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Application of molecular dynamics simulation to construct of virtual assay
system of antiviral drug resistance
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We conducted molecular dynamics simulation assay to construct docking models
of direct acting antivirals and the target viral protein and studied effects of
resistance-associated mutations of the viral protein on the dru?-protein binding affinity and the
drug resistance. We further conducted in-vitro HCV replicon cell culture system and confirmed
significant association of the calculated binding affinity and the phenotypic drug resistance. We
confirmed that NS5A-P32del resistance mutation acquires strong resistance to all clinically
available NS5A inhibitors in vitro.
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