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Metabolic disease

Hyperlipidemia G protein–coupled 
receptor 109A 
(NIACR1; 
GPR109A; 
HM74A); 
cytochrome P450 
family 2 subfamily 
C polypeptide 
8 (CYP2C8); 
CYP2C9

In vitro and rodent studies identified tricyclic 
NIACR1 agonists that could help treat 
hyperlipidemia with fewer side effects than 
existing treatments. In vitro, several tricyclic 
anthranilide-based and cycloalkene carboxylic 
acid–based agonists were more potent than 
niacin, the receptor’s natural ligand. In rats, 
a tricyclic cycloalkene carboxylic agonist 
suppressed free fatty acids and caused only 
minor vasodilation, which is a common side 
effect of existing NIACR1 agonists. In mice, 
the compounds had good pharmacokinetics. 
Next steps include determining the effect of 
these compounds on lipid levels and overall 
inflammation. 
Incyte Corp.’s INCB19602, an NIACR1 agonist, 
is in Phase I testing to treat diabetes.
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