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B QEBR)
FR 2 FE FRERBRENEARER AEMRE

BRRE: & MTIEY 2 T~ U 22 AV IRRIKE ORI 5%

BEEE  H0-FA-——HE -009
MRARE : T —&

I. ARDES

(1) 4T HBY, HCV DIGREDORHFKICE T 2/ NEET /L, b MRS A ST 2D
ERREZBEL, FHIBROREE2IToTW5, Q) ITHIAEER L U AL AR ZE DR
EHPETITo T3, 3) Zhb in vitro, in vivo DREFIH L, HiEEERREBRL LT
fax DIEFNDA Y YV —=0 T %iToTN5D, (4) TR SN RS F BRI A
NADHBNRUIETH D, FEHIMHE T A VL 2ADKBEHNZIZ. infectious clone DYERL L it
MEEE A HE AT 5 reverse genetics DIELE NN TH 5, (5) HCV OHETEIZ LB E R
FEFEE L. MEHEOFEENMEVFRAZEOZEN EZFET ILEND S, 6)F AT
v ADOECHEY OB TRAN CXTEN 2 TM T 2B R RFELE 5,

I. HEOEN. MEShIRE

(1) & TR AT URETNVEERL, x OB ONE LS LI, JFHL O/
b9, genotype 1b 2MEIEFIRER IR BROEE L RS =, (2) HBV, HCV O4FE genotype
@ reverse genetics % FEfifi§ X< infectious clone @ cloning #4T\ >, HBV Tl genotype
A, B, C, HCV IZRH U CIIXIRTEF|FH FREZR genotype 2a, la IZ/lZ. genotype 1b, 2b D
Ju—= J wR AT, (3) FAIMHE HBV I2xt3 22 OBER Y T o J DIBENREOKR
REZAT 272, & BIT HOV IR 2 R GLAE S, IFN SRR E OB R ORFEE 1T o2, (4)
HCV OIEFRIZ LB R BB TFRIE. RSB 285 FOEHRBEROBELRLT-,
M. 2 EMOWERE
- BFRAREE CRIL—%) . MR E (S RhERE) (1) HBV OFfE ~x OEHIMH k2 /ERL L .
I EBRT Fa 7 0REDNREBRIELZ, (2) HV ORY:TFB5%] (PS-ON) . sova
sapogenol B DR ZHEEL /=, (3)genotype la, 2a,1b,2b @ infectious clone % {E
U reverse genetics MR ZHEZ L 7=, 1b Tl core70, 91, ISDR DL RMAELZERIL |
JEBES). &Yk, IFN, protease inhibitor, pol inhibitor OZhEEHIHE LT,
- WG (BFR) (1) FR AL & 42k 2 FVW - SLREERE CiliE o Hev
DGR EEE LT, (2) HCV core2 BAENRITOEMICEE CTHHZ L2 RWELE,
- BFFEARERE OR1II—%) . AFFeo4E3E (REEHH#) (1) FF NK AEFRIZ BT HOV &R H 5 2
CERIEL, Mgk ET 5L, i, SUHOVIEEARET A Z 2L LT,
- BRSEAHHE (RMETR) HCV g8 L B B#E Y 28 £INF O VAP-C &2 RV LT,
- AR E (BRIL—8), HESHEE (E&FE—) (1) HV BRI E->CBlEE- a3
FFRNOBEFRREEBRI LA ¥ — T o L FEBREINFEISNL LR LT,
WFFEE (B EE(E) CpG it %2 & 2 & ¥/ plasmid & hydrodynamic injection
ZRAWT, FNTy A v E—Tc2u  BEFE2EIMBERAITIZLITRIILE,
- WFREARE RIL—8), WRoHEE (GEBKFR) HBY, HCV &A1 A IFMIaRF o
screening Z1T\>, PC & HCV EBEHDEE DO FREMEZ R L=,
V. 22 FEOBRE (1) HBV OFFEEAIMMR, ZSHIMERO ALY FRREZHLIC L,
TR IR T DI 2 FEE T 5, Q) HOV IZX T AR iBREOMREKRIE L, 7
277 —¥A b B X MR FENREE B SN U, RIS A xR 2w
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S5, (3) HOV ICx T AR OMA S LY A RET L, IFN Z0fM L7 < TH HCV 23
HERR T X 5 L 9 IBERIEICOWTHRETT 5, (4) FEl HCV 558 %, b MiTHilas A 7~ v
ZEFI A UEHEFR 7 A NV ASED seeds ERESI EHXIT 5, (6) NKHIAOTY A VAT
VEZFIR L IBEEIZOWTE MTHRS A T~ XA E AN TELITHRIEEL., BRRSH
ZRET D,

