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The Obesity Medicine Association’s (OMA)
4 PILLARS OF CLINICAL OBESITY TREATMENT

V) lu:

Physical

Activity Behavior Medication

Nutrition

Successful + Sustainable Weight Loss = A Comprehensive, Evidence-Based Approach

APPA

Check for Obesogenic Medications
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- Diabetes (insulin, sulfonylureas,
TZDs, meglitinides)

- Hormones

- Hypnotics
- Anti-inflammatory medications A tinistamines
- Anti-seizure medications . Steroids

- Antidepressants (especially
TCAs and mirtazapine)

- Antipsychotics & mood
stabilizers

- CV (beta blocker, CCB)
- Migraine medications

- HIV medications
- Chemotherapy medications
- Organ transplant medications
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Why Use AOMs as Part of Treatment

Medications are adjunct with lifestyle
Medications help people accomplish lifestyle changes and
make them durable/sustainable
Some patients are adamantly opposed to bariatric surgery but
may consider medication

Some newer medications approach effectiveness of surgery

Why Use AOMs as Part of Treatment'-3
Initiate Lifestyle Interventi

Patients with overweight or obesity Inadequate response to lifestyle

but no weight-related complications intervention

Patients with overweight or obesity Weight regain after initial weight loss

and mild to moderate weight-related with lifestyle intervention alone

complications when lifestyle therapy

is anticipated to achieve sufficient

RS ETN Presence of weight-related

mhc&:t;g? (Tay also consider complications, particularly if severe,

s at this stage) with the intent to achieve sufficient

weight loss to ameliorate the
complication

FDA-approved Anti-obesity ~ AAPA
Medication Indications

Patients with obesity (e.g., BMI >30kg/m?)
Patients with overweight (e.g., BMI 27kg/m?)
with presence of a weight-related
complication (e.g., type 2 diabetes mellitus,
hypertension, dyslipidemia)

Adjunct to reduced calorie diet and
increased physical activity

Contraindicated in patients hypersensitive
to the drugs




AAPA
Anthropometric Component of the

Medical Diagnosis of Obesity

Diagnosis
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gno: 5 5
(Anthropometric Component) : .
Clinical Component of Diagnosis

FDA-approved Anti-obesity APPA

Pediatric Medication Indications

Pediatric patients aged

12 years and older with an
initial BMI at the 95th
percentile or greater for
age and sex (obesity)

Anti-Obesity Medications




Medications FDA Indicated for Short-terf

Use

Sympathomimetic Amines

« Phentermine (DEA Schedule 1V); 15 mg, 30 mg, 37.5 mg (cap), 8 mg,
37.5 mg (tab)
Diethylpropion (DEA Schedule IV) 25 mg, 75 mg ER
Phendimetrazine (DEA Schedule 1ll) 35 mg tab, 105 mg ER cap
Benzphetamine (DEA Schedule I1l) 25 mg, 50 mg

Indication: Short-term use (a few weeks) as adjunct to a weight
reduction regimen

MOA: Norepinephrine-releasing agent; anorexic agent

Weight Loss Efficacy: 3-8% in controlled clinical trials; 4-19% in
retrospective medical chart reviews

20222550pp 1515288.5298
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Medications FDA Indicated for Short-terf

Use

Potential Adverse Reactions’ Contraindications/Cautions?
o . . &p
Tachycardia «  Dryness of mouth « History of cardiovascular disease (e.g.,

Increased blood  + Dysgeusia coronary artery disease, stroke, arrhythmias,

prossure congestive heart failure, uncontrolled
« Diarthea hypertension)
Overstimulation
. c . i during or within 14 days
Tremor following the administration of monoamine

oxidase inhibitors

Dizziness
Insomnia Hyperthyroidism
Dysphoria Glaucoma
Agitated states
History of drug abuse
1 Comir. . Am e Care 26222 1552555252 oy HE el

Obesity

Safety and Effectiveness of Longer-Term Phentermine
Use: Clinical Outcomes from an Electronic Health Record

