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FEAM A IC B W T, MIEN Y 7 T RO RF REHE R B b TR Y, D%y
%*%*%@ﬁglﬁﬁ%‘fgﬁiﬁlﬂ% WCEHEEEEZEZOND, Pigment epithelial derived factor

(PEDF) 1L i M fast LR LD WS DMK EBR L LT/ r—=0 7 SR,
:ﬂif“ . MR ORESCHIbEREIE 571 T/ <. nuclear factor—kappa B

(NF-kB) Z I L7=H7 A b — 3 AAE | MLE B AR 72 & RF R RS o0 6 E & 8 il 12 BY
B3 Dk % 2N > 7 F A OEEAGICEE T 2 F R HRE SN TWD, KUFZED B B9IEAT
AR 235 1F D PEDF OZAL Z R T2 & & HIT. 2D FHEMIZE S\ Hi-igE A b
TTV—ERETLZETH D,

5% 2% 1T A AR © & % SK-HEP1, HLF, PLC/PRF5, Huh-7, Hep3B, HepG2, OUMS—29 % ZEHk
WCHWZ, F72, IFEiEH BT OIERIT 2 1T S 72 B3F L0 | RS X OFE
#fk A £ L. PEDF O3B A2 st L7-, PEDF ®IEH L PT-PCR, fEfikibs. 14/ 7
o hEE, ELISAEIC TSI L7, £7-. PEDF O#HE % gene knock down {EIZ THET L 7=,

Huh-7. Hep3B. HepG2, OUMS—29 #H (2 35\ T PEDFmRNA 3R F& Bl % 2 7=, PEDFmRNA O
FEHL & [FERIC Huh=7, Hep3B, HepG2, OUMS-29 |Z CTHHEAEE T PEDF DI ELNFE S LT,
% 72 Huh-7 . Hep3B.,HepG2 | T 538 ik H1 ~ D PEDF D 43 338 %D & A1 7=, OUMS—29 {% PEDFmRNA
B L ORI PEDF DR B & IO b2y, K3 EiEHIZ PEDF O 3 WA O b e
Mo,

b b O PEDFmRNA O FE BT IEHE T & bl U CILHE A FR 7=, PEDFmRNA O3 Bl & [A]
FRICWD T L OREFNC I T b IR 0O PEDF FEEBLIZ IR & bl U CIHE L T uh7e, i
LT T PEDF OMIIANAi Z fit Lz & 2 A, R O IF M CIEe% 2 PEDF O 38 BL A
Wb LA, — . A TIT AN C PEDF O R BLARD STz, I B o fiE PEDF
BEIHEZAEFLTCOARVWVHFEEZRFICHERFREICAMB L=, £z, LitlmBs
D D HARTETR R NG b 1L 72 A TIXIR MR % O MLfF PEDF IR EE XA BICHAD L Tz,

PEDF D #HE % gene knock down VEIZ THFT L 72, siRNAIZ T PEDF % / v 7 X o v L7 #l
Jalx/ v 7 B LT nfiials L= > b — L siRNA (Z CHALEE L 7=/ & beife L €
BEICT A=V R ZTMBEAHEMNL T\ e, RO S THMAN O Basal cell
lymphoma—extra large (Bel-xL) OFRILIIIE T 2RO -,

PEDF (I WEHTH L Z b ENMIEO D> Thir~vru 7y —JIC KT THEE
Mt L7z, PEDF &#~7 17 7 — VR MEETH D RAWHMIE OB & EIFICINT 5 &

TNF- o mRNA 38 X OV INF- o DO £33 EyE~O 3 W N A B & iz,

AW X0 T EEMIRIC B W T PEDF IXEFE B L TWD Z LW B2 & 72 o 7o, i il e
{281 % PEDF 1ZHL7 AW b — 2 H & | Kuppfer B0 o> HLIE S 2 5 A2 #0H) U . 5 s f jo 5
FEIZ X O ARRBREA 720 2 R E Lz, YL EX Y | PEDFIEMABIN > 7 F L DIENE

bzt 507 ThY ZOMENIIFEIBROMIZ/LA N T T V=L 55EF2bN5,
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MR B HR K5 KA FFHRE SR > 7 ) A AT
=R RS aR N R

T IE {2 I # K PR JHF e FB A DR R 7 — & AT
HILZRNE Y #HR

S — UN - N AP PEDF o £ B fiF A1
Bl R o R 1L 5 DFIE IR BB - TR PR HERRR

& EZ R R 7 [ o 500 B U8 s Bt Gene knock down JEIZ K B fi##HT
2 2R ENR 7 —  ERIREED ALY R EER

