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(1) PEG-IFN/RBV ff FHIRIEIZ 222 L 72 W BRI C BRI & B E DIFEAE

(2) 3 D PEG-IFN/RBV ff HIER DB ZENRE A il b S LT e s o TEBI BN B AEFET S
) FHHLY A )V AaHE (PEG-IFN/RBV/ 7' 7 7 —ERHEA]) OZEEME L BEBH SN TR
(4) FFRRME R/ I/ MR BIOHL D A NV AIRBEBEB AR TH D

(5) Bt C BT DIREIEDFESL L TR

(6) = DA, HIV &G, BETEE . BRHEZEOHIRE C FRABEENFET D

0. HAROEM., HFShEEE

(1) PEG-IFN/RBY f FIRIRICRI L2 Dy o T BE KT D EIGB A A R4 V2 BT 5

(2) PEG-IFN/RBV (Jf HTAEIC UG L7 W BRI C BUFF R O 1 - SEREEEZH LN T 5

(3) PEG-IFN/RBV/TVR {RIR DA 20 & B EZ I T 2

(4) FTRRHE L B/ i MR B DR RE & FL 7 A L A TR RIS D VERR

(5) BAE % C BUAFR DIREILEOREST

(6)HIV &0f C BUITZ& DOVEH D SEREAE A

M. SEFMOHAERE

- FFRARERSE

(1) PEG-IFN/RBV ff FHIRIE T A WV AHEBRIZE & 720> o T IEBNC RO BIBE A4 1T - 7= 193 filic
COUWTHENT LELF O LA 187, B CO SVR 213 18 47%, 2 B 63% CTh - 7=, (1 8) wENS
PP & 2T p-EVR ZEB TIXBRRED R RGO NI < HIREORWEISTH 5, FIEE
RERFI TOBFIREICRB W T, FIENGEIZH LEAE G288 L, BEHMAEER L2 EF T
ERDBHELIOTV, (28 FENRE cEVR ZAGI CTIXFEEDRNE N4, IR EHM O
ERIZED . FRRELNLSCTVWEHMICH 72,

(2) /RIS DR O RHEERBICEE L TWA Z L2~ U XA ETFAZ AWTEH L, /MK
X HGF/c-Met AN LC, FFEMIED 18 o 7 U EAZMHI L, FUMELICEES LT\ s,
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(1) PEG-IFNa2b/RBV/TVR V&¥& (24 ) #4T-o 783 81 #0> SVR =X, FIENSEE] 76%. BGEE
BB 90%, HITERRIEZNGE] 270 T o 7o, HEEMIT T SVR ICH 59 A MSZK F1% IL28B rs8099917
(TT). Core aa70 (wild) Tdh o7z, (FLH)

(2) IBEmUANAED CEUBMEATFAK 230 Bl (GE%h 113 6 & IEEL) 117 41) 2T L. B2 S+
{&C HCV RNA # 3 R+ M/IMREE 1 R HEES 1A L T A28 EIBEIMIETRREER Lz, B
D108 FlDaAR— N THRAMEZMRIEL., 7D, ISDR & HCV core DT I VBER L N2 5 & FH
ROBENRAM ETBHZ EaR LT, (FH7E)

(3) PEG-IFN/RBV {RIE D MELNZBE 4 AR F & LT IL-28B & 7 A /L AL E ISC B EAEE L.
PR35 e, M, ISDR R U S ) V& 5823 BE L CTU 2, SVR ICEIE 5 K 71345 . AFP.
/g, GGT, HEThot-, (R)

(4) C BURFREZS Tidse iR (B ARE) ITH L, IR C o CDA'T MRS A SRR LE EICIE T
LCWie, CABUFTEEZ IR CIZ PD-1 U 4 v RGO B E R #INA 200, BEFES% ITEL T 4
fa (PD-1 B MEflAE) DD L. CDA'T MRS ZNEE Lz, (B4

(5) PEG-IFN/RBV {RIE DI Zh R L B+ AR F DU & > & LT, Fisher . (0dds=8. 07, p=0.014)
DEERT L LTl S, FFEZEEE TIZnTORCL ¥ 27 F OB A H 510 IFN [SZEBMET L
TNz, BCAAIZ K% mTORCI DIEME(LITEEZE AR T HOV RIS 235 L7~ FOX03 I S0CS3
DB TUE ST, FFOREERIREN nTOR L OVFOX0 2/ LT, IFNEHEAZSHE L TW\WA D &
D L7207, (&F)

(6)HCV2a BRI W T, 27 70/91 BERITKIFOMWEEN LT LTWW -, F7-. S0CS3 DFH I
&2 IFN IREMERT, ER 2 ML RIZ LD 1L-6 EEABMNA b, C BFFABRZ CIImnE 1.-6
MEFLTEY, IBEICED2EH T A0 2APERE TITME 1L-6 MET L7z, (KA)

(7)1 84 C BURF S D HIV BEREREELB 24 FIZ%H4 5 PEG-IEN/RBV f FRVAE DR EHI BT, 1BIERTD
HCV RNA 1, 000 KIU/mL LA EASFEZEZSHICRIE LT Y | BiA#E CTh o 7=, PEG-IFN/RBV I&E % 1T - 7~
171 BIOTRERTIL MR R 11 BRI TR Lz & 2 A, M/PRE 12 RS CRE - BikicE 3
ZENEL, M EEBRITNEZEHEEEZ DN, (ZH)

(8)HCV 5T AE 1 preemptive IFN/RBV VRIRZ1T - 7= 28 & M5t L7=, SVRIZ 9 1 (33.3%)
WCie b, AFROETT (A2 or F2 LA E) 1861 (29.6%) &bz, AFAETICEEST AR 71T
2T uA Nigh L QMEERTH o7, GKEF)

(9) BB ER C AU Izxhd 2 (K FH & PEG-IFN/RBYV fFRTAE 10 fl A fast L= & = A, HCV RNA [&ft
{EIZIE PEG-IFN 1.0 ug/kg/week L EDEEBMETH Y | HCV RNA FRIMIEIZ T RBYV & 5. 836
WL TV, (E)
V. SBEZONSET-1LFEE