Cohort
Kristina H. Lewis 9 12, Heidi Fischer’, Jamy Ard\©) !, Lee Barton’, Daniel H. Bessesen®, Matthew F. Daley’,
Jay Desaib, Stephanie L. Fitzpatrick’, Michael Horberg?, Corinna Koebnick’, Caryn Oshiro®, Ayae Yamamoto”,
Deborah R. Young’, and David E. Arterburn’®
e e e e T AT
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APAPA
Longer-term Phentermine Use

13,972 adults with phentermine use 2010-2015
+ Short-term (reference group)
Short-term intermittent
Medium-term continuous
Medium-term intermittent
+ Long-term continuous
Effectiveness
Percent change in weight from baseline at 6, 12, 24 months
Safety
Change in blood pressure

CV Risk-incidence of myocardial infarction, stroke, angina, CABG, carotid
artery intervention, or death

1 2010270 591002

Longer-term Phentermine Use: Key APPA

Results

Efficacy
+ Longer duration of phentermine use associated with clinically significant
greater weight loss up to 2 years
Discontinuation consistently resulted in weight regain
Early responders (3% weight loss by 3 months) more likely to reach
clinically significant weight loss by 6 months and generally had more
durable weight loss in all groups
Safety
- Slight increase in average HR that normalized with drug discontinuation
No blood pressure difference in groups at 6 months; lower blood pressure
noted in comparison groups at 12 and 24 months
No significant difference in risk of incidence of CVD or death between
groups related to duration of phentermine treatment (3-year follow-up)

o) 2019276591602

Estimated Percent Weight Loss with
Long-term Phentermine

6morths 12maiths

Short-Term (Referent) uShort-Term Intermittent = Medium-Term Continuous

‘= Medium-Term Intermittent uLong-Term Continuous

Percent Change from Baseline Weight
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Long-term Pharmaceutical Treatments PR

for Obesity (FDA Approved)

Drug Name indication Mechanism of Action Route

Phentermine/

fopiramate ER  A9€ 12 years and up Sympathomimetic, anorectic, reduces appetite oral

Age 12 years and up (Rx)

orlistat oD D e () Gl lipase inhibitor to decrease fat absorption oral
Naltrexonel oo Reduces appetite (NDRI) and cravings (opioid oral
bupropion antagonist)

Age 12 years and up, with or GLP-1 receptor agonist, reduces appetite and food 5
Liraglutide oo e Injection (daily)

Age 12 years and up, with or GLP-1 receptor agonist, reduces appetite and food

Semaglutide iou T2DM Intake

Injection (weekly)
Age 6 years and up with
monogenic or syndromic obesity
due to POMC, PCSK1, or LEPR
variants

Setmelanotide Melanocortin 4 receptor agonist, reduces appetite Injection (daily)

Nonsystemic
Oral Hydrogel

Celluloselcitric acid hydrogel, promotes fullness in
stomach (device)

Age 18 years and up oral

P e, OTC o s N0 e s s e )
N T e R T
i o e ot e e oA S
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AAPA
Long-term Pharmaceutical Treatments for
Obesity (FDA Approved)

Prefrontal "
Cortex ( Jﬁp"""""“ﬂ Bupropion

N
Naltrexone

Topiramate

Bupropion

Intestinal
at
mal-absorption Slow gastric
emptying
y Setmelanotide
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Phentermine/topiramate ER'-5
« Initiate treatment at 3.75 mg/23 mg for 2 weeks
Adult dosing * Increase to 7.5 mg/46 mg
« Escalate to 11.25 mg/69 mg for 2 weeks then to max 15 mg/92 mg
« 10% mean weight loss with treatment vs 2% placebo
Efficacy * Improved cardiometabolic markers
* Reduced progression to T2DM

*+ Monitor for reduced sweating/increased body temp

« Pregnancy test (baseline & monthly) due to birth defect risk
Cﬂﬂ"ﬂ'!'dw?"ﬂ"S’ « Worsening depression/suicidal thoughts.
precautions/warnings NSRS

