5

N H I

:I—
hY H
K A K E

KXc—19

FEZMREDRERX FREARERNE) ARAREESE
Rk 2 54 6 H 7 HEUE

HREES - 15401
MZRiEE - ABHE (0)
A HAR - 2010 ~ 2012
EEEE 22591453
MZeEREE (FIX) BEXRMEICEITSEWnt o FILEEBORA L HIERE~DIGA
HiEER (EX) The study of the mechanism of Wnt signal in the gastric cancer stem
cell and the application to the cancer therapy.
MERERE

M2 #F08E (TANABE KAZUAKI)

LEXRE - KEREEERBFEHRRE - EEH

HEEES : 40379847

WFER R OBEE (Fn30) - AWFFRIE 44 B e iiaicds i 2 Ry~ —h —DREZ B & LT
W23, EOIEFET CD24 # B OEMALR FO—o2Thor Z L& R L, ZOHIHA =X
LNERNTT D 2 L CH IR O L 72 DI L 70 D L E XM E1T - T,

CD24 FHUC L v BRIk DS < FHERENHIIRT 2 Z L AL E oo 7-, CD24 38
AT = RO T, BHEMEE IS TREESR T C CD24 BN L W JLi#E L T iz, CD24
ORBIFEIZIT HIF 385 L CTW A RREMESA L E 700 | BiEiiaoREITEIZ CD24 23
BELRTFTHD I ELMRALE,

WFEE R OBEE (F230) : This study was originally planned to comfirm the specific marker for
gastric cancer stem cell. In the study, we found that CD24 is one of factor of malignant
potential in gastric cancer. Up-regulation of CD24 results the up-regulation of both
adhesion and invasion. Furthermore, CD24 is more expressed under hypoxic condition
compare to normoxia. We found that HIFs take apart in the induction of the CD24
expression. CD24 plays important rolls in gastric cancer invasion.
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[CD24 is Required for Invasion of GC Cells |
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[ HIFs are Related to the Induction of CD24 |

TMK- !
normaxia hypooia

S control HIFlo  MFlg

s MIF-1a

(120kD) - oy . -
HIF.2a o

(118KD) — (tien) - —

Bactin  e—

Pl e—

(%) p=0.001 p=0.004
» 100 [ ] (%) |p;m| |
§ 2 82
"] tw
- 60 Lo
-
? 40 8 75
§ 20 'g 74 |
£ ol - 1 Enl .

normoxia  hypoxia

sicontral siHIF1a  siHIF2a
(hypoxia) (hypexia) (hypoxia)

(2) B EBRIZ L A CD24 HIFNT X 5 iR i

BRI SERRaE TMK-1 & JE R ok
AR 44As3 ZH WL TENEN DMK
Luciferase B{s ¥ % A L 7= M0k 2 1ERK
L7z, 26 OMilatkz X — K~ 2D s
DU RESEIE NI RE L. R 2
UFsk, MEIRER A SR I TRECTH D
LR TE T,

44As3HI K 2 IV = RIPTS A - MERGHERE € 7 L

A3 I A%
|| controlsi __ shcpaat |

Lold e g 4/4 214

Col Caumi.

shCD24

F 72, K& OHIBERIZIBVT CD24 % Sh CD24
Z T stable knock down L 7= fliflask o Y
NI S T2, SH%IZZ NS OMIEKZ VLT,
in vivo B « #HA A=V T EHOTRR
P9I BERE L 72 S o T RE 36 kX OVIE 4%
FEO% - R, AFFREHBE L TV TET
H5,

Hypoxic environment
HIFs 1

S

5. E7pdEIim L
(WFFeEA . WHIEo 4R e O DT T2 1
(=S HI)

UEEEsms) GHofh)

(Fa%R) Gt

1.Fujikuni Noriaki, Tanabe Kazuaki,
Hypoxia induces expression of CD24. 71th

Annual Meeting of the Japanese Cancer
Association, 19-20 Sep 2012, Sapporo.

(£ Dfth)
TR L



6. WFIEHR
() Fzer s

3% fIM% (TANABE KAZUAKI)
TSR« KPR i SRR A 20+ o
fii

WFgeE 25 40379847

(2) Wrge iz

$5K 22K (SUZUKI TAKAHISA)
JRES RS - bt - BeBhZk
s« 80467779

AR FEWE (TOKUMOTO NORIAKI)
JRES RS - Akt - JBeBh
FgeE 55 1 90564980

(3) EEEHF TR