V. TBEE~DBEROARENYE

(1) ZHITE HBV DM FR DB SN2 Y | TRROMLENE, TRRIENHEIZ N
3. TSR (85 OMLEMENE LR Y BERERRESOEHRRE DO LEMEN
HHICX B, (2) HOV IS B ET- RIBREOPREWIEL, TuT 7T —B/ e s —
TR DA ISMEZ B LT 5 Z Lic kv, FHBZEP OIERED EBE M D553
BN D, 2O EITEY, LV HROBVWHHIGEEORRENMEESND, (3) i
IRIBERER D seeds DFERIT. BAOAIREBARICERL, BEROBRICFETHDOHRRDL
PEA/EICBT D ERRFEOEE L. BRAORECLERT S,

VI. ABROBE (RERX - HAESA2 - 2=aT %)

WRARESE - KiLu—&, pEESH - &L

FEFEEE

(F#iE2008-305643) A 2 —7 = a1 VEREEDIRTRA~— I —BLOA V¥ —T=m
ERBEERIDOR Y V) —= T Hk

(1)Ohira M, Ishivama K, Tanaka Y, Doskali M, Tashiro H, Hiraga N, Imamura M, Asahara
T, Chayama K, Ohdan H. Adoptive immunotherapy with liver allograft-derived
lymphocytes induces anti-HCV activity after liver transplantation in humans and
humanized mice. J Clin Invest 2009.

(2)Kamatani Y, Ochi H, Kawaguchi T, Takahashi A, Hosono N, Kubo M, Tsunoda T,
Kamatani N, Kumada H, Puseenam A, Sura T, Daigo Y, Chayama K, Chantratita W,
Nakamura Y, Matsuda K. A genome-wide association study identifies variants in the
HLA-DP locus associated with chronic hepatitis B in Asians. Nat Genet 2009
(3)Matsumura T, Hu Z, Kato T, Dreux M, Imamura M, Hiraga N, Cosset FL, Chayama K,
Vaillant A, Liang TJ. Amphipathic DNA polymers inhibit hepatitis C virus infection
by blocking viral entry. Gastroenterology 2009

(4) Tsukada H, Ochi H, Maekawa T, Chayama K. Polymorphism in MAPKAPK3 gene affects
interferon therapy for chronic hepatitis C. Gastroenterology 2009

(5) Hiraga N, Imamura M, Hatakeyama T, Kitamura S, Mitsui F, Tanaka S, Tsuge M,
Takahashi S, Abe H, Maekawa T, Ochi H, Tateno C, Yoshizato K, Wakita T, Chayama
K. Absence of viral interference and different susceptibility to interferon between
hepatitis B and hepatitis C virus in human hepatocyte chimeric mice. J Hepatol. 2009
(6)Noguchi C, Imamura M, Tsuge M, Hiraga N, Mori N, Miki D, Kimura T, Takahashi
S, Fujimoto Y, Ochi H, Abe H, Maekawa T, Tateno C, Yoshizato K, Chayama K. G to
A hypermutation in hepatitis B virus and clinical course of patients with chronic
hepatitis B. J Infectious Dis 2009

Mg - S BB

(1) Yoshizato K, Tateno C.A human hepatocyte—bearing mouse: an animal model to
predict drug metabolism and effectiveness in humans. PPAR Res. 2009

(2)Hiraga N, Imamura M, Hatakeyama T, Kitamura S, Mitsui F, Tanaka S, Tsuge M,
Takahashi S, Abe H, Maekawa T, Ochi H, Tateno C, Yoshizato K, Wakita T, Chayama
K. Absence of viral interference and different susceptibility to interferon between

hepatitis B and C virus in human hepatocyte chimeric mice. J Hepatol. 2009
MEmEE - & 18—

(1)Kami jo K, Kaneko S. Comparative proteomic and transcriptomic profiling of human
hepatocellular carcinoma. Biochem Biophys Res Commun, 2008.