Jilm 75 UN P N AP PEDF 0 %% HiLfif 7
THAL R B WAL GRAT

ATE E ] H A A R IR ATF SR T NF-Kb 38 L QY7 R b — v A fiRHr

HEgR R

[. BFEER

BIE, ARMICE W TIFMIamEEERITFEM 3 TAZB L TCEY, IFREEMRIEZHBE L
BT IBRIE OB N BB CTh 5, FMlEICs VT, ANy 7 F U ARED B 72 IE
PAERFRO LN TEY, 205 FHEEOMHAPNIREERIKICERE EEZEX 5D, FREORK
RICE, CRIFR YA NVA BRIFR DA VA, T a—v, TV a— LVEEPEITF %%
MEFT LN, WTILOREIZE N TH I ORIED X T v FIIEH T A F— X
BEAE S | R O HFE 5B D X 7 v I M E B AEE N E LS B LT D (El-Serag
HB et al. Gastroenterology. 2007;132:2557-76),

Pigment epithelial derived factor (PEDF) (X, T4 LR XV 5 S5 phik
FHERNTFLLTZr—=r 2787 (Tombran-Tink J et al. Exp Eye Res. 1991;53:411-4),
Z AV E TIT PEDF [T ML D sl B0 0 b 2 R & %5 721 T72 < \nuclear factor—kappa
B (NF-kB) Z /T L CH T R =T AR EZETHZENMESNL TS (Yabe T et al. J
Biol Chem. 2001;276:43313-9), £ 7=. PEDF % vascular endothelial growth factor (VEGF)
REOMEFREICE DL AR FIZHPL L., angiostatin DK 2 i, endostatin DK 75 L
S BRI e i T A HIVER 2 A 9 5 (Tombran-Tink J. Front Biosci. 2005;10:2131-49),
ZDOX ST PEDFIZ L OMRELZ AT TR, ZFOEBITFHM TR LEZ WV L b,
MR gE O R . I, BB ~OB 5N RBR I D,

ZNETIT, FRx RIEFIZI VT PEDF O BB RFT ST\ 5, MR AFE Tl PEDF
NERHLTEBY, 2~ AL N HE SN TWAH 2 (Tsuru M et al. Kurume Med J.
2005;52:81-7), WM CTix PEDF ORBMNK FT 2 2 & T, MEFHENTTEL, THIA
R EINTUVWD (Uehara H et al. Cancer Res. 2004;64:3533-7), Z ®D X
1T, FAEIZ LD PEDF ORI RS, b MFEIZH T 5 PEDF O R BT Z £ TICHh
AEn TR,

AT O B BT AFAIRRE IZ I W T2 22 v 7 VB 2 i 9 5 PEDF O£k % fif B 3
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HEEBIT, ZOGFHEMIENC K DRI OB - RIGRA T TV —Emat+ 52 &
Th o,

0. #FEGHE S KOk E ik

JHT 8 1 fed

5% 2% AT AR RR © 4 % SK-HEP1. HLF, PLC/PRF5, Huh-7. Hep3B. HepG2. OUMS-29 % 10%
FMiEEX=v IV VBLOA N T v~ A %5 HT 5 Dulbecco’ s modified

Eagle’ s E&BRIZTHEE L., SHEERICH W,

b b T A

KK R F ML B 2K E . HEiREERICARBERNEZ 5 5REOH G BE
54 K0, JFEMMRS X ORISR Z IR L7, IR LCEBIEEEERICHNWD T
-80CIZ THRAFE L T2,

Reverse Transcription Polymerase Chain Reaction (RT-PCR)

TRIzol (A ' Em k¥ =1 Carlsbad, CA) IZ XV &FFfMAARES U< iTe MFmAER.
FEREEBALAL L0 8 RNA Z i L7z, 500 ng O RNA Z2 W85G SO FEE & L THW,
SuperScript III RT-PCR system (f > EFua h¥=r) &b FPEDF 774 ~—%H LIkt
b beta—actin 77 A4 < — (Promega, Madison, WI) IZC PCR #1T- 7=,

S L kAL

FRPEMRAME S L <id e MAFREMLAR ., FER AL 2 W PEDF 126 - 2 $0 e ik b o & it
TLTc, A2 =M THIE S U< I3k a BER. U o ekl B /KIS T L.
bt h PEDF X9 AF /7 a2 ) — LK (Chemicon, Temecula, CA) % VU L lEkef A= P&
AKIZT 1500 1AL, — Bk & LCTHIV 72, PEDF D% HLIZEE R PLiR LR K OOk HiL iR
BT TR LT,

