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LEARNING OBJECTIVES

*Should | focus my practice on the treatment of obesity?
*What are the challenges, and how can they be addressed?
eInterdisciplinary approach to obesity care

Why Should We Care About Obesity?

Obesity Is Responsible for Many Medical Problems

» Development of T2D (90%) and HTN (50%) of cases
» Dyslipidemia (70%)

» Depression (50%)

» Osteoarthritis (>25%)

* More than 50% of patients with OSA have obesity

NCD Risk Factor Collaboration. Lancet. 2017;10113:2627-2642 Aronow WS et al. Annals of Translational Medicine. 2017;5(17):350
WHO Technical Report Series. 894. Geneva, Switzerland, 2000 Luppino FS et al. Arch Gen Psychiatry. 2010;67(3):220-229
World Health Organization. Obesity and Overweight Fact Sheet Romero-Corral A et al. Chest. 2010;137(3):711-719
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These Were the Top 10 Most Searched Health Trends of
2024, According to Chatgpt

Obesity Is Affecting Our Lives in

_ . _ Many Ways
Weight control, nutrition, and diet trends

Exercise trends and home training
Mental health, burnout, and stress management

A oobd -

Management of chronic diseases(diabetes, obesity,
and cardiovascular health)

Telehealth and digital health services
Cancer treatment

Sleep health and sleep disorders

Skin health and cosmetic dermatology
Long COVID and vaccination protocols

= © o N o o

0.Anti-obesity medications

€

[Ehe New {Jork Eimes

From nobody wanting to
treat obesity — to everyone

considering themselves an . . . )
expert in it The Situation Has Become a Bit Confusing

. HUFFPOST I:ﬂ HIGHLINE TWITTER | FACEBO
Every minute there are

70,000 health-related
consultations

oo LVEFYEhING YOU
ol Know About Obesity

Are We Thinking Is Wl‘Ollg
About Obesity

All Wrong?
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at Less and Exercise
More.

Come Back n & Mownths
and Plense Make Sure
You Get an
Appolntment a Day
That t Am O

L

GLAGBERGEN
Frustration (and confusion) with their medical care (40% with obesity)

Platforms That Provide Virtual
Treatment with GLP-1 Analogues

* Noom Med

* Calibrate

* Sesamo Care
* PlushCare
*Ro

« Strut Health

* Henry Meds
* Reflex MD

* K Health

* Quick MD
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Prevalence of Obesity + Rising Costs

T
The bigger, the worse
World, overweight and obesity forecasts

@ Adults Youth
40%

i Share of population Economic cost
’ % % of GDP
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Primary Problem

Weight loss improves comorbidities

L v~
A A A

Cholesterol Hypertension Diabetes Mellitus
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 How Can | Improve the Care of Patients
Suffering Obesity?

11

All Patients Seeks the Same:

+ Seek to be heard

» Support and empathy

* Not to be judged

« Easy access and follow-up

* Information & Direct communication
* Personalized Treatment

* Results at Affordable Cost

12
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All Doctors Face Similar
Challenges:

. I Cost of maintaining a private/Hospital
« Difficulty consolidating a team

* Institutional support PRACTICE
. . CHALLENGE :
° H|gher expectat|ons HOW TO PRICEYOUR TREATMENTS RIGHT!

* Online programs
» “Everyone is an expert in obesity”
* Lower payments from Insurance & State

* New medications -> expensive and poorly covered

13
BMJ Open Prevalence and recognition of obesity
We Do Not Pay to and its associated comorbidities: cross-
Much Attention to sectional analysis of electronic health
. . . record data from a large US integrated
Establish a Diagnosis health system
of obesity Ke_vln M Pantglor}e.' Todd M Hob?s,z Kevin M Chagir::.'JJSBheldog )‘(( Kogg.;
Top Barriers to Getting Professional Weight Loss Help
Insurance Coverage of Obesity,
Lack of Formal Diagnosis
ONLY 4_8':% gf patients 1IN4 pgtiepts
rxfi!tsafgmaﬁlisaigis mfe?avf?r!;gngsn? ialgtn!s?so | ObeSity |$ Often NOt
teeteeeeeieeeeeieee ® © © © Targ_eted in t.he
T T Medical Setting
feeeeeee
OOBESITV
2L S
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1-MINUTE CONSULT

(][4 LEARNING OBJECTIVE: Readers will customize a pre-visit questionnaire to facilitate obesity conseling during
G} office visits

JOHN A. ZAMBRANO, MD, MHS BARTOLOME BURGUERA, MD, PhD

Department of Internal Medicine, Harvard Vanguard ~ Bariatric and Metabolic Institute, Cleveland Clinic
Medical Associates, Atrius Health, Boston, MA

Q: Can effective obesity counseling
fit into the 20-minute appointment?

15

A: Yes,

* Pre-visit questionnaire:
- weight hx, eating habits, level of physical activity and ROS

* We need to center on:
- Optimization of patient’s diet
- Personalized physical activity program
- Appetite control
- Optimization of sleeping habits
- Addressing: depression, anxiety, stress and eating disorders

16
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Will They Come to See Us When They Can Easily Find on the
Internet the Treatment They Believe Can Help Them?

What Can We Do About It?

17

“Back to Basics”:

Give Up the Usual Demands, Simplify Your Approach and Maintain

Transparency
* Importance of empathy  1..c BEST to fish in Programs based on
N TROUBLED waters _ scientific evidence, with
 Facilitate access =\

respect for the patient,
facilitating accessibility,
ensuring long-term
treatment, and
incorporating Al will
succeed

* Direct communication
* Personalized treatment

 Multidisciplinary and
holistic approach

18
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Specific Areas to Consider:

* Rethink your efforts

* Maximize time
- Templates

- Shared Medical Appointments (SMAS)

* Interdisciplinary Teams
* Close follow-up

» Concierge Medicine

* Artificial Intelligence

19

L] Cleveland Clinic

Weight Management-Obesity Programs
OQUTPATIENT VISIT
PRIMARY CARE PHYSICIAN:

Age: Sex: Height (inches). _  Weight (bs).___ BML___

TEMPLATES

Haveyou been referredto us 2 Yes Z No

Ifyes, by whom

Atwhat age did you begin to develop a signific ant weight problem?,
What is your primary reason for making an appointment at this time?
Please describe any events you believe are related to your weight gain?

