— Behavioural programmes
plateau, etc.

Weight loss phase

o

10 14

I 1
/"'lluulnu\\\‘

Extension of model

Change in body weight
from baseline (kg)
n

-10 \ prediction beyond
\ i <3 available data
\ - 4
_15 1 1 1 1 L 1 1

0 12 24 38 52 76 104

Time since end of intervention (weeks)
& https://bit.ly/bmj-weight © 2025 BMJ Publishing Group Ltd
Discontinuation and Reinitiation of Dual-L.abeleq P-1 Receptor Agonists Among Adu With Overweight or Obesi Nutrition, Obesi xercise | JAMA Network Open
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Bariatric Surgery and/or AOMs

Combination Therapy

Disclaimer: There are no official guidelines. Data is sparce.

Neoadjuvant: Improve perioperative safety

* Pro: Liver size, bleeding risk; Abdominal wall

; Lifestyle
compliance; Blood clots

intervention
* Con: Aspiration/med interactions. [41]

« TBD: May impact postoperative weight loss

+ Con? Attrition 7% > Medication
Adjuvant: Support weight loss/maintenance 140, 42, 49, 50]
» Additional loss of 7-10% (liraglutide), 13% (semaglutide) Endoscopy

[51-55]

*  Overall proportion of pts losing 5, 10% of weight was
higher.

« TBD: What happens after stopping medication?

Surgery [54,
56, 57]

Precision Medicine

Alabduljabbar K, le Roux CW. Pharmacotherapy before and after bariatric surgery. Metabolism. 2023 Nov;148:155692. doi: 10.1016/j. metabol.2023.155692. Epub 2023 Sep 18.

Hungry brain, Hungry gut,

abnormal abnormal

satiation postprandial
satiety

»  Hungry brain »  Hungry gut

diet diet

+ Phentermine- « Liraglutide

Topiramate ER +  Semaglutide

o

+ Laparoscopic
gastric bypass

Roux-en-Y

sleeve
gastrectomy

Emotional
hunger,
abnormal
emotional
eating

« Behavioral
therapy

+  Hungry

feelings diet

« Bupropion-

Maltrexone SR

Slow burn,
abnormal
resting
expenditure

« Intense

exercise plan
+  Slow burn diet

» Phentermine

N

Maria Antonia Espinosa, Rene de J Rivera Gutierrez, Jose Villamarin, Andres Acosta, Precision Medicine for Obesity Treatment, Journal of the Endocrine Society, Volume 9, Issue 9,

September 2025.



Practical Strategies for General Practitioners

Personalization Expand Skills, Refer to Experts
B s i

Use a scale (e.g. EOSS) to triage patients and S Consider earning ABOM certification to enhance
treat it as a chronic disease with stage training and self-efficacy. Alternatively, align with
appropriate interventions/referrals. patients to refer to bariatricians and bariatric
surgeons.
E Bariatric Surgery @ Pharmacotherapy (GLP-1 Agonists)
Still the Gold Standard for weight and Enhances and sustains weight loss post-surgery,

reduces risk of weight regain, and supports

comorbidity management. Reassess
metabolic health.

dramatization as drastic, overly risky.



Questions?




Advancing Comprehensive Care for Obesity

Chronic disease framing

Obesity requires sustained,
comprehensive management
rather than short-term, single-

modality treatment.

Multimodal therapy

Bariatric surgery and
pharmacotherapy expand
options when integrated with

individualized lifestyle support.

Primary care leadership

PCPs as experts in prevention
and lifestyle management for

all patients.

Specialists

Bariatricians as experts in
complex care management.
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Objectives

Review FDA-approved indications and develop an evidence-based prescribing strategy
for GLP-1 Receptor Agonists (GLP-1 RAs) to optimize treatment efficacy.
Implement proactive strategies to counsel patients and mitigate common GLP-1 RAs

related Gl side effects.

