THNF-1 a mRNADREERMZRETAFRRIN
.

3) GLUT2 7 & & — & —#fliZ V4L DHCY
BEHEPBEASELTWAPHALNIT LD
2, GLUT2 7 B & — & —IEHEIE 21T - 7=,
HCVE R &core, p7. NS2, NS3. NS4A,
NS4B, NS5A, NS5B&#h ZFi LB &w7-
L EXDGLUT2 Y u e — ¥ —iEME2RIE L
& Z A, NSBADFEIHR TIICLIT2 7 1 & — 4
—EHERE LI Sz, —F. core,
p7. NS2, NS3, NS4A, NS4B, NS5BTIX
control & R T v — & —iEMENEL
L. BBV ERLE,

4) NS5ALHNF-1o OEEER 2@+ 572
DI, FasEThEMEiEIZ THEAT LT, HUHNF-1
o PUE THRELMRER IZHINSBATUE T
Western blotting®{T 5 &. NSSAIZ—EK
T 5T FARGE LIV, HNF-1 o &NS5ADS
LBTRIEBRENT,

D. EBE

ATEIORZE) 5., Huh. A THOV 2R S 8-5
&, IF-1 o tRNAFSEREVINF-1 o EHEEDET
DHBNT, DT EDEHVRSNT L > THNF-1
a DEBMETT A Z EAGURORRE T2 b7
5 LU T ARSI, L LiRNADIET
W, BERERETOREDH SR T720,
BAGERIONTR 2L A, T4V —A
R AHEVEELTEY, FITANTF
B nT T—EOBEA YRS S,

NSSAFFER TV ZGLUT2 RS LA T A D U
Z &, NSSALHNF-1 o\ FHA/ER RO Z & 72
Eb, KOVEEEDOH TNSADHN-1 o /LT,
GLUT2DFERIRIZRES- L QB Z EAVRIB S,

HNF-1 01338 - 5 o AR—F—%2 8108 < O
RSB TOREER TR AL, honodimerdh?
VVIHNF-1 B Lheterodimer 2K L CERESRE &
TARTFT, BESHBE IR YU DEEE A i
LT, ZNa—ROERY AL T D, B
BRRANZ LIZ, INF-1 o DBIRT AR A
PEBE L DPERF Maturity-onset diabetes
of the young }ODY3) DEKRTHB I LHEHS
DITENTIY, HNF-1 o DB TFEER BB
TOGUTHEEHR, EUTEIA R Y PR
EIIREOAREL % S5, ARG TNV
TG IFFHIaONNF-1 o OESSHRNZEES- L QD
Z&, EMF-1 o BREDFAARET AL
COLUT2EEEHRI%S | X 3 AR RS,
NS5A EHNF-1 o OHEEAER & T4 2 ) — D500
BRIV VTSRO T DT, IR
FEAL QL WEEN S D,

HCV J6/JFH1 BREMIZE VT INF-1a &
EEREDIBIN T X o C GLUT B3B3 | Z 2
SNBEEZ LN, ZOBRITA Y ) —L5fE
ROBGANBENT, £z, HOV NSSARLED
GLUT2 7o e—F— R 5 Z L AVRIS,
4%, HOV NSSKREE L HNF-1 o MELER L 5
A 2 — DA R RO R B DN 5
VERHD,

F. EFEARER
Bz L

G. BFEERER

1 BRCHR

1) El-Shamy, A., Ide, Y-H., Kim, SR.,
Sasase, N., Imoto, S., Deng, L., Shoji. L.,



2)

3)

4)

5)

and Hotta, H. Polymorphisms of
hepatitis C virus NS5A and core proteins
and clinical outcome of pegylated
interferon/ribavirin therapy.
Intervirology, in press.

Inoue, Y., Aizaki, H., Hara, H., Matsuda,
M., Ando, T., Shimoji, T., Murakami, K.,
Masaki, T., Shoji, ., Homma, S.,
Matsuura, Y., Miyamura, T., Lai, MMC,
Wakita, T., and Suzuki, T. Chaperonin
TRIiC/CCT participates in replication of
hepatitis C virus genome via interaction
with the viral NS5B protein.
2010, 410, 38-47.
Hayashida K, Shoji, I., Deng, L., Ide, Y-
H., and Hotta, H. 17b-Estradiol inhibits

the production of infectious particles of

Virology,

hepatitis C virus. Microbiology and
Immunology, 2010, 54, 684-90.

Nasu, J., Murakami, K., Miyagawa, S.,
Yamashita, R., Ichimura, T., Wakita, T.,

 Hotta, H., Miyamura, T., Suzuki, T.,

Satoh, T., and Shoji, I. E6AP ubiquitin

ligase  mediates  ubiquitin-dependent
degradation of peroxiredoxin 1. Journal
of Cellular Biochemistry, 2010, 111, 676-
8s.

Kim SR., Imoto S., Kudo M., Nakajima
T., Ando K., Mita K., Fukuda K., Hong
HS., Lee YH., Nakashima K., Shoji L.,
Nagano-Fujii M., Hotta H., and Hayashi
Y. Autoimmune thrombocytopenic
purpura during pegylated Interferon a
treatment for chronic hepatitis C. Internal

Medicine, 2010, 49, 1119-1122.

6) Moriishi K., Shoji, I., Mon, Y., Suzuki,
R., Suzuki, T., Kataoka, C., and Matsuura,
Y. Involvement of PA28y in the
propagation of hepatitis C virus.
Hepatology, 2010, 52 411-420.

7) Sanjo M., Saito, T., Ishii, R., Nishise, Y.,
Haga, H., Okumoto, K., Ito, J., Watanabe,
H., Saito, K., Togashi, H., Fukuda, K.,
Imai, Y., El-Shamy, A., Deng, L., Shoji, 1.,
Hak, H., and Kawata, S. Secondary
structure of the amino-terminal region of
HCYV NS3 and virological response to
pegylated interferon plus ribavirin therapy
for chronic hepatitis C. Journal of
Medical Virology, 82, 1364-70, 2010.