Evert Vinimum weghi  Macimum weight  Agef Cnset

Your ideal body weight?  Weight at graduation from high school?

What contributes to your weight? [check as many that apply]
C Porfion sizes

2 Emotional eating

T Compuisive eating Clack of knowledge about healthful eafing and
exertise
FAMILY HISTORY
Age Appr. WL Significant illness
Mother
Father

Matemal Grandmother
Matemal Grandfather
Patemal-Grandmather
Pateml Crandlather

Siblings

Weight loss medications

Name: Start Year Length {months)  Pounds lost

DistName  StartYear  Length Starting Pounds lost  Length of  How much
[months)  Weight ime weight  weight
stayed off regained

What do you usually have for :

reakfast

Lunch

Dinner
Number of snack per day?.

Frequency of skipping meals per day

\What do you usually drink? water, tea , pop . juce , energelic drinks, coffee other:
Do you drink aicchal? What type of drink? How many drinks per week?,

PHYSICAL ACTIVITY: Whatare you cumently doing as activity or exercise?
How many times per week? How long ateach session?
Do you have any Limitations to exercise?

APPETITE: Is your appefite well-confrolled at this ime? Yes or No

QUALITY OF SLEEP: Are you sleeping well at night? Yes or No
How many hours of sleep per night?

Do you fell rested when | wake up in the moming? Yes or No
Do you have skeep apnea? Do you use CPAP?

LEVEL OF STRESS: What is level of stress in your ife cumentty?
Scale of 1-10with 10 being the most siressed:
How is your general mood? Depressed—0K

Do you have any heart trouble? Haveyou ever had a Stress test
Chest pain, shoriness of breath, or fatigue when you walk: YESNO

History of eafing disorders: negative, buimia nervosa, binge eating disorder, anarexia nervosa

Associated medical conditions? thyroid disease, diabetes meltus, hypertension, hyperipidemia, coronary
artery dsease, congestive heart falure, galbladder disease, puimonary disease, sleep apnea,
ostegarthritis, depression, Liver problems, kadney problems or other

Associated medications: none, anfidepressants, tablets fordiabetes, insulin, sterods, anfiepileptics or other:
(Cardiovascular risk factors: none, smoking, positive family history, hyperfipidemia, diabetes mellitus, obesity,
sedentary [ifestyle, hypertension, fype A personalty, stress, CAD, CVAITIA's o other:

Have you ever tried Medicati i i icati including iption, over the

counter, herbal, supplements M

20
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Referral Process — Endocrine

+ (#2131446 ENDOCRINE MEDICAL WEIGHT MANAGEMENT)

ENDOCRINE MEDICAL WEIGHT MANAGEMENT

:
Norsnmom

[iyndhurst/Main Campus/X-20 location  []PCOS weight management (Main Campus/X-20) (] East Region/Salon/Twinsburg
[Jsouth Region/Strongsville/Independence  []west Region/Lakewood FHC [ no preference (region
[patient s ready for weight management shared medical appointment (already seen by Endocrine)

Schedinst:  #2 % @3+

G & P4 E
Coordinator will contact patient regarding future appaintments:

3

Contact coordinatar with additional questions at 216-444-9669

omments: 52 % @8+ e 245

Show Additional Order Details ¥

 Follow-up will happen via e-mail, MyChart, and telephone
« Initial visit may consist of MD/NP, dietitian, and possibly EP

¢ 90-minute SMAs

» Members of the group are constant and

22

Obesity Shared Medical Appointments (SMAS)
at Cleveland Clinic

Groups of 8-10 patients meet monthly with an
obesity specialist and registered dietician

* 15-minutes educational activity

» Take turns addressing individual patient
concerns around the room

determined by chosen diet type
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Mayo Clin Proc. 2019 ;94:957-960

MAYO PERSPECTIVES AND CONTROVERSIES
CLINIC

N4 Interdisciplinary
Lifestyle

What to Offer the 99% of Patients With ® choc for upctes

Severe Obesity Who Do Not Undergo Intervention
Bariatric Surgery? Program
Bartolome Burguera, MD, PhD; Philip Schauer, MD; and Scott Kahan, MD, MPH

An Intensive Life-Style Program Offered to Patients with Severe Obesity, Who Are Not Candidates or Not Interested in
Undergoing Bariatric Surgery

in the Context of Shared Medical Appointments

team: Endocrinologist, Exercise Physiology, Social Worker, Psychologist, Nutritionist, Nursing, Surgeon

objective: To Develop an Optimal Medical Weight Loss Program: Patients with BMI > 35 Non-Surgical Candidates
program Included in CCF Health Plan

goal to Accomplish a 5-10% Weight Loss After 12 Months of Intervention

23
Patient Benefits’+ Provider Benefits3#
» Decreased wait times * Increased efficiency
* Increased face-time with physician « Decreased redundancy
» Access to additional learning resources i+ Potential cost savings
+ Enhanced learning though repetition * Improved satisfaction
* Improved clinical outcomes
» Improved satisfaction
1. Kaidar-Person Oet al. Shared medical appointments: new concept for high-volume follow-up for bariatric patients. The Journal of cardiovascular nursing 2010;25(1):13-19; 2. Housden LM, Wong ST. Using Group Medical
Visits With Those Who Have Diabetes: Examining the Evidence. Curr Diab Rep. 2016;16(134).; 3. Edelman D, et al. Shared Medical Appointments for Chronic Medical Conditions : A Systematic Review. VA Evidence-based
Synth Progr Reports. 2012.; 4. Bronson DL, Maxwell RA. Shared medical appointments: Increasing patient access without increasing physician hours. Cleve Clin J Med. 2004.71(5):369-377
24
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Interdisciplinary Obesity Treatment Algorithm

0 1 2 3 4 5 6
Initial Visit Acute Weight Loss Phase: 0-6 months Maintenance
= Blood test = Body Composition = |n-person
Obesity:
= Questionnaires ® Consults = Group Visits Are shared medical appointments
part of the answer?
= DEXA = Virtual -

