%= C-19
FemREMWEMARRBEE
Rk 234 4 A 12 HEUE

HEAES : 13301
MEiEE - HEFHAE (B)
HZCHAR :  2009~2010
EEES 21790346
MEFESL (X)) BREEOERHE - EBICBET 590 FREFMIAE  EMEOLER - BEZE
HBEICEB L T
HEiEEL (EX) Molecular pathology of the mechanism of the invasion and metastasis
of cholangiocarcinoma - From the aspects of epithelial-mesenchymal
transition
MEREKE
1% £REI (SATO YASUNORI)
EIRKZFE - EF % - B0
MEEES : 30324073

WRFERCR O (Fn30) -
bRz - EIEEAHAERE (epithelial-mesenchymal transition, EMT) IXREDEH « i I121E< BI5
LTV, ABFRITIEERE ORI - 5 ICB 10 2EMMOBEZ 6N T2 2 L 2B E Lz,
Bea IR e & B O SVEHIEIBRA B2 W oMo L 0 . IR ORE - 858101
transforming growth factor— « 1&Snail & L2 R OEMT2NELS BIE L TR Y . THARD
AR Ch D NEROEER 7+ Th D Z LA RS,

WFFERC R OB (3530) -

Epithelial-mesenchymal transition (EMT) is an important mechanism behind the initiation
of cancer invasion and metastasis. This study was performed to clarify the involvement
of EMT in the progression of cholangiocarcinoma. Studies using cholangiocarcinoma cell
lines and surgically resected specimens of cholangiocarcinoma demonstrated that EMT
induced by transforming growth factor— [ 1/Snail activation was closely associated with

the aggressive growth of cholangiocarcinoma, resulting in a poor prognosis.

SEATHRERA
(EHHAL - 1)
[ERESES fr11eE 2 & &t
2009 4R 1, 400, 000 420, 000 1, 820, 000
2010 4 1, 200, 000 360, 000 1, 560, 000
L
R
R
w®F 2, 600, 000 780, 000 3, 380, 000

WHFE5T 8« R ERe
Pt D43 - M E -SSR - RISk
F—U— N AMRFEERSE, BTN, RRAEE, LR7 - S



1. WFZERRAAH RO 5

MBI X2 TIRE . BEICHETT L7 SEBIAN £ < |
RFEV RO —D2TH 5, NHE RIS
OEEFA TIE, RERO 5 FAEFRITIF
AOEIBR FTRERI T 26%, DIBRNREGTIZIZIE 0% &
o TBY, TOTHRIIRRTHD,

ABAE IS D RER I EME TH 0 | ABMERAEZR
N K DB b R b A ik & 3 5 E
EEOIRANL, BERECTHLMHE LT 4
AT TIT e BN, & HICRMEESE
ZEMEOR R L RT B LNE R
S>TWN5,

AR, ORI - BRI R - EEA
(epithelial-mesenchymal transition, EMT)
IZESC EWVWIZBZFNESBIES LT
. Wbl NI FEN L LT
transforming growth factor (TGF)— -« 2%
SITHEY ML TCF- - OEMIC X 4
RO E 2 5 LRE~ L RIET 5,

2. WHEDOBH

AEFTEIE, IR & U CRICHTRIE S L O
FFAMIBE R B L, B3R5 LA B
VT, TGF- + LHAE R T Snail Z4r L7z
EMT DB & JEAEE DR - S0 O fif
BERAEDZEEHME Lz,

3. WHEDTIE

In vitro TOMFE LT, AHE M ik
(CCKS-1, TFK-1) ZfEH L. TGF- - 1 &5
£ % ER R~ — 5 — (E-cadherin, CK19),
B R ML DO~ — 5 — (S100A4, vimentin)
DFEEBLRARHFERE, 1=HRE Db A 3 L
72, HMURAEEFEAEIL WST-1 assay C, AR
fElX Invasion chamber % FIVNTEEM L 7=,

Fo. EMT FHE D1 & LCTHI B ALD AIEENE
TGF-+ type II L & 7 % — X bone
morphogenic protein—-7 (BMP7)#%5-C EMT ®
il 2 kA 7,

In vivo TOMF & LT, MHE &M i
(CCKS-1) & X — F~ DU RIZBIEL
xenograft model (2K BT E#IT o7, X—
N~ 22 CCKS-1 A #hfits, NEEREREOR
FEaRF LT, FERR S N7 fR R D kD)
FZ&EVERLIL, Snail, CK19, vimentin (259
DBt A T o 72,

S bz, MEEHE OSNERIBIERE B Ok E)
FZ vy, Snail, CK19, vimentin (Z%d 5
Yt H AT o 7o, Yot R A P E BT
i L, EMT (ZBEE L 7= fiiia o skt
HIEE A U o REilEOMR D stage, EAFH
W EFHBIT 208 9 haat Lz,

