excretion of levofloxacin. Clin Exp
Pharmacol Physiol, 29, 167-172, 2002.

15)Takeuchi M., Tatsumi Y., Kitaichi K., Baba
K., Suzuki R., Shibata E, Takagi K.

Miyamoto K.-1, Hasegawa T, Takagi K.

Selective  Phosphodiesterase  Type 4
Inhibitors Reduce the Prolonged Survival of
Eosinophils Stimulated by

Granulocyle-Macrophage
Colony-Stimulating Factor. Biol Pharm Bull
252, 184-187, 2002.

16)Yoshida N., Shimizn Y., Kitaichi K,
Hiramatsu K., Takeuchi M., Ito Y., Kume H.,
Yamaki K., Suzuki R., Shibata E,
Hasegawa T., Takagi K. Differential effect
of phosphodiesierase iohibitors on IL-13
release from peripheral blood mononuclear
cells. Clin Exp Immunol, 126, 384-389,
2001.

17)Nadai M., Zhao Y. L., Wang L., Nishio Y.,
Takagi K., Kitaichi K., Takagi K,
Yoshizumi Y., Hasegawa T. Endotoxin
impairs bilialy trapsport of sparofloxacin
and its glucuronide in rats. Eur J Pharmacol.
432, 99-105, 2001.

18)Yoshida M., Kimura T., Kitaichi K., Suzuki
R., Baba K., Matsushima M., Tatsumi Y.,
Shibata E., Takagi K., Hasegawa T., Takagi
K. Induction of histamine release from rat
peritoneal mast cells by histatins. Biol
Pharm Bull, 24, 1267-1270, 2001.

19Ando H., Nishio Y., Ito K., Nakao A,
Wang L., Zbao Y. L., Kitaichi K., Takagi K.,
Hascgawa T. Effect of endotoxin on
P-glycoprotein-mediated biliary and renal

of rhodamine-123 rats.

excretion in

Antimicrob  Agents  Chemother, 45,

3462-3467, 2001.

20)Yoshida M., Yoshida H., Kitaichi K,

Hiramatsu K., Kimura K., Ito Y., Kume H.,

Yamaki K., Suzuki R, Shibata E,
Hasagawa T., Takagi K. Adrenomedullin
and proadrenomedullin = N-terminal 20

peptide induce histamine release from rat
peritoneal mast cell. Regul Peptides, 101,
163-168, 2001.

21)Iwase M., Yokota M, Kitaichi K., Wang L.,

T., Izawa H,,

functional

Takagi K., Nagasaka

Hasegawa T. Cardiac and
structural alterations induced by endotoxin
in rats: importance of platelet-activating

factor. Crit Care Med, 29, 609-617, 2001.

22)Kitaichi K., Iio Y., Aoyama N,, Fukuda M.,

Nakayama H., Takagi K. Hasegawa T. 2003.
The of
of

altered disposition

methamphetamise in the model

methamphetamine-induced neurotoxicity. In

Current Status of DependencefAbuse
Studies: Cellular  and  Molecular
Mechanisms of Drugs of Abuse and

Neurotoxicity (Eds. Ali S., Nabeshima T.)
Ann NY Acad Sci, in press.

)b, ZRTAE, Bo/IEA. FiE

BV ET NIRRT BRAZ T DA
ERETHEL. B ASEEMIER MRS,
21  133-144, 2001.

behavioral changes of methamphetamine in

[Pharmacokinetic

methamphetamine-sensitized animal model]
Nihon Shinkei Seishin Yakurigaku Zasshi.
2001 Nov;21(5):133-44.

24)dbwiigE, LH&KF, Zhao Yin Lan, 38

W, BARK, BARES, BEIEH.



K. pneumoniae BIRT R ACIDAF
B UHEEREEET LU —BEER
BRELCHTIIA I DS, <
YRR BSR4, 125-130, 2001.

. FERER

. Kitaichi K., Fukuda M., Ito Y., Aoyama N.,
Takagi K., Hasegawa T. Altered disposition
of  methamphetamine  during the
development of methamphetamine-induced
neurotoxicity in rats. 33% Annual Meeting
Society for Neuroscience, New Orleans, LN,
USA, November 9-12, 2003,

. Kitaichi K., Ito Y., Aoyama N., Nakayama
K., Takagi K., Hasegawa T. The emergence
of altered diposition of methamphetamine in
the model of methamphetamine-induced
neurotoxicity. ISN  Satellite  Meeting
“Current Status of Dependence/Abuse

Cellular  and  Molecular

Mechanisms of Drugs of Abuse and

Studies:

Neurotoxicity” (Abstracts pll8), Kyoto,
Tapan, July 29-August 1, 2003.
. Ueyama I, Kitaichi K., Doi Y., Takagi K,,
Hasegawa T. The lack of involvement of
TNF-a , IL-1 and PAF in endotoxin-induced
decrease in  hepatic drug-metabolizing
enzyme activity. The 18" International
Congress of Clinical Chemistry and
Laboratory Medicine (Clin Chem Lab Med
40 suppl 5297), Kyoto, Japan, October
2002.

Kitaichi K., Morishita Y., Ueyama ],
Matsushima M., Takagi K., Takagi K,
Hasegawa T. Methamphetamine:

sensitization and pharmacokinetics. XiI

World Congress of Psychiatry, Yokobama,
Japan, August 2002,

5. Kitaichi K., Morishita Y., Ueyama ],
Matsushima M., Zhao Y.L., Takag K,
Hasegawa T. Pharmacokinetic changes of
methamphetamine and their mechanisms in
rats baving behavioral sensitization to
methamphetamine. 23®  Congress of

Collegium Internationale
Neuro-Psychopharmacologicum, Montreal,
Canada, June 2002.

6. Kitaichi K., Morishita Y., Doi Y., Ueyama
J.,, Tatsumi Y., Takagi K., Takagi K,
Hasegawa T. Altered disposition of
methamphetamine in  rats  repeatedly
treated with  methamphetamine: the
possible involvement of organic cation
transporters. 31* Annual Meeting Society
for Neuroscience, San Diego, CA, USA,
November 2001.

7. Kitaichi K., Morishita Y., Doi Y., Ueyama
J., Tatsumi Y., Takagi K., Shibata E.,
Takagi K., Hasegawa T. Repeated
administration of methamphetamine alters
pharmacokinetic parameters of
methamphetamine in rats: the possible
involvement of organic cation transporters.
Congress of Collegium Internationale
Neuro-Psychopharmacologicum, Regional
meeting, (Abstracts p286), Hiroshima,
Japan, October 2001.