(1) PEG-IFN/RBV {&H& SUSPEIZIG U e 2 ANRIE & TVR & 3 ATRHE O s 0 BTk

(2) M/ EREEINEE (TPO 7 Z =2 R) DOFFESBICEIT 558

(3) fii i &> % VML PSE D IFIRRECLE I KIS TR EDOFE

(4) FFREZE BB B 2 WA ME(LE R T 6 - B SR M B IR IE D HEKE

(6) BAEte C BT, BATARE . HIV APHEI~D x5
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V. {TBEE~DOEERD aTREME

(1) BAIZ BT % PEG-IFN/RBV BHBIE DIEEHERL

(2) FFRBICEOFT 2 MR, JiiE, (KRR EORREF R LD E 2% DR
(3) BAE % C BUFT . FEATAEE . HIV & OFHFITRIR D HEE

VI. AHROHR (BRBX - HA K542 - =2 FILE)

1) Hiramatsu N, Oze T, Yakushijin T, Inoue Y, Igura T, Mochizuki K, Imanaka K, Kaneko A, Oshita M, Hagiwara H,
Mita E, Nagase T, Ito T, Inui Y, Hijioka T, Katayama K, Tamura S, Yoshihara H, Imai Y, Kato M, Yoshida Y,
Tatsumi T, Ohkawa K, Kiso S, Kanto T, Kasahara A, Takehara T, Hayashi N. Ribavirin dose reduction raises
relapse rate dose-dependently in genotype 1 patients with hepatitis C responding to pegylated interferon
alpha-2b plus ribavirin. J Viral Hepat 16:586-94,2009. 2) Oze T, Hiramatsu N, Yakushijin T, Kurokawa M, Igura T,
Mochizuki K, Imanaka K, Yamada A, Oshita M, Hagiwara H, Mita E, Ito T, Inui Y, Hijioka T, Tamura S, Yoshihara H,
Hayashi E, Inoue A, Imai Y, Kato M, Yoshida Y, Tatsumi T, Ohkawa K, Kiso S, Kanto T, Kasahara A, Takehara T,
Hayashi N. Pegylated interferon alpha-2b (Peg-IFN alpha-2b) affects early virologic response dose-dependently
in patients with chronic hepatitis C genotype 1 during treatment with Peg-IFN alpha-2b plus ribavirin. J Viral
Hepat 16:578-85,2009. 3) Inoue Y, Hiramatsu N, Oze T, Yakushijin T, Mochizuki K, Hagiwara H, Oshita M, Mita E,
Fukui H, Inada M, Tamura S, Yoshihara H, Hayashi E, Inoue A, Imai Y, Kato M, Miyagi T, Hohsui A, Ishida H,
Kiso S, Kanto T, Kasahara A, Takehara T, Hayashi N. Factors affecting efficacy in patients with genotype 2
chronic hepatitis C treated by pegylated interferon alpha-2b and ribavirin: reducing drug doses has no impact on
rapid and sustained virological responses. J Viral Hepat 17: 336-44,2010. 4) Kodama T, Takehara T, Hikita H,
Shimizu S, Wei Li, Miyagi T, Hosui A, Tatsumi T, Ishida H, Tadokoro S, Ido A, Tsubouchi H, Hayashi N. Platelets
regulate liver fibrosis through a platelet-derived hepatocyte growth factor and c-Met pathway. Gastroenterology
138: 2487-98,2010. 5) Oze T, Hiramatsu N, Yakushijin T, Mochizuki K, Oshita M, Hagiwara H, Mita E, Ito T, Fukui
H, Inui Y, Hijioka T, Inada M, Katayama K, Tamura S, Yoshihara H, Inoue A, Imai Y, Kato M, Miyagi T, Yoshida Y,
Tatsumi T, Kiso S, Kanto T, Kasahara A, Takehara T, Hayashi N. Indications and limitations for aged patients
with chronic hepatitis C in pegylated interferon alfa-2b plus ribavirin combination therapy. J Hepatol 54:
604-11,2011. 6) Inoue Y, Hiramatsu N, Oze T, Yakushijin T, Mochizuki K, Fukuda K, Mita E, Haruna Y, Inoue A,
Imai Y, Hosui A, Miyagi T, Yoshida Y, Tatsumi T, Kiso S, Kanto T, Kasahara A, Takehara T, Hayashi N. Amino
acid substitution in the core protein has no impact on relapse in hepatitis C genotype 1 patients treated with
peginterferon and ribavirin. J Med Virol 83:419-27,2011. 7) Oze T, Hiramatsu N, Yakushijin T, Mochizuki K,
Imanaka K, Yamada A, Oshita M, Kaneko A, Hagiwara H, Mita E, Ito T, Nagase T, Inui Y, Hijioka T, Tamura S,
Yoshihara H, Hayashi E, Imai Y, Kato M, Hosui A, Miyagi T, Yoshida Y, Ishida H, Tatsumi T, Kiso S, Kanto T,
Kasahara A, Takehara T, Hayashi N. The efficacy of extended treatment with pegylated interferon plus ribavirin in
patients with HCV genotype 1 and slow virologic response in Japan. J Gastroenterol 46:944-52,2011. 8) Oze T,
Hiramatsu N, Yakushijin T, Mochizuki K, Oshita M, Hagiwara H, Mita E, Ito T, Inui Y, Fukui H, Hijioka T,
Katayama K, Tamura S, Yoshihara H, Inoue A, Imai Y, Hayashi E, Kato M, Hosui A, Miyagi T, Ishida H, Yoshida Y,
Tatsumi T, Kiso S, Kanto T, Kasahara A, Takehara T, Hayashi N. Efficacy of re-treatment with pegylated
interferon plus ribavirin combination therapy for patients with chronic hepatitis C in Japan. J Gastroenterol 46:
1031-1037, 2011. 9) Hiramatsu N, Inoue Y, Oze T, Kurashige N, Yakushijin T, Mochizuki K, Miyagi T, Tatsumi T,
Kiso S, Kanto T, Kasahara A, Takehara T, Oshita M, Mita E, Hagiwara H, Inui Y, Katayama K, Tamura S,
Yoshihara H, Imai Y, Hayashi N. Efficacy of pegylated interferon plus ribavirin combination therapy for hepatitis C
patients with normal ALT levels: a matched case-control study. J Gastroenterol (in press). 10) Oze T,
Hiramatsu N, Song C, Yakushijin T, lio S, Doi Y, Oshita M, Hagiwara H, Mita E, Ito T, Inui Y, Hijioka T, Tamura S,
