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FR20FE FASRBRBANEARER REHE

W % B 8 non-coding RNA &\ i 22884 C RIRT A M & 5 AT
BHES: H19-AFk—A4%-006
HRRKES - HLEX

1. REOES
(D) BERANZZWVCRFR T A 4 ZBEFH 1b BUIRB L Ty 2184 ¢ U2 T3 BE ot 22 i

ETIHEDENSH S0%HTETHY . BRENZL, FICLESLHEMEROSVBE TIREERO - HIC

ERPIEE L2 vy, FREBUEY 2F 0K 5 RAD B, L FBA 20,

(BYEIF 2 OMEAT L - i RAFEEZE, FFEICE D . BICHE CoR CHILEEMMBHICH 5,

I. FROEM. MEEhdRE

(1) BHEFEBORIENZHBENE~A 70 R BR 70 77 A L ERWT, RIE. Sbodim, 5%

DAH =X LFHENIT S,

(2) w4 7 o RNA ZF)H L= 20 CRITER o 2 84 C BT RIGMOFRSIZ AL+ 5,

@)U NV AOBEFR, WML, RE, 51, Fl, MENN, 2 2BEENoWRIZE LT —7—2

— F&EEORESL 2 AR L 15,

. 2 5MOBRRR

- EEFEH

(1) in vitro JYe-CRE L L7 HOV BB OBEZ in vive BRSO T EB 21772 - 7-

(2) 184 C RUNFJekllal 2 O TRIEEICOTREERI(F1-3) O~ 4 Z 0 RNA BB 70 7 7 A4 V%2 {ERE L 1=

(3) A8 —=7xpy YRE) AARMBEEOBRGNO A 70 RNA BB T a7 74 L2 ERL, #450
TOMPETFWMETHEIZ Lz,

- SPREFAEHE (OF 2 L)

(1) =4 70 RNADF —57 v MBUGRT 280 AL 7= b OB 1= 7MW 7 — L D ERk.

(2) Ao —T7zxor $A70RR) AFEIZBHED A 2 v RNABBREREFIRAL, Hio A L 2FO
IRFER A N = X LOMHT & . BB A L ATEME % ol ORIE,

- SRR (FEEFHE)

(1) <A 7 o RNA EBTH LN R OB,

(2) A 22—z tElL 7Y a2 HBaOER.
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V. 21 EEQORHE
(1) = Z 1 RNA ZFf L7 HoV #ERFE D=0 in vivo EROFEST

(2) BEBAOKRMBIZE CEIFRIGRMLE BIFL 724 ¥ —7 = 0 ViR T OR T

(3) M boM@E B L A b = LR, BEELEITRI L% HAY & U7 ls 7G50 8 0 72 o O i i
(4) P BACPFES 28 {m T ilORaEf T

V. TREEASOEMOE L

(1) A2 —7 0 BRDRETHNEZTHFLBEBAOBRIERICE B ESBIRTE, B
WEOHIMMY M TE D,

(2) HFRHECIREN D<A 7 0 RNA BB T 0 7 7 4 L& AW TEEN MR Rk, 2. HROE
e tHES,

vi. DL s HAFSA42-3=aFlL

(M F E#iE (EEHEE)

il

Murakami Y, Aly HH, Tajima A, Inoue I, and Shimotohno K. Regulation of the Hepatitis C Virus genome

replication by miR-199a*, Journal of Hepatology (in press)

PR

ML #IL, M Lk, T %9 . Aberrant expression of miR-224 has a potential for
hepatocarcinogenesis. %5 67 [a] H AR =2 il =

(2) M/ B (SrH e o)

Murakami Y, Aly HH, Tajima A, Inoue 1, and Shimotohno K. Regulation of the Hepatitis C Virus genome

replication by miR-199a%. Journal of Hepatology (in press)

Saigo K, Yoshida K, lkeda R, Sakamoto Y, Murakami Y, Urashima T, Asano T, Kenmochi T, Inoue I.
Integration of hepatitis B virus DNA into the myeloid/lymphoid or mixed-lineage leukemia (ML
gene and rearrangements of M.L4 in human hepatocellular carcinoma. Hum Mutar 29, 703-708, 2008,
(3) T 1dt 7 M8 (Sy4BEFEE)

Murakami Y, Aly HH, Tajima A, Inoue I, and Shimotohno K. Regulation of the Hepatitis C Virus genome

replication by miR-199a*. Journal of Hepatology (in press)

Zhang J, Yamada 0, Kawagishi K, Araki H, Yamacoka S, Hattori T, Shimotohno K. Human T-cell leukemia
virus type 1 Tax modulates interferon-alpha signal transduction through competitive usage of the
coactivator CBP/p300. Virology. 379(2):306-313, 2008

Noguchi T, Otsubaki T, Ando I, Ogura N, lkeda S, Shimotohno K. Isolation and gene analysis of
interferon alpha-resistant cell clones of the hepatitis C virus subgenome. Virology.