Discuss practical approaches to navigate the cost and accessibility challenges of GLP-1
RAs.
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Section 1: Optimizing Prescribing Strategy
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Percentage Of Weight Reduction And Health Improvements

Interventions for Obesity
* Blood glucose

* Triglycerides

* HDL-Cholesterol
* Systolic and diastolic blood pressure

* Hepatic steatosis measured by MRS

%L-€ @1A1s9)1

* Measures of feeling and function
— Symptoms of urinary stress incontinence
— Measures of sexual function
— Quality of life measures (IWQOL)

* NASH Activity Score on biopsy
* OSA Apnea-Hypopnea Index

-
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* Remission of T2D, reduction in CV events, mortality




Beyond Alc:
2026 ADA Standards of Care in Diabetes

GLP-1RA is recommended for patients with:

Established ASCVD
High risk of ASCVD
CKD

Heart Failure
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The Evolving Landscape of GLP-1 RAs
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f@ﬁi?ntz‘fe Heart and vessels
Gastri i Neurogenesis ;
iAciZ sZ:r':t?g\l > , : TCardiac output
2 tVasodilation
|Fatty acid metabolism

J

[

Pancreas

Tinsulin secretion/
biosynthesis

TSomatostatin secretion

Tp-cell proliferation

1Glucagon secretion

\lﬂ-oell apoptosis

Kidney

TDiuresis
TNatriuresis

" @ Immune system
209 {Inflammation

3

Gut

TGrowth
IMotility
ILipoprotein
secretion

Skeletal muscle
TPerfusion
TGlucose uptake

Liver
ISteatosis

White adipose

adipose tissue
TThermogenesis

LVLDL (ApoB100)
. tissue
AG0es podisiion TPerfusion
\ TLipolysis

TGlucose uptake




Investigational GLP-1 agonist trials for chronic diseases

Condition Semaglutide Tirzepatide Trial Name

HFpEF Improved CHF symptoms and less mortality/worsening CHF, STEP-HFpEF 2023 (S)
exercise capacity improved symptoms & exercise SUMMIT 2025 (T)

capacity
MASH/NASH Reduced liver fibrosis ESSENCE 2025 (S)
SYNERGY-NASH 2024 (T)
Cardiovascular risk | FDA approved Phase 3 Trial closes 2027 SELECT 2023 (S)
reduction SURMOUNT MMO (T)

T1DM & Obesity

Improved time in range

Phase 3 Trial closes 2027

ADJUST-T1D 2025 (S)
SURPASS-T1D-1 (T)

Major Depression

Phase 3 trial
completed/unpublished

NCT04466345 (S)

ETOH use Phase 3 Trial completes this year Phase 2 Trial closes 2026 SEMALCO (S)
NCT069294338 (T)

Non-diabetic CKD Phase 3 Trial completes soon SMART (S)

Alzheimer’s Phase 3 trial enrolling EVOKE (S) 36



https://www.nejm.org/doi/full/10.1056/NEJMoa2306963
https://www.nejm.org/doi/full/10.1056/NEJMoa2306963
https://www.nejm.org/doi/full/10.1056/NEJMoa2306963
https://www.nejm.org/doi/full/10.1056/NEJMoa2410027
https://www.nejm.org/doi/full/10.1056/NEJMoa2413258
https://www.nejm.org/doi/full/10.1056/NEJMoa2401943?utm_source=openevidence
https://www.nejm.org/doi/full/10.1056/NEJMoa2401943?utm_source=openevidence
https://www.nejm.org/doi/full/10.1056/NEJMoa2401943?utm_source=openevidence
https://www.nejm.org/doi/full/10.1056/NEJMoa2307563
https://trials.lilly.com/en-US/trial/362220
https://evidence.nejm.org/doi/full/10.1056/EVIDoa2500173
https://evidence.nejm.org/doi/full/10.1056/EVIDoa2500173
https://evidence.nejm.org/doi/full/10.1056/EVIDoa2500173
https://trials.lilly.com/en-US/trial/589916
https://trials.lilly.com/en-US/trial/589916
https://trials.lilly.com/en-US/trial/589916
https://trials.lilly.com/en-US/trial/589916
https://trials.lilly.com/en-US/trial/589916
https://clinicaltrials.gov/study/NCT04466345
https://clinicaltrials.gov/study/NCT05895643
https://clinicaltrials.gov/study/NCT06994338?cond=Addiction&term=GLP-1&aggFilters=studyType:int&rank=6
https://clinicaltrials.gov/study/NCT04889183
https://services.nhslothian.scot/neuroprogressiveanddementianetwork/evoke-evoke/

Current FDA-Approved Indications as of 3/2026

T2DM Obesity CvD CKD MASH OSA
Liraglutide Adults and Peds Adults with
. 10+ with T2DM T2DM with est
Victoza ASCVD
Adults with BMI > 30
Saxenda or > 27 with atleast 1
comorbid
Peds 12+ with obesity
(> 95%tile)
Semaglutide Adults 18+ with Adults with Adults with
. T2DM T2DM with est T2DM with CKD
Ozempic e
Adults with
Rybelsus | Adults 18+ with T2DM with est
T2DM ASCVD
Wegovy Adults and Peds 12+ Adults Adults MASH with
overweight with F2 - F3 fibrosis
. est ASCVD
Wegovy Pill Adults 18+ only
Tirzepatide
Adults and Peds
: 10+ with T2DM
Mounjaro

Adults 18+ only

Adults only; mod
to severe




Established ASCVD (ADA, AHA, ACC)

1.