MRS EE - L

(1)Hussein A, Qi Y, Atsuzawa K, Usuda N, Takada Y, Tanaka Y, Mizogami.M Shimotohno
K, Hijikata M. Strain—dependent viral dynamics and virus cell interactions observed
in a novel in vitro system supporting the life cycle of blood HCV. Hepatology, 2009
(2)Hussein H. Aly, Shimotohno K, Hijikata M. 3D cultured immortalized human
hepatocytes useful to develop drugs for blood-borne HCV. Biochem. Biophys. Res.
Commun. 2009

(3) Sugiyamao K, Suzuki K, Nakazawa T, Funami K, Hishiki T, Ogawa K, Saito S, Kumiko

246




ik QEBRA)

W. Shimotohno K, Suzuki T, Shimizu Y, Tobita S, Hijikata M, Shimotohno K: Genetic
analysis of HCV with defective genome and its infectivity in vitro. J. Virol 20009.
(4)Goto K, Watashi K, Inoue D, Hijikata M, Shimotohno K: Identification of cellular
and viral factors related to anti-hepatitis C virus activity of cyclophilin
inhibitor. Cancer Science, 2009.

MELsHEE - BEESR

(I)Mitsui M, Nishikawa M, Zang L, Ando M, Hattori K, Takahashi Y, Watanabe Y Takakura
Y. Effect of the content of unmethylated CpG dinucleotides in plasmid DNA on
sustainability of transgene expression. J Gene Med 2009

(2)Nishikawa M, Nakayama A, Takahashi Y, Fukuhara Y, Takakura Y. Reactivation of
Silenced Transgene Expression in Mouse Liver by Rapid, Large-volume Injection of
Isotonic Solution. Human Gene Therapy 2008

o E - miiREk

(1) Itakura J, Kurosaki M, Itakura Y, Maekawa S, Asahina Y, Izumi N, Enomoto
N. Reproducibility and usability of chronic virus infection model using agent-based
simulation; comparing with a mathematical model. Biosystems. 2009.
(2)Sekine-Osajima Y, Sakamoto N, Nakagawa M, Itsui Y, Tasaka M, Nishimura-Sakuraiy,
Chen CH, Suda G, Mishima K, Onuki Y, Yamamoto M, Maekawa S, Enomoto N, KanaiT,
Tsuchiya K, Watanabe M. Two flavonoids extracts from Glycyrrhizae radixinhibit in
vitro hepatitis C virus replication. Hepatol Res. 2009

(3)Jin H, Yamashita A, Maekawa S, Yang P, He L, Takayanagi S, Wakita T, Sakamoto
N, Enomoto N, Ito M. Griseofulvin, an oral antifungal agent, suppresses hepatitisC
virus replication in vitro. Hepatol Res. 2008
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(1) Taguwa S, Kambara H, Omori H, Tani H, Abe T, Mori Y, Suzuki T, Yoshimori T,
Moriishi K, and Matsuura Y.Co—chaperone activity of human butyrate-induced
transcript 1 facilitates hepatitis C virus replication through an Hsp90-dependent
pathway. J. Virol. 2009

(2) Kukihara H, Moriishi K, Taguwa S, Tani H,Abe T,Mori Y, Suzuki T, Fukuhara T,
Taketomi A, Maehara Y, and Matsuura Y. Human VAP-C negatively regulates hepatitis C
virus. propagation. - J. Virel 2009,

(3) Hara H, Aizaki H, Matsuda M, Shinkai—Ouchi F, Inoue Y, Murakami K, Shoji I, Kawakami
H,Matsuura Y. Lai M. M., Miyamura T., Wakita T., and Suzuki T Involvement of creatine
kinase B in hepatitis C virus genome replication through interaction with the viral
NS4A protein. J.  Virol. 2009

(4) Suzuki R,Moriishi K, Fukuda K, Shirakura M. Ishii K, Shoji I, Wakita T, Miyamura T,
Matsuura Y, and Suzuki T. Proteasomal Turnover of Hepatitis C Virus Core Protein
Is Regulated by Two Distinct Mechanisms: a Ubiquitin-Dependent Mechanism and a
Ubiquitin-Independent but PA28-Dependent Mechanism. /. Virol. 2009

