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15 years owned and operated NP Obesity Treatment Clinic in Flagstaff, AZ

Learning Objectives

« Describe the efficacy, safety, and indications of FDA-approved medications
for obesity

« Discuss the results of obesity and related complications with outcomes trials
of FDA-approved medications for obesity

» Compare and contrast the dosing and route of administration of available
medications to treat obesity

+ Outline medications for obesity that are in the pipeline
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Components of an Effective Obesity Management Program

Behavioral
Modification

Pharmacotherapyll Physical Activity

Considerations for Pharmacotherapy

General Considerations in Pharmacologic Initiation

Pharmacologic interventions may be helpful as adjunct therapy with lifestyle interventions for

patients with BMI 230 kg/m? or 227 kg/mzwith 21 obesity-related complication(s).

« Different patients respond to different medications
— If one option does not work, clinicians should consider others

* Consider discontinuing medication in patients who do not respond with weight reduction of at least
5% at 12 weeks after maximum dose®

* Pharmacological therapy may be prescribed indefinitely if the patient responds without any significant
side effects




Therapeutic Goals

Weight reduction of 5%-10% of

body weight Reduces obesity- 9
>25% weight reduction now associated A';;{ﬁvae:dp:‘:'aela;
possible with some medications mmpllc’_aﬁt[l)%n;lﬁsthhm 6 of life

Different health conditions
require varying amounts of
weight reduction to see
improvement

Reduces CVD risk factors, Reduces sleep apnea,
prevents/delays T2D, and depression and improves
improves osteoarthritis physical functioning
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Weight Reduction Targets and Obesity Complications
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FDA-Approved Short-Term Obesity Medications

Medication Mechanism of Action

Benzphetamine Sympathomimetic
Diethylpropion Sympathomimetic
Phendimetrazine Sy i
Phenterminea Sympathomimetic

often prescribed off-label for long-term use, but c| Id be aware of

their state laws.
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FDA-Approved Long-Term Obesity Medications

Medication Mechanism of Acti

Liraglutide

GLP-1 recept t
(subcutaneous injection) M TS

Opioid receptor ist; dopamine and

Naltrexone/bupropion ER (oral) reuptaks intibitor

) ic lipase inhibitor—i intestinal energy i
Orlistat (oral P

Histatcrl) causing excretion of approximately 30% of ingested triglycerides in stool
Phentermine/topiramate ER (oral) + GAB, ptor activator, kaini glutamate

receptor inhibitor causing appetite suppression
Semaglutide
(subcutaneous injection, oral)

Tirzepatide
(subcutaneous injection)

GLP-1 receptor agonist
GIP and GLP-1 dual receptor agonist

Setmelanotide Melanocortin 4 receptor agonist
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Long-term Obesity Medications Indications Overview

Indication(s)

with an initial BMI of 230 kg/r¥, ~ Obesity management, including

‘.m fo;mfzskg/m2 with other risk :g?\l;:ﬁ:g‘m and weight g

‘% with overweight Weight reduction E

3 vihobesity

o e ol e & S5

comorbid condition

with obesity or overweightin the
presence of at least one weight-

Reduce excess body weight and &
maintain weight reduction long term Jo

=

related comorbid condition
& -ago1z B -age1sr - redusedcalorio del (§b = incroased physical acivly
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https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=6240792b-9224-2d10-e053-2a91aa0a2c3e&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=6240792b-9224-2d10-e053-2a91aa0a2c3e&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=6240792b-9224-2d10-e053-2a91aa0a2c3e&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=6240792b-9224-2d10-e053-2a91aa0a2c3e&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=6240792b-9224-2d10-e053-2a91aa0a2c3e&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=6240792b-9224-2d10-e053-2a91aa0a2c3e&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=6240792b-9224-2d10-e053-2a91aa0a2c3e&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=6240792b-9224-2d10-e053-2a91aa0a2c3e&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=6240792b-9224-2d10-e053-2a91aa0a2c3e&type=display
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2007/021887s000_APPROV.pdf
https://qsymia.com/patient/include/media/pdf/prescribing-information.pdf
https://qsymia.com/patient/include/media/pdf/prescribing-information.pdf
https://qsymia.com/patient/include/media/pdf/prescribing-information.pdf
https://www.curraxpharma.com/PI/Contrave-label-current.pdf/
https://www.curraxpharma.com/PI/Contrave-label-current.pdf/
https://www.curraxpharma.com/PI/Contrave-label-current.pdf/
https://www.curraxpharma.com/PI/Contrave-label-current.pdf/
https://www.curraxpharma.com/PI/Contrave-label-current.pdf/

