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Othello Hypothesis and 2-Hit Hypothesis Involved in the Development of HCV
Strains Carrying RASs Manifesting Extreme Tolerance Against DAA Therapies.

Mochida, Satoshi
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Hegatitis C virus (HCV) has been the most frequent etiology of
hepatocellular carcinoma, but can be eradicated from the liver after antiviral therapies using
direct-acting antivirals (DAAs). In a small part of patients, however, virologic failure develops
during and after DAA therapies. First, we evaluated the mechanisms involved in the development of
HCV strains carrying resistance-associated substitutions (RASs) in the NS5A region, and demonstrated
the Othello failure involved in the development of virologic failure in patients without signature
NS5A-RASs at baseline, and 2-hit failure associating occurrence of extremely severe tolerant HCV
strains against NS5A replication complex inhibitors, such as NS5A-P32 deletion. Moreover, we found
NS5B-A218S as a factor involved in derangement of antiviral efficacy of NS5A polymerase inhibitors,
and nominated such phenomenon as Tom & Jerry failure.
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