8) Sasayama, M., Deng, L., Kim, SR, Ide Y-
H., Shoji, 1., and Hotta, H. Analysis of
neutralizing antibodies against hepatitis C
virus in patients who were treated with
peglated-Interferon plus ribavirin. Kobe

»Journal of Medical Sciences, 56, E60-E66,
2010.

9) Kim, SR., Imoto, S., Kudo, M., Mita, K.,
Taniguchi, M., Kim, KI., Sasase, N.,
Shoji, 1., Nagano, M., El-Shamy, A.,
Hotta, H., Nagai, T., Nagata, Y., and
Hayashi, Y. Double filtration
plasmapheresis plus interferon treatment
for non-sustained virological response to
previous combination therapy: Early viral
dynamics. Intervirology, 53, 44-48, 2010.

10) Sasase, N., Kim, SR., Kudo, M., Kim, KI.,
Taniguchi, M., Imoto, S., Mita, K.,
Hayashi, Y., Shoji, I, El-Shamy, A., and

Hotta, H. Outcome and early viral



dynamics with viral mutation in PEG-

IFN/RBV combination therapy for

chronic hepatitis in patients with high 5)
viral loads of serum HCV RNA genotype

1b. Intervirology, 53, 49-54, 2010.

2. ERRR
1) Shoji I, Kaneda S, Deng L, Ide Y-H,

2)

3)

1

Hotta H. Molecular mechanism of HCV-

induced suppression of glucose |

transporter (GLUT) 2 expression.17th
International Meeting on hepatitis C virus 6)
and related viruses. Sep 10-14, 2010.

Yokohama, Japan.

El-Shamy A, Kim SR, Ide Y, Deng L,

Shoji I, Hotta H. Sequence heterogeneity

of NS5A of HCV genotypes 2a and 2b

affects RVR and SVR to PEG-IFN/RBV
combination therapy. 17th International 7
meeting on hepatitis C virus and related

viruses, 2010. Yokohama.

Deng L, Ide Y-H, Shoji I, Hotta H. HCV-
induced generation of reactive oxygen

species leads to Bax-mediated apoptosis 8)
through activation of the c-Jun NH;-

terminal kinase signaling pathway. 17th
International Meeting on hepatitis C virus

and related viruses. Sep 10-14, 2010.

Yokohama, Japan. 9)
Sasayama M, Shoji I, Adianti M, Ide Y-H,
Deng L, Hotta H. Identification of an
amino acid residue that determines
sensitivity to virus neutralization by 10)
nonspecific inhibitors and specific

neutralizing antibodies in human sera.

17th International Meeting on hepatitis C

virus and related viruses. Sep 10-14, 2010.
Yokohama, Japan.

Hotta H, El-Shamy A, Kim SR, Imoto S,
Aoki C, Ide Y, Shoji I. Sequence
heterogeneity of NS5A of HCV
genotypes 2a and 2b affects RVR and
SVR to PEG-IFN/RBV combination
therapy. 45th Annual Meeting of the
European Association for the Study of the
Liver, April 2010, Vienna.

Shoji I, Nasu J, Murakami K, Miyagawa
S, Yamashita R , Ichimura T, Wakita T,
Ide Y-H, Hotta H, Miyamura T, Suzuki T,
Satoh T. E6AP uibiquitin ligase mediates
ubiquitin-dependent degradation of
peroxiredoxin 1. 25 33 B H A4S F 4%
F#£. Dec7-10.2010 fF,

ERT. A, H#. Lin Deng,
R, HHEE, BEE CRFA
A NVANSSAIZRERT D2 X F
YT —EDRE. & 33 B AFESTFE
¥#4£. Dec 7-10.2010. f#F,

Deng Lin, 3*HE/E, HHBE®E. B_
Hx, EEME. CEFFRY A LR RY
(ZEEEEF FoxO1 &4 L= ¥Es4 %
FHET D F 63 EREAMEESEE
FEHS. Nov 20, 2010. KR

B _#8%. LinDeng, #EH{E. HCV IZ
LABERBEEOSTHE BAYA
WAELRERESR Y URTTA
Nov 7-9,2010. &5

WHEE, HHR¥E. B_AX C BT
RUANARLIIEREREZTTEL,
ERABECEETS. B46EHBR



11)

12)

13)

14)

15)

T EE#4, May 27-28, 2010. L.
R &, El-Shamy Ahmed, &5FR, 3
i, &%, AOEE, FHEE B
A8k, Bt C BIFFAICRT 5 PEG-
IFN/RBV {EEBFRIZRIET VANV A
RRFOX L7225 F HCV-2a BT
HCV-2b @ NS5A ZERMEISTRERZE L
FEET 5. % 46 B B RIFBESKRS,
May 27-28, 2010. [UF¥.

&R, #A%, BEHE, =HEZ, A
BT, ROEE, &, B_HX,
EHETF, HAHBRIL b EEVA LA
C BEHERF R D PEG-IFN+ U SE'Y
BERREGERRE)EDFICT5 2
EIRIE M R W B A (DFPP)+IFN-B4 &
Mg S DRA. F 46 [E B AT
LS May 27-28, 2010. L.
El-Shamy Ahmed, &~F R, FHR#E,
Deng Lin, B§_f%, JWHAE HCV
genotype 2a 3 X Uf 2b @ NS5A kM
BRI F—=Ta /YR
BERBEOREDHR BT 5. F 58
B B A 7 A )V A FEEZEHES, 2010.
BE.

HWREHE, —AE, RBREZ, B_H=X,
W, R C BBEFRIHTS
PEG-IFNo-2a/RBV $FREE D 2HE
FHRICEET2RFORE. F 14
= B A FFFES KRS, Oct 13-14, 2010.
k.