Liraglutide

with obesity or with overweight and at least
il iion

‘one comorbid condi
with body weight greater than 60 kg and

o eduos excess body weghtand
e g eacion o

Long-term Obesity Medications Indications Overview (cont)

Tirzepatide

°

W obesiy,

& winiype2dabetes Improve glycemic conrl

‘?‘ MACE
r— Reduce excess body weight and
one comorbid conditon '

&

with obesity

Moderate to severe obstructive

with type 2 diabetes

Improve glycemic conrl g o‘%
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Wegovy (injection)

Brand name(s) —

Patient characteristics:

with obesity

Indi

jon(s)

TolF

Reduoe exoess body weight and

condition

Long-term Obesity Medications Indications Overview (cont)

9
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https://www.novo-pi.com/saxenda.pdf
https://www.novo-pi.com/saxenda.pdf
https://www.novo-pi.com/saxenda.pdf
https://www.novo-pi.com/victoza.pdf
https://www.novo-pi.com/victoza.pdf
https://www.novo-pi.com/victoza.pdf
https://pi.lilly.com/us/zepbound-uspi.pdf
https://pi.lilly.com/us/zepbound-uspi.pdf
https://pi.lilly.com/us/zepbound-uspi.pdf
https://pi.lilly.com/us/mounjaro-uspi.pdf
https://pi.lilly.com/us/mounjaro-uspi.pdf
https://pi.lilly.com/us/mounjaro-uspi.pdf
https://www.novo-pi.com/wegovy.pdf
https://www.novo-pi.com/wegovy.pdf
https://www.novo-pi.com/wegovy.pdf
https://www.novo-pi.com/ozempic.pdf
https://www.novo-pi.com/ozempic.pdf
https://www.novo-pi.com/ozempic.pdf

Average Percent Weight Reduction (Drug vs Placebo)
From Randomized, Controlled Trials? (T2D Excluded)

[T Placebo

2 Orlistat pion SR

E

2

Mean % Body Weight Reduction

10902813)235.242 siver Sprng) 2012202330342
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Average Percent Weight Reduction (Drug vs Placebo)
From Randomized, Controlled Trials? (T2D Excluded) (cont)

I orug Placebo

o Liraglutide 3.0 mg Semaglutide Tirzepatide 15 mg
Injection Oral

B
3 24mg 25mg
:
.
15 u - 15 S
-
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° 8
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Mean % Body Weight Reduction

(0. 2015:373:11-22. Wacdan TA, at sl It J Obss (Lon). 2013:3711£1443-1451, Wiking IPH,at s, N Englf Mo, 2021,384(11988-1002
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Average Percent Weight Reduction: Tirzepatide vs
Semaglutide Head-to-Head Trial (SURMOUNT-5)

i i
FIR Tizepatide15mg SO Semaglutide 2.4 mg

P<0.001, tirzepatide vs
semaglutide
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Additional Outcomes Summary

BP Change, HR Change HDL Change TG Change
SBP/DPB mmHg BPM 9 %
Therapy  Placebo | Therapy  Placebo Placebo | Therapy  Placebo
1014119 0580046 12.8
topiramate 2915 0904 10 08 84 55 35 0 52 91
(Equip)
Naltrexone/
bupropion 0100 1909 10 02 20 05 80 08 16 17
(COR)

2/23/26
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Additional Outcomes Summary (cont)

