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Infectious disease

HCV Non-structural 
protein 5B (NS5B)

In vitro and animal studies suggest that a cytidine nucleoside 
inhibitor of NS5B could help treat HCV infection. 
Computational modeling and in vitro studies identified 
2′-deoxy-2′-spirocyclopropylcytidine as a noncytotoxic NS5B 
inhibitor that blocked HCV replication at low micromolar 
concentrations. In rats and dogs, the compound and its diester 
prodrug had good pharmacokinetics. Ongoing work includes 
additional biological, pharmacological and pharmacokinetic 
evaluation of the compound and its prodrug. 
Pharmasset Inc. and Roche have RG7128 (R7128; 
ROG5024048), a prodrug of Pharmasset’s cytidine nucleoside 
analog and NS5B inhibitor PSI-6310, in Phase III testing to 
treat HCV infection.
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