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1 B B | s IR iE A — B CLR),/ B A £ RAT SHAROTRA TR,

2 WS
Z v b ® turning behaviour %518 & U 7= KIKE EE L HEEE O 7 BF

3 WEOBER

FHRHEORNEERESRE LD AR AF X7 OFRIEITIE, KNEEREENEES T2 Z &0
HENTW3, v bOMBED RS2 228K Z2 FFAIRNICHEIE L TR T 5 turning behaviour 1, XK
EEMEEDOEBNEMECBD THEATH S, INETITHFEHFIL, HIAEENS Q@R RO Tk
ELTEZ BN T ventral pallidum (VP) @ GABA ##EE7Y, turning behaviour OFEIHRIC EE /2 & E|
BERETZEEZPASMC U, KEFOMIETIE, VP 5 GABA EDHH 221 % & XN 5 mediodorsal
thalamus (mdT) ® GABAAZARIZERL, T bO turning behaviour £ & LT, KRINEEEMHAE
IZHTDH mdT OBREZMITHIEE2HNE L,

4 WHEEOME

Wistar REEME T v MIREZGL, /O mdT BLOEAAEE shell iICHA RAZa— V&ML, 81
HEOEEHMZRZ®R, v h2BEFHI -8B L, 60 #HREICHILEBE, Ehevx1 ooy
JrrzRw, A4 RIZa—LVaBELCTRE UL, #¥ SN 5 turning behaviour DFHEIE 5 T &I
180 HMIChE> Tz, EBRKTHE, Ty FEREIEIELIA, WMEWMOHL, RIV<U EF THE
EfR, WY, Bl MBEICEYEARMOMEEERL .
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Sy OHHIORIALE shell ZRIET 5 & turning behaviour WFEHT 5, TNETIT,
FAIORIAEE shell @7 2F IV Y ZFERZRIBLZHEITE, HEFEEOREN
circling 7%, R/N2 UZBRZRE L 256120, FAIOBE 2 mlixEh &9 % BHREEO /N
W pivoting WHEHRT B I ENREINTND, AHFFOHF T, D turning
‘behaviour Z#5k2 & L C, mediodorsal thalamus (mdT) ® GABAx ZEKDEENTDNT
Wt U7z,

¥£7, mdT © GABA #EEDEAAI#IZ X o T turning behaviour MNFEH T B0 E N
IZDWTHRE L7z 2 DOFER, A D mdT IZ GABAAZ KT I = A » ® muscimol (50 ng)
¥72137 >4 A=A M ® bicuculline (200 ng) Z# 5 L TH, FH/ turning behaviour
OFEBIIED S NBN o/, ZOMENS, mdT O GABA ¥EEOELDT 2INTF 2 AD
ATl turning behaviour WHEBELZWI EBNHLE N E7R > T,

INETOHFEEZEDOMHEN S, ventral pallidum (VP) 1EHEIDAIAEL shell DT = F )
OV 2EEERERL THIT S turning behaviour (circling) DFHIETH B Z &30
5NETE> TS (Kitamura et al., Neuroscience 104, 117-127, 2001)., S EIEHL 7=
mdT 1E, fEHIZIZZO VP 05 GABA OB E21T5 Z ENMESN TS (Young
III et al., J. Neurosci. 4, 1626-1638, 1984) Z &5, mdT ®F HIDOHIALEE shell O 7 2F
V) ZBERIFAEEFE circling OFFLETH B ENEZSND, £ T, KIZHAIOD
fI484% shell DY £ F)L 3V > ZEERIFUFETE circling IZHB1T % mdT @ GABAy ZHEARD
BENTDOWTIRE U7z, A IO IARZ shell I07 £F )Y > ZBIRD carbachol (5 pg) %
859 % LEWIR circling WHEI L 7=, D carbachol %% circling 13, RO mdT i
muscimol (50 ng) Z# 59 % Z & TEHICHHI ST N/z, — 4, mdT IZ bicuculline (200 ng)
5 LUSEI12IE, carbachol % circling 32 EEZ T /aho 7z, LLEDKEEN S,
mdT [ HAEL shell D7 EF IV Y 2 ZBRRIREETE circling OFEIICBEET 5 VP 5
DERIEDVDEDTHD, A shell DTV EFIN U ZEKZRIMT S E, mdT O
GABA HREDME R U circling 2WFBLIT 5 Z EVRB I N2,

