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Chronology of AOMs

« Based on First Approval

Desoxyephedrine Sibutramine
(withdrawn 1973) (withdrawn 2010)

Rimonabant (wit
hdrawn 2007)

ini Mazindol
2,4 Dinitrophenol : Rainbow Pills (wi
(W|thdrawn 1CET)) e 1968) (withdrawn 1987

Fenfluramine (wi
thdrawn 1997)

P enmetrazmea
(withdrawn 1982

Lorcaserinc (withd

Amphetamine (w : Clobenzorex ?weii(hzr:alvt:;aT;ge;
ithdrawn 1979) (withdrawn 2000)

rawn 2020)

B AOMs Withdrawn AOMs on Market

aApproved for short-term use in the United States. PWithdrawn in 1981 in Sweden, United Arab Emirates, Mauritius, Turkey, Oman, United Kingdom, Venezuela. “Withdrawn from market in February 2020 for saf
ety issue related to increased cancer incidence. Withdrawn in 1975 in Sweden, Norway, United Arab Emirates, Turkey, Oman, United Kingdom, Venezuela, France, and Brazil.

AOM=Anti-Obesity Medication.

1. Pilitsi E, et al. Metabolism. 2019;92:170-192. 2. Miller TD, et al. Nat Rev Drug Discov. 2021;1-23. 3. Onakpoya 1), et al. BMC Med. 2016;14:191. 4. Zepbound [US PI]. Indianapolis, IN, USA: Eli Lilly and Compan
y, 2024.



Obesity
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Case
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Height: 176cm
d¢l 0|= BMI 25 0|}
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+ Weight: 87Kg

- BMI: 28.1

Sibutramine + Orlistat
Weight: 81Kg
BMI: 26.1




Sibutramine (Reductil, Meridia)

* Mechanism
 Serotonin / norepinephrine reuptake inhibitor

— appetite suppression
— thermogenesis 57}
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Cardiovascular risk

Subgroup Sibutramine Placebo Hazard Ratio (95% Cl) P Value
no. /total no. (%)

. . Overall population :
SCOUT (Sibutramine Primary outcome event 56174906 (11.4) 4904398 (10.0) — T16 (103-131) 002
Ca rdiovascular Outcomes Nonfatal myocardial infarction 200/4906 (4.1) 159/4898 (3.2) E+ 1.28 (1.04-1.57) 0.02
i Nonfatal stroke 127/4906 (2.6) 95/4898 (1.9) e 1.36 (1.04-1.77) _ 0.03
Tr|aI) Cardiovascular death 223/4906 (4.5) 229/4898 (4.7) —— 0.99 (0.82-1.19)  0.90
EH Ab Resuscitation after cardiac arrest ~ 11/4906 (0.2) 7/4898 (0.1) E = 1.58 (0.61-4.08) 0.34
o ) Death from any cause 418/4906 (8.5) 404/4898 (8.2) —a— 1.04 (0.91-1.20)  0.54

«obesity DM only ;

. . Primary outcome event 79/1207 (6.5) 77/1178 (6.5) — 1.01 (0.74-138)  0.95
ecardiovascular disease Nonfatal myocardial infarction ~ 22/1207 (L.8) 17/1178 (1.4) S 124 (0.66-2.35)  0.50
°type ? d ia betes Nonfatal stroke 17/1207 (1.4) 18/1178 (1.5) -: 0.94 (0.48-1.82)  0.86

Cardiovascular death 39/1207 (3.2) 41/1178 (3.5) —_—— 0.94 (0.61-1.46) 0.80

n=1 0,744 Death from any cause 69/1207 (5.7) 65/1178 (5.5) — 1.06 (0.76-1.49)  0.73
CV only ]

follow-u P Primary outcome event 77/759 (10.1) 66/793 (8.3) - 1.28 (0.92-1.78)  0.15

~ 3.4 years Nonfatal myocardial infarction 35/759 (4.6) 24/793 (3.0) = 1.61 (0.95-2.70)  0.08

