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Obesity is recognised as a disease and health issue

“The World Obesity Federation takes the
position that obesity is a chronic,

relapsing, progressive disease process “Obesity is a chronic relapsing health risk

and emphasizes the need for immediate defined by excess body fat”3
action for prevention and control of this
global epidemic’™

-

. . o . “Obesity is recognised as a chronic clinical
“American Medical Association recognizes

: : _ : condition and is considered to be the result
obesity and overweight as a chronic medical

) _ [ EMA | of interactions of genetic, metabolic,
condition and urgent public health environmental and behavioural factors, and
problem...and work towards the recognition

L ) ) Is associated with increases in both
of opesny |nt.ervent|on as an essential _ morbidity and mortality” Dy
medical service...”?

AN A. Saws I Tt'=s T irme To CalllL Obesity A
DiIisease

AN E 1T=s, 2O 133 - 1O 58 kA1 =T 2013.6

Bray et al. Obes Rev 2017;18:715-23; 2. AMA resolutions. June 2012. Available here; 3. Food and Drug Administration. Guidance for Industry
Developing Products for Weight Management 2007 Available here; 4. Obesity Canada. Available here; 5. EASO: 2015 Milan Declaration: A Call to

Action on Obesity. Available here; 6. EMA Draft Guideline on clinical evaluation of medicinal products used in weight control
EMA/CHMP/311805/2014. Available here.


https://www.ama-assn.org/sites/default/files/media-browser/public/hod/a12-resolutions_0.pdf
http://www.fda.gov/downloads/Drugs/.../Guidances/ucm071612.pdf
http://www.obesitynetwork.ca/obesity-in-Canada
http://easo.org/wp-content/uploads/2015/06/EASO-Milan-Declaration-FINAL.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003067.pdf

Nagoya Declaration 2015
- Obesity is a "disease” !

Nagova Declaration 2015
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Obesity Is a prevalent disease worldwide

In 2022, 2.5 billion adults are obese or overweight(43%). Among them, 0.89 billion are
obesity(16%) .

World map of obesity

Explore our database of obesity prevalence waorldwide. You can see detailed reports for any country for which we hawve

data. Just click to zoom in. Then click the "info" icon to see a report. (Feguires the "Flash™ plugin to work).
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Body-mass Index and Mortality in a Prospective
Cohort Of US AdUItS 1+ million adults in the United States during

14 years of follow-up
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N Engl J Med. 1999 Oct 7;341(15):1097-105.



Life expectancy decreases as BMI increases

Life expectancy Life expectancy

reduced ~3 years reduced 8-10 years

BMI 30-35 kg/m? BMI 40-50 kg/m?
BMI Healthy weight Overweight Obesity Severe Obesity

18.5 25

~40% higher mortality
rate for ischaemic heart
disease, stroke and other
vascular diseases

Each 5 kg/m? higher
BMI

=)

*Based on a metasgaakysisiafchidbirternatienabopsespastbse studies predominantly based in Europe, the United States, Israel and Australia,

including BMI
information for 894,576 adults. BMI, body mass index



Obesity Is associated with multiple comorbidities
and complications

Sleep apnoea

Mechanical

Metabolic Depression 7 B S CVD and risk factors
£ & 3 * Stroke ‘
Anxiety b R « Dyslipidaemia |

. ) » Hypertension 2 )
Asthma A TN  Coronary artery disease =

Sy « Congestive heart failure
NAFLD P B (3 * Pulmonary embolism
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Mental

Cancers* Gallstones Chronic back pain

Source: Hamer, Gale et al, 2020 (UK) (n=334,329)

Physical functioning Infertility Type 2 diabetes

Prediabetes COVID-19: Hospital admission

Incontinence ' ;
Thrombosis o ¢ !