Yoshihara H, Inoue A, Imai Y, Hayashi E, Kato M, Miyazaki M, Hosui A, Miyagi T, Yoshida Y, Tatsumi T, Kiso S,
Kanto T, Kasahara A, Hayashi N, Takehara T. Reducing Peg-IFN doses causes later virologic response or no
response in HCV genotype 1 patients treated with Peg-IFN alfa-2b plus ribavirin. J Gastroenterol (in press). 11)
Akuta N, Suzuki F, Hirakawa M, Kawamura Y, Yatsuji H, Sezaki H, Suzuki Y, Hosaka T, Kobayashi M, Kobayashi
M, Saitoh S, Arase Y, lkeda K, Kumada H. Amino acid substitutions in the hepatitis C virus core region of
genotype 1b are the important predictor of severe insulin resistance in patients without cirrhosis and diabetes
mellitus. J Med Virol 81:1032-9,2009. 12) Akuta N, Suzuki F, Hirakawa M, Kawamura Y, Yatsuji H, Sezaki H,
Suzuki Y, Hosaka T, Kobayashi M, Kobayashi M, Saitoh S, Arase Y, lkeda K, Kumada H.A matched
case-controlled study of 48 and 72 weeks of peginterferon plus ribavirin combination therapy in patients infected
with HCV genotype 1b in Japan: amino acid substitutions in HCV core region as predictor of sustained virological
response. J Med Virol 81:452-8,2009. 13) Akuta N, Suzuki F, Hirakawa M, Kawamura Y, Yatsuji H, Sezaki H,
Suzuki Y, Hosaka T, Kobayashi M, Kobayashi M, Saitoh S, Arase Y, Ikeda K, Kumada H. Amino acid substitutions
in the hepatitis C virus core region of genotype 1b affect very early viral dynamics during treatment with telaprevir,
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peginterferon, and ribavirin. J Med Virol 82:575-82,2010. 14) Akuta N, Suzuki F, Hirakawa M, Kawamura Y,
Yatsuji H, Sezaki H, Suzuki Y, Hosaka T, Kobayashi M, Kobayashi M, Saitoh S, Arase Y, lkeda K, Chayama K,
Nakamura Y, Kumada H. Amino acid substitution in hepatitis C virus core region and genetic variation near the
interleukin 28B gene predict viral response to telaprevir with peginterferon and ribavirin. Hepatology
52:421-9,2010. 15) Nomura H, Miyagi Y, Tanimoto H, Ishibashi H. Impact of early viral kinetics on pegylated
interferon alpha 2b plus ribavirin therapy in Japanese patients with genotype 2 chronic hepatitis C. J Viral Hepat
16:346-51,2009. 16) Yasui K, Harano Y, Mitsuyoshi H, Tsuji K, Endo M, Nakajima T, Minami M,_Itoh Y, Zen Y,
Nakanuma Y, Yoshikawa T, Okanoue T. Steatosis and hepatic expression of genes regulating lipid metabolism in
Japanese patients infected with hepatitis C virus. J Gastroenterol 45:95-104,2010. 17) Itsui Y, Sakamoto N
Kakinuma S, Nakagawa M, Sekine-Osajima Y, Tasaka-Fujita M, Nishimura-Sakurai Y, Suda G, Karakama Y,
Mishima K, Yamamoto M, Watanabe T, Ueyama M, Funaoka Y, Azuma CH, Watanabe M. Antiviral effects of the
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Sakamoto N, Chayama K, Asahara T, Ohdan H. Adoptive immunotherapy with liver allograft-derived NK/NKT
cells: a new paradigm for eliciting anti-hepatitis C virus response after liver transplantation. J Clin Invest
119:3226-35,2009. 19) Toma S, Yamashiro T, Arakaki S, Shiroma J, Maeshiro T, Hibiya K, Sakamoto N, Kinjo F,
Tateyama M, Fujita J. Synergistic inhibition of intracellular hepatitis C virus replication by nelfinavir and
interferon-a. J Viral Hepat 16:506-12,2009. 20) Suda G, Sakamoto N, Itsui Y, Nakagawa M, Mishima K,
Onuki-Karakama Y, Yamamoto M, Funaoka Y, Watanabe T, Kiyohashi K, Nitta S, Azuma S, Kakinuma S, Tsuchiya
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hepatitis C virus infection. Hepatology 52:518-27,2010. 22) Kurosaki M, Tanaka Y, Nishida N, Sakamoto N,
Enomoto N, Honda M, Sugiyama M, Matsuura K, Sugauchi F, Asahina Y, Nakagawa M, Watanabe M, Sakamoto
M, Maekawa S, Sakai A, Kaneko S, Ito K, Masaki N, Tokunaga K, Izumi N, Mizokami M. Pre-treatment prediction
of response to pegylated-interferon plus ribavirin for chronic hepatitis C using genetic polymorphism in 1L28B and
viral factors. J Hepatol (in press) 23) Ura S, Honda M, Yamashita T, Ueda T, Takatori H, Nishino R, Sunakozaka
H, Sakai Y, Horimoto K, Kaneko S. Differential microRNA expression between hepatitis B and hepatitis C leading
disease progression to hepatocellular carcinoma. Hepatology 49:1098-112,2009. 24) M Honda, M Nakamura, M
Tateno, A Sakai, T Shimakami, T Shirasaki, T Yamashita, K Arai, T Yamashita, Y Sakai, S Kaneko. Differential
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53:817-26,2010. 25) M Honda, A Sakai, T Yamashita, Y Nakamoto, E Mizukoshi, Y Sakai, T Yamashita, M
Nakamura, T Shirasaki, K Horimoto, Y Tanaka, K Tokunaga, M Mizokami, S Kaneko; Hokuriku Liver Study Group.
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surgery for hepatitis C virus-related hepatocellular carcinoma. J Surg Oncol 102:308-14,2010.

