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WFITE R OBEEE (Fn30) © AWFSE Cldintegrin 423, BRAISZAREIZIWT, HEEZEET AL
BNTWDETHEL, TONGEZRTT 25 HIT, BRI ISR MEDUI45°LNCap(Z 35T,
BANE DI 72BN H > TNDD7), £ M IR 5, pALZDORE D3 BLITE
I72DD, TREIZHOWTHREFLTZ. & MRS EEMEICIS W T, B4IXErbB2Xc-Met & 55 L, &
DF ) U b AR S YT, In vitroll BT A EFECRIE O, 7R h—3 2 D,
X5 |Zin vivoCOIEBEE KIZEEG L TWA Z EHBH L. £/ b bR IEEMAERRIZB W T,
FIEG T TRADFBZ T LT & 2 A, UL EORER] TSGR ELNRD b1, p4%x
FEHLL TV D IEEMILIE, ErbB2Cc-Met bHHLL TWAH Z ENLNZ LVl L7z, BLEXD,
B4, ERAINZARIEIZI VT, ErbB2°Met> 7 U 7 L bV, fEEOERZEET S L D
(BN TN D ATREME DS R STz,

MFIER IR OBEEE (Z32) : In this study, we hypothesized that integrin f4 (f4) may promote the
progression of the human prostate cancer. To examine the hypothesis, we studied first, the role of f4 in
the human prostate cancer cells, DU145 and LNCap. Second, we tested the expression of 34 and other
molecules, which were concerned to 4, in the human prostate cancer tissues. In the human prostate
cancer cells, 34 bonded ErbB2 and c-Met and made the cells increase proliferation and invasion, and
decrease to get into apoptosis in vitro by reinforcing tyrosine-phosphorylation of ErbB2 and c-Met. 34
also increased the size of the xenograft under the skin, in vivo. Immunohistochemical staining of p4
on human prostate cancer tissues revealed that positive expression of p4 was found more
than half of the samples. Interestingly, many of 4 positive cancer cells also expressed
ErbB2 and c-Met. These results indicate that p4 may promote the progression of human
prostate cancer by cooperating with ErbB2 and Met signaling.
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LMet7 E Dreceptor tyrosine kinase Dy 41 78
LT, EEOERAEET 5 EE ok E %
HoTWD., ZHETHINIEICIBWTIE, pb
D FE AR B AR IE F R B (L
JE)POIERTHIENG, ZOERIZEE L
WEHAEXFL T2 (Cress et al., Cancer Met
Rev, 1995).

e FEOIL, ZOPRAD, in vivollBITD
RIS B OHE R 28 D XS 7 e El & Rz L T
LD, FlFIICEDLY 7V T H B
2T 57edls, Fuv VU mibRIEN S E7,
PAEE N ALy DRI~ A (B4-1355T:
1355F BLLFOT7I/MBAKRE) 2ERL
(Nikolopoulos et al., Cancer Cell, 2004; Guo et
al.,, Cell, 2006), Z ® ~ 7 A%, provasin %
promoter& L, SV40% 3Bl S CTHITNZ e 2 %
JE$ 5, TRAMP (Transgenic adenocarcinoma of
mouse prostate) <7 AIZHNT &, p4-1355T
FEAL, BRI BT,
ZOREE, BAIPINICEB W THIEN EHL, &
A CHENDHERFS AL, ZOBME, FFiC
PINIZCR JLHHHEE, 7R =T AR
angiogenesis|ZF L C, EZF O K, AL FH
MO, Mg FRIEEEORERE, HBEK
REDOBIMZEBEL WA LA MERL, R4S, in
vivolZ 33T Dl S e O 1 i | 2 H B e B A R
7L TWAZEE R,

2. WREOHEB

AL Cliintegrin B4 (BHBTTADIRIRG
T, BEREIZIRE IRV T, HERAEE TS L
NNTNBETL, ZTORGERFTT5
HHEJT, eI 2 iaDU1455°LNCap
IZBWT, BANED IR EEN S TNDHD),
F7z, BN EALR%IZ31T 5, integrin 4L
ZOREE S F-ORBULEI R DD, 7281220
THRET 2.