AN

CVD, cardiovascular disease; NAFLD, non-alcoholic fatty liver disease
*Including breast, colorectal, endometrial, esophageal, kidney, ovarian, pancreatic and prostate Source: Petrll et al, 2020 (New Yorn=5279)

Adapted from Sharma AM. Obes Rev. 2010;11:808-9; Guh et al; Luppino et al. Arch Gen Psychiatry 2010;67:220-9; Simon et al. Arch Gen
Psychiatry 2006;63:824-30; Church et al. Gastroenterology 20. BMC Public Health 2009;9:8806;130:2023-30; Li et al. Prev Med 2010;51:18-23;
Hosler. Prev Chronic Dis 2009;6:A48



Guidelines describe obesity treatment pathway

Diagnosis Three-tier Available Model
of obesity treatment pathway guidelines
[ BMI J ACC/AHA/TOS
20141

BMI-centric

Pharmacotherapy Taiwan 2018
Other anthropomorphic AACI_E CIinical3 Compllca.tlon-
measures* Practice 2016 centric

*QOther measures include waist circumference and body composition assessments. fOptional step
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1. Jensen et al. Circulation 2014;129(25 Suppl 2):S102-38; 2. Yumuk et al. Obes Facts 2015;8:402-424; 3. Garvey et al. Endocr Pract 2016;22(Suppl 3):1-203



AHA/ACC/TOS guideline for the management
of overweight and obesity in adults

rwei Assess and treat risk
g,ygo?gzggl?g. oﬁ-’gshet% v factors for CVD and Assess weight and
E 1 - e obesity-related llfesty!e histories
S e = EL-Oks > B =25 comorbidities See Box S)
or =40 (class Il obese)

(See Box 3) (See Box 4)

Measure weight,
height; calculiate
B

1
(See Box 2)

Patent
Encounter
(See Box 1)

Evaluatlon Assess need to
BEBmMl 18.5-24.9 lose weight:
Y No, insufficient risk Bhrl =30 or BMMI 25-29.9
with risk factor(s)
Treatment Measure weight Advise to (See Box &)
and calculate nAal avoid weight gain;
annually or more address and treat
frequently other risk factors
(See Box 17) (See Box 7) Yes
Assess readiness to
No. not yet ready make lifestyle changes
to achieve weight loss
{See Box 8)
High-intensity
comprehensive
Follow-up and lifestyle
weight loss iNntervention
maintenance (See Box 11a) Yes, ready

(See Box 15)

Alternfatifve delivery
1 tyl B} -
ir?tef'veesnﬁoen Determine weight loss
(See Box 11b) and health goals and
intervention strategies

(See Box 9)

Intensive behavioral
treatment (See Box 10);
reassess and address
medical or other
contributory factors:

consider adding or ~N
reevaluating cobesity
pharmacotherapy
(See Box 12), and/f/or
refer to an experienced
bariatric surgeon
(See Box 3)

VWeight
loss =59 and sufficient
improvement
in health ta ets
(See Box 18)

Comprehensive lifestyle
intervention alone or
with adjunciive therapies
(BMI =30 or =27 with
comorbidity)

{(See Box 10)T

Weight loss =596
and sufficient improvement
in health targets
(See Box 14)

A=

Continue intensive =
— oo Bl ok i O BMI =40 or BMI =35 with comaorbidity. ] BMI =30 or BMI =27 with ] |

= Offer referral to an experien comorbidity—option for adding
Cvgbgzﬁ f-a:;t'grézdfnd bariatric surgeon for consultation and pharmacotherapy as an adjunct to
condi(io?'\s‘ weight evaluation as an adjunct to comprehensive lifestyle
= =2 comprehensive lifestyle intervention intervention

e Box 15T (See Box 13) (See Box 12)T




Obesity treatment guidelines
> One size does not fit all

s

4 N
Patients with obesity are diverse Heterogeneity of treatment effects
* Age, sex, race/ethnicity, genetics, * Great variation in weight loss efficacy response — true for all
complications, concomitant medications, weight loss treatments (lifestyle, surgery, pharmacotherapy)
weight, body fat distribution, * Some patients may be susceptible to adverse effects of a
socioeconomic status, culture, personal treatment, thus achieving fewer health benefits
9 preferences, etc. )| ¢ Some treatments may have weight-loss-independent health
benefits, thus some patients may achieve additional health
benefits
\

