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WEIFEIERE) »PERIT. EEVEIOME
BrhkRe, GBI L - THMAHIERESHER
L72#%b, BEEWHIOBHEARLEREY
A ML AL o TESICEHRRENESR
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Fot2 0, RoTWBEPEILZL, 1); %
B, 2); ZEIOMER D, BEMNLREVS
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1. EEATE OSSR
F 344 £ LEW (BT A MAP RiEIK 52
I 5 ERTHOE(LIL, BEEOHRE & F

FEIZ, F344, LEW 3R ARG WHIZHEL,

MAP#511HBRU 2BB 6 FEIZER
FEEE S m A L 72, BIZ LEW i
F344 IZHHE L T2HE 5188 BIZPITE
EATE MR A E o 2. L L, LEW
TiX1SHE, F344 Ti220B B ui;ﬁﬁf«%ﬁ
ak ), BEMICIIE RS UE®
RABIZEL 72,
2. DNA A F 5 — ¥ mRNA DAL

MAP 57 3O RBRE, BB T
DNA * ¥ 95—+ mRNA iX, MAP 2i%%5
T RKICELIIED S o 1275,

RAEHSICL D, F344 TIEEITED,
LEW Tt EE L:;‘ﬁw L Tw: 72 (Figure 1, 2).

HED DNA A F 5 — ¥ mRNA (X, MAP &
M 512 X o TF344 TIIEEIZREY, LEW
TIARICHINL, REHRS THF344 Tid
BEIZED LTz (Figure 3). /METIZA
x5 L o T 344 TREEIRAL LY
DI T - Iz (Figure 4).
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PEEEDR RIZ—H L T, LEW I3 F344
IZHEL T, BRATENTA BRI
BEEICBPo7. THIX, LEWIZITIH A
VIC & ABITEERI AL SR ERRT S

WL, F344 3R L v kv D) BRSO
* X¥4 5. LEW TiX15H, F344 Tid20
HEEICIXERITEHSIZITEEIREBIEL,
AR ZIT RO ZERITEE B b7 {1
otz BHIOTIZIN A »7.5mgkg%5H [
DAFHLTED, SROERLDERL,
55, EYRSHBOEWIZEDCD
DEBbhA.

REEREIL, MAP RAEIR5IC X H#REHK
GR, MR mRNA E7%, F344 TIIHE T
i, LEW TEEEIZBILTWwER EWHF
BLBl 77y IR, SDTF YR
THEKREEICYINVFIAT OV EY
s AINI &, FHELRE, Kk W
W EDA L AICHT D HPA axis D G
ik, F344 TE <, LEW ZEWIDZ L »
5, MAP RE#HSGICkA2anFaRTO Y
SWElEL T LT, F344 Tl HPA axis® 4
LEBD 74— KNy 70 E, avFa
AT VIR EEEIIZELY, T BEE
GR mRNA DM, kUHEMMERRERD
BREZoTWREHERMLA. ZhiTHTL
TLEW TlI, HPAaxis D7 4 — F/Xv 7 A8
85<¢, MAP RiE#REGCTaLFaAFu g
whnl, #4%{ GR mRNA 75@4, SEiFtE
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AF G5 —BPREETHIEIRBEENTY
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M, A b L AAD HPA axis JEHIZBWT,
B IR L W IR EE R E T
AR T v b F344 & LEW T3,

() EETEI 2818 & L 72 MAP LS,
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asEmeE BH B Eire - 98t s —SEMERARHRE 3 BARA

WEBHE  FEF—. 2L A2 &)l 3
(EIE® - Bt 2 —HEMEMARARES. HILAZEFBEVEFRE)

AF Y723y (MAP) X BATEIREIERARIE. T v MCBVTARIBADRIIED LN,
artli = OEEEE B IZneocortex( BT 2 BHAMP TR S WA FHRELT & L THEEE
FEshr /=¥y 70y MIBOTRERNLEEANEOONLATIA T 77
7 MIoWT, MAPRARICER M AT A2 24 4 VIS TAIREEBTLA-EZA, &S
%1 BRI CAHZICREATIE L T\ /2%, DI receptor antagonist T %SCH23390Tid 2 ~
FO— L Th B EEEEKIE S AEETH - 72, ONMBEERTT P L PRI N bort IEIR
FEDONEBEHEOT I /BERHNCEITCEERTF FEREL L THROFEEZERL.
neocortex CRET A BEHENY x A Y ¥ 70 v MR LR, 68kDan /N FAFER S
N, ZOBREBSIIBREELET vFE Y RAA ) T —%BEREI =R 7L - THH
IR E AT B L MAPIC & BB OB RIERMICHE S, BEDF -5
L0, mrtlHMAPIC X 2 EFMERRICE ST 5 J LR I NI, '

EELBEEEZONRTEY, FORELE
WHEGTFLANLVTOBRBRIIBEETHLY, £
ITHRAE, Ty MBWTAERIBALE
WATEIR AR T O -0 DEPERISLET

€=L:p)

HERBMRIIBIT L0 -TERKEON
WA XL ERNTHLET, AF¥ 7>

¥ 3 (MAP) ®ah A »ip EOHHERIEEE
ok BATENRME. H B VITERE EPRITR
LZHESBEFEETREFHMEBA TS, =
NLOEG LB Lz FREY TIIERS
HATEL, RETEIERESIAPTVR
BEAELHIIbI - THFSLDEA, 29 L
T IREEATH S N5 12X —E D REB R L
BILEWMERET A2 ENLELATD
Bo —FH. PHRMABROMOTHIHER &
A, COBESIZRBREBROH S