VI. I 3 FHEDHERR) OBERE

PEG-FN/RBVEMETEMIFI =T H
Mo st

e HIAMOBEBHICHY SIE F o RO
© 2FEM- SRUAMOBRER~DER

PEG-IFN/REBVIA IR D I IR A O
Wmmmm

@ CRMMARTHNOER

@ Core7Olc £HALOSFHFOLHA
o MUMRETIZ R ST RIELERE

o fRRElcRITIERENRE

o {ERBIILLHSEL

o EFEE

o HiVE S

o FRESERCR R

CRFFAMEOER

403



(& T HD)

OMENRREDHEESE
- BEICHE L-HRH#EDOBRE

WRAN634ET A ~ 104 KIRKFEFHFE —NF

FERLI0EB H ~124F9H <~V F o —k& v ViRAEHRE (MGH) JHLERNEY N—N— R RZEZ
WRE124E10A ~1THTH  KIRKFERFEREE R MR T HlE G E

FRLITEESH ~BIE  RIRKFERFEPEEFZ R ERELEBNEZ

- FEHAEBEE RIEEEZ(T-HRE)
PR, A Ak

- EOHRRE
FHHIBRSE D oy A8 BT BRI, U A VAR EIFS A

- ChETORREE

1. The Bcl-xL inhibitor, ABT-737, efficiently induces apoptosis and suppresses growth of

hepatoma cells in combination with sorafenib. Hepatology 52: 1310-1321, 2010.

2. Thrombocytopenia exacerbates cholestasis-induced liver fibrosis in mice.

Gastroenterology 138: 2487-2498, 2010.

3. Sorafenib inhibited the shedding of MICA on hepatocellular carcinoma cells by downregulating

ADAMO. Hepatology 51: 1264-1273, 2010.

4. The let-7 family of microRNAs negatively regulates Bcl-xL expression and potentiates
sorafenib-induced apoptosis in human hepatocellular carcinoma. J Hepatol 52: 698-704, 2010.
5. BH3-only protein Bid participates in the Bcl-2 network in healthy liver cells. Hepatology 50:

1972-1980, 2009.

6. Anti-cancer therapy inhibits MICA ectodomain shedding by downregulating ADAM10

expression in hepatocellular carcinoma. Cancer Res 69: 8050-8057, 2009.

7. Mcl-1 and Bcl-xL cooperatively maintain integrity of hepatocytes in developing and adult murine

liver. Hepatology 50: 1217-1226, 2009.

8. Declining incidence of hepatocellular carcinoma in Osaka, Japan, from 1990 to 2003. Ann

Intern Med 148: 820-826, 2008.

9. Signal transducer and activator of transcription 3 signaling within hepatocytes attenuates
systemic inflammatory response and lethality in septic mice. Hepatology 46: 1564-1573, 2007.
10. Intrahepatic delivery of a-galactosylceramide-pulsed dendritic cells suppresses liver tumor.

Hepatology 45: 22-30, 2007.

11. Negative regulation of NK cell activities by inhibitory receptor CD94/NKG2A leads to altered NK
cell-induced modulation of dendritic cell functions in chronic hepatitis C virus infection. J
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12. Concanavarin A injection activates intrahepatic innate immune cells to provoke an anti-tumor
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Hepatocyte-specific disruption of Bcl-xL leads to continuous hepatocyte apoptosis and liver
fibrotic responses. Gastroenterology 127: 1189-1197, 2004.

Hepatitis C virus core functions as a suppressor of cyclin-dependent kinase-activating kinase
and impairs cell cycle progression. J Biol Chem 279: 11719-11726, 2004.

Reduced numbers and impaired ability of myeloid and plasmacytoid dendritic cells to polarize T
helper cells in chronic hepatitis C virus infection. J Infect Dis 190: 1919-1926, 2004.
Autocrine/paracrine IL-15 that is required for type | IFN-mediated dendritic cell expression of
MHC class I-related chain A and B is impaired in hepatitis C virus infection. J Immunol 171:
5423-5429, 2003.

Hepatitis C virus core protein differentially regulates the JAK-STAT signaling pathway under
interleukin-6 and interferon-y stimuli. J Biol Chem 278: 28562-28571, 2003.

Suppression of Bcl-xL deamidation in human hepatocellular carcinomas. Cancer Res 63:
3054-3057, 2003.

Critical role of MHC class I-related chain A and B expression on interferon a-stimulated
dendritic cells in NK cell activation: Impairment in chronic hepatitis C virus infection. J Immunol
170:1249-1256, 2003.

Administration of interleukin-12 enhances the therapeutic efficacy of dendritic cell-based tumor
vaccines in mouse hepatocellular carcinoma. Cancer Res 61:7563-7567, 2001.