Treatment approaches must be individualised

IDF, International Diabetes Federation; T2D, type 2 diabetes; WL, weight loss

IDF. Clinical practice recommendations for managing T2D in primary care. Available here


https://www.idf.org/e-library/guidelines/128-idf-clinical-practice-recommendations-for-managing-type-2-diabetes-in-primary-care.html

Overall Obesity Management Goals:
Set Realistic Expectations With Your Patients

Adult patient with
overweight or obesity

Improve
Improve lmprove

patient health quality of life

body weight and
body composition

Seger JC, et al. www.obesityalgorithm.org. Accessed April 22, 2015.



. ASSESS

Assess for Obesity Drivers, Complications, and Barriers

» Use the 4Ms framework to assess Mental, Mechanical, Metabolic, and Monetary drivers,
complications, and barriers to weight management.

The 4Ms of Obesity

.
© D O O

Mental Mechanical Metabolic Monetary
Cognition Sleep Apnea Type 2 Diabetes Education

Depression Osteoarthritis Dyslipidemia Employment
Attention Deficit Chronic Pain Hypertension Income

Addiction Reflux Disease Gout Disability

Psychosis Incontinence Fatty Liver Insurance

Eating Disorder Thrombosis Gallstones Benefits

Trauma Intertrigo PCOS Bariatric Supplies
Insomnia Plantar Fasciitis Cancer Weight-Loss Programs

SAs oF Dbastty Manageanent & 2012 Cassdian Dbasity Netwerk



How Much Weight Provides Benefits?

T2DM prevention; with T2DM — better glycemic control/ medication
______________ ® reduction; improvement in urinary stress incontinence, mobility,
joint pain, weight-related quality of life; improvements in CVD risk
factors (HDL-C, triglycerides, BP)

______________ ® Previous improvements; improvements insleep apnea; ? T2DM
remission

Previous improvements; reductions in CVD events; reductions in all-

-------------- ® cause mortality and reduction in cancer risk (with surgical weight
loss)

Weight loss—associated morbidity: Cardiac arrnythmias, electrolyte
derangements (hypokalemia, etc.), hyperuricemia, psychological
sequelae (depression, eating disorders, etc.), cholelithiasis

Blackburn G. Obes Res. 1995;3(suppl 2):211s-216s; Foster GD, et al. Arch Intern Med. 2009;169:1619-1626
Greg EW, et al. JAMA. 2012;308:2489-2496; Sjostrom L, et al. J Intern Med. 2013;273:219-234
Christou NV, et al. Surg Obes Relat Dis. 2008;4:691-695; Wing RR, et al. J Uro/l. 2010;184:1005-1010.




Obesity care Is about health, not weight. Weight loss is
just one outcome of obesity care

Infernational Obesity Collaborative

COMNSENSUS STATEMNMERNT
Obesity Care ws. Weight Loss

Obesity coare ancad vweight loss aore mnot the saome.

O esiry care delivered by qgqualified clinicians comnsists of evidence based opticons sthar
acdcddress comorbidities of obesity [(dicobetes, hyperteaension, hypedrlipicdemia, eftc ) andc
i rowe well being. Obesity oore is about healfh, mof wesgh s, VWWeighs loss is justs one
Sesrtcorme oF obhesity coare.

Obesiry is a sericous, relapsing chronic diseose thhot reguires lomng fermnm coaore,. just like arvy
othheaesr chromnic disease. Sofe aond effective eevidence based obesity freatments thhar improve
Ppotient heaith aore aovailable.