NELLY SHIBUYA, BS KEVIN M. PANTALONE, DO, ECNU FACE BARTOLOMSE BURGUERA, MO, PhO

CLEVELAND CLINIC JOURNAL OF MEDICINE ~ VOLUME 85 » NUMBER 9 SEFTEMBER 2018

25

Obesity Center
(Department of Endocrinology)

«  Body Composition Technology
+ Significant Growth: doubling each year 2 body composition machines
* More than 1,500 consultations conducted monthly
+ Team:67 endocrinologists
* 10 obesity medicine specialists
» 35 APPs (30 dedicated to obesity management)

+  DXA: research & composition analysis
«  Community Presence
. Locations: LH, Lutheran, Euclid, STJ

« 12 dietitians * Collaborations
* 4 exercise physiologists *  Surgery
* 2 pharmacists *  Hepatology

» 3 psychologists
» 3 social workers
» 30 group medical visits per month

*  Orthopedics
*  Maternal-Fetal Medicine
* Internal Medicine / Family Medicine

« Philanthropic Funds *  Vascular Clinic / Lipedema

*  Hematology / Oncology

26

Bartolome Burguera, MD
Obesity Therapy Update



Medical Updates in Primary Care Conference Friday, December 12, 2025

“Concierge Medicine” Vs. Increase Patient’s Volume

Concierge
Medicine

« Medical care (membership): exclusive and
personalized, with accessibility and
convenience

» Fixed monthly fee: unlimited visits and
telehealth

« Direct access to a phone line
« Membership fees: $1,200 to $10,000 per year
* |In 2013: 50 offices — >1,500 in 48 states

27

JA Ambience Products Careers Blog WS QL i)

Read about our Series C fundraising, co-led by Oak HC/FT and Andreessen Horowitz (a162)

80% AVERAGE UTILIZATION  45% LESS CHARTING TIME #1IN COMPETITIVE BAKE-OFFS

The Al Platform Clinicians Choose
for Documentation and Coding

Ambience helps your health system reduce burden, strengthen revenue integrity and ensure
compliance so clinicians across every specialty can focus on delivering their best care.

Book a Demo

DT

etholist ~ YsrHealth  MEMORN  &ArdentHealth

28
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whek Open.

Ogriewsgateo | Dubets g Enccrnchogy
s pase

Weight Management ng‘r’am for Treatment of Obesity

Spend Time Informing Our Emphasis On: i .
P at i en ts Abo Ut : T;’EZ‘E:JE’F’[;;“S:;;T’;;;WEIGHT LOSS WITH ANTI-OBESITY
MEDICATIONS IN REAL-WORLD CLINICAL PRACTICE

+ Obesity main health problem We provide tools < control B St O o DO L

» Set point (appetite threshold) 1 Nutrition: quality, quantity,

+ Basal metabolic rate portions, drinks Obest:

- Effectiveness of medications 2.- Physical Activity: personalized pire of the amewer (PPOIRmEnts

- Cardiovascular risk reduction exercise programs A ——

(CVR) GOALS: short and midterm ,,_,  Toeweenem oo e

* Muscle maintenance 3.- Appetite control: weight loss e

« Importance of physical activity medications

« Taking responsibility 4.- Sleep patterns. R/o OSA

5.- Stress. Depression. Anxiety
6.- Social aspects

Metabolic surgery, if a medical approach
is not successful

a Endocrine =
AACE Practice

29

75

Obesity: is the brain responsible?
B.notoc?u: Burguera MD, PhD, and Michael D. Jensen, MD

ety o o ok i e
rocgha oee e a1 3 yoar. The soning o co e, g modica ot comeriouse o the &
s e (08B, o eSO 6 0 sk DO BYQETHNGR, CorTaARy MY

S
EommEmEs pomaal : :
- = Set-Point of Weight
= - oo e | Body welaht Is regulated by the nec il

© cnergy intake and expendivure (5.6, |
« sophisticaced and reltively §
alahts

- Factors
* Genetics
» Stress, sleep

» Nutrition, physical activity

* Hours of light exposure
* Florain the gut
* Medications

* Menopause * Losing weight is not complicated

+ Challenge is to maintain weight loss

30
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Metabolic Adaptation Occurs with Weight Loss

—  B00—
o _
o 200 - T
== .
g g 400
E o 300
T= om0 e
= -1 elum
= é 100 — toinitial 108 208
_gx . - weight loss loss
w
I é - Inifial 108
% So_100+  weight gain
T 4
§Lﬁ — 200
™ __
;5 300 . T l
—400 -

Leibel RL Et Al. N Engl J Med 1995;332:621-628.

31
History of Anti-Obesity Drugs

Date Drug Results
1893 Thyroid Hormone Hyperthyroidism
1934 Dinitrophenol Cataracts; neuropathy
1937 Amphetamine Addiction
1967 Rainbow pills Death
1978 Collagen-based VLCD Death
1997 Fenfluramine/phenterm Valvular Insufficiency
1998 Dexfenfluramine Pulmonary HTN
2008 Rimonabant Depression, suicide
2010 Sibutramine Death
2020 Lorcaserin Cancer

32
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Obesity Pharmacotherapy

Agents Action Approval
Phentermine + Sympathomimetic * 1959
Orlistat * Gl lipase inhibitor + 1997
Phentermine/ « Sympathomimetic/Anticonvulsant |« Approved,
Topiramate ER (GABA receptor modulation?) Summer 2012
BupropionER/ |+ Dopamine/noradrenaline reuptake |+ Approved,
Naltrexone inhibitor/Opioid receptor antagonist | September 2014
Liraglutide . _ , * Approved,
3 mg/day GLP-1 receptor agonist December 2014
Semaglutide . . * Approved, June,
2.4 mglweek GLP-1 receptor agonist 2021
Tirzeoatide * Approved in 2022

P » GLP-1/ GIP receptor dual agonist (T2D) Obesity
15 mg/week 5023

33

Objective Assessment of Obesity Care Status

» We have the scientific knowledge

* Interest & need

* What teams need to get involved

* Infrastructure

» Medications with unprecedented efficacy and safety

» Lack of access to these evidence-based medications
- Bias and ignorance
- High costs of these medications