Nonfatal stroke 20/759 (2.6) 13/793 (1.6) ; = 1.62 (0.80-3.28) 0.18

Cardiovascular death 21/759 (2.8) 29/793 (3.7) = 0.83 (0.47-1.46)  0.51

Death from any cause 52/759 (6.9) 58/793 (7.3) — 0.97 (0.66-1.41)  0.87
CV and DM 1

I Primary outcome event 403/2906 (13.9) 346/2901 (11.9) E+ 1.18 (1.02-1.37) 0.02 I

Nonfatal myocardial infarction 143 /2906 (4.9) 118/2901 (4.1) —— 1.23 (0.97-1.57) 0.09

. ol A Nonfatal stroke 90/2906 (3.1) 63/2901 (2.2) —— 1.45 (1.05-2.00)  0.02

Ca rd iovascu |a r Safety =T Cardiovascular death 161/2906 (5.5) 159/2901 (5.5) —h— 1.03 (0.82-1.28)  0.83

Death from any cause 294/2906 (10.1) 280/2901 (9.7) . 1.05 (0.90-1.24)  0.54

0.1 1.0 10
Sibutramine Better Placebo Better

James, W. Philip T, et al. New England Journal of Medicine 363.10 (2010): 905-917.




L orcaserin

Lorcaserin (Belviq®)
*FDA approval: 2012
*Mechanism: selective 5-HT2C
receptor agonist
Effect: appetite suppression via

hypothalamic POMC activation
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‘Breast cancer risk
Psychiatric adverse effects
« depression aggravation
« suicidal ideation
« psychosis

Valvulopathy risk



Table 2. Number of Cancers by Type and Treatment Group, Full Analysis Set.

Lorcaserin Placebo Total

Cancer Type (N=6000) (N=6000) (N=12,000)
Skin neoplasms 223 222 445
Malignant melanoma 29 25 54
Prostate neoplasms 61 70 131
Gastrointestinal neoplasms 58 30 88
Colorectal cancer 26 14 40
Pancreatic cancer 16 2 18
Respiratory and mediastinal neoplasms 45 28 73

I Lung cancer 40 25 65 I

Breast neoplasms 28 27 55
Renal and urinary tract neoplasms 23 30 53
Bladder cancer 7 13 20
Female reproductive neoplasms 10 18 28
Endometrial cancer 6 13 19
Lymphomas 12 13 25
Miscellaneous cancers 11 8 19
Leukemias 12 6 18
Hepatobiliary neoplasms 10 4 14
Endocrine neoplasms 7 6 13
Nervous system neoplasms 7 3 10
Plasma-cell neoplasms 7 1 8
Soft-tissue neoplasms 2 1 3
Ocular neoplasms 2 1 3
Skeletal neoplasms 1 2 3
Mesotheliomas 1 0 1
520 470 990
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L ::-.':_.:_-'..., g Gastroenterology

a a Gastroenterology -
g Wolume 163, Issue 5, November 2022, Poges 1198-1225

Guidelines

AGA C(linical Practice Guideline on
Pharmacological Interventions for Adults
With Obesity

Fduardo Grunvald 1 * & &, Raj Shah ? *, Ruben Hernaez * * * *, Apoorva Krishna Chandar &,
Octavia Pickett-Blakely 7, Levi M. Teigen ®, Tasma Harindhanavudhi ®, Shahnaz Sultan 12,

Siddharth Singh X, Perica Davitkov ® 12, AGA Clinical Guidelines Committee

Recommendation 6. In adults with obesity or overweight with weight-
related complications, the AGA suggests against the use of orlistat.
(Conditional recommendation, moderate certainty)

Comment: Patients who place a high value on the potential small weight loss
benefit and low value on GI adverse effects may reasonably choose treatment
with orlistat.

Grunvald, Eduardo, et al. Gastroenterology 163.5 (2022): 1198-1225.



Prescription Trends for OMDs (July 2017-

February 2024)

E Prescriptions of FDA-approved OMDs by brand

No. of prescriptions

1000000

750000

500000 -

250000

Drug

Alli

Contrave
Lomaira
Orlistat
Phentermine
Saxenda
Wegovy
Xenical
Zepbound
Qsymia

Jul Oct
|

Jan Apr Jul Oct Jan Apr Jul Oct Jan Apr Jul Oct Jan Apr Jul Oct Jan Apr Jul Oct Jan Apr Jul Oct Jan Apr
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2017

2018

2019
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Date

Berning P, Adhikari R, Schroer AE, JAMA Netw Open. 2025;8(1):e2457232.



