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% AfL @ 3L % A guanine nucleotide exchange factor Arhgef5 plays crucial roles in
c-Src-induced podosome formation
(ArhgefblEc-Srclc K B7R KY — LR ICEE R 1&EI2R/7T)
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Podosome (Invadopodia) i%. #ifa-#ifast~ b U 7 REAFEITTERR S 5 HE 0 fiRHE 2 FF D Fe ik 72 I
HiE (REZEE) Thh, BRECHARBER EZHELAEHEFNB L OREZNRRICEE 2 &E %
B, LArLRRL, TOBEONFHEFICEL UIMERE LTARHRARSLSESA TS, ’A
B FEW Src 12 X 5 podosome DFEFKIZIZ. Fr L v X F—PiEERAMLEATHII LN RENTNS
BN, TOTHWOMBHNY 7 FNVIRBIIRIZHEN TR, T2 TARPFR T, c-Src FEELIS
podosome JEAIZE D /3 FHEF B AZ B L LT, LT OMFTEIT - 72,

1) c-Src iEMHALE TO TR Y 7 F ViR EEFEET D 72Dz, HH (4-0H tamoxifen) 12 & 5 c-Src
DIEWFEREZBIE L (c-Src-MER system). podosome JEHK D IREFAIARIT 2 AT HE & 3 5 MM R & HE 4L
L7, 2) c-Src DEREMEZBALNICT H720IZ, c-Src DX U X7 BMEER KA A > (SH2 B &
O SH3) DB AE RIAZE RAK D BEREMRIT 2 1772\, podosome FERIZ IE c-Src @ SH3 KA A V' RUHATH
DT LERLI, 3) c-SreSH3 RAA VIZHEAT D% v /37 H % pull-down ¥EIZ THRFE L. podosome
ERRRT 5% DX YW c-Sre SH3 RAA VL EHED 5 WVIEMBENICHEERT S Z L &2mR L
oo E£7-ZOH 6, Rho family GTPase DiEMALKF (GEF) T 5 Arhgef5 A% podosome KT &4
ADRTTHDHZ L& R WL, 4) Arhge5 2% RhoA 2% LT8RV GEF {EMEZRTZ & 2R L.
% @ GEF {& A% podosome FERICUETH D Z L H#H BT L, £/, Podosome EAZIZ I RhoA & 1
IICLKDT 7 F U BEROBRAPLETHDZ &R LT, 5) Arhgef5 2% c-Src i&MELIZfE->T Y v
BlbashsZ& . BLOA ) ¥ b—RBHEEF PI3K & bEBHEERT S Z & % R L Arhgef5
A c-Src BLOPIK DRIGE L THIET 2 RAEMZ R L7z, 6) c-Src OIEMEM Arhgef5 & OFEAIC
L OHFEMIZTESTHZ &, F, c-Sre FEHMAIC LV FHE SN D EHHEMAED Arhgefs ORI X
STHELLLTET DL EZRWE L, £72, TDOHAIC Arhgef5 O GEF i3 L N PI3K & DfEAMN
MBETHDHIEEFR L, 7) BEGEBREOE VA AMEE (LuMl) B\ T, Arhgefs ORITTE, B
L W c-Src-PI3K-Arghgefs BAEKDEFHRIERNH D L2 RWELE, 2TRODMR LY | c-Src
DA T T Arhgef5 23H%HE L podosome TR D Z 72 & FHEFHEMICI W T b EERKRN L H 5 Z L 2R
Wanz, UEDORKREEZELL T, c-Src {EMILIZ X 5 podosome FEEDFH -2 FA I =X LDET
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Podosome (Invadopodia) i, #A-#INES < YU 7 2B EITIERL & N D S 50 MR AE % F7 2 R Bk 72 I
i (BM%EE) ThHH. BRBCHARMAR LSRR ERFENS LORMBENRREE 2 KE %
By, LOLANL, ZOBKOSFEFICEL TIKRARLE LTAPREREEINTHD, B
WA FPEW Src i & 5 podosome DFEHIZIX, Fus o ¥ F—EBEEERNLHATHL I ENTRINTWD
M ZEDOFHROMBA S 77 VR EITRIZHEN TR, & 2 TARIFIE TlL c-SrciFfE{L > 5 podosome
BRIZE DD F#FMEAEZ BRE LT, UL FOMIT 21T > 72,

1) c-Src &AL FO TS 7T AR ERET 572012, $EH (4-01 tamoxifen) (ZX D c-Src
DIEVEFH LR AP L (c-Src-MER system), podosome J& K 0> #% MO MRHT & ATk & - D AR A5 L
72o 2) c-Src DAEMEENZP S NICT 572012, c=Sre D ¥ /R BMEEM F A4 > (SH2 B LT
SH3) D EEHE KA ZE AR DM FEREHT % 1T 72> podosome TERMIZ 1L c-Src D SH3 KA A U RRHTHD Z
L#&F LI, 3) c-Src SH3 RAA LB T D2 /87 B % pull-down I THEZE L, podosome %
KT HEL DY /87 W e-Src SH3 FAA > L EHEH D VX MBEICREER T 5 Z L 2R LT,
FZOPH B, Rho family GTPase D IEMEALIN F (GEF) T % Arhgef5 2% podosome A HDIA
FTHHIEHR VI LT, 4) Arhge5 7% RhoA (2% L THRVN GEF iFtE & /R4 2 &L # M8 L. & O GEF
1EME DS podosome TR ICSLHATH D Z &2 M HIZ Lz, F7-, Podosome JEHKIZIE RhoA {EMEILIZ L B
FIFUBROBEALETHAZ L& LT, 5) Arhgel5 2% c-Src iGFMELIZE-TY v Bk ah b
b BEVA Y = ARUHIER T PISK & LEBEHEERT A LERIE L. Arhgef5 A c-Src
BLOPIKDRBE L THEET B AMfEMEZ R L7z, 6) c-Src OIEMEN Arhgef5 & OFEEIC LY HH
TS A 2 & E7o. c-Sre IEMEALIC L VA H SN B MESHEAEAE b Arhgef5 DREBICTL > THLL
T B L ERWELE, £72. ZOHAIC Arhgel5 O GEF ifHEB LU PIK L DFEANLETH D
ZeERLE, 7)) REBEBEOBVAAMEE (MLul) BT, Arhgefs ORIITHE, B LV
c-Src-P13K-Arghgef5 MAKDIEHN RN H B LEZRWIE L, ThHDMR LY, c-Src DE
T T Arhgef5 254848 L. podosome JER D& 72 & FIEAHMAIC BV T L EERARHF £ 5 2 L A5k
i,

UEDOREZ, DABECOS FRFMBHICMT THLZRBREZZDIHACLOTHY, LoT, K
WX (%) OFMmXE L THAMMEHIZ LD LRD S,