34
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Medications Available to Treat Obesity: Transformational
in Terms of Efficacy and Safety
25 Second Generation
20
% . .
Weight 15 First Generation
Loss ‘
10 Y
| I I
.,
Orlistat Naltrexone / Liraglutide Phentermine / Semaglutide Tirzepatide
(Xenical) Bupropion (Victoza) Topiramate (Wegovy) (Mounjaro)
(Contrave) (Saxenda) (Qsymia) (Ozempic) (Zepbound)

35

a

Q Endo_crine e
“ Practice™

www.endocrinepractice.org

AACE

AACE Clinical Guidance

American Association of Clinical Endocrinology Consensus
Statement: Algorithm for the Evaluation and Treatment of Adults
with Obesity/Adiposity-Based Chronic Disease — 2025 Update

Karl Nadolsky, DO, FACE, DABOM ', W. Timothy Garvey, MD, MACE

Monica Agarwal, MD, FACE %, Alex Bonnecaze, MD °, Bartolome Burguera, MD, PhD ,
Michelle DeGeeter Chaplin, PharmD °, Marcio L. Griebeler, MD #,

Samantha R. Harris, MD ©, Jeffrey N. Schellinger, MCN, RD /,

Juliana Simonetti, MD, DABOM ¥, Reshmi Srinath, MD , Volkan Yumuk, MD, FACE 'V

» This 2025 algorithm for the medical care of adults with obesity underscores that ABCD is a complex,
chronic disease that necessitates long-term treatment and care

+ Emphasis on optimizing health rather than just weight reduction

» Achieving clinical goals other than a singular focus on body mass index (ie, complication-centric care)

» Choice of interventions and intensity of treatment should be individualized, taking disease severity

» Equality of care and reducing weight bias and stigma

36
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Comorbidities Improve with Weight Loss

0% 5% 10% 15% 20% 25% 30% 35%

% Weight Loss

Physical function

Type 2 diabetes
Cardiovascular risk reduction
Hypertension

Sleep apnea

Fatty liver improvement

37

Fundamentals of Care

* Drugs are adjuncts to behavior and
a multidisciplinary approach

+ Can be used with devices, in
combo together, and before and
after bariatric surgery

Adjuncts only

Pharmacotherapy
Devices
Diet Fundamental
Exercise to all obesity
management

Behavioral Modification

38
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1. Nutrition.
]

“This program has been life changing
for me. Not only do I have more energy,
but I no longer need to take diabetes
medications. "

L3 Cleveland Clinic

Deborah, a 57 year-old patient fram Parma ey
Cleveland Clinic’s

Integrated Medical Weight
« Plan allows for flexibility and difers a variety o s

healthy food chaices Management Program
« This is the most liberal of all the diet plans and can

be used lifelong If you are ready to make a life-changng A comprehensive and multi-disciplinary
« Typical average weight loss o 3-5 pounds per manth decisicn and are interested in learning approach to weight management and

ile enjoying a var s, s i long-t eight |
while enjoying ety of healthy food chaces mare about the Integrated Medical long-term w eig| oss

Meal Replacement:
* Two meals per day are replaced with ether
shake or bar and fresh fruit o salad as des:
rd meal is a balanced meal o the user
akes or bars can be purchased from your
gocery store or homemade shakes and bar
used

* One or two healthy snacks per day are all
vegetables are unlimited

« A gtructured meal plan with limited cocking]
preparation is required

« Calaries are controlled which allows for fast
Io:

« Average weight loss of 6:12 pounds per m

the managsment and treament of morbidly cbese patients. 4 Endecrind
Invest. 2007, 50,844
Protein Sparing Modified Fast:
4. Burgiera B, et al. "n Inmensive Litestylo Interventicn 15 an Effective
atment of Marbid Obesty. The TRAMOMTAR o

« Avery low carbohydrate diet that offers lean meats,

Study—a Tw

low carb vegetables, unlimited salads and limited fats ndomized Comtrolled Clinic ternaticnal Jcurnal of
« The most restrictive diet plan offered. Ideal for Endecrinclogy Vdl. 2018, Atticle 1D
participants looking to lose a agnificant amaunt of 6 Esponiio K1, Katarinl OM, Panag ctakon

weight rapidly Corarced wiats. Metab Syner i

* Promotes increased weight |oss by putting the body 10.108%met 2010,
into ketosis or "fat burning’ mode. This "fat burning’
made controls hunger naturally

= Monthly blood work is required

- Typical average weight loss is 8-15 pounds per
manth?

C
analy’
20

he Why WAIT progra
. management in typ
o r 2008, Volume B, |
online: 16 October 2008

7.4, Chang S. R Kashyap. The pr
patients with type 2 diabetes, W
of Medicine 2014 Valume: 81 19
ccjm Bla.13128

ng clinical
es Qurrent
413-420, First

sparing medified fast for chese
pect. Cleveland Clinic Jourrial

. 9 Pages. 657-666, dci: 10,3949/

2.- Regular Physical Activity

m Personalized program:Assess Mobility

m Walking

Upper body exercises

m Swimming

Integrated in daily activities

Short term goal

Plan a head
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Practical Exercise Prescription (Obesity Care)

. Aerobic (5x/week):

* Brisk walk 30 min/day

¢ OR 10 min walk after meals
* Goal: 150 min/week

& Flexibility & Balance (Daily):

e Stretching, yoga, balance drills
® 5-10 minutes per day

[Z] Take-home Message:

Resistance (2—-3x/week):
¢ Chair squats (3x10)
¢ Wall push-ups (3x10)
¢ Band rows (3x12)
o Step-ups (2x10 each leg)
o Shoulder press (2x12)

» Exercise is medicine: consistency matters.
e Aerobic + strength training = best results.
¢ Walking after meals helps weight & sugar.

