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Infectious disease

Hepatitis C virus 
(HCV)

HCV protease 
NS3/4A

Studies in vitro and in rats identified macrocyclic 
inhibitors of NS3/4A that could be used to 
treat HCV infection. A computational model of 
inhibitor-bound NS3/4A guided the optimization 
of a series of NS3 protease inhibitors, resulting in 
a single inhibitor with a subnanomolar Ki and an 
acceptable pharmacokinetic profile in rats. Further 
studies are necessary to assess the safety of the 
most optimized compound.  
Phenomix Corp. and Merck & Co. Inc. each have 
NS3/4A inhibitors in preclinical development to 
treat HCV.

Findings have 
been patented; 
licensing status 
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