8. dmiEE, FHEGSHF, EEEHL, P
Wi, ' OB, SAR=, RIS
HEAICIOMBERETT AIIBIIBAS
Y7 =B PIEBTHOBRREL. F
13 B EITRREEFHALEDEL,



2004.3.7. #F.

9. dbiisE, FEEERT, FL E B
BAE#H, mARR=, EHIIEH. AFr
T FIBBEMETFAICRITAAZ LT
=L OEERRNEGICETIHRE. F I3
B A AR REELFESR (RRE
S p.120) (AR EEEME
#%¥), 2003.10.8-10 &£ 5.

10. ke, RBEL, FTRE, &K
gk, BAR=E, RE)IEHE. AF 7=
FINLLDHE BRI OAZ T2 S
IUEBNEBORIT. F 26 BIAEHE
FEA2, 2003.7.24-26 B HE.

11, b, RTEE, RBERRF, &
Ak, mARE, RBJIIEH. 277
I HBRBEETNVICEITRAY T
I EERNBBOE. F 1236 A EFE
FLaES 0003.3.27-29 Rl

12. deriigs, HRFAHE, Ll #, PLE
i, 3B KE SARg=, ES)NEH A
B 7z B MBRREET LTy MERRE
DAF 7= FIDEERNERIZETLR
M. F 32 FIR AR ERZLFR
( A XA BRSNS 22 275, 2002),
2002 4 10 A A1HS.

13, dediig=, ZTRE, LU #, PIlE
i, BARZE, BEHNEE. FyMiki
BAZ T 2 FI B FIEE T VRO
AZ 72 FIRNBEOEL. FSEA
KITBFEEFES (BEHL p. 62), 2002
#£RAAHE.

14, RTFEE, igE, 8 KE, sAE
Rk, ERRE, BAR=E, EEN&GH.
HEEA MRS T LR 7 BB
mE g & g AV B BRI A =
ZXLORENT. F 49 [0 H X ERBYHF R

2(BEEELH p. 192), 200245 A4 &
B.

15. dbHiilE, RTAE, LHEF, Ll
f, 3 R, BARK, EBEHE &
AE=, RoIERA. KFEEDAFL T
zH AL THEINSHEMHERFIC
RIETAZ 7 2 I FNBEE LD
5. F 31 [FAXBEEHEREEDFER
(BRI 90 777 5KBE#MGE 21 314,
2001, 2001 £ 10 A IE&.

16. {eilfsE, HTKRE, £ RY, akRE
w, ERERE, &ARZS, RANEH.
AR T B R RICBITDAT
T x B ARRNBIEORAL. B 7 BRET
PDEREFLER(FEHE p. 22), 2001 £ 8
A HEENR.



[ R R R DR EFREOWE 3EMOTLD

FBMRE: BMEEE
IR AE: FENEE, RS, ToBi

(ESIf i@ 7 — HMREITAR EOHETIRER)

EMEEORBESFRLFTOREBIZIONT, i
RNOBEFRRUOTILEVOIB NG AL

RBBENTNS, KD EFHEREFORIEN,

EHIKFOBHOB/TELRY, Bt RERET
B —FoMILEREFEFEBSLCHRERERE
BE~DEANFRICZDETREND, BYE

B3 BRFRADEMERETIHELLT,

DNA chip tE (=477 L AHE)REBEN TN,
AN, /LT oV EOREFHBESR
NI AT AR OHNEL THELREE X H-
THEY, EPEREEAOTREREFOREICLE
RABMFCED, X Tid methamphetamine
(MARP) IZE 2R RVKER LG MBI BT T v
EERL, =M /aT7L A5 AV TMAP @R S5
FTRICKREFICBWTER T 2R ET 8
DAZY—= T % {T o1z,

1. 24707 L AL DBIEFHROET

MAP t8##r 5 (2 mg/ke,s.c.,7 HE) T.MAP
R R I EEBE M 31 D Tt 3RS AR
ENTWAIEZRRERL, ZOMAP B & 55%H
DOPRABRFRF A HEFROMIIETHLE R
HEHLEET Hmidbrain BLUEERHMETH
DA %5 e limbic forebrain 1235175 mRNA @
% vA /o7 LA RICIDET L, 900 DR
EFRAYBRHNL, RELEERANEDOONE
BEFEICOVWTERBEREHL,

Midbrain: 900 OB L FORBEELE R
R MAP SR 58Tl 708 #. MAP B
E#Ti 698 FEPB LU MAP {RZEBETIT 696 D
BEFLBWTREBLABERANRBOON:, &
BLE-BRARRO N #EFBICOWTHENT
EfTo1 kR MAP RERIZBWTiE 21 fADR
EFAHI(LE FL L)L, 4 BEoREGEFIHET
(1.5 {ELLF) LTV, MAP {REEEE & .01 MAP
SEHBESEBIUBHMERSHELHEELILLIAS,

B 5P OARERE CTEMAERINSEBET
W7 (80 3, B 4) @ Thot, MAP SR 5
BHRERBIUCHREREFTEBSER TS
B+ LLTiE. glucocorticoid-induced leucine
zipper (GILZ) B LUSKREREF 3 B Th-7o,

Limbic forebrain: 900 OB FORME/LE
RBL-ER MAP SR EHE T 68 BERBLUT
MAP B4 5 BT 671 BOBRFICBHTER
ELEBEENRROON:, TELBAANE
BoREBEFBICOWTERREAEBLE,
MAP (REEBEIZ IV THE, 10 EDRE FA ML,
18 BOBEFH/ETLTV -, MAP SMRET
JUEBHEETEMIERIATHIRETFEL
Tt 86T 6 (BLH: 3, a3 @ ThoTo,

Midbrain 38X 1K limbic forebrain IZ3513% MAP &
MEBEEHBIUCEBERERERITLIELIA,
MAP SH#H 51 LBMER S TEHREREIND
BiEF 4(BEa: 1, &m:3)EE RHUL, BEAE
EFTHDGILZ iZ. MAP BHER & 24 BRI 00
FREEECORMBICHOAMHFHEL/-HENAED
b,

2. GILZ »&H|
MAP 8 ¥ 5 8%(Z GILZ antisense ZBjALEL

fe&ZAH, MAP #iHMEFR AT Biomibiahiz,
BHEIC, MAP ICXARHRER b IIHIENT,
MAP 18 3% 5 % . L corticosterone fX%HIFEL
FelA KERIZBWTHERREMARDLN
oo E2, MAP 8% 582 MAP 2B 5Lz
Z A F corticosterone BLid A BEIZHIML TV iz,

