 Kevin Murphy 

Anti-obesity drugs
Learning objectives
· i) Discuss the difficulties in designing drugs to target obesity. 

· ii) Identify past and current drugs used to treat obesity and describe their mechanisms of action and major side effects.

· iii) Discuss promising avenues for future anti-obesity drugs. 
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Orlistat

· Derivative of an endogenous lipstatin produced by Streptomyces toxytricini.

· Gastric and pancreatic lipase inhibitor

· Reduces dietary fat absorption by around 30% 

· Meta-analysis of 11 placebo-controlled trials of 1 year in 6021 overweight or obese patients, orlistat reduced weight by 2·9%. 

· Attrition rates were high, averaging 33%.

· Fatty and oily stool, faecal urgency, and oily spotting.

· Faecal incontinence 7% 

· Possible deficiencies of fat-soluble vitamins

· No long-term data on obesity-related morbidity and mortality

Qnexa/Qsymia and Lorcaserin approved by FDA in 2012. Contrave awaiting new data. 
Anti-obesity drugs

Early drugs (amphetamines etc) worked better than dietary restriction alone, but poor side effects profile.

Next generation (orlistat, sibutramine, rimonabant) improved, new mechanisms of action- limited efficacy, side effects. 

Next generation effective and well tolerated in combination?
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