ERKENAERFHFRAXFRARRRBEE

YRk 2 43 A2 8 A
WEFEF—7 : GSK3B FEEIZ L BHABREEDRSR S EBERAER

M oE O# M:2001FE4818~2012438318
S . GSK3 B FHEIC & BEFMENALFREDHE S BHRRER

MR KK E: RRERXKZESERAME HE THRS

HERROHE -

FEE OB OREIIIEBMR O & B - BiEE - BRI R NS5, Ha IR
T glycogen synthase kinase (GSK) 38 ORI LIEENEL ., BEMROLEF L BBEICHWAET
HHZEHRHE LT, T LT, GSK3B BEEIZLANABEDREZMIAL L EIERABYTT
JLTHEIE L, GSK3 B8 BNEEEOH L WVREFEMNTHDL I L2RATE Lz, TOBEEMIT»S . KA
MR TREIEMNEA 59 GSK3 B MM 5 3 7% pb3 28 ASNEIS FHREK . Rb AHIAJE HA%)E
RO IEARBICEEAL MFT 2L LA, £, b FREOEMRBEESDIZE
TR GSK3 8 THERI O BEAIZ TP53INP1 (tumor protein 53-induced nuclear protein 1)
AT D DNAEEBELZEIE L T /Ay 7 B (GEM) OFEEDRAZBENICERTI L&
FEEF L7~ (Shimasaki T, et al. J Gastroenterol 2011 Epub), AR#FZE I, BEOBEIC L
A MBASAROF e L BENEEICE E LT GSK3 8 DHRER L AN LT, 558 M0 = &
FSOFRBE NI LVAT AT vEAICL Y, GSK3 B BAERNINAMIROSEE B A2 ME L
77 FOMBIHEND, CEBM XL VB EINDINAMIBOFEL (epithelial-mesenchymal
transition) &, NARELFESTL2HLBOE 3 v 7 EAE D3EIERL FAK (focal adhesion
kinase) /Racl/MMP-2 {(matrix metalloproteinase—2) f{EHRENINHI ENT, TN HOEEFT &I
1T LT, GSK3 8 FAEZR NI FMNCSEE S NI BEFEE G OIS ER & GEM OffRIC &L 5

ITRERIREOER TERIE | /T AEEEFEMZE (UMIN 000005095) & 2011 (254G L 72,

WEE5 8 - EBENRE, S ERES
¥—TU— R R, GSK3 8

1. HFZERBE IO &

FEsE ORER) /- OBE & FIE T, BHA
A s ERIBE CEMAL STV SRS 7
IMMEEZPER SN TV, & FIER RS
D 5 b kR T 5 A (EGFR) DR E A
RPAEEZEN, WL OOBETIIRF A
BHRAERLTWDS, —F, BEETIE
erlotinib MDA M FEMIEEEKFER T GEM & D
HRADRBIEHENTWVDIZTES, 5%,
il BNn TOBRRLEEROBENLEE
T3, Fx ik, glycogen synthase
kinase (GSK) 38 DB E ST E < OIS
BB T ARBEENTHDL I EEHAL N
L T&ET,

GSK3BIXA AU VR TRRIN, £D
EEICIS UCHIRE M, B - ok, 7R b
— A HlREEN e &, RSAMRAMBS
HEDEHEEY Y v ALt =Y UER{LEE
BThHDH, BBRLOBETIZ. 1 RY R
B, AR, EEME~OER»S, 28

PERIR. TAYNA~w—Ii, BHRERED
BUEAZER) & L THEB &, ZEOHMEXDEA
RENTVWD, GSK3 BITIEFMAED Wnt R
FHEER 2 B2 AMBIBNTIER T 5 & R
INTETD, Fa L, GSK3 5 OBEIFE L
BEREEORAS 2NN A MO AFOHE
T A AR - BET D LV D) Wnt BREEHNFHAE
R AFENERERRA L. £L T,
GSK3 B EDHIEENR 2 KIBESCHMB
FECHEIEL., REEREIH LV DS ATBEIZEN T
HDHERB LT, FOMEERIT» S, NAHM
M CREFE.ZRT GKIpRFHETH LT
TR, BAMEIF (ph3) R, HAaE
H#H (Rb) R R RIS B % RIT
TZEEBHLMILE.

