protein and is involved in the viral assembly, XV
International Congress of Virology. Sapporo Convention
Center, Sapporo, Japan (2011, Sep. 11-16)

67. A Murayama, N Sugiyama, S Yoshimura, M
Ishihara-Sugano, T Wakita, T Kato, Efficient HCV

production system using HuH-7 subclone with high virus
assembly efficiency, XV International Congress of
Virology. Sapporo Convention Center, Sapporo, Japan
(2011, Sep. 11-16)

68. H Aizaki, Y Matsumoto, K Goto, K Watashi, R
Suzuki, M Fukasawa, K Hanada, S Sato, N Takahashi, Y
Matsuura, K Motojima, T Miyamura, T Suzuki , T
Wakita, Identification of lipid droplet-associated
membrane proteins that are involved in HCV production,
XV International Congress of Virology. Sapporo
Convention Center, Sapporo, Japan (2011, Sep. 11-16)
69. Y Matsumoto, K Watashi, R Suzuki, T Matsuura, T
Suzuki, T Miyamura, K Wake, T Wakita , H Aizaki,
Antiviral activity of glycyrrhizic acid against hepatitis C
virus in vitro, XV International Congress of Virology.
Sapporo Convention Center, Sapporo, Japan (2011, Sep.
11-16)

70. K Watashi, N Uchida, R Suzuki, H Aizaki, T Wakita

Identification of small molecules affecting late steps of
hepatitis C virus life cycle, XV International Congress of
Virology. Sapporo Convention Center, Sapporo, Japan
(2011, Sep. 11-16)

71. K Watashi, N Uchida, R Suzuki, H Aizaki, T Wakita,
Screening of small molecules affecting the production of
hepatitis B virus, 2011 International Meeting on
Molecular Biology of Hepatitis B Viruses, Oct 9-12,
Holliday Inn Walt Disney World Resort, FL USA

72. T Wakita. Hepatitis C Virus Replication Models and
Anti-viral
Conference on Antiviral Research (ICAR) Sapporo,
Japan (2012, 4. 16-19)

73. T Wakita. Basic concepts of Hepatitis C, 1* Asian

Development. The 25th International

Conference on Hepatitis B and C, HIV and Influenza,

Beijing Marriott Hotel City Wall, Beijing, China (2012, 5.

18-19)

16. T Wakita. Production of cell culture adapted HCV
strain, International Symposium on Viral Hepatitis and
Liver Cancer, Peking University Center for Infectious
Diseases Research, Beijing, China (2012, 6. 21)

74. T Wakita. Independent Evolution of Multi-dominant
Viral Genome Species of Hepatitis C Virus, The 10th
JSH Single Topic Conference, “Hepatitis C: Best
Practice Based on Science”, Keio Plaza Hotel, Tokyo,
Japan (2012, 11. 21-22)

75. Ishii K, Kanda T, Sugiura N, Kiyohara T, Yoshizaki S,
Shimada T, Nakamura N, Nakashima K, Tada Y,
Yokosuka O, Wakita T, Noda M, Epidemiological and
genetic analysis of hepatitis A between 2010 and 2011 in
Japan, 14th International Symposium on Viral Hepatitis
and Liver Disease, Shanghai International Convention
Center, Shanghai, China (2012, June 22-25)

76. N Watanabe, T Date, H Aizaki, T Wakita. The role of
envelope N-glycans in HCV lifecycle, The 10th JSH
Single Topic Conference, “Hepatitis C: Best Practice

Based on Science Keio Plaza Hotel, Tokyo, Japan (2012,

11.21-22)
77. R Suzuki, M Matsuda, K Watashi, Hideki Aizaki, Y
Matsuura, T Miyamura, T _Wakita, T Suzuki.

Identification of a host factor that interacts with hepatitis
c virus NS2 protein and participates in the viral assembly,
The 10th JSH Single Topic Conference, “Hepatitis C :
Best Practice Based on Science”, Keio Plaza Hotel,
Tokyo, Japan (2012, 11. 21-22)

78. M Matsuda, R Suzuki, K Watashi, Hideki Aizaki, Y
Matsuura, T Miyamura, T Suzuki, T Wakita. An
alternative endocytosis pathway for the infectious entry
of hepatitic C virus, The 10th JSH Single Topic
Conference, “Hepatitis C: Best Practice Based on
Science®, Keio Plaza Hotel, Tokyo, Japan (2012, 11.
21-22)

79. S Kim, T Date, H Aizaki, H Watanabe, T Wakita.
NS3 protease derived from genotype 1b Conl attenuates
viral replication, The 10th JSH Single Topic Conference,
“Hepatitis C: Best Practice Based on Science” Keio

Plaza Hotel, Tokyo, Japan (2012, 11. 21-22)



80. Hussein H Aly Ibrahim, T Wakita. New HCV
genotype 4a genotype clone, The 10th JSH Single Topic
Conference, “Hepatitis C: Best Practice Based on
Science” Keio Plaza Hotel, Tokyo, Japan (2012, 11.
21-22)

81. K Watashi, N Uchida, R Suzuki, H Aizaki, T Wakita.
Phospholipase D is a cellular regulator during hepatitis c
virus egress and a possible target for antiviral strategy,
The 10th JSH Single Topic Conference, “Hepatitis C :
Best Practice Based on Science®, Keio Plaza Hotel,
Tokyo, Japan (2012, 11. 21-22)

82. Y Abe, A H. Hussein, M Imamura, T Wakita, K
Shimotohno, K Chayama, M Hijikata, Thromboxane A,
synthase plays a key role in production of infectious
HCV particles, 198th International Meeting on Hepatitis
C and Related Viruses. Palazzo del Cinema, Lido-Venice,
Italy, (2012, Oct. 5-9)

83. T Ando, H Aizaki, M Sugiyama, M Mizokami, M
T  Wakita,

Kuroda, evolution of

Independent
multi-dominant viral genome species observed in a single
HCV carrier, 198th International Meeting on Hepatitis C
and Related Viruses. Palazzo del Cinema, Lido-Venice,
Italy, (2012, Oct. 5-9)

84. A Muroi, S Takahama, M Arimoto, R Morishita, T
Suzuki, T Wakita, Y Endo, T Sawasaki, Comprehensive
screening of host proteins cleaved by HCV protease
using wheat cell-free protein synthesis system, 198th
International Meeting on Hepatitis C and Related Viruses.
Palazzo del Cinema, Lido-Venice, Italy, (2012, Oct. 5-9)
85. T Wakita, T Date, S Kim, T Kato, Novel Cell
Culture-Adapted Hepatitis C Virus Infectious Clone,
198th International Meeting on Hepatitis C and Related
Viruses. Palazzo del Cinema, Lido-Venice, Italy, (2012,
Oct. 5-9)

86. D Akazawa, M Moriyama, H Yokokawa, N Watanabe,
T Date, K Morikawa, H Aizaki, K Ishii, T Kato, N
Nakamura, T Wakita, Neutralizing Antibodies Induced by
Cell Culture-Derived Hepatitis C Virus Was Effective
Both In Vitro and In Vivo, 198th International Meeting on

Hepatitis C and Related Viruses. Palazzo del Cinema,
Lido-Venice, Italy, (2012, Oct. 5-9)

87. K Watashi, N Uchida, M Saced, R Suzuki, H Aizaki,
T Wakita, Characterization of anti-HCV release inhibitors
targeting Phospholipase D, 198th International Meeting
on Hepatitis C and Related Viruses. Palazzo del Cinema,
Lido-Venice, Italy, (2012, Oct. 5-9)

88. Y Matsumoto, N Watanabe, K Watashi, R Suzuki, T
Matsuura, T Suzuki, T Miyamura, K Wake, T Wakita, H
Aizaki, Antiviral activity of glycyrrhizin against Hepatitis
C virus in vitro, 198th International Meeting on Hepatitis
C and Related Viruses. Palazzo del Cinema, Lido-Venice,
Italy, (2012, Oct. 5-9)

89. S Kim, T Date, H Aizaki, H Watanabe, T Wakita.
NS3 protease derived from genotype 1b Conl attenuates
viral replication, 198th International Meeting on
Hepatitis C and Related Viruses. Palazzo del Cinema,
Lido-Venice, Italy, (2012, Oct. 5-9)

90. M Fukasawa, R Anai, Y shirasago, K Saito, Y
Murakami, H Fukazawa, T Suzuki, T Wakita, J Chiba, K
Hanada, Isolation and characterization of a mutant
Hepatitis C virus adapted to mouse CDS81, 198th
International Meeting on Hepatitis C and Related Viruses.
Palazzo del Cinema, Lido-Venice, Italy, (2012, Oct. 5-9)
91. R Suzuki, M Matsuda, K Watashi, H Aizaki, Y
Matsuura, T Suzuki, T Wakita. An alternative endocytosis
pathway for the productive entry of Hepatitic C virus,
198th International Meeting on Hepatitis C and Related
Viruses. Palazzo del Cinema, Lido-Venice, Italy, (2012,
Oct. 5-9)

92. N Watanabe, T Date, A H Hussein, H Aizaki, T
Wakita.

immunization with E2 proteins purified from different

Neutralization  antibody induction by
cells, 198th International Meeting on Hepatitis C and
Related Viruses. Palazzo del Cinema, Lido-Venice, Italy,
(2012, Oct. 5-9)

93. A H Hussein, K Watashi, N Watanabe, M Mizokami,
T Kato, T Wakita. Construction of Hepatitis C virus

genotype 4a clone, 198th International Meeting on



Hepatitis C and Related Viruses. Palazzo del Cinema,
Lido-Venice, Italy, (2012, Oct. 5-9)
94. A H Hussein, K Shimotohno, T Wakita, H Oshiumi, T