Expression and role of Bcl-xL in human hepatocellular carcinomas. Hepatology 34:55-61,
2001.
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Peg-IFN/RBVERAEIE | WEEHEHAS 1351 Age {y.0) 603 £ 7.0 509+ 9.6 073
- EOPMER ol Sex: male / female ..+ 25/17 22/23 0.32
IR 1084 Serum HCV RNA (Log 1U/ml) 58+ 16 64+06 0.13
KIEAR% 5745 Serum HCV RNA: <SLog / 25log 11/26 0/43 0.001
#t 115851 White blood cells {/mm?) 4677 £ 1025 4566 = 1763 037
Neutrophils (/mm?) =~ 2415 == 813 2259 1301 0.20
Hemoglobin (g/dl) 136+ 16 13.4+18 0.73
Genotype 1 Genotype 2 Platelets (x10*/mm?) 16.8 5.7 163 % 6.7 0.42
ALT (1U/1) 68 = 68 78475 0.45
100 100 - 1L28B SNP: TT/ TG 18/4 9/7 0.15
ITPASNP: CC/ CA 13/4 7/4 0.67
80 80 4 62 Core 70: wild / mutant 5/4 6/7 1.00
= 56 = (13/21) i
& 48 (25/45) & Core 91: wild / mutant 7/3 8/5 1.00
e %0 (aysy 40 s 60 ISOR:0-1/2- 9/0 6/1 " 0.44
g (17/42) 2w Peg-IFN: a2a / azb 17/25 25/20 0.16
2 a Peg-IFN dose {ug/kg/week) : a2a .2.89 = 0.75 274069 0.69
20 a2b 1.25 % 0.39 1.20 = 0.32 0.59
{ | Ribavirin dose (mg/kg/day) 930 2.70 9.64 = 3.20 0.51
0 1%, Treatment viral response : p-EVR; + / - 34/2 20720 <3004
«2a 24w VR 4/ 36/5 18/27 <0.001
Grl: BARICEITHSVRICE S T 5RF Grl: FAEICRITASVRICE 5T 5REF
BAEEp-EVRER DB TR BEASESHCY RNAR B
1L288 ITPA
EALL #@p-EVR LiNon-p-EVR @ALL i <Slog wi25log 80 - 67 p=0.09 80 - p=067
100 120 100* 70 . (18/38) 70 (13/20)
90 -
a1/ 60 - 60 -
80 - - _ _
70 + (31/48) % 50 - &j‘ 50 -
w 60 47 g 40 w40
= 50 (36/76) = :; 30 - 2 30
3 40 a o @
30 4 20 20
20 - 10 10
10 - 0 - 0 -
0

{*, p<0.0001; Chi-square test)

(*, p=0.001; Chi-square test)
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Grl: BB O RICHAARGMOZE

<BIAHR: Relapse > F;A7E: Relapse>

@ 48w wl 72w
(8/8) :
00 - 89y Peg-lIFN . " a2b |1.24:£0.2411.30%0.23 0.62
90 _— dose : ST
P - -
80 - (16/22) Ribavirin dose 964 £229| 1021k 0.30
2.34

70 :

Treatment 534105585 +13.1 0.19
60 duration :

<HIAHE: Relapse > FAHE: sVR>

Peg-IFN - a2b 0.28

116 £ 0.08 | :1.23 £ 0.09

10 dose
0 g Ribavirin dose 873230 | 9.27%2.89 011
RVR EVR WR Treatiment 53.2:£114 | 6612122 | <000t
dusation

PEG-IFN/RBVAIRIEEZIBIIH T S AR E
+ Genotypel

> BB TOENEZI%TH o 2.

> MEAR-EVRERSI CIHEARDENBON 0T EAROR

WEIETHAEEZLND,
> BARFIGIED A LR EE (<Slog IU/mD) TIEE DA ED 0T
L,

> AECARBERAI COEARICEL T, MEAREICHLRBVIR S &S
B, HSHHAERUEMN TREDNEGSNOTL,

> EARBICSVLTIE, EVREERL T2 ARD F50488 4R
[ZHLSVRENBIFTHD,

+ Genotype 2
> BARTOENEILI%TH> =,

« BARAORBCEBERMNICEY, MEEAEML . EARD DR
FiRSEAMBEh . BN BON LTSRS,

FEMEDTD OIRTRATEFE T MRDOIER

REHRRESAORET, PIBRO1BEYANVAROBE~D
PEG-IFN/RBVf A fREDZIE T3

Male (2) + HCV RNA 1,000 KIU2 (3) + 60 Y.0.2 (1) + PLT 15 x 104< (1)

. 7.1%  38.6% 70.3%
SYROD ey @) (26/37)
i :
I 4.
80 i
| FA: SVRE
60 FO-UR 7A%
20 T 2-4/3  38.6%
L 5.7 70.3%
20
o I’ . ! L
0 1 2 3 4 5——-6-‘.:/__ BRUA

(Itoh Y, et al Hepatol Res 2010)

Peg-IFN/RBV/TVRIA

ROFRRICE T DIAMEN SR
PEG-IFNa2b/RBV/TVR(24:8 3% 5) D SVRE

ROFBRISEIT BIARSHR TCore 7S /BRBE
1128855 L F-PEG-IFNa2b/RBV/TVROSVREE

80%
(26/29)

AT7ERROAREREORF

g 5
aTERHBOBRE  So- H
&8 g

v 3 :

p <

TAINRETF g : : £
BRAIOHE 5 3

PO
(pg/mt)

. 3
) A Wi Ccveaaam ild tant = Wild Mutafn 5% “““mm—j
g3t ] BRH BN 58099917  TT (Major-homo) . ... .. TG+GG.... §’
fis ¢ s
BROPIEBEIZE T BHCV-1b - B A LA RIZE 1 HPEG-IFNa2b/RBV/TVRD 2, “ .
SVRIT 5T AT (SRR socs-sommael f) .
EO0S |
Factr (esegory) oandsnceimeca) " it oL
1L28B 158039917 1:T6+66 1 ~
2:TT (Major-homo) 10.6(3.07-36.5 <0.001 IFNE{'}%E@{ETL
Core 3370 1: GIn70/HIsTO (Mutant) 1 ZRIMBIES Male Female Male Female
2: Arg70 {Wild) 3.69 {1.06-12.8) 0.040 (o=5) (n=5) (n=83) (n=66)
60/ S5 A5t B R BRI LT FFHEE IREWE e
LN HOVIBHERE
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EFEREIMTORCIEFoX03EHBETLT
NS FLEETEES

Patients” liver
High Fischer ratio | Low Fischer ratio

e | BEAAIHCVETR
Y%

Mal nutritlon

Fischer ratio + \

mTORC1+ +

IFN signalingy  f——— Socs3 +

CRFFEEICETATHREEEOETLHEOER

5PO.1CDTeel
Periotersiviosd  Spieen

Proliferation ¥
Cytokines i’
Cytotoxicity "

>

HOTLA4'COA Teels B

CTLA4"CO4" Tasita(s)
Py ™ %
PD-1°CO4 Toatis{%)
K +., J

B

POACOE Tewhgh)