41

Very Enjoyable Life Burning Less Than 400 Cal

« Getup

*  Open the door for the dog to get out
» Hit the remote to open the garage door

* Drive to work
» Catch the elevator to your office

*  Work/eat in front of the computer all day
» Stop for Chinese/McD food (drive through

in the way home
* Read, or if interested in sports ..
* Watch Real Madrid or Liverpool
* Go to bed

If Exercise Is Not a Part of Our
Patient’s Lives, They Will
Probably Develop Significant
Health Problems

42
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Helps maintain a healthy el

Prevents overweight and ol
Facilitates fat loss and pres

*  Metabolic health
Improves insulin sensitivity
Reduces the risk of metabc
Regulates glucose and trig

*  General health and |
Reduces the risk of premat
Improves immune function
Decreases the risk of type |

»  Cardiovascular risk

Lowers blood pressure and
Reduces the risk of heart a
Improves endothelial functi
*  Productivity:
. Increases concentration, m
Improves energy and efficit
Reduces absenteeism.
+  Self-esteem and me
. Decreases anxiety and dep

Improves mood and self-pe
Strengthens body image ar

7,000 STEPS A DAY
FOR BETTER HEALTH

e

[ J

Walking about 3.5 miles (7,000

could significantly boost your health based
on new analysis of over 50 studies

”" Early death R
-47 %

x Cancer mortality Q
-37%
Dementia .&

Q -38% <

Even modest increases in step count can lower

the risk of serious diseases

gularly
01

nction.
1 sexual dysfunction.

ative sleep.
reduces daytime fatigue.

ng the risk of osteoporosis.
d balance, preventing falls.
and chronic pain.

alth:

»rain plasticity.

steps) per day

Heart disease
-25%

and cognitive decline.
nd memory.

Type 2 diabetes
o,
-14% 1anisms that reduce cortisol.

Falls in older ional resilience.

adults
-28%

ess.

group activities.
imunication skills.
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FDA Approved

Appetite Control. It Is Very Difficult to Help People to Lose Weight Without Reducing Their Appetite
These Medications Are Useful to Reduce the Patient’s Appetite Set Point in the Brain

weight loss
medications.

3. Appetite control: =

FDA-Approved Weight Loss Drugs

’ |
: 20079~ || jg=2012-9- = |
Xenical Alli 3 Qsymia :
(orlistat) (orlistat) (phentermine-topiramate)
4 /
2014 2004== — @
Saxenda Contrave g@
(liraglutide) (bupropion-naltrexone)

I202!) & 2021 2023

mcivree ‘" Weqo Zepbound

(setmelanotide) ™/ (ser?magutide) (tirzepatide)
verywellrealth
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4. Healthy Sleeping Habits

» Lack of sleep is associated to increased appetite

+ Referrals to sleep clinic to r/o restless leg syndrome,
obstructive sleep apnea, or other sleeping disorders

* Many patients are not aware of the circumstance

* Increases the risk of suffering a heart attack, a stroke,
hypertension and hypogonadism

45
5. Try to Improve the Level of Stress
L ] [ ] , L]
in Our Patients’ Life
»  Collaborate with our Psychology colleagues to assist us with the
behavior modification component
* The prevalence of eating disorders, anxiety, depression and other
psychiatric disorders is significant in the patients with morbid obesity
*  Many of these patients may benefit from antidepressant therapy
*  Psychotherapy in the context of SMAs, is also very helpful to address
issues related to food addiction, bulimia and binge eating disorders
46
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Efficacy
Double Benefit

Choice of Appropriate Medication Is Balanced

Cost
Cl/SE
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‘Witkamp RF. Pharm Res., 2011;28: 1792.
* Most trials are 2 1 year (*except Phentermine, 2- gs::ﬁ':é;:::"éme:’;;?:iher 2011:90
24wks, meta-analysis of trials, weight range 0.6-6.0kg) Torgerson JS . Diab Care, 2004
Smith et al. NEJM, 2010;363.
Garvey WT. AJCN. 2012.
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Orlistat

Works in the gut: inhibits the
pancreatic lipase

Approved for long term use
4-6% weight loss on average

Lowers HbA1c 0.3%,
reduces risk of developing
diabetes, lowers triglycerides

Pregnancy
Chronic malabsorption syndrome
Cholestasis

Oily spotting
Flatus with discharge
Fecal urgency and incontinence

49

Effect of Orlistat on Body Weight

Weight loss
(%)

—— Placebo
—*— Orlistat

'/I/H —4.5%

—6.0%

-7.9%
-8.1%

Eucaloric diet

. Week
Sjostrom et al. Lancet 352:167, 1998

Hypocaloric diet
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Phentermine/Topiramate ER

Dosing
Mechanism of Action = Once daily in morning

= Starting dose: phentermine
3.75/topiramate ER 23 mg for 14 days
= Phentermine: immediate-release

= Usual dose: 7.5/46 mg
sympathomimetic—affects appetite

= Maximum dose: 15/92 m
= Topiramate ER: delayed-release gabanergic— / 9
affects satiety

= Central noradrenergic effects

= If <3% weight loss after 12 weeks on usual
. . dose, either discontinue medication or
Indications advance to maximum dose (transition dose

. . L . . phentermine 11.25 mg/topiramate ER 69 mg
= Adjunct to diet and exercise in patients with for 2 weeks)
= BMI 230 kg/m?

= BMI 227 kg/m? with >1 weight-related comorbidity

« Hypertension = If <5% weight loss after 12 weeks on
« T2D maximum dose, then discontinue the
= Dyslipidemia medication (to discontinue take every other

day for one week)

= Schedule IV Controlled Substance

T2D = type 2 diabetes.

Qsymia prescribing information. Mountain View, CA: Vivus, Inc.; 2012.
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Am J Clin Nutr 2012;95:297-308
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Off-Label

Topiramate (Topamax®)

Paresthesia, Somnolence, Taste

aversion
AE

Cognitive Impairment — Word

Finding difficulty

Mechanism/Action: Unclear

AMPA and kainate receptors(craving)

Carbonic anhydrase (modification of
lipogenesis, taste aversion)

GABA (increase energy expenditure)

Dosing:

Start 25mg daily
Range: 25-150mg/d

Advice/Precautions:

Take at night > dinner, Avoid sleeping meds
May interact with oral contraceptive pills
Interaction w/ Metformin

Use BIRTH CONTROL/ (increased risk of
oropalatal clefts )

53

Naltrexone/Bupropion

Bupropion: Reduces food intake by acting on
adrenergic and dopaminergic receptors in the
hypothalamus