Seya. HCV particles production from mouse
hepatocyotes, 198th International Meeting on Hepatitis C
and Related Viruses. Palazzo del Cinema, Lido-Venice,

Italy, (2012, Oct. 5-9)

GHBOPTAEMED HFE - BN
2L



BAFBRETEMRE (TSR ARSIt
SRR E

HF9 D A NV AIEGAERSEFERFE OfERA & B IRIERITE B DTS

SERRSEE . 5 R RUESRE VA VARGERT Sl
Sy PARFIERRRE | BB HSIHCV ORGHEFEIHRE ™ 2 FFHIRR 7 OfdT

MREE b MR UFIRO 22410 X A EERS IR CRE RO C BIFR YA VA (HCV) ORGSR A FFER
THEFREIMEICHR L, T ORI EEEE TR AR o 7o S A58 5 2 & THCV OARREEERT5 2
EDTREIC A2 o7, ORIV IR T CREDNEI T 2B T4~ A 7 0T VAR Lo THIT LTRER, 7
7% RV A r— RIZEBET 5 < OO DB TFORROESNZ RN LTz, ZOAAr— ROEFE#RTH L7
X8 1 OFERIDSEGLME HCV R REAEICIHBY iR R 2 L2 R L. 7 7% RV A — ROBEEN
ot SIEEET CREN ERTO@ET hrr RSt A, (TXA) ARESE TXAS =T % siRNA 72 8O
HERD L RREOEN RN, F72 TXAS FHZEH Ozagrel 23 JFH1 BRI T PEATRIZ R\ T HBIRIFH B EhL
TREATRENRZ R LTz, Ozagrel ZFNC L V158 EIERORGWERTENE L KT LTERY., Ziud, Ml
BEGWE HCV KT OFRERLE L TN A Z ¥ oTz, F72 TXAS OEEMTHY . V7 I NSTFTHD TXA, DFIFE
ERETT 72010, MR CHET S TXA AR (TP) ISHHd 57 I=X RIUVT v & I=2 hEAWT, ZORY:
P HCV BLFREAEICRT T DR ARG L2, ZUDITE IR ERERD 0T, ZDZ LD D TXAS 12 L BRGWEHCV
KITTERIZIE TP FHEAERIR TXA, V7T VFHR, DT TXA 0D OFEANEET D AREMENE 2 bz, b
VEFHEFF OOFRRAI YL HOV R FREA OHIHI &\ 5 FHROBR%E b-OHL HCV EHIOBRRICERTH D L EZ b,
Ozagrel iXt MFHIIEX 2 T~ 7 ABGL S0 7 BE ML HCV ORYMEEE2 IR R I TE A Z L #HALMNI LT,
FIAERNTTXA, LN 7 a2 5 75 VU (PGL) & FREDSERE AT 5 PGLZAAET I=A b bERROZHE
ERTIEERH LU, ZNODOFRITT N TORBICHT 25/ & L TBRUER SN TERY | F/oRAEMHEL T
WB78, HCV OBGURFEOIHN AT 28725 HCV Al L L THERAMDED TaW LB 2 b,

A WFEERY)

MBIZBA%E LB Bk C BUTR Y A /L AHCVY)
DRGSR LRSS Lic b M3 ERT
AR Z VTS, EEEEE TG bR o 732
CIRRYLETECIR YL R T REAE NS T 7o 2 JRIR 2%
T2 LICED, ZOUANADAETERIZED HH

B A SRR < BT ) BRI R A BRR LT
B, vA AT LA EE RO CEFREEERE L
TSR L > TR T 2 BETHRE A F—
BFRATT D 2 & T, SINEERIEIC Ko TEDREN
T 2HAADBE T 2R L, HCV ORGuEhE
& BhE S MBS R B A R LT,

NRIRFZEE L. F0 HCV AJERICBIT 2&E |0
HZBA SN LT, ZHEShRANIINET 5 HA 251
HCV $fpgfis LCRIET A L2 BRYE Lz,

2. b MRS AEEE T ORI LT D AR
T FNRITONWT, THAHEID siRNA %
FESH 2 &% JFH1 BERERFEARICANT, &

7F NG E HCV ATESR & DEBEE T LTz,

3. BEMEsk HCV #BeSE7-t MBS A T~ X
(DT T FNFRED D VWIBEREMEO @ MR
KT HEERERSG L, ORGERE3 H3Rh

B. Wk
L. ZHhETITMBITENT Lis b RSB KT 2 ST
BT 5 2 LI L W HEA OB MIERSEHCV DR



REHFILE,

(fEEm~DEE)

Z DFFFE TR BILTW D S LIS 55>
UK EREFREOMEZERICHFE L, FED
BITHEGRINT-HEC S DO TH D, RIUATH
B eI R iR ~ DA T — b Na v
MENFROEEIT LR ESORTE 1T T2
PIWTEY ., MEEIET SRR, Kok MT
P A AP s VAV s i e S L W AN = VN
b, THEER - REINE CEBRFHMEZ RS DK
HTATPNTEY . mEEIEET DRI,

C. HFuER

L BT L e NS EAFRICBE L C, ~1 2
07 LA EERWCTCERER LR E U OnFss
BIZL > TBT DEBETHE S — L 2fpfT
DI ET SARERIRIC Ko TEORFIET D
HIHADBIL T 2R L, HCV ORusE & Bisd
DN RERE LT 7% VBRI A —

R&[EE LT,

2. JFH] BRI TREAER T RAWT, 7% RUEBH A
r— ROERER ChHH VI atx 75— 10
FERIDMNEL TN & 25, Mz A HCY OF
J DAEROR T 3B 2 o 1223, B
VZBEAE ST F DRRGEDE L <IEF LT,

3. JFH1 BRI TREAERE VT, 77 % R X
r— ROEMTHhB TR AZ S50 (PG)
DNREEFEPG R T DT A= MOT
H A= N AWTHRZ L 2 A, PGL 34 (IP)
7 S=Z k ONO1301 CRUER LT-MAZ, Bz pE
A ENTRE T ORGEDE L <K T Lz,

4. FREER O TRITEZEDIZ & 2 A, hrrRx
P A, (TXA,) &R TXAS FBEH] Ozagrel T
ZOBERPEIREN, Bl P 7 E=2X b Beraprost
X< FD X 9 IpiEEE RS 2D o7, ONO1301
13 TXAS FRETEMEZRFOE D, _FREshiid TXAS
FRETEMHEIZ L2 6D TH D Z L3 oTz,

5. Ozagrel FRAERH BV NIAE L - HifaOREE FiE%
BREL., o = B R AR D CHAT L. A5

BEEBEMZITSH HCV 77/ L RNA &L Z0pd:
PEEARAT UTofER, 1588 HETEED b HIRRGu:
W% SRR BN I 5 HCV 7 L&
DUNTIL, ARUEH & I COEE IR b
DT, LALIRNG, YR T4 S T elrlHa
ESNCRW I HCV 7 LB, AUEHCEL
AETF LTV,

6. Ozagrel FAFRD 5\ NFALER L 7= MR A HHORERL
fiF % FV T8 HOV ARRE IOV T, 20 HCV
47 ) s RNA B & BYEERNT LTz & 2 A, 7/ A
RNA EiIRE 2B Iedo7ehs, BN L
ARTFLTWe,

7. JFH1 BRI TREARIZ TP 7 # I=2 MR
b, YR TSRS DA AR L7 A3,
TP 7 > % A= M Ozagrel FHEDZIRITRE 72k
27,

8. JFHI BY BRI TREAESRIC Ozagrel ZAERR SH, Al
IZTP 7 A=A MEA S JFH1 RGUERL FREAE
R DENRA RN L7203, [BYLE HCV RiT-REAE
(ZX9% Ozagrel DHHBNRIIZE L LA oTe,

9. b MFHIIRF A T = 0 ARG S W7 B MLk
HCV DBEY=FEITONO1301 °0zagrel 7217 T/ < |
AT TXA THREFHIAER S 1P 7=
Beraprost CHZEIERE S HHITE B Z L3bhoT,
T OFESITFAV VI HH AR Z R HCV BYLMERL T
PEAERTIZT 2L EBAETLERSE HCV OBHU Tk L
THREOIHIBIRZ R T2 L 2R TRY, #Hiz
TMEFF 278 HH HCV 3L L CRIARRET
HBHZELERLTND

D. &%

L. b MREEAUIFHIBROSAEERIC L > TEEDSFRD 5
NT=T T % R A r— RGN 7RI B
Bp TN ThHDZ EBEZ DI,

2. Ozagrel N3 7= HIlROEEE HEF O A HCV
&, EORERGDIERGEDRL T TH Y . E72ED
BIIREBD & D & RERFHEIIR D32 72 Z &M
R TR ST DHEHA R RHCV DB L
WD LTV Z EMD, Ozagrel FEHREAN CREG M
KT DRFEADRHEHEL TN LEX bk,



3. TP 7 I= A hROT7 ¥ =& hX Ozagrel DEIR%E
HHIL7Z0, T Z &30 o7, Ozagrel
DEFILTP IV HRAF L2V 7 VRS LT
DEREMENE 2 bV, ZOHT et 7T VRITH
TeI8HTHCV FED T O OIFHNT 72 5 FIREMEDSE 2 Bl
7o

4. Ozagrel X° ONO1301 <> Beraprost it MFHiES 2 5
= U AN BEG ST REHREHCV DBYY=RE % ]
T B END)oT, TORERIE. VIR
B AR HCV YR TREARTZT T < | B MLH
SRHCV DGRkt LT b RO A2 &
R LTI | BT A5 DHLHCV F4
L LUTHIATFRETH D Z L AR LTS,