"PD-'CD4 Tewlts

"’s.\‘

IMRB DD RIZE T BRI SoFIERFIEE RO
FHRHEETTE

5 €D62P GEHEAE)
> 100 4 —
l wmd  HGFEELE

Bcl-xL fI/ﬂ +/+ f|/+ Ms
PfaCre  (-) {+}

MR (

@

o

ASTURET o0
SMAH = M)

SYHALYE
IBIEFRSE (%)

N

Met

B-Actin

2
sham BDL
BEi+55EF L (BDL)

Kodama T, Takehara T, et al. Gastroenterology 138: 2487-987, 2010
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(T HD

PRk 23 FEE FRERRBESN R R EEIREME]

MR : B CANFRDOA VX —T = 1 EEICBIT DRI D T L 5 SBIRIELD
B4 2 Hopft - FEARE R AT

HEEES  H2L-BTR——#E-006

¥ E 2R D H21 DD H23 EEE T

MERERE - &1 &S+

FTEPTZEMERE . ST RN A EEHIRE

FrEERm D RFPRE AR

i . _Bh#

FERANAEE (X{TREER)

1 %5 H_20,000,000 1 24 E_20,000,000 4 34 H 18,400,000 [ & 58,400, 000 M

1. IROES

(1) D OFIEBME CRIFFRICH T A A ¥ —7 = vt (IFN) BRIETICEHEEICRAE L BEEZO T & 2o T 5,
(2) IFNFEFME D DI ORI Y A 7 FHHICE T AR T — Z TR HIERITS LU,

(8) IFNFERMED DI OBIEA T =X LT E A ESD > TV,

I. AIROEK. HREIhIHEE
(1) IENFEZEME D SIAORIEWE T2V RS 77 7/ 2 —ORFEE BN (BRI

frig el RE 2 b & LTERIEA I = X LD 2 BHY (GERERFZE)
(2) IPNFHEFNE D OIRFEAE Y 2 7 OFHIEDHESLIC KLV . BIRE R IARCHEIE OYIBT S FREIC 2 5 2 & 2817 (BRIRAFZD)
(3) FhEEEFMMREE & OBRE L B E L7z TN BV D W OE R TR - IBRIEE RS 5 2 & 281 (LR -
PR A ZE)

M. SEBOMERE

- IR

(DIFNa/BEIREET L~ U REZER L, 15 DTEIOFRICRIT 5 WE O BEEREEDOER ORI

(2) IFN a BEHIHF G2 L 0 R AT OBEIH L e = —n VORBOBAE L, BEICBITARESEY A NI
A VHEBERTTET A2 L, IFNB TIXZ DEANEREENS 2 & 23R

B)INa #BETAHALBEOI 7 u 7 Y THREMETAEZ L, RO ZhENHEIT2 /%1027 ) L oREBEEIC -
. IFNa BFERT 28D D178 - == — v UFAMS] - KEWETA A U EE2 2 TIEI XA L3 RE
WDFEEE (x—FEY M) PEG-INeBEEETAVEER L, 77T 475 7% BOVEITEIENELOBREICHERD

B) BEHET MIBWT, PEG-IFN o B 5IZ & A HEB RO = = — o U EAREOE T OB HIC K h

- WFFEHRAE (P BE—) - 27 e ) TITEB LNTENE IEN & 2 F L 275 LT 5 Toll 4552 IR 2N R fI R 5E DR 1
E ISR AR OGN BT 5 Z L AR T 5T — X G

+ WFZEATEE (FE3RE]) « IFNIZ L AR el ORI 2 KR EIE 72135 5 >EOFRIIFE 512 X 0 fEIE

- WHEEE (FEFSs) « iR I OPEEHERE & DL ORRERIZI 1T 5 ATP 38 L OY Sox21 DHERE % fiRiA

- WFFEHEE GEEYE) « IPN B EEHNIC 1T B M BDNF EDET & 9 D REOFE % 3% 5

© WFFEHEAE (PP - BB - BREE - SATES - B)IGER - BEE— - BEEE - N FHE)

(1) PEG-IFN/RBV ¥ 721 IFN B VA & HaAT S AL7E ST (2 10 Mizk) (2% L3 95 ek (B 302 9 /5 24 R E BDI-11)
EREIRIRTL (27 v S— JIEIRE R PSQL) Z2HE L, REFEEZ B B E%), 5 SBRBEICET LTI o
FOMEIRFEEN MBI T L5 &, ZNOOHEN IFNBFEEICB O TERWD & 25 H,

(2) TFN VAR &7 47z 250 41 (&M 15 fEsk) Wxt L. D OBICET 57 o — Nl (AR X)) % 5ifT.
WED IFNTERICE D 5 O LB &= 69 FIRT, 2 DIFERIE Lo 181 e xtg s LTH ) AU A NEE
fEAT (GWAS) Z3EHE L. MURMEER 5 ¥ 2 BE 3 2 Ak D& AH SNPs 2[RI

(3) L D FTH EAFFE 1656 HlR O AR EFFIETH DWEFIE LTZ 53 Flef L. 5 OWRE L OBEEMNSH S h
Tndte b=V T U AR—Z —BEFELEOMT 2T, BCEEEICRBIT A ME L DERP IR,

V. SBEZCNLHI-LHEE

(D > T 7 /0 T B ANT L7 IRNFBR MDD 5 DR R O s HIAIERERSE D A 1 = X 1 & £ D FBHEIC DWW T,
ERBEZ AW A RO
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(T A

(2) B & FFIRAE 112 >\ CRRIFEOREIT 258 T L. TIN5 510> 5 SIRBHED TTHENE & FOREIC T 0I5 7 & R
()% ) AU A REIERANT (GVAS) ROVE R b= BIEEE T SEMNTIC & 02 DT 5 -5 1o B % FTREME 0
HRBIBF LT DWW TSRS