HA%, &FE, BEE ZBEH -, &
n¥E, ¢, B_HX RFET,
HHEE, BIET. C BBERTFR 1b

16)

H. &1

BE T A V2B R EED BE 0t
T 5 ZERIR M HRE
(DFPP)+IFNP2 ~ 4 HEfE & 5% PEG-
IFNo-2a+RBV SFREEDO RV AV
AEAF v 7 AL B EVR FHl
% 14 [@ A &fFEFES K=, Oct 13-14,
2010. #Eik.

1EHEE ¥, El-Shamy Ahmed, )IEA,
R HE—, PEMA, BAEX, RE
EHE, SEEE. C BB RD D IFE
RAEF CRIFNBENSTRTH-TUE
BHZI1T B U A VARG T ESRIEDRE
#r. % 14 B B AFFFES RS, Oct 13-
14,2010. #&ik.

BIFTE# O - BRI

1. &S

2L

2. ERFERE

2L
3. %
2L

- —82—

DA



EEPBNFMAERDE FEXSERESURARER)

ﬁﬁnﬁl’ﬂﬁﬁ‘hi

CRUIT 67 4 N Z 090 & N DM A AEH OBt
Wroms WK KE VSRR R

WREE : CBRFR YA VR HOV) BEIZ L BB EORROOESE LT, BIELEY
AREB (VLDL) S UME T R@E I TwWb, —F., VIDLIZHCVO BRI KA L BE SN T
BY, hn6wﬁﬁﬁ%%%?ét&ww@%_#oﬁﬁwohﬁmw YF AT =X AT
OWT, AETOREREDOFLEH - TVWA Y RERICEE LT L7, HOVER LR,
BEEEPOVIDLAEML, EBHEY FEB L) METTHZ L2 RHL, £0FERAE
L CHCVIR L HARE T DVLDL S fi#EESR T DHepatic lipaseDREBETFTZRH L, &H1Z
v HOVRRZMIZ M S MlaN R OB 2 BT 5720, REDEOHEBHMENT (A F4HRo 3
7 R) E{Tolz, HOVEREMZ LV, TCAHEE, Vv - B IVVARRR CEAKBAK
Z3/EF L. ATP. GTP. phosphocreatine® D RN F—ftEMEIIHA L., —FEERIT
ELITEL TV, BABBRERDETII VA NVRBREIZHED (Y ry b7 BED

FREMER S Y, VAN ABEHEIIZRAF—BHEESh, BERZTTEIE T RINVY—E
EEITIEVITANZABEOBEHREZ RL TV AAREREZ DN, 4%, R
BERHOmRNA, BEAL~NVOEN, BETAHCVEFORE, A V=X A0HEHSS B
R

A. TFEEW DHEFA B =X DI DWTEHT L, HOV
P, HOVREEZBER DRI TR RBESEEIEEMBEOEERHICEZ DR
AR ABRGECIET 2 EORBRTE EBEHEALIDIC. EETOREEEOT
HEEFEZILTWAZEBRALNIRST  LEHES-TWA Y REAIZER LN 21T
ETEY, HOVRREIZ L 2HELORERE o7k,
DV EHE LT, VIDLAWMETRHESh S HIZ, HOVERRMIZ > e E 0%
T\ % (Perlemuter et al., FASEB J ({LZEMET 5720, BEETOWEBEIMEN
2002), —7 . VLDLIZHCV DR YLtz 0478 & (7 I R) RF 7B ORISR
H|MEINTEY (Huang et al., Proc Natl (FeTFrAIsR) IZHRXT, "AoRF
Acad Sci USA 2007), ZhoDFEREHE —VRAOEEBEZTIZIL., REBIIED
B4 2 7= OHCVRRELIZFE S FFAEIR O RERG L BV EDRBEE TOERBE LT VR



BB ORBHEN (AFXReIsR) %

1T~7,

B. W FHE
U)Hw@%ﬁﬁiﬂm09ﬁﬁéﬁw
wEx HERE

Huh7 #AEIZ JFH1 H3E HOV % REL 31,
EEAICRER B, MisZERL, §Fh
AYANRATE NI EBLIUIEEDE
FRE L, BEEEER S VRS HPLC &
EL, H#H0EICEENDEEOEITZIT-
7,

(2) HCVRREEATE EMBEORBMIZEZD
BB A 7R I U RENT

HCV RZeHla & FERRELARAE THY 900 DR
WWEDIZOVT, T2t T Y —ERKENE
CEESETEEMICAIZE L, HOV Rl
IZRE D MR D RBIEIT DWW TR L 72,

(REE DERE)

FRERFFEA L OER Y v K UHHE#E 2 DNA
ERIIEBRLEFRFTANDONSAFY RS
TRERS, MBEZINAEREESEOX
BEZITTITo 7

C. FFFEMER

(1) HCVRREAE MO ) RER R
W52 BRE

Huh? #EAGIZ HOV BRI E¥5 L. HiKa
Nz VAT a—V TC, FHEIER 16, U
VIEE PL SoEMERD, —HigE LE
H TC, TG, PL IZREREIEE & & iz
L7z, & L% VIEE HPLC DE L,
& EEFO Y REEOFIEIT OV TR

LA BEZEREZBE L BHIZ
VLDL 288U, DL METT A L& R
L. Z0OFEE L TRERIERMRIZBIT S
VLDL 43/i%EE3E T& 5 Hepatic lipase D
HERH LT,

(2) HCVEEMNEEMEORHMIZEZLD
BEQD 2 FRu I 7 R |
HOV R CIIEERIIFAIITTEL TV
b DD, FOfo TCA B, 7V,
Y IDUARRREETERTH -,
HCV BPIEZ O RXNX—FELE, IBEE
AR EFBR 00, BEA, ARSI
#l+aEmBR bR,