AL/ 780y ik
B Mk OB E RIS L <Iid b b AT ALk FE S ALk 2 vy PEDF (I2XE 95 A &/
Ty MEZFITLIZ. A7V RV ERRE O gx 2- ANV by ) — L&z
RTZ Vg T R Y A (SDS) Ny 77— L, BRIUKEIRICOBEL -2 X7 H
Polyvinylidenedifluoride fEIZEEE L 7=, & b PEDFIZXI4 % 2 FEFH DO HIIA (Chemicon)
(Transgenic, AEAR, HAR) %\ T PEDF ORI & E R L7,

Enzyme—-Linked ImmunoSorbent Assay (ELISA)
t hIfiif PEDF #E R L. BE#R (Yamagishi S et al. J Clin Endocrinol Metab.
2006;91:2447-50) ZHEVN ELISAIZ CTHIE L7,

Gene knock down 3£
& FE T 9 A0 B Bk @ PEDF 315 1% short—interfering RNA (siRNA) —siPORT NeoFX
- 4 -




complexes (Ambion, Austin, TX) 2T knockdown L7-, £ EEr = & |Z PEDF #&{5 ¥ knock
down % PCR |Z THEFRT . 50%LA TIZ knock down R TWA WA H T,

T IR b — 3 A Assay
T IR h—3 A% Cell Death Detection ELISA kit (Roche Diagnostics K. K., BRI, H
AR) #HWTHEF L,

JHE 98 A A AR (2 5 1T D PEDF 0 & 5

Bk 2 72 TP AR AR 12 F8 U TIZ 38 W T PEDFmRNA D 38 8l A4 RT-PCR 12 THiEf L7z, Huh-7,
Hep3B., HepG2, OUMS-29 #fifd(Z C PEDFmRNA 5% Bl %2 58 8 7=, PLC/PRF/5 {Z % PEDFmRNA
DI B AR 723, HLF, SK-Hepl {23\ T X PEDFmRNA O 3 B 13 fth o> i ol Bk 12 bb i L C 3%
ZIEHBH LTV (K1),

- T8 F T ik O B PN "C @ PEDF 38 Bl % S MLk AL 5212 TR L 72z, PEDFmRNA O %%
B L 13 IF A EEIZ Huh=7, Hep3B. HepG2., OUMS-29. PLC/PRF/5 {2 C#llid & T PEDF o F B8
RO BT, —J. HLF, SK-Hepl IZHB W TIL PEDF OB ITR D e no7 (K1),

A i FEAS RS BRI TKFR

BRI A 24 RefHl 548 L K5 & b
W BT WS & AUTs PEDF % A A/ FFEfERaRRIZ & 1+ HPEDFD F IR
Ty T 4 ZIEISTRE LT, mRNA 5 #ERER
A AEL A PEDF o> F& 8L & [ 412 Huh-7, OUMS-29 ++ -~ S
Hep3B, HepG2 (& THEE K ~D HepG2 - ++ ++
PEDF 043 W6 23385 & 4, HLF, Hep3B ++ ++ dLa
SK-Hep1 {2 35\ C 1% PEDF D4y Ws 1 Huh7 Sear wra ++
W BRI T, 0UMS—29 | RECEERS + + et
PEDFmRNA #5 & O KLY PEDF 0> % L = - =

I ; SK-Hep1 + = -
Bz, B LG
HZ PEDF D43 WAERER O B v 72 7
o7z (K1), 1. AFEAFE KIS 5 PEDF O FE 5

b MR RERIC B 1) D PEDE D fs & B
HepG2 #BHARE > PEDF ¢DNA [Z1E % & ~ PEDF cDNA O g s FELF & 99% L EoAEFEIMEZRZH L T
W,

R B F (28T 5 PEDF O % B
tFﬁﬁﬁﬁki@%n_M%Té#ﬁ%ﬁﬁ%%wfPWMMA®%ﬁ%RFWRKT
Bt Lz WIS BINC 35\ C b 4§ 0> PEDFmRNA 0 %6 51I% 348 {5 & PEDFmRNA 0 %6 5 &
bl LT 2 R T,
b MRS X Ve B RS D IR ARk 2 W T PEDF ORBLA A L) T r v T
.5-