Naltrexone is an opioid receptor antagonist
with minimal effect of weight loss when used
alone

Naltrexone blocks the inhibitory influences of
opioid receptors activated by the -
endorphins released by the hypothalamus

Blocking of B-endorphins amplifies the effects
of bupropion leading to an anorectic effect

Uncontrolled hypertension

Seizures, anorexia, or discontinuation of
alcohol, benzodiazepines, barbiturates, or
antiepileptic drugs

Chronic opioid use

Use of other bupropion products or
monoamine oxidase inhibitors

Pregnancy
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>

Change in body weight (%)

Naltrexone SR/Bupropion SR: COR Il Trial

£Or Placebo & NB3Z
miITT- miITT-
Week 28 Completers LOCF Week 56 Completers  LOCF
0 S0, TG decreased 9.8%
-1.8% ' .
" 24% HDL increased 3.6%
. . LDL decreased 6.2%
-8 ww B 5% ‘-;4%
AW
-7 8% wEE hkw waw REw gy WEE RAw
-8.2%
B EEEEEE LY N EE Y
Week Week
3 Placebo m NB32

1,496 subjects, 54% follow up at 1 year

Obesity (2013) 21, 935-943.
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Mechanism/Action:
‘ » Inhibition of norepinephrine reuptake
* Inhibition of dopamine reuptake
» No direct effect on serotonin reuptake inhibition,
reducing the risk of sexual dysfunction, weight
gain, and emotional blunting.
. * Nicotine receptor antagonism
Dosing:
« Start 75mg daily
* Range: 75-300 mg/d
Dry mout_h, sore throat, stuffy nose; Advice/Precautions:
ringing in the ears;
blurred vision; « Avoid if hx seizures, eating disorder, or
AE nausea, vomiting, stomach pain, loss sudden discontinuation of alcohol, seizure
of appetite, constipation: medication, or sedatives
sleep problems (insomnia); +  Some young people (up to 24 years of age)
tremors, sweating, feeling anxious or may have thoughts about suicide when first
nervous taking this medicine
c )
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Liraglutide 3mg

* GLP-1 agonist already used for glucose lowering in diabetes

* 3 mg dose approved for weight loss by FDA on 12/23/2014

* 6-8% weight loss. Reductions in prevalence of Met S

* Side effects: nausea, diarrhea, vomiting, pancreatitis, questions

about medullary thyroid carcinoma risk
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A
04 Normoglycemia —+— Liraglutide —+— Placebo 100+ W Lirzglutide M Placebo

Prediabetes - o - Liraglutide - ¢ - Placebo 904
- 504 P<0.001
ﬁ —_—
& g 70 632
.20 v 60
z 5 50 P<0.001
> E 404
3 1 33.1 P<0.001
@ g 1
& 10
c
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v =5% =10% >15%

Weight Loss
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N Engl J Med 2015;373:11-22.
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Structure of Semaglutide
and Actions of GLP-1

Amino acid substitution at position 8
(Ala to a-Aib) protects against
DPP-4 degradation
Spacer and C18 fatty di-acid chain
attached to Lys in position 26
Provide strong bindingto albumin -

Amino acid substitution at position 34
(Lys to Arg) prevents C18 fatty acid
bindingat wrong site

Apoptosis ¢
Pancreas
Insulin secretion 4
Insulin synthesis 4 =)
y

Glucagon secretion ¢ {

g

B-cell proliferationt
Apoptosis ¢
PB-cell survival +

Kidney
Diuresis J
Natriuresis |

Muscle

Insulin sensitivity 4

Glucose uptake ¢

Brain

Food intake
Water intake ¢

Learning & memory
Neuroprotection ¢
Inflammation

Reward behaviory
Palatability +

/ Bone formation
Bone mass ¢

Liver
Gluconeogenesis ¥
Steatosis ¥

Gl Tract

Gastric emptying 4
Gl motility ¢

Heart

Contractility ¢
Cardiac output 4
Myocyte survival 4
Cardioprotection
Glucose utilizationt
Vasodilation ¢
Glucose uptake 4
Left ventricular function4
Blood pressure t 4 —
Heart rate 44—

ANP production
Natriuresis

Muller T et al. Molecular Metabolism 2019;30:72-130
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Observed Mean Change Over Time
Mean at Baseline: 106.0 Kg

0+

44
S
&
2 81
©
<
o
£ 121
.80
v
z |
5 -16 1 ]
o)
[2a]

-20 T T T T T T T T T T "

In-trial
Semaglutide 2.4 mg

Placebo s

On-treatment

*Treatment policy estimand (assesses treatment effect regardless of treatment discontinuation or rescue intervention); 'Trial product estimand (assesses
treatment effect if trial product was taken as intended). Cl, confidence interval; ETD, estimated treatment difference.

Two Year Efficacy of Semaglutide 2.4 Mg in the STEP 5 Trial:
Change in Body Weight Over 2 Years (%)

Garvey WT et al. Two-year effects of semaglutide in adults with overweight or obesity: the STEP 5 trial. Nature Medicine 2022 Oct;28(10):2083-2091
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Effect of Once-Weekly Tirzepatide, as Compared with Placebo, on Body Weight

Tirzepatide, 5mg M Tirzepatide, 10 mg M Tirzepatide, 15 mg M Placebo

A Overall Percent Change in Body Weight from Baseline | B Percent Change in Body Weight by Week (efficacy estimand)
(treatment-regimen estimand)
(1] i e e Overall mean baseline weight=104.8 kg
(1 R e
£ 40 I - B - G -4=-=-0 - >¢—2-4 i
] i 7 . 2
.:.f =31 .%0 -4 Placebo
2 3
2 -804 <A
8 3 -8
s [
‘o -1204 £
o
2 b 1
.::: [ s Tirzepatide,
2 -16.04 150 2 Smg -150
g £ -164 -160
= v
& -2004 E Tirzepatide,
-19.5 20 10m, 195
209 oA Tirzepatide, g - 20
-24.0 15mg i
F& Fd Fe S "
> 4 Q\IQ fp,\ﬁ \‘b(’ | R T T T T T T
'er ‘0@‘2 Aoa Q 04812162024 36 48 60 72 TRE
LY AY A
Weeks since Randomization