D. £%&

HCV 1RSIV, PN TOEE D
EHE LB EESDO VDL OFE&0HEMmE
W5, HCV HFEICAFE S RBIRZEV H L
TWdbLDEEZBND, AFXARBIT R
RITORER., UANVARBRIZES [T xy
FAT7) MBLEZXONDEAZBEEHKOD
BETHR0 oz, BxiRLv7 U o #kd
THIBRE D ATP BB L, BRESEKIT
ATP 2EZ - T, BRI XN X —%HE
LTWBIEEZRHLTNEN, AFAR
I AR ORER, VA NVABEREIZT RV
F—NHEHEIN, BERLTTESET=X
NE—FEEERITI LV VA NVABROA
MHREZ R L TV B REENRENT,

E. %

AR I AEFOBR. BYHEO
TRNAF—RH, FERE. EAERENE
WREREABED bz,



F. RELRIEH
Bzl

G. BFEER

1. R CFER

1) Inoue Y, Aizaki H, Hara H, Matsuda
M, Ando T, Shimoji T, Murakami K,
Masaki T, Shoji I, Homma S, Matsuura Y,
Miyamura T, Wakita T, Suzuki T.
Chaperonin TRiC/CCT participates in
replication of hepatitis C virus
genome via interaction with the viral
NS5B protein. Virology. 2011;410:38-47.
2) Hmwe SS, Aizaki H, Date T, Murakami
K, Ishii K, Miyamura T, Koike K,
Wakita T, Suzuki T. Identification of
hepatitis C virus genotype 2a replicon
variants with reduced susceptibility
to ribavirin. Antiviral Res.
2010;85:520-524.

3) Masaki T, Suzuki R, Saeed M, Mori
KI, Matsuda M, Aizaki H, Ishii K, Maki
N, Miyamura T, Matsuura Y, Wakita T,
Suzuki T. Production of infectious
hepatitis C virus by using RNA
polymerase I-mediated transcription. J
Virol. 2010;84:5824-5835.

4) SAEH. FoLE, HIEEE, SRR
It BOREEHE, CBFRV AN ZDOERL L
BT, BARATANRAES, HETAL
A, B, 2011, 60,87-92.

2. FRRR
1) HHIRZEH, HOV R FRERICBI &3 28

AR B B OBREREAT, 55 46 [ B
AFBFSHRE. W, 2010

2) Ando T, Imamura H, Suzuki R, Aizaki
H, Wakita T, Suzuki T, Real-time
visualization of the ATP level in
HCV replicating cells, 17%
International meeting on hepatitis C
virus and related viruses, Yokohama,
2010.

3) Saito K, Suzuki T, Aizaki H, Hanada
K, Wakita T, Nishijima M, Fukasawa M,
Inhibition of cellular squalene
synthase impairs hepatitis C virus
proliferation in cultured cells, 17
International meeting on hepatitis C
virus and related viruses, Yokohama,
2010.

4) tHIE M, HCV KIT-FERR & NE B D& E.
BESEHARY A N RAELZHES #
B. 2010.

5) EDAIZE, FILUBKF,. Saeed Mohsan,
HERF, NEEE, HIEXE. BEk
F.HCV = R_Ro—7F R BIZ A
S5 NEIPEHROBEERNT, % 58 EA
BV A NAESENRES, 8. 2010.

6) RHEKR, SHEE, ks, Hig
E, BHEET, SAREH. CEFkY
A NWABRIE ST 5 ATP Hl#E 0w
ML & BT, 8 EAARY AL R
FRFMER, BH. 2010

N ILARR, HEEE, BREF, sK
B, CRIFR YA N RBLF BB
HEFREDIVAT o —NVOERE, §
58 E AT A NVAEREHRES, 5.



2010.

8) Ando T, Imamura H, Suzuki R, Aizaki
H, Wakita T, Suzuki T, Real-time
visualization of the ATP level in
HCV replicating cells, % 33 BIHAS
TFEMFESESR, MR, 2010,

9) $hARTES, THIEZEM, MHEET. oK
#E., SE2ECXFUEEFIALLE
HCVNS2 LB T2 BERFORERB LT
U A NARITFR~DOBEE, %33 [EH
B FEMFERES, WP, 2010.

10) EEAS T, SR, AR, TEH
BARER. MEMEF, EEEL, FEEE.
Squalane synthase FHEHID C BfFR Y
A v A HFEFEME OfFNT. $ 33 EA
BnFEMFRES, W, 2010

H. BT R HE D HEE - BUSRI
1.5 005
7L
2.ERAFEER
72l
3.7 DM
2L



ﬁﬁnﬁ:‘?ﬂiﬁ"g

BRIFEA ™ 4 L A & s ORI G VEH
mRoEE PR LR

BHAFEEE AR &

BEES . FRUANAIHTHRERGIT. BEFRORBENOER, BALICED
—EDT o ADFEL&LER-TND, FAFEATIX, BEFXAVA VR (HBV) IZHFE
B2 CT LM X8 -+ BHEREDREIZOWVT in vitro, in vivo EBRAZAZHFH L TR
L7, BLR F L RIZED AN 720 T, NFKB BB OER T TR LT

cytochrome P450 (CYP) DRENBMEFREHNSTTHEL, Stat3 OV VEEATTEL T
Wiz, b PRFEARAFAIE D2 A LB T, HBx & H-RAS™ E /21T c-Myc DILFEH,

SV40-LT+ST HUJR & H-RAS™? D IERBHE N RERIT/ERH 3 5 RIREMEN R S, Raf/MEK/ERK £
BB RTF Stat3 OBERFIB I, 2LV, FBROBHIEDCHIIBITSHBY
BEFEYEEXOEEEMHICEDLIRT & OMEERANBEEGR, 1A LICRERIZIE

ot e BN 12 L R< ¥ 4 P

A. HFFEEHEBY
FROANR L GFEREFLETHEE

HFOHMEERIZEWT, YAV REREY
Z2CTLIX, BEFRORE,LOER, A
AMEIZE BIBRIZEL Bb o TV 2 0334
IRREEFIIARATH S, AR T, H
BV#RHPC T LBFHET 5 BERIEDR
B4 . JBIE72 in vitro, in vivo EBRFR
RAWTERH L,