+ Do not use: pregnancy, glaucoma, hyperthyroid

s ffoct « Paraesthesia, dizziness, dysgeusia, insomnia, constipation, dry mouth
© eftects + 1/14 discontinuation rate

* Must be discontinued gradually to avoid increased seizure risk
Monitor kidney function )
Taper doses if necessary to discontinue

+ $200/month for brand name

89, ood pressur: % hr e,
i e —— Logs Product. 1057 2, Bays HE, st Qbesity
Sigori wbaon. reserid oy i RN

201628107-15. 5 Kanan S Am J Mang Gre 2016:22:5186.5196

Clinical considerations
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AAPA
Orlistat!-®
+ 120 mg TID within 1 hour of fat-containing meal

+ Mean weight loss ranged from 3.9%-10.2% at year 1 in 17 RCTs (120 mg TID)
Efficacy « Decreased BP, TC, LDL-C, fasting glucose at 1 year
« Slows risk of progression to T2DM

« Contraindicated for those with chronic malabsorption syndrome or cholestasis

Contraindications/

ESRE LMY - Do not use in pregnancy, or when breastoeding

« Drug interactions

« Oily spotting, flatus with discharge, fecal urgency, fatty/oily stool, oily evacuation,
Side effects increased defecation, fecal incontinence

+ 1/26 discontinuation rate

+ May interfere on of fat-soluble ions/OCPs, especially

Clinical if diarrhea

considerations + Need vitamins A/D/E/K/beta-carotene >2 hours separated from medication and
levothyroxine 4 hours from medication

- $600/month RX; $40/month OTC (different dosing)

19
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AAPA
Naltrexone/bupropion?-?

N « Iniiate 8 mg/90 mg x 1 week
Adult dosing + Weekly escalation to target dose of 32 mg/360 mg (2 tablets BID)

« Mean weight loss of 8.2% vs 1.4% (placebo)
) - Improved cardiometabolic parameters
Efficacy « Fewer cravings
Lowered HbA1c in patients with T2DM

ications/
ions/warnings

C ion, seizure disorders, anorexia or
bulimia, opioid use, monoamine oxidase inhibitors

Do not use in pregnancy

Nausea, constipation, headache, vomiting, dizziness, insomnia, dry mouth,
Side effects diarrhea

1/9 discontinuation rate

« Avoid taking with high-fat meal to minimize seizure risk

Clinical « Monitor for increased suicidal ideation

considerations. « Monitor BP and HR

« Avoid taking with high-fat meal to minimize seizure risk.

+ $500/month at full dose (2 tabs BID)

AR, it oo st CYP o S irs, D, sy
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Liraglutide5
+ Weekly titration by 0.6 mg over 5 weeks to target dose of 3.0 mg

« Mean weight loss 9% at 1 year
Efficacy « Reduced progression to T2DM in patients with prediabetes
+ Reduced risk of weight regain at 1 year

+ Contraindication: personal or family history of medullary thyroid carcinoma or
muliple endocrine neoplasia syndrome type 2
+ Do ot use in pregnancy or when breastfeeding

* Nausea, diarrhea, constipation, vomiting, injection site reactions, headache,
. hypoglycemia, dyspepsia, fatigue, dizziness, abdominal pain, increased lipase,
Side effects upper abdominal pain, pyrexia, gastroenteritis
* 1/18 discontinuation rate

« Monitor for signs and symptoms of pancreatits, cholelithiasis
 Discontinue DPP4 (gliptin)

« May increase HR and SI

« Must stay hydrated to avoid AKI

+ May slow absorption of other medications

Contraindications/
precautions/warnings

Clinical
considerations

i e Corae Aececiad ) 23 3025 e S R0 1067232 Bays HE
T Bk o GO 154 Koran S A Voreg Core 2062 148 515 & Seuans Fecerin o How,
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Semaglutide'™*
 Initiate at 0.25 mg QW for 4 weeks
Aduitdosing « Increase dose in 4-week intervals until reaching 2.4 mg