375(2) :424-432, 2008
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HOV (28875 L BMERT 2600 & PR ICE 0 fTREICRE T2,
ZO—EFETIToE KEETROF
HREP I B
TANARIET 25 —5 o bk
TAZORNMEHLPLELDHBERIETEL &

in vitro [Z7 A L ABBAMETE £, EX®AE

7 A N AR T- OBl
BEEF&IZEBWT in vitro TYAL L AD [ BEBAORMBIE L
WM AH#4 5~ 4 7 o RNA OFRE I RiGMREEL A B g L7
v U AR L  F#tEO 2V L S i A E—7 xu  EREHETRIO
“4 7 u RNA REEBRL T o7, v

BHERT R

B - 2 W R CONFRIGH
B : I ROMETRIEE 7 A A ABER & BEELORIEZ B LA D=2 4
HEMER»STR D, l figtr
JFBRME(LBS D 2 1 = X AARIA D 7= 8 MHE(CETTR L 2 B & L
1@PERT Je DAL ORI D W T-THHMEM 38 O 1= ¥ O 1 B i
VA 70 RNARBRT 0 77 A LOERE
A A OB 2 F L7

A B =7zt VA AR
PRBNO~A 2 o RNA R T 0 7 7 A LOERR

FFRE 5 4212 BIGR 1 2 s Tl
DIEHEM AT
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1995-1999 SR SZIE R KR F xR E R X FHR B

1999-2001 7 7 1 A[H L {f08 E S e AT

2004-2007 FHBKFTANVAGEF b bBATA L RFEHF

2007~ FWMRFERFREFHERBY ) LEF L5 —

O 27 XiE i1

1995-1999 S ZERKFAHBER— R 6, AREE= ME R

1999-2001 7 7 v AFENARPREFWIZEFT Christian Brechot, Patrizia Paterlini-Brechot

2004~ REKFOA LAHER FEIFME, WHKFEEMPTE I/ LRE, MK, TR

B MMt —, KEdRME GHFHE,

o

1995~ HBV %'/ LADEERIZTHAAZICISIT DR A I =X L OREHT

2004~ miRNA BER T 0 7 7 A M EROWABERTFHRBOMRE, FrlRM A A =X LOREHT, HCV R,

SR

. i TO

1. Murakami Y, Aly HH, Tajima A, Inoue I, and Shimotohno K. Regulation of the Hepatitis C Virus
genome replication by miR-199a*. Journal of Hepatology (in press)

2. Saigo K, Yoshida K, Ikeda R, Sakamoto Y, Murakami Y, Urashima T, Asano T, Kenmochi T, and Inoue
[. Integration of Hepatitis B Virus DNA into the Myeloid/Lymphoid or Mixed-Lineage Leukemia (HLL4)
Gene and Rearrangements of MLL4 in Human Hepatocellular Carcinoma, (in press) Human mutation

3. Toyoda H, Kumada T, Kaneoka Y, and Murakami Y. Impact of Hepatitis B Virus (HBV) X Gene Integration
in Liver Tissue on Hepatocellular Carcinoma Development in Serologically HBV-Negative Chronic
Hepatitis C Patients, Journal of Hepatology. 2008; 48: 43-50

4. Murakami Y, Yasuda T, Saigo K, Urashima T, Tovoda H, Okanoue T, and Shimotohno K Comprehensive
analysis of microRNA expression patterns in hepatocellular carcinoma and non-tumorous tissues.
Oncogene, 2006: 25: 2537-2545

5. Murakami Y, Saigo K, Takashima H, Minami M, Okanoue T, Brechot, C, and Paterlini-Brechot P. Large
scaled analysis of Hepatitis B Virus (HBV) DNA integration in HBV-related hepatocel lula carcinomas
(HCC). Gut. 2005: 54: 1162-1168

6. Paterlini-Brechot P, Saigo K, Murakami Y, Chami M, Gozuacik D, Mugnier C, Lagorce D, Brechot
C. Hepatitis B virus-related insertional mutagenesis occurs freguently in human liver cancers
and recurrently targets human telomerase gene. Oncogene, 2003 ; 22: 3911-6.

