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The purpose of this study is to establish a clinical application for new examinations for a new
treatment (interferon [IFN]-free direct acting antivirals [DAAs]), we choose for chronic hepatitis
C (CHO). First, comparative quantitative method of hepatitis C virus (HCV) NS5A region amino
acid (aa) Y93H (NS5A-Y93H) by invader assay was established. Qualitative methods of NS3
aaD168E (NS3-D168E) and NS5A aa L31M (NS5A-L31M) by Invader assay were also
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established. Thereafter, comparative quantitative method of NS5A-Y93H by cycling probe was
established.

Next, we analyzed the efficacies of IFN-free DAAs treatments. Moreover, the relationship
between the efficacy and above new examinations was clarified. The efficacy of daclatasvir
(DCV) and asunaprevir (ASV) combination therapy was analyzed. 1275 patinets recieved DCV
and ASV combination therapy in this study. The sustained virological response (SVR) rates of 12
weeks (SVR12) and 24 weeks (SVR24) after the end of the treatment were 89% and 87%,
respectively. The SVR12 rates of comparative quantitative method of NS5A-Y93H by invader
assay were 93% (<1%), 63% (1-20%) and 52% (20%<), respectively. On the other hand, same
rates comparative quantitative method of NS5A-Y93H by cycling probe were 97% (0%), 75%
(1-20%) and 55% (20%<), respectively. The efficacy of sofosbuvir (SOF) and ledipasvir (LDV)
combination therapy was analyzed. 1032 patinets, who were naive or received previous IFN
regimen treatement, recieved SOF and LDV combination therapy in this study. The SVR12 and
SVR24 were 96.8% and 96.7%, respectively. The SVR12 rates of comparative quantitative
method of NS5A-Y93H by cycling probe were 99.1% (0%), 95.3% (1-20%) and 93.1% (20%<),
respectively. 91 patinets with DCV and ASV failure recieved SOF and LDV combination therapy
in this study. The SVR12 and SVR24 were 78.2% and 70.2%, respectively. The SVR12 rates of
comparative quantitative method of NS5A-Y93H by cycling probe were 92.3% (0%), 100%
(1-20%) and 71.7% (20%<), respectively. High rate (20%<) of NS5A-Y93H showed lower SVR rate.
Moreover, NS5A-L31M related relatively low SVR12 rate (P=0.057). The efficacy of ombitasvir
(OBT) and paritaprevir (PTV) (/ritonavir [r]) combination therapy was analyzed. 302 patinets
recieved OBT and PTV/r combination therapy in this study. The SVR12 and SVR24 were 96.8%
and 92.4%, respectively. The SVR12 rates of comparative quantitative method of NS5A-Y93H by
cycling probe were 97.3% (0%), 100% (1-9%) and 66.7% (10-20%) and 83.3% (20%<), respectively.
Finally, the efficacy of SOF and ribavirin (RBV) combination therapy of CHC with genotype 2
was analyzed. 859 patinets recieved SOF and RBV combination therapy in this study. The
SVR12 and SVR24 were 96.8% and 92.4%, respectively. The sequence data of NS5B region
showed a patient had V3211 at baseline. However, this patient achieved SVR24. There were no
mutations of L159 (n=103) and S282 (n=114) at baseline among these patients.

This data showed us that new examinations of resistant virus (including comparative
quantitative method of NS5A-Y93H) provides usuful data for efficacy of IFN-free DAAs
treatments. We can make predictions of efficacy of IFN-free DAAs treatments. Moreover, cost of

medical care may be decreased when we choose the treatments based on this data.
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VT 7 2= T RS RICEERBERZRBOIETCICE > 2 JEF], RNAZ—, IR, LTE
th, A, LRI, WrBREE, TR, @R, 5 14 [\ H AR AL TAERITIR RIS
%, 2016/6/11, [EN
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A review of the cost - effectiveness analysis of treatment with direct acting antivirals for
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Takeshi Terashima, Masaaki Kitahara, Hajime Sunagozaka, Tetsuro Shimakami, Shuichi
Kaneko, APDW2016, 2016/11/4, [EN

Comparison of danaparoid sodium monotherapy and combined therapy with antithrombin
I for portal vein thrombosis accompanying cirrhosis. [18H, Hajime Takatori, Takehiro
Hayashi, Kuniaki Arai, Kazuya Kitamura, Tatsuya Yamashita, Eishiro Mizukoshi, Shuichi
Kaneko, APDW2016, 2016/11/4, EH