B. #FFEAE
HB VH#ENZCTLIZL - TEHEFE

DOEFBAERETD NG VARV
< AEF) (in vivoR) ZRHAWVWT, &
REICEGTREA S e 7 7 ANV EBET D
ZEiZEoT, BMEAR NV RIZEEET SAM

FRY 7 FLOEICER U THMEOSE)
BLOFETRFLE, &I, v URET
VR TIEHEER R SN2 FREE U A
NABRGEFED (HBxRY) LOMEE
A LT, b FEERFE IR
(in vitro R) BT W EEHEL £
D5 FHIE H T LTz,

(HEEDOERK)
EMERICOVTIL, BEE L SWE
WOBE LB RREET O 72D, &
SUEISETYUEFREER Lz, £, &
Z2ORBEESH DIV IIERIMERSRD
ERELAREF/TYTo T

C. HFERFER



1) in vivoRIZEWT, fFETOBMER
ENBIZB T, FHla~DB{ELR b L
ADERL & HITHEEREL (PCNARBHER)
DBTLEE LT,

2) LA PLURICEET D MlaNy 7T
NVOBEHZBWT, BEFROBEHNS
NFkB, RelA REEAEMEAL L Tz,

3) in vitro 5% ; hTERT ¥ ARZE(LFFHE
B (TTNT16 #I8) iz33\ T, HBx & c-myc O
LR BLHIAG T IR TR B A3 N S ]
mIAED BT,

4) BREFREHCO o =—TEREE DL
TlZ, HBx BH & c-myc B A DILREEHE A
2B\ T 10, 000 MifEdH 7=V 442.8+51.6
HEoao=——RNR_Rdbhiz,

5) X— <y XERWEEREDFE
fHIZIBVWT, HBx & c—myc B R DOILRIRMA
Raid HBx & FE1ERY RAS B A O IL R MR &
FRRICEE LT LT,

6) ELISA 5% FV 7z pathway SEHTIZ I
T. HBx LiEMEI RAS BHZILRBH L1-
TTINT16 AHBE TiX pAktl =° pMEK1 DOIEME(L
BH SN, —F., HBx & cmyc EE %I
FFH L7 TINT16 Hifad Tl pStat3 OIEMHE(L
BH LT,

D. %

HBV#HEHNCT LAFET 2 BERE
DIRREIZ DWW T, in vivoRITIBVNTNFkB
R DM S T3 X Ueytochrome P450
(CYP) DRE BT R BN OTLEL .
Stat3d Y UER(LDITLEE L TV 2, in
VitroRIiZI VYT, HBx & c-MycDILRH DS

P AACIARERNZAER 5 FTREME 2SR S 4L,

‘Raf/MEK/ERK#&R B CER B K FStat 30D B 523

TgINT,
AREICBNT, BERRF L LTES
LN TWVWAHe-Myc, Stat3iZiEH LA
ERADERITHEREEONZ, ZThoDRER
IZ. HBV & A N RIZHT B EBERIGD
HEERICBWT, BEOEEEEICED
HRFBREEERLR, KA ICRERNIZER
THZEEFERLTNS, L, BHEEF
Kin vivoETTF MIZEBWTIEMA LSRR X
h5%E< DEERRTF L OHEXHRES A
EVEDHBNR R ShighoTe, 5%, KIE
HRBAEERTREIND Zh b 0fFEER
EH+ 28Tt ERI N,

E. %W

FHg O BMERIEDFIZBITH2HB VERER
FEYEBEEOGEERT & OHEERARE
BEsH, BAACICRERIZERTHZ &0
REINT,

F. BEAREH
2L

G. HFFEFRE

L iRICRR

1) lida N, Nakamoto Y, Baba T, Nakagawa H,
Mizukoshi E, Naito M, Mukaida N and
Kaneko S: Antitumor effect after radio-
frequency ablation of murine hepatoma is
augmented by an active variant of cc
chemokine ligand 3/macrophage
inflammatory protein-lalpha. Cancer Res.
2010; 70: 6556-6565.

2) Kakinoki K, Nakamoto Y, Kagaya T,



Tsuchiyama T, Sakai Y, Nakahama T, Fujita
Y, Mukaida N and Kaneko S: Prevention of
intrahepatic metastasis of hepatocellular
carcinoma by combination of suicide gene
therapy and monocyte chemoattractant
protein-1 delivery in mice. J. Gene Med.
2010; 12: 1002-1013.

3) Yamashita T, Honda M, Nio K, Nakamoto
Y, Yamashita T, Takamura H, Tani T, Zen Y
and Kaneko S: Oncostatin m renders
epithelial cell adhesion molecule-positive
liver cancer stem cells sensitive to 5-
Fluorouracil by inducing hepatocytic
differentiation. Cancer Res. 2010; 70: 4687-
4697.

4) Wu'Y, Wang YY, Nakamoto Y, Li YY,
Baba T, Kaneko S, Fujii C and Mukaida N:
Accelerated hepatocellular carcinoma
development in mice expressing the Pim-3

transgene selectively in the liver. Oncogene

signalings in a mouse model of chronic
hepatitis B.; 58 61 [E] American
Association for the Study of Liver Diseases
(AASLD) Annual Meeting (Boston,
Massachusetts): Hepatology 52 (4, Suppl.)
935A; —#&; poster: Nov. 1, 2010

2) Nakamoto Y, Mizukoshi E, Kitahara M,

Arihara F, Sakai Y, Kakinoki K, Fujita Y,
Marukawa Y, Arai K, Yamashita T, Mukaida
N, Matsushima K, Matsui O, Kaneko S:
Dendritic Cell Transfer during Locoregional
Treatments Induces Prolonged Recurrence-
Free Survival in Patients with Hepatocellular
Carcinoma.; International Sympdsium on
Tumor Biology in Kanazawa “Cancer and
Host Response” (Satellite Symposium of
14" International Congress of
Immunology - Kanazawa, Japan): Abstract
p33-34; session; oral: Aug. 29, 2010

2010; 29: 2228-2237. H. se9pr A HED HE « BS R

5) Nakamoto Y, Mizukoshi E, Kitahara M, 1. /P DS
Arihara F, Sakai Y, Kakinoki K, Fujita Y, 2L
Marukawa Y, Arai K, Yamashita T, Mukaida 2. EAFREREH
N, Matsushima K, Matsui O, Kaneko S. 2L
Prolonged recurrence-free survival following 3. F DA
ok432-stimulated dendritic cell transfer into 2L

hepatocellular carcinoma during transarterial
embolization. Clin. Exp. Immunol. 2011;
163: 165-177.