3. MAP 185 50 Raf-1 I RIFTRE

MAP Bt 5% . BIRH Ref-1 HMETHD
GW-5074 & MAP B S RIICAEL/2LZ5 MAP
HTHPEORIRITF BICIH Sz, £/, MAP 18
HRERHIC MAP 28 & ELH S . limbic




forebrain i3V YT BE{t. Raf-1 o A 2 B RiTH
FiogmLTwik, — . 20O B GILZ
antisense OFILEIZLDE FiofhBlEnr-,

[ZE]

HEHvAlic L2 ftE s LU RER RIS
PRGLE BRSNS HBROBERFRES AT
BV, BT, KR HRROMIRIETHAM RIS
BN LE A TS midbrain BLXUCEBRR A THS
(| #4575 limbic forebrain #ERWATLL
T, =A707 L A4%FI AL/ mRNA BHOKEE%
R L7z, MAP (REEBEA PO T 21TV (D
MAP{RZED I, (2) MAP B E EBLUHKRETE
LD MRS DL LIEG) MAP 2N IREERE
TR #ERFENDRIG FERELT,

SEIORBHTT MAP 2K E 24 BFRIEABIK
ERETREHM mRNA L 0@ma@sbhni:
GILZ DRENZSWTHEBN =, GILZ antisense
AILEIZLD MAP R IR IE AL 38 L OR i 7
RAEMElENDZE 6, GILZ mRNA OFEIL
MAP R F I LUV THE AR IC B 5 5L
&Mz o, —F . GILZ T glucocorticoid Iok
NEDREANFEEEINDIBETFHLLTREZ AL
BERHDIENL MAP BHZR BT, o
corticosterone EENZIDWWTRHLE, TOEE.,
MAP @ # 58 TIE MAP OBKREIZLV M G
corticosterone WAL TV AIEMEHLHITA
of, ¥l MAP BB E TR, &L
corticosterone WICHFELZEBIIZH LR -
Fel&hb MAP BB FIZL> TTEERE %
DHEEZEEBEC TOSAHEENTRENE,
4RO corticosterone RO E T PRKDEN /<
UARRICEBEEZAILRBEENTNAE
EMBD BEBS, MAP @R SICL-TEUSTF
ERRBTRORERPROEN I BERICE
BrLEATVOLDEEILNE,

BT, GILZ 73 Ref-1 & HEE B THILNHEX

. GILZ DERSEELT Raf-1 R ERLTVWB Y,

FIZ T, MAP #MERIRIZ IS Raf-1 DEFIE
WAL=, BIRE Raf-1 BHEORLBEIZLY,
MAP M fER BT HHIS iz, LizdioT, MAP
W FRIUZ Raf-1 BB ELTWAZERHLMIC

Zpofc, Ef Raf-1 Fo 0 BERIELIELS,
MAP Bt 512X o> TU 8L Raf-1 it
b, 2O RIL, GILZ antisense DRI
kil Ei-, LIz -T, MAP I2X3 GILZ
mRNA O FEEHIT MAP MR LF 3o LU i M7 Ak
CREL., 2DAN=A AT Raf-1 DY BHLAE
EARHERLTHAEEL BN,

(#57R)

= A7aT A EIERORGFHIOLEH OB
MRS THRENEDETTEEFE2REL, 1T
B REEROE/LES D T, BFT
~REREFORBIZERTHS, SEIORTER
b MAP 2R EVLCHRERECORMED
DHERFEND GILZ 2 AL, MAP BIMHETFR AR
BIOUHEERICEE T2 HALMIILE,
MAP BHE# SICIY TRERE RO HICHEE
DBEL, MAP I2k5 GILZ OFBEBFIERIEND
ATEEEATREN, 2612, GILZ B aTA %
FT—¥HRr—FDH>H Raf-1 OV B LEEEA A
L. MAP iR FRER B LU HIREDORBIZ
BELCWAEERE N,

F2-pd

1. Pierce R.C., Kalivas PW.: A circuitry model of
the expression of behavioral sensitization to
amphetamine-like psychostimulants. Brain Res
Brain Res Rev, 25: 192-216, 1997.

2. Louk I. M., Vanderschuren J., Donne Schmidt,
E., et al.: A single exposure 1o amphetamine is
sufficient to induce long-term behavioral,
neuroendocrine, and neurochemical
sensitization in rats. J. Neurosci, 19(21):
9579-9586, 1999.

3. Ayroldi E., Zollo O., Macchiarulo A., et al.:
Glucocorticoid-induced leucine zipper inhibits
the Raf-extracellular signal-regulated kinase
pathway by binding to Raf-1. Mol Cell Biol.,
22(22): 7929-7941, 2002.



Lo )

1. EXFHFE

1} Funada M., Hara C., Wada K.: lnvolvement
of corticotropin-releasing factor receptor
subtype 1 in morphine withdrawal regulation
of the brain nporadrenergic system. Eur I
Pharmacol, 430: 277-281, (2001).

2) Funada M., Hara C.; Differential effects of
psychological stress on activation of the
5-hydroxytryptamine- and
dopamine-containing neurons in the brain of
freely moving rats. Brain Res, 901: 247-251,
(2001).

3) Sora L, Elmer G, Funada M., Pieper J.,

Li X.F, Hal FS, Uhl GR.. Mu opiate
receptor gene dose effects on  different
morphine actions: evidence for differential
in vivo mu receplor reserve.
Neuropsychopharmacology, 25: 41-54, (2001).

4) Fupada M., Sato M., Makino Y., Wada K:
Evaluation of rewarding effect of toluene by
the conditioned place preference procedure in
mice. Brain Res Proto 10(1): 47-57, (2002).

5) Sato M., Wada K., Fupada M.:  Alternation
of kappa opioid receptor protein following the
administration of phencyclidine. J. Mental
Health, 48, 59-66, (2002).

6) Matsui M., Funada M.: Recent progress in
the research of the muscarinic acetylcholine
receptor subtypes and related diseases. J.
Mental Health, 48, 43-51, (2002),

7) MEIEZ. @ERBEEHERPAICLIR
EFERMEEORRE. MEEAEATR
49: 29-33 (2003).

8) Funada M., Sato M., Zhou, X., Wada K:
Profiling of  Methamphetamine-Induced
Modifications of Gene Expression Patterns in
the Mouse Midbrain. Neuroscience (submit).

%) Funada M., Zhou, X,, Sato M., Makino Y.,
Wada K: Role of the Raf-extracellular
Signal-Regulated Kinase Pathway on the
Expression of Methamphetamine Reward in
Mice. Eur. J. Pharmacol. (submit)

2. FEER
1) Funada M., Sato M., Hara C.: Involvement
of corticotropin-releasing factor receptor-1 in
morphine-induced hyperlocomotion and the
rewarding effect in mice. College on
Problems of Drug Dependence, 63th Annual
Scientific Meeting, Arizona (2001).