Evidence based trreatrrments for obesity amnd severe obesity rmay incddude: mutrition and
bBehavior modificarticon, physical activity, medications, aopproved devices, and
metabholic /" Hariatric surgery. In decisions shared withh patients, cAinicicans utilize one or
T of Fhhese rmodoaities o frecat cocbhesity

Slobally, medical coveraoge limits access to effective obesiry care, ro the detrirment ofF
atient heacith . National starutses and medical insuoraonce coverage haove ot kepr pace
wwrith evidernce anmnd odvanmnces im climnfcal sciemnce . Likke othheaer sersicows chromic disecases,
swpgrrt for obesity cores must be incorpoaorarsd info national oubhlic health ssraoregies ond
irnclode ssandard beneirs and coverage for obesity across the ifespan.

People wwith obesiry deserve care_ free from stigrma and shhame .

Intersaticorsal Obesity Colloborative Maernmbors

. '\!' AASTNVMIBES —=—ex .




Treatment Options for Overweight and
Obesity

* Management of

Pharmacotherapy Comorbidities

Lifestyle management

Seger JC, et al. www.obesityalgorithm.org. Accessed April 22, 2015.
Jensen MD, et al. Circulation. 2014;129(25 suppl 2):5102-5138
Apovian CM, et al. J Clin Endocrinol Metab. 2015;100:342-362. Adapted from Medscape



Lifestyle Management of Obesity

» Self-monitoring of caloric intake (balanced low-calorie
diets and diets with different macronutrient
compositions) and physical activity(30-60 minutes of
continuous aerobic exercise 5-7 times per week)

 Goal setting
 Stimulus control

* Nonfood rewards

* Relapse prevention

Obesity Treatment & Management. Medscape Oct 4, 2024



Anti-obesity medications (AOMS)

Centrally Acting Medications

Phentermine

Primarily increases norepinephrine

= Reduces appetite

= Adverse effects may include xerostomia, insomnia,
headache, and constipation

Phentermine-topiramate

Increases norepinephrine, augments GABA, and inhibits

AMPA/kainite excitatory glutamate receptors

= Reduces appetite

- Adverse include paresthesia,
constipation, and dys

xerostomia

Naltrexone-bupropion

|
s
i

Stimulates proopiomelanocortin neurons

- Reduces appetite

- Adverse effects may include nausea, constipation,

he, vomiting, dizziness, nia, and xerostomia

~ 73

Nutrient-Stimulated Hormone (Incretln) Based Medlcat

Liraglutide, semaglutide (GLP-1 receptor agonists)

Inaxis

tbra

o
(V2]

n

Tirzepatide (GIP/GLP-1 receptor agonist)

Simulate metabolic effects of enteropancreatic hormones
via the gut-brain axis
= Reduces appetite

- Adwverse effects may include nausea, diarrhea, vomiting,
constipation, and abdominal pain

Orilistat

Blocks digestion and absorption of up to 30°%: of dietary fat
= Results in caloric deficit, no effect on appetite

- M;ecse effects may include oily fecal spotting, fecal urgency.,
and steatorrhea

Oral cellulose —citric acid hydrogel

Expands and fills the stomach
- Creates a sensation of fullness and enhances satiety
- Adverse effects rnay include d-arrhea, abdominal distension,

infrequentb mony ce, constipation,
nausea, and abdominal pain

(lllllllllllll

. Phentermine increases the release of

| norepinephrine (and dopamine and serotonin
to a lesser degree) in the hypothalamus.
Topiramate affects various brain regions
involved in mood regulation, including the
cortex, hippocampus, and amygdala.

Naltrexone inhibits opioids in the
mesolimbic dopamnne systerm.
Bupropion blocks reuptake of dopam-ne
and norepinephrine in various brain regions,
inciuding the mesolimbic reward pathway,
prefrontal cortex, and hypothalamus.

GLP-1 receptor agonists act centrally in the
brainstem, hypothalamus, and reward centers of the
brain to increase glucose-dependent insulin secretion,
inhibit glucagon secretion, and delay gastric emptying.

GIP/GLP-]. dual receptor agonist augments the
central acting effect on appetite suppression.