LR

CRIFR 7 A N ADOBRAE BT S~ 4 7 aRNA $5W2007-91723 (H19-3-30) FasBpHiaE, # L it
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Mk (2£BH)

FRL20 £ HFAFRBRANRARER RERE

&l#%ﬂwmﬁ_koo7

HAARRE : _ HK_#£X

1. HEOES

(DA NAEIFRE2ERE LEFRAORBREL FRICEAEEAEML TS

(2) 7 A AR E OFFRALDORED A D= XABRRHTH Y . TEHENRESL LT 20
(3) 25 A I X [E]AY « ZEMIIC 2 RMEZ R L, B - R 2RI 2SS L Tuhvin

I. HROEK, BFESNORR

(DIFR DA e ADHIA < 4 A ORI L 545 IR B
()FF23 A D 53 THNE D MFRNIREHT & BTSN~ — B — - IGBEO MR
BYIFHS A DRIEHEDOAFIA & FFIEINIL 2 B HE L7205 A RFETEIR I OYESE

m. 25MOMERRE

- PRI R

(1) D3 Azt 2 BARIRIE IR O 7 2 2230 | b L TaGalCer 23T A = L 28 (F)
(2) 1 %Y IFN 45 NK #ifaZ 9 L= S AGFEC R TdH 5 2 L A0 (H)

(3) MICA Zrils P ETRYE D & 2 FER OB 2 R ()

(4) CHRUNF izt 1T D BERMIREDIS T A 1 = XL % Tol | Bk Lt 7 # —@ B O 2> S AR (4K)
s W

(1) HCV = 7 B 00 SPP {2 X 24 i e 2- gl (ki)

(2) HeV a7z L ANFIEIGE, BAAICIEIT 5 PA2SYIC L A5 MRO & O (125)

(3) HoV =2 7R IS L AIET RN A 7 0 7 A4 — ARRHT I L 0 SR ARET (2]Nith)

(DHV aTIZL b2 b= FY THRIENEICHS TS 7 o EF - OEROME (/Nd)

(5) HBY preSl (Z#GT A ER FoEHomE (Em)

(6) il 7 o 7 A — LRI L VTSR ABEOBM~—h—L LT Ca 7772y hERE (HF)
(7) RIEMERDVANCBT LA AT T 7 FE L OBHOBH (H5)

(8) A ABEITIIT 5 HLA-A24 Wit 5 h— 7 4 [FE ()

(9) FBAIZEITAHCTL = h—7 L LTMRP31 OEROHI (thi)
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BE (28R

(10) 1 B IFN (2 & 0 BRI - & 5 RSB BT 5 2 L 2/ (EH)

(11) HFAAABE BV TAERMICA BN L TEVREICLVETFT 5 Z L 4M8 (115
(12) HFAS A &0 MICA D43 ADAN 7 7 2 U —EANMEET 5 Z L z2FRE (1TH)

(13) A ABE BV THEE T Mla A mmL Tn 5 2 L2/ (5

V. 21 £EORE

(1) HoV B opksr L A A BT A a7 B O ERA2MAT S

(2) HCV 1BYei= & AMIET R OGN 2B M8 O b Lo, k2 e+ 5

(3) HBV Mz b U — A AEH] L. HBV BSOS L B A D A = X LEMHT S
(4) FHEOBHEAIL L RAVANCBT A AT AT I/ FE L OBEELZRATS

(B5) DS AAZHT B CTL=E b—7TOREEMA L, ~7F FiEWEEZMHET2

(6) MICA %y 28809 & LI-F S A EREEMET S

(1) RFZEAAITIIT HHIHME T Mo ERALWHT5

(8) fFAS Al st DM L 72 2 230 FofFRIERREEMET S

V. TEEE~ORBRODATHENE

(1) FFRASAD A A= ALDRH S, BEARHEO PHiEG R TE DAL H S
(2) A0 BRI ~— 2 —RHRB Eh AA[EERH S

(3) BFds A O RISHIEAAEH S, BrllOREBRKIESMR SN2 TREE 5 S
V. APFRORRE (REBRX - HA K542 - T=aF7LE)