FrlDIAEZ shell @ B/N S 225 RRIFAEE7E turning behaviour (pivoting) (DWW T
W, ZHETIT VP IEIEFETIIBR WS OOREN &S 2R EnNmEINTnS
(Kitamura et al., Neuroscience 104, 117-127, 2001). L7235 T, mdT b At/ 1% E %
REDR[BEMED D B Z &5, RIT, BN 2 ABERRIMEETE pivoting [2B1F 2 mdT @
GABAA ZBERDEENIDWTHE Lz, TOREE, HFloM4E% shell 12 KX > D &2
BT A2 A S @ SKF 38393 (5 ug) & Do ZZART I= A N® quinpirole (10 png) % H
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MEDHR (DDE)

U CHIT 5 pivoting 13, RO mdT IZ muscimol (50 ng) Z#% 59 5 &, [HERENK ¥
BITWHA U7z, —77, mdT I bicuculline (200 ng) 25 LB EICIL, SKF 38393 &
quinpirole Z Bt L THIT % pivoting ISEFRARZEEZZ T e o7z, U LOHERENS,
mdT @O GABAA ZEEKIE, RN 22 BRRIBEE T pivoting 2 HIHIHYIZFHET L TV 5 AT RE
HENEZ 5N S,

PLEDOARAEDFERN S, mdT @ GABA #EED AL AR H T turning behaviour 71
FKELWZENHENER o, E£/2, mdT 1 3MIEE shell D7 EFIV U > Z BRI
BEETE turning behaviour FEHICEZEITHED AR HEO—DTH D, THIT RN V2R
RFIPAFEFE turning behaviour 2T SEALTH 5 AIgEIEDN RS Nz,

T B CT, ZOXR=22 TSN,
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1 B | e LAY — R R AT | & BATBMEEOTRATIEL,

2 WFgeERRE
Organotypic culture 35 % F V72 DS BIAE AN ) > /R BIZ BUE 3 2
3 WEOEM

O ARk & IRk S ol E iz LYVE-1 BtV Y& N M %2 organotypic culture {EIZ XD
HEEFE L, invitro TEEBICL DV Vo EHABIORBELFHIT S, 51 &HEW T, OEEMEEL Y %
D cross talk &, UV NEFER TR IO EESMERICELFE S, 2 FREFHICRET 5,
4 WrREOBE
b bR ER R R PN BRI & polyclonal anti LYVE-1 iR Tk L. FACS W TY & N
5L, ZTOME T =AU A NVRTEETDZE T U NERNEMRICEERRE R S5, T0%,
O R b BB B R OMAaREZ BTk 22 Z— 7 VIR THEE L, oganotypic culture &35, 15 REF
WZiX TIMP %13 U & T 2N LB B REER 24 ORETNZ, BEEMEO 2T —57 0 7R~
DOREREER LY U VEEREORENELERIET 5, T/hbb, LiiEERE AL~ Y VEERICTT
AEAREZER L, BEFEMICEZICED Y VREOBAERW LIELBRE L%, VU EFERTB IV
MRS B A5 fREE S DR R ENE A SRR LA X OV in situ hybridization ¥ A WT, # U3 7 HEB LD
mRNA L~V THRIET 5,
5 WrgeiasE (LR - REWFFEEDORFZEE LET)
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HE. OESEMIakk Th A HSC3, HSC4 3B L1 Ca9-22 & AV 7z organotypic culture JEIIMESL Z 41U T

W5, Thbh, T Then’ 7T A2 THEEEIT - TOCRRMEEFMIE (=7 2 313 BHESFMIL) % Trypsin
EDTA CHEEL. K ETaF—FreRMT 5, Znz7 L— b EEGEL. FVOELRIC Toon’ 72
AapbFBE L OEBEMREEZERE L., ZhEN 1 EABBEE LR a7 —F I re ) 7 vy
FLANEE SRR ECBEH L, 27 —F U VRN 10%FEE RV~ VIR CTEE L., B
BN NST 7 4 AT oy 7 BER L, HT AREREERLE,

a7V BICHERR LT 1 AR BRI O RERTIE R S & FIRRIC . EEAEAE. RGO B & h i
MERWVZHEBFEREEZ R L TND I & 2R ETHICHER Lo, Organotypic culture %179 72®IZ
X, 27— U FVNICRMEEIREIRNT A Z EREETH Y . MR B Tl 0 g
DEBIZR LN -To, EBHEFMEOMERKIC X > T, OBk =R TiIEEICREE

WD Z L MR LT,
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R RE SR M AN b, ) o BRI Z 2T D720, U N EREMid~Y——T