HAHEIcEBL., CORMMERIZHERNC
MPiIcie & 3 581 F & L Tartl
(methamphetamine responsive transcript
D HEE, FEL,

AEED, artlDTEHERERR~DES
L DELAIIL TV DI, 1) MPE
FAR TR R R R E L, T/, MAPIZ Lo
TR L= TEREC B TR EERT
aH A T BINE OB, 2) wrtHEIE



FHEMORIE, 3) BRBGHE & TEH
METL7rFEVALF) IV -l AR
O A AT BYRAE R L~ 5 2 5 2B O R 47,
frotze

[5i]

W EBIEERT-SHEOHM T 4 R
Y= b ETH¥NLEIELTHW,
BHREEE: 2h 4, SCH23390% %1
1 30mg/kg, 0.5mg/kg, ¥ bO—EEID
AEEREEAREETHRS L, IRRBICE
9. neocortex* T L7z, K LA-—EE
DERNAD S T v FLnFHhw—FHOTE
WENLDNAPIZETNEY -4 v FOE
w . competitive RT-PCRIZBWT 71—
fbli-arRFqs - HBETLE2Y-H
FLTRIE LTy YT 4 7 — T iE KA
YrIa—-TF—varEEAL, BIEEY
DREZERE Y=y P KDL DL
IR LN, HIBBERLABEEZEIT A a—2A
FRERKEBTHET L LI2X - THS
L. &m L7,

FEDERE: nrtlB{LFEY ONKRHE
BT I/ BEFNIZETLRTF F(-19)
KIHICHFHES S TIMEE L, v F2
PxRELTHRMELZ B,
BRIMAIDABE I/ SRBL IS
FZayrrd: pEN(FT X V) IIMetlr %
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FUTLIEREZ ATy INA YT
v HW, %A1 T<—%150mM NaCl
WCERLT2.5ug/nlE LTHEL, 2h
Zpentibarbital BREF T TH FiZ&EE L 72
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2. 1R1E, MAP (4.0 mg/kg. JEEENIE
) Fo3AMEREKETRERS L, 9HH
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LIWWIOHMEKRELALZ., L& 0MP
(l.6mg/kg) ZF v LI LTITE8E{LE
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RNAD / —F 7oy b %8BT LR,
variant A/CHIL C SRR THRIL & 5 2538
LAV ROt LT, variant B/DIZAX
B ARANEEEBICHLTHEETS
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WTaH L T EEE L
X neocortexit BTG RIERE Ca »
PRI LTRE B4 BB RmATER
Ehlce —F  DNREFET V¥ TZA T
& BSCH23300 T ¥ b=V EFE LR
T, Io&EMEREEd o7 (Fig. 1) o T8
BAEMAPERIBIC a4 itk o THER
S, T, ghENICE o TR LT
HEELBVT, EYLEORIEI»ED
bitd, L7zHo T, TEIEEDRK I
DIBIEFRAIA Y- FOBEERIH
EWioo L TEM LB Y — v 2R
EEZOLND, artlid I 0SBV THIT
ERAE~OBEARE SN,

(amol/ug)

Target Sequence

Sal COoC SCH

Fig 1. Cocaine-induced expression of mrt! variznt B/D in
adult rat neocortex. Animals were sacrificed fhr after
administration of cocaine (COC), SCH23390 (SCH} or
saline (Sal). The amount of target sequence which competed
with a cloned competitor of mrtl_IVS was represented as
the copy number per one micro gram of total RNA. "P<(.05,
"P<0.01 {n=6).

mrt 1R F E &L neocortexi=H L\ T68kDad)
EGFILTHETS.

cDNABBE D G FHE S A0RFIZ BT BNE
MEEDT I BREFNCETTER L
R7F FIIHTHHMER, Y2 X507
Oy 75rAryZIlBOWTKBRATREIE
HRAMt P = HFEMICREB LS (Fig.2A
) o COHMLESHVTT v bneocortex®

TIAY 7Oy FPEBKFLAER, ORFA
LFEEIATFRELINTDIBEKRKZ WV

PHFHEENLRFELDT I/ EERFICB N
T, BN OHRRIEE O EENE
ZAoNbT NS, ZO68DaD Ny KRS
ertBiFEHTHA L EbLNI:,

33—
86—

184 =

Fig.2. Western blot zzalysis of Mrtl. (A} Total protein of
E. coli M15 with (lane 2) or without (lane 1) pMI_EX1A
was szpaiated by SDS-PAGE and blotted oato PVDF
membrane. The membrane was probed with anti-Mrt!
antiserum §$7200-1 or anti-RGS-4H monoclonal antibody.
(B} Total protein from rat neocortex was probed with

anti-Mrt] angiseram $7200-1 or §7200-2.
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AS2% B A S NT-Ei e T AMAPIZ & 54T
BEREOEEFEE SN (Fig.3). /-,
MAPRI LB IC BT A RETEHOREBRIET
YFE VA Tl X o TEEY ST
oz,

40

20

Cumulative Stersotypy Score for 90min
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)
MAPMAP  MAPIMAP  MAPMAP  MAPMAP  MAPMAP  SalMAP

mit1 AS2  scrambled ()

Fig 3. Sequence-specific inhibition of methamphetamine-
induced behavioral sensitization by anti-sense oligomer
continuously induced into lateral ventricle. Animals were
daily administered with methamphetamine and challenged
with smaller amount of methamphetamine later (MAP/MAP)
or daily administered with saline and challenged with

methamphetamine later (Sal/MAP).
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tissue-type plasminogen activator (tPA)
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