BP Change, HR Change HDL Change 6 Change
SBPIDPB mHg BPM 3 % %
Therapy  Placebo | Therapy  Placsbo Therapy  Placebo
Liraglutide: 519
(5;')‘*‘9""“’9 5744 1608 AR NR 61 27 %6 815 -190 37
i:“;‘g'm‘de 84:30 0840 41 04 12 15 52 13 269 43
Tizepatide 7248 1008 AR NR 58 47 80 07 48 56
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Safety and Tolerability
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https://qsymia.com/patient/include/media/pdf/prescribing-information.pdf
https://qsymia.com/patient/include/media/pdf/prescribing-information.pdf
https://qsymia.com/patient/include/media/pdf/prescribing-information.pdf
https://www.curraxpharma.com/PI/Contrave-label-current.pdf/
https://www.curraxpharma.com/PI/Contrave-label-current.pdf/
https://www.curraxpharma.com/PI/Contrave-label-current.pdf/
https://www.curraxpharma.com/PI/Contrave-label-current.pdf/
https://www.curraxpharma.com/PI/Contrave-label-current.pdf/

Participant Poll

» What are the three most common adverse events for obesity medications?
o Nausea
o Constipation
o Headache
o Dizziness
o Dyspepsia
o Insomnia
o Paresthesia
o Fecal Urgency

2/23/26
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Orlistat Safety and Tolerability

Adverse
Event
=

-Ei_ Contraindications/Warnings and Precautions:
120 el « Contraindicated for those with chronic
mg tid < d
(=613 malabsorption syndrome or cholestasis

Do not use in pregnancy or when
44% breastfeeding
Drug interactions

Oily spotting: [EREA

14% 239% 02% 21%
Clinical Considerations:
67% 221% 1.7% 28% h p "
+ May interfere with absorption of fat-soluble
29% 20.0% 0.6% 5.5% vitamins/medications/OCPs, especially if
experiencing diarrhea
0.8% 1.9% 0.2% 23% = Need vitamins A/D/E/K/beta-carotene
>2 hours separated from medication and
41% 10.8% 0.8% 26% levothyroxine 24 hours from medication
09% 7% 02% 18%

O
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Phentermine/Topiramate Safety and Tolerability

Contraindications/Warnings and Precautions:
P PHEN/TPM | PHEN'TPM * Monitor for reduced sweating/increased
Adverse 37523 mg | 7.546mg body temperature
Event = 5 5 i
(n=1561) (n=240) | (n=498) « Pregnancy test (baseline & monthly) due to
birth defect risk
+ Worsening depression/suicidal thoughts
2% .

14% Increased BP and HR
Do not use in pregnancy, glaucoma,

& 2 ey & hyperthyroidism
6% 8% 15% 16% o o
Clinical Considerations:
1% 1% % 9% « Must be discontinued gradually to avoid
5% 5% 6% % increased seizure risk
Monitor kidney function
3% 3% % 9% « Taper doses if necessary to discontinue

o)

25
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Naltrexone/Bupropion Safety and Tolerability

Naltrexone/bupropion
Placebo
Adverse Event 1519 321360 mg
(n=1515) (n=2545)
inhibitors

e 23 * Donotuse in pregnancy
Clinical Considerations:

dache 104% 176% = Avoid taking with high-fat meal to minimize
iting Sk

Contraindications/Warnings and Precautions:
Contraindications: uncontrolled
hypertension, seizure disorders, anorexia
or bulimia, opioid use, monoamine oxidase

* Monitor for increased suicidal ideation
o
4% %% - Monitor BP and HR
59% 92%

Participant Poll

» What is the most common adverse event that causes patients to discontinue
a NuSH medication?

o Gl-related AEs
o Injection-site reactions
o Paresthesia

o Headache

jety. Al rights
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Incretin-Based Therapies Safety and Tolerability

e e Semaglutide (SC) WEEFEiss
p—

N e TR
e ——] [oares D a0 [Yovsa |
T o ||
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we
o | — i
Hypoglycemia in o 3 -
o

o S
e ™
o — T <
#
[raierce [N
[ Gastroonterite [ o
pain E - o

Oral formulation AEs were similar in type and
percentage to injection.
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https://www.novo-pi.com/saxenda.pdf
https://www.novo-pi.com/saxenda.pdf
https://www.novo-pi.com/saxenda.pdf
https://www.novo-pi.com/wegovy.pdf
https://www.novo-pi.com/wegovy.pdf
https://www.novo-pi.com/wegovy.pdf
https://pi.lilly.com/us/zepbound-uspi.pdf
https://pi.lilly.com/us/zepbound-uspi.pdf
https://pi.lilly.com/us/zepbound-uspi.pdf