2) Sato M., Wada K., Funada M.: Changes in

G protein-activated inwardly rectifying
potassium  channel protein levels in

morphine-dependent mice. College on

Problems of Drug Dependence, 63th Annual
Scientific Meeting, Arizona, (2001).

3) EREERE, EIE, A BIEZ: ENERD

B 51X~ AHMEE D G protein—activated

inwardly rectifying potassium channel

protein OEBEFE TS, B 31 @B FHp
R ERES KA (2001).

4) Funada M., Sato M., Hara C.; Effects of
corticotropin-releasing  factor  receptor-1
antagonist CRA1000 on
naloxone-precipitated morphine withdrawal
in mice. CINF, Hiroshima (2001).

5) Funada M., Sato M., Makino Y.: Role of
the dopamine receptor on the abused solvent
toluene-induced rewarding effect in mice.
College on Problems of Drug Dependence,
64th Annual Scientific Meeting, Quebec City
(2002).

6) MEBEZ, (CHEEE, BEEE oW
FIKTFER RIS B ROEZH.
7 32 B A ARk A F S AE | B
(2002).

7) Funada M.: Conditioned place preference
paradigm: a simple and effective method for
assessing the rewarding effect of drug. Ipn.
Medical society of alcobol & drug studies.
Annual Scientific Meeting, Tokyo (2002).

8) MRHEIEZE: Conditioned place preference
Hh: BEOBADRFEOIDOBHENID
FhBee FiE, & 37T BB A7 Aa—/L 3K
BEFE. TR (2002).

9 MHAIEZE, ik, B BEFElL=UR
B R RIICRT DRI HEROKH.
B R ERPANEHMERYS KE
{2002).

10) fAHIEZE. B BEE, ol bRk
MNZEBRAE /T BRI TR
8 B33 ERANERREEYS BR
(2003).

11) Funada, M., Zhou, X., Sato, M. : Role of

the dopamine D1 receptor on the abused
solvent toluene-induced rewarding effect in
mice. 5 76 BIRARE¥SFS, BHE
(2003).



MEESKECBIT 2 NABRMAEOEIN S D AF ¥ RIVOKEEEL .
LEDH TR, JEMOF LY

SHERZE  KNR FOKED
(N E BRI PHE)

BERANC & B IERRIC WL, HERIOX
1 AEBERLY F T RABRIERICHFET S
E/PIVICRELTEY. ZOEEZEE/ 7
v DR D 2 VIR B LI, Rl k33
R TAR—F - ORTICL D EEXS
hTuwb, —4. 7J)V2—)b, morphine, nicotine
¥ OBk EBR T DIKFLEY T, ol
OMEMpgEOE L LT LEREION
ANV LF v 2 (HVCC) DBEETIENEL
BT ERMESBESHBELTE 2o

Zho OWMEFEL S, KHRSEE S IIHE
FeAF I BT 2 REMIRRD HVCC #ge bz
WT. YIRISR < A REE B Z B,
(¥ @ dopamine (DA) BLUtD b=

(5-HT) OEEIBZE 2T - BE& D HVCC M
ZLERIT L. BE8 TIREEEYO nicotine % &
# LB 0By & HHBHRRE L.

1. Nicotine RHIRZIZ1E S HVCC DRFER(L

Nicotine(0.1 uM)D A EEER S 1d 30 mM KCI 3RF8HE
eI AEARICBME ¥, JOMMIE
nifedipine IC L > TOAFRICWZT . P/QB X
UF N 2 HVCC THERZRBRSA P ol &
#= . CHlverapamil #5& & A RICEML, Z DM
{2 Bmax {EDEMICERLTWS I EPHBAL
7o

Western blot #iZ & 2#FORKER, LA HVCC

Y72z FTHBalC, alD, alF BILKal/d
Y721y FOBRRENBPERINZE N
ZhP/QBLENR HCCC al U722y b T
HBalA BLUTalB BRICEELFEDH SR
Polz.

THe DR S, nicotine HETIRAIZL DF
FEXNB[CC?IRADHMIL LA HVCC Z K
T3al 721y FORFEENCERT 2L
PHEAL 7=,

2. {E#8 DA OEMRIFRIC LD HVCC DORE
1

&R DA (0.1 uM) DEREIEZICL D 30 mM
KCl BABMEC¥IRAHMMBEL. JOBmMH
Dl BEEBHEICL > TOARELTNEI LD
5. DA HRIRZIC L b % U B[PC AL DI
SEROMEDTEE Niz. DI REKFEREKT
3 % SKF38393 % Eifk g X €/ &I, 30 mM
KCl SR Ca IRA DRI BRI N, 2D
SKF38393 4= & % 30 mM KCI S R14[“Ca” TR
H0iE L B HVCC 353 i3K T 3 B nifedipine IZ & oT
OAHAEITIE. P/Q B LU N HVCC #5115
REEES R0l

SKF38393 MitEARERE. MR BI 2R
HVCC ol 72w bOBERELIDWTD
Bt R» 5. P/QA. NEHVCC Qal 72
—y bp#HRLY. LEHVCCal B 722y b



DRRL. FBRBE L OMCERLRHERIIRDS
hizghroi=. SKF38393 EkiRRE O EMIa»
5 F98 U 7= BRI E A~ D [PHdittiazem £55{3FEIR
Z|EIA L. BRI %E R LTz, Scatchard
BRI B To & 2 A, J O KdEOR
DIZRETZ I EHERL =,

3. (KR 5-HT OEEEIRRICHED HVCC DR
gEz1b

5-HT (1 uM) DEFEIFEIZ L D 30 mM KCl1 3%
FHE(CCHMMAZEREIIEML. ZoENiEEh
FN5-HT1 BI U2 ZEEK. BLUS-HTIRZE
KENETH D methysergide MSGYH L T
MDL72222 (MDL)IZ & > THBRICHIFE T h. Wi
3 % FIRFIC 5-HTIREE & H i e AR IREZ ¥
3. FCTRAMIMIZIZRRITEE L. £
Z DAL nifedipine I L - TOAFRITID
BlEahi=2, P/Q BLUN B HVCC FHi3KiTR
BELEZ PO

5-HT BmBREowEMic B 2%
HVCC al 7= v FORBHIL. P/QH. NE
HVCC Dal ¥ 72=w DA R ST LR HVCC
al BLUa2/8l 72w FORERG. FEIERR
HroMicERRZERRIEShRP o &
PH]diltiazem #&S2ERDALET%E Scatchard ARAT L
=& 2 A, PHldiltiazem &S1285 32 Kd HOE
DICEETZHDTH D, PHidiltiazem 58
BIZIRELPBED SR E B,

4. FL®H

BHAIKTEEE D nicotine DRIIFETCIZ LY
HVCC #EETE VBB N DD, ZOERL
# HVCC Dal Y72z w b ORI MHRE

RO TWBIEMBEIERS T, BB, TV
72— L% morphine D& ¥ nicotine DB & Bk
THore—H.DAB LU SHT T LA HVCC
iU ELE LB M. T OMEEAEICIZal YT
2=y bORREMHSEHONT, ol 722
v b @OPHIdiltiazem £&ICR T 2 RESRMEDE
M LB &DHBE L. ThoDEYEII BT
% LA HVCC MREE L OB D&, S{kik
T RRARY: & S R A T2 AT OD FESE D AR AL
ERART—F CHIARMEIEROND,

(BrRZAD

1. FE&RawL

1) Katsura M., Shuto K., Mohri Y., Tsujimura A. and
Ohkuma 8.: Withdrawal from nicotine facilitates
diazepam binding inhibitor mRNA expression in
mouse cerebral cortex. Brain Res. Mol. Brain Res.
97: 194-198, 2001.