4 ¥ B TTRRE L2, PEDFmRNA O3 EL & IR IZ W3 AL D SE B 38\ T b iF 5 @ PEDF
FEBUTIE I O R B L e L CILiE L Tz,

b bR R d K OVE AL BB T 2 FE i SRR AR A W T E ML 712 K PEDF O
MR PN FE BN & Biat U7z, FEJEER O AT M T3 &% (2 PEDF O BB NRB D bz, —J7, il
Bl CIIAMAE (2 PEDF O R BLNFR O b Tz,

JiT e A8 E O LT PEDF i £ 4 ELISA I CTHIE L7z, NF A o i PEDF 3 I3 THE 2 &
OF LT e W PR ZS /835 o f 7 PEDF JREICH A RICEME CTh o7z, 72, HFEORIBIR
WG DT BFE TIRVR IR % O IfiE PEDF IR I A EIZEA LT,

PEDF o #fl i B8 5l D Fe | F 9~ 5 28
PEDF o J e il B o> HE FiE (2

RETREEZRHT 2720 Effect of PEDF K.D. on Cell Proliferation
siRNA (10 nM) 2 & » PEDF
w7 Xy L, Mo Hep3B Huh7 HepG2

AL & MiFt L 72, Hep3B, Huh-7,
HepG2 374 o T3 il fal 1 12
BUWTH PEDF /) v 7 &7
% 48 FFM b L < 1% 72 FEfH

100 - T J) S—
80 | 80
60 &0
[ w0t a0
20 20
o b

@48hr
Yof control

23228 -uMszZEE

s B wf & i
YN SINE G 1] F N (e S 3 I I I:: I I I :

@ §- 20 20 |
ﬁm\&bfib)/)fco if:\ SIRNA ) 0 10 20 ' 0 10 20 : .0 .10. 20

=R =,

O)E&’é‘%%i‘mi (20 nM) LT siRNA (nM) SIRNA (nM) siRNA (nM)
b MR E S B IR D 2R o
= (K¥2), [ 2 PEDF / w 7 & %7 o Ol #5812 R\ F 3 e

PEDF O 7 R b — 2 A KT T %

PEDF O T AN b =V R RIFTHBERET D720, DT b T 2 2 BERBIZHML .,
HepG2 AHARIZ 7 AR h— L A& FHFE L7z, siRNAIZCTPEDF &2/ v o7 ¥ o v LMz v 7
Aoy L TRVl L2 hr—) L siRNA I CAEE L7= Ml & ik L CHEILT A
b= 2 & T MR ZLD T,

TR b= RN G2 M 5 - & [RRR O S I THRRES L7z, pb3. U B Ak pb3. Akt
U el Akt, survivin, B—cell lymphoma 2 (Bcl-2), Bcl-2-associated X protein (Bax)
WA B REALILFE D 20y > 7273, Basal cell lymphoma—extra large (Bel-xL) 1XFE DK
T,

PEDF D~ 7 v 7 7 — VI RIFT
PEDF (I WEHATHDHZ D EHMaD —2>Thoir~vr/n 77 —JICB LT TR
BRI LTz, ~7 a7 7y —UHEKERW OBERBRICVFRRI Y v T4 RERNT 52 L
WX D RAWAHAIZ INF-a Z X L& LA DY A A 2T 52 ERmbhTwn
%, PEDF Z 33 FISIZHM L, tumor necrosis factor (TNF) -, transforming growth
factor (TGF) — B, interferon (IFN) —v, interleukine (IL) -12 ®i&E{s 21k % RT-PCR
-6 -




\Z CHAffi L7=, PEDF X LPSIZ Xk % INF-a B LN TCF-8 O ElsFI3B| A2 E4ICIEH Lz,
X 512, Kuppfer fifa D TNF- o« 2y W EEIZ A EI2HE ST,

V. B%

AWFIEIC L0 Z < OMFEMIREZ T T2 < b MFEMRIZIS W TS PEDFIXEFE I L T
WHZERHBMNEIR ST, PEDF 2 ) v 7 X7 2 LTcHIfd Tl Bel-xL OFBBPIK T LT
RNE—VRAEZEREmE ST Z &b JFEMRIZIT 5 PEDF IXHLT RN h—v AR %2 H
THZEMHEEEIND, £ PEDFIE~ 27 1 7 7 — DMk D & O INF- o 23 W% HiEl L 7=
Z &5, PEDF 1% Kuppfer i & o0 HUME IS 20 5 2 #0 ] U s M B A ic L 0 AR 7R BRiE &
LT EEZILND, LEDOFE LY | PEDF IXHMIEANS 7 F LI EZH S 5+ TH Y
ZOMENIFEIGRHOF I A N T T V=720 5 5,

