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TR OBEEE  (330) : Interferon and ribavirin therapy is a standard medication for
chronic hepatitis C. However, the effect of the therapy is approximately 50%. The elder
female patients are especially resistant to the therapy. To overcome this problem, we
investigated the anti-hepatitis C virus (HCV) activity of osteoporosis reagent, raloxifene.
Raloxifene exhibited anti-HCV activity by itself in cell culture system and enhanced
anti-HCV activity of interferon. On the other hand, raloxifene reduced anti-HCV activity of
cholesterol lowering reagent, statins.

SEATIRTERA
(BREHAT - 1)
[ERES XS4 ke & Ft

2008 B 1, 500, 000 450, 000 1, 950, 000
2009 B 1, 300, 000 390, 000 1, 690, 000
2010 fFBE 800, 000 240, 000 1, 040, 000

R

FIE
& 3, 600, 000 1,080, 000 4,680, 000

WEZE55 8« o A LR
BHFE DL RL - fH - JERES: - v AL R5
X —U— K CHEMATLR., HCV, Juxi 7=z, AXFUFH

L. BRFERRAR S B0 5 B M IR L 72 > TR 0 . 2O
PE, CREEIFRISHL TR 7= g stta 78 2 G158 0—9 0% T

N _ 17 1]
7=n> (PEGIFN)& JSEY »(RBV)O ZOI%F LT, BETH 1D I 5 0%



EHRPUEE HO DB L, Lo T, Bl
16, IFN {GHICHRTIEZ R~ 8 s 14 1 b B
(IR D IRPEAAE D) LS E & 72> T
%o BT 1 b B CRUBMEF R BE D72
23T b PRI LARE o i o1 i IFN T59%
DANRD B AR TR 725 T
Y. 1b Mo IFN {EHREE IR T S E 2R
RTHdHZENRBINTND,

PRI LARE O i g Tl et L& v
DZEALIZ XV @fRME, B HRRIE 2 FIET D,
IhET, AIRMIEDIERATHL AL T
A3t HCV Mm% JH L TRz, Zinbo
FERAE E 2T, AT LR LVE O
BALHS, @ EIC 31T D IRHRIEaE & B b
LD TIXRNDNEZE Z B LWIREIEIZ DWW
THRE LTz,

2. WHEDHP

AMFFED BEYE, @it TIFNTBR OF
BHEDME T T 2 JRIR 2B &M U, et
IR L U728 LUWRIEZBRE LT, IFN
BIRAE 2 JE B+ 5 2 & T, IFNIBRICHE
itk &2 =G 7 1 PRHCVIC K 5 VA%
AR DM L2 HB &5,

3. WD IE

AT, HFEEOMRBR L, & M
JEABAEER Hull-7 Fi C 425 HCV RNA 23 HL4
% OR6 % v 7=, OR6 Hifd Cliifs Al
1b @ HOV-0 RS HAEMICEBL L T b, F
7=, HOV RNA 121E, L=F Ay 7 =5 —EN
LAR—Z—& L THIAENTWA T HCV
RNA R L~V Z BT =2 —F 5 2 &
ARETH D, FHZRELS-> T, 0R6 Hifd
WML T, 7 2Rl 7 = 7 —BTE
PEABE LT,
HHBRIEOIRER THHEA T + A7
Z— bk, SERM (BIRM= A kb 25K
T2l —HF)HoHNET A e S UOh

HCV Zh Rzt THE L7z, IFN-a (1
IU/mDIZ#AIZ 0-10 u M DO¥EFET OR6
FalZ @ LEHL HCV 2 RIZ DWW TR L7z, .
AWFFETHW B LTz, HOVERIZHCV-0RK T d
2 W3 HOVEE DIEWNT K o THEA DSz P73 5
2D E ST D oI, HOV-0RELIZ O
HOVER Z W T L7 ) = AR O 48 N7 % 5l 2
7o

4. BFEERE

AFEHCY RNAMERLL R—2 —7 v & A R
(OR67 AT AT L) HHNTTIrH
7 = OHCV RNABE B R0 F T 20 2R % et
L7z, 78% 27 = TR EERIFRYICHCY
RNAFE S A 4] L7z (BC50:1 u M),

. 7 X7 2 EIFNH D WIIA S
FUAIEPER LTz & & OFHCVIEEIZ D
THE L7z, 7ax v 7 = IRRERTN
\ZIFNOHHCWEME 2 58 L7z, — 7 A4t
iZouxs 7 b 2AZF UHIOFHITHE
KhRER LT, AXTFUAL x>
= NIBAEERIR D% CHEAEH O ZoMElis 3 L
THOWHNTWDOEAITH 5, EEFIET
& % PEG-IFN/RBVIC A & F L #2381 %
Z L TIHRERENUGE SN D Z LN I E
TICHRESNTWD, ARIOHERIL
PEG-TFN/RBVIZZ % o7 = U %8BT 5
Z L TIRERENUGES N D Z L AR L
TWo, —Ji, AZFUAETrF T =
YEOHT S Z L IXENE N OHHCVIEE
ZRWFHSETLE D ATREMENH D720,
IRTZh oo 2/ 20T 25606
Hwedb0 L EBbns,