2) Shirotani K., Katsura M., Higo A., Takesue M.,
Mohri Y., Shuto K., Tarumi C. and Ohkuma S.:
Suppression of Ca? influx through L-type
voltage—dependent calcium channels by hydroxyl
radical in mouse cerebral cortical neurons. Brain
Res. Mol. Brain Res. 92: 12-18, 2001.

3)Suwaki H., Kalant H., Higuchi S., Crabbe J.C.,
Ohkuma S., Katsura M., Yoshimura M., Stewart
R.C., Li T.K. and Weiss F.: Recent research on
alcohol tolerance and dependence. Alcohol Clin.
Exp. Res. 25: 1895-1965, 2001.

4} Katsura M., Takesue M., Shuto K., Mohni Y.,
Tarumi C., Tsujimura A., Shirotani K. and
Ohkuma S.: NMDA receptor activation
enhances diazepam binding inhibitor and its mRNA
expressions in mouse cerebral cortical neurons.
Brain Res. Mol. Brain Res. 88: 161-165, 2001,

5) Ohkuma S. and Katsura M.: Nitric oxide and
peroxynitrite as  factors to  stimulate
neurotransmitter release in the CNS. Prog.
Neurobiol. 64: 97-108, 2001.

6) Ohkuma S., Katsura M. and Tsujimura A.:
Alterations in cerebral diazepam binding inhibitor
expression in drug dependence: a possible
biochemical alteration common to drug
dependence. Life Sci. 68: 1215-1222, 2001.

7) hkuma S., Katsura M., Higo A., Shirotani K., Hara



A., Tarumi C. and Ohgi T.: Peroxynitrite affects
Ca® influx through voltage-dependent calcium
channels, J. Neurochem. 76: 341-350, 2001.

8) KA. E BF: PIVI-IKEDSF
i RE 21 4: 35-39, 2001,

9) % BB HiPAEERES L VEDOEN
EAMMRBEICRHITS9H. BERE LT
316, 2001. ‘

10) # BR: RYIRERICE D B diazepam
binding inhibitor (DBI) OEEENELE 2D
. DML 117: 159-168, 2001.

11) KEESRAKES, B BB “GABAB ZA{K”
TEREBMZTEERAROHTERN ((KHRiE.
bR ) ElEE R (R3), pp.33- 37,
2001.

12) B EBE. KEEAK: “7ha—ikER
BRIz i+ B HdA diazepam binding inhibitor (DBI)
RIBOMEMBEM" HRIKRERO#ES 2002
Eatk s QOL (WEFRMEX. AR 1B,
BAEER) MEEA REREEHR TR
(#H®), pp.76-81, 2002,

13} Ohkuma S. and Katsura M.:  Protracted
withdrawal syndrome - special reference to
alteration of endogenous anxiety-inducing
substances in the brain. Jpn. J.
Neuropsychopharmacol. 22: 203, 2002.

14) Katsura M., Mohri Y., Shuto K., Hai-Du Y.,
Amano T., Tsujimura A., Sasa M. and Ohkuma S.;
Up-regulation of L-type voltage~dependent
calcium channels after long term exposure to
nicotine in cerebral cortical neurons. J. Biol.
Chem. 277: 7979-7988, 2002.

15) Katsura M., Shuto K., Mohri Y., Shigeto M. and
Ohkuma S.: Functional significance of nitric
oxide in jonomycin—evoked [FHICABA release
from mouse cerebral cortical neuwrons. J.
Neurochem. 81: 130~-141, 2002.

16) Katsura M., Mohni Y., Shute K., Tsujimura A.,
Ukai M. and Ohkuma S.: Psychological stress,
but not physical stress, causes increase in
diazepam  hinding inhibitor (DBI} mRNA
expression in mouse brains. Brain Res. Mol. Brain
Res. 104, 103- 109, 2002.

17) Katsura M. and Ohkuma S.: Up-regulation of
high voltage—gated calcium channels in nicotine
dependence. Jpn: J. Neuropsychophammacol. 22,
208, 2002,

18) KAEAARE. H EF: #HLUWEIRE (Vv
LEF L, Z27¥40) ORB2RM. BHE
% 44: 305-311, 2002.

19) Watanabe S., Sato S., Nagase S., Shimosato K.

and Ohkuma S.: Chemotherapeutic targeting of
etoposide to regions of the brain on the basis of
pelyamine level. J. Drug Target. 10: 457-46],
2002.

20) HERRAE. M 2ELI HEORIG. 4F &£
FBERY a7 - AV XLt EF-M

($F=I /) &5%E GIER), pp.281-302,
2002,

21) Mohri Y., Katsura M., Shuto K., Tsujimura A.,
Ishii R. and Ohkuma 35.: L-Type high
voltage—gated calcium channels cause an increase
in diazepam binding inhibitor mRNA expression
after sustained exposure to ethanol in mouse
cerebral cortical neurons. Brain Res. Mol. Brain
Res. 113: 52-56, 2003.

22) & BT YIKEFEERICIBIT S dazepam
binding inhibitor (DB)3EIR & L BUBLHKTFME S
W LF v 32V OBEERIBENE. MiEbR
42: 47-39, 2003.

23) KEEIRAER. £ B8l ” 4. Mg - 15
BR” YRR 11 AEE B I (fk
A, BAEES)EIIBE (HF), pp.30-53,
2003. '

24) KHESHKER, # BR: 6. T bRkEFL
T3 R R B O A R & BRI

(fepByeiR. 1BHBFR) HibRZHRS (Il
1), 159-173, 2004.

