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Abstract

Antiviral therapies against hepatitis C virus (HCV) infection have made remarkable progress.
Although genotype 1 patients with high viral load were difficult to achieve a sustained viral response
(SVR) to interferon monotherapy, the rates of SVR were increased up to 50% by pegylated-interferon
+ ribavirin combination therapy and were further increased to 90% by additional protease inhibitors.IFN
free regimens have been available using direct-acting antiviral agents (DAAs) targeting nonstructural
regions of HCV. Daclatasvir +asunaprevir combination therapy provides SVR of 85% in genotype
1 patients with or without compensated cirrhosis. However, the presence of resistance-associated HCV
variants results in SVR of 41% and the emergence of multidrug-resistant or highly resistant variants to
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DAA after treatment failure.Sofosbuvir + ribavirin combination therapy, which is the first line for
genotype 2 patients with or without compensated cirrhosis, provides SVR of 97%. Sofosbuvir+ ledipasvir
combination therapy provides SVR of 100%in genotype 1 patients with or without compensated cirrhosis
despite the presence of resistance-associated variants or previous treatment with protease inhibitors. An
appropriate therapy must be chosen for individual patients by taking account of resistance-associated
variants and inhibitory effects on hepatocarcinogenesis in the spread of DAA combination therapies

without severe adverse events.
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