Cellulose—citric acid hydrogel
taken before a meal expands to
occupy 25%: of stomach volume.

Orlistat deactivates pancreatic and
gastric lipases that facilitate fatr
on in the small intestine.

AMPA indicates a-amino-3-hydroxy-S-methyl-4-isoxazolepropionic acid: GABA. y-aminobutyric acid:

GLP-1. glucagon-like peptide 1.

GIP. glucose-dependent insulinotropic polypeptide:

JAMA. 2024,;332(7):571-584.




Anti-Obesity Medications

FDA-approved for
obesity treatment

Additional medications used

R( Orlistat

Metformin
" . Phentermine LEE e
Zonisamide
_ _ Bupropion
‘ Phentermine / Topiramate
o Naltrexone
_ Dulaglutide
Bupropion / Naltrexone - Liraglutide
i .

p a Exenatide
y Liraglutide 3mg © Semaglutide
4 Lixisenatide
Semaglutldedz.4mg Pramlintide
. Tirzepatide o
P .& Canagliflozin
Setmelanotide L Dapagliflozin

monogenic obesity* 3

Empagliflozin
* POMC, PCSK1, LEPR deficiency



Figure 2. Percentage of Adults With Obesity Without Diabetes Achieving Specific Weight-Loss Targets by Antiobesity Medication

100+

Body weight reduction, %

so{ |25 =10 @215 [J220 []225

Participants, %

Orlistat 120 mg Phentermine-topiramate Naltrexone-bupropion Liraglutide 3.0 mg Semaglutide 2.4 mg Tirzepatide 15 mg
15/92 mg 32/360 mg
Antiobesity medication

JAMA. 2024,;332(7):571-584.



Table 1. Weight and Cardiovascular Risk Factor Outcomes® of Antiobesity Medications in Adults With Obesity and Without Diabetes
by Mechanism of Action

Mean

systolic

blood

pressure Mean Mean waist

change, LDL-C circumference Common adverse

mim Hg change, 26 change, cm effects Mechanism of action

Intragastrointestinal Medications

Mechanism of action Time
group Antiobesity medication point, mo

Intragastrointestinal Orlistat12-15.23 12
medications

—6 —9.4 —9.6 Qily fecal Intestinal lipase
spotting (2725), inhibitor
flatus with
discharge (24235),
fecal urgency
(2223),
steatorrhea
(20%235), oily
discharge (1 2235),
increased
defecation (1 125)

—6.4° Not —6.6° Xerostomia Sympathomimetic
reported (1225), insomnia amine
(1125), headache
(10%25)

—2.9 —8.4 —10.9 Paresthesia Sympathomimetic
(20235), amine combined with
xerostomia GABA augmentation
(192s8),
constipation
(1625), headache
(1L12a5)

—0.1< —2.09 —6.2 MNausea (3325), POMC neuron
constipation stimulation
(1925), headache

-Based Medications (18563 vomiting

Centrally Acting I\/Iedlcatlons

Centrally acting Phentermine?
medications

Phentermine- 1l
topiramate”-25

Naltrexone- 12>
bupropion-26

Nutrient-Stimulated Hormone (In

¢102%2)
Nutrient-stimulated Liraglutide®-27 > —a4.2 —3.0 -8.2 Nausea (39%23), GLP-1 receptor
hormone-based diarrhea (2125), agonist

medications constipation
(1925), vomiting
(16235), injection
site reaction
(14235), headache
(1L4235), dyspepsia
(10%25)

—-6.2 Not —13.5 Nausea (4423), GLP-1 receptor
reported*= diarrhea (3202:5), agonist
vomiting (2428),
constipation
(2428),
abdominal pain
(20235), headache
(1425), fatigue
(10%25)
—7.6 —8.6 —18.5 Nausea (28235), GIP/GLP-1 receptor
diarrhea (23235), agonist
vomiting (1328),
constipation
(11238),
abdominal pain
(102%235), dyspepsia
(1L023)