PEDF OB BUIZ N E CTRWAEICL > TR ZEBRREIN TS (Tsuru M et al.
Kurume Med J. 2005;52:81-7, Uehara H et al. Cancer Res. 2004;64:3533-7), Z D7
Fe 2 V3 ER & 72 77 A B K & VN C PEDF O BL & 5T L 72, IR 2 MEES; Td v | PEDF
IR e mEHAMEIERN 2/ 9 2 &5 (Tombran-Tink J. Front Biosci.
2005;10:2131-49) . Frx 1L, HU¥ [HFEMEE CTIX PEDF OBBIZK T LTS, )
Witz 7=CTl, L L, Z< OFBEHEKICEHS W CTPEDF IXEBEE L CB Y, BHRERPICYH
DWRFD AT, FFEMALD PEDFCDNA Z T L CTH D L2 DY — 7 = 2 AL 99%LL E
I PEDFcDNA & MHFEIMEZ A LTz, LA E XY | PR Cik PEDF 2 A, L, £
D PEDF XA L DOREEZH T 5 Z LRIz,

B ik, FEEIBR B A9 TR S V7o PR AR AR & 2 I B2 3 2 FR Ak 2 v C
AL TayT 4 7RI OREMEALTIZ T PEDF BB A L7, W hoFikIcE
WTH I T PEDF I3 BL L T e, E£7o, B3 Mg %2 H T ELISA %12 T PEDF i £
ZRE LI E A FHBEE CIEEZA L7 WIFEE A B2 T iE PEDF B XA &
\ZEE T o 7o, TR MR % CIEIMIE PEDF IR IX A B IR T L7c 2 & 2 b Tl e i o 53 Wk
3% PEDF (L1 i% PEDF I IC KM S N5 HARB Sz, X0, FF@MREREE,. &
AP ARIZ BV TS PEDF IZEBE L TWDH Z ERW BN E R 5T,

PEDF XM AR A B G-+ 50 E B EH A2 "3 Z &7 5 (Pignolo RJ et al. J Cell
Physiol. 2003;195:12-20), PEDF Ol sz LI T B2 MF L1z, /E A OHKR
AFT OB, BRI Z—4 v My T (PEDF) Z2WNT 5 HEN BRI TH 528, 56
T2 O WM ER X PEDF Z 55 B P IC oW T 2 FENEDOFERI VAL N LR o7,
HIS | PEDF % B5#IRACIRINT 2 T Tid PEDF 2585 & 72 > T L £ WM E O PEDF ©
EETERICOWTORFMNVPEELEZEX 5D, £ 2T, Fx L siRNA & AT PEDF 1R
FE ) I E T DL TR KT T B 2 ME L7, siRNA (2T PEDF % /
I BT BT HOMBEIL ) v 7 X0 BT DR o TR & b U CEEAL 221X
RO hoTo, SFEOMFRMEK T LM 21T o722, BRITTXTHEEETH 72, L
&Y PEDF OfEIEICH T 2EEIZZ LNEBZIBND,

PEDF IXZHEHE 0 T CH LT T, L7 A h—T Z{Ef (Yabe T et al. J Biol Chem.
2001;276:43313-9) B LT AR F— AFE/EM (Ho TC et al. Mol Immunol.

2008;45:898-909) L WO MK T AHIEHANHRESINTEY , ZOEHITMEFEIC L > TR
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%, €I T, HAIXPEDF OfFEMIAT R b — T A RIFTEEELRF L, PEDF %/ v
AT LTERIRTIER, v 7 T w2 fTo TR0l ki L, BT Ttk
LT RN —VAOFERMEMERBD -, /2. L7 K b=V A5 TH 5 Bel-xL OFIHL
FRFICIR T 28O, LEORKR I FEMmatkicdsid 5 PEDF 1% Bel-xL DI ELIZ B 5
L. i7 R b= 2l zAT2LB526N5%,

PEDF (X3 W E A TH 0 | FEAMARIC ) LIIRIEMER 2 8otk x i B2 b3 2 &0
WEINTWS (Wang JJ et al. Am J Physiol Renal Physiol. 2008;294:F1166-73), JF
BUREE X~ 27 17 7 — V%O Kuppfer MIIA/EIE L, INF-a 40 & L TERA 224 |k
A EFW UM EEZ RIET, 22 C, AL PEDF O~ 7 v 7 7 — YV RV A
NHAVEARICKRIETEREEZRH LIz, PEDF 2~7 07 7 — V% RAVHIE O K& LigIC
W9 % & INF- amRNA B8 X OV INF- o D EiE~OQWNHEBEICHH Sz, Zok%R
X0 HFEMIE D533 % PEDF X Kuppfer fllie o> HUAE 55 200 5 2 Bl U JH 98 M0 e 18 3 1 &
DHERZREY IO T I ENRBINT,