Incretin-Based Therapies Clinical Considerations

Contraindications/Warnings and Precautions:

«  Contraindication: personal or family history of medullary thyroid carcinoma or multiple endocrine
neoplasia syndrome type 2

+ Warnings and precautions: risk of thyroid C-cell tumors; Gl adverse reactions; AKI, gallbladder
disease, and pancreatitis

« Do not use in pregnancy or when breastfeeding

Clinical Considerations:

« Monitor for signs and symptoms of pancreatitis, cholelithiasis
* Monitor for depression and suicidal thoughts

 Must stay hydrated to avoid AKI

 May slow absorption of other medications

2/23/26

Therapeutic Endpoint for AOM titration

Co-morbidity
resolution

Quality of life
improvement

Patient

Lifestyle in Obesity Trials

©2026 The Obesity Society. Al rights reserved.
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https://www.novo-pi.com/saxenda.pdf
https://www.novo-pi.com/saxenda.pdf
https://www.novo-pi.com/saxenda.pdf
https://www.novo-pi.com/wegovy.pdf
https://www.novo-pi.com/wegovy.pdf
https://www.novo-pi.com/wegovy.pdf
https://pi.lilly.com/us/zepbound-uspi.pdf
https://pi.lilly.com/us/zepbound-uspi.pdf
https://pi.lilly.com/us/zepbound-uspi.pdf

New Clinical Trial Guidance in 2025

Updated draft guidance from the FDA revises earlier language that indicated
that weight management medications and devices should be used_adjunct
with intensive lifestyle modification interventions

2007: 2025:

“The use of a weight- “At least one phase 3 trial should

management product should now incorporate a standard-of-care diet and
physical activity program (i.e., a program
that strikes appropriate balance between

be contemplated only after a
sufficient trial of lifestyle

reads...

effectiveness and simplicity that could be
implemented in a primary care setting).”

modification has failed.”

2/23/26
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Pharmacotherapy Trials

« Pivotal trials all included lifestyle intervention per FDA requirements:

o “Regular” lifestyle counseling sessions with a dietitian/qualified healthcare professional
with a focus on healthful, balanced meals

o 500-kcal deficit per day
o 2150 minutes of physical activity per week
o Used in DPP and Look AHEAD

» What happens if paired with intensive lifestyle (behavioral) interventions?
o First 8 weeks: 1000 to 1200 kcal/day meal replacements (eg, liquid shakes, meal bars)
o Then 1200 to 1800 kcal/day of conventional food for the remainder of the 68 weeks
o 100 minutes of weekly physical activity, increased gradually to 200 minutes/week

Examining the Added Effect of Intensive Behavioral Therapy
(IBT) in Clinical Trials

Liraglutide Semaglutide Tirzepatide
- 3.0 mg* 2.4 mg5® 10 mg/15 mg”®
8 243
g 05—
20
- we__, 8
E " -
2
g " - "
2
T [ | ]
N »
3 £ &
’ o K
o o
Drug - minimal support . Ong + BT
Placebo — minimal support Placebo + BT

BB fads
28731208216, 5. W

B [ iR BRSO

a1 Nat oo, 2073:29(112909.2918

o)

34
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Additional Indications

“The Obesity Sodiety. All rights reserved.
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MACE Outcomes: Semaglutide

Semaglutide SC
24mg Placebo

Body Weight Reduction (%)

Cumulative Incidence (%)

No. at Risk
Placebo

Hazard ratio, 0.80 (95% C1, 0.72-0.90)
P<0.001 for superiority

Placebo

Semaglutide

o

0 6 12 18 20 30 36 4 48
—
6 12 18 24 30 36 42 48

Months since Randomization

8301 8652 8487 8326 8l64 7101 5660 4015 1672
Semaglutide 8803 8695 8561 8427 8254 7229 5777 4126 1734

(death from

norfatal o
Compared to placebo, semaglutide treatment significantly reduced the
incidence of the composite primary endpoint by 20% (P <0.001).