(6) Moriya K,Miyoshi H,Tsutsumi T, Shinzawa S,Fujie H, Shintani Y, Yotsuyanagi
H,Moriishi K,Matsuura Y, Suzuki T,Miyamura T, Koike K.Tacrolimus ameliorates
metabolic disturbance and oxidative stress caused by hepatitis C virus core protein:
analysis using mouse model and cultured cells. Am. J. Pathol 2009

(6) Okamoto K, Mori Y, Komoda Y, Okamoto T, Okochi M., Takeda M., Suzuki T., Moriishi
K., and Matsuura Y. Intramembrane processing by signal peptide peptidase regulates
the membrane localization of hepatitis C virus core protein and viral propagation.
J. Virol 2008

(7) Aizaki H, Morikawa K, Fukasawa M, Hara H, Inoue Y, Tani H, Saito K, Hanada K, Matsuura
Y. Lai M. M. C. , Miyamura T, Wakita T, and Suzuki T. A critical role of virion—associated
cholesterol and sphingolipid in hepatitis C virus infection. J. Virol 2008

(8) Okamoto T., Omori H., Kaname Y., Abe T., Nishimura Y., Suzuki T., Miyamura T.,
Yoshimori T., Moriishi K., and Matsuura Y. A single amino acid mutation in hepatitis
C virus NSbA disrupting FKBP8 interaction impairs viral replication. J. Virol 2008.
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genotype1b, 2b
infectious clone,

At 1b clone

TR, AT

AU —~ —
CRIF&ET IV BRFRET IV

EREMHERRIC X 3 B R ORESL
THRBIER, FRINB RO
BRI AR D EIRROMEL

o L S TS )

S-ON, soya-sapogenl,
protease inhibitor,

Z ollymerase inhibitor
FA T2y ADRGBTEANEORSR BRI F OERFE

1§ A F V{LDNA VAP-C, FKBP8, cyclophilin,
hydrodynamic injection CKB, BIT1
X¥RITR VA% EERT A LT / :
FARRK DR Z Rk, FE R

BNCHRICE., R TRUEEEIIERTEX 2, ZOIENOERBIZOWTIXE| & X217V, HiH
DFDOBRFR., FRIBERIEORREZITo TV,
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(1)Hamada T, ‘Yokota K, ‘Avada K, Hirai K, Kamada T, Haruma K, Chayama K, ‘Oguma K. Detéction of
Helicobacter hepaticus in human bile samples of patients with biliary disease. Helicobacter. 2009
(2)Noda I, Kitamoto M, Nakahara H, Hayashi R, Okimoto T, Monzen Y, Yamada H; Imagawa M, Hiraga N,
Tanaka J, Chayama K. Regular surveillance by imaging for early detection and better prognosis of
hepatocellular carcinoma in patients infected with hepatitis C virus. J Gastroenterol. 2009
(3)Hiraga N, Imamura M, Hatakeyama T, Kitamura S, Mitsui F, Tanaka S, Tsuge M, Takahashi S, Abe
H, Maekawa T, Ochi H, Tateno C, Yoshizato K, Wakita I, Chayama K. Absence of viral interference
and different susceptibility to interferon between hepatitis B virus and hepatitis C virus in human
hepatocyte chimeric mice. ' J Hepatol. 2009

(4)Higashi Y, Miyazaki M, Goto C, Sanada H, Sueda T, Chavama K.Sarpogrelate Hydrochloride, a
Selective 5-HT2A Antagonist; Augments Autologous Bone-Marrow Mononuclear Cell Implantation=induced

Improvement “in Endothelium-Dependent Vasodilation 'in Patients ‘with Critical Limb Ischemia: J
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induces anti~HCV activity after liver transplantation in humans: and humanized mice. J Clin
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(7)Abe H, Ochi H, Maekawa T, Hatakeyama T, Tsuge M, Kitamura S, Kimura T, Miki D, Mitsui F, Hiraga
N, Imamura M, Fujimoto Y, Takahashi S, Nakamura Y, Kumada H, Chayama K. Effects of structural
variations of APOBEC3A and APOBEC3B genes in chronic hepatitis B virus infection. Hepatol Res. 2009
(8) Fukuhara T, Hiyama T, Tanaka S, Oka S, Yoshihara M, Arihiro K, Chayama K. Characteristics of
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