« Mean weight loss 10-16% % at 68 weeks
Efficacy « Reduced HbA1c
+ Reduced risk of major adverse CV events by 20%

« Contraindication: personal or family history of medullary thyroid carcinoma o
multiple endocrine neoplasia syndrome type
« Do not use in pregnancy

Contraindications/
precautions/warnings

« Nausea, diarrhea, vomiting, constipation, abdominal pain, headache, dyspepsia,
fatigue, dizziness, abdominal distension, eructation, hypoglycemia (in those with

Side effects T2DM), flatulence, gastroenteritis, gastroesophageal reflux disease,

nasopharyngitis

« 1/28 discontinuation rate

« Monitor for signs and symptoms of pancreatitis, cholelithiasis

Clinical « May increase HR and SI

considerations « Must stay hydrated to avoid AKI

« May slow absorption of other medications

- $1200monin

AAPA
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Adult dosing + Age 6+: Iniiate at 2 mg daly for 2 weeks
« Titrate to 3 mg once daily
= « 80% of patients with POMC or PCSK1 deficiency and 46% with LEPR deficiency
acy. had 210% weight loss at 1 year (small trials)

« Disturbance in sexual arousal

« Increased depression and S
+ Do not use in pregnancy or when breastfeeding

« Injection site reaction, skin hyperpigmentation, nausea, headache, diarrhea,
Side effects abdominal pain, back pain, fatigue, vomiting, depression, upper respiratory tract
infection, spontaneous penile erection
Clinical
i

indications/
precautions/warnings

- Only appropriate for those with obesity due to genetic testing confirmed
deficiency of POMC, PCSK1, or LEPR (Bardet-Bied! syndrome)

Cost + $1000/vial

AAPA
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Nonsystemic Oral Hydrogel'-2

Adult dosing « 3 capsules 20-30 minutes before lunch and dinner with 16-20 oz. water

Erfica + Mean weight loss 6.4% % at 24 weeks
=) + 58.6% of patients were body weight responders

+ Contraindications: history of allergic reaction to cellulose, citric acid, sodium
stearyl fumarate, gelatin, or ttanium dioxide

+ Do not use during pregnancy

+ Abdominal distension, abdominal pain, constipation, diarrhea, flatulence,
infrequent bowel pharyngitis, headache, gastrointesti
Side effects e o
 1/4 discontinuation

(SILITEEIRRIEREIEIILEY - Technically a device since it is not absorbed or metabolized

Contraindications/
precautions/warnings

24




Practical Applications
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AAPA
Clinical Guidelines

B > BT > BT - B

Comprehensive Clinical Eliniealliractics)
Guidoline for the Guidoline for the Compraanaive CInicat Guidsiine on
Waragoment ofohesity | | Management of Obesity cica Gudsines e e
n Aduts n Aduts e
Pationts with Goesity entons or &

e, —

ENDOCRINE
SOCIETY
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AAPA
Key Pharmacological Guidance

- Add AOM if inadequate response to lifestyle interventions alone
- Early weight loss helps predict sustained weight loss

+ 2.5% weight loss within 1 month for all patients

+ 5-10% within 6 months

- Medication selection is individualized based on treatment goals,
weight-related complications, drug cautions and warnings

Medication should be used chronically; short-term treatment
is not recommended

Comar M Am J Manag e 202228(5upp1 19752085296
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PAPA
Specific Medication Guidance

\ Prioritize semaglutide 2.4 mg due to

/ magnitude of net benefit

* Most current AOM FDA indicated for long-term use have a
balance of weight loss over harm that favor their use

+ Orlistat — AGA suggests against use; endorsed in older
guidelines

» Phentermine
* AACE/ACE recommend against off-label AND short-term use
* Endocrine Society and AGA provide conditional endorsement for off-label use

Avoid off-label use of drugs approved for other disease states
for the sole purpose of weight loss