5. F¥Z Ozagrel & Beraprost | 3BEICRE O ZEHI & UCREA &
NWTNWB728, BHNERMNFIRER, ZHETEIX
VEFIREF DRI ZHIHCV IR E L TONE DO &
RN DB ENEZLND,

b MEF A 7+ 0 ARGy S E B Bk HCV

BYMERRIXIP 7 I= R b & TXAS FRERICoERE R
EINTZ ENDENENDOFANTIZ N E TITRVWME
FEFF % S OFLHCV FAIThH D L EZ b, 722
B OFANT T THIOBRIT T 55551 & LCBRIC
FERIN T\ 72, BEEICERT2HIHCV FHlE L
THAMERRD TEWE B X billz, TXAS FHER
Ozagrel DG HCV RIS THIRIC R
V) B RYERE TR DUNTERVERETH Z LIz X
BT ENEZ B, £ ZOBRIIRT S TXAS 18
FFICOWTOFEIIRATH L, D7 &b %
DOEEERULEEY) TX A1 & 5 TP KIS 7%
B DN TXA, ORBEIC L2872y 7 F VR
MBE L WD AR B 2 bivie, O
FIERROFIZ, BREANC L bR R < Bt HCV
KT PEAZTRAE TS 2 L AN AREIC 72 D 5T A Bk AI DA
BIDBTET 5 L Bbil. 5BOS bR OFFEPHET
bpHLEZ LN,

F Higessk
1. FRCssEk

1) Hussein H. Aly, Kunitada Shimotohno, Makoto Hijikata,
Tsukasa Seya: In vitro models for the analysis of HCV life
cycle, Microbiol. and Immunol., 2012, 56, 1, 1-9.

2) Yasuo Ariumi, Misao Kuroki, Yukihiro Kushima, Kanae
Osugi, Makoto Hijikata, Masatoshi Maki, Masanori Ikeda,
Nobuyuki Kato: Hepatitis C Virus Hijacks P-body and Stress
Granule Components Around Lipid Droplets. J. Virol., 2011,
85(14), 6882-6892

3) Takaji Wakita, Tetsuro Suzuki, Matthew J. Evans, Kunitada
Shimotohno, Kazuaki Chayama, Yoshiharu Matsuura,
Makoto Hijikata, Kohji Moriishi, Tsukasa Seya, Nobuyuki
Enomoto, Kazuhiko Koike, Nobuyuki Kato, Tatsuya Kanto,
Hak Hotta: Will there be an HCV meeting in 2020? Summary
of the 17" International Meeting in Hepatitis C Virus and
Related Viruses, Gastroenterology, 2011, 141(1), E1-E5

4) Yukihiro Kushima, Takaji Wakita, Makoto Hijikata: A
disulfide-bonded dimer of the core protein of hepatitis C virus
is important for virus-like particle production. J.Virol.,, 2010,
84(18),9118-9127

2. FRHEK

1) Yoji Tsugawa, Hiroki Kato, Takashi Fujita, Kunitada
Shimotohno, Makoto Hijikata: Constitutively produced
Interferon 1 functions in prevention of viral infection in
human hepatocytes, £ 35 [B] B Ay T-AEM A2, 18I
Wk 24 4£(20124F) 12 A 11714 B 2) #8571, Hjki
O BEEME, FEEFEE. LhEk: v MTHRicR
T 2HT A VA BIRGIRIS BB OMAT, 5 60 BIHA
A VAL, KR, K 24 4E (2012 4F) 11
H13-15 H

3) AviHE, BASEE. FEPET. 1058, A
1EfE, T, TEEFRE. MEEEZ : P-body KT
EHOVDZ B R b= 5560 BIBAY A VAL
B KR, ¥Rk 24 4620124911 A 13-15 A

4) 5 B C BT YA VAR RS EE TR
DhoteZ b, ENEGYERFERTITRE I —, EsL
TRYMIERZCAT, BUR, Ak 24 45 (2012 4F) 10 A 31 A
5 B BEL L5 K b MFRICRT 5T A
VARG ORRAT, 55 8 EVE BT =
= MR X =V VR T T b AR, R4




(20124F) 7 A6 H

6) Yoji Tsugawa, Hiroki Kato, Takashi Fujita, Kunitada
Shimotohno, Makoto Hijikata: Hepatocyte-specific innate
immune systems in response to viral infection. 19th
International symposium on hepatitis C virus and related
viruses. Venice, Italy, Oct 5-9,2012

7) Misao Kuroki, Mariko Inoue. Makoto Hijikata, Masanori
Tkeda Takaji Wakita, Kunitada Shimotohno, Nobuyuki Kato,
Yasuo Arumi: Can P-body associated host factors
APOBEC3G and MOVI10 restrict HCV infection? 19th
International symposium on hepatitis C virus and related
viruses. Venice, Italy, Oct 5-9, 2012

8) Yoji Tsugawa, Hiroki Kato, Takashi Fujita, Kunitada
Shimotohno, Makoto Hijikata: Critical role of Interferon
alpha constitutively produced in—-human hepatocytes in
response to virus infection. The 11th Awaji International
Forum on Infection and Immunity. 11-14 September 2012

9) Yoji Tsugawa and Makoto Hijikata: Hepatocyte-specific
innate immune systems in response to RINA virus infection.
The 10th International Student Seminar. Kyoto, 5-8 March
2012.

10) 155 : 7w AL /A NIZ X DHOVOBGMERLT7E
AR, TERR23EE  AEERER s RHIERT T
Wt TR, o2, JOE. S0 . fLIR PR3
4£(20114F) 12H4-5H

11) FrpE—, TEEFFAE. MEMT, 7 8 HOV
R T- OGRS BT 59~ D AFRIEP & 7 F )V AT,
FIERBHET n Y= MR Z— RV Y
I, JRE, SERR234F(20114F) 7 B 1 H12) Yuichi Abe,
Hussein Aly, Takaji Wakita, Makoto Hijikata: Identification of
signal pathway involved in infectious Hepatitis C virus (HCV)
particle production. &k,

RR234E (20114F) 125 12-15H

13) Yuichi Abe, Takaji Wakita, Kunitada Shimotohno, Makoto
Hijikata: Identification of signal pathway involved in
infectious Hepatitis C virus particle production. 18th
International symposium on hepatitis C virus and related
viruses. Seattle, USA, Sept 8-12,2011

14) Yuichi Abe, Hussein H. Aly, Takaji Wakita, Kunitada
Shimotohno, Makoto Hijikata: Identification of signal

pathway involved in infectious Hepatitis C virus (HCV)
particle production. The 6th Infernational symposium of
institute network. Tokyo, Japan, June 9-10, 2011

15) Yukihiro Kushima, Yuichi Abe, Takaji Wakita, Kunitada
Shimotohno, Makoto Hijikata: Novel targets for anti HCV
drugs preventing infectious virus particle production. The 3"
JCA-AACR Special Joint Conference, The Latest Advances
in Liver Cancer Research: From Basic Science to
Therapeutics, Chiba, Japan, March 1-3,2011.

16) ABZ5E. MHEMET. 158k : Core iI2X 5 S-S
BILENT C TR T A NAOR TR VA TH
B, B8 [ERAY A N AELIAN S, R, Tk 22
4 (201049 11 H79H

17) BIERE—, TV -~y A v EEE,
TIEEFRE, LTTER - B HOV R REAIC B S FT
ORI 7 TR OTRER, 88 58 BIAA D A /L R%E
SRS, RS, 224 (20104F) 11 A 7-9 A
18) Lak., BRBkE—. 7Y - ~y¥r - 7L
FA. BEET, FEEFRE : S RYT L 06 TV
AREEFRE AW C BITFR DA VADHER & IRIREMED
fEF.  BRIRSBE HOV BRODKEE LEIR, 56 58 [EIAAY
A NWAERH R, R, K 22 45 (2010 4F) 11
A79H

19) Yukihiro Kushima, Takaji Wakita, Makoto Hijikata: The
hepatitis C virus particle requires a disulfide-bonded dimer of

the core protein. The Association of Pacific Rim University,
Research symposium on Interface between Molecular
Biology and Nano Biology, Kyoto, Japan, Nov. 24-26 2010
20) Yuichi Abe, Takaji Wakita, Makoto Hijikata: Chemical
biological analysis for a mechanism of infectious HCV
particle production. The Association of Pacific Rim University,
Research symposium on Interface between Molecular
Biology and Nano Biology, Kyoto, Japan, Nov. 24-26 2010
21) Yukihiro Kushima, Takaji Wakita, Makoto Hijikata: The
hepatitis C virus particle requires a disulfide-bonded dimer of
the core protein. 17th Intemnational symposium on hepatitis C
virus and related viruses. Yokohama, Japan, Sept 10-14 2010
22) Yue Qi, Hussein H. Aly, Chieko Tsutsui, Takashi Fujita,
Makoto Hijikata: IRF7 dependent IFN-alpha response in the
early phase of the viral infected hepatocytes. 17th Intemational



symposium on hepatitis C virus and related viruses.
Yokohama, Japan, Sept 10-14 2010