2. F2FER

1) Nakamoto Y, Yamashita T, Kaneko S:
#1725; NFkB activation precedes dynamics

of oxidative stress-related procarcinogenic



BEHBHPAAEMRDE (FREFCRESNRMATRER)

mnﬁﬂﬁﬁg

CEFRIHB I B4 /A L XT 4 2 =T //YNEY
BF R (PRIGWE) ORE L OB#EEICOVTD
Z ik A I % {1

mRoBEE MWW AR HRKR¥EREREFZRAER - ERARPESF HE8IR

WRES : CEHFRIIBIIZA VA VBRIELRS A0 F—T 2z /IAREY B
FHOIEEDR & OBERIZOWTHENT L7-, Genotype (Serogroup) 1 @ 685 #F]#, 292 i
(42.6%) 7% Sustained Virological Response (SVR)IZ72-o7-, SVRICHETAEF%#E
MLl oA, BERM CIIZERDE, (VAU Y, IVATFU—ARERER-T-
B, BEEBITO/ER, HOV = 7EIR 70 BOT I ) BESIOHDBEY . ARV VEH
MECBE T ARFIIFES o7, E£72. Genotype (Serogroup) 2 @ 109 #l74, 88 #i
(83.8%) A3SVR &72ofe, SVRIZHFETHERFZMTLILL Z A, REMICIZFRDOS
BEY, A2 ARFHIZET ARFIREL R o7, BTN T, CRIBEFR
DREHRIA VR ) VEFEORETEEBIIS VLD L EL b,

A BWFEEH BMmEE200meg,/dLEENRDARLEY
PRKIZBNTIA VR Y VEFHEIZCER 2EHDBT L, ) OIS LT,

FRIZXT S 1 FNIBROREETSES ERHRRERTOBM L LTE, £,
LOBERN OhbD, LnL, BKIC s BMI. @=L 278—4. LDL =
HLUTBMI OfEWBARANZBV TRERR LRFo—/, ZHEESHE L RY .

RENDHIMNEIDPTRHATH D, HOMA-IR, a7EK708D7 I/
SEIZORERALNITT L, MlRE  mwEis) [ SDROTI/VBER%D1 0
BT (BAREAE) 21T-o7, HE & EWE,
B. #FF5iE 4
5 MR (PRI, B Sk mIRE. %f?ﬁ?;m

FUM KB ERRR . @RKFE, HEKF)
TINEY VRS A v F—T
BREEZELZBEORAMEHELIT-
Tro 728, FFEER R L0 RFERAE (2
fEBFM¥E1 26meg d LU EY L IIRE

FRAT DM RIT, BHRPOBREDH -7
102 76ITHB, RRT—F Db BIEH
R L7720, BEMIZIEGenoty
p e (Serogroup) 1068



5#4k*Genotype (Serog

roup) 20D109FIDEHTI4H
Lot "
Genotype
p) 1m685HF29 2% (42.

6%) . Genotype

(Serogrou

(Serog
roup)
8%) MSVRERSTE,

(2) Genotype (Serogr

“oup) 1DEFIIETIEERNRRE

RFiI, HEBEIT IR VAT a—L,

LDLaVvATFr—/\L, ZERLE 1
A2V, HOMA-IR, a7#E%7 0%
D7 2/ BEEFI O 6 THH I S

(R1) . ZEEFBITCIX=7HEK7 08
DT I ) BERFIOZBEST- (R2) .

(3) Genotype
2 DIEBFNZ BT DIREIRBE

(Serogr
oup)

HTFid, EERMT TILER, 12 v,

HOMA-IR. ®3THENHH I A
(#3) . ZEEMBIT TIIEROLZDIE >
7= (&4),

D. B
CEUBMERFRIZA v R Y BT & RERE

T3, 4R ARFEIXFFE OB,

BIERA NLVADTLEERHED, £, AR
U VERMEFRELOEEZRDD 2 L
bEOLN TV,

A v H—T xa VRIEDIRRHRIA
A Y VEFEREEE KT T VWO RET
IRETEREPOHENRTE 7, LAALR
RE, BMI bEW, AFEHE) HEAAT
LRI E S DITRIALBETH -T2,

SEOBRINTIE,. Genotype

20109F8 84 (8 3.

1 DEH, Ge
notype (Serogroup)
2 DEH &b, BMIIRIBRDRICEES
RIEE722hotz,

Genotype (Serogrou
p) 10DEFITIIRESIEHRERFEL
Tzl ATur—L, LDLaVATO—
v, ZERERFMEE, A R Y, HOMA-
IR, a7HEKk7 0FDT I /ERELSID 6
EHE R S, 55 5 DIIRHEERF
Thote, TRZLhbLT, HEEMRE
FCHESTDIZTaTHERT 0FBDOT I/
BEF DR THolz, aTHEKT7 0EFEDT
I BREFIIA VR Y VRGO
JERL L BERH B & THRECEET S
MR THD, BROKMIHDIHLOD, G
enotype (Serogroup)
1 DEFNZBI L TIHEA v R Y b L~
FA B =Tz« YN UHERRE
DEHR & OFICEEOBRITRNEERX |
bh 5,

Genotype (Serogrou
p) 2 DEFITIIEEEMFENT TITEHR.
A2AYY», HOMA-IR, O3HEBED
R Ehien, SEERENT TIXFEHOHRN
otz EFEbL DR, Ty AHbES
BNZ EaD, ELIEREHES L TR
THRERDH DS EEbhT,

(Serogroup)

E. f&im

1. Genotype 1Ti3AVF—7
zry - UREY VHFRBREOERDR
FOBRROEFIIaTEET 0FDT
JEBEEFITHoT, |

2. BMI#&®AZRY v 7EFILS



VRinon-SVREDETKE RHEE
R o272, .