MASH Outcomes: Semaglutide

ESSENCE Study

Resolution of Steatohepatitis

with No Worsening of
Fibrosis

90 Estimated Difference, 28.7
(95% CI, 21.1-36.2) P<0.001

Percentage of Par

SemagUtde, 24 mg Plzeto

1 Sanyal AJ ot 1 N Exgl  Med. don 5 2028,392(21)2089-20%9

fety. Al i

Percentage of Participants

Reduction in Liver Fibrosis
with No Worsening of
Steatohepatitis

Estimated Difference, 14.4
(95% CI, 7.5-21.3) P<0.001

Semgutde, 24 mg Plzet

37
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Obstructive Sleep Apnea Outcomes: Tirzepatide
SURMOUNT-OSA Study

SUMOUNT-OSA SUMOUNT-OSA SUMOUNT-OSA SUMOUNT-OSA
Trial 1 Trial 2 o Trial 1 Trial 2

Change in AHI (no. events/hr)
Percent Change in Body
Weight

B

I Tizepatide 10mg or 15 mg

Placebo

New Information — Not On Label

besity Society. Al igh

HbA1c Reduction in Patients with T2D

0.0
05
1.0
N

2.0

HbATc Reduction (%)

Liaglties SemgUtte (SC) Semagutde (PO) Tiremtic

A 2015:316(7)67.2 Davios W) ot Lancet 2021357(10278)571.984. 3. Aroda VR ot . Disbotes Care 201942004 1724-1732. 4 Garvey WT st al. Larcot.

21040281326

2/23/26
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HFpEF Outcomes: Semaglutide
STEP-HFpEF Study

15
. 166
14 Semagluide Estimated difference, 7.8 points
o (95%C1, 4810 109)
1
I e

0.

(points)

Placebo

Change from Baseline

o 2 36 52 52
Weeks since Randomization

No. of Partcipants

Semagltide 23 2 25 243 263

Placebo 2%6 w0 a7 237 266

Observed (1., as-measured) mean changes from baseline in the KCCQ-CSS.

Semaglutide treatment resulted in significantly greater improvement compared to placebo (P<0.001).

2/23/26
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HFpEF Outcomes: Tirzepatide

Summit Study
s
) o .
J T e 7 . Tiaepuide g
£ g R
K — )
I Facebo
&
© Between-group median difference at 52 wk,
55 (555 C1 33106y 0001
TR R AR R R R B A
‘Wesks snce Randomization 0 u 52 Treatment.
- Regimen
e R — ) e Estimand
e wos @ u 1% 6 M No. at Risk
Tiuepaide. 341 30 01
Pacere + 397 2 n
Composite of cardiovascular death or worsening HF event. N
™ Observed mean changes from baseline in KCCQ-CSS
responses

Tirzepatide reduced the risk of a primary endpoint event
9

by 38% (P<0.026). Tirzepatide treatment resulted in a significant

(P <0.001) improvement in the KCCQ-CSS at

52 weeks o '

MASH Outcomes: Tirzepatide
SYNERGY-MASH Study

Resolution of MASH and Decrease of 21 Fibrosis
i - i Stage and No Worsening of
No Worsening of Fibrosis MASH

10 1o
2 90 2 90
g 0 )
£ $ 70
& o 5 60

5 50 5 50 .

3 40 3 40 o
g % g %0
8 20 $ 20
& 10 & 10
o 0

Tiremtic, 6 mg Pleto Tirmmtic,  my Plzetn

At all three doses, tirzepatide treatment resulted in significantly (P <0.001 for all comparisons) more patients
achieving resolution of MASH without worsening fibrosis and improvement in fibrosis.

o)
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Mean Change in WOMAC Pain Score