ARBFFENZ & 0 PR AR IZ 3V T PEDF (T @ FEBLL TW D Z &R L& e o 7o, 1T Mg
Z¥F D PEDF IZHLT AR h— 2R & | Kuppfer #fd O HUIE IS 2h B 4 Hdi U, e He e 1
FEIZ LV ARIRREZ LD ENRBINT, LEOFEX DY | PEDF TN 7o
EHEARZ D 5+ Th Y Z0MENIIFEIRRO TR AN T T V=720 ) HFENRES
nie,

V. WFEECR DI

1. Tkeda M, Fujiyama S, Tanaka M, Sata M, Ide T, Yatsuhashi H, Watanabe H. Risk
factors for development of hepatocellular carcinoma in patients with chronic
hepatitis C after sustained response to interferon. Journal of Gastroenterology
40:148-156, 2005

2. Takedatsu H, Yoshimoto K, Okamura T, Yakushiji K, Imamura R, Hashiguchi M, Seki
R, Obata Y, Harada M, Yamada A, Yamana H, Sata M, Itoh K. Immunological evaluation
of vaccination of peptides derived from epithelial cancer-related antigens in
two patients with hematological malignancy. International Journal of Oncology
26:1605-1612, 2005

3. Kawaguchi T, Nagao Y, Tanaka K, Ide T, Harada M, Kumashiro R, Sata M. Causal
relationship between hepatitis C virus core and the development of type 2 diabetes
mellitus in a hepatitis C virus hyperendemic area: a pilot study. International
Journal of Molecular Medicine 16:109-114, 2005.

4. Yano Y, Yamashita F, Kuwaki K, Fukumori K, Kato O, Kiyomatsu K, Sakai T, Yamamoto
H, Yamasaki F, Ando E, Sata M. Partial spontaneous regression of hepatocellular
carcinoma: a case with high concentrations of serum lens culinaris
agglutinin-reactive alpha fetoprotein. Kurume Medical Journal 52:97-103, 2005

5. Kudo M. Reply ”“Staging for hepatocellular carcinoma: treatment strategy
matters.” Hepatology 41:678-679, 2005.

6. Kim SR, Imoto S, Taniguchi M, Kim KI, Sasase N, Matsuoka T, Maekawa Y, Ninomiya
.8-



10.

11.

12.

13.

14.

15.

T, Ando K, Mita K, Fuki S, Koterazawa T, Fukuda K, Kudo M, Sakamoto H, Hayashi
Y. Primary sclerosing cholangitis and hepatitis C virus infection. Intervirology
48:268-272, 2005.

Zheng RQ, Kudo M. Hepatic angiomyolipoma. identification of an efferent vessel
to be hepatic vein by contrast—enhanced harmonic ultrasound. Br J Radiol
78:956-960, 2005.

Torimura T, Ueno T, Kin M, Taniguchi E, Nakamura T, Inoue K, Sakata R, Hashimoto
0, Sakamoto M, Ohira H, Kumashiro R, Sata M, Yano H, Kojiro M, Veitonmaki N, Yihai
Cao. Gene transfer of kringle 1-5 suppresses tumor development and improves
prognosis of mice with hepatocellular carcinoma. Gastroenterology
130:1301-1310, 2006.

Karuppaiyah Selvendiran, Koga H, Ueno T, Yoshida T, Maeyama M, Torimura T, Yano
H, Kojiro M, Sata M. Luteolin promotes degradation in signal transducer and
activator of transcription 3 in human hepatoma cells: an implication for the
antitumor potential of flavonoids. Cancer Research 66:4826-4834, 2006.

Yano Y, Yamashita F, Kuwaki K, Fukumori K, Kato 0, Yamamoto H, Ando E, Tanaka
M, Sata M. Clinical features of hepatitis C virus-related hepatocellular
carcinoma and their association with alpha—fetoprotein and protein induced by
vitamin K absence or antagonist—-II. Liver International 26:789-795, 2006.
Tkeda M, Fujiyama S, Tanaka M, Sata M, Ide T, Yatsuhashi H, Watanabe H. Clinical
features of hepatocellular carcinoma that occur after sustained virological
response to interferon for chronic hepatitis C. Journal of Gastroenterology and
Hepatology 21:122-128, 2006.