25) Ohsawa Y., Toko H., Katsura M., Morimoto K.,
Yamada H., Ichikawa Y., Murakami T., Ohkuma S.,
Komuro [. and Sunada Y.: Overexpression of
P104l. mutant caveolin-3 in mice develops
hypertrophic cardiomyopathy with enhanced
contractility in association with increased
endothelial nitric oxide synthase activity. Human
Mol. Gen. 13: 151-157, 2004,

26) Katsura M., Mohri Y., Shuto K., Tsujimura A.,
Shibata D., Tachi M. and Ohkuma S.:
Continuous exposure to nitric oxide enhances
diazepam binding inhibitor mRNA expression in
mouse cerebral cortical neurons. Brain Res. Mol.
Brain Res. 2004 {(in press).

27} Katsura M. and Ohkuma S.:  Functional
relationship of diazepam binding inhibitor to
L-type high voltage—gated calcium channels in
alcohol dependence. Meth. Find. Exp. Clin.
Pharmacol. 2004 (in press).

28} Katsura M. and Ohkuma S.: Pharmacological
basis for management of drug dependence. Ann.
New York Acad. Sci. 2004 (in press).

29) Ohkuma S., Katsura M., Amano T., Hayashida S.,
Shimo T., Sakai N. and Tsujimura A.: Sustained



ethanol exposure increases expression of al
subunits of L-type high voltage—gated calcium
channels in cerebral cortical neurons. Mol
Pharmacol. 2004 (in press).

LESREK

1) ¥ BT AKHEHCKES: EMKFEARB LUR
WiFER FIBIZ B (S M6 diazepam binding
inhibitor (DBI) FEIRDEEL. 5574 B H AR E
SES, 2001,

2) BB, £ BE. RBEE: HUSRE
B EE MR BT 2 BB HRNCO)ERBML

[¥Ca®] F¥ FIDEE. 5 74 [0 HAZKE
ZEES, 2001

3 ER B EF. HHETHS: Nicotine £
HIREIC 5 LRENIKGEY C*F v A2
(VDCCHEEED up-regulation o2 T. B T4 [EH
AP LES, 2001

4 B a5, REEE. B 8:NMDA ZEEK
R {2 S B%PY diazepam binding inhibitor (DBI)
FHEMINZ BT 5 NO DS .55 99 [ H A %EH
Fain#giis, 2001.

- 8) Katsura M. and Ohkuma S.: Long-term
exposure of neurons to nicotine induces
up—regulation of L-type voltage—dependent
calcium channels (VDCCs). 2001 Collegium
Internationale Neuro—Psycho Pharmacologium
{CINP) Regional Metting, 2001.

6) Katsura M. and Ohkuma S.:  Functional
involvement of L—type voltage—dependent calcium
chanels (VDCCs) in ethanol-induced increase of
diazepam binding inhibitor (DBI} mRNA in the
cerebrocortical neurons.  31th Annual Meeting of
Japanese Society of Neuropharmacology, 2001.

7 BRE. KEHAKmS: PN3-—J)ve DB
(diazepam binding inhibitor). &5 36 [EIHAK 7 /L3
=) - EYEFIEE, 2001.

8) &£ BF. HBET. £F #: Nicotine 1B
T BT 2 A diazepam binding inhibitor
(DBI) FBRMMIZ AT 2 LEREMKFY Ca F
+ %)V (VDCC) DRE%. & 100 [BHAEEZE
RIT RS, 2001,

0) ¥ ET. HEETE EBR & Fra-—)y
BR 25 ME B P diazepam binding inhibitor (DBI)
mRNA RESEINE L BELRIFE Ca F ¥ 2NV
(VDCC)DISFERITERE. 2B 75 RIH ARBPERF
£ 2002.

10) £H 2. H# EF. gREIE: Z2F
DOEIIEEIZL W FERIND L HELIKREHE
Ca F¥ 2 WVDCCO)D AL, & 75 BIHAFEHE

SESL, 2002

11) # BF. £H 8. HHERETE: lonomycin
(IMY) FREMEEEYEREEY. B 101 H
E A 3EH 2 En i<, 2002,

12) # BE KEHAMR: EYRERMRICBIT
ZLEBHKESE AN TLT v F N
(VDCCS)D%E|. B 37 @EET I IV« XY
EZz@E, 2002,

13) & Bl ABEHCKER: Nicotine Ik EERICH
BALABEMKESEANYDLF YR
(VDCO)p#ReR (L. B3TRAEXZ V-V -
EYEZSRE, 2002

14) Ohkuma S. and Katsura M.:

syndrome—special reference to
alteration of endogenous anxiety—inducing
substances in the brain. The 5" Annual Meeting of
the Japanese Forum on Nicotine and Drug
Dependence Studies, 2002.

15) Katsura M. and Okuma S.: Up-regulation of
high voltage-gated calcium channels in nicotine
dependence. The 5™ Annual Meeting of the
Japanese Forum on Nicotine and Drug
Dependence Studies, 2002.

16) £ B7F: EMKEICHBIT D diazepam
binding inhibitor (DBI) FH & L BELKTGFEH A
W LF v 2IVOBEERIBEEME. 3 45 B8
RufFhgs, 2002,

17D & 8F. MREEN. BEETF: PArI-
REFF IS diazepam binding inhibitor (DBI)
RN T 5 LEEAEGEOE AN D
LF v FVHVCCIDEHERBEEIME. 55 32 [HH
AR R S E S, 2002.

18) #£ BT, MEHESr. BEIE-F: Pravastatin
RUBRZICHESTBABOMANV S D LT ¥
A IWVHVCC)DMHEE L. 8 102 [B]HARKEE
SIE & R4, 2002,

19) ¥ BB, HKEEM BdEF Zra-—-i
EMBEEE & LEgEMEOAtAI VLY
LF v F )V HVCODHHEE L. 576 BIH A3
Hp gL, 2003,

20 BT, MEEN. BEE T KB E
#BRE~D dopamine FHHBREICHS LREEN
BO#EAN Y T LT ¥ ZIVHVCCO)DREEE L.
3103 EE AFERP LS, 2003.

21) B B, KEEHAER: Dopamine E#EIRFRIC
5 KR BB 5 LESEMHE
CHEA IS ™ AF v 2V OMEE(L. 88 37 [§
HAZNVI—) - BEYEZEES, 2003.

22) Katsura M. and Ohkuma $.: Phamacological
basis for management of drug dependence. The
International  Society for  Neurochemistry
(ISN}/Asian Pacific Society for Neurochemistry

Protracted
withdrawal



{APSN) Spensored Satellite Meeting, 2003.

23) Katsura M. and Ohkuma S.:  Functional
relationship of diazepam binding inhibitor to
L-type high voltage—gated calcium channels in '
alcohol dependence. 1"  Symposium  of
Neurobehavioral Pharmacology, 2003.