Comar . Am J Mg Gore 2022 28(5u501 1952685258
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Pediatric Guidelines:
American Academy of Pediatrics
Expert Committee Obesity
g::::;;w + Immediate intensive treatment
« Intensive health behavior and lifestyle
treatment (IHBLT)
« Insufficient response > intensify treatment
with pharmacotherapy/surgery
+ <12 years insufficient evidence for use of
pharmacotherapy for sole indication of
obesity
« Ages 8-11 offer pharmacotherapy for
specific conditions according to indications,
risks and benefits
29
PAPA
Pediatric Medication Guidance
_'g_ Obesity Indication ;% Other Medical
&H 12+ years -5 Condition Indication
* Orlistat * Metformin: 10+ T2DM
« Liraglutide 3.0 * Exenatide, dulaglutide,
* Phentermine/topiramate Mieglieled s A0 B
« Phentermine (16+ yrs)  Topiramate: 2+ sei;ure, 12+
i headache prevention
s rclanctdeticgvis) * Lisdexamfetamine: 6+ ADHD
*semaglutide
it
30

10



9/29/23

AAPA
Shared Decision-Making for Choosing AOMs

* Involves choosing treatment based on both evidence and patient preferences

« Consider health literacy: information, drawings

Discuss:
* Comorbid conditions

* Desire for childbearing
* Route of medication

* Availability/supply
* Expected length of time to be on medicaj

* Risks & benefits of each option
* Cost/coverage

.. * Expectation of lifestyle as adjunct to,
Reach a decision together medications for best success

31
. AAPA
Choosing an AOM: Cost/Insurance
Factors
Cost affected by:
» Brand name vs generic available
* Insurance coverage
« Employer based
» Coupon cards
» Pharmaceutical company patient assistance programs
32
AAPA
Choosing an AOM: Additional Factors
[ Patient preferences ]
[ Birth control ]
[Co-occurring medical conditions ]
[Cravings ]
33
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AAPA

Obesity

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

Andres Acosta © . Michael Camitieri ® !, Barham Abu Dayyeh', Gerardo Calderon’, Daniel Gonalez',
Alison McRae, William Rossini', Sneha Singh', Duane Burton', and Matthew M. Clark?

- -
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PAAPA
Phenotypes

© O

Hungry Brain Emotional Hunger Hungry Gut Slow Burn
Abnormal satiation Hedonic eating Abnormal satiety Decreased metabolic
i propi Liraglutide rate
topiramate, lorcaserin sustained release phentermine (15 mg) +
increased resistance

training
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Additional Considerations

36
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Anti-obesity Medication: PAPA

Additional Considerations

* Medications promote variable weight
reduction over variable duration

* If no clinical improvement (3-5% loss of
baseline body weight) after 12-16 weeks
with one anti-obesity medication, consider
alternative medication or increase anti-
obesity medication dose (if applicable)

* While BMI is the only measure listed in
the prescribing information for anti-
obesity medications, BMI has limitations

37

9/29/23

FDA-approved Anti-obesity Medication: "'

Additional Considerations

The decision to i /di
medications without a prescribing
information time limitation for use
should be based on

* Individual patient response

* Clinical judgment regarding the risk of
further/recurrent weight gain

38

AAPA
Medications in Phase 3 Trials'

@ GLP-1/GIP dual agonists @ Amylin receptor agonist @ SGLT-2 inhibitors

Example: Example: Example:
tirzepatide cagrilintide with semaglutide dapagliflozin with metformin
Y . Dopamine reuptake
Example: Example:
botulinum toxin type A methylphenidate

13



AAPA
Summary

Pharmacotherapy is adjunct to lifestyle as part of a treatment plan

-
All AOMs are indi for use during or

-
Obesity is a chronic disease; guidelines help providers decide why, when, and how to use short- and/or
long-term medications

-
Patients may be early and/or hyp

-
AOM choice is multi-factorial and should be done with patient input and the considerations discussed

h 4
Research is rapidly evolving, so we will need to keep an eye on the future of AOMs

40

Questions

41

THANK YOU
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