Nagaoka S, Itano S, Ishibashi M, Torimura T, Baba K, Akiyoshi J, Kurogi ],
Matsugaki S, Inoue K, Tajiri N, Takada A, Ando E, Kuromatsu R, Kaida H, Kurogi
M, Koga H, Kumashiro R, Hayabuchi N, Kojiro M, Sata M. Value of fusing PET plus
CT images in hepatocellular carcinoma and combined hepatocellular and
cholangiocarcinoma patients with extrahepatic metastases: preliminary findings.
Liver International 26:781-788, 2006.

Aishima S, Basaki Y, Oda Y, Kuroda Y, Nishihara Y, Taguchi K, Taketomi A, Maehara
Y, Hosoi F, Maruyama Y, Abbas Fotovati, Oie S, Ono M, Ueno T, Sata M, Yano H,
Kojiro M, Kuwano M, Tsuneyoshi M. High expression of insulin—-like growth factor
binding protein—3 is correlated with lower portal invasion and better prognhosis
in human hepatocellular carcinoma. Cancer Science 97:1182-1190, 2006.

Torimura T, Ueno T, Sata M. Liposome—mediated gene transfer of K1-5 suppresses
tumor development and improves the prognosis of hepatocellular carcinoma in mice.
Medical Molecular Morphology 39:72-78, 2006.

Ando E, Kuromatsu R, Tanaka M, Takada A, Fukushima N, Sumie S, Nagaoka S, Akiyoshi
J, Inoue K, Torimura T, Kumashiro R, Ueno T, Sata M. Surveillance program for

early detection of hepatocellular carcinoma in Japan: results of specialized

.9-



16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

department of liver disease. Journal of Clinical Gastroenterology

40:942-948, 2006.

Yoshida T, Hisamoto T, Akiba J, Koga H, Nakamura K, Tokunaga Y, Hanada S, Kumemura
H, Maeyama M, Harada M, Ogata H, Yano H, Kojiro M, Ueno T, Yoshimura A, Sata M.
Spreds, inhibitors of the Ras/ERK signal transduction, are dysregulated in human
hepatocellular carcinoma and linked to the malignant phenotype of tumors.
Oncogene 25:6056-6066, 2006.

Yoshida T, Yamagishi S, Nakamura K, Matsui T, Imaizumi T, Takeuchi M, Ueno T,
Sata M. Pigment epithelium—derived factor (PEDF) inhibits advanced glycation end
product (AGE)-induced C-reactive protein expression in hepatoma cells by
suppressing Rac—1 activation. FEBS Letter 580:2788-2796, 2006.

Yoshida T, Yamagishi S, Nakamura K, Matsui T, Imaizumi T, Inoue H, Ueno T, Sata
M. Pigment epithelium—-derived factor (PEDF) blocks the interleukin-6 signaling
to C—reactive protein expression in Hep3B cells by suppressing Rac—1 activation.
Life Sciences 79:1981-1987, 2006.

Shibata W, Hirata Y, Maeda S, Ogura K, Ohmae T, Yanai A, Mitsuno Y, Yamaji Y,
Okamoto M, Yoshida H, Kawabe T, Omata M. CagA protein secreted by the intact type
IV secretion system leads to gastric epithelial inflammation in the Mongolian
gerbil model. J Pathol 210:306-14, 2006.

Chung H, Kudo M, Haji S, Osaki Y, Oka H, Seki T, Kasugai H, Sasaki Y. A proposal
of the modified liver damage classification for hepatocellular carcinoma
Hepatol Res 34:124-129, 2006.

Hagiwara S, Kudo M, Minami Y, Chung H, Nakatani T, Fukunaga T, Osaki Y, Yamashita
Y, Kajimura K. Clinical significance of the genotype and core promoter/pre—core
mutations in hepatitis B virus carriers. Intervirology 49:200-206, 2006.
Nagaoka S, Itano S, Nagamatsu H, Akiyoshi J, Kurogi J, Tajiri N, Kajiwara M, Sata
M. Temporary indwelling catheter system via the left brachial artery: evaluation
in 83 patients with hepatic tumors. American Journal of Roentgenology
188:652-658, 2007