HCV-0RRLAIAL D 3 > D 1 bRIHCVEGE BB
Mfy% (1B-4, 1B-5, KAH5) LW ¥ 74 ) AL
7Y 3 SERGR A ERL L. A ZTF AN
R DR RE LT, B ANRE T
|25 % 1B-4, 1B-5, KAH5, OFHzEDO L 7Y



2 DEC50IXZEH 0. 40, 0. 51, 0, 64,
1. 00 u MC&H D HCVERIZ L 0 sz e e b
ZENbMoT, MOAREZFUH] (T
ARF L BANARF L) THKAHSH KD
L7 a i b IRV R R LT, 2
DT EiF, BT RBEEIZRBNTH A
F U FNDIRSZNET NN B D AT HEME 2 R
LTWb, Zhuhnbid, LB Lz
TV a AR T T B XY T = Tk
FTDREZMEZRET L T E 720,

5. FlRKiHLE
(BFFEAREEE . BFSE 0 $H35 M ONHLEERF 225 1
=)

GeEsEams) (Bh1sfh)

1) Mori K, lkeda M, Ariumi Y, Kato N. Gene
expression profile of Li23, a new human
hepatoma cell line enables robust epatitis C
virus replication: Comparison with HuH-7 and
other hepatic cell lines. Hepatology Res., it
&V, 40: 2010, 1248-1253

2) Nakamura M, Saito H, Ikeda M, Hokari R,
Kato N, Hibi T, Miura S. An antioxidant
resveratrol significantly enhanced replication
of hepatitis C virus. World J. Gastroenterol., ,
EHEH Y, 16: 2010, 184-192

3) Oshiumi H, lkeda M, Matsumoto M,
Watanabe A, Takeuchl O, Akira S, Kato N,
Shimotohno K, and Seya T. Hepatitis C virus
core protein abrogates the DDX3 function that
enhances IPS-1-mediated IFN-b induction.
PLoS One, ##id v, 5: 2010, e14258.

4)Kato N, Mori K, Abe K, Dansako H, Kuroki
M, Ariumi Y, Wakita T, lkedaM. Efficient
replication systems for hepatitis C virus using
a new human hepatoma cell line. Virus Res, £t
#td v, 146: 2009,41-50

5) Abe K, lkeda M, Ariumi Y, D Hiromichi,
Wakita T, Kato N. HCV genotype 1b chimeric
replicon with NS5B of JFH-1 exhibited
resistance to cyclosporine A. Arch Virol., 154:
2009, 1671-1677.

6) Yano M, Ikeda M, Abe K, Kawai Y, Kuroki
M, Mori K, Dansako H, Ariumi Y, Ohkoshi S,
Aoyagi Y, Kato N. Oxidative stress induces
anti-hepatitis C virus status via the activation

of extracellular signal-regulated  Kkinase.

Hepatology, 50: 2009, 678-688.

7) lkeda M, Mori K, Ariumi Y, Dansako H,
Kato N. Oncostatin M synergistically inhibits
HCV RNA replication in combination with
interferon-a. FEBS Letters, 583 : 2009,
1434-1438.

8) Dansako H, lkeda M, Ariumi Y, Wakita
T,KatoN.  Double-stranded = RNA-induced
interferon-beta and inflammatory cytokine
production modulated by hepatitis C virus
serine proteases derived from patients with
hepatic diseases. Arch Virol. ##id» ¥, 154:
2009, 801-810.

9) Kawai Y, Ikeda M, Abe KI, Yano M, Ariumi
Y, Dansako H, Yamamoto K, Kato N.
Development of an HCV relapse model using
genome-length  HCV RNA-harboring cells
possessing the IFN-a-resistance phenotype.
Hepatol Res., & #id v ,39: 2009, 898-909.

10) Kuroki M, Ariumi Y, lkeda M, Dansako H,
Wakita T, Kato N. Arsenic trioxide inhibits
hepatitis C virus RNA replication through
modulation of the glutathione redox system
and oxidative stress. J Virol., # &t v ,83:
2009, 2338-48.

11) Nishimura G, Ikeda M, Mori K, Nakazawa
T, Ariumi Y, Dansako H, Kato N. Replicons
from genotype 1b HCV-positive sera exhibit
diverse sensitivities to anti-HCV reagents.
Antiviral Res., #&@id v, 82: 2009, 42-50.

12) Dansako H, lkeda M, Abe K, Mori K,
Takemoto K, Ariumi Y, Kato N. A new living
cell-based assay system for monitoring
genome-length  hepatitis C virus RNA
replication. Virus Res., #&#td ¥, 137: 2008,
72-79.