(DEM%H% féﬂm#%@oof%r%ﬁ A LOFEBIZE Y | IFN FRME 5 It LER D887
BN AR - IR TEDARMERD D,

(2) IFN SRIEBRAA RN S DWBIE Y A7 OFmWBEZRHT 2 Z EBFHREE 20 . BHIA A X 0 BB R R LM
XEHILENRTE S,

) IFN TR 2 DIRTWIED NA VAT BEDORHIZE » T, FBEFICEBRBRRIRE AR T T A LN/ EE R,
EEREFENAE~OBEM b H/HTE B,

(DA TH LN D IFNFEM D SIRICET 2 AL, BEORESNEESEL2BEICEET IO RE2ALSMBE L
o TWABRNEME D DHEA~OBRENACE L TCLIEFICERZBERE R ZEXHFEENS,

ARAREOFR (RERHBX - HAFSA4> -2 =aF7ILE)
H2122$1§lﬂ¥%ﬁ%%‘ BATE, H3EEMANRRE . €788 T (NI 2EEIHESEE)
1) WFgeHsk

Sawada M, Kaneko N. Inada H, Wake H, Kato Y, Yanagawa Y, Kobayashi K, Nemoto T, Nabekura J, Sawamoto K. Sensory
input regulates spatial and subtype-specific patterns of neuronal turnover in the adult olfactory bulb. J Neurosci 31:11587-11596
2011,

Sawamoto, K., Hirota, Y., Alfaro-Cervello, C., Soriano-Navarro, M., He, X., Hayakawa-Yano, Y., Yamada, M., Hikishima, K.,
Tabata, H., Iwanami, A., Nakajima, K., Toyama, Y., Itoh, T., Alvarez-Buylla, A., Garcia-Verdugo, J.M., and Okano, H. Cellular
composition and organization of the subventricular zone and rostral migratory stream in the adult and neonatal common
marmoset brain. J Comp Neurol 519(4), 690-713, 2011.

Kaneko. N., Marin, O., Koike, M., Hirota, Y., Uchiyama, Y., Wu, J.Y., Lu, Q., Tessier-Lavigne, M., Alvarez-Buylla, A., Okano, H.,
Rubenstein, J.L., and Sawamoto. K. New Neurons Clear the Path of Astrocytic Processes for Their Rapid Migration in the Adult
Brain. Neuron 67, 213-223, 2010.

Ikeda, M., Hirota, Y., Sakaguchi, M., Yamada, O., Kida, Y.S., Ogura, T., Otsuka, T., Okano, H., and Sawamoto, K. Expression and
Proliferation-Promoting Role of Diversin in the Neuronally Committed Precursor Cells Migrating in the Adult Mouse Brain.
Stem Cells 28(11), 2017-26, 2010.

Hirota, Y., Meunier, A., Huang, S., Shimozawa, T., Yamada, O., Kida, Y.S., Inoue, M., Ito, T, Kato, H., Sakaguchi, M., Sunabori,
T., Nakaya, M.A., Nonaka, S., Ogura, T., Higuchi, H., Okano, H., Spassky, N., and Sawamoto, K. Planar polarity of multiciliated
ependymal cells involves the anterior migration of basal bodies regulated by non-muscle myosin IL. Development 137,
3037-3046, 2010.

Kojima, T., Hirota, Y., Ema, M., Takahashi, S., Miyoshi, I., Okano, H., and Sawamoto. K. Subventricular zone-derived neural
progenitor cells migrate along a blood vessel scaffold toward the post-stroke striatum. Stem Cells 28, 545-554, 2010._

Kaneko N, Sawamoto K. Adult neurogenesis and its alteration under pathological conditions. Neurosci Res 63(3), 155-64, 2009.

Mo EE (M)

1) WHgessk

Furukawa TA, Yoshimura R, Harai H, Imaizumi T, Takeuchi H, Kitamura T, Takahashi K. How many well vs unwell days can you
expect over 10 years, once you become depressed. Acta Psychiatr Scand 119: 290-297, 2009.

MEsEE (BREAN)

1) WrgEseR

Tanaka Y, Kurosaki M, Nishida N, Sugiyama M, Matsuura K, Sakamoto N, Enomoto N, Yatsuhashi H, Nishiguchi S, Hino K,
Hige S, Itoh Y, Tanaka E, Mochida S, Honda M, Hiasa Y, Koike A, Sugauchi F, Kaneko S, Izumi N, Tokunaga K, Mizokami M.
Genome-wide association study identified ITPA/DDRGK1 variants reflecting thrombocytopenia in pegylated interferon and
ribavirin therapy for chronic hepatitis C. Hum Mol Genet 20(17):3507-16, 2011.

s E (FREW)
1) Wrsesek
Kusakabe A, Tanaka Y, Inoue M, Kurbanov F, Tatematsu K, Nojiri S, Joh T, Tsugane S, Mizokami M. A population-based cohort
study for the risk factors of HCC among hepatitis B virus mono-infected subjects in Japan. J Gastroenterol. 46(1):117-24, 2011.
3) WHERRE D EE @ e BRIRE (FH LRIV A FI 14 5)
D OFF OB DSBS DIREED BIARE R L IREN AN KE)CTH VMR K7 ¥ — L O#EERNETH D, -8
BXYVBDI—-I1IREORMZEFEML TN ZENRIIFERICOLMN D,
mES#EE (BHE—)
1) WroesE

Nakamura Y, Ishida Y, Yamada T, Shimada S. Anticancer drug irinotecan inhibits homomeric 5-HT(3A) and heteromeric

5-HT(3AB) receptor responses. Biochem Biophys Res Commun. in press

>
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WS EE (R)IZER)
1) Wroesssk

AR BITHE— BERR, P R A REREOBM L ENS. = FTERA, ZA= FFERA FTEAL,
RCHTREPRIES: 14(5) « 437-442, 2009.

MESEE (SHHER)

1) Wrgesssk

EARRE, WA, S, (LERIL, YR, REAL, GHREE. SNHE. FRmE. ERITHE. SRS,
NEmE, JIEEE, BIEK, MRS, £5F8, UG, Rk, BRFHE, EEAKR, DRES. KAKE.
TINER, MR, EERE NS VYT n ARRICRBITARET 7t ADOWERICEY 2 SR L E T~
HITA & PR & 2% A e b DB~ [Tl 51(7) :348-360, 2010.