3. WO HE
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WTHRT 2.
(1) p4%ZRNA interferencel THRHZK FSH7-
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WFRAREE BIL, B4R L OB4ABE 1D
ErbB2°Met/2 EAFEHLT 5, T Ful K
FEEDE TN I RS 2 M IDU 1452 AV C,
p4Dshort hairpinii 53124 9"H5RNA
interference (sh-RNA)( Guo et al., Cell, 2006)(Z
X0, Bz /o F TS TTORBIAIK TS, in
vitrolZ BT DTS, 1RIERE, 7 ARM—TRE
FOX—=R~U 2R T2 HxenograftDIE;
JERRE/RE %, a1 hr—/L (sh-RNA; targeting
AGCCACACACTTGTGGAAC)E thifig L THiEt
T 5. FTBAD /w7 HZ T AZLY, BARSE S 1D
ErbB2c-Met/e &3 E D K572 5 8% 51T H 0D
DANTOWTHIERTT 2.

(2) B4%DNA transfection CHEH A NI W72
BRERD.

Integrin B4ZFHLLR2V, T Rl ARLFE
DOENT AR M LNCcaplZ XL C, 77 A
INIZHLAIAATE wild typeDB4CRARE R A
Ay DRI LTZP4-1355TODNA
(Nikolopoulos et al., Cancer Cell, 2004) Z~7>
AT 27 A UTORBESEHZ 8128, LNcaph®
EDIHBEZ T HONE, HHHHEE, TR
—VABL XU RAEZ FIZEBIT5
xenograft?® JEIF A REZR E I DUV TRIAIGL,
ZOFREN TS, R T
DEbB23E DI EINL OB IFTT 2.
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Y EEE WA,

B4=°, ErbB2<Pc-Met/z & pak B §-2 w] EME
WIHD5rFITONT, EMB L P YAl
ik B 72 iR Z R L, K306 O FAAR IR
KICBITHE AL L TORBA TS,

4. WFZEECE
(1) Integrin B4IFErbB2°c-MetEfE AL, ZiL
SOV AL A RS TNV,

Fox X, eI EEREMADU145DB41C
%3 Hsh-RNAIZED /w7 X 728D, BADFE
BME T LIZ2o0 70— (#1, #2 Y&, Fi-2
hE—/Lsh-RNAIZLY, BADFRBLOHERFS
7marbha—Lrn— 1 (Co) xSz (K1£K).
Thbornm— & pATHELRK
(Immunoprecipitation, IP) L T, Western blot
(WB) T4 BErbB2Pc-Metd Dl & D FE i
A, avba— 7o —(CoNTRBWT,
B4LErbB2XCc-Met 23 & 4L TV DT EAVHI B L
7= (KM1AK).

Total lysates IP: C P4 B4 p4
- - P4
. - ErbB2
->ees Vinc o - c.Met
Co #1 #2 Co Co #1 #2

1. BAD /) v 7 XN LD 7 a—#l,
BBl hfa—n7a—(CollBiT s
B4 D FEH (EX). palz L % &k K
(Immunoprecipitation, IP)- Western blot (WB)
\CEDIEL(HIX). ColZdUW T, P4ld, ErbB2
RLe-MetE 7B L, b EFEAE LTV,

b0 ra—r% EbB2O~T X A~—"Th
HErbB3 DY % N T & % Neuregurin (NRG) X
c-Met®D VU7 R TohHHepatocyte growth factor
(HGF) CHIlL7=LZ 5, 22 he—/ L ClIEbB2
Re-MetDF 1y LD RO HALIZA, B4
)y Ry Llmra—r#l, #2201 F ey
YUV ORERIE T RROLNT (K2,
3).
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6. InvivoCOREEIZRKAE. 7 v — #1,

#2@:1, X— K< 2 T COBERRAE R
AR T L (2D, BT D HEhEE DK
TR bz (HX).

LMD, B4, ErbB2Pc-MetE B AL, i
LOTF ARSI T, in vitrolZE
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(3) Integrin P4IXErbB2DY Al A HEBRSHC,
TR —= ZEHIL TS,

RIZF, 4 1%, TNF-alpha-related apoptosis—
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ErbB2BHEA| D AG825LERIZ & U cleaved
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(4) Integrin 403 AL, ErbB20DY {214
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B DR AL
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