Jastreboff AM et al. N Engl J Med2022;387:205-216
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Figure 1
SELECT trial: primary and confirmatory secondary endpoints
Beneficial effects of semaglutide 2.4 mg on cardiovascular risk vs. placebo
Primary endpoint MACE-3 components
(top-line readout, 8 Aug. 2023) (relative risk reduction)
28% 17,604 adults with overweight
or obesity, without diabetes
. and had a diagnosis of
o 15% . .
/0 cardiovascular disease,
fiis=™ 3 . including prior myocardial
faliva ek reductian 7% infarction, stroke, and/or
T ANRIES enents eripheral artery disease
(statisticallysignifican) Non-fatal CV death Nonfatal  Po P y
Mi stroke
* Including cardiovascular death, urgent heart failure visits and hospitalisations
Source: LincoffA, Brovin-Frandsen K, Comoun H, etal. Semaghuside and Cardiovascular Outcomes in Obesty vithout Disbetes. N EnglJ Med. DOI: 10, 1056/NE Maa2307553 ; QVIA EMEA Thougrt Leadership T F |QV | /_\
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Total fat mass (kg)*

L ' J Mean baseline: 42.5 kg

MUSCLE LOSS
WITH

Semagutide 24
mg Placebo

OZEMPIC
& WEGOVY
& MOUNJARO?

During GLP-1 treatment,
it is important to consider
getting adequate
amounts of protein,
(up to 1.2-1.6 gr/kg),
vitamin B12, vitamin D,
iron, and calcium

. ED:r0kg
959 Cl: [-9.79;4.19)

Lean body mass (kg)*

Mean baseline: 52.1 kg

Semagtice 24
g

Importance of Keeping Muscle Mass

Aerobic (5x/week):
« Brisk walk 30 min/day

* OR 10 min walk after meals

* Goal: 150 min/week

Resistance (2—-3x/week):
« Chair squats (3x10)

» Wall push-ups (3x10)

* Band rows (3x12)

« Step-ups (2x10 each leg)

« Shoulder press (2x12)

Flexibility & Balance (Daily):

« Stretching, yoga, balance drills
* 5-10 minutes per day

Take-home Message:

« Exercise is medicine: consistency matters.
« Aerobic + strength training = best results.

Wilding JPH et al. N Engl J Med 2021:384:989-1002
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SURMOUNT-5
Greater Body Weight Reduction and Target Weight Loss Achievement
with Tirzepatide Vs Semaglutide
. . Weight Reducti
Change in Body Weight e uctions
M Tirzepatide Semaglutide
Overall mean baseline weight=113.2 kg
I A e L L L L L L 100+
8L6
w
- S 80
] a 4.6
B 4 S 60.5
15 -8 £
£ g 60 1 48.4
v
= -124 Semaglutide b} 40.1
g -15.4 B a0 I 27.3 e
5 -6 8
o Tirzepatide g 20 _T_ 16.1
20 5 h
216 a el
24
-y T T T T T T T T T T T 0-
0 4 8 12 16 20 24 36 48 52 60 72 10% 15% 20% 25%
Weeks since Randomization Target Reduction in Body Weight
Weight reduction 230% in 20% vs 7% of tirzepatide vs semaglutide-treated participants, respectively
P<0.001 for all primary and key secondary end points
Once-weekly tirzepatide (maximum tolerated dose, 10 mg or 15 mg) as compared with once-weekly semaglutide (maximum tolerated dose, 1.7 mg or 2.4 mg)
on body weight (% change and categorical endpoints) at Week 72
Aronne LJ, Horn DB, le Roux CW, et al. N Engl J Med. 2025 May 11. Epub ahead of print.
64

Bartolome Burguera, MD
Obesity Therapy Update




Medical Updates in Primary Care Conference Friday, December 12, 2025

Off-Label

Metformin

Mechanism/Action:

Activates AMPK; Decreases Hepatic Glucose
Production, Increases Muscle Glucose
Uptake

Dosing:
e Start 500mg QD (Range: 500mg —
2000mg)

Advice/Precautions:
* Monitor for Vitamin B12 deficiency
* Interaction with topiramate

o * Reports Lactic Acidosis in the presence of
Nausea, Vomiting, renal insufficiency

Diarrhea, abdominal pain

WARNING: lactic acidosis

Altered taste
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CLEVELAND CLINIC JOURNAL OF MEDICINE VOLUME 90 « NUMEBER 9  SEPTEMEER 2023

1-MINUTE CONSULT

Paloma Rodriguez, MD Kevin M. Pantalone, DO, ECNU, FA g .

Marcio L. Griebeler, MD Bartolome Burguera, MD, PhD !’&%ﬁ
O |

BRIEF
ANSWERS
TO SPECIFIC
CLINICAL
QUESTIONS

Q: Should I consider metformin

therapy for weight loss in d[iatients
with obesity but without diabetes?

o Yes. Evidence supports the weight-loss
¢ effects of metformin in adults with obesity
and without type 2 diabetes.
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METFORMINA

Metformin
Tablets
Metformin hydrochioride

) 84 il Costed Tobets

* Reduction in body weight (3%—5%) is associated with improvements in blood pressure, and
lipids, and is a strong predictor of type 2 diabetes prevention

* Metformin as an initial and adjunct weight-loss medication, especially in the presence of
prediabetes, severe obesity (BMI = 35), use of antipsychotic medications, or PCOS

» Consider a long-term treatment, particularly in patients who demonstrate a good response

» Dosage of 1,500 mg/day or more (or adjusted according to renal function)
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@ »revo Cleveland Clinic - Pragmatic Trial

AOMs
INTERVENTION ¢ Liraglutide
200 Participants randomized Lorcaserin
" Phentermine & Pragmatic study designs can bridge
. Wellbutrin & the gap between clinical trials and
Naltrexone clinical practice

Provide real-world evidence of

100 Weight management 100 Weight management effectiveness, with the rigor of
program (WMP) mmm«(ﬂnﬂ;Obeslty randomized clinical trials, to inform
Monthly visits focused on accomplishing ~ Medication (AOM, i

a healthier lifestyle including focus on WMP plus an anti-obesity medication ) the treatmeljt_ decisions of .
nutrition and physical activity insurance, physicians, companies

and patients

PRIMARY OUTCOME
Percent change in body weight 3t month 12 from baseline

Pantalone et al. Effecti of C ining Antiobesity Medication With an Employer-Based Weight Management Program for Treatment of
Obesity: A Randomized Clinical TrialJAMA Netw Open. 2021;4(7):e2116595. doi:10.1001/jamanetworkopen.2021.16595
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@ JAMA Network
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Change in Percentage Body Weight From Baseline to 12 Months, Primary End PointITT indicates intention to treat; WMP, weight management
program; and WMP+Rx, WMP plus antiobesity medication. Mean baseline indicates mean body weight at baseline, and error bars indicate 95% CI. All
comparisons are significantly different at P <.001.

