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MC4R MUTATIONS





POMC
N=10

LEPR
N=11

AGE 11-30 13-37

BMI 40.4
(26.6-53.3)

48.2
(35.8-64.6)
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Bardet-Biedl Syndrome

▪ Learning disabilities

▪ Obesity

▪ Retinitis pigmentosa

▪ Highly pleiotropic autosomal recessive

▪ polydactyly

▪ Renal abnormalities

▪ 1:125000-160000 (in middle east 1:13500)  - La Reunion

▪ 12 BBS genes (BBS 1-12)      25
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Impaired trafficking of 
receptors to cell surface:
• LepR
• Y2
• 5-HT 2c









Setmelanotide in hypothalamic obesity 

Phase 2 open-label trial designed to evaluate Setmelanotide’s therapeutic effect in patients with 
hypothalamic obesity

Ages 16-40

15.8% reduction  in mean body weight (17.8% in completers 9/11) after 16 weeks

All patients lost at least 5% of their weight

Significant reduction in hunger score





▪ Early onset of obesity (age ≤ 6)

▪ Hyperphagia

▪ Family Hx.