MRS EE (B HEE)

1) Wrgessx

Ito K, Higami K, Masaki N, Sugiyama M, Mukaide M, Saito H, Aoki Y, Sato Y, Imamura M, Murata K, Nomura H, Hige S,
Adachi H, Hino K, Yatsuhashi H, Orito E, Kani S, Tanaka Y, Mizokami M. The rs8099917 polymorphism, when determined
by a suitable genotyping method, is a better predictor for response to pegylated alpha interferon/ribavirin therapy in Japanese
patients than other single nucleotide polymorphisms associated with interleukin-28B. J Clin Microbiol. 49:1853-60, 2011.

2) FRHORE EEE DS K OV FE IR
[ CRUBPERFRICIR B R 2 TS 2 — LS BI(SNP)) Z[fILKE L LR THES

3) WIEREOEMZ® CBOREE (FEH LB XIIHA R4 %)

I CEUBMERFRIGHR D =& ¥ A ERL

2. CRBHRRICHNT DA F—T7 =0 RROBIER - G0HEEZ THIL, SEBEFICH L TLRLTENEDE WIS

TR TE S

mESEE (MEFRZ)

1) WrgEssk

Ishizuka K, Kamiya A, Oh EC, Kanki H, Sehadri S, Robinson J, Murdoch H, Dunlop AJ, Kubo KI, Furukori K, Huang B, Zeledon
M, Hayashi-Takagi A, Okano H, Nakajima K, Houslay MD, Katsanis N, Sawa A. :DISC1-dependent switch from progenitor
proliferation to migration in the developing cortex. Nature. 473(7345):92-96, 2011.

Sasaki E, Suemizu H, Shimada A, Hanazawa K, Oiwa R, Kamioka M, Sotomaru Y, Hirakawa R, Eto T, Shiozawa S, Maeda T, Ito
R, Kito C, Yagihashi C, Kawai K, Miyoshi H, Tanioka Y, Tamaoki N, Habu S, Okano H and Nomura T. : Efficient generation of
transgenic nonhuman primates using common marmoset embryos. Nature, 459(7246):523-527, 2009. (*H. Okano is the
corresponding author in this paper)

2) R EEME D BUS K OV R IR L

iR e A O TR ) RS - T AU A 11/704, 185, B#FES - BIFEE (2009.9.29), HEEA : 2k
ABEJERRE, (M) PEFESINRAVIERT. BME MRy, ROEME, BARMIE, T
s EE (FEHK—)

1) WrgEsER

Juliandi B., Abematsu M. & Nakashima K. Epigenetic regulation in neural stem cell differentiation. Dev Growth Differ 52,

493-504, 2010.

2) FnH9REEAE O BUE R OV FRIRIL

DR iR E Y & T B Soa, W ONC 6 OFI M) KR 2010-181449 RIS « EFE " - HHEEMT - DEK
— - HJIEA HEE20104E8 A 13 B

MELSEE (FWAE)

1) WrgEsesR

Espinosa-Jeffrey A., Hitoshi S., Zhao P., Awosika O., Agbo C., Olaniyan E., Garcia J., Valera R., Thomassian A., Chang-Wei R.,

Yamaguchi M., de Vellis J., Tkenaka K. Functional central nervous system myelin repair in an adult mouse model of demyelination

caused by proteolipid protein overexpression. J Neurosci Res 88: 1682-1694, 2010.

MELSEE (BEY)

1) WFEsEE

Kashem MA, Ummehany R, Ukai W, Hashimoto E, Saito T, Mcgregor IS, Matsumoto 1. Effects of typical (haloperidol) and
atypical (risperidone) antipsychotic agents on protein expression in rat neural stem cells. Neurochem Int 55(7):558-65, 2009.

MEHIE (BHNFHE)

1) Wroesssk

Nomura H, Miyagi Y, Tanimoto H, Yamashita N, Oohashi S, Nishiura S. Occurrence of clinical depression during combination

therapy with pegylated interferon alpha or natural human interferon beta plus ribavirin. Hepatol Res : 2011(in press).
3) MEREOENZ B UIBORRS (F5 LB XA R4 %)
BAIFR, CHRIFRIBEDTA T4 AMNEKIZEFE
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1) Kishimoto N, Shimizu K and Sawamoto. K. Neuronal regeneration in a zebrafish model of adult brain injury. Disease Models
Mechanisms in press

2) Yamane J, Ishibashi S, Sakaguchi M, Kuroiwa T, Kanemura Y, Nakamura M, Miyoshi H, Sawamoto K, Toyama Y, Mizusawa
H and Okano H. Transplantation of human neural stem/progenitor cells overexpressing Galectin-1 improves functional
recovery from focal brain ischemia in the Mongolian gerbil. Mol Brain 4:35, 2011.

3) Sawada M, Kaneko N, Inada H, Wake H, Kato Y, Yanagawa Y, Kobayashi K, Nemoto T, Nabekura J and Sawamoto K.
Sensory input regulates spatial and subtype-specific patterns of neuronal turnover in the adult olfactory bulb. J
Neurosci 31:11587-11596,2011.

4) Kishimoto N, Alfaro-Cervello C, Shimizu K, Asakawa K, Urasaki A, Nonaka S, Kawakami K, Garcia-Verdugo JM and
Sawamoto K. Migration of neuronal precursors from the telencephalic ventricular zone into the olfactory bulb in adult
zebrafish. J Comp Neurol 519:3549-3565, 2011.

5) Kato S, Aoyama M, Kakita H, Hida H, Kato I, Ito T, Goto T, Hussein MH, Sawamoto K and Togari H, Asai K. Endogenous
erythropoietin from astrocyte protects the oligodendrocyte precursor cell against hypoxic and reoxygenation injury. J
Neurosci Res 89:1566-1574, 2011.

6) Wang Y, Kaneko N, Asai N, Enomoto A, Isotani-Sakakibara M, Kato T, Asai M, Murakumo Y, Ota H, Hikita T, Namba T,
Kuroda K, Kaibuchi K, Ming GL, Song H, Sawamoto K and Takahashi M. Girdin is an intrinsic regulator of neuroblast
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