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Obesity: A Major Contributor to Disease
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Obesity: A Major Contributor to Disease
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Each 5 kg/m? higher BMI

~40% higher mortality rate
for ischemic heart disease, stroke, and other vascular diseases®
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Physiology Fights Against Sustained Weight Loss

Weight
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Developed in conjunction with ANZOS and representatives from RACGP

Australian Diabetes Society Obesity Treatment Algorithm

Obesity Pharmacotherapy Agents Approved in Australia

Phentermine!

— Sympathomimetic amine

— Appetite suppression

Liraglutide 3mg 2

— GLP-1 analogue

— Central action to reduce hunger and prolong satiety
Orlistat®

— Inhibits intestinal lipase to reduce fat absorption3
Naltrexone / Bupropion SR*

— Anti-addiction therapies

— Central action to reduce hunger and cravings
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POMC Neuron Role in Appetite
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Naltrexone and Bupropion Act Synergistically

Hypothalamus

Bumoplon directly increases POMC activity
\%&ﬂ o — Reduced Hunger

Reduced Weight

© ausn Naltrexone blocks negative feedback loop
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Naltrexone and Bupropion Act Synergistically
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Naltrexone/Bupropion Phase 3 Trials
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Phase 3 Clinical Trial Development

COR-BMOD
Randomized patients N=793
Age (years), mean a4 a4 a6 54
Female, % 8 8 %0 6
Race, %

Caucasian 75 8 70 79

African American 19 14 2 16

Other 6 3 6 s
Ethnicity, %

Hispanic or Latino 13 8 10 12
Weight (kg), mean 100 100 101 105
BMI (kg/m?), mean 36 36 Ed 36
Hypertension, % 2 2 16 62
Dyslipidemia, % 49 55 aa 8
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Weight Loss In Patients Completing 1 Year

COR-T COR-BMOD COR-DM
N=1742 N=793 N=505
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Categorical Weight Loss In Patients Completing
1 Year Of Treatment

5% Weight Loss
(Go-Primary Endpoint)

% Weight Loss
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Control of Eating Improves as Early as Week 8

ReductioninHunger  Decreasein Cravings, Strength, andFrequency  Conlrolof Eating [a19)
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Changes in Lipids Across Trials

Triglycerides HDL Cholesterol
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Changes in HbAlc in Patients with T2D
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Adverse Effects Across Clinical Trials

Naltrexone/Bup
Adverse Rea n=2545
Nausea 32.5%
Constipation 19.2%
Headache 17.6%
Vomiting 10.7%
Dizziness 9.5%
Insomnia 9.2%
Dry mouth 8.1%
Diarrhea 71%
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Weight Loss is Independent of Nausea
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Naltrexone/Bupropion Indications

Naltrexone HCI Bupropion HCI

* Opioid receptor antagonist + Dopamine/norepinephrine reuptake
* Indications: treatment of alcohol inhibitor
dependenceand prevention of + Indications: as an adjunct to smoking
relapse to opioi tion in Australi;
* TGA approved since 1998

+ TGA approved since 2000.

Naltrexone/Bupropion Dosing

daily dose of nal propion is 2 tablets twice daily for a total of

32 mg naltrexone HCl and 360 mg bupropion HCI, which is reached at the start of week 4

Morring Evening
Week | ]
CONTRAVEis indicated, as an adjunct to a reduced-calorie diet and increased physical activity, for the wemr 2 3
management of weight in adult patients (218 years) with an initial Body Mass Index (BMI) of: == 5 v
Waek 3 & D &
. 2
230kg/m? or Week 4 and onwards » ¥ P 9
+ 227kg/m? to < 30 kg/m? (overweight) in the presence of one or more weight-related co-morbidities
(e.g., type 2 diabetes, dyslipidaemia, or controlled hypertension)
1. Contrave Approved Product Information e
Naltrexone/Bupropion Treatment Should be Contraindications

Evaluated after 16 Weeks and Regularly Thereafter

CONTINUE CONTRAVE if
patient loses at least 5% of
baseline weight at 16 weeks

CONTRAVE should be

discontinued if a patient
has not lost at least 5% of
baseline weight at 16 wk

Uncontrolled hypertension

Seizure disorder or a history of seizures

Known central nervous system tumour

Undergoing acute alcohol or benzodiazepine withdrawal
Bipolar disorder

Chronic opioids or opiate agonists, or acute opiate withdrawal
Pregnancy

Patients with severe hepatic impairment

Patients with end-stage renal failure




Summary

Obesity is a major contributor to disease

Complex neuro-hormonal mechanisms underpin hunger and
make sustainable weight loss difficult

Newer pharmacotherapy options hold promise to improve
patients’ weight and health outcomes

Naltrexone / bupropion is the newest available option, when
combined with diet and exercise leads to increased weight loss
and improved comorbidities

Thank you.
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