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Abstract : Our aims are to analyze genetic factors of patients with severe adverse events

with genome-wide association study (GWAS) and to evaluate resistant variants using

deep-sequencing analysis, induced by TVR, the first direct-acting antiviral agent against

hepatitis C virus (HCV).

Patients treated with TVR/peg-IFN/RBV therapy for HCV genotype 1 infection with high
viral load have been enrolled since February 2012.

1) As for the host factors for serious skin rash, analysis with GWAS was performed in our
institute. So far 384 DNA samples were collected and applied for SNP typing. We confirmed
the excellent data quality with mean Dish QC (0.950) and overall call rate (99.0%). Under the
conditions of SNP filtering for SNP QC (call rate > 95%, HWEp > 0.001, MAF > 0.05) and
sample QC (call rate > 95%), we have selected 380 DNA samples and 417769 SNPs. By
comparing control group (no skin rash; n = 182) and case group (grade 3 skin rash; n = 52), no
SNPs which could achieve P value less than 5.0 x 10°® were revealed, however on the 5th
chromosome, one candidate SNP was discovered. Since the replication study could not be
performed, due to shortage of the enrolled patients in this prospective study, we are now
doing imputation analysis instead. 2) As for the predicting factors for sustained virological
response (SVR) to the triple therapy, we included 121 patients in whom the treatment
durations were longer than 8 weeks of telaprevir and longer than 24 weeks of peginterferon
and ribavirin. In this study, we evaluated the role of pretreatment measurement of serum
IP-10 (interferon-y inducible protein 10), as previously reported in peginterferon ribavirin
dual therapy. With respect to the predictive factors for RVR (rapid virological respone =
disappearance of serum HCV RNA until 4 weeks of treatment), history of previous interferon
therapy and serum IP-10 were selected in multivariate logistic regression analysis. When
IP-10 levels were categorized at cut-off value of 450 pg/mL, SVR rates were siginificantly
different between low IP-10/RVR group and high IP-10/non-RVR group (82% vs 27%), in the
patients with IL28B non-TT genotype. In conclusion, pretreatment measurement of serum

IP-10 levels were useful, in part, even in the triple therapy.
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