2.

3.

Coronary Artery Disease (CAD)

a.
b.

C.

d.

Prior Myocardial Infarction
Prior Coronary Revascularization: CABG or PCI

Angina: stable or unstable, especially if corroborated by objective evidence (stress test...etc.)
Documented Significant Coronary Stenosis

Cerebrovascular Disease

a.
b.

C.

Prior Ischemic Stroke
Prior Transient Ischemic Attack
Carotid Artery Disease

Peripheral Artery Disease

a.

b.
C.
d

Prior Peripheral Revascularization

Amputation due to Atherosclerosis

Intermittent Claudication particularly if confirmed by objective tests (e.g. ABI < 0.9)
Documented significant peripheral arterial stenosis by radiographic evidence
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MASH/MASLD for

Acceptable Fibrosis Testing:
1. Liver Biopsy (Gold Standard)
2. Elastography (Most common)
.. FibroScan
». MR Elastography

Supportive Testing:
1. Serum Fibrosis Panel
.. Enhanced Liver Fibrosis
Test
. FibroTest/FibroSure
2. Indirect Fibrosis Scores

.. FIB-4
- NAFID Fibhracie {ecAre
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Obstructive Sleep Apnea

moderate to severe OSA, defined as apnea-hypopnea
index

SLEEP APNEA AHI CHART

Adult AHI (events per hour

Severity of OSA Description

of sleep)

May be asymptomatic or have mild

UL 5-14 daytime sleepiness
Occasional daytime sleepiness during
Hoderale 15-30 activities that require some attention
Frequent daytime sleepiness that
Severe > 30 ! / 5

interferes with normal daily activities
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Tailoring GLP1-RA Therapy

Comorbidity burden

Patient goals & motivation

Prior treatment history

Readiness for lifestyle

Contraindications
Pregnancy
Personal/family history of Medullary thyroid carcinoma
MEN2 syndrome

Concomitant use of other GLPTRA or history of allergies/serious adverse
reaction
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Section 2: Practical Management of Side Effects &
Adherence

@ Virginia Mason
& @ Franciscan Health"

A member of CommonSpirit
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Weight Loss Trajectory

Depends on Many Factors

4\ Tolerance /

Influenced by a combination of individual and
environmental elements.

S

Weight Loss
Trajectory

Baseline

y . . )
A

), Lifestyle /
- .etc.

Setting Realistic Expectations

Avg % TWL | Key Trials
. R _QO SCALE Obesity
Llragllﬂlde 5~8% and Prediabetes
(56 weeks)
Semaglutid | 15~17% | STEP1 (68 wks
e STEP TEENS (68
~16% | Wk
OASIS-1 (68 wks)
13~15%
Pill
. o - o) SURMOUNT-1
Tirzepatide 21% w/o DM (72 wk)
SURMOUNT-2,w
~1 5% DM (72 WkS)




COMMON SIDE EFFECTS

e Nausea (25-44%)

e Diarrhea (19-31%)

e Vomiting (8-25%)

e Constipation (11-24%)

e Headache (14%)

o Fatigue (7-11%)

e Dyspepsia (9-10%)

e Eructation/belching (5-7%)

e Lightheadedness/dizziness (4-8%)
e Hairloss(3-5%)

Side effects are typically dose-dependent
In clinical trials, 6-10% discontinued due
to adverse events, primarily Gl.
Real-world discontinuation rates may be
higher, with one observational study
showing 53% of patients stopping within
1 year.
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Management Strategies for Common Side Effects

- Always start at lowest dose when starting or resuming

- Consider slower titration (longer at lower dose), especially for patients that are medication sensitive, on other hypoglycemic
agents, and of older population.

- For nausea, instruct patients to avoid foods that naturally slow the stomach (high-fat, fiber, alcohol, carbonated drinks) until
symptoms resolve.

- Also when nauseous, best to stick to liquid/soft diet until symptoms resolve.