25) ¥ BT, HKEBEMN. BHEPTF: Morphine
FHAIBEZI- £ > diazepam binding inhibitor (DBD
FEMMICANT 2 LEEEMBEOMEALS D
LF ¥ XIVHVCODHEEERBIEM:. 5533 [EIH
AR ELS, 2003,

26) H# BE.AEHEAR: WESTERHEEDE

- (diazepam binding inhibitor, DBI} DHPIFIRE
ke ZDEHE. $ 33 BHEBEHHEEER
F £, 2003.

27 ¥ B, HEEM. BEEF: Morphine
FURZEICES LESSEMBEOAINVY DA
F ¥ F JUHVCCYD up-regulation (= 2WWT. B
104 [o] H A3 Z 2 554, 2003.

28) # BAl. REEHAR: LEEEMBEOis
Wi WF v R IVEEREIZ B IF § dopamine kT
IR DB MR KR B AR & AW
7R —. 8 13 MR TEREm R s T
ZeHEDEL, 2004,

29) # BEl. KEEAR: SEMEattaLy
U LT v RV OBEER(L & T OMF  RYHKTE
B ABERLERLELT. ETTERE
RHpRES, 2004.

30) # E&. HEEN. BEETF: Diazepam
HEIBZICES LAFEMBOE AL Y A
F ¥ 2 VHVCODMEETTAER. STTEHRK
R aES, 2004



[ ) T7IVETF AR —F—RBUVRET VERAWE
HEBAOSFERBFORN I SEROELD

SHEMRE: BR-M?

SERFRE: LR IR KHIEE, FRB—M EILET | WTaE BEE NRTA
AR 20, WA F 2, i FakE *, BRBAR
( B SEBRE S R A R A M5 38T , ? SURERIE BRI - HER T - Sy PR . ° R

RS AKRZE RS REFER)

ahALR, BEAITHBAT 7 I(MAP)IX
K—s23 b RR—4—(DAT), Erb=h70 A
H—F—(SERDR U/ NV RV o NF o AR—F
—(NETHZEAL TE/ T MBRIEYELSED,
PESE ., b AR EBA OB F IR — /3
2 ADARRGEFSEB LR RIS TE
7275, DA LISOE /T I ARAREON &3+
FEAGHIZER TV,

N A OEBHEIL DAT 2L T\5EEnT
vz, Lal, DAT K7z /v7T7HKO) =
@ XCh, SERT, NET & FHBMIIKHASHEL
KO =7ATh., a4 DERBRFRFRSh T
=0 Tex . DAT KI8IZ SERT Eisrdb oW Mimex
BAIbR Lo/ OBBINRERTHIEERHL
7o LD RIT, oA A OEBIZIT DAT &
SERT 23EIZEIEL, RN AR —2—DfZE
BNRFEETHIEERBEL TS,

FICH AT, BBICEET 2 EROBRICHIRY
BRRINE /T IR A AT T AT BRI,
RSP BT RS AV TabA o T 585G
(CPu). {4 KE(NAC) & RITTA AT EF B2 E (PR BRI S
— 33 (DAex), Eub=5-HTen IR EEDOE L3
FEMichIRML TR,

ap AL OBl THRAN— /I RE
(DAL=, A%, RTERATEF B Cik
124 MBRETHHIED Sy hyolz, DAT-KO =R
Tit DAT BKIELTOBICh bk D
HEIAHD, DAT/SERT ¥ 7 KO <=7 A THEHAH
7272 B0, HEMEIZEVVT DAT-KO T DAex @
#ANAHY, DAT/SERT 47 /L KO Tid DAex D
A bl E 2 BNS, DAT-KO VAT DAT

NEBLTOBRLEHGT DAex AHEIL TWDHO
i, SERT #: DA BERVIABAABFEL - ZEEREL T
VW5, (I THE DAT 23K 55 DAex DHIINAH
Bhonih o7, BIEARTE R Tk DAT-KO,

DAT/SERT-KO C% DAex DHHNA R, BISHAT
BFR G NET 1212 DABRAZORHRSE X
Bz, 5~HT 122V Tid, SERT-KO THIGHATEF &
HCOMIas 5-HT B EEG-HT e @RI RO
WAL BEE RMEZETHEEMARGA,

DAT/SERT # 7 /L KO =7 AT Rbh/eizor-l
2k, BRAE, (ATt DAT 238 5-HT OFERDA
HERBELCOBEE LR, YL EDRRII OV
TN BDAL O, B FHER MY
— s OBEELEZ LD, T T, REEIZEWT
cocaine FEETIREL . HFEAL VAL HBRESH
AHRICRM L,

BEE~ORBEHR ST, AR BEAT AR
AicERLEBH S o—7 2 BUTHE= I T
HEALT, FOE. DAT-KO v ATIXETRES
LREY BER 5T DAex OHIMA R ORI
T, BAENO SERT ICHEILA DM, £2
8 DAex O 20O THIUT, Bk SIZBW
T, DAex ITHIMNT LT ThHD, o T, AHA
B TH512 15 DAT-KO <7 ARG T O DAex D
B, W TR SERT 12X DARDIAAD
HWElERCIled | SRR — 218D
DTHAHLIBRSTHENT, DAT-KO Tk, &F
5 & -2 A hi 5-HT B Rk i /L TR
UL NERE TR A IR RIBL T, DA FEERIC
(A DEIEH NI T DAex BN HRIREMES
HBHe 5-HT I oW THRBRICRAMLIEI S,
SERT-KO =7 A TIIanA v E TIRETHERE



Thidkik 5-HTex AHEMLIZ, 5-HT {220 Tid
DAT AEFTANC SERT KIBARFEL TV BIENK
BaEhi-,

BERATHET V7= IR UAT T fIy
(MAPHI® /T3 b T AR—F—IZERAL. /7
T E RN T HE R T, T AEROE /T
L BELIMSE BREELEESED, HEEA
RESHERCIVERERFERIELECIIEN
HBITV DA, ZOL R, BENE
Lo THER SRR THHEBHOBHEA, &
T LE SR AN A TERLL TV, ZOEE
T B SR LR TS, RREMIZHSVTHLETR
BHET CHEAYREES TOLEFEITE - BEnE
BHELAUEINL . RENTEEZ ICIILARTICED Tho7
SROBERACIOMMATR TS, 2hiy, £
Bl BRI R R 5 U BRI BB S h o it
HHT, BEARERCHS RBECER 1%k
H0H ALEBRET LS T D, MAP (358772
DA MHRMEIEROIEBIFARO T, HintE SRR+
BINETORECIL. DA BREEOER{LEFLL
LTiThhTEl, —7F, 5-HT #EE0HEIC
SNTERELFSITEBELHII STV, £2
TH 4 (T DAT/SERT-KO <=7 2% BT MAP @
T DV TR LIz,