Semaglutidez2©-28 16

Tirzepatide21-2° 17

JAMA. 2024,;332(7):571-584.
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Table 2. Individualizing Selection of Antiobesity Medications Among Specific Populations With Obesity Common in Primary Care Settings®

Mild-moderate

Type 2 Moderate kidney hepatic Older adults
Medication Depression/anxiety CAD HTN diabetes impairment® impairment® (>65y)¢
Orlistat!? Use Use Use (lower Use (lower Use Use with caution;  Limited data
BP)3° A,)*? monitor
cholelithiasis
Phentermine??-33 Use with caution; No Use with Unknown Unknown Unknown Unknown
limited data caution;
baseline BP
controlled;
limited data
Phentermine-topiramate? Use with caution; Use with Use (lower Use (lower Limit dose to Limit dose to Limited data
avoid maximum caution; BP)3° A ) 7.5/46 mg daily 7.5/46 mg daily
dose (15/92 mg) tof] monitor HR
decrease risk of
adverse mood
effects
Naltrexone-bupropion?® Unknown; avoid in  Use with Use with Use (lower Limit dose to Limit dose to Limited data
young adults caution; caution; A,)**° 8/90 mg daily 8/90 mg daily
monitor baseline BP
BP/HR controlled;
monitor BP/HR
Liraglutide?’ Use; monitor mood Use; monitor  Use (lower Use (lower Use Use with caution;  Limited data
HR BP)? A,)*° limited data
Semaglutide?® Use; monitor mood Use; monitor  Use (lower Use (lower Use Use; monitor Limited data
HR BP)2° A )? cholelithiasis
Tirzepatide?® Use; monitor mood Unknown Use (lower Use (lower Use Use; monitor Limited data
BP)Z! [ B cholelithiasis

JAMA. 2024;332(7):571-584.



If you experience nausea, here are some general nausea tips that you might find helpful:

Q & = i

Eat bland, low-fat foods, like Eat foods that contain water, like Avoid fried, greasy, or sweet foods Avoid lying down after you eat
crackers, toast, and rice soups and gelatin

[ 33 1G) &

Go outdoors for fresh air Eat more slowly Drink clear or ice-cold drinks

Before After

“Ozempic face” is a term for common
side effects of the medication

reeseasrsot — “‘SeMaglutide (Ozempic)”. It can cause
s fnees sagging and aging of facial skin. You
osommanen  May recommend lifestyle modifications

eomelesetses - or facial fillers to treat skin and facial
side effects.

a hollowed-out
appearance

MEepICALNEWS TODAY



An algorithm for the use of anti-obesity medications

Age 6-T12 v
BMI =95th percentile

Age 12-18 vy
BMNMI =O5th percentile

Age =18 vy

BMI 27-30 + 1 comorbidity

OR
BN =320

EEa O D e e O B s _— sssssssssssssnsesess o
Conditions = <
Accompanying Possibly Consider
Obesity
= ™ -~ ™~
Childhood Onset Obesity
AND i = = = - — Setmelanotide
Marked Hyperphagia =l
.
Congenital MC4aR Pathway Deficiency
~ — o ™
— - ~ - Liraglutide
Typezo.abetes SEsssssssssssssssssnssnssneess o Semaglutide
OR ~ —
: < Tirzepatide
Excessive Hunger = ~
OR T >
OR
Sleep Apnea i =
~— — — ~~
~— = _
A -3 ~ -
~ B -~ ™~
Fullness Desired SEsssssssssssssssssssssssesses s Hydrogel (BM' 25—40)
~ — p— =
== =Y — =
High-Fat Food Preference R ———— Orlistat
. A - B

Nutrition and Diabetes (2024) 14:20



Bariatric (Metabolic) Surgery

* Previously, BMI 240, or BMIs of 35-40 with at least 1 major comorbidity
were indicated for bariatric surgery

* Now, BMI =235 kg/m?2 regardless of co-morbidities and 30-34.9 kg/m2
with obesity-related comorbidities are for bariatric surgery