(1) Jinushi M, Takehara T, Tatsumi T, Yamaguchi S, Sakamori R, Hiramatsu N, Kanto T, Ohkawa K,
Hayashi N. Natural killer cell and hepatic cell interaction via NKG2A leads to dendritic cell-mediated
induction of CD4+ CD25+ T cells with PD-1-dependent regulatory activities. Immunology 120: 73-82,
2007. 2) Takehara T, Uemura A, Tatsumi T, Suzuki T, Kimura R, Shiotani A, Ohkawa K, Kanto T,
Hiramatsu N, Hayashi N. Natural killer cell-mediated ablation of metastatic liver tumors by
hydrodynamic injection of IFNo« gene to mice. Int J Cancer 120: 1252-1260, 2007. 3) Tatsumi T,
Takehara T, Yamaguchi S, Sasakawa A, Sakamori R, Ohkawa K, Kohga K, Uemura A, Hayashi N.
Intrahepatic delivery of «-galactosylceramide-pulsed dendritic cells suppresses liver tumor.
Hepatology 45: 22-30, 2007. 4) Miyatake H, Kanto T, Inoue M, Sakakibara M, Kaimori A, Yakushijin
T, Itose |, Miyazaki M, Kuzushita N, Hiramatsu N, Takehara T, Kasahara A, Hayashi N. Impaired ability
of interferon-alpha-primed dendritic cells to stimulate Thi-type CD4 T-cell response in chronic
hepatitis C virus infection. J Viral Hepat 14: 404-412, 2007. 5) Tatsumi T, Takehara T, Yamaguchi S,
Sasakawa A, Miyagi T, Jinushi M, Sakamori R, Kohga K, Uemura A, Ohkawa K, Storkus WJ, Hayashi
N. Injection of IL-12 gene-transduced dendritic cells into mouse liver tumor lesions activates both
innate and acquired immunity. Gene Ther 14: 863-871, 2007. 6) Itose |, Kanto T, Inoue M, Miyazaki
M, Miyatake H, Sakakibara M, Yakushijin T, Oze T, Hiramatsu N, Takehara T, Kasahara A, Katayama
K, Kato M, Hayashi N. Involvement of dendritic cell frequency and function in virological relapse in
pegylated interferon-alpha and ribavirin therapy for chronic hepatitis C patients. J Med Virol 79:
511-521, 2007. 7) Yamaguchi S, Tatsumi T, Takehara T, Sakamori R, Uemura A, Mizushima T,
Ohkawa K, Storkus WJ, Hayashi N. Immunotherapy of murine colon cancer using receptor tyrosine
kinase EphA2-derived peptide-pulsed dendritic cell vaccines. Cancer 110: 1469-1477, 2007. 8) Ae
T., Kaname Y., Hamamoto |., Tsuda Y., Wen X., Taguwa S., Moriishi K., Takeuchi O., Kawai T., Kanto
T., Hayashi N., Akira S., and Matsuura Y. Hepatitis C Virus Nonstructural Protein 5A Modulates
TLR-MyD88-Dependent Signaling Pathway in the Macrophage Cell Lines. J Virol, 2007, 81,
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8953-8966. 7) Kanmura S, Uto H, Kusumoto K, Ishida Y, Hasuike S, Nagata K, Hayashi K, Ido A,
Stuver SO, Tsubouchi H. Early diagnosis potential for hepatocellular carcinoma using the SELDI
ProteinChip system. Hepatology 2007; 45: 948-56. 8) Tsuchiyama T, Nakamoto Y, Sakai Y,
Marukawa Y, Kitahara M, Mukaida N and Kaneko S: Prolonged, NK cell-mediated antitumor effects of
suicide gene therapy combined with monocyte chemoattractant protein-1 against hepatocellular
carcinoma. J. Immunol. 178: 574-583, 2007. 9) Miyazaki M, Kanto T, Inoue M, ltose |, Miyatake H,
Sakakibara M, Yakushijin T, Kakita N, Hiramatsu N, Takehara T, Kasahara A, Hayashi N. Impaired
cytokine response in myeloid dendritic cells in chronic hepatitis C virus infection regardless of
enhanced expression of Toll-ike receptors and retinoic acid inducible gene-l. J Med Virol
80:980-988, 2008. 10) Yamaguchi S, Tatsumi T, Takehara T, Sasakawa A, Hikita H, Kohga K, Uemura
A, Sakamori R, Ohkawa K, Havashi N. Dendritic cell-based vaccines suppress metastatic liver tumor
via activation of local innate and acquired immunity. Cancer Immunol Immunother 57: 1861-1869,
2008. 11) Tanaka H, Imai Y, Hiramatsu N, Ito Y, Imanaka K, Oshita M, Hijioka T, Katayama K,
Yabuuchi |, Yoshihara H, Inoue A, Kato M, Takehara T, Tamura S, Kasahara A, Hayashi N, Tsukuma
H. Declining incidence of hepatocellular carcinoma in Osaka, Japan, from 1990 to 2003. Ann Intern
Med 148: 820-826, 2008. 12) Kohga K, Takehara T, Tatsumi T, Ohkawa K, Miyagi T, Hiramatsu N,
Kanto T, Kasugai T, Katayama K, Kato M, Hayashi N. Serum levels of soluble MHC class I-related
chain A in patients with chronic liver diseases and the changes during transcatheter arterial
embolization for hepatocellular carcinoma. Cancer Sci 99 1643-1649, 2008. 13) Tatsumi T, Takehara
I, Yamaguchi S, Sasakawa A, Yamamoto M, Fuijita Y, Miyagi T, Ohkawa K, Havashi N. Decreased
expressions of CD1d molecule on liver dendritic cells in subcutaneous tumor bearing mice. J Hepatol
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