Amphetamine Phentermine
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Diabetes, Obesity and Metabolism 12: 876-882, 2010.



Original Article Obesity

CLINICAL TRIALS AND INVESTIGATIONS

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

Kristi B 5. CHi%: Cox B 21t 2 HIE{Q S0] A%} S A|c 3UIEX| st M2ZAN, €| EF,
) N N . o 3
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Cbesity (2019) 27, 591-602. doi:101002/oby. 22430



LEAP Trial (NCT05176626)

The Long-Term Effectiveness of the Anti-Obesity Medication Phentermine

Funding: National Heart, Lung, and Blood Institute (NHLBI) | Target N = 1,000 | 4 US. Sites | 24 Moths

Participants B Randomization < & Co-Intervention
v Aged 18-70 yrs — 1:1 Allocation 0 HbA1c
v BMI 27-44.9 kg/m? —» Stratified by Site g Lipid Panel
v Eligible for AOM — Phentermine 8 mg TID vs Placebo
@m Heart Rate
v No CVD ¥ i s ECG-based CVD
Contraindicati j =
ontraindications S s

_ y Randomization _

Phentermine g Placebo
8 mg TID Treatment Period: < J
— 2

(24 mg/day) 24 Months
= l l_, ' Secondary Outcomes
roge =

@™ Colntervention

v Free access to

v WW™ online lifestyle o . .
program S % Weight Loss E@ Lipid Panel
« Study Clinician Visits: % Change in Systolic BP Gv‘ :ggrtsz;: —
= is

— Monthly across 3 mos. %7

— Quarterly thereafter -
= o : @ Preliminary results expected early 2027 (/ \ Status
Preliminary results

expected early 2027
):- 1O SO,
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Case
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« Weight: 95Kg
- BMI: 30.7

Intensive exercise




Weight & Exercise Overlay (Improved Visibility)
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COMCLUSION

Medial meniscal tear

FINDING

* Clinical information:
-3FHEH AEE left knee pain

1. Menisci

- Medial meniscus (+)complex tear(horizontal+ radial) at body and posterior horn; parameniscal cyst
- Lateral meniscus (-}

2. Cartilage loss/defect (according to according to ICRS classification)
- medial femoral condyle (-) grade
- medial tibial plateau (-)

- lateral femaoral condyle (-



A successful failure?

« 95 — 72 kg (successful weight loss)
* Meniscus tear + rib fracture

 Exercise limitation



Case

-+ 20264 3E 13¢
« Weight: 91.7Kg
- BMI: 29.6

 Meniscus tear

 Rib fracture




Are we biased in risk perception?

Would this patient be injured without lifestyle intervention?

Drug risks — always explained

Lifestyle risks are underestimated

Drug: CV risk, cancer, dependency

Lifestyle: injury, sustainability, hidden harm



No risk-free treatment

« All treatments have risks
« Lifestyle # risk-free

« Drug # perfect solution

Treatment is choosing between risks.



Beyond the individual: structural issues

Obesity is not only a medical problem

v Cost burden

Lifelong treatment

Healthcare system impact
v Inequality

Access gap

Obesity concentrated in low SES

v Medicalization

Ilgnoring social determinants of health(SDOH)

Treating symptoms, not causes



What should we recommend?

« Continue lifestyle?
e Start medication?

e Combine both?

What would you choose?
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The F:nd Of Obesity: New Weight Loss Drugs

Provide Hope To Those Overweight
By William A. Haseltine, Contributor. ©® William A. Haseltine, Ph.D., covers gen... v |FW-

Published Jan 24, 2023, 06:37pm EST, Updated Jan 31, 2023, 01:28pm EST
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Case

-+ 20264 3E 13¢
« Weight: 91.7Kg
- BMI: 29.6

 Meniscus tear

 Rib fracture




Take Home Messege
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There is no risk-free treatment.
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