# % LYVE-1 (Lymphatic vessel hyaluronan receptor-1) Z4F BRI T HHUE (B LYVE-1 Hilk, H
R FES R R AHEREE XV H#E) 2 VT FACS (Fluorescen activated cell sorting)
iT-~ 72, Thbb, T5em® 7 7 A 2 CEFE LEER % 1T o T 72 IEH 8 R B ok %8 N R e &
Trypsin-EDTA CHIEfE L. 2% FCS ¥IN PBS ICRE L7, ZAUZHILYVE-1 Hilk% 1 mg/ml DEWEIT/RD K
SEMU, K ET30 4/ A > Fa~X—h Lk, &5HIZFITCE#Y X VI FHiEE: — kbl & KD
FETA ¥ a— kL7, EROFECTHERHFIRBERLENEZMIEAERL TWD LYVE-1 #37
B % OGS L FACS Il L, EDFES. LYVE-1 B Y BN ARIIE DRI E A FER TR, U v
SRENEICECRHREN 2525 Z & IR A U T\ 5, IR kM2 P RS LYVE-1 B
X Upodoplanin iZatE R4 & 9 FERED B E 23 Norgall B D 7 /v —7 b b4 S 7z (BMC Cancer,
2007, 7:105),

U oo YEN IR, —ESOFIRN M D2 L TRET D ENMBATNS (0liver G. et
al. Nature Rev.Immunol., 2004, 4:35), % Z T, WE##IRERMLE NEMEZTOEEHNT, 27
— U VN TR Z2{TV, MEBI OV VEOR G Extg & L, Oemilark & O AEIEH 2
GIEHBEICRIEL TV D EZATH D, =7 —F U FVRICHIN Lo B2/ 2 & b il A E
4

ISHREESE G B matrix metallo proteinase MEEANFRD HND T b, BIE, ZOMOKMRAELE

DR E Y — Ty FE L TR ZED D TETH D,

MBS LT, Z0oX—UE THEHASIESIN,
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HHATERSIE S ERICB T 2 EARERKEYRAGE) DRI DONT

3 HEEOHM

RIERFTCTELE S N—RIER (NO) ITXOTEE LI NS N EMROREIZMIAT S &I
Lo T, HAMRAEEERDREEMATL-BETHIETH D, FICRERITHE LICHKET S
EINTWAEARCERKEY (receptor for advanced glycation endproducts: RAGE) IZ&EH L.
RAGE DOFH & iNOS OEARIICDOWT DM ZITD .,

4 WEROME

PRSI SRR S . i SN2 EUR 2 R BRI L 2 0B sRIRAZFE SR S s
FE L U2 RAGE BRUFEEINO GREBROS > /N7 BROBETREZ TN E N L0,
DTEYENFRCEOER Lz, 97305, fofiziklz OCT a2 NNT > FRICHEHEREFE L. bpum D
AT 2 Epk L7z, $ik b RAGE £7/213 INOS ik 2 N TRER A ZT, TN 5 OREBMaOBE%E
707z Fiz, G5 RNA ZHIHHL, UTIILI 1 LA PCRIETENENOBETREERA L.

5 WigEHE GERPIE - REVFROAZAL £9)
- WHEAERE
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M- aR—vETORBO (A1) B  WFneeOTEAT LS. TOBAE, BEEEFTLTFEL,
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B AR e RS T, BRAICHERER S SN EHF 25 AEdRIT, BARUBRTS
FOUHREFRIEZ I L7z, TOBRICERINE NS RITR M Z AT L. T OMFEEfT
S, 8B, AMRITAFMEEREROEREZT, KRBINTHD (WFF 2004-24). H/z,
LTORFEFE I TOMROMEZHAL ., HEHEROFREZHFE TV S,

T2 ERLEFRE

BonzRdBE 293 L., —HFERNT 5um D/NT T 4 VYR EERLE, Z0%,. AT R
D) TP UEGEETVL, S T TREABEIREET o, TOREER, 540D
BENSESNEENCI, AR EBR Y LEOERZ 4D AR 5. WiEZEE -
B EINZIENSE, AEOHENSHEI LTz, £, BOD 20 BIZDWTIE LK ZRD T,
HFEREMMEICE S SROMEREZ D NEFEHBERDD, wRAIZFEEZE L. oL
TOWFEIc i Lz,

FEE R L2 R ER

it b RAGE BLUWINOS A ZH N T, ABCIEIC KB HBERAEIToET A, U 2R,
o077 7=V BROMENEMEIC K S RAGE OREZRD, —F, INOS EHERLIZD
2 s OO ER. BEMIETSH >/,