FERE T b [BIREIC GSK3 B DREBOTEM DT
EICEYRIERAPBE I, IERRES
X GSK3 B BRI L Y fEEMAR D EAF - BRI
WA B9, gemcitabine (GEM) DB M
EEODL I EEEMBEENATMET
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JVCHERE LT, F7z. KR E O GEM A3
Mo bR #ERIT (epithelial-mesenchymal
transition: EMT) #3F¥E L CIEEMELZED D
A3, GSK3 BFHZEIZ L ¥ Z o EMT 5534 &
AT EZRNEI LTS (REXK) . o
O ORI B, GSK3 B HSHEE ML 0 I1Z 1
FREL THBDOTIERNMNE W) FHEIZ
E o7z, Fx O L RiE LT GSK3 B 1=
DFT-RIBFER THD 2 LRET R
NEBATHRESNTVDEDN, BFELERLURE
EOHERETIENATIEA LN,

2. MEOCBM

ABFZETIT, BEBICIIT D GEM i L D EMT
FEDOA =R L GSK3BHEDIERERF
OfEAEEME LT, TROBFEBELHTE
L7z, (1) Ba BRI, FE L7ZBEEMEDL
O XD EMT 358 5 T DO RBL - HEERRYT
1772V, GEM 12 & % EMT B E/ERF 4 A
LINZT B, (2) 20 EMT FE 120,
GSK3BFHEIZ L DRERHW A~ DR, HEE
FEAT 24TV, GSK3 BT & B AS AR oD iR Hh
HIMEFF &2 B DT 5, (3) AREFFE 5 IR
XNAFRELAEFTILELMRBEZISHEL T,
GSK3BMLEERZRT Z LR HME I T
LEHOERT & GEM OFFEIC L 58T - F
EEBEOE 1 /IHERRBRELBTE, EEL
TW3, INLOBEERBOBER L L LI,
[EI7E L7z EMT &y FNRARIBBIED A A=
— =L R AP ONTRETT S, RIFFEIC
L 0. GEM & GSK3 B FHERIOFEIZ X 2N
ABREIEOIER S FRBOA L L iz,
ITHEBREIIT ARBEIEDOLZEME L
RERBODZENTE D LHMFEND,

3. HEoFHE

O~ X, BEFOEEL MNEBMEKICB Y
T, RBEOHBAFNC X U iR EEE MR
BT L. BMT 2’5FE X CHMaObEE &R
BENTLETHIILERR L, REME
PANC-1 DOFREEHO 7 o T 4 — LEFIC &
D, EMT FBERF OB L 725 55 EOHT
FRIEL, 3L AEDHFIZCEM LI L
DWBET L7ens, BEICHWN EF L=
8 EHOSFDI L, MR BEREDOHRMIC
LU EMT RO EE (L2 FETHIEHES
3% B L7- (EMI-related Protein: EP1~EP3 &
B3,

1) EP1~EP3 & EMT #HEZhEORRIE : EP1
~EP3 DFNFIZERENZHE, o THE
EF  RNAi, cDNA 2 W T, IEAkEEMN
Bl 3517 B EP1~EP3 ORSRERENT 21T 5, EP1
~EP3 |3 AR R P, /N FIHEE, RNA
TFHIBEILLDEFNFNOSFOEERPER
OMHF R PEFNEFNOELBFEAICL DA
HIZEE ATV, EPI~EP3 ORBEOEFE MDD
Fr Tz EMT BEMEICDOWTERTT 5, EMT O