DAT $2V i SERT DRIR, HDHVEEFEDKR
Tit MAP THTHMEATERSh2A Tz, TOIEH
DAT D Z/25¢ SERT LRI EL TS
T EABRGREL TV, E512 DAT OREIHET
A& it o tHexpressiont T BL2V B D
O, WO R B (development) A3BE T DI LA
hoto, SERTOREBNERL THHMmEDRHIS L
URERRHLN, U EOERYG, ThETHE
HERTEf DAT OZ46F, SERT LMK
IZBBE AT EMTFEINT,

ZZTHIC, DAT SETHEORBRARIZ SV TR
B ARMERAL ARG TAIEX BBNZ, DAT ~
Fr KO <A DU T, REERE A4 TP
DBEHTER BT DAex, 5~HTex DEALERRATLI,
ZORER, I TO MAP 1215 DAex DAL EF
ERI TS olz, ZHICHL, BRETI
DAex DRI EFERID | /3FRBE L7420, WNRti

FABCIA LTV Ve, ZORRIBATER O HE
BRI DAGEREE THLLVIINET
DELITRLD, #41E DA GEORFZRET
VEA TR T BEE 2 B, SERT A XIRTD
& BSRIELAAELLIZ, MAP ICEDHEREA S-HT
¥ EE DRI B LT, SERT HELRXBTILE.
MAP {2 L2481} S-HT BEE O 2ao7, L
AL, WFEROES . DA OBINREFERLEDLL
Haotz, SERT-KO = ZADMEFHER OB E IR
BE OB 5-HT ABEL TVaAEE LN,

HERRHEEREIZRITS PET 2 AV HRIC
Ly dTEE TDATORD BHRESNTWAH,
LORREEZSDUHBHLHKIZEVTH DAT D3
L HERA ORI L ORI BKIRY \, DAT
~Fa KO < ATiL, DAT DEFIHHL TS
DO, BER-T AL ABERIE{LE T,
F7- | BRETOEENERADARBELELLT
l{‘ff.l/‘o Fi+ . MAP ER742Y cocaine (XA ®EE T
MRS D AR HE ORI ASBF A B L e~ b L2 D
L, DATOREAERL TODA% 5 EBRY
AR TEBLEZ NS, ZHOIENE, MEET
OMAPIC X 248885 DA B N4y F-BEFF L
cocaine LT, MAAREEDODATHEE TR
Ly, DAT @ reverse transport (DA effux) 2372 RE
ThHLHRTED, T S TR, DAT O
X MAPIZE A DA LR ZEEBLAV, TORML
i, MAPIZE5 DA EHDREEIT cocaine &[FC
X7 AH = XL THDID LA,

AR TIT, REFOH FERBF RN
THIEE R, AR EREEAVTE /TR
VG AR—HZ—KO wUAIBHAEERRED
IFEVELL— BT AMAOT /T I T AL Z A
HANCLEAERL, BRI —EDOREERLT
LSS, SHIZRRER TRah A DR RET
# 5 LS iER AV TR &R0 HE R
Y NT—= LD DO R LT, Eo, WERAIZ
AT RRRIC B ARHICIEE /TIVET
v AR—H— DR BRSBTS LN FRS NI,
BHERHIDL FHERMFIC B BE /T IR AR
— & — DB, {EEEESH Tl B
SN E LN,



L

(EFR%HT)

a3 FE TR

1)

3

5)

6)

Yamamoto H, Imal K, Takamatsu Y,
Kamegaya E, Hara Y, Shimada K,
Yamamoto T, Shen HW, Hagino Y,
Kobayashi H, Ide S, Sora I, Koga H,
Tkeda K. Changes in expression of the

mouse homologues of KIAA genes after

subchronic methamphetamine
treatment. Ann New York Acad Sci in
press

Han W, Ide S, Scra I, Yamamoto H,
Tkeda K. A possible genetic mechanism
underlying individual and interstrain
differences in opioid actions: focus on
the mu opiid receptor gene. Ann New
York Acad Sci in press

Ide S, Kobayashi H, Tanaka K, Ujike
H, Sekine Y, Ozaki N, Inada T, Harano
M, Komiyama T, Yamada M, Iyo M,
Tkeda K, Sora 1. Gene polymorphisms
of the mu opioid receptor 1in
methamphetamine abusers. Ann New
York Acad Sci in press

Hironaka N, Tkeda K, Sora [, Uhl GR,
Niki H. Food-reinforced

behavior in dopamine transporter

operant,

knockout mice: enhanced resistance to
extinction. Ann New York Acad Sci in
press

Kobayashi H, Ide S, Hasegawa J,
Ujike H, Sekine Y, Ozaki N, Inada T,
Harano M, Komiyama T, Yamada M,
Iyo M, Shen HW, Tkeda K, Sora I
between

Association study
alfa-synuclein gene polymorphism and
methamphetamine dependence. Ann
New York Acad Sci in press

Harano M, Uchimura N, Abe H,
Ishibashi M, lida N, Yanagimoto K,
Tanaka T, Maeda H, Sora [ Iyo M,

Komiyama T, Yamada M, Sekine Y,

7

8

9)

Inada T, Ozaki N, Ujike H. Tagl A
polymorphism of DRD2 gene and brain

atrophy in methamphetamine
psychosis. Ann New York Acad Sci in
press

Inada T, Iijima Y, Uchida N, Maeda T,
Iwashita S, Qzaki N, Harano M,
Komiyama T, Yamada M, Sekine Y,
Iyo M, Scra I, Ujike H. No association
between the type 1 sigma receptor
gene polymorphisms and
methamphetamine abuse in the
Japanese population: A collaborative
study by the Japanese Genetics
Initiative for Drug Abuse (JGIDA).
Ann New York Acad Sci in press

Iwata N, T, Harano M,
Komiyama T, Yamada M, Sekine Y, Iyo
M, Sora I, Ujike H, Ozaki N. No

association between the candidate

Inada

genes of t-PA/Plasminogen system and
Japanese methamphetamine related
disorder: A collaborative study by the
Japanese Genetics Initiative for Drug
Abuse (JGIDA). Ann New York Acad
Sei in press

Numachi Y, Yoshida 8, Yamashita M,
Fujivama K, Naka M, Matsuoka H,
Sato M, Sora l. Psychostimulant alters
expression of DNA methyltransferase
mRNA in the rat brain. Ann New York

Acad Sci in press

10) Hall FS, Sora I, Drgonova J, Li XF,

Goeb M, Murphy DI, Lesch KP, Caron
M, Tecott Laurence H, Hen R, Uhl
GR. The
underