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We have developed genotype4a infection system using adaptive mutation obtained by
subgenomic replicon cells. As a vaccine candidate antigen to induce neutralizing antibody
against HCV infection, we constructed fusion protein of HCV E2 and ferritin proteins. The
fusion protein forms a complex and induced anti-E2 antibody by mouse vaccination. We also
evaluate DAA efficiency against different genotypic HCV replication.

We performed a microarray analysis of livers from hepatitis C virus multiplication (HCV Tg) mice and
identified Ubiquitin specific peptidase 2 (Usp2). Usp2 was highly up-regulated at the protein level in
liver tissue of HCV Tg mice in western blot analysis and fluorescent immunohistochemistry.

We have found that (1) Non homologous end-joining (NHEJ) pathway, including DNA-PKcs,
XRCC4, and LIG4, is required for HCV replication (2) DNA-PK inhibitor II, NU7026, has anti-
HCV activity (3) p21Wafl is required for HCV replication.

We focused on viral mRNA transcriptional regulation as an important mechanism affecting
HBYV replication efficiency. The objective of this study is analysis of transcriptional regulation
by core promoter region (CP region) in HBV genome, and mechanism of transcriptional
induction from cccDNA by HBx protein.

We used two human hepatoma derived cell lines, HuH-7 and Li23, for the screening of anti-
HCV reagents. Guanfacine, FDA approved drug for attention deficit hyperactivity disorder,
inhibited HCV RNA replication in Li23 derived cell line but not in HuH-7 derived cell line.

We constructed HEV replicon by replacing structural protein region of HEV infectious clone to
reporter gene and screened the inhibitors by using this replicon system and chemical
compounds libraries. We found some inhibitors possessed same physiological activities. We have
started the analysis of replication mechanism of HEV by examining target molecules of these
inhibitors.

We established HCV-RNA replicating cell lines possessing N-89 or N-251-resistant phenotype.
By the analysis using these cell lines, we demonstrated that both host and viral factors
contribute to almost the same degree of the resistance to N-89 or N-251

HCYV infection induced activation of HECT-type E3 ubiquitin ligase Itch. Release of infectious
HCV particles was reduced in the siltch-transfected Huh-7.5 cells. HCV RNA replication and
intracellular HCV infectivity titer were not reduced in siltch-transfected cells. These results
suggest that Itch may be involved in release of infectious HCV particles.

To determine exogenous ligands of Toll-like receptor 4, the chimeric mouse with human
hepatocytes infected with HBV were bred for 1 or 6 months under the condition of antibiotic
treatment. Chimeric mouse liver specimen didn’t show fibrogenesis after 1 month. The
pathological and molecular biological analyses are ongoing using the liver specimen bred for 6
months.

Our former study showed that HCV NS2 plays an important role in envelopment of HCV
particle via its interaction with host factor SPCS1. Here, we have developed an in vitro NS2-
SPCS1 binding assay based on the Alpha technology and identified 32 small-molecule
compounds that selectively inhibit NS2-SPCS1 binding from high-throughput library screening.
We have confirmed anti-HBV effect of CDK9 inhibitor FIT039 using PXB human liver-chimeric
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mice with HBV infection. FIT039 showed synergistic anti-HBV effect with entecavir in vivo. In
addition, we have confirmed anti-HCV effect or retinoid Tp80 through upregulation of GI-GPx.
By selection of immortalized human hepatocytes, HuS-E/2 cells, one of the derivatives, E/NtG8
cells, constitutively producing NTCP and are permissive to recombinant HCV infection was
obtained. The cells permanently producing SEC14L2 and supporting RNA genome replication
of KT9, an HCV genotype 1b strain, without adaptive mutation were also established.

We developed a cell-based HCV infection system with a highly sensitive Gaussia luciferase
(GLuc) reporter for monitoring of viral RNA replication. By using this cell-based HCV infection
assay and a functional miRNA library screen, we identified a miRNA involved in HCV
replication. Further experiments revealed that this miRNA is up-regulated following HCV
infection and shows an anti-HCV effect.

The comparable expression level of genes related to lipid metabolism to the primary human
hepatocytes was confirmed in the human iPS-derived hepatocyte-like cells. Some of the genes
were influenced by HCV infection, possibly resulting in lipid accumulation within the cells.
Professor Kohji Moriishi (University of Yamanashi) and colleagues prepared the chimera
replicon RNA consisting of HCV IRES and equine hepacivirus IRES exhibiting higher colony-
formation efficiency than wild-type HCV replicon for development of the human liver-specific
vector.

We established stable cell lines expressing HBV genotype Ae, Bj56, Bj35, C-AT, D-IND based
on HepG2 cell line. We established U2-OS based cell lines inducibly expressing H77 clone and
J6/JFH-1 clone of full-length HCV, respectively.
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Yuichi Akahori, Hiroki Kato, Takashi Fujita, Kohji Moriishi, Koichi Watashi, Takaji
Wakita, Makoto Hijikata. Development of novel hepatitis B virus culture system using
immortalized human hepatocytes. %% 64 [EIHA Y A )LV AFEFNES, FLIRa L X va kv
& —. (2016, 10.23-25) HEE¥EH
Takashi Shimoike, YoungBin Park, Kei Haga, and Takaji Wakita. Activity of HuNV RNA
dependent RNA polymerase in different genotypes. #f 64 [A]|HAR DT A )L A FEAMES . FLIR
oL Ryvg b Z—, (2016, 10.23-25) HEEFRE
Hitomi Okamura'?, Yuichi Akahori®?, Yasunori Nio®, Koichi Watashi?, Takaji Wakita® Makoto
Hijikata.Fatty acid biosynthesis specifically regulates hepatitis B virus particle
production. %5 64 [FIHAR Y A VAP PifES | Uiz X v g k2 — (2016, 10. 23—
25) HEAFE
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Masashi Iwamoto"?, Manabu Kaneko', Hirofumi Ohashi!, Fumihiro Kawai®, Ryosuke Suzukil,

Hideki Aizaki!, Sam—Yong Park® Akihide Ryo*, Naoko Ohtani?, Takaji Wakita', Koichi Watashi.
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25) MPATFE

Senko Tsukuda, Koichi Watashi, Yoshitomo Hamada, Masanori Isogawa, Masashi Iwamoto,
Ryosuke Suzuki, Hideki Aizaki, Soichi Kojima, Masaya Sugiyama, Akiko Saito, Yasuhito
Tanaka, Masashi Mizokami, Takaji Wakita. Characterization of origomeric flavonoids as a
novel class of anti-hepatitis B virus entry inhibitors that directly target viral envelope
protein. # 64 BIHAR D A N AEREMER, M= v a2 — (2016, 10.23-25)

REERIE S
Koichi Watashi, Satomi Shimura, Michael Peel, Ann Sluder, Fumihiro Kawai, Masashi Iwamoto,
Senko Tsukuda, Ryosuke Suzuki, Hideki Aizaki, Masaya Sugiyama, Sam—-Yong Park, Yasuhito
Tanaka, Masashi Mizokami, Takaji Wakita. Strategy for hepatitis B and D virus entry
inhibition without impairing NTCP-mediated bile acid uptake. & 64 [E|A AT A L AT
s, flig=a o _o v a2 — (2016, 10.23-25) AFAFREE
Hirofumi Ohashi, Syo Nakajima, Sulyi Kim, Ryosuke Suzuki, Hideki Aizaki, Shinji Kamisuki,
Fumio Sugawara, Naoko Ohtani, Takaji Wakita, Koichi Watashi. Hepatic aryl hydrocarbon
receptor regulates the assembly of hepatitis C virus and affects the emergence of drug
resistant virus against direct acting antivirals. %5 64 EIA AT A /L RS2 ES . FLIR
oL Ryvg b Z—, (2016, 10.23-25) HEEFEE
Mami Matsuda, Atsushi Yamanaka, Kentaro Yoshii, Koichi Watashi, Hideki Aizaki, Eiji
Konishi, Tomohiko Takasaki, Takaji Wakita, Ryosuke Suzuki. Development of a
neutralization assay for multiple flaviviruses based on single—round infectious particles.
W64 [l AR T A LR FEEES . Lo Ry g v X — (2016, 10.23-25) MEERSE
B B, FTILRR -, AARAVErR - KREEFn, BHELE. mOZh, MHEET. NEEEE.
HBV #efA/ S /L% V7= HBV. DNA 36 & O HBs il Hi RSN 2 W S DR A, 55 64 [B] H A A L X
RS FRa N v g e H— (2016, 10.23-25) RAX —FEFR
BERECE, INEEEEE. RO KRR, (LESSE AR, BEJU. BEET. kO,
HCV RNA, B L OVHCV = 7 Hulsike i &2 B A & U7 ARSNZ T FH =3 L K O MR REREA . 25 64 [BI A A D A
SV AR S FLR N v g e — (2016 10.23-25) ARA X —3EFK
Cross—species compatibility of hepacivirus 5 untranslated region. HEH Tanaka T,
Otoguro T, Kasai H, Yamashita A, Okuyama—Dobashi K, Moriishi K, HBEA, & 64 RIH AT A )L
REpeiRas 2016/10/24, [EHN
CDK9 inhibitor FIT-039 suppresses HBV propagation. Moriishi K, Tanaka T, Okuyama—Dobashi
K, Chen W, Okamoto T, Ueda K, Hosaya T, Matsuura Y, Ryo A, Tanaka Y, Hagiwara M. HEA.
%64 B HAR T A N AEERRE 2016/10/24, EN
Anti-HBV activity of Coptidis rhizome alkaloids via targeting the viral core promoter.
Yamashita A, Tanaka T, Okuyama—Dobashi K, Kasai H, Moriishi K, HF¥H. F 64 [E AR AL
R 2016/10/24, [EHN
Hepatitis C virus infection impairs mono—ubiquitination of histone H2A and activates
expression of homeobox genes. Kasai H, Tanaka T, Yamashita A, Dobashi-Okuyama K,
Moriishi K. HEH, %564 [5] A Y A /L A% a, 2016/10/24, EW
Establishment of highly HBV-permissible HepG2 cell line to facilitate screening of
antiviral compounds. Otoguro T, Tanaka T, Chen W, Kasai H, Yamashita A, Okuyama—Dobashi
K, Moriishi K, RAZ— 64 BIHARY A /L AFEEHE, 2016/10/24, EN
TARIVRNEAEIZHV-1 DT A 7% A 7V ZHIRY 5. ABH. Siddiqui Rokeya, ANEEFE, )IIEF
K, SPEAHT, BTES i, TEERE, AR 5 64 HAY A L AERY
4, KL, 2016/10/23-25, [EPA.

[Variation of PreS-S gene in HBV-associated HCC patients with HLA-DPB1%0201] 7~ A & —
P1-092. Masaya Sugiyama, Nao Nishida, Katsushi Tokunaga, and Masashi Mizokami %5 64 [B]H
KA NV AP S KL 2016 4210 A 23 A EA
Imagawa T., Li T.C., Shiota T.,Yoshizaki S., Ishii K. and Wakita T. Heat inactivation of
Hepatitis E virus. The &5 64 [B] H A ™7 A L 222 flida2s . ALIR 2016 4F 10 H 23 H [EHN

15



68.

69.

70.

71.

72.

73.

4.

75.

76.

7.

78.

79.

80.

81.

82.

83.

84.

85.

Clofarabine is a multifunctional direct acting antiviral (mDAA) for HBV and HCV, [EH,
Takeda M, Dansako H, Baba M, Kato N, Ikeda M. The 64th Annual Meeting of The Japanese
Society for Virology, 2016 Oct. [EM.

Mechanism for suppression of hepatic lipogenesis by anti-HCV drug ribavirin, HE&H, Satoh
S, Onomura D, Ueda Y, Dansako H, Honda M, Kaneko S, Ikeda M, Kato N. The 64th Annual
Meeting of The Japanese Society for Virology, 2016 Oct., [EMN.

Both host and viral factors contribute to the resistance to preclinical anti-HCV drugs,
N-89 and N-251, Gu W, Ueda Y, Dansako H, Satoh S, Kato N. The 64th Annual Meeting of The
Japanese Society for Virology, 2016/10/23, EWMN.

Genetic characterization of HCVs obtained from HCV-RNA-replicating cells possessing a
DAA-, N-89-, or N-25l-resistant phenotype, Ueda Y, Dansako H, Satoh S, Tkeda M, Kato N.
The 64th Annual Meeting of The Japanese Society for Virology, 2016/10/23, [EMN.
Molecular mechanism of HCV-induced lysosomal degradation of HNF-1« protein, ANAHX—,
Matsui C, Minami N, Deng L, Shoji I, & 64 [HIH AR D A )L AEEEES, 2016/10/23 [E.
Two different roles of ISG15 in HCV infection. Minami N, Tutik Wahyuni Sri, Matsui C,
Deng L, Shoji I. WA X —, %64 [EIHAD A VAT FIHES, 2016/10/23, FLiR, EH

C BT 7 A I AR & 2 JENSTE RS~ PLA2GAC DBI5\ZS\\W T, OEH, OHRE 2, TR,
INFGETE, SSARYTE, #5640 B AR Y A L ARREEES, 2016/10/24, [EHAN.

Tatsuya Suzuki, Toru Okamoto, Takasuke Fukuhara, Yoshiharu Matusuura, Regulation of Bcl-
2 family proteins in cells infected with Flaviviruses. 5 64 [B|H AR A )L AFE2INES.
2016 - 10 H HAHX—

DR R R AWFERNT IS T 27 17 X 7 B O RRBH-HPV (59 251w A /L AHKFIT039 DBAFE ]
HIFIER, 55 66 [0l B AWIREFF 2Pl e, 2016 42 10 A 29 A, =H, EHN
Hiroshi Yokokawa, Midori Shinohara, Noriko Nakamura, Tomokatsu Iwamura, Tomohiko Suzuki,
Takaji Wakita. Identification and characterization of human monoclonal anti-E2 antibodies
cloned from chronic hepatitis C patients. APDW2016, Kobe, Japan, Nov2-5, 2016 N A X —
Hiroshi Yokokawa, Midori Shinohara, Noriko Nakamura, Tomokatsu Iwamura, Tomohiko Suzuki,
Takaji Wakita, Identification and characterization of human monoclonal anti-E2 antibodies
cloned from chronic hepatitis C patient spleen cells. 25 39 [B] 0 A4y FAEMFSES N7
4 REEE, (2016, 11.30-12.2) KA X —JE
Hepatocellular carcinoma—associated core N51H mutation with BCP PC mutations in HBV
genotype Flb enhances infectivity and up-regulates C-Myc and GAB2, Poster Sessions,
Hayashi S, Khan AA, Ogawa K, Kawashima K, Simons—Petrusa B, Homan CE, McMahon BJ, Murakami
S, Iijima S, Isogawa M, Watanabe T, Tanaka Y, The 67th Annual Meeting of the American
Association for the Study of Liver Diseases(AASLD2016), 2016/11/11, [E4%f.

[New chemical therapeutics of genetic diseases by manipulating transcriptome. |, #JRIE
. Tokyo Medical & Dental University 15" Surugadai International Symposium & Joint
Usage/Research Program of medical research Institute International Symposium, 2016 4F 11
H 29 B, HE, BN

MRS AL X 2 FAEROBLIE) FIFEIER, 5 39 Bl A A0 AW FaFa. 2016 412 H
1 B, #ikE, BN
a7y T IS T A VAR L TSR R Y A VAR Z R, RA 2 —, K #F,
B8 s, Y BEi, gk 52, ME ERE. 5539 B HAS TAEMTRFER, 2016 4F 12 A,
.
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T, FRIR SRS, HOV IZxEd D P A L ATER L. SVR # ORI O B EO 2 L & 41 [AAAR
iR HER S, SEAVT A AByvar 1l JETTZHRTIL, (2016, 12.8-9) MEAKE
FRIRF SRS, 2 RAMRER . FHRM, ELsE— gk, BAKER. BHEET. BISKRICKIT D
RUANABREGHEZ BY S A7 A0S 5§ 41 FI AR RS, V—23vay 73 K
E7THHRT N, (2016. 12.8-9) MEHKE
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Construction of a Drug Discovery Ecosystem between Academia—Pharma, 201742 H 156 H, K
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[B] B ARV ksl P AnimE S5 m 2, ALBR, 2017/3/4, [EA.

Vx )X AT 1b B CHRIFTR - FFREZ %9 % Ombitasvir (OBV) +Paritaprevir (PTV) +Ritonavir (1)

OERBE DI - ZatEost, Do, JIRERE, KRIFEEm, HKFE, MRS G
%, FHIEA, I i, FERE, ZIE— /DNIEE, SORES, 2 120 B B ARAE LR FES
JeE A B2, FLIE, 2017/3/4, EWN.

I T, CHIFFR &7 A L ARG 31T 2 B N T s, SRk 28 4R dbihE K s 1
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MR 20 D EATFEIRERICE 2 U A by 7RIS, FRIFIERES 90 [A] B ARSKH P2 2017
F3A 15 H, ElR, EAN

AR, BT, B EL, BRI, MIARRUR, STAEHES & L, SOARE S, i HH 7
KA., 7 DREIC L DB FHZE e b iPS Ml AT Z VW= ¢ BIFR T A L R &
% BRI INEOfENT. AR 137 2, IBEEE S Z—, (2017. 3.21-22)
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Host factors involved in HBV life cycle. 78 A % —, Ariumi Y., Tang T-T., Watashi K., and Wakita
T., 4th Taiwan-Korea-Japan Research Symposium on Hepetitis B Virus, Taipei, Taiwan,
2016/4/9-10, [E4}.

[Toll-like receptor 4 pathway mediate liver fibrosis in chimeric mice with human hepatocytes
persistently infected with HBV. | Poster P-196., Masava Sugiyama, Tatsuya Kanto, and Masashi
Mizokami. The international Liver Congress 2016 EASL. Barcelona, April 14th, [E|

[Toll-like receptor 4 pathway mediate liver fibrosis in chimeric mice with human hepatocytes
persistently infected with HBV.] Oral ePoster Booth1-4, Masaya Sugivama, Tatsuya Kanto,
and Masashi Mizokami. The international Liver Congress 2016 EASL. Barcelona, April 16th,
[E] B
Tatsuya Suzuki, Toru Okamoto, Takasuke Fukuhara, Yoshiharu Matusuura, Regulation of Bel-
2 family proteins in cells infected with Flaviviruses. American Society for Virology 2016
Meeting. 2016 4 6 A USA,E4t
Takaji Wakita. HCV Virology. APASL STC. Kaohsiung, Taiwan, June 10-12, 2016 31
Tomoko Date, Nanako Aihara, Noriyuki Watanabe, Hideki Aizaki, Masaya Sugiyama, Masashi
Mizokami, William IV Delaney, Guofeng Cheng, Takaji Wakita. Infectious Genotype 4a
Hepatitis C Virus in Cell Culture. APASL STC. Kaohsiung, Taiwan, June 10-12, 2016 7~ A % —
Noriyuki Watanabe, Tomoko Date, Hussein Aly Hassan, Hideki Aizaki, Takaji Wakita.
Infectious Genotype 4a Hepatitis C Virus in Cell Culture. APASL STC. Kaohsiung, Taiwan,
June 10-12, 2016 1 5H%E %

Yuichi Akahori, Hiroki Kato, Takashi Fujita, Kohji Moriishi, Koichi Watashi, Takaji Wakita,
Makoto Hijikata. The cell line derived from immortalized human hepatocytes was highly
susceptible to blood-borne hepatitis B virus in the three-dimensional culture condition. 2016
International HBV Meeting The Molecular Biology of Hepatitis B Viruses (Seoul, Korea),
Sep21-24, 2016 N A X —

Senko Tsukuda, Koichi Watashi, Taichi Hojima, Masanori Isogawa, Masashi Iwamoto, Ryosuke
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Suzuki, Hideki Aizaki, Soichi Kojima, Masaya Sugiyama, Akiko Saito, Yasuhito Tanaka,
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HDYV entry inhibitors that target the viral preS1 region. 2016 International HBV Meeting The
Molecular Biology of Hepatitis B Viruses (Seoul, Korea), Sep21-24, 2016 7~ A % —

Koichi Watashi, Satomi Shimura, Michael Peel, Ann Sluder, Fumihiro Kawai, Masashi
Iwamoto, Senko Tsukuda, Ryosuke Suzuki, Hideki Aizaki, Masaya Sugiyama, Sam-Yong Park,
Yasuhito Tanaka, Masashi Mizokami, Takaji Wakita. Strategy for hepatitis B and D virus entry
inhibition without affecting bile acid transport. 2016 International HBV Meeting The Molecular
Biology of Hepatitis B Viruses (Seoul, Korea), Sep21-24, 2016 AT

Inhibition of HBV propagation by treatment with CDK9 inhibitor FIT-039 ., Tanaka T,
Okuyama-Dobashi K, Chen W, Okamoto T, Ueda K, Hosaya T, Matsuura Y, Ryo A, Tanaka Y,
Hagiwara M and Moriishi K, 7~ A% —_ 2016 Internationa HBV meeting, 2016/9/21-24, Yonsei,
[E4+

DDX3 and INI1/hSNF5 restrict HBV replication through alteration of subcellular localization
of HBx. /" A # —. Ariumi Y., Watashi K., and Wakita T. 2016 International HBV Meeting,
Seoul, Korea, 2016/9/21-24, [E4}.

Induction of NTCP expression in a human HCC cell line by retinoic acid and its effect on host
susceptibility to HBV infection, 7~ A % —, Masaki T, Matsumoto Y, Aizaki H, Nagamori S,
Watashi K, Park J, Kanai Y, Kojima S, Wakita T, Matsuura T, Yonsei University (2016
International HBV Meeting), 2016/9/21-24, [E4}.

“New chemical therapeutics of genetic diseases by manipulating transcriptome.” Masatoshi
Hagiwara, X [VInternational Congress of Toxicology Merida-Mexico October3, 2016.[E 4+
“Development of an anti-virus drug targeting a host factory required for viral proliferation.”
Masatoshi Hagiwara, International Chemical Biology Society 2016, Madison-USA, Oct24,2016.
[E4+

Ishii K. Epidemiological and genetic analyses of recent hepatitis A virus infection in Japan. The
10th China-Japan-Korea Forum for Communicable Disease Control and Prevention. Beijing,

China, December 19-20, 2016 E 4\
Ishii K. Epidemiology and molecular genetic analysis of hepatitis A in Japan. # H&#ERRK

8Lk L, Guangzhou, China, December 6, 2016 E#+

Xin Zheng, Haruyo Aoyagi, Gewaid E. Hossam, Takuma Zaitsu, Francesc Puig-Basagoiti, Yu
Ting Kao, Koichi Watashi, Ryosuke Suzuki, Takuri Takahashi, Tomimasa Sunagawa, Kazunori
Oishi, Takaji Wakita, Hideki Aizaki, Acute Hepatitis B in Japan, April 1999 ~ December 2015.
APASL 2017, 26th Conference of the Asian Pacific Association for the Study of the Liver,
Shanghai, Feb 15-19, 2017

“RBMZ24 is a tissue-specific cryptic enhancer of the IKBKAP gene in familial dysautonomia” ,
Masatoshi  Hagiwara, Keystone Symposia on Molecular and Cellular Biology, Sagebrush Inn
& Suites, Taos, New Mexico, USA ,March?7, [E4}+

“Development of inhibitors of CDK9, CLK1, DYRK1a, and their clinical application.” Masatoshi
HAGIWARA, DARKI1A related kinases & human disease March28-Aprillst 2017, Palais du
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(H& FB) Program for Basic and Clinical Research on Hepatitis
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(@& 3E) Fundamental research to prevent hepatitis virus replication and pathogenesis

WIZEBEHESE (AAGH) REAR Pt bk 2 — WEHdR Al Fekk
i % K4 : (@& 38 Center for AIDS Research, Kumamoto University, Associate Professor, Yasuo Ariumi

£oME W M P28 4 1H ~ P94 3H31H
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FTSIREA - (I EB) Study on molecular mechanism on hepatitis virus replication and pathogenesis
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e Bk R4 0 OF FE
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We have found that (1) Non homologous end-joining (NHEJ) pathway, including DNA-PKcs, XRCC4, and
LIG4, is required for HCV replication (2) DNA-PK inhibitor IT, NU7026, has anti-HCV activity (3) p21Wafl
is required for HCV replication.

. BEROINT~DFEER
(1) b - HEEH IR o (ENERE 0 - EESE 1 1
1. Ariumi Y. Guardian of the human genome: host defense mechanisms against LINE-1

retrotransposition. Frontiers of Chemistry 4:28, 2016
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1. Host factors involved in HBV life cycle. 8N A%—, Ariumi Y., Tang T-T., Watashi K., and Wakita T.,
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4th Taiwan-Korea-Japan Research Symposium on Hepetitis B Virus, Taipei, Taiwan, 2016/4/9-10,
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DNA repair protein Radl8 restricts HIV-1 and LINE-1 mobility. 78 A % —. Ariumi Y., and
Yasuda-Inoue M. Cold Spring Harbor Retroviruses Meeting 2016, NY, USA, 2016/5/23-28,[E4}.

DNA repair protein Rad18 restricts HIV-1 and LINE-1 life cycle. 188, Ariumi Y., Yasuda-Inoue M.,
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DDX3 and INI1/hSNF5 restrict HBV replication through alteration of subcellular localization of HBx.

ARAL—, Ariumi Y., Watashi K., and Wakita T. 2016 International HBV Meeting, Seoul, Korea,
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DNA-PKcs and Rad18 are required for HCV replication. 784 % —. Ariumi Y., Tateishi S., Wakita T.,
Kato N. 237 International Symposium on Hepatitis C Virus and Related Viruses, Kyoto,
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2017, 89, 257-66.
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¥, HRFA, DNEEEZ, BEPEA, 526 Y A LV ARIEFERRE, 2016/5/13, [EN

2. Hepatocellular carcinoma—associated core N51H mutation with BCP PC mutations in HBV
genotype Flb enhances infectivity and up-regulates C-Myc and GAB2, Poster Sessions,
Hayashi S, Khan AA, Ogawa K, Kawashima K, Simons—Petrusa B, Homan CE, McMahon BJ, Murakami
S, Tijima S, Isogawa M, Watanabe T, Tanaka Y, The 67th Annual Meeting of the American
Association for the Study of Liver Diseases(AASLD2016), 2016/11/11, [E4}.
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WHFERM NS (AARR) BREBRT #HavA v AREREEt 7 — % i IEfE

Frle &k K4 : (3¢ 3B) Kagoshima University Center for Chronic Viral Diseases, Professor,

Masanorilkeda

£ ofE # M PR 28F4A1H ~ FEK2943 H 31 H

gy MW %8 (BARE) RFEIGY AV AZERR L LTSHELELD AV AF DB %

B ¥ 3L 4 (BE §B) Development of new antiviral reagents for hepatoma viruses
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e ek K40 (G &R

II. ERROHE (BEEAFIEERE)
W FEBIHE AN L D WA DS e
TGRS - ENLRYEFZEAT Y A LV AE 8 R WHE T RERRE 22,

I BRDIE~DFEEK
(1) b - HEEEICB I i —E (EWNGE O, [EBRGEE 4 )
1. The cyclic GMP-AMP synthetase-STING signaling pathway is required for both the innate
immune response against HBV and the suppression of HBV assembly. Dansako H, Ueda
Y, Okumura N, Satoh S, Sugiyama M, Mizokami M, Ikeda M, Kato N.FEBS
J. 2016,283(1),144-156.
2. Molecular mechanism underlying the suppression of CPB2 1 expression caused by persistent

hepatitis C virus RNA replication. Sejima H, Satoh S, Dansako H, Honda M, Kaneko S, Ikeda
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M, Kato N. Acta Med Okayama. 2016,70(2):75-88.

Rab13 is involved in the entry step of hepatitis C virus infection. Takeda M, Ikeda M, Satoh
S, Dansako H, Wakita T, Kato N. Acta Med Okayama. 2016, 70(2),111-118.

Isolation and characterization of hepatitis C virus resistant to a novelphenanthridinone
derivative Ito W, Toyama M, Okamoto M, Ikeda M, Watashi K, Wakita T, Hashimoto Y, Baba
M. Antivir Chem Chemother. 2016 (in press)

(2) %2 VRV Y LFITHBT D HEH - FAX—RE

1.

Guanfacine inhibits hepatitis C virus RNA replication, 7~ A % —, Takeda M, Kato N, Ikeda
M. 23rd International Symposium on Hepatitis C Virus and Related Viruses, Kyoto, Japan,
2016 Oct, [EMN.

FFRESS & A v 26T 8Osty A v 25/, nEE, A &k, K% B, g 52, i 1
. 55 26 BIPLY A NV ARE TSR A4 HE2016 45 A, [EN.

DAA HANZ X % HCV Ia#IZI1T 5 N-89/N-251 O FAME L 2 & OVEFMEF Ofigkr, Hgd, E
M BN, B 7, ek ik, Ml IETE, g 52

o5 26 [ELY A L AFHEFRIER,2016 45 A, [HA.

Clofarabine is a multifunctional direct acting antiviral (mDAA) for HBV and HCV, &,
Takeda M, Dansako H, Baba M, Kato N, Ikeda M. The 64th Annual Meeting of The Japanese
Society for Virology, 2016 Oct. [E M.

Mechanism for suppression of hepatic lipogenesis by anti-HCV drug ribavirin, [8H, Satoh
S, Onomura D, Ueda Y, Dansako H, Honda M, Kaneko S, Ikeda M, Kato N. The 64th Annual
Meeting of The Japanese Society for Virology, 2016 Oct., [E .

777 T TR Y A L ZITK U TEBERERTLY A NV ATEM AR, R A 2 —, iH fk,
Mha 5, B B, g 5z, il B 5% 39 Bl B AL A ERG5,2016 4 12 H [EH
M.
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Assistant Professor + Toru Okamoto
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II. BRROHE (MEEAFIEERE)
TGRS - ENURGEFTERT - VA NVAE R - Il BT RIEFRREE SR,

1. R DI~ DFEE

(1) =56 - M

REFICRIT D% (EWEE 0 1, EBREE 0 1)

(2) & VURVTLEICREITD AHE - RAY —3FK
1. Regulation of Bcl-2 family proteins in cells infected with Flaviviruses, 7" A % —¥§3,

Toru Okamoto, Tatsuya Suzuki, Shinji Kusakabe, Junki Hirano, Makoto Tokunaga,

Takasuke Fukuhara and Yoshiharu Matsuura. 23rd International Symposium on
Hepatitis C Virus and Related Viruses. Kyoto, JAPAN, 2016/10/11-15, [E .

2. Regulation of Bcl-2 family proteins in cells infected with Flaviviruses, MEH¥¢Z, Tatsuya
Suzuki, Toru Okamoto, Takasuke Fukuhara, Yoshiharu Matusuura, 5 64 [FIlH KD A L
AL, 2016/10/23-25, EHN

3. Regulation of Bcl-2 family proteins in cells infected with Flaviviruses, MEHE¥$Z, Tatsuya

Suzuki, Toru Okamoto, Takasuke Fukuhara, Yoshiharu Matusuura, American Society for
Virology 2016 Meeting, 2016/6/18-22, [E4}.
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WFFEBA T HH 2 (AAEE) LR R B B R B W RHIE LS 7 A L R 55y B
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Arie &Ek K4 : (3% FE) Department of Tumor Virology  Okayama University Graduate School of
Medicine, Dentistry, and Pharmaceutical Sciences.

Professor  Nobuyuki Kato

£ ofE # M PR 28F4A1H ~ FEK2943 H 31 H

gy AHOBE g8 (HARRER) ZfliTHRJ) 724t HOV Al N-89 2 DRI ORI & BT A a i1 O B %&

B ¥ 3 H 4 : (3% FB) Elucidation of action mechanism of cheap and strong anti-HCV agent.
N-89, and development of the new therapy for hepatitis

WFFEBARE I (AAGE

e fehk K40 (F &R

I FROME (RIEHERE)
WHFERHRE MRS « _ ENIEUYENTJERT MFES M PET RIS 2 2,

I BRDIE~DFEEK

(1) %5 - HEEEIIR T 2m—% (ENGE e, EEEE 1 1)
1. Ueda Y, Dansako H, Sato S, Kim HS, Wataya Y, Doi H, Ikeda M, Kato N. Evaluation of preclinical
antimalarial drugs, which can overcome direct-acting antivirals-resistant hepatitis C viruses, using

the viral reporter assay systems. Virus Research 2017, 235, 37-48.

(2) 22« YURTYYLFTREIT D00 « RAZ—HE
1. BT HCV Hfghi & U CRARH O N-89 & N-251 (T3 2 PO ERFIZITE 1 & v A L Al )5
MBEAET 5, NBHE, AR, HERE B, ek, NEEEY, 5 31 IR ENE Y A LR
W74, 2016/7/9, [E .
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2. Both host and viral factors contribute to the resistance to preclinical anti-HCV drugs, N-89
and N-251, Gu W, Ueda Y, Dansako H, Satoh S, Kato N. The 64th Annual Meeting of The
Japanese Society for Virology, 2016/10/23, [EN.

3. Genetic characterization of HCVs obtained from HCV-RNA-replicating cells possessing a
DAA-, N-89-, or N-251-resistant phenotype, Ueda Y, Dansako H, Satoh S, Ikeda M, Kato N.
The 64th Annual Meeting of The Japanese Society for Virology, 2016/10/23, [E.

4. DAA #IFIZ 1 5 HCV IGHRIZE 1T 5 N-89/N-251 A7 itk & 2 & OE T O fighr, b,
EEE Y, Veimhik, Wi IERE, JEEE.Z, 55 26 BT A L AFREF SRR, 2016/5/13, [EIN.
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pathogenesis

WFFEBA T HH 2 (AAGE) ENZRFENME RFERFE EEses Zdz B fiR
AT &Mk K4 : (3% 3B) Kobe University Graduate School of Medicine
Professor Tkuo Shoji

£ o B M PRk 284 48 1H ~ K 294 3H 31H

s HO#F %t (AAGFE) HCV T K 2 05 RME T BIEAE D b
B ¥ 3 & 4 (3% §8) Molecular mechanism of HCV-induced Pathogenesis
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I FROME (RIEHERE)
WHFERHRE MRS « ENIEYYENTSERT - BIFTE - i T WEETstams 2 2,

N

I BRDIE~DFEEK
(1) o5k - HEREEICB T 2mmsc—% (ENES . EHEGE )

1. Kawaguchi Y, Taoka M, Takekiyo T, Uekita T, Shoji I, Hachiya N, and Ichimura T.
TRIM32-Cytoplasmic-Body formation is an ATP-consuming process stimulated by HSP70 in cells. PLoS
One, 2017, 12 (1): e0169436.

2. Aizawa S, Okamoto T, Sugiyama Y, Kouwaki T, Ito A, Suzuki T, Ono C, Fukuhara T, Yamamoto M,
Okochi M, Hiraga N, Imamura M, Chayama K, Suzuki R, Shoji I, Moriishi K, Moriya K, Koike K, and
Matsuura Y. TRC8-dependent degradation of hepatitis C virus immature core protein regulates viral
propagation and pathogenesis. Nature Communications, 2016, 7: 11379.

3.  Chen M, Gan X, Yoshino K, Kitagawa M, Shoji I, Deng L, and Hotta H. Hepatitis C virus NS5A protein
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interacts with lysine methyltransferase SET and MYND domain-containing 3 and induces activator protein

1 activation. Microbiology and Immunology, 2016, 60: 407-417.

(2) %2 VURVULEICRBITDHE - RAX —FE
1. Molecular mechanism of HCV-induced lysosomal degradation of HNF-1a protein, 7~ A % —, Matsui C,
Minami N, Deng L, Shoji I, &5 64 [5] H A D A /L 2 P22, 2016/10/23 EA.
2. Annexins participate in the HCV RNA replication, ™A% —, [ElE2, B A, MER,
The 23rd  International Symposium on Hepatitis C Virus and Related Viruses, 2016/10/13, Kyoto,
M.

3. Molecular mechanism of HCV-induced lysosomal degradation of HNF-1a protein. 7~ A & —, Matsui C,

Minami N, Deng L, and Shoji I. The 23rd International Symposium on Hepatitis C Virus and Related
Viruses, 2016/10/13, Kyoto, [E M.

4. Upregulation of MAPK phosphatase 3 is involved in HCV-induced dephosphorylation of FoxO1. Deng L,
Chen M, Shoji I, Hotta H. 7" 2 % —, The 23rd International Symposium on Hepatitis C Virus and
Related Viruses, 2016/10/12, Kyoto, [EA.

5. Up-regulation of MAPK phosphatase 3 is involved in HCV-induced dephosphorylaion of FoxO1. Deng L,
Chen M, Shoji I, Hotta H. [ 8H, The 11th Japan-China International Conference of Virology, 2016/7/1,
BlE<F, EN

6. Two different roles of ISG15 in HCV infection. Minami N, Tutik Wahyuni Sri, Matsui C, Deng L, Shoji L.
WAL —, 5 64 BIHARD A NV AFRFHER, 2016/10/23, FLIE, [EN

(3) TEERE DR « Hefrdahittz ) (x4 20 #A
1. CHRUTFR YA NAOREENTE, 5 ALK, MERFONIERATHR, 2016/7/12, #5, EHN.
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WFFEBHFEFH 2 (AAGE) il B
Frle 1&gk K4 :  (3& FE) Genome Medical Sciences Project Senior Researcher Masaya Sugiyama

o B M FRk284FE4 H1H O~ FRk2943 H31H
4y 2B %R (A AFE) HBV &Y KL D FRRHE ot A O fif T

B 3¢ A 8 4 . (€ FE) Molecular basis on liver fibrosis progression triggered by persistent

HBV infection
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WFFEBAR ARG « ENLEENIZEAT - U A VAT - I HET RIS 2 S,

I BRDIE~DFEEK
(1) =58« MRS ISR T % (EINGES 0 fF, EESE 3 140
1. Trinks J, Nishida N, Hulaniuk ML, Caputo M, Tsuchiura T, Marciano S, Haddad L, Blejer J,
Bartoli S, Ameigeiras B, Frias SE, Vistarini C, Heinrich F, Remondegui C, Ceballos S,
Echenique G, Charre Samman M, D'Amico C, Rojas A, Martinez A, Ridruejo E, Fernandez
RdJ, Burgos Pratx L, Salamone H, Nuiiez F, Galdame O, Gadano A, Corach D, Sugivama M,
Flichman D, Tokunaga K, Mizokami M. Role of HLA-DP and HLA-DQ on the clearance of



hepatitis B virus and the risk of chronic infection in a multiethnic population. Liver Int. 2017
Mar 7.

Murata K, Asano M, Matsumoto A, Sugivama M, Nishida N, Tanaka E, Inoue T, Sakamoto
M, Enomoto N, Shirasaki T, Honda M, Kaneko S, Gatanaga H, Oka S, Kawamura YI, Dohi
T, Shuno Y, Yano H, Mizokami M. Induction of IFN-A3 as an additional effect of nucleotide,
not nucleoside, analogues: a new potential target for HBV infection. Gut. 2016 Oct 27.
Nishida N, Ohashi J, Khor SS, Sugivama M, Tsuchiura T, Sawai H, Hino K, Honda M,
Kaneko S, Yatsuhashi H, Yokosuka O, Koike K, Kurosaki M, Izumi N, Korenaga M, Kang JH,
Tanaka E, Taketomi A, Eguchi Y, Sakamoto N, Yamamoto K, Tamori A, Sakaida I, Hige S,
Itoh Y, Mochida S, Mita E, Takikawa Y, Ide T, Hiasa Y, Kojima H, Yamamoto K, Nakamura
M, Saji H, Sasazuki T, Kanto T, Tokunaga K, Mizokami M. Understanding of HLA-conferred
susceptibility to chronic hepatitis B infection requires HLA genotyping-based association
analysis. Sci Rep. 2016 Apr 19;6:24767.

(2) %2 VURVULEICBITDHE - RAX —FE

1.

[TLR4 #RIKPAFEIZ L D B BUFR U A VA JEGeF A T~ U 2O LIHII R OME v —
7 vay 7HEH WS4-8 HZILEW, Bz, L 5 52 M A AN T=mes AT r=
a—A—X =3k 201645 H 190 EHKN

['TLR4 signaling mediates liver fibrosis in chimeric mice with humanized liver persistently
infected with HBV| SP1-2 Oral Masaya Sugiyama, Tatsuya Kanto, and Masashi Mizokami
¥Rl JSH-EASL Joint Meeting 5 52 Bl A ARFRFESHRE ST Voo —F—X =Hik
2016 45 H 20 A [EN

['Variation of PreS-S gene in HBV-associated HCC patients with HLA-DPB1*0201] 7~ A ¥
—P1-092. Masaya Sugiyama, Nao Nishida, Katsushi Tokunaga, and Masashi Mizokami %f
64 [AlH A D A )V ALRPNHRS, FLIRE 2016 45 10 A 23 H EHN

[Effects of HLA-DPB1 genotypes on HBV-related diseases in Japanese population] Poster

P-60., Nao Nishida, Jun Ohashi, Masaya Sugivama, Takayo Tsuchiura, Mayumi Ishii,
Katsushi Tokunaga, and Masashi Mizokami. The 13th International Congress of Human
Genetics. Kyoto, April 5th, 2016 [E|E

[Genome-wide association study identified new susceptible genetic variants in HLA class I
region for hepatitis B virus-related hepatocellular carcinoma] Poster P-75, Hiromi Sawai,
Nao Nishida, Masaya Sugivama, Seik-Soon Khor, Masashi Mizokami, and Katsushi
Tokunaga. The 13th International Congress of Human Genetics. Kyoto, April 5th, 2016
S

[ Toll-like receptor 4 pathway mediate liver fibrosis in chimeric mice with human

hepatocytes persistently infected with HBV.] Poster P-196, Masaya Sugiyama, Tatsuya

Kanto, and Masashi Mizokami. The international Liver Congress 2016 EASL. Barcelona,
April 14th [EEE
[ Toll-like receptor 4 pathway mediate liver fibrosis in chimeric mice with human

hepatocytes persistently infected with HBV.] Oral ePoster Boothl-4, Masaya Sugivama,

Tatsuya Kanto, and Masashi Mizokami. The international Liver Congress 2016 EASL.
Barcelona, April 16th, [EF%
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(¥ FE) etsuro Suzuki, PhD. Professor
Department of Virology and parasitology,

Hamamatsu University School of Medicine

FRk2 884 H1H ~ Fk2943H31H

(HAGEE) HCV KL TRkt o i

(3% 5&) Research on mechanism of virion assembly of HCV

(AAGEE) ENZRZFPENERER RS B A VR - AR
Hfk gk T

(€ F&) Tetsuro Suzuki, PhD. Professor
Department of Virology and parasitology,

Hamamatsu University School of Medicine

(AAGE) CHBIFFR D A NV AIE~ 7 AT T )V DML & TR B D AT

(3% §E) Establishment of a HCV multiplication mouse model
and analysis of its liver disease

(AAGE) ENRFAENERER KT EYE B
B# HFF —H

(¥ #E) KazushiAoto, D.D.S., Ph.D. Assistant professor
Department of Biochemistry

Hamamatsu University School of Medicine
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1. PLA2G4C is Involved in HCV induced ligid droplet accumulation, H&H, Ito M , Fukasawa
M, Kohara M, Suzuki T, 234 International Symposium on Hepatitis C Virus and Related
Viruses, 2016/10/13, [EN.

2. Critical Role of the Basic Residue Clusters within Domain- I of HCV Core in Interaction
with Viral Genome and Particles assembly, 7~ A % —, Shi G, Matsuda M, Suzuki R, Wakita
T, Suzuki T, 23rd International Symposium on Hepatitis C Virus and Related Viruses,
2016/10/13, [EN.

3. Critical role of CREBH activation induced in HCV-infected cells in enhancing profibrogenic
responses in nearby hepatic stellate cells, 7~ A % —, Chida T, Ito M, Nakashima K, Suzuki T
23rd International Symposium on Hepatitis C Virus and Related Viruses, 2016/10/13, [EN.

4. CHIFR T A N ARG X D RIS ~D PLA2G4C OB 5IZo\WTC, O, fHEEZ, %
FIESS, /NEOETE, ST, 2 64 [RIAAY A VA EREESR, 2016/10/24, [EA.

(3) TEERE DR « Hefrdahittz ) (x4 20 #A

(4) Feartia
1.  TGF-beta ZFEOTEMALZ MK T DIGEEZ AT 2LEH, TDOA Y V—= 7 ik N C
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e &Hk K4 : (3% FE) Masatoshi Hagiwara, Professor, Dept. of Anatomy and Developmental
Biology, Graduate School of Medicine, Kyoto University

£ o W M P25 4 1R~ Pak284E 3H31H

5 OB %t (BAGE) WFR DA VA OHBIETE TS K OV R RS BUE & KRS MO fRbT
B 7 B 8 4. (I€ §B) Investigation for hepatitis virus replication, pathogenesis and drug-

sensitivity.
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e ek K40 (G &R

II. ERROHE (BEEAFIEERE)
TR - ENLRGENI AT T A LV AE IE  HEMET  RETRRE 258,

III. R DI~ DFEF
(1) %5 - HEEEIIR T 2m—% (ENGE . EESE 5 1)
1. Actin-binding protein coronin 1A controls osteoclastic bone resorption by regulating
lysosomal secretion of cathepsin K. Ohmae S, Noma N, Toyomoto M, Shinohara M, Takeiri
M, Fuji H, Takemoto K, Iwaisako K, Fujita T, Takeda N, Kawatani M, Aoyama M, Hagiwara
M, Ishihama Y, Asagiri M. Sci Rep. 2017 Mar 16;7:41710. doi: 10.1038/srep41710.
2. Retinoid derivative Tp80 exhibits anti-hepatitis C virus activity through restoration of GI-
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(2) #
L.

10.

11.

GPx expression. Nguyen BN, Okuno Y, Ajiro M, Iida K, Denawa M, Yamamoto M, Sakamoto
N, Kagechika H, Hagiwara M.. J Med Virol. 2016 Dec 6. doi: 10.1002/jmv.24739.
Cancer-specific mutations in p53 induce the translation of A160p53 promoting tumorigenesis.
Candeias MM, Hagiwara M, Matsuda M. EMBO Rep. 2016 Oct 4. pii: e201541956.
Inhibitory effect of CDK9 inhibitor FIT-039 on hepatitis B virus propagation. Tanaka T,
Okuyama-Dobashi K, Murakami S, Chen W, Okamoto T, Ueda K, Hosoya T, Matsuura Y, Ryo
A, Tanaka Y, Hagiwara M, Moriishi K. Antiviral Res. 2016 Sep;133:156-64. doi:
10.1016/j.antiviral.2016.08.008.

Kii I, Sumida Y, Goto T, Sonamoto R, Okuno Y, Yoshida S, Kato-Sumida T, Koike Y, Abe M,
Nonaka Y, Ikura T, Ito N, Shibuya H, Hosoya T, & Hagiwara M, (2016) Selective inhibition
of the kinase DYRK1A by targeting its folding process. Nature Communications. 7:11391.
dol:10.1038.

c VURTV Y LEICBIT L0 RA X —RER

fDlseasome 1% %E(%‘/Eﬁﬁ L 7= Phenomics A~ #KFIER, 55 105 [EHHHEES KRS, 2016 4
5H 13 A, =k, [EHN

[Development of anti-virus drugs targeting the host factors required for viral proliferation. |,
IR, SR FEREGHE 2 —A @ - TLAF— - flfa—23I—7F ¢ 7 2016 4
6 H1H, 5. EN

[HERRFHT 07 X 7 RS- el U 72 SRR 280> & EAT 3858k £ C-) . FSRER, 2 8 I
EIATHA LA V=T 4 TP AT 4 A MEIT— 201646 A 10 A, KK
HIER, AR I NS A u =22 11 BFES (RZEAFRT I AN, FrP—v UK
YU L), 201646 7 16 B, S, EH
Challenges to cure genetic diseases with splicing modulating chemical compounds.”
Masatoshi Hagiwara, “RNA2016 The RNA Society of Japan 18th Annual Meeting and THE
21stAnnual Meeting of THR RNA Society. Kyoto International Conference Center Kyoto,
Japan, June29, 2016.[F4}+

(hT2 27 U7 b —LAEBEOFEBUTHNS T, FREIEE, 55 43 [ B AR A2 FES, 2016
FTH1IHE, Zm HN

(2 Y o 2%y TRFEESAR L =7 Y B ATHERIC KL 5 BUSMEER O ) . BRIEIERL, 5 89 [A]
AAA SRS, 2016 29 H 25 B, Bk, EW

“New chemical therapeutics of genetic diseases by manipulating transcriptome.” Masatoshi

Hagiwara, X IVInternational Congress of Toxicology Merida-Mexico October3, 2016.[E 4}
“Development of an anti-virus drug targeting a host factory required for viral proliferation.”
Masatoshi Hagiwara, International Chemical Biology Society 2016, Madison-USA,
Oct24,2016.[E 4}

R EAHTERNC BT 27 07 X 7 ABRORB-HPV (234 5507 A /L 23K FIT039 @
PgE ). AEIEEL, 2 66 [l A ARG F AP iR I, 2016 410 H 29 A, ==, [EN

[New chemical therapeutics of genetic diseases by manipulating transcriptome.]. #JiE

. Tokyo Medical & Dental University 15t Surugadai International Symposium & Joint

Usage/Research Program of medical research Institute International Symposium, 2016 4~
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13.

14.

15.

16.

17.

11 4 29 A, Hx [EH

MES LB K D FAEEROBITE] FHEIER, 55 39 Bl B Ay FAEMFRFES 2016 48 12
H1H, Mk EAN

HHERACRT 27 07 I T7RBEDORI ) BIIER, ARSEETEN  JobmE R IR B < o
AR, 201741 A 10 B, MEL EW

(KR ACBT D7 H7 I 7 AFEOED A ORI HJEIER The 1t KYOTO-SPARK
Symposium Construction of a Drug Discovery Ecosystem between Academia-Pharma, 2017
F2H 15 A, UL EN

“RBM24 is a tissue-specific cryptic enhancer of the IKBKAP gene in familial dysautonomia”,
Masatoshi Hagiwara, Keystone Symposia on Molecular and Cellular Biology, Sagebrush
Inn & Suites, Taos, New Mexico, USA,March7, [E4%}

[JERERF TR D ERFBEIEBRICE D U R by TAIBE ] FSRIEBCGE 90 [\l 0 AR PR ES
201743 A 15 A, Rk, BN

“Development of inhibitors of CDK9, CLK1, DYRK1la, and their clinical application.”
Masatoshi HAGIWARA, DARKI1A related kinases & human disease March28-Aprillst 2017,
Palais du Grand Large, saint-malo FRANCE, March 30. [E#}
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1.

2.

[RNA 2754 v 7 % BT SBEEHRORFE ZRIETE 50?2 ), HEIEM, AH s
2=y hU AR Y T A 2016 4F 12 H 22 H, 5

[P« AR A A= T DORIBE~DRER ), FJFIER, [T oAU T A MEFERIZTT =200
it « AEARA A= 0 7 OMGHIHEE] . 201741 A 22 A, JFUR

FHKRFZB T D7 7 I TRIFEOR Y MOV T, #JRER. —A Kyoto-SPARK v
NN (RE T+ — FRFAFEE T = 75 L) 2017/2/15, HT
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(# &) Program for Basic and Clinical Research on Hepatitis

WFZEBARFREA © (AARGE) BFR U A VA DR RIEESE & JiRVEFRS B & BRI 32 72 0 O B F5E
(#  F8&) Fundamental research to prevent hepatitis virus replication and

pathogensis

IR Y (BAGE) ENLRFENTERT - #Hdz - 5 W
e &hk K4 . (3% F8) Kyoto University, Associate Professor, Makoto Hjikata

o O FRk284F 4H 1H ~ FEk294 3HS31H

o= N I (BAGFE) CHRIFFR 7 A v ADJEG % FLE T 2 ALK 1 O fRAT
Bl % M8 4 : (& FE) Study on host factors suppressing infection of hepatitis C virus
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II. BRROHE (BEEAFIEERE)
PR AERE « ENRYSE T ANV AE 25 Ml BT RIETERE 2SR
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I BRDIE~DFEEK
(1) %R0 - MEEFICBT 2m—% (EWEE fF EHERE 1 1P
1. Nio, Y., Hasegawa H., Okamura H., Miyayama Y., Akahori Y., Hijikata M. Liver-specific
mono-unsaturated fatty acid synthase-1 inhibitor for anti-hepatitis C treatment. Antiviral
Research. 2016, 132, 262-267.
(2) %2« YURTYLFZRIT D00 « RAZ—HE
1. Liver-specific mono-unsaturated fatty acid synthase-1 inhibitor as one option for anti-hepatitis C
treatment. 7N A & —%&3 Hasegawa H., Nio Y., Okamura H., Miyayama Y., Akahori Y., Hijikata M.: 23"
International Symposium on Hepatitis C Virus and Related Viruses, Kyoto, 2016/10/13 .
(3) MERE DR - Hffrrlahitts) 1292 Ho #ae
1. FrlZ7el
(4) HperHia
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(e & Program for Basic and Clinical Research on Hepatitis

WFICRR RS 0 (HARGE JF9& 7 A IV A DR GAE BIEASE & I R R B % FHLIE 3 5 72 8 O FAR RIS
(G EE Fundamental Research to Prevent Hepatitis Virus Replication and

Pathogenesis

IR Y (A AGE HWRHBESERRY WRREETHE A BORMKEE
Frle 1&mk K4 . (& 7B Department of Laboratory Medicine, The Jikei University School of

Medicine, Lecturer, Takahiro Masaki

£ofE # M FE 2844 A 1 H ~ FRk 29 43 A 31 H

gy #OBF %8 (BAGE
P2 Ak 4 O 3R
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I FROME (RIEHERE)
WHFERHRE MRS« _ [ESIRSYENTJERT - BIFTR - M T WREIIEHRE 2 20,

III. R DI~ DFEF
(1) =58 - HEEEF ISR T om—% (ENEE 3 k. EEEE 1 1)

1. faEFn, BIREESL, BOKPEE, WARFIL, &2, R EYF, FHGES, fPa vt
a2 7, BUILE. A 4 N THBREEE 0> O BR R R A 2 2~ —Z2ERF 13C-glucose M5 SR D BH 75—
AR, 2016, 64, 558-563.

2. BOURPERE, MEEZEE. TFRD A VAFROES © v 7 v RNA-122 [Z K5 CRIFR T A VA5
J LGRS, PrIRAES, @ PRI, TWDIREL BEEA fRE. Annual Review {HIL#:
2016 (H14hE 4. 2016, 68-73.

3. Nitta S, Asahina Y, Matsuda M, Yamada N, Sugiyama R, Masaki T, Suzuki R, Kato N,
Watanabe M, Wakita T, Kato T. Effects of resistance-associated NS5A mutations in hepatitis
C virus on viral production and susceptibility to antiviral reagents. Sci Rep. 2016, 6, 34652.

4. VEFGLN, /R —ES, FRORE L, ST ORER, Bk, BORFERE, HEIF. BOUE LSRR
PR DREGYE R R BB TR 1T 5 #E )5 0 ESBL FEAEMGNME O HPIRIIZ DWW T EEEER
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1.

10.

#. 2017, 66, 141-146.

2 VRV LFEIIRT D A - RAZ—RER

C RAFR U A VAT X 516 1 microRNA BERERNHI O 53 T-HEAE, HEH, BOKFER, MEEFE, W
HFET, HRAA HilRAR— (5 52 [ B ATl =2 2), 2016/5/20, EA.

C HFR T A N AERRIZB T HIEE~ A 7 1 RNA OMEIRE T 17 74V 7 L BEEfET,
FIEH, BORFETE, BiREak, s, s ERRE#YS GF 63 Bl H ARKRA RS2 EMESR),
2016/9/2, EHW.

IET VT — VAERERVERT R D ATIRBRAHAR IC 3510 D5 TGF- BLAP-D O3 & £ D EF, HEH,
W, AKFEEIT, AHEET, BIREIL, BOREM, Hoava s, /NER—, R,
MFER RS (5 63 7] A AR REES2FITES), 2016/9/3, EHN.

YR BIC I T B IRMERT A2~ — 5 —TGF- B LAP-D & IF#ifE{b~— 5 —M2BPGi DHkRFH
E, FEH, iR, BWRESL, ML, KFEAT, BURFEM, NER—, thEEERRRY GF
63 [o] H AR R E F 2 ES), 2016/9/4, [EN.

Induction of NTCP expression in a human HCC cell line by retinoic acid and its effect on
host susceptibility to HBV infection, 7~ A % —, Masaki T, Matsumoto Y, Aizaki H, Nagamori
S, Watashi K, Park J, Kanai Y, Kojima S, Wakita T, Matsuura T, Yonsei University (2016
International HBV Meeting), 2016/9/21-24, [E4}.

HEWGRFIZ 31 2 BFlidA o~ A U BT & Z2HEEE 13C-glucose MEAGERBRIC K D 5Fl, WA X —, 4
AR, BORPER, RERHRSUEA—v (BB 71 B A AREEFRRE), 2016/9/23-25, EN.
Amino acid substitutions in IFN sensitivity-determining region of HCV-NS5A affect
infectious virus production and ISG induction, 7~ X # —, Sugiyama R, Sugiyama N,
Murayama A, Tasaka-Fujita M, Yamada N, Nitta S, Masaki T, Ishii K, Ryo A, Wakita T,
Kato T, Kyoto International Conference Center (23rd International Symposium on Hepatitis
C Virus and Related Viruses), 2016/10/11-15, [EN.

Hepatitis C virus targets the microRNA-induced silencing complex and attenuates host
cellular microRNA functions, 8 A % —, Masaki T, Kato T, Mezaki Y, Nakamura M,
Matsuura T, Wakita T, Kyoto International Conference Center (23rd International
Symposium on Hepatitis C Virus and Related Viruses), 2016/10/11-15, [EN.

Ry Far 7By T ) — T 2T AR O A LTRYE X OSEREROfENT, HNEE, BiRE
ok, KFTES, BEILTE, fhPa vk a s, PRED F, BORKER, RERS, mfm, &l
FEER Y (8 30 MIFEREEMIab E 2 FrtE =), 2016/11/25-26, [EN.

NASH O##Efiz 1) 5 TGF- B LAP Wi R68 HiAJBloo &%, Hud, MILT, ARSI, K
ABEM, TAEYF, Fhabar, WMAREIL, KFEEI, FEF, HLEENR, DER—,
AR, EILERZ S (F 30 MRS MIant 8 2 A tER), 2016/11/25-26, [EN.
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(RAGE) ST RE At e 7 B s
(€ §&) Program for Basic and Clinical Research on Hepatitis
(EATE) JFF28 A LA D IR BUNAL & PR T3 A LI 7 3 00 SEARHORT S
(¥ §&) Fundamental research to prevent hepatitis virus replication and
pathogenesis

(AAGEE) FFIER: - #d% - kD e

(I FB)  Graduate School of Pharmaceutical Sciences, Professor,

Hiroyuki Mizuguchi

TRE2 8% 4H 1H ~ FAK29%4 3H31H

(HAGE) & b iPS Ml B RATHIA L 36 1T 2 NE B A& il el & HOV JkYs & DB

(= FB) Analysis of the effects of HCV infection on the lipid metabolism in

human iPS—derived hepatocyte—like cells.
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(¥ FB) Hiroyuki Mizuguchi

42



II. FROME (MIEHERE)
WHFEPAFE R [ESLRRYAERT FEAT - i P FEAREAF TR 5 2

ITI. RO/ ~DFEE

(1) gk Mol 55Hc—% (HENEE GBS |57 )
AL

(2) %2« YURTYYLFTREIT DO « RAZ—HE
AL

(3) MHERE DR - Bkttt [oxbd 2800 #A
AL

(4) FrarHifE
AL

43



(A4 )

I EAER
E

WFFERAJE RS

WFFERASEH 4 &

Frig Bk KA

ES i}

gy OB SR

-1/

[16£k0210109h1301]
TRk 2 9% 5H 8H

YRk 2 8 £ EFE ML B % KR - E E
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(¥ FE) Program for Basic and Clinical Research on Hepatitis
(AT JF4e A /b A DRRGAIBUE & IRV T6 2 BELIE S 72 00 SEHEROBIF

(¥ FB) Fundamental research to prevent hepatitis virus replication and pathogenesis

(BARE) AR RZERERENIER 2% HRATEH

(& §E) Kohji Moriishi, Professor, Graduate Faculty of Interdisciplinary
Research, University of Yamanashi
Rk 284 4H 1R ~ FRK 29 3H 31H

(BAGE) ~/ 32 T A NV AERFIERTRE N 7 2 — B3 & 2 DI H]

B 3¢ 8 4 : (3% FB) Development of low—toxic hepacivirus vector and its application
WFFEBHSE Sy 4 (A AFE
prg ek K40 (8 Gh

II.

FRROBE (AR FE8mE)

FAWE (LR, #d#) Did, ~SV ANV AOF AT LT a v EERIL, BAKY A
N ARG F Az FHIMHE D A VAR kT H A7 V== 7RO & b F T ZERY
L7y Z =Rz AfE Lc, V~HR~ VDAL X (BHeV) 1Tk b DA LA HCY &
B LUV T A% IR EAHRIMEZ R L, BERO A~/ ST 7 A LA DOH T b HOV ISEBANTITV,
ZC. HCVIRES & EHeV IRES O X 7 5 ‘UTR % JFHI FEAfEE ~H A AL, L) =2 RNA A {EHY
L7c, ZDkx L7 ) 3 RNADO VT ) 3O an =—JE = 2 fEHT Lol A, 8RR o JFH15
UTR & 0 @3 E VKA Z V') a2 UMEIE LTe, SL 1 &fil iz 72 L7 ) 2 i miR-122 ~ DK
YIRS, ARICE W a s =—BEER LR Lo, REE, ZOERE ISR EREROEN
Az LY a BB A IR T

Professor Kohji Moriishi (University of Yamanashi) and colleagues prepared chimera replicon
RNA consisting of HCV IRES and EHcV IRES and evaluated replication efficiency using colony
formation efficiency and RNA synthesis. EHcV polyprotein shares about 45% identity to HCV
polyprotein, suggesting that EHcV is genetically close to HCV at the highest level among
hepaciviruses. Subgenomic replicon of genotype 2a including HCV/EHcV chimera 5° UTR was

prepared and tested for colony formation assay. The chimera replicon replaced HCV SL1 with
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EHcV SL1 exhibited higher colony—formation activity than wild type replicon irrespectively
of miR-122 dependency. The further study will be proceeded for development of the
replicon-based vector exhibiting higher replication efficiency.

WHFERAFE R FESLRUERTERT  BIFTR i H T ML FE R S 2 2,

L. RO ~DFHEE
(1) =58 - HEREFICB T 2mx—% (EWNEE ofk. EHESE  510)

1. Otoguro T, Tanaka T, Kasai H, Yamashita A, Moriishi K: Inhibitory effect of presenilin inhibitor
LY411575 on maturation of hepatitis C virus core protein, production of the viral particle and
expression of host proteins involved in pathogenicity. Microbiology & Immunology, 60: 740-753,
2016

2. Moriishi K, Matsuura Y: Structural Proteins of HCV and Biological Functions. In: Hepatitis C virus
I: Cellular and Molecular Virology. Eds: T. Miyamura, S. M. Lemon, C. M. Walker&T. Wakita.
Springer, (2016)

3. Katoh I, Fukunishi N, Fujimuro M, Kasai H, Moriishi K Hata R, Kurata S: Repression of
Whnt/beta-catenin response elements by p63 (TP63). Cell Cycle, 15: 699-710, 2016

4. Aoki R, Kawamura T, Goshima F, Ogawa Y, Nakae S, Moriishi K, Nakao A, Shimada S: The
Alarmin IL-33 Derived from HSV-2-Infected Keratinocytes Triggers Mast Cell-Mediated Antiviral
Innate Immunity. J Invest Dermatol, 136: 1290-2, 2016

5. Aizawa S, Okamoto T, Sugiyama Y, Kouwaki T, Ito A, Suzuki T, Ono C, Fukuhara T, Yamamoto
M, Okochi M, Hiraga N, Imamura M, Chayama K, Suzuki R, Shoji I, Moriishi K, Moriya K, Koike K,
Matsuura Y: TRC8-dependent degradation of hepatitis C virus immature core protein regulates
viral propagation and pathogenesis. Nature Communications, 7: 11379, 2016

(2) %2 VURDTLEICBITAOE « RAX—3E

1. Cross-species compatibility of hepacivirus 5 untranslated region. [ 85 Tanaka T, Otoguro T,
Kasai H, Yamashita A, Okuyama-Dobashi K, Moriishi K. HEH, 5 64 [F] H AT A )L AESHRE
2016/10/24, [EHN

2. CDKO9 inhibitor FIT-039 suppresses HBV propagation. Moriishi K, Tanaka T, Okuyama-Dobashi
K, Chen W, Okamoto T, Ueda K, Hosaya T, Matsuura Y, Ryo A, Tanaka Y, Hagiwara M. 88, %
64 [EIA AT A )L A Fies . 2016/10/24, EN

3. Anti-HBV activity of Coptidis rhizome alkaloids via targeting the viral core promoter. Yamashita A,
Tanaka T, Okuyama-Dobashi K, Kasai H, Moriishi K, D88, & 64 [B] H A A )L AR
2016/10/24, EHN

4. Hepatitis C virus infection impairs mono-ubiquitination of histone H2A and activates expression
of homeobox genes. Kasai H, Tanaka T, Yamashita A, Dobashi-Okuyama K, Moriishi K. [ 88,
%64 I AR Y A NV AFaikas, 2016/10/24, EN