Pantalone et al. Effecti of C ining Anti ication With an ployer-Based Weight Management Program for Treatment of
Obesity: A Randomized Clinical TrialJAMA Netw Open. 2021;4(7):e2116595. doi:10.1001/jamanetworkopen.2021.16595
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Centents lists available at ScienceDirect

Obesity Research & Clinical Practice

EISEVIER journal homepage: www elsevier.com/losate/orep

Weight gain following an employer-based randomized trial evaluating the %=
treatment of obesity with and without anti-obesity medication

Noura Nachawi™®, Marcio L. Griebeler ", Huijun Xiao“, James Bena®, Kevin M. Pantalone ”,
Bartolome Burguera “

N. Nachawi et al Obesity Research & Climical Practice 19 (2025) 171-174
6.34(4.55,8.13)
£
g
3 Traaiment Groups
; - WMP R
£ e
=
£
I TTA11,63)

Fallen-up Time Paint (Months)

Fig. 1.

70

Bartolome Burguera, MD
Obesity Therapy Update




Medical Updates in Primary Care Conference Friday, December 12, 2025

Anti-Obesity Medications Required Long-Term
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CDMMENTARY CLEVELAND CLINIC JOURNAL OF MEDICINE VOLUME 91 = NUMBER 11 NOVEMBER 2024
Bartolome Burguera, MD, PhD  Marcio L. Griebeler, MD W. Timothy Garvey, MD, MACE
Effective but inaccessible antiobesity
medications: A call for sharing
responsibility for improving access
to evidence-based care
TABLE 1
US list prices (monthly cost) of second-generation antiobesity medication compared
with selected other countries
United United Indi
States Spain Denmark  Netherlands  Kingdom Japan Canada Dubai ndia
Semaglutide $1,349 $314 $343 $29 $233 569 $388 $326
2.4mg
Tirzepatide $1,069 $400 $632 $444 $162 $319 $104 $472 200
10-15mg
Information based on web searches, direct pharmacy pricing information, and reference 22.
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ORIGINAL ARTICLE

Clinical Trials and Investigations

ty (o B

Changes in weight and glycemic control following obesity

treatment with semaglutide or tirzepatide by

discontinuation status

Hamlet Gasoyan? |
Nicholas J. Casacchia® |
Marcio L. Griebeler*# |

Weight loss after 1 year with semaglutide or tirzepatide:

W. Scott Butsch®*
Phuc Le? |
Bartolome Burguera®* |

| Rebecca Schulte®
Christopher B. Boyer®

Michael B. Rothberg *?

WILEY

Healio®

and lower maintenance dosages.

o i I
Treafment Early Discontinuation | Later Discontinuation Did Not Discontinue
11.9* | 6.8* | 3.6* \
halts il il Semaglutde 216% (1318) 3L (1910) 47.0% (2674)
E::s;::‘sewhoe ru At:!ultrsuu- ‘e een 3 Thecsfu in IessthaI: .
eSS | montsand 1 year | 3 months Tiaepaide 16,5 (291 1615 49,48 87

Conclusions: The average weight reduction in this cohort was lower than that

observed in the main phase 3 trials, likely because of higher rates of discontinuation

73
Comparation of Virtual Vs. In-Person Encounters
In Patients with Obesity
g0 ""'lII|||l|||||||||||”|“‘“
§ 2 2,
£ g 2
2 6 2 S -1
z g 2
5 8 g
%,m '§}-15
0 4 8 12 g
Weeks 5% 10% 15%
Achievement of Categorical Weight Loss at 12 weeks -20

Group: -+ Face-to-Face -+ Virtual

Group: [l Faceto-Face [l Vinual

Group: [l Fece-to-Face [ vinual

Griebeler ML, Butsch WS, Rodriguez P, Lomeli L, Kampert M, Makin V, Bena J, Pantalone KM, Burguera B. The use of virtual visits for obesity pharmacotherapy in patients with overweight or
obesity compared with in-person encounters. Obesity (Silver Spring). 2022 Nov;30(11):2194-2203. doi: 10.1002/0by.23548. Epub 2022 Sep 25. PMID: 36156456; PMCID: PMC9826334.
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nature medicine

Article https://doi.org/10.1038/s41591-025-03893-3

Macrovascular and microvascular
outcomes of metabolic surgery versus
GLP-1receptor agonists in patients with
diabetes and obesity

Bariatric surgery is STILL superior to GLP-1 therapies for major health
outcomes

At the end of the study, patients who underwent surgery had:

32% lower risk of death

35% lower risk of adverse cardiovascular events such as heart
attack, heart failure, or stroke

47% lower risk of chronic kidney disease

54% lower risk of retinopathy

Future studies should compare the cardiometabolic outcomes of metabolic surgery
with newer GLP-1 RAs that are more effective for weight reduction
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'3 Cleveland Clinic

In Summary:

« Obesity is a major health and socio-economic problem
» Majority of your patients will suffer obesity

« Respect and try understand what is behind their disease

* Need to maximize novel care delivery initiatives:

- Interdisciplinary care
- Shared medical appointments
- Technology and digital care

Medications, in addition to Nutrition, Phys activity, Sleep, and Psycho-Social aspects
Liraglutide, Naltrexone/Bupropion, Phentermine/Topiramate (5—10% wt loss)
Consider Metformin and other combinations

Semaglutide and Tirzepatide (15-25% weight loss, ~ surgical outcomes)

Chronic condition - long term therapeutic plan
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