3, Genotype 2 TiiiERpL5mRE
DEFBIMEVE N S VRIZAR Y LTV WMEM
Bhot,

F. BEMLKREHR
ez 2 L

6. BAIEER

L RXER

1) Moriya K, Miyoshi H, Shinzawa S,
Tsutsumi T, Fujie H, Goto K, Shintani Y,
Yotsuyanagi H, Koike K. Hepatitis C virus
core protein compromises iron-induced
activation of antioxidants in mice and HepG2
cells. J Med Virol. 2010;82:776-92.

2) Koike K, Tsutsumi T, Yotsuyanagi H,
Moriya K. Lipid metabolism and liver
disease in hepatitis C viral infection.
Oncology. 2010 Jul;78 Suppl 1:24-30.

3) Miyoshi H, Moriya K, Tsutsumi T,
Shinzawa S, Fujie H, Shintani Y, Fujinaga H,
Goto K, Todoroki T, Suzuki T, Miyamura T,
Matsuura Y, Yotsuyanagi H, Koike K.
Pathogenesis of lipid metabolism disorder in
hepatitis C: Polyunsaturated fatty acids
counteract lipid alterations induced by the
core protein. J Hepatol. 2011;54:432-8.

2. FoRHE
Bz 7z L

. ATBTA HEOD IR - BUBRIR
1. 43P

izl L
2ERFRRE
Bz L
3.7 DAt
Bzl



#F1 Genotype‘ 1 S\RFPHAIRF+ (HEEE)

HE SVR (n=292)
&2 53.0+11.6
% (8B4 149:143
BMI 22.9+3.6
Wo L RFI— 180. 0+ 33. 8
LDLa VAT r—/)V 103.0£28.9
ZeRERF E 93.0+11.6
LAY v 9.9+11.3
HOMA-IR 2.1£1.5
277 ) BI0E 93 : 22
(Wild:Mutant)
ISDR 0.66+1.15
(EHEHE)

# 2 Genotype 1 SVRFHIHT (ZEE)

HE - Fy XK
BMI 0.98
BalLxXFo— 0.99
LDL=2 VAT ue—) 0.99
22 R LB 1. 00
A VATV 1. 00
a7y I /)BI0E 5.36

(Wild:Mutant)

Non—-SVR (n=393)

58.9+10.6
194:199
23.3%+3.2
169.0x£28.1
94, 2£28.1
97.1%£14.4
12.8+£10. 2
2.3*1.5
194 © 199

0.61+1.05

plE
0.70

0. 32
0. 59

0.95
0.82
<0. 0001

piE
0.07

0.67
0. 02
0. 0008

- 0.0005

0. 0001
0. 02
0. 052

<0. 0001

0. 37



3 Genotype 2 SVRFPHIKF (HELE)

HH SVR (n=88) Non-SVR (n=21) PiE

EE&G 50.6+13.3 57.1%+12.1 0.02

BMI 23.1+3.1 23.8%+0.7 0.17
BavxFo—n 177.2430.5 165.1+29.8 0. 052
IDLZ LV AFE—/L 55 8145, 2 46, 7+43. 2 0. 24
22 RERe I B 94.1%13.7 93.8+9.5 0.46

AL VARY v 11.0£11.2 17.4+18.0 0.02
HOMA-IR '3.1+3.1 5.8%7.2 0. 048

#4 Genotype 2 SVRTHIEF (BEE)

HH Zv XK pfE
EEfp 3.91 0. 048
LAY Y 1.01 0.82



B 5

WMERROHTICET 5 —KE

MRS _

RRE KA WXFA b4 RRUEL BE R HiRREE
Miyoshi H, Moriya K, Pathogenesis of lipid J Hepatol 2010 Sep 22.
Tsutsumi T, Shinzawa S, |metabolism disorder in [Epub ahead of
Fujie H, Shintani Y, hepatitis C: print]

Fujinaga H, Goto K, polyunsaturated fatty acids PubMed

Todoroki T, Suzuki T, counteract lipid alterations PMID:

Miyamura T, Matsuura Y, |induced by the core 21093950.

Yotsuyanagi H, Koike K. |protein

Arano T, Nakagawa H, Serum level of Int J Cancer 2010 Dec 17.

Tateishi R, Ikeda H, adiponectin and the risk of [Epub ahead of

Uchino K, Enooku K, liver cancer development print] PubMed

Goto E, Masuzaki R, in chronic hepatitis C PMID:

Asaoka Y, Kondo Y, Goto |patients. 21170963.

T, Shiina S, Omata M,

Yoshida H, Koike K

Masuzaki R, Shiina S, Utility of contrast J 2010 Nov 3.

Tateishi R, Yoshida H, enhanced ultrasonography | Gastroenterol [Epub ahead of

Goto E, Sugioka Y, Kondo witﬁ sonazoid in Hepatol print] PubMed

Y, Goto T, Ikeda H, radiofrequency ablation PMID:

Omata M, Koike K. for hepatocellular 21054516.
carcinoma.

Watanabe S, Enomoto N, |Prolonged treatment with |Hepatol Res (40 135-44 2010

Koike K, Izumi N,
Takikawa H, Hashimoto
E, Moriyasu F, Kumada

H, Imawari M.

pegylated interferon alpha
2b plus ribavirin improves
sustained virological
response in chronic
hepatitis C genotype 1
patients with late response
in a clinical real-life

setting in Japan.




