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Metabolic disease

Obesity Cannabinoid CB1 
receptor (CNR1)

A study in rodents suggests that 
dibenzothiazepine-based CNR1 inverse agonists 
may be useful for treating obesity. In an anorexia 
assay with rats, three of the inverse agonists 
lowered post-fasting food consumption at 
rates comparable to the CNR1 inverse agonist 
Acomplia rimonabant. In diet-induced obese 
mice, two of the compounds caused a decrease in 
body weight compared with that seen in controls. 
Next steps could include further optimizing one 
of the leads and evaluating it in preclinical studies. 
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to treat obesity before being withdrawn last year 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. 
TM38837, a peripherally restricted CNR1 
antagonist from 7TM Pharma A/S, is in 
preclinical testing to treat metabolic syndrome 
and type 2 diabetes.
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