* Lower weight thresholds should be applied to Asian populations

 Bariatric (Metabolic) surgery results in durable and significant weight
loss and improvements in comorbid conditions

* In the PCORNet Cohort Study (n = 65,093), weight losses at 1 year with
RYGB and sleeve gastrectomy were 31.2% and 25.2%, respectively.
Weight losses after 5 years were 25.5% and 18.8%, respectively

Ann Intern Med. 2018;169:741-750; BMJ. 2023 Dec 18:383:e071027

A D

j - %’}%A » - o > W American Society for Metabolic and Bariatric Surgery
‘\Q7”l?;f’\l__;_;;;snjé’v;“:fj \?T <’ G 3 :j: (ASMBS)2022 and the International Federation for the Surgery
=T 3 S S & of Obesity and Metabolic Disorders (IFSO)



Recommended postoperative screening and
follow-up

* Monitor progress with weight loss and weight regain; consider evaluation by
bariatric medicine provider, nutrition/medications if regain occurs

 Avoid non-steroidal anti-inflammatory drugs (NSAIDs)

« Consider gout and gallstone prophylaxis

 Screen annually for depression and alcohol and substance use disorders; refer for
treatment as needed

* Encourage long term daily bariatric formulation vitamin supplementation to
reduce risk of nutritional deficiencies

« Annual nutritional monitoring, including 24 hour urine calcium excretion (for
biliopancreatic diversion), vitamin B12, folic acid, iron studies, 25-hydroxy
vitamin D, intact parathyroid hormone

» Bone density screening (dual x ray absorptiometry) every two years
BMJ 2023;383:e071027




Types of EBT Endoscopic Bariatric Therapies

~

Space-Occupying Devices

Procedures

Botulinum Toxin Injection

10-15% upon removal of the balloon (6 months)

and 17% at 24 months

Endoscopic sleeve gastroplasty | ESG
on-surgical weight loss procedure 2 4

i
JSLS. 2022 Jan-Mar;26(1):e2021.00066.

Intra-gastric balloons* Stomach Small Bowel
e e . Primary Obasity Surgery Endokminal ' Duodenai Jejunal Bypass sieave
The Full Sense ' Endoscopic Sleeve Gastroplasty (ESG)* [ G“‘mm?!"“ _
Hydrogels Transoral Outlet Reduction Duodenal Mucosal Resurfacing (DMR)
Aspiration Therapy (Aspire Assist)* 15% at 6 months, 16% at 12 months, Incislonless Magnetic Anastomosis System

(1as)*




Mean weight loss

Approach Eligible patients’!’ Description or examples at 12-24 mo®© Other considerations
Multicomponent = BMI =30 * Evidence-based approaches include goal setting, self~-monitoring (eg. food 1 -0 +.5.13 Higher intensity of weight loss
intensive = BMI =25 with obesity- intake, physical activity, daily body weight), dietary change, stimulus control, mstruction 1s associated with greater

behavioral hifestyle associated cnrnurbidil}-d stress management, cognitive therapy!3.14 weight loss vs low- and moderate-
interventions'? = Multicomponent interventions combine these approaches and are delivered by intensity interventions®
trained facilitators, often referred from a primary care setting '3
O = Intensive programs are administered over 1-2 v with =12-14 sessions in 6 mo®
1 - 1 O O (sce Table 3 for examples of programs)

Nutritional = BMI =30 « Restricting/eliminating certain types of foods to create calorie deficit® 3%-8%: 10% with Specific dietary recommendations
intervention = BMI =25 with obesity- = Generally 1200-1500 keal/d for women and 1500-1800 keal/d for men™; very very low-calorie need to account for patient

o 5 diets*7 preference and potential for long-

associated comorbidity

low-calorie diets (<800 kcal/d) require specialized medical supervision
= Climicians can provide counseling or refer to dictician
* Sece more details on 3 evidence-based diet patterns in Table 3

term adherence

Physical activity

All adults regardless of
BMI40

= =150 min/wk moderate-intensity physical activity (30 min 5 times per wk), or
75-150 min/‘wk vigorous-intensity physical activity*?