4. WFFERCR

B R AR (CCKS-1, TFK-1) 2 EMT
DFESFTHD T6F-- 1 ZEHSE5 &,
CCKS—1 DA JEHE I3 KA L B AR 70> & A 21
R kR OFLHEI DICHEIC AL LTz, TFK-1 138
BB B 2 O KRB & 7R o7z,

TGF-+ 1 OfEMIZ L Y, CCKS-1 & TFK-1 I
BWT EELZME~—%5 — (E-cadherin,
CK19) DOFBIMMET, MERMIL~—I —
(S100A4, vimentin) OFINFHFHEIN, =
B D2 real-time PCR ¥EIZ & % & {5F
Loy, B RO MR Lo EA LA
JVCHER S Tz, EMT BIEDIRER T Th 5
Snail bFEMILOZIZEBTZ ORBLNFHE
ST, BT, HifaiREREIX TGF- - 1 DfE
Mick v FEICTTE LT,

D TGF- « 112 X B —H O kiT sk
TGF- + type II L& 7% —% V7= TGF- - 1
DY TFIVRET 7 v F 2 72 L0 i S



ATZ3, TGF- + 1 @ Smad #REE DHLFL R 24
9% BUP-7 Tix#ndl 419, TGF- - 1 OfEH
13FE Smad B A I LI-MlN > 7 R
(2 X 2D AR R STz,

CCKS-1 & X— R~ 7 ADIEIRENIZ A
3EMBICHHEST 2 &, WIRMIC HBILAHE
7R PE R AL I S BAEE ISR O BT,
CCKS-1 ZBfHiz, YV ar v ) b TGF--1
(200 ng) Z i H JEENE G- L7z & 2 A, EHE
ICOVEAMEDOREREERZ IR S 4L, MENRREFEIX
BAL L7, TGF-- 1 5 LRIFFICY a2
v AT TGE- « type 11 L& 7% — (4 mg)
ZRHA DL TGF- + 11T & 2 JEEHERE O
EITgGE LT,

JEAE S D S B GIBRAL B & Pl 7o S e
I LD ETCIE, IS Snail OFELZ
RTREFNE CK19 OFEIRMME T, vimentin O
FHLNTOHE L Tz, S BT, REYRE T
Snail ASBGE Z 7~ 9 REAE R E B 1 B PR 9 3] 2
0 U NEEE N SR T, DOEFHIRINA
BZE N T2,

U EORERI G, IHEEORE - II121X
TGF-+ 1 & Snail # 4 L7-J@ABNE O EMT 237
<BEHLTWD ZEMWRESh, THRABROH
B CHLIHEBOMER T THDLZ &
PRSI, IBEEIBIROBLEGIE, BE
JFEZBWTCTIGR- - 1Oy 7 ) v T a7 ay
7F 5T LN, FEOMERAZ MG 2 RErED
BDHZEPRBI I,

5. ERFEERIE
(WFFeE . WRge sy HaE M ORI SR 1
=Y

(deRERm ) (FE 2 1)
@D Sato Y, Harada K, Ttatsu K, Ikeda H,
Kakuda Y, Shimomura S, Ren XS, Yone
da N, Sasaki M, Nakanuma Y. Epitheli

al-mesenchymal transition induced by
transforming growth factor— + 1/Snai
1 activationaggravates invasive grow
th of cholangiocarcinoma. Am J Patho
1 177 (2010), 141-152, #@i
© fepEtRAl], JREE—, fHZ . HERE
{b & EMT. JHJEEE, 62 (2011), 743-750,
A

(£ G311
D Sato Y, Yoneda N, Ren XS, Sasaki M

Harada K, Nakanuma Y.
Epithelial-mesenchymal transition
induced by  transforming  growth

factor— + 1 aggravates invasive growth
of cholangiocarcinoma. 60" AASLD, 2009.
11. 2, John B. Hynes Veterans Memorial
Convention Center (USA)

@ fEEEfRA]. TRHEW, ARET HE g
T PR RS R HE - T R
EREORY - MBI T 5 LR — ]
st (EMT) P55 45 [al A AR
TR, 200946 H 5 H, ARFAR— K
ETART L (SLER)

@ fepRtrll], THHEW, ABRET. HMEE
T PR RS RS T R
B ORI - BRI D LR - HEA
Hurs (EMT) oBd5- 55 98 [nl A AR EE
FRKRE. 2009 4E5 A 2 B, ENLAUELE
PrxfE (R



6. WFZEHHA

(D) WHFEREA

ik PRHI] (SATO YASUNORT)

DR « R - D

e85 - 30324073

(@) Wy

M L

(3) EHEHFFEH

YIS