- Short-term antiemetics (ondansetron) for severe nausea/vomiting

- H2 blocker or PPI for dyspepsia

- Counsel on healthy bowel regimen with adequate fiber and hydration, with bulk-forming laxatives (psyllium), stool softeners
(docusate), osmotic laxatives (polyethylene glycol), and stimulant (senna) for constipation.
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Always Counsel Patients on Rare Serious Adverse Events

Gallbladder Disease Cholelithiasis and cholecystitis with patients more likely to require cholecystectomy. Liraglutide
showed the strongest association.
Pancreatitis Although early concerns existed, large-scale trials have not demonstrated increased risk.

However, general recommendation is discontinuation if pancreatitis occurs.

Acute Kidney Injury

Large-scale trials and meta-analyses suggest no increased risk. Cases are typically related to
hypovolemia from severe Gl losses.

Gastroparesis

A large real-world cohort study found GLP-1 associated with 59% increased risk of gastroparesis
(HR 1.591, p<0.001) compared to other oral antidiabetics, though the absolute incidence remains
low.

Diabetic Retinopathy

Semaglutide was associated with increased retinopathy complications, particularly among those
with baseline retinopathy who experienced rapid glycemic improvement. This may relate more to
rapid glucose correction rather than direct drug toxicity. Patients with diabetes should be UTD on
annual retinopathy screening prior to initiating.
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Section 3: Navigating Real-World Challenges: Cost &
Accessibility

@ Virginia Mason
& @ Franciscan Health"

A member of CommonSpirit
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The Real-World Hurdle: |
LCost & Coverage Disparities g
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Federal and State Insurance Programs DO NOT cover anti-obesity
medications solely for weight management

2003 Medicare Part D provision explicitly excludes drugs labeled for weight loss.

The Treat and Reduce Obesity Act, which would expand Medicare coverage for AOMs prescribed for obesity as a disease, passed the
House Ways and Means Committee in 2024 but has not yet become law.

Medicare coverage is highly variable by state. Washington Apple Health products DO NOT cover anti-obesity medications.

However, both Medicare Part D and Washington Apple Health products cover for other approved medical diagnoses, but the prior
authorization process is arduous, delayed and has a low approval rate.
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Health Care Adthority”

Washington State » _——Y ih Q inacrisis? @ Login
" H parc Sean { v
Health Care /\Gthority ‘ 5 * ¢ Pharmacy Information Autherization
Free or low-cost healthcare  Employee & retiree benefits  Billers, providers & partners About HCA Contact Org | 1. | Authorization Type | 2
Client Information
Name 3. Chent ID 4
Home > Billers, providers & partners > Prior authorization, claims & billing > Pharmacy prior authorization 5. Reference Auth # 6.
Provider Information
. . . Pharmacy NP1 # T. Pharmacy Fax & 8
Pharmacy prior authorization PrescrberNPL# |5 Prescrber Specaly | 10
rm rior ization (PA
Request a pharmacy prior authorization (PA) o S Pard vy
By phone Date of Fill: 13, Dispense as Writhen 14
Call the pharmacy authorization services line at 1-800-562-3022 ext. 15483, v )
Sarvice Request Information
By fax Drug Name, Strength and Form: Actual per unit cost AWP per unit cost
Download and complete fhe Pharmacy Information Authorization form ['.‘..| 15, 18. LLE
d 18. RX#& 19. Wholesaler
Request a change in fee-for-service (FFS) reimbursement 20.Code | . o 0| 2% | 2 payss 25, Divections for Use (SG) 28, Proa
Download and complete the Pharmacy Information Authorization form [}, (13-835A). Fax request to 1-833-991-0704.
For questions, please email the pharmacy rates team &5
Submit supporting documentation to an existing authorization
* If supporting documentation was requested by HCA on a drug or drug class specific form, fax the form as the first page followed by the
supporting documentation; OR
¢ If HCA did not fax a specific form, fax a completed Pharmacy Information Authorization (HCA 13-835A) form as the first page followed by
supporting documentation.
Medical Information
Need more information? Diagnosis Code 27, Diagnosis name | 28
For information on billing and rates, the Apple Health preferred drug list, and expedited authorization codes, please visit the Prescription Patient Residence 9.
Drug Program on our provider billing guide and rates page. 30. Comments:
Plaase Fax this form and any supporting documants to 1-833-991-0704,
Tmmwnmmuvmm s inbended only for the use of the individual to who it 5 addressed and mary contain information that is
confidential, p it from disclosure under applcable ke, HIPAA Compliance: Uinless othensise authorzed in wiiting by the patient,

Provi

prmmdl'mmmnwluﬂ be used 1o provide reatment, 1o ssek insurance payment, of 10 perform other specific health care operations,

er One?