Efficacy and Safety of Hepatic Arterial Infusion Chemotherapy in patients with
intermediate-stage Hepatocellular carcinoma. [§H, Tatsuya Yamashita, Takeshi Terashima,
Noboru Takata, Rika Horii, Hajime Sunagozaka, Kuniaki Arai, Shuichi Kaneko, APDW2016,
2016/11/5, EWN
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cell features. 78" A % —, Taro Yamashita, Naoki Oishi, Tetsuro Shimakami, Kazuya
Kitamura, Kuniaki Arai, Takashi Kagaya, Yoshio Sakai, Tatsuya Yamashita, Eishiro
Mizukoshi, Masao Honda, and Shuichi Kaneko, AASLD2016, 2016/11/13, [E4+

Analysis of immune responses in hepatocellular carcinoma patients vaccinated with
alpha-fetoprotein-derived peptides. 78 2 # —, Hidetoshi Nakagawa, Tatsuya Yamashita,
Kuniaki Arai, Kazumi Fushimi, Kiichiro Kaji, Masaaki Kitahara and Shuichi Kaneko,
AASLD2016, 2016/11/13, [E4+

Prediction of hepatitis B virus-related liver cancer incidence and recurrence after anticancer
therapy by hybrid evaluation of serum WFA(+)-M2BP and hepatitis B core-related antigen.
ARA % —, Kazunori Kawaguchi, Masao Honda, Takeshi Terashima, Tetsuro Shimakami,
Kuniaki Arai, Taro Yamashita, Yoshio Sakai, Tatsuya Yamashita, Eishiro Mizukoshi,
Shuichi Kaneko, AASLD2016, 2016/11/14, [E#}+

Jagged1 is associated with poor prognosis of HBV-related liver cancer. 7~ A % —, Kazunori

Kawaguchi, Masao Honda, Taro Yamashita, Masashi Nishikawa, Hikari Okada, Takayoshi
Shirasaki, Hajime Sunagozaka, Tetsuro Shimakami, Kuniaki Arai, Yoshio Sakai, Tatsuya
Yamashita, Eishiro Mizukoshi and Shuichi Kaneko, AASLD2016, 2016/11/14, [E4}+
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Protease inhibitor resistance remains even after mutant strains become undetectable using
ultra-deep sequencing. Poster, Kan H, Imamura M, Hiraga N, Hayes CN, Uchida T,
Miyaki E, Tsuge M, Abe-Chayama H, Aikata H, Miki D, Ochi H, Ishida Y, Tateno C,
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NAKAYAMA and Satoshi MOCHIDA. EASL The International Liver Congress 2016.
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“Othello Hypothesis” Involved in the Development of Virologic Failure in Patients with

Genotype 1b HCV Showing No-RAVs. 748 A2 % —_ Yoshihito UCHIDA, Jun-ichi KOUYAMA,
Kayoko NAIKI, Kayoko SUGAWARA, Yukinori IMAI, Nobuaki NAKAYAMA and Satoshi
MOCHIDA, HCV2016, 2016/10/14, [E4}
Othello Hypothesis Involved in the Development of Virologic Failure in Patients with
Genotype 1b HCV Showing No Baseline NS5A-RAVs. 78 2 # —_ Yoshihito UCHIDA
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Mapping the region responsible for disease progression in the HBV preS1/S2 genome by

deep sequencing Poster presentation. Yuichiro Suzuki, Shinyva Maekawa, Mitsuaki Sato,

Masaru Muraoka, Shuya Matsuda, Natsuko Nakakuki, Yasuhiro Nakayama, Taisuke Inoue,
Minoru Sakamoto, Nobuyuki Enomoto. 23rd INTERNATIONAL SYMPOSIUM ON
HEPATITIS C VIRUS AND RELATED VIRUSES, Kyoto, Japan 2016 Oct 11-14  [E4$}

The role of alcohol metabolism-related SNP in the progression of liver disease in the
HCV-patients achieving viral clearance.Poster presentation Shinya Maekawa, Natsuko
Nakakuki, Mitsuaki Sato, Yuichiro Suzuki, Masaru Muraoka, Shuya Matsuda, Yasuhiro
Nakayama, Taisuke Inoue, Minoru Sakamoto, Nobuyuki Enomoto.23rd INTERNATIONAL
SYMPOSIUM ON HEPATITIS C VIRUS AND RELATED VIRUSES, Kyoto, Japan 2016 Oct
11-14  [E4t
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Masaru Muraoka, Yuichiro Suzuki, Yasuhiro Nakayama, Taisuke Inoue, Minoru Sakamoto,
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New resistance-associated variants and failure of dual oral therapy with daclatasvir and asunaprevir,
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MR, OHERE Hl, =ETERR, KEREZ, B 55, TS, A%~k JDDW2015 2015/10/8
EH

114. 2R 36 K ORI 31T DR AP Y A )V ARIEOIRRNR B —, ZRNIEE, KEZZ,
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