ST EEA L. RARICREREEZT 2 E A, MENEMIZIE RAGE & iNOS ¥ >
N ZRRFFEHR L Tz, RZmEFEICIIZ O RAGE © iINOS RHRMMARE L T,

TR

BRETIA DS RNA ZH#itH L, & b RAGE & INOS IWERI/A T SA<—&2ERLEY 7Ly
AL PCRIEZTTROZETA, ETOWRAFETEORBE LR L, 723, RAGE & iNOS
DEBLETHRREIIRLY THoN., TN OREEICHBEBERIZR SN aho 77,

lEDZ &5, RAZFIEN P O REMEMILIE RAGE © INOS ZHHL TH D, R
R FAMBORIEICEAE L TnD Z &R S NIz,
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BT - Bk IR - BAERRAT

TROEBVHENZLET,
1 % B l %%@%@“%ﬁ%(ﬁﬁ)/%ﬁﬂ% l ¥ N THEBEOTHATEEN,
2 WA

KEr FER ARG amphiregulin FEAIC KIET EGF 02

3 WEDBEH

WP EEGDOIR S BNE 2 b r— AT HETFEMD Z LIE, ZOMROBEE OHERESHEERKIZBIT D
WS A~DE 52 M5 ECARARTHD EEXbND, 2T, A LEMIAEL L, epidermal growth
factor receptor (EGFR) V7 N &FETHHEERFD 55, autocrine IZfEAT A2 LD EHRBELEE A,
amphiregulin (AR) DNZ DM E LTCHET bz, T2 CHEN LEMIED AR EAIK, WERZ Y 26D
BHEIND EGF &2 RIETHE I DERETIHELZERK LT,

4 HEEOME

PMREER Lz A _EEMIIRIC EGF 2/Ef &8, AR mRNA BB RIFTHE% real-time qPCR T,
B Ry BBRICKETEE %S ELISA IE TRz, S561T, BHESFMRASWT 5 HGF BL U KGF @ AR
EACKIETTEAS ELISABEAVWTHRAN, £, HEBITNC AR BRHENZNE I DEFHH70,
WAEBHIKRGCHT O AR BXEE&T DL LbIC, BRATA—F—LOHBEOFEELRE L
5 HFFEAEME (LRI - MEMROLEHE LET)

- MHERE

- WRgEoEE (BHHE)

Xﬁ—A&—ﬁgfwﬁﬁm>€’§) WFAHEOTEATL AL, BOBAIE, BREERFLTTEL,
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6 BFEEORER RAWEOHEREZIL, 4,000 FUERALTIEIW,)

HWRENBFIROBRICE SN - MBI 2 Dispase LH L, A LRESEZHBEL -, 0O LRERA %
[Bas—Fra— kL7 L— MoEB L, LEMAL outgrowth ¥ 7=, HEHiZBIEFMAIA Y Epi Life
(EL+) T2 T, SO RRHE B S THoREERETY, 3~4 R LMl 2 ZBRICHW,
24 BEREIEERIA 7 UV — (EL—) ORSHICEZE U/-AIC EGF 2L, —EEgICHRE £ EIR L T,
total RNA % HiHi#%, realtime qPCR 7% I\ T, TGF-o, EGF, HB-EGF, AR, betacellulin (BTC) &
| mRNA BERICRIET EGF OFEBEZFH~T-, 58 FEFO ARIZELISAKBICLVEE L, E6IZ, ARE

| £z kiET HGF, KGF, heregulin (HRG), TGF-B1 DEE & ffTH~ 7,

A LR IaA TR 5, EGFR U A FaEs-~<7=& =5, AR ® mRNA X GAPDH & ik LT 0.1 {52
EORBAEZRLLEOICRL, oRERFIX AR @ 1/20 725 1/2000 BEOFERTH -7, EGF X AR ®
mRNA ¥EH % 12 Rl E CREESE, ZORATOREEHETA L8 THEOLEAERL LN, EGF Z{EH
SEHZLITLY, RALEMIED AR AT 24 BFE, 48 B L bICPH 2 I LR L, 48 BRI Cik= v b
2 —/L T3 8 ng/ml TH-7=DICR L, BEGF Z/EREE5 &5 15 ngml iIZEM LA, blaikic, WAL
KA D EGF EA VLY, # pg/m]l BETHoT-, BMEFMIICHEETARERFIZL S AR EA,
HGF iZ & - THI L5 528 L7724, KGF, HRG, TGF-BLIZ L AEBINIE LA LS T dote, 28, =
v b=k UTHWERE R EEAE(Ca9-2IcB W T, IFIEREDER 27 L2, AR EAL~UL
id primary OR ERAIRE B LT, V10N FThoTz,

PLEDRERMS, BEe MEN LA autocrine IZRE - ST A EGFR U R 5 5, SEFES
THTIIAR BELESBTHLZEBHALNERY, EGF RXZ0FGSRF L LTERTIZ ERHLNE 2
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