O
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Prior Authorization Playbook: Success Strategies

Leverage members
Be strategic with the
all the details
Get involved early
of insurers’ criterias

AR LI
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GLP-1 RA Insurance Veriflcation Worksheet

Pinass b mwans Tl tha haalth Fiuranos Coviags b Anli-obadly Medcaond H nGsfmisten]
i you harve a diagnosis of bype 2 diabetes, obsinuctive sieep apnea, o cardicvasoular dsease,
s of e medcalions My e prolemed. Pledss complete Tl workahaat Bafors you ik
your provices if @ medicabion may be covened for you. Pleass keep a copy ko yoursel and
relum a copy as an attachment through your MyChar account of in-person

To qualify for anti-sbesity medications, the following crilera maust be met (mary slightly difer per
nsuranch|

Baselicg body miss index [BMI) must ba
= Groaber B of equal 1o 30 kgimd with no ek factors OR
+ Groaler fan or equal o 27 kpim2 with af least one wesghl selated comorbid condition (&g
Sheap Aprea, Iyperiension, type 2 diatsbes melitus, of dysipademia)

‘W currently harve the following policy:

'When obesity of weight loss medications ans prescribed, it is B patent's responsibiity fo follow
i G Madication coverage. Wae stk thal you cormilete T aTlached workiheel fret

Thare are two opticns for coverage at this time after a medication is prescribed:

1. U your irsurance af your phamacy fo deteming if the medication is covered. We wil
complale prof-authorEation f reeded. I the modication it denisd covirage By youl inlurancs,
won will mHempt an appeal on your behal Pleass slso complsin the pationt appeal process
following the instructions on the denial lefler which you should recesm in The mail from your
insurance company. Thee usually i & stronger cace of appsal il the patient completes i

o
2. Use cash/MBATFSA payment al your pharmacy. For GLP1-agonists, please call of mesaags
i Fof oplioro ared foramnchng of YOUT (EESCTpBon b e muraiBcirers dodouni phamesy
Thank you bof your understancing W honor your medical foumey efforts and have hope that
prescription drug covenage will imgrove in e Sutune.

Remamber, nutriion and movement are still the bedrock of wesght management. I the
Frecicalion ariginally proscribed cannct be covensd, Bare i S8l hope and we can sl halg!

Binceraly,
Yot VMFH Conter tor Wirghil MAnagemant tears

GLP1RA Insurance Verification Worksheet

Contact your insurance plan by calling the number on the back of your Insurance
card. Ask the following:

Do | hirve beiailtic SUrgery Cowernge’? [ Yes [ 1Mo
Do | have prescriplon drug ooverage? [] Yes [ 1Mo
Does my plan include benefits for chesity'weght loss? [] Yes [ 1Mo
Do | urve & educibla Tor mdications? [1 Yes [ 1Mo
¥ s, what is iy yearly deductibla’? £

o much of my deductble has beon mat? 3§

For oach madication answser the following quedtions. Ploass check Tor sll diagnosoes,
wven (f i doos not apply 1o you at this tme.

Medication name Diagnosis FoweesdT | I Yos, Coverage Criteria?
A ey el “Prn AL, hease Bk

Brand [Gorsic) (CPT Code) o B
wn BAN 235, of leand 3 oo-morksd
condions_ § monia. ety
Inlervenion. el of Sflerert
medeaton i)

1] Saxenda (raghstca) Obsanity (L6 81) YoM

[ 1 'vhetaza fienghtics] Chabetes (E11) ¥ oor W AleT

[ | Wegavy [semaghsicis] Shot Obauity (66 81) ok

| | Wagawvy (semaghusds) Shat Faity Liver (KTE3) [ Yo Fitsan?

11 Wegvy |semaghutae) Pill Owasity (EBEB1} | YoM I

11 Cpempic: (semaghutice) Diabetes (E11) ¥orH Awr

[ ] Rytoins (semaghuside) Crabetes (E11) ¥York Ared

1) Baphound [lezopatisa) Otwsity (EBE A1) | Yol

1] Zaplbourd (Irzepatide) Swap boraa {4730 | Y i Seepress?

[ 1 Moo (lrrepaiae] Diabotes (E11)

53



Mitigating Cost & Exploring Alternatives

Manufacturer Savings Programs: coupons for commercial insurance coverage

Patient Assistance Programs: low income/uninsured
Manufacturer's Direct to Consumer Service: Novocare and LillyDirect
Compounding Options: provider's discretion; patient must understand safety/efficacy (FDA warning) €

Alternative Anti-Obesity Medications

AR
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