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Endocrine disease

Obesity Cannabinoid CB1 
receptor (CNR1)

A study in mice identified a selective CNR1 
inverse agonist that could be useful for 
treating obesity. In a mouse model of diet-
induced obesity, daily oral doses of a CNR1 
inverse agonist produced a dose-dependent 
decrease in food consumption and body 
weight compared with vehicle treatment. A 1 
mg/kg a day oral dose of the inverse agonist 
lowered food consumption and body weight 
at rates comparable to those for the CNR1 
inverse agonist Acomplia rimonabant. Next 
steps include developing polar analogs of the 
identified CNR1 inverse agonists that do not 
penetrate the blood brain barrier. 
Acomplia, from sanofi-aventis Group, was 
marketed in multiple countries outside the U.S. 
to treat obesity before being withdrawn last year 
following a recommendation by the EMEA’s 
Committee for Medicinal Products for Human 
Use because of serious CNS side effects. 
At least eight companies, including sanofi-
aventis, have CNR1 antagonists in Phase II or 
earlier to treat diabetes.
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