13) Nakamura M, Saito H, lkeda M, Tada S,
Kumagai N, Kato N, Shimotohno K, Hibi T.
Possible  molecular mechanism of the
relationship between NS5B polymorphisms
and early clearance of hepatitis C virus during
interferon plus ribavirin treatment. J. Med.
Virol., #&%td ¥, 80: 2008, 632-639.

(FxsedR) (Bt 14 1F)

1) i ERE, A& s, K Rk TE
7. A FEE, M TS, g B2 R
2% HCV £k, #illefkZ Hiv 72 HCV RNA
BRI COEHFIRHE 55 58 |l A A



A VAR ES, 200104411 A 7T H
~9 H, 185

2) & RO ERE AYE RERE, a5
7. KT g B2 UAREY o
PLHCV 52 R ET B IR DT 5 58
Bl H AR Y A L AFEESEES . 2010 4F 11
A7H~9 A, {5

3) lkeda M, Mori K, Nakazawa T, Ariumi Y,
Dansako H, Kato N. Development of
genome-length HCV RNA replication assay
systems derived from different HCV strains
using HuH-7 and Li23 cells. 17th international
symposium on hepatitis C virus and related
viruses, 2010 Sep.11-15 , Yokohama (Japan)

4) Mori K, lkeda M, Ariumi Y, Dansako H,
Wakita T, Kato N. Anti-HCV mechanism of

ribavirin in novel HCV replication cell systems.

17th international symposium on hepatitis C
virus and related viruses, 2010 Sep.11-15 |,
Yokohama (Japan)

5) Yano M, Ikeda M, Abe K, Kawai Y, Kuroki
M, Mori K, Dansako H, Ariumi Y, Matsuda Y,
Ohkoshi S, Aoyagi Y, Kato N. Involvement of
the MEK-ERK1/2 Signaling Pathway in the
Anti-HCV Mechanism of Oxidative Stress.
The Liver Meeting 2009, AASLD, 2009
Oct.30-Nov.3, Boston, Massachusetts, USA

6) M EfE. A R AW BERE e
Ji. g Be A azxAZFr MITA v
K —7 = u L OF HCV TEMEZ FHRr I
BT % B 57 BIHART A L RAFREGE
£ 2009 4E 10 A 25 H~27 H. Hi

7) A ROMLHE ETE AW BERE, EE
J7. g Bz U ASE Y O HCV EME
Z i M EE Al C & 5 Li23 MR ko
HCV-RNA #2574 & 57TEIHAY A
JL AR RS 2009 4E 10 25 H ~27
H. B

8) lkeda M, Mori K, Ariumi Y, Dansako H,
Kato N. Oncostatin M synergistically inhibits
HCV RNA replication in combination with
interferon-a. 16th International Meeting on
Hepatitis C Virus and Related Viruses, 2009
Oct.3-7, Nice, France

9) Mori K, Ikeda M, Ariumi Y, Dansako H,
Kato N. Li23 cell-derived HCV-RNA
replicating systems enabling analysis for
anti-HCV mechanism of Ribavirin. 16th
International Meeting on Hepatitis C Virus and

Related Viruses, 2009 Oct. 4. , Nice, France

10) Nishimura G, lkeda M, Mori K, Nakazawa
T, Ariumi Y, Dansako H, Kato N. Replicons
from genotype 1b HCV-positive sera exhibit
diverse sensitivities to anti-HCV reagents. 16th
International Meeting on Hepatitis C Virus and
Related Viruses, 2009 Oct. 4. , Nice, France

11) M IEfE, & R, PR R B fe
—. Bl BERE, BhE . PR &2 0
B H 722 1b T HCV B Iy i sk o
2K HCVRNA LiR—%—7 vt A RO
F& H 56 [ HAY A )L AF4s . 2008 4F 10
H 26 A~28 H. [ML

12) # . g B2, P fdE—, A
FEME, M8 35, Ml EfE Bk b
FRE AR Li23 sk 4R HCV-RNA #8 il
AR 2 W23 BRI > A7 & 55 56 [A]
HAD A L A%4: 2008 4E 10 H 26 H~28
H. [l

13) lkeda M, Abe K, Kuroki M, Ariumi Y,
Dansako H, Kato N. Identification of 5-HETE
as the anti-HCV molecule among the
arachidonic acid metabolites.15th international
symposium on hepatitis C virus & related
viruses, 2008 Oct.5-9 , San Antonio(U.S.A)

14) Kato N, Mori K, Abe K, Dansako H,
Ariumi Y, Wakita T, lkeda M. A new human
hepatoma cell line enabling persistent
reproduction of HCV life cycle and assay for
anti-HCV  reagents  15th international
symposium on hepatitis ¢ virus & related
viruses, ,2008 Oct.5-9 San Antonio(U.S.A)

(£ D)
NN
http://www. okayama—u. ac. jp/user/med/dm
b/index. html

6. WFITHEAE

(D) WFgefks

W IEf& (IKEDA MASANORI)

] (LR« KFBelE pie K e i ge st - HE
Hidz

WIEEE S 30315767

(2) W 9e s

L

(3) 1 HEFIEH

L