K, Kume Y, Nakagawa H,

sphingosine 1-phosphate

Tejima K, Masuzaki R, Thrombocytopenia is J 45 876-84. 2010
Ikeda H, Yoshida H, more severe in patients Gastroenterol
Tateishi R, Sugioka Y, with advanced chronic
Kume Y, Okano T, Iwai T, | hepatitis C than B with the
Gotoh H, Katoh S, Suzuki |same grade of liver
A, Koike Y, Yatomi Y, stiffness and
Omata M, Koike K. splenomegaly.
Ohtomo N, Tomiya T, Expression of Int J Oncol 37 1417-23. 2010
Tanoue Y, Inoue Y, alpha-taxilin in
Nishikawa T, Ikeda H, hepatocellular carcinoma
| Seyama Y, Kokudo N, correlates with growth
Shibahara J, Fukayama M, |activity and malignant
Koike K, Shirataki H, potential of the tumor.
Fujiwara K.
Moriya K, Miyoshi H, Hepatitis C virus core JMed Virol |82 776-92 2010
Shinzawa S, Tsutsumi T, |protein compromises
Fujie H, Goto K, Shintani |iron-induced activation of
Y, Yotsuyanagi H, Koike |antioxidants in mice and
K. HepG2 cells.
Koike K, Tsutsumi T, Lipid metabolism and Oncology 78 Suppl 1 24-30 2010
Yotsuyanagi H, Moriya K. {liver disease in hepatitis C
viral infection.
Koike K, Moriya K, Animal models for Hepatol Res |40 69-82 2010
Matsuura Y. hepatitis C and related
liver disease.
Kanamori H, Yuhashi K, |RNA-dependent RNA J Gen Virol |91 1207-12. 2010
Ohnishi S, Koike K, polymerase of hepatitis C
Kodama T. virus binds to its coding
region RNA stem-loop
structure, 5BSL3.2, and its
negative strand.
Ikeda H, Ohkawa R, Plasma concentration of |Clin Chim 411 765-70 2010
Watanabe N, Nakamura | bioactive lipid mediator | Acta




Yoshida H, Okubo S,
Yokota H, Tomiya T,
Inoue Y, Nishikawa T,
Ohtomo N, Tanoue Y,

Koike K, Yatomi Y.

is reduced in patients with

chronic hepatitis C.

Okuse C, Yotsuyanagi Effect of nucleoside anal |Hepatol Res |40 461-469 2010
H, Yamada N, Okamoto ]ogue-interferon sequential

M, lkeda H, Kobayashi | therapy on patients with

M, Fukuda Y, Takahash| acute exacerbation of ¢
i H, Nagase Y, Suzuki |hronic hepatitis B.
Y, Matsunaga K, Ishii T,

Matsumoto N, Koike K,

Suzuki M, and Itoh F
Molina-JimALenez Expression of pituitary Hepatology |51 777-787 2010
F,Benedicto I .Murata tumor transforming gene 1
MMartiALn-ViALlchez |(PTTG1)/securin in
S. Seki T. Pintor-Toro J. | hepatitis B
Tortolero M. virus-associated liver
Moreno-Otero R. Okazaki |diseases: Evidence for a
K. Koike K. hepatitis B virus X
Barbero J.Matsuzaki K. protein-mediated
Majano P and L AL inhibition of PTTG1
opez-Cabrera M ubiquitination and

degradation

Tsuji K, Yasui K, Gen Y, |PEGI10 is probable target |Cancer 198 118—125 (2010
Endo M, Dohi O, Zen K, |for the amplification at Genetics
Mitsuyoshi H, Minami M, |7q21 detected in Cytogenetics
Itoh Y, Taniwaki M, hepatocellular carcinoma.
Tanaka S, Arii S, Okanoue
T, Yoshikawa T.
Kumada H, Qkanoue T, |Guidelines for the Hepatol Res |40 8-13 2010

Onji M, Moriwaki H,
Izumi N, Tanaka E,
Chayama K, Sakaida S,
Takehara T, Oketani M,

Suzuki F, Toyota J,

treatment of chronic
hepatitis and cirrhosis due
to hepatitis C virus
infection for the fiscal

year 2008 in Japan.




Nomura H, Yoshioka K,
Seki M, Yotsuyanagi H,
Ueno Y and The Study
Group for the
Standardization of
Treatment of Viral
Hepatitis including
Cirrhosis, Ministry of
Health, Labor and Welfare

of Japan.

Fujii H,Itoh Y,Ohnishi N, |Relapse of hepatitis C Hepatol Res |40 654-660 2010
Sakamoto M, Ohkawara |in a pegylated-interferon-

T,Sawa Y,Nishida K, a -2b plus

Nishimura T,Yamaguchi |ribavirin-treated sustained

K, Yasui K,Minami M, viological responder

Okanoue T, Ohkawara

Y,Yoshikawa T.

Yasui K, Harano Y, Steatosis and hepatic J 45 95-104 2010
Mitsuyoshi H, Tsuji K, expression of genes Gastroenterol

Endo M, Nakajima T, regulating lipid

Minami M, Itoh Y, Zen Y, | metabolism in Japanese

Nakanuma Y, Yoshikawa |patients infected with

T, Okanoue T. hepatitis C virus.

Akuta N, Suzuki F, Amino acid substitution in | Intervirology in press
Hirakawa M, Kawamura |HCV core region and

Y, Yatsuji H, Sezaki H, genetic variation near

Suzuki Y, Hosaka T, IL28B gene affect viral

Kobayashi M, Kobayashi |dynamics during

M, Saitoh S, Arase Y, telaprevir, peginterferon

Ikeda K, Chayama K, and ribavirin.

Nakamura Y, Kumada H.

Suzuki F, Suzuki Y, Akuta | Influence of ITPA Hepatology in press

N, Sezaki H, Hirakawa M,

Kawamura Y, Hosaka T,

polymorphism on

decreases of hemoglobin

—100—