Reduction in WOMAC Pain

Score

Semagutde Plaeto

Osteoarthritis Outcomes: Semaglutide
STEP-9 Study

Change in Physical Function

Score

g 15

3
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Psoriatic

Percent of Patients Achieving ACRS0 and
10% Weight Red

Arthritis: Tirzepatide

TOGETHER-PsA Study®

Percent of Patients Achieving
ACR50 and Weight Reduction of

At Least 10%
317
08
Ixekizumab Txekizimab
+tirzepatide monotherapy

Percent of Patients Achieving
ACR50

2 500

8

< as0

g 400

£ 350

2 300 335

2 250

g 200

&

£ 180

En 100

g 50

@ 0.0 -
Ixekizumab Ixekizumab
+tirzepatide monotherapy

Met: I

y

Intervention Control
event Total event _Total ARR(95%C1)

Dementia: GLP-1 Receptor Agonists
and Syst tic Review

Study

Pfeffer etal 92015
Marsoetal #2016
Marso et al 2016
Holman etal ! 2017
Hernandez et al*7 2018
Gerstein et al, 2 2019
Husain et al, 3 2019
Gerstein et al, 4 2021
Frias et al#5 2022
Lincoff et al* 2023

RE model for subgroup: Q=4.72; df =

0 303 1 3034 0.03(-0.06t00.12)
3 1648 5 1649 0.12(-02100.46)
12 4668 25 4672 028(0.02t00.53)

739 0.00(-0.05t00.05)
4732 0.06(-0.02100.15)
4952 0.04(-0.12100.20)
1592 0.13(-0.09100.34)
1359 -002(-0.15t00.12)
102 2.26(-074105.27)
8801 0.01(-0.05t00.07)

% 0.07(002100.1)

Favors  Favors Weight,
0dds ratio (95% ) intervention  control %
033000110818 < - > 100
060(0.14102.51) —— 4
0.48(0.24100.95) - 1651
101(0.14t07.14) 2%
014(00110277) < - 116
0.78(029102.09) . 917
020(00110417) < . > 110
150 (0.06 to 36.88) > 100
007(000t0139) < 110
075(017103.35) . 432
0.5 (0.35100.36) -

005 4

s
0dds ratio (95% 1)

Sminer Aot . JAMA Nourol 2028956145048

025 The Obesity

s roserved
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Investigational Medications

y. Al rights reserved.

In The Pipeline

* 50 + companies are developing obesity
therapies
* 80 + therapies in trials

 Amyln Inceased
( Insulin  se—) Satety
9 Glucagon

GIP

GLP1

PYY
Oxyntomodulin

Metson, . Ashef U. P

©2025 The Ot

ely. All ights reserved
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Reduction in Body Weight
Investigational Medications

Semaglutide/ Maridebart/
ilinti i Orforglipron
MoA Amylin GLP-1 +Amyin GLP-1+GIP GLP-1+GCGR | GLP-1+GIP +GCGR GLP-1
Route sc sc sc sc sc PO
Timepoint (w) 2 68 52 46 48 72
Comparator (% change) PBO (-3.0) PBO (-3.0) PBO (-2.5) PBO (-2.0) PBO (-2.1) PBO (-2.1)
00
ERY
H
§ 10,0
2 149
W Phase3 5 0
g o
W Prase2 S 204
&
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Additional Outcomes Summary

BP Change, HR Change HDL Change TG Change
‘SBP/DPB mmHg BPM % %
Therapy  Placebo | Therapy  Placsbo | Therapy Placsbo | Therapy  Plaosbo
Cagilinitide 2805 NR 20 NR 410 0 0 0 03 01
Semaguide+ 950 3219 AR NR 59 07 13 13 258 43
cagrilinitide
Meridebart
-10.4/-5. .1/-1. 4. » 7. X X ). -24. R
e 0457 34 5 02 77 08 60 -01 247 13
Suvoduide  -56/64  25-18  NR NR 83 04 29 01 469 16
Relatnide ~ -04:25 34117 92 08 164 36 -84 04 340 31
Oforgipron 65724 14M14 4353 038 48 413 NR NR -148 38
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Summary

Approved obesity
medications in
combination with lifestyle
modification reduce body
weight and improve

For clinicians, therapeutic
goals are to reduce
obesity-associated
complications and
improve patient overall

For some obesity
medications, indications
are expanding as they
demonstrate
improvements in related

markers of health and quality of life. conditions.
cardiometabolic health to
varying degrees.
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Thank you!
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