hit, EWMBICLIBEZHEE L.
N-cadherin, E-cadherin, vimentin, Z0-1.
snail 72 & EMT R~ — U — ORI L FRi
NRFEDE{L% . Westernblot I & R dt
PIEIC L) BT D,
2) EP1~EP3 OHIBNHBRFMOBET :
EP1~EP3 28 & D X 9 72 R CHIBIANIZ R
W H0EMTT 5, BIERIZIE, s AH
OFEE - BEZE 2 T, HIBANEREIED
WD, FE#Z EP1~EP3 BRAEHICH
MUZHBEIE, EoFOHMBRNEREEDOE L.
/NyF GSK3 B FREHIZ X 5 EP1~EP3 D #ifa
NEBMEIZER, 2T 5, Zhbofia
NEIE BT real-time RT-PCR. Western blot
B, BEROL R EEE O TEHE - FHAIT 5,
(@GSK3 B [HEIZ L PN AKIFEENE EMT O
B A B = X L ORA

GSK3 B FHEIZ & 5 EMT #iH0 Bo 1E s
{Z2UT, EP1~EP3 D3 B H AV i sEom
FIZEDHDTHDINERITT D, BEMIZ
WX, /N3 T GSK3 8 BEEHISC RNA FiiE % Av
T, GSK3IBHEIWZ L2 ELHHT 5, EP1
~EP3 OEARBBEDRIFEIZ L Western blot
Ex W5, EP1~EP3 O#EEME TH D E
A NIV T I, BEIC EPI~EP3 DHSRER) /R
BREITHA SN E 2> TS 8, EPI~EP3 3
HRBEEEBRT S0 FHEFRIZIL T,
Real-time RT-PCR {£=° Western blot &%
W, mRNA LB BT, BEHE LUV (3
HESY VERMEENT) (CBIT2HETH D0
R EERLMNIT D,
@GSK3 B FAERIOFFRIC L 2ETHEINAIE
BOFE] - IHEBEERBROEMR T CICEER
mELTREFENTWASELDODOH T GSK3 8
THEER =BT 5EEOER A GEM L FHT
HIEFEREICL D | EITHREREICBITAE
BOKE/INRC BT QOL 2R H 225 5 DAETER
MOEENESNDNERIFTT S, TTICE
REBRXRFFRGEGEEELZB S TARES
. RERABRERG LT,

4. BFERLE

MBS T glycogen synthase kinase (GSK)
3B OEBLLIEENE L, EEMEOAEFL
BBV EBETHHEERELE, £L T,
GSK3 8 THEIWZ LB MARESR Mg L~
JVEENAEMTET L TEEE L., GSK3 8 A
FEOF LWEEEN THIAIZ LERTE L,
F ORI G, NAMR CEEEMSE 2R
3 GSK3 B MFHEETH T ps3 2 A
47 F#2 # . Rb #ARJE K| R L e A~ 3E{ b
BBICEBLRIT T EAHALMNI L,
7o, b MEEMEBHEESIC B CEEZER
GSK3 B BAEAIOHFA X TPS3INPL (tumor
protein 53—-induced nuclear protein 1) %
35 DNAEIEBE AR L T, FAav iy
> (GEM) DPUREE T R 2 M ENIIETHRT 5 Z
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L HREIE LT, GSK3 8 FREFIIMNA M
ELRBEIE Lz, £OHRITHEN, GEM
I BEINLIBAMBEORELTL

(EMD) &, BAREEZFESITHHHEDOEL
a v 7 BEAE ORISR FAK/Racl/MMP-2 Hdih
BENIH &z, Zh b O/ & T L T,
GSK3 B FREZDEMNE LM IE I N BETE
EFH R OBISAER & GEM OBt Iz L 81T
FEEIEROEMEERIE |/ IREKPE
(UMIN 000005095) % 2011 T L=,

5. EhRRHLE
(A EE . BFEEoEE R ONEEIIEE -
ITTHRR)
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