Sakemi R, Yano H, Ogasawara S, Akiba J, Nakashima 0, Fukahori S, Sata M, Kojiro
M. X-linked inhibitor of apoptosis (XIAP) and XIAP-associated factor—1
expressions and their relationship to apoptosis in human hepatocellular
carcinoma and non—cancerous liver tissues. Oncology Reports 18:65-70, 2007
Nagaoka S, Yoshida T, Akiyoshi J, Akiba J, Torimura T, Adachi H, Kurogi J, Tajiri
N, Inoue K, Niizeki T, Koga H, Imaizumi T, Kojiro M, Sata M. Serum C-reactive
protein levels predict survival in hepatocellular carcinoma. Liver International.
27:1019-1097, 2007

Sumie S, Kawaguchi T, Komuta M, Kuromatsu R, Itano S, Okuda K, Taniguchi E, Ando
E, Takata A, Fukushima N, Koga H, Torimura T, Kojiro M, Sata M. Significance of

glucose intolerance and SHIP2 expression in hepatocellular carcinoma patients

-10-



26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

with HCV infection. Oncology Reports 18:545-552, 2007

Nakamura K, Yamagishi S, Yoshida T, Matsui T, Imaizumi T, Inoue H, Sata M. Hydrogen
peroxide stimulates pigment epithelium—-derived factor gene and protein
expression in the human hepatocyte cell line OUMS-29. The Journal of
International Medical Research 35:427-432, 2007

Hatanaka K, Kudo M, Fukunaga T, Ueshima K, Chung H, Minami Y, Sakaguchi Y, Hagiwara
S, Orino A, Osaki Y. Clinical characteristics of nonBnonC HCC: comparison with
HBV and HCV related HCC. Intervirology 50, 24-31, 2007

Minami Y, Kudo M, Chung H, Kawasaki T, Yagyu Y, Shimono T, Shiozaki H. Contrast
harmonoc sonographic—guided radiofrequency ablation theraphy Versus B-mode
sonography in Hepatocellular Carcinoma: prospective randomized controlled trial.
Am J Roentgenol 188:489-494, 2007.

Bioulac—Sage P, Balabaud C, Bedossa P, Scoazec JY, Alves V, Bhathal P, Chiche
L, Craig J, Dhillon AP, Ferrell L, Beller S, Goodman Z, Gouw A, Guido M, Guindi
M, Hytiroglou P, Kage M, Kojiro M, Kondo F, Kudo M, Nakano M, Paradis V, Park
NY, Quaglia A, Roncalli M, Roskams T, Ruebner B, Sakamoto M, Saxena R, Tiniakos
D, Theise N, Thung S, Trillaud H, Vilgrain V, Wanless IR, Zucman—Rossi ]J.
Pathological diagnosis of liver cell adenoma and focal nodular hyperplasia:
Bordeaux update. J Hepatol 46:521-527, 2007.

Tkeda K, Marusawa H, Osaki Y, Nakamura T, Kitajima N, Yamashita Y, Kudo M, Sato
T, Chiba T. Antibody to hepatitis B core antigen and risk for hepatitis C-related
hepatocellular carcinoma: A prospective study. Ann Intern Med 146:649-656, 2007.
Inoue T, Kudo M, Minami Y, Chung H, Fukunaga T, Kawasaki T. Case of rapidly
progressed sarcomatoid hepatocellular carcinoma in young female without risk
factor. Liver Int 27:1428-1430, 2007

Hagiwara S, Kudo M, Nakatani T, Sakaguchi Y, Nagashima M, Fukuta N, Kimura M,
Hayakawa S, Munakata H. Combination therapy with PEG-IFN-alpha and 5-FU inhibits
HepG2 tumor cell growth in nude mice by apoptosis of pb3. Brit J Cancer 97:
1532-1537, 2007.

Yanai A, Maeda S, Shibata W, Hikiba Y, Sakamoto K, Nakagawa H, Ohmae T, Hirata
Y, Ogura K, Muto S, Itai A, Omata M. Activation of IkappaB kinase and NF-kappaB
is essential for Helicobacter pylori—-induced chronic gastritis in Mongolian
gerbils. Infect Immun 76:781-787, 2008.

Maeda S, Omata M. Inflammation and cancer: role of nuclear factor—kappaB
activation. Cancer Sci. 99:836-842, 2008.

Minami Y, Chung H, Kudo M, Kitai S, Takahashi S, Inoue T, Ueshima K, Shiozaki
H. Radiofrequency ablation of hepatocellular carcinoma: value of virtual CT

sonography with magnetic navigation. Am J Roentgenol 190:1-W7, 2008.

.11.



