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Tracking the emergence of escape mutants during triple therapy for hepatitis C virus
infection
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150 million people worldwide have chronic hepatitis C virus infection. With new di
rect-acting antiviral (DAA) agents, the cure rate has increased to >70%. However, some patients develop re
sistance to DAA drugs. These experiments were conducted to determine when and how resistance mutations eme
rge, to identify the properties of common mutants alone and in combination, to examine the effect of resis
tance mutations on viral fitness, and to investigate the effectiveness of DAA drugs in different genotypes

in monotherapy versus combination therapy. Analysis of viral mutations was performed by direct sequencing
as well as ultra-deep sequencing. Results of this study suggest that resistance can emerge even under DAA
combination therapy, but the presence of resistance mutations prior to therapy does not necessarily lead
to treatment failure. These studies demonstrate that analysis of resistance variants is necessary but not
sufficient to predict the outcome of DAA therapy.
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