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Leptin Mutations: Targeted Pharmacotherapy




MC4R Mutations: 2 - 5% of Severe Obesity
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Peptide Therapeutics
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Challenges of Oral Peptide Delivery

Challenges Solutions

1. Breakdown of drug in the ; 1. Stabilisation of peptide backbone
stomach/gastrointestinal tract ' and side chain

2. Passage across the gut barner 2. Tablet formulation including

Oral version of semaglutide co-formulated with
absorption enhancer SNAC which causes localized pH
Increase leading to higher solubility and protection from
enzymatic degradation

* SNAC facilitates local increase of pH leading to higher
solubility

+ SNAC interacts with cell membrane facilitating absorption
within 30 minutes

trlc mu{ 0 - & -
+ SNAC effect is size-dependent and fully reversible




Oral Peptides: Semaglutide
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Combination Peptides
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Peptides in Development

o 23+ GLP-1 peptides in development:
« Oxyntomodulin (GLP-1/glucagon co-agonist peptide)
e GLP-1-Fc-FGF21,; also FGF21 alone
e GLP-1-GIP
 With glucagon analog
 Long-acting preparations

Diet-Induced Obesity Model
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New Oral Medication Combinations

Phase Il Weight Loss Efficacy
Canagliflozin/Phentermine Combination




Targeting Hedonic Mechanisms

Hedonic responses to sweetened dairy products Total calorific intake during buffet meal
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Mean weight change by genotype
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sweetened dairy products [SEM]
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Combine with bupropion

Weight change from baseline(kg)

Mol Psychiatry. 2014;19:1341



Breakfast Lunch Dinner

Mean Percentage Weight Change Progression in ITT Population

Davys In Study
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Advances In Target Discovery

Modular “omic” components
Patient and Normal Data
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Network biomarkers Predicting compound
Molecillar & disease drivers synergies/combinations
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Devices: Gastric Balloon Systems
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Weight loss and diabetic improvement
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ABC Model of Behavioral Obesity Management
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Certification and Training Programs

AMERICAN BOARD

of OBESITY MEDICINE

A SM B S American Society for
Metabolic and Bariatric Surgery
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