G. FHIFTFEMEDTYRIRI,

1. RErEdS

1) ERMAEITRoSNE AL, BEE L W
TU Y AL, UnEk, HEER 2011 43
A2 B, HEES ¥E2011-67112

2) CEFR A NAOBYIR. HEE L5 3
FRfERRE—, B FHFES, Z8IL—R2, HFEH20114F9 A30H

HFEES PCT/JP2011,/072682

3) TRARE TGP 2DT I=A Megte, CRT
RUAVAOBGHEFL FFE 5B PRmE—,
T, HREA20104F9 A 30, HIFEES 2 0
10-222045

2. RAHGEEE MR,
3. ZOf BHIRL.



BT BRI R E MBS (TS AREE SR E 26

SRR

PR D A )V ARG ROEGEEFE ORI & FRTafRIEBAZE S 5 BTE

SERGEE . AR WA AEERINIRERFE R
MAEHIE . FE BT AEETSLRFEREGEFIR
Ml B EERERPEE 4 —

SyTEATSERRRE | HBV SETEMEE OARAT & BTRIAFRIE ORISR

R s « IR L LR LA L S5 Z L TEOMENELT D Z L AmbnTW\5, in
VitrolZ I UWTBEUTFR U A /LA (HBV) BB L T 5 Z L 2 BRYE LT, HBVD3RITTHERREZMET L
Too BERIIARSE b NEFETHEE S v MNFRRES A 5~ 0 A OFFER L 0 BEEE L7 FRRE e,

BERIT, PIRICHIIRZ FEE L ORIUE SRR L. AT =m A R LRI DHEMROMEZSRIC & 2
BRI OWTHBIRR Lz, SR RIC T A VAR T % & HB VYRS MIE & YR & LTl Liz,

ZOFER, W OMAE, BRIV TS, R bR HE3E_EF T OHBV-DNA DN ZHERR L
7o 91 ARNZES THEEE LIEFH OHBV-DNAEIX10MS copies/mLLL ECRH &7z, Fiz, 58 EETRIC
HBsHUR MR STz, BRCF A T~ U ATl E AV R 7 = v RIBRRIC X 2E5RICKV T, &V HBs
PURMEAMEREF L7, DIEXD . b O3RTHERRITHBVERET /L & L CHEICHERATH D Z & B
sha, 5%, BEROERICHIT BB, HBVAEE RIEDBYSHROBENLEIR Y A /A%

DAY V= T 13 EIZDW TR EITOTZV,

A BFEE®Y

TEMRARIEE D R G E D 7 L — NEED = —
TAVTEEZDZ R0, 3 Witk LT LERME
SHDLZ L TEOHENIENT DT ERMONTND,
3 RITREITIS T B IFMRE 2 RIIIER \F 72 HBV
BRETN LD LRI D, AFFR T, in
vitro {ZBWTC BEIFFR 71 /LA (HBV) HEFEMHE % fiF
FriadZ LaxBRYE LT #7272 3 IRoukEEHR & \HBV
DY - HEIERROAREMEIZ OV TR LT,

B. #FgEHIE

1) FRZEREY a—Ib, HAHWIRERR T Lo
TAEECHE LR L — b2 AV T 3 TR R
YRR LTz, MBI ARFE(b e NEFITMiafRE . e b
FRRRaS 2 T~ 7 A OFFHR L 0 BB L7 Tz % A
WMz,

2) BRE LT HBV OUA VAR & e B MIE

ZFVN, 1075 copies/well £ 725 X H I EFTAHZ LT
B A RN S, FO%REE HEHR O HBV DNA B &
OVHBs HURL, MO HBV core BhEFURZHIE L.

HBV DY - HREHR LT,
Em~DERE)

BEMFBICOWTCIEIRIEEZRE L, BETHAM
ZIZOWTITFNEESDEEB-, b MFARaC
ONWTILKE COGEFEERBREAD LD EEA LT,

C. WFouRER

1) ¥kt MEFREROER, A T~ o A fFHlR & bicH
ZERE VIR TIIN 1 » AROEENTETH
STz, Fi, FERNLOEERT L — M AV ERIZ
BWTAZ7zaA FEFEHL, 3 kT 5Z &N T
&, A7 xzuvA FEEE 2 BE—1 » ARREET 2
L EROT,



2) HBV @ 3 RIGERIZEBWVWT, H#E BRI
HBV-DNA X HBs HUJR, #if@PIZ HBV core BHEHUR
PR &Nz, 72, EFEFICEH HBV core BHEFLRE D
B ZRO, EFEHO HBV-DNA BRI 28
U T 10M4-10% copies/ml CHEBAIIZHRE S 4, 72 <
&b 1y ARISEER OGN FIRE ChH o7z, FHTIF A
T A E A 7 2o MELTZEER T, 8
JREOHEMNEZTRD, EIFEFO HBs Ut & HBV-DNA &
ISR 408 U CREEROIC R S, B FEsE 2
TR LT,

D. B

TFEfbe NEFIFAIIK, & MFHlaX A 7<= 7 R
DFHIIE & b 12 3 RITHRRIC L H R CoRkEN
FHETH D Z LR b, AT TR
HRIZEEFHRTH Y —EDI LT 4 a VT TOM
FINFREL 2D, —TF. ¥ AT~ U ANTHIBRI TR
L VHEBELIZYREEETH D Z Lovb LY ARy
RETORMNPIEF TE 5700, HlRZNFThOERT
EIEN LTCRET B BIRT 52 L3 T& 5, 3 KT
BEREAWEEHR COBRERICLY, FELR
TR DIRYLANRDE W HBV B - RO, 45
W LE 72 —DBRR EREE, AL HUHIERE 7R & & AT
T&3, ¥, BEMENS ORPENFRETHD Z &
D30 RRIEBIOMATIC X D ERU IR~ A ERE
T& %, 5l&#eE. HBV #53 LE D in vitro TOF
BT TH D, 4%, ZDOFRE RO TG
FEB Y I F oA —F I a—F 0 ML),
A5 T HA D BRI FEHTHRIB R D BA SR FE D 7]
REMEERRET L TVE L,

E. #&ih

b MTHRX 2 7~ 7 AR L O\ RIELE
NEFEIFHIIRE CIE, 3 RIHEERIC L REEEN
AREE IR oTn, i, ZORERFRAVWCERENEL
YR L L7z in vitro T HBV & - RO FREMEDS
RENk, |

F. B33
1. FR3C3ER

1))

3)

4

5)

6)

7)

Sakamoto T, Tanaka Y, Kani S, Sugiyama M, Watanabe
T, lijima S, Murakami S, Matsuura K, Kusakabe A,
Shinkai N, Sugauchi F, Mizokami M. Mechanism of
the Dependence of Hepatitis B Virus Genotype G on
Co-infection with Other Viral
Replication. J Viral. Hepat., 2012 in press.

Sunbul M, Sugiyama M, Kurbanov F, Leblebicioglu H,
Khan A, Elkady A, Tanaka Y, Mizokami M. Specific

Genotypes  for

mutations of basal core promoter are associated with
chronic liver disease in hepatitis B virus subgenotype
D1 prevalent in Turkey. Microbiol Immunol. 2012 in
press.

Ragheb M, Elkady A, Tanaka Y, Murakami S, Attia FM,
Hassan AA, Hassan MF, Shedid MM, Abdel Reheem
HB, Khan A, Mizokami M. Multiple intra-familial
transmission patterns of hepatitis B virus genotype D in
north-eastern Egypt. J Med Virol. 2012;84(4):587-95.
Rawal RK, Singh US, Chavre SN, Wang J, Sugiyama
M, Hung W, Govindarajan R, Korba B, Tanaka Y, Chu
CK. 2-Fluoro-6-methylene-carbocyclic — adenosine
phosphoramidate (FMCAP) prodrug: In vitro anti-HBV
activity against the lamivudine-entecavir resistant triple
mutant and its mechanism of action. Bioorg Med Chem
Lett. 2013; 23(2): 503-6.

Sa-Nguanmoo P, Tanaka Y, Ratanakorn P, Sugiyama M,
Murakami S, Payungporn S, Sommanustweechai A,
Mizokami M, Poovorawan Y. Cross-species
transmission of gibbon and orangutan hepatitis B virus
to uPA/SCID mice with human hepatocytes.Virus Res.
2011; 158(1-2): 209-215.

Wang J, Singh US, Rawal RK, Sugiyama M, Yoo J, Jha
AK, Scroggin M, Huang Z, Murray MG, Govindarajan
R, Tanaka Y, Korba B, Chu CK. Antiviral activity of
novel 2-fluoro-6-methylene-carbocyclic  adenosine
against wild-type and drug-resistant hepatitis B virus
mutants. Bioorg Med Chem Lett. 2011; 21(21):
6328-31.

Wu S, Imazeki F, Kurbanov F, Fukai K, Arai M, Kanda
T, Yonemitsu Y, Tanaka Y, Mizokami M, Yokosuka O.

Evolution of hepatitis B genotype C viral quasi-species



8)

9

10)

11)

12)

during hepatitis B ¢ antigen seroconversion. J Hepatol,
54(1): 19-25,2011.

Tanaka Y, Sugiyama M, Mizokami M. Direct
cytopathic effects of particular hepatitis B virus
genotypes in immunosuppressive condition. Uirusu,
60(1): 79-86, 2010.

Kondo Y, Ueno Y, Kobayashi K, Kakazu E, Shiina M,
Inoue J, Tamai K, Wakui Y, Tanaka Y, Ninomiya M,
Obara N, Fukushima K, Ishii M, Kobayashi T,
Niitsuma H, Kon S, Shimosegawa T. Hepatitis B virus
replication could enhance regulatory T cell activity by
producing soluble heat shock protein 60 from
hepatocytes. J Infect Dis, 202(2): 202-13, 2010.
EGBMLE, BN, FAR, I, RN,
AHEEAER, B TEEE, BAMK, HRAHE,
AN SHMMHEERZBOIEEY o EE
OF B BUBHEF RIS LT/ 74 EADER LTe—
5. . 2012; 53(1): 35-41.

AT, AR, U —, SRR, TERERIG,
HFEN. @A NVABEIR~DT I 7V h
&5 B BFRY A NAETFREET. ITE
2012; 53(10): 610-614.

s, AN, ZILED, RS [B AT
ROGLT A NAFRIEOHES LTHE] BT e s
M ZE B/ & — RAT & 2 DX, {HILRNFEL
2012; 54(5): 582-585.

