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Analysis of IL-6-mediated drug-resistance of hepatitis C virus infection
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Our previous study described the association of serum IL-6 levels and ER stress
and drug-resistance using JFH1 genotype 2a cell culture system. Based on the pTPF1-M170T (LC011929), we
constructed full-length 1b clones that expressed core mutant viruses which were clinically resistant to
IFN. Although TPF1-M170T clones are not currently allowed in drug-screening tests, perhaps this unique
character can assist in establishing the molecular mechanism of HCV replication. We conducted a cohort
study to investigate whether serum IL-6 levels influenced treatment outcomes of TVR/PEG-IFN/RBV triple
therapy. Our results suggest that baseline low levels of IL-6, as well as their transient increase and
decline during early stage of treatment, are correlated to good response to treatment, whereas sustained
high levels of serum IL-6 are correlated to treatment resistance in most cases. Taken together, serum
IL-6 levels correlate with resistance to treatment also with DAA combination therapy.
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