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Metabolic disease

Hypercholesterolemia Niemann-Pick 
C1-like protein 
(NPC1L1)

In vitro studies of the ezetimibe (EZE) binding site 
of NPC1L1 could help guide the design of improved 
therapies for hypercholesterolemia. NPC1L1 is 
an intestinal protein that mediates the absorption 
of dietary cholesterol, and it is inhibited by EZE. 
Biochemical and proteomics analysis of the EZE-
NPC1L1 complex identified the loop C region of 
NPC1L1 as the binding site for EZE. Next steps 
should include design of next-generation NPC1L1 
inhibitors. 
Zetia ezetimibe is marketed by Schering-
Plough Corp. and Merck & Co. Inc. to treat 
hypercholesterolemia. 
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