2. FRHFE

1y

2

Sugiyama M, Tanaka Y, Nakanishi M, Mizokami M.
The influence of specific mutations observed in core
promoter region of HBV genotype D1 on viral
replication. 2012 International Meeting on Molecular
Biology of Hepatitis B Viruses. Sept. 22-25, 2012.
Oxford, England.

Watanabe T, Iijima S, Murakami S, lio E, Shinkai N,
Matsuura K, Yokomaku Y, Imamura J, Sugiura W,
Tanaka Y. Immune restoration Hepatitis B associated
with anti-retroviral therapy for human
immunodeficiency virus. 2012 International Meeting on

Molecular Biology of Hepatitis B Viruses. Sept. 22-25,

3)

4

5)

6)

7

8)

2012. Oxford, England.

Sugauchi F, Tanaka Y, Matsuura K, Watanabe T, Tajiri
K, Kishi H, Mizokami M.CROSS-GENOTYPE
PROTECTION OF HBV AND A ROLE OF HBS
ANTIGEN MUTATION IN IMMUNITY ESCAPE IN
VITRO AND IN VIVO MODEL USING UPA/SCID
MICE WITH HUMAN HEPATOCYTES.THE 62ND
ANNUAL MEETING OF THE AMERICAN
ASSOCIATION FOR THE STUDY OF LIVER
DISEASES. NOVEMBER 4-8, 2011. San Francisco,
USA.

Sugiyama M, Tanaka Y, Nakanishi M, Sudoh M,
Mizokami M. HOST SPHINGOLIPID
BIOSYNTHESIS AS A THERAPEUTIC TARGET
FOR HEPATITIS B VIRUS REPLICATION. THE
62ND ANNUAL MEETING OF THE AMERICAN
ASSOCIATION FOR THE STUDY OF LIVER
DISEASES. NOVEMBER 4-8, 2011. San Francisco,
USA.

Fujiwara K, Tanaka Y, Orito E, Acharya Subrat K, Joh
T, Allison Robert D, Mizokami M. ANALYSIS OF A
NOVEL “REPLACEMENT MUTATION “ IN CORE
PROMOTER OF HEPATITIS B VIRUS. THE 62ND
ANNUAL MEETING OF THE AMERICAN
ASSOCIATION FOR THE STUDY OF LIVER
DISEASES. NOVEMBER 4-8, 2011. San Francisco,
USA.

s, ETEA, KRS, ELAESE. B A
IBIERFR B TR DEEERT T v 7 IR RER DFR
A~ REEES, L aT/aT Tae—4
—ERES5FEZ T~ 48 [H A AIEEERE.
TR 2446 A, Al

HPEA. TA VAR - FRERICRIT 2RE
DR, B AERRIREL B B L5 4 BIR=. ¥
24410 A, k.

MARER, FIRERE, #EH T, AREERES, &
FEERK, KIEE, BAER HEEA VT7LH
A 2 PCR % F\V 7= Abbott m2000 system {2 & 5
HBV-DNA 7E &I DERERIMES. 3 59 =] A A%
FRMEEFSFNES. 24511 A, 7.



9) WAEAT. HEEA. HILEM, (LB, B
KBS, B TESEE., FR. AHES. BEE
T, BRERR, W EHES. B BURFA U A )L A Genotype
G DILFI TR 2HEMA N = X L DG F
46 Bl H ARHEESRRS, TR 2245 A, 1.

G SIRFTEMEDHIFE - B4R
1. FFEFHAS

7L

2. AR

2L

3. EDh

7L



JRAE T BRI AR R MBS (FRE R SR EE)

SRR TR E

JFR T A )V A BGAEREGEREE ORI & BRI BEFE I B9 5 BT5E

SHENEE  FelEE LR FESR  BiR
ol BEER. IUERFEFR B
&R  LBOEESEE Bh#

Sy HEBITSER

HOV EHEICHEMERT 2B EE R E ORI A&E

HHEEE  CRIIFR T AN AUV L, HEBEEREZFIMA L TESDBIY A Z NV ERSLSED, =
TEBERNSA I L THEEAEZ b OBEEERELHAL NI LTE L, AR T, VAREERE
EAER L L7-HLHCV BIOBA% 2 BIS L. B EEREORE L bAWs V —= VRBR 21T T, H—IT,
a7 EABEIC L DRRMERBERB LT A NV ARA RIS 2 EERE PA2By IZxT D A7 U —=
VIRERE L, ALEMA S V= TERFREIC LT, £, aTBHERFEoIEEAAER 2 A T
Uy MEZEDRAZ V== 7RV Y a RO G, BiEEE B E 5 F Enol, Paxillin,

FKBP6 % [FlfE L7z, &6, BEMOMREEEAE FKBPS [T LA WR LU 0fEEEEZAE L, Thb
\ZHUHCY {EMZ RO Tz, AMFFEORRIL, FERIITETHGT HCV BRI 2 b2 Bbh 5,

A. HFZEERY

ENTH 200 5 A S ORREEDSHEE ST D CH
JFRT AR HCOV) 13, EERICERRUEGTATL, 18
PERFZS - IFREZS, FRAEROREZ 5 & 23, AHOR 8
FIOFFARICHRE L HOV BT 2, FEEICZ VA
TANABEA TDTA NAEBIETFE 1 ORGE %
L CHBAT TR OAEDRIRREThH DA v F—T=m v
S VB Y AT K B HRFRIEOEZITH 50%FREC
BEY, LOARIBEEORREIRD LTV,

TIETANARHIBET D HCOV LT AH{RNA &/
LEFFOTZ L N —T A NVATHD, FDOTA VA
70 DITE—ORY TaT A VRIEER a2 — F&h
TRV, BEBLOVANAT T 7T—BIZL>TY)
WraZit, 10 @0 A VAEAEICERT S, v 7
v REHE THD HCV a7 BEBEIIREREDT X /K
WALE L, I FARTF X —EBIL L AU 1AD
W22, RIS C ARSI EIBAEEAY O 7 T LT T R
TFFH—E (SPP) (ko THII&=1 TRl 5, 18
FEAEPAS Yy FET C, a7 EHEIIFIEWH L, FF

B2 EORRHERBAFE L, PA28y BETAXKES
B2 & ORRERBFEN Kb D = L B2 115
HLTWD, S5, PAZ8y T A LV AHFEIZIBNT
HERTTHDZ L&, FEFEREL TS, 71
ARLTFERED A T = A LTE L o TBLT, BE
ERERT-OH TR 2o TR,

VAT BA I T ANAYT 7 DRI 5 ER A E FKBP8
DUETHDZ L ERELTND, ZOXRIEIX
NSBA IZHEA L, Hsp90 & FIZ T A NABROETH D
membranous web ~U Z/L— K&, TANVAZ LY
BT 3—)VF 4 T HERET B, FKBPS & DFEAIC
NS5A N 121 FH D Val (DX Tle) NEET, 20D
TR BEREAE Ala TEHT L L, VA NVAERITSE
RITHHI S5, FK506 fEE ¥ /78 (FKBP) 77
V—MGEINBA L7 4 T3IDDTPRZHD
%Dy, FKBPS, FKBP51,FKBP52, FKBP36, % LT
Cyclophilin 40 23E BTN 5,

AHFFETITIRAIA 2 U —=2 7 HEOBRR L. 8
WNEMENR T2 RIETHZ L2 BRI LT, PA28Yy



DL EEFREFIM LI RIIROBERE2RA,
7o, BERAREER 2 A T Y v MEIZE AR U —=
VIR Ko TaTERE LHEERTAEEEREY
BBt L2, EBITRy FU—Z T & T A IV REEHET
DIRFTD> L FHUERR T2 I VIAATE, F-, FE
FIR7 V—=0 T HEORZ L . FHRNTEEZRR T
FRIETDZ EEBRE LT, PA28y DL EBHERE
FIA U7 B se OB S R A7z, $7=, FKBP 7 7
I U —HT, FKBP8 LIS DFTHITE LR T DIFIE & 3 A
FKBP8 & %\ MIBTRUEHIR T3~ 2 51 HOV AIBAFE %
ATz,

B. WFEHIE

Y 24 BEREATIZ, RNA FHHZ L 5T Enol BI W
Paxillin DFEF A L JFHL 7 A /b ZR&G% Huh7 0K1
AIRROHERINIL D 7 A )L A RNA BRI
real-time PCR {Z X > CHIEE L7, &7z, Conl (BT
Al 1b) full replicon BL TN JFHI GEf=TH 2a)
subgenomic replicon MIEPY®D Enol 33X (X Paxillin
DFEBLE RNA FHCTHIHI L, MBI D A /L2 RNA &%
real-time PCRIZ &> CHIE L7z, pAct 33L U pBIND
\Z PA28 y T BWNET BT T Y — hIEM e #
72720 PA28 y Pro245A1a (PA28 vy P245A) 3fm T & HEAMA
F VP16 B L UNGALA BHE & ORIEERE L CHRET
DL, TT I/ UVANART =7 B —%HEEL |
Huh70K1 #RIZ GAL4 f&&HEIE 5 -2 (pG5luc) 3 DV
92 (pGL4. 35) D Firefly luciferase LiR—& —7"5
A RETEA LTz, 48 BEfIE. EAMIINDOL Y
7 = T —BIEMHERIE LT,

