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* High calorie diet

* Sedentary lifestyle
* Lack of adequate level of physical activity
* Stress

Homeostatic I Non-homeostatic
control of appetite control of appetite

Driven by internal Driven by hedonic environmental
metabolic hunger signals signals in the absence of
metabolic need
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Thiazoglidinediones
Insulin & SUs (PPAR agonist) DPP4 inhibitor Dopamine agonists
GK inhibitor i
Biguanide Amylin analogues Bile acid
i (metformin) GLP analogues sequestrants i
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Troglitazone Rosiglitazone FDA Guidance on CV
withdraw CV safety safety in diabetes
(1997) (2007) programs (2007)
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Trial Company  Drug Time of initiation Duration (Start-End)
LEADER Novo Nordisk | Liraglutide (GLP-1 analogue) | Post-approval 5 years (2010 - 2016)
EXSCEL AstraZeneca | Exenatide (GLP-1 analogue) | Post-approval 55 years (2010 - 2017)
ELIXA Sanofi Lixisenatide (GLP-1 analogue) | Pre-approval 4 years (2010 - 2014)
SAVOR-TIMI 53| BMS Saxagliptin (DPP4i) Post-approval 4 years (2010 - 2014)
EXAMINE Takeda Alogliptin (DPP4i) Pre—approval Up to 4.75 years (2009 — 2015)
TECOS Merck Sitagliptin (DPP4i) Post-approval 8 years (2008 — 2014)
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Disease
Relationship

* Molecular pathophysiology

* Epidemiology

* Allelic Variation/Genetic Linkage
* Synergies with other disease

Mechanistic
Insight

* Expression pattern; ubiquitous vs. restricted
* Gene regulation/pathway information

* Similarity: homologs/orthologs

* Novelty of target

Technical
Feasibility

* Chemical druggability

* Assayability (functional readout)
* In vivo pharmacology models

* Internal expertise

* Tool cpd availability
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Feasible developmental
pathways
(biomarkers, registration
pathway. IP)

Commercial plausibility
(Differentiation strategy)
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