5. Establishment of highly HBV-permissible HepG2 cell line to facilitate screening of antiviral
compounds. Otoguro T, Tanaka T, Chen W, Kasai H, Yamashita A, Okuyama-Dobashi K,
Moriishi K, 7R A % —  #5 64 [[lH AR Y A )L 254042y, 2016/10/24, [EHWHN

6. Functional homology of hepacivirus 5’ UTRs in IRES activity and replication. Tanaka T, Otoguro

T, Kasai H, Yamashita A, Okuyama-Dobashi K, Moriishi K., &~ %% —_ 23" International
45




symposium on hepatitis C virus and related viruses. 2016/10/11-15, Kyoto, [E N

7. Inhibition of HBV propagation by treatment with CDK9 inhibitor FIT-039 , Tanaka T,
Okuyama-Dobashi K, Chen W, Okamoto T, Ueda K, Hosaya T, Matsuura Y, Ryo A, Tanaka Y,
Hagiwara M and Moriishi K, 7~ 2 % — 2016 Internationa HBV meeting, 2016/9/21-24, Yonsei,
45
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(¥ §&) Program for Basic and Clinical Research on Hepatitis

WHIERREREL © (AARRE) TR U A L A OREGAERUEGE &R FIEFRER 2 (L3 5 72 0 O SARAUBFSE
(*H‘

%t §&) Fundamental research to prevent hepatitis virus replication and pathogenesis

WFEBRFE Y (AAGE) dbfpERTWRbE B HR)INE—
ArE ek K4 0 (3% §E) Hokkaido University Hospital Assistant Professor Kenichi Morikawa

£ obm B M FEk284E 4H 1H ~ FEE294 3HS31H

BARiZL) i (AAEE) PR D A L 2 G 8EGE S X OYRIEPER BLUCFIE S 5 165 R/ 1 Offtr
FRIE RS - (3% F&) Analysis of host factor which are utilized for hepatitis virus replication

and pathogenesis

Wr7epasE e (AAGE
i e K4 o GE GR

II. FROBRE (RIEHIERE)
WRFERRIEARERAE «  [ENCRYYENTIERT - BIFTE - I HIET RN 2 2 M,

HepG2 AUk Z 8ikk & LT HBV AT Ae, Bj56, Bj35, C-AT. D-IND DfEF HIFEH MUK 2 1ERk L
7=, U2-0S Mfiadk & Bk & LT, HOV-HTT U A VA GBI T8 la) 27 R 734 7 U A2 X 0 38
BT DMk A ER LT, £z RERIC HOV-J6,/JFH-1 (B FR 2a BY) 27 Fo ¥ A7 U 2k
V) FEHLHEE T = DMk 2 ER L7z,

We established stable cell lines expressing HBV genotype Ae, Bj56, Bj35, C-AT, D-IND based on
HepG2 cell line. We established U2-OS based cell lines inducibly expressing H77 clone and
J6/JFH-1 clone of full-length HCV, respectively.

III. FRDNEB~DFEFER
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10.

Suda G, Ogawa K, Yamamoto Y, Katagiri M, Furuya K, Kumagai K, Konno J, Kimura M, Kawagishi
N, Ohara M, Umemura M, Ito J, Izumi T, Nakai M, Sho T, Natsuizaka M, Morikawa K, Tsubota A,
Shimada N, lio E, Tanaka Y, Sakamoto N; NORTE Study Group. Retreatment with sofosbuvir,
ledipasvir, and add-on ribavirin for patients who failed daclatasvir and asunaprevir combination
therapy. J Gastroenterol. 2017 Mar 18. doi: 10.1007/s00535-017-1328-z. [Epub ahead of print]
Tsunematsu S, Suda G, Yamasaki K, Kimura M, Izumi T, Umemura M, Ito J, Sato F, Nakai M, Sho
T, Morikawa K, Ogawa K, Tanaka Y, Watashi K, Wakita T, Sakamoto N. Hepatitis B virus X protein
impairs a-interferon signaling via up-regulation of suppressor of cytokine signaling 3 and
protein phosphatase 2A. J Med Virol. 2017, 89(2), 267-275.

Suda G, Ogawa K, Kimura M, Nakai M, Sho T, Morikawa K, Sakamoto N. Novel Treatment of
Hepatitis C Virus Infection for Patients with Renal Impairment. J Clin Transl Hepatol. 2016, 4(4),
320-327.

Suda G, Nagasaka A, Yamamoto Y, Furuya K, Kumagai K, Kudo M, Terashita K, Kobayashi T,
Tsunematsu I, Yoshida J, Meguro T, Kimura M, Ito J, Umemura M, Izumi T, Tsunematsu S, Sato F,
Tsukuda Y, Nakai M, Sho T, Natsuizaka M, Morikawa K, Ogawa K, Sakamoto N; NORTE Study
Group. Safety and efficacy of daclatasvir and asunaprevir in hepatitis C virus infected patients
with renal impairment. Hepatol Res. 2016 Dec 12. doi: 10.1111/hepr.12851. [Epub ahead of print]
Morikawa K, Shimazaki T, Takeda R, Izumi T, Umumura M, Sakamoto N. Hepatitis B: progress in
understanding chronicity, the innate immune response, and cccDNA protection. Ann Trans|
Med. 2016, 4(18), 337.

Tsukuda Y, Suda G, Tsunematsu S, Ito J, Sato F, Terashita K, Nakai M, Sho T, Maehara O,
Shimazaki T, Kimura M, Morikawa K, Natsuizaka M, Ogawa K, Ohnishi S, Chuma M, Sakamoto N.
Anti-adipogenic and antiviral effects of L-carnitine on hepatitis C virus infection. J Med Virol.
2016 Sep 24. doi: 10.1002/jmv.24692. [Epub ahead of print]

Tsunematsu S, Suda G, Yamasaki K, Kimura M, Izumi T, Umemura M, Ito J, Sato F, Nakai M, Sho
T, Morikawa K, Ogawa K, Kamiyama T, Taketomi A, Sakamoto N. Combination of neutrophil-to-
lymphocyte ratio and early des-gamma-carboxyprothrombin change ratio as a useful predictor
of treatment response for hepatic arterial infusion chemotherapy against advanced
hepatocellular carcinoma. Hepatol Res. 2016 Jul 16. doi : 10.1111/hepr.12775. [Epub ahead of
print]

Ito J, Suda G, Yamamoto Y, Nagasaka A, Furuya K, Kumagai K, Kikuchi H, Miyagishima T,
Kobayashi T, Kimura M, Yamasaki K, Umemura M, Izumi T, Tsunematsu S, Sato F, Tsukuda Y,
Terashita K, Nakai M, Sho T, Natsuizaka M, Morikawa K, Ogawa K, Sakamoto N; NORTE Study
Group. Prevalence and characteristics of naturally occurring sofosbuvir resistance-associated
variants in patients with hepatitis C virus genotype 1b infection. Hepatol Res. 2016, 46(13),
1294-1303.

Morikawa K*, Suda G, Sakamoto N. Viral life cycle of hepatitis B virus: host factors and
druggable targets. Hepatol Res. 2016, 46(9), 871-7.

Suda G, Kudo M, Nagasaka A, Furuya K, Yamamoto Y, Kobayashi T, Shinada K, Tateyama M, Konno
J, Tsukuda Y, Ymasaki K, Kimura M, Umemura M, Izumi T, Tsunematsu S, Sato F, Terasita T, Nakai
M, Horimoto H, Sho T, Natsuizka M, Morikawa K, Ogawa K, Sakamoto N. Efficacy and safety of
daclatasvir and asnaprevir combination therapy in chronic hemodialysis patients with chronic
hepatitis C. J Gastroenterol. 2016, 51(7), 733-40.
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1. BREMF. ZIE—. RAES. ERY PBC-AIH overlap SEM&EE & DERIIZEE L7z AMA-M2
KB AIH 0 1 5. BRHE.. 2016, 15(1), 16-18.

2. RHREW., JRIEBE—" HRMEL, =HHEAR, BR B, RESER. HHEGE BEREH, &8 -
BEr)UNEFRBICEYIMEFESEE L 2 6. fFiE. 2016, 57(3), 125-131.
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1. FNE—. & b, BHBIL, RAESR. BEI XA EZFY BEBEOFEREED
& C RBUFT2¢. FFRERE. 2017, 74(3), 385-390.

2. RARE. BHRBIZE. NIFER. RIIEBE— FE 1 v4—TJ7z0y - J)—CEFXKAEK EGT
2R CRFADIT A IILRAEA ERIKEIEIANEL 2016, 31(11), 1475-79.

<EE>

1. Suda G, Ito J, Morikawa K, Ogawa K, Sakamoto N. Incidence and Characteristics of Naturally
Occurring Drug-Resistant Hepatitis C Virus strains. Hepatitis C Virus Treatment. 75(45-50), Springer
Singapore, 02 Nov 2016.

2. BNEBE—. RAED. KFR(EFEL) - BFEIE - BK). HEHFPHE / — b, KETHE 2 WE 1A,
664(27-28), W & AL, 6 May 2016.

(2) & YURVTLECRITLAE - RAZ—HK

1. BEHEBMHERRBICHT HET SO JEMICES T2 RERTFORKRE, OE, /NIDER, JIIFEH,
KIRIER, WBNEMF, HKEE, Fik = PHEA I B BHRBLE FNE— REER, B
120 B B AE LR FERIBEEGI =, FLIE, 2017/3/5, ER.

2. SEMFEROSZERGRAICHS HBY BEMIEDORR, OB, FHEAN KRERM, JIFER, 1B
NEMF, HKER, FiE 2 T Bt AHEE FIE— NIDER, RAES, F 120 BAFH
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