BETAE 1D D OKE NBROYT 7 ) ALY
HElE & VT, FKBP DT 21T 272, RNA FHRIZ Lo
CFKBP DFHEIHI L L 7Y 2 RNA I — RENRT
WANY T =T —EBOEHIZE >TL T U 2 RNA O
EBLE TG L7z, JFHL A L AJEY: Huh7 OK1 AR O
FANAD 7 A /LA RNA B % IR real—time PCR IZ
Lo TRELL, £, VANVAERERBLIWMELE
HEOHEAERZ S IEBREC K VT L7z, 61T
RIBEC L VA2 BEREEZER L, BEEORKEE
FENT Uiz, BSEREIRIC L > TUAVABIUN
FEAEZRAEL, L —F—BHEEIC L > TN

TEEfRAT LT,

(fREE~DERE)

AR DTz > Tid, EFFEMEEEZESICH
LA Tr—b Rarty NEREETAHENIE
Fhiv,

C. HFFERER

a7EBEEENA MZLT, & MBS A 7TV —
BEAVY—=r 7 LIERER. 1 1AOREFZHREEL
e ATEAEO T vy SITMATHHEER
B SPP SHABE S AL, AEFRIRGAFITEVIREETA S Y
—S VY IREBSNTNDZ LSRR SN, Fie,
RNA F¥53BRC HCVee  (JFHL, 377 2a) T Enol
ORBIETIZL o TOANVRENEL L, JFHL 37 L
7Y 3 AR K B A /LA RNA BEFERRBR T H U A L
A RNA KT 23%588 b7z =) 5 Enol 137 /LA RNA
RN VERETEBE T THD Z LRI Nz,
7z, Paxillin 2% 3/ w7 X A2k - C, HCVee
B LT JFHL subgenomic replicon FEREFRID 7 A A
RNA EO{E TRERD HZedr- 7223, Conl full genomic
replicon i@ (Conl, BfE T 1b) TIXE AL TH
O b,

RIACE A S UV —=2 72 X BHLHCV BB %
BB, FFEEAE PA2Sy 1EH & Ll
ROWBEE R, PA2By IIRE T EEREEKTDHZ
LTTaTT Y —LEEHET D, VP16-PA28 y BLTY
GALA-PA28 v & DFEAIZ L - T GALA & — & — %%
L, T2 — RENTWALT T = T —ENFH
BT DR ROEEELRA T, N AT
3 VKo T T A REZEN Huh70K1 Ao
AU 4B B DV 7 = T —BTEMEZ I LTz, GAL4
AN 2OHLDEY, 92D LR—F—FF X
I NORBEREN-T, £, BRAL DAY
X V. PA2Sy OFHAIFELOREARIZ L BN T =T —
PIEMESE D o7z, £, VP16 DA & GALA-PA28y D
MAEDE, BIOVVP16-PA28y & GALA DHDMAHE
DETIIN T T = T —BIEHIEER® bz o7,

PNTEEE FVE FKBP8 DFEELE RNA FHRIZ K-> TIRF &
Vil Z A BETR 1L O OBKRERDO LT Y 2 4l



TUA NVAERNIH Sz, LHLREL, FUE
f5FE1b ThD NKEED LT U 2 kN O »
A NVABEEYK T I35 biiedo 7z, NS5A 0 121 FH
DFEFEIT Val 7> Ile TZUFAUE, FKBP8 [ L& THIZR7R
WEND U A NAERNCVIERE L B2 DTV,
NS5A @ 121 & H Val (X N#RHE L7V = 0D NS5A
THIRFESI TR Y FKBP8 & DFEARENTELIT A2 h
STz, LTz TNEREED L 7Y = AR T FKBPS
OHRER T D HIRANE T OFERE X bz, €
ZT.FKBP8 LRI D T RAA LV EH DA L) T 1)
> & NSBA & DFEE % S IEREEIT Ko THT LT,
FKBP4, 5, 6, cyclophilind0 THiETL7=#55%. FKBP6
DFHHINSSA EFEE LT, EHIT, KIBEIC L 2MHEH# %
BEHELES LOFBE L FRETH o 72 H )5 FKBP6 &
NS5A DABEAEFNIERER) & B 2 HiLD, FKBP6 DL
METFTTAE, OKTLTY =2 RNA OEEUFIIKRT L,
NEREHED LY = AR D L") =1 RNA OFERL
{5 FIZ FKBPS & FKBP6 D%/ v 7 ¥ 7 Ligidh
KT Laghote, 08k & NEREE L7 2 Rk
FKBP8 & FKBP6 DR & % Real time PCR THIET S & .
FKBP8 &L [F% T o773, FKBP6 DFETLEIT N RSk
DV Y 3 HBIRROIE D 23K 4 f5Eh > 72, FKBP8
% FKBP6 X FK506 ~DifEEHEAH L TRLT, £hb
EAEHNC LTALE M OITERITA 72\, DU-CHX A3, FKBP8
DAV AT —BIEEEAERNCT D Z LB TE DAY
LLTHBND, (LAY M-CHX 2 7Y = AR~

BEL7L ZA OB L ONKRERD LY = AT,

A NAERNERICIH Sz, DM-CHX OFFE %
POoVERLL . ZOHHOV IEEE L) = R TR
L7z & Z 5, Compound 2 ¢ EC50 73 9. 5uM T ST fE2% 7. 4
Thol=Z &2t Compound 2 % U — R L7ZHi HCV 1k
AR TREE B 2 bz, LLEDORERED G, FKBP6
XA NAEE AR — N AEERTO—D2T,
FKBP8 & & &Iz 2N b ZARRIE T & LIZHLHCV {Law
BRRIZIBN D T L AR STz,

D. B

a7 EREEMEERAL, VA NVAERICEET S
BT ORE SN, Enol 137 ANV AE TR 22
@ JFHL U A NV ZIZ X B HOVee BI OV Y o U #ifk

TUERBEERET CHDZ RGP ot, UALA
RIS D Enol OSREITA B OFRE L L\, F72,
Paxillin @/ v 7 ¥ U VBB TIX VA VABRE T 1
b @ Conl ¥k L7V a2 L TOHREF ARIKTHFED b,
Paxillin (I A N ABIRFENAKTT L ToABRED VR &
iz, A% Enol BX N Paxillin DT A L AERE
5T & LCORME & 7 A WV AERUC R DI EE AT
TOUENRDH D,

FE7-. PA28y DRNELEBTUREELFIM L&
R DOEMEN T, S, BE L TRET Dok
ERISIL, AR Y —=0 FIZRHWT, A VARES
ERTHREMERTDTFETH D,

T A NAERICVADTREESF 7L LT
FKBP6 % [FI7E L7z, = 0> FKBP6 |3HIfakk CRIZEI AR
Y \FKBP6 MFEFBITIKIE L T A )V AERYREFASFTRE
C. FKBP36 id FKBP8 DISREA MRV, U A /L AERIAHE
FT&b0LEL b, SHITFKBP8 ZAFANZ L
ToAbE  PUHCV IEMEE R LT 2 &b, 4574, FKBPS
<° FKBP6 23517 A NV AFIBAFEDIRENC 20 5 5T &2
Ez b,

E. #&im

U A VAR B E T 5 fE R R E MR F Enol B8 &
W' Paxillin ZFE L1z, F7z, PA28 y DFRELERE
FRET w43 DR MR ARSI L, PA28 v ZAFH)
ELTALEA 7 V—= v FIREREL TR o Tz, F iz,
T A IV AEFEIC B R R RV E KT FKBP6 % [FIE
L7z, 7z, FKBPS <2 FKBP6 #4ZH) & L LA WiEmD
U— FMeAERLEIERTE, SBROFHER YA
TV ASRBRRI TN BIFENFIRE L 72 o T2,

F. fEREfaRiER
Bz L,

G. WIEFEE

. RROCFERR

Tripathi, L. P., C. Kataoka, S. Taguwa, K.
Moriishi, Y. Mori, Y. Matsuura, and K.
Mizuguchi. Network based analysis of hepatitis

—_

C virus Core and NS4B protein interactions.



Mol. Biosyst. 6:2539-2553. 2010.

Tanaka, Y., Y. Mori, H. Tani, T. Abe, K.
Moriishi, H. Kojima, T. Nagano, T. Okabe, T.
Suzuki, M. Tatsumi, and Y. Matsuura.
Establishment of an indicator cell system for
hepatitis C virus. Microbiol. Immunol.
54:206-220. 2010.

Moriishi, K., I. Shoji, Y. Mori, R. Suzuki, T.
Suzuki, C. Kataoka, and Y. Matsuura.
Involvement of PA28gamma in the propagation
of hepatitis C virus. Hepatology 52:411-420.
2010.

Wen, X., Abe, T., Kukihara, H., Taguwa, S., Mori, Y.,
Tani, H., Kato, N., Suzuki, T., Tatsumi, M., Moriishi
K., and Matsuura, Y. Elimination of hepatitis C virus

from hepatocytes by a selective activation of
therapeutic molecules. PLoS One 6, €15967. 2011
Taguwa, S., Kambara, H., Fujita, N., Noda, T,
Yoshimori, T., Koike, K., Moriishi, K., and Matsuura,

Y. Dysfunction of autophagy participates in vacuole
formation and cell death in cells replicating hepatitis C
virus. J. Virol. 85, 13185-13194. 2011

Kambara, H., Tani, H., Mori, Y., Abe, T., Katoh, H.,
Fukuhara, T., Taguwa, S., Moriishi, K., and Matsuura,

Y. Involvement of cyclophilin B in the replication of
Japanese encephalitis virus. Virology 412,211-219.
2011

Fujimoto Y, Salam KA, Furuta A, Matsuda Y, Fujita O,
Tani H, Ikeda M, Kato N, Sakamoto N, Maekawa S,
Enomoto N, de Voogd NJ, Nakakoshi M, Tsubuki M,
Sekiguchi Y, Tsuneda S, Akimitsu N, Noda N,
Yamashita A, Tanaka J, Moriishi K: Inhibition of both
protease and helicase activities of hepatitis C virus NS3
by an ethyl acetate extract of marine sponge
Amphimedon sp. PLoS One, 7: €48635, 2012

Tripathi LP, Kambara H, Moriishi K, Morita E, Abe T,
Mori Y, Chen YA, Matsuura Y, Mizuguchi K:
Proteomic Analysis of Hepatitis C Virus (HCV) Core
Protein Transfection and Host Regulator PA28gamma
Knockout in HCV Pathogenesis: A Network-Based

10.

Study. J. Proteome Res., 11: 3664-3679, 2012
Moriishi K, Matsuura Y: Exploitation of lipid
components by viral and host proteins for hepatitis C
virus infection. Front. Microbiol., 3: 54,2012

Kondo M, Moriishi K, Wada H, Noda T, Marubashi S,
Wakasa K, Matsuura Y, Doki Y, Mori M, Nagano H:
Upregulation of nuclear PA28gamma expression in
cirrhosis and hepatocellular carcinoma. Exp. Ther.

Med., 3: 379-385, 2012

FRFER
ZAET, WHES, HOV IS X 2 I8EREEED
TR, 858 BIRARY A N AZEESFIES,
2010411 A 7-9 A, 785
HERE, HEKET, BREFEE. FREE. KA
EE &&F& R OREEG CEUFR YA LA
A= N7 7 V% HE R R RO S B,
% 58 [E H AT A )AL S, 2010 4F 11 A
-9 A, 185
NEERTS, Fgnd. HEUAR, BEHE. A3
B, AR, HRAMERE. MlEE BIME
BEHEE B23 1L CAUTFR U A N AR M+ 55
58 [l BAR T A W ARLEEES 201045 11 A 7-9
H, 88
Kambara H., Taguwa S., Fujia N., Noda T,
Yoshimori T., Moriishi K., Matsuura Y.

Inhibition of autophagy induces lysosomal
vacuolation in cells replicating HCV. 17th
International Sympodium on Hepatitis C virus
and Related Viruses, September 10-14, 2010
Yokohama. Japan.

Taguwa S., Kambara H., Fujita N., Noda T.,
Yoshimori T., Moriishi K., Matsuura Y. HCV
replication enhances secretion of an immature
cathepsin B through induction of an incomplete
autophagy. 17th International Sympodium on
Hepatitis C virus and Related Viruses,
September 10-14, 2010 Yokohama. Japan.
Moriishi K., Shoji 1., Mori Y., Suzuki R., Suzuki
T., Kataoka C., Matsuura Y. Involvement of




10.

11.

12.

PA28gamma in the propagation of HCV. 17th
International Sympodium on Hepatitis C virus
and Related Viruses, September 10-14, 2010
Yokohama. Japan.

Yamashita A., Fujimoto Y., and Moriishi K.
Marine natural products as a source of the novel
antiviral agent targeting to HCV NS3 helicase
XV International Congress of Virology.,
September 11-16, 2011 Sapporo. Japan.
Fujimoto Y., Yamashita A., and Moriishi K.
Inhibitory effect of marine natural products on
the replication of hepatitis C virus., September
11-16, 2011 Sapporo. Japan.

Kambara H., Tani H., Mori Y., Abe T., Katoh H.,
Fukuhara T., Taguwa S., Moriishi K., and
Matsuura Y. Involvement of cyclophilin B in the
replication of Japanese encephalitis virus.
September 11-16, 2011 Sapporo. Japan.
Kawakami, K., Kasai, H., Yamashita, A.,
Enomoto, N., Matsuura, Y., Kusunoki, M., and,
Moriishi K.. Regulation of HCV replication by
FKBP8-dependent or —independent Hsp90
activity.. 18th International Sympodium on
Hepatitis C virus and Related Viruses,
September 8-12, 2011 Seattle. USA.

Kawakami, K., Kasai, H., Yamashita, A.,
Enomoto, N., Matsuura, Y., Kusunoki, M., and,
Moriishi K.. Regulation of HCV replication by
FKBP8-dependent or —independent Hsp90
activity.. 55 34[E| QARG FAEMFRRE 20114
12 A 13 H—16 H., ik

T A N ARG K D HBEA SUMO {KAEAR DENRERF
B FIRBE, FRATER], BRI 55 34 m R AL

FAEMSERSE 2011412 A 13 B—16 A, 14
b=

. Kataoka C., Tani H., Kaname Y., Taguwa S., Abe T.,

Fukuhara T., Moriishi K., and Matsuura Y. Baculovirus
GP64-mediated entry into mammalian cells. 55 34 [B]
HAS TAEMFEHRE 2011412 4 13 H—16
H. Mk

14. Kasai H., Kawakami, K., Yamashita, A., Ikeda,

M., Kato, N., Enomoto, N., Matsuura, Y.,
Kusunoki, M., Mortishi, K. FKBP6 plays an
important role in HCV replication through
binding to HCV NS5A. 19t International
Symposium on Hepatitis C virus and related
viruses. 2012. October 5-9.

. BEZR. FEERE, PHRAEHE, TR, M

MIERE, MNEREZ. AR, IS, FIRED.

FAMET FEEERT FKBP6 (2L 5 HCVH#
RIGEREOIT 6 O[EBAY A L A%
s, 20124511 A 13 H—15H

. BEAHEST. LTS, MEIETE, R, KA

5% YERRENM) Amphimedon sp. fHHEZC &
5 HCVNS3 777 —F « ~U h—BiEHNHE
DFFAT 556 OEIRARY A L RAFEFEES,
2012411 A 183 H—15 H

WS, TR, BVEERL. BEARET, HRAlEE

Caffeic acid phenethyl ester & & DEFILAMIZ
&5 HCV 7/ 2EREEDROMET %6 0
AT A NAERETER 2012 4F 11 A 13 B—
15 H

HMIFTAHED HIFE - BERin
Bizie L,



BRI E RIS (FFRETIRBE SR R IEE)
WoEoHREE

PR U A v A EGHESUETRIERE ORI & BrliaRRIER JE 1

ZREI D5

ST VAN AEAR L LT A N AFRIOREWEAR Y J—=2 7

IR YOR

Bk AGHERE R E TR LR AR B

MEEE

& OVEFAAE DREAT
A NVAFFIOBRFEIZ S0 B L BN D,

Fxit, MBEICER L-HC VIEREET /L, K UOHCV-JFH UL %2 A,
EMER LAY - EEEAR EORRK, WrEMIT 22T L, UTORRE/Z, (1)4400EDEH
{EEHDAY Y —= 7280 HCVIEFEZ I 24O E W FRIE Shiz, (2)YFP,RFPZ 7+
AHCVE AWz A NVAT MY —[RBAMDOA T )V —= U TREBE LT, AR TRE SN
INEE TV A BN TR -

oA VA

BEMDRIIZHED D Z LI L 0 HT- 25y

A. HIEERY

CRUBMHERF R OIEEIRR CThH ORI A v F—T xn
Vo UNEY URFRRREIR. IR E L TERIERDS0%
& &F VIBRREEGINTET D Z &b, HLUVME
BRIV RIE DR LA TH D, Fxid
 FRHCVIHEARIORSE 2 BRIIZ, (1) HCV
subgenomic replicons’ & AV Tz U A VRS 7 L BEFEHH]
fbepAr V—=27, BIOQ) #HRERFZ 7N
HCV-JFH 1 ¥R % Ve v A VA b Y —[E
A#) DHigh-content screening assay % H B9 & L THI30%
BT LIz, EfRAZ U —=r 7 Tl S k&m0
HCVHEFEIIHIZI R DWW CTRIT 21T o 72,

L R WIREA
(1) HCV subgenomic replicon FiV 7z ™7 A /L A BEFEHH]
{bEMDAS ) == cHCVR A TNV T 2 F—F
LiR— & —BaT % FE 9 HHCV-Feo repliconflifd, 33
F OHCV-TFHIEE#E R % AV C,
@ 40461LB%
TLipinskifil (<D &> Tzdrug nkefs\?#iﬁm 5&&%!#&1,7‘:41:?4@1&“5%:#

DLEAL BB TS — 4. Chemical Block i) EHEA
BEEREEET.

Fik: 1. Screening ; Feo L'Z1)2Y (Sakamoto et al. 2003, Tanabe et al. 2004)
2. Velidation ; HCV-JFH1ABERE MR (Wakita, Nature Med 2005)

5 R
pRep-Feo-1b L&

EMCV-IRES
g‘, fransfection
N Day 0: Seed Rep-Feo cells
Huh7.5.1

96 well plate, 4000
[ s cellsiwell
& Day 1: Add drugs
1% 5 M
27:0.1,0.3,1, 3,10, 30 yM
Day 3: Luciferase assay
Cell viability assay (MTS assay)

Huh7.5.1Rep-Feo-1b

HC Vs % HlE 5 34 - (&4 Dhigh-throughput
screening (HTS)% 3 Z 7272,
(2) #IEH F ZAHIMHCV-JFH 1 55353 % W 7ot
: JFH- 1 BRONSSACHKIm~E R B Z AL,
T4290A & CT653TICEREANT 5 Z L THITEEARER
TREF L= BOEE A YFPREIHCVEBE LT, ZOHDE
B ARBHCVEYSMIRORE LIS ZRE LA UV —=
Y IVAER Uiz, 96 well platel Huh7.5. THRA@ - #&FE,
BHEEEMERML, ZO28IRICT A VAR
MEEEI Uz, BHEHME L, 5 AfORER
high content analysis &%/ f L 7z BRI D 7E EFFHT %
Tote, V7V L7 vk OREREEREL, HCVE
BUAFATR =R IOR S 2O SBERREETE M AR LTk
EE, = hY—PRERIE LTHRE LT,

C E1 _E2 NS2_ _NS3 4A 4B NS5A NS5B
y -

JFH1

it

B e e s s s - Joose

JFH1-AsRed mutant ~{—T—T i i

ettt
day 1 day 3 lay 3

JFM.EYFP. - - r—
JFH1-EYFP
mutant %High Target Average

s0.0  Intensity
JFH1-AsRed| w0

200

o0 i

ES- 2 L34

(HEE DELE)

ArrayScan VTI




AHFFRN RS BB THEML X B L, B ERER
REFAAHHLZ DNA ERESEHE B OAGRERE
5 2007-123, 2008-160), I L OSCEHRIERE OMERE

(19 FCRHRSE 642 ) ZHEL TV D, AR
DEERIC YTz o Tk, HRERER SRR EY S
TREHHANEET L, ERFHEOE - AROb L
ZFITL NS,

C. WFoEfER

1) 4046ibEMD 5 6, MlREEE RS TIZL 7Y =
RIS R A R AR 23 EE L, S0 )
5, HCV-JFHIMEEEEE R I3V CHCVEEFEMNEIZN R
BRI bEYE ATERIE LT, ZiHIFHCV-IRESH]
FRIEMEIC IS HCVIETE 2 P AR LT
2 ATREMED R ST,

230 4
|
B g e T
. -~  *
LED <100 <050 000 {0 ﬁx;.;..w 300 350
& * EAAR) .
£ . - L
1] — * 250, e
i=} .. . .
<
= 100
]
>
iE 050
@]
hind D00
050
Luciferase activity (log%)
Compound 1 2 3 4
MW (g/mol) 313 260 415 352
O ‘Q& Mc*f‘qz?
8~ Coll viability " o - w "
Lt o en BLs
i Bl B
I © 65w 3 @
ol B HEAY ] e AN
5 Y rrrik 3
STETeeNs s TTRERE  onmys maw

FE SNz ABOILEMENEN LIFNB LU 1
7 7 —ERRERKBILN2061) & OHFAZIRE LT 2
FARZ A FAVVTHRAT L7z, IFN & OBFRTIibE WA (N-
(morpholine-4-carbonyloxy)-2-(naphthalen-1-yl)

acetimidamide, MCNA)DMFEHZEZNE, B, C& iR,

D L IIFRETRE TH o7z, IFN & O TIHMELEHAR
FAZENER. B, CEITHHIBIER. D& IR TH-
7z BILN2061 & OFFA TIHMEAWBBFHESRE. A, C
CIIFIIEE, DE IR Th o7,

IFNEDHEELR

1:FN 2:IFN G 3:IFN G 4:0FN
a
2 .- —ee o PR —e- 4,
e 01100 0:100 0:100 0:100
= —_— o ~ 19: 81 —— T — 3 84
H — — @ e ] —_ e
—_ i — u:m — i3 ——— 2 18
E freiird e T e ——— 100: 0
2 1 24 1 4
g2}y 12| gl w2l Lo 2| Tpdar
£ 1w 5 0 GEy 10 g 10} P
i e :
ER . 08 3 08 o k)
i . o8 o8 08 o
Z o4 04 ﬁ 04 04 ")
E o2 . 02 0z 5?;‘ 02 154
ERY 00 00
001 01 1 10 00t 04 1 0o 01 1 1 °
Drug conc.) ECyy Drugconc/EC,  Drugconc/ECs,,  Drug cone. ECy,
-z a2 @z =
b °
£ B! . B B .
Jos Sos N Sos
H 3 : Vi
Sost ¢ gos o | o oo
Eoal o 8o Sa Eos *
o - 02 G2 - oz *
o 3 o o
02040800 1 12 0 02040508 112 0 02040808 1 12

2 2 "5 02040808 112
IFN 1FN

REmfER MR

FOo5F7—EEEZEBILN 2061)EDHEFEDHR

1: BILN 2081 2: BILN 2061 3: BILN 2061 4: BILN 2081
2 —er 0:0 —em o
3 = s = g o
: el 18 gy 154 ey 1
3 et we: o “—c— 1 @ T e
8 s bt 12 21 X
81 - ol gt o | edidy
[ oe d o8 o8 ¥y
g 5, 5 o o 2
2o ot % 04 5 04
202 02 % 0z 3 02
i bey 00 00
; oot o1 1 10 oo o1 1 1 1110 0t 03 1 MW
Drug conc. ECy, Drug conc. ECx Drug conc.J ECy Drug cone ECy,

- - e <
2 o T Bt *
Sos Sos Soe 3 1
Ha B 3
goe oo v, 8os gos /ﬁ

04 . £ . E E o8
3 go4 . S N § o4

02 oz . 0z oz

.
002040808 1 12 R yrerrereet PO 002040608 1 12
BILN 2061 BILN 2061 BILN 2061 BILN 2061
AR ERER tamiEr B

AR > 7 ARTERITKRT T B Zh AT DT OfFHT
T, VERNFBY 7R A TG T 5 2 & 20K
. o 3 EITBEFEDIFNSPNFB & /- & 72\ RIS
) #LHCV@JET%’&%@‘ LT EWRESN,

Huh7 Huh7/Rep
« *
w1 wo g 1
2z 20
z ™ 33
2% %g 150
2 28
8w §5 w0
5% Sz
5= 37 %
- ]

o 8

° 3 10 TNFa 0 3 10 TNFa

Compound 1 (uM) Compound 1 (uM)

*; P<0.01

oA VATENE
(N'-(morpholine-4-carbonyloxy)-2-(naphthalen-1-yl)
acetimidamide, MCNA)
(2)High content analysis Cid, #ZEFED VA NV AERAY
BEERT DI LI &V HEORRRIOLE A HRE
FRRE D FE BT E LTz, HICD81HLAEE v o=
¥ U —BRERBR T, 70%LL EORGEEEFEEZR L,



CD81HRIC kB4 L AR HIH

CD81Ab ()
X10

infection CD81 Ab (+)

4,
AWEDIES FALEME AT V—= T LIfER., 35
E350% A EDORBIAEMNRE R LI, ZDIBHLT
Va7 A8V THHCVIEEZ RO /2 b DIt 1
BT, 70 O34Eix— b Y —BREHEL TWAH A
e RR S Tz,

5.

E. &

HCV ¥ 2 Z UR—F—L 7Y ark, BIoWE
EERBHCV HEERE AW U A LVAZEA, HBFE,
PWDTXTDAT v T EAFH L LI HEED R Y
—= 7 T oA VAT AL, HCV AEROH 6
DD AT v TITHT D BREABRR ST~ DA
BEFEN D, AT CTRE SN LA OIERE
DFFAT « /NEWET N FWTEEIR - BEMORGES
DD Z LT XY HCV OFFRIBFIERFISHEO 2L 6.
bDEEZD,

F. WigesaR

1. FRC3EER

1. Jing-Tang Huang, Ching-Ping Tseng, Mei-Huei
Liao, Shao-Chun Lu, Wei-Zhou Yeh, Naoya.
Sakamoto, Chuan-Mu Chen, and Ju-Chien Cheng:
Hepatitis C virus replication is modulated by the 7.
interaction of non-structural protein NS5B and
fatty acid synthase. Journal of Virology 2013; in
press.

2. Sakamoto N: NX-PVKA assay, a conventional but
refined prognostic biomarker for Hepatocellular
carcinoma. Journal of Gastroenterology and
Hepatology 2013; in press.

3.  Kurosaki M, Tanaka Y, Nishida N, Sakamoto N, 8.

Enomoto N, Matsuura K, Asahina Y, Nakagawa
M, Watanabe M, Sakamoto M, Maekawa S,
Tokunaga K, Mizokami M, Izumi N: A model
incorporating the ITPA genotype identifies
patients at high risk of anemia and treatment
failure with pegylated-interferon plus ribavirin
therapy for chronic hepatitis C. J Med Virol 2013,
in press.
Oze T, Hiramatsu N, Mita E, Akuta N, Sakamoto
N, Itoh Y, Izumi N, Nomura H, Hayashi N,
Takehara T: A multi-center survey of re-treatment
with pegylated interferon plus ribavirin
combination therapy for patients with chronic
hepatitis C in Japan. Hepatol Res 2013; in press.
Haba S, Yamao K, Bhatia V, Mizuno N, Hara K,
Hijioka S, Imaoka H, Niwa Y, Tajika M, Kondo S,
Tanaka T, Shimizu Y, Yatabe Y, Hosoda W,
Kawakami H, Sakamoto N: Diagnostic ability and
factors affecting accuracy of endoscopic
ultrasound-guided fine needle aspiration for
pancreatic solid lesions: Japanese large single
center experience. J Gastroenterol 2013; Epub
ahead of print.
Kohjima M, Enjoji M, Yoshimoto T, Yada R,
Fujino T, Aoyagi Y, Fukushima N, Fukuizumi K,
Harada N, Yada M, Kato M, Kotoh K, Nakashima
M, Sakamoto N, Tanaka Y, Nakamuta M. Add-on
therapy of pitavastatin and eicosapentaenoic acid
improves outcome of peginterferon plus ribavirin
treatment for chronic hepatitis C. J Med Virol
2013; 85(2):250-260.
Nitta S, Sakamoto N, Nakagawa M, Kakinuma S,
Mishima K, Kusano-Kitazume A, Kiyohashi K,
Murakawa M, Nishimura-Sakurai Y, Azuma S,
Tasaka-Fujita M, Asahina Y, Yoneyama M, Fujita T,
Watanabe M: Hepatitis C virus NS4B protein
targets STING and abrogates RIG-I-mediated type-
L interferon-dependent innate immunity.
Hepatology 2013; 57(1):46-58.
Saito H, Ito K, Sugiyama M, Matsui T, Aoki Y,