* Resistance exercise 2-3 times per wk

« =200 min/wk is associated with better maintenance of weight loss®

1%6-3%%

Exercise should be individualized
to patients” health and physical
limitations and increased as patient
15 able to tolerate intensity to reach
goals®

Pharmacotherapy©

5-21%

= BMI =30

= BMI =27 with obesity-
associated comorbidity”

= Consider with inadequate
response o lifestyle
therapy and/or presence of
mild to moderate obesity

complications*

Medications vary in terms of administration and dosage {minimum-maximum
dose):
* FDA approved for long-term usc
= Semaglutide (0.25-2.4 mg/wk subcutancously)
* Phentermine-topiramate ER (3.75/23 mg/d to 15/92 mg/d orally)
= Liraglutide {(0.6-3 mg/d subcutancously)
= Maltrexone-bupropion ER (8 mg/H) mg daily to 16 mg/1 80 mg twice daily
orally)
= Orlistat {(60-120 mg 3 times daily orally)
= FDA approved for short-term usc
= Diethylpropion (IR: 25 mg 3 ttimes daily; ER: 75 mg/d omlly)
= Phentermine {8 mg/d to 8 mg 3 tmes daily or 15-37.5 mg/d orally)
= Commonly used off label
= Tirzepatide (2.5-15 mg/wk subcutancously)
* Semaglutide (3-50 mg/d orally) (50-mg/d oral dose not yvet available)
= Topiramate {12.5-200 mg/d in 1 to 2 divided doses)
= Semaglutide (0.25-2.0 mg/wk subcutancously)
= Liraglutide ((0.6-1.8 mg/d subcutancously)
= Bupropion (SE: 100-200 mg twice daily orally; ER: 150-450 mg/d orally)
= Metformn (500-2500 mg/d orally)

5% (naltrexone-
bupropion, 32

mg/ 360 mg
daily)*! to 21%
(tirzepatide, 15 mg
once wccklyH-Zr

= See Table 4; adverse effects can
often be avoided with slow dose
titration or reducing dose to last
tolerated dosc

= Administer concurrent with
Lifestyle interventions

Metabolic and
bariatric surgery

= BMI =35

= BMI =30 with obesity-
associated comorbidity®

= Consider with inadequate

2 5 3 5 O/ response to lifestyle therapy

* Laparoscopic sleeve gastrectomy: approximately 85% of stomach removed by
separation along greater curvature™®?
* Roux-en-Y gastric bypass: small gastric pouch connected directly to jejunmum

43

25%5-35%5744

= Major complications <5%%-43

= Long-term monitoring necessary
for risks related to nutritional
deficiency and bone health*?

= Administer concurrent with
Lifestyle interventions

JAMA. 2023 Nov 28;330(20):2000-2015



Summary

Intensive lifestyle therapy
Current Pharmacotherapy

N0/ naltrexone/bupropion, phentermine,
liraglutide 3mg, phentermine/topiramate

Percent %% New Pharmacotherapy
total body Treat i semaglutide 2.4mg (FDA-approved June 2021)
weight loss ROTGIN = 'TE2TET { ide (GIP/GLP-1a — FDA- d Nov 2023
3 Gap irzepatide (GIP/GLP-1a — FDA-approved Nov )
(TBWL) cagrilintide-sema (amylin-GLP1a — Phase 3)
0/ danuglipron (GLP-1a small molecule — Phase 2b)
Bariatric surgery, EBT AMG133 (maridebart cafraglutide-MariTide)
004 ‘ setmelanotide (FDA-approved — monogenic obesity)

7y _Combination therapy
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Slide: Ania Jastreboff, MD, PhD TBWL = total body weight loss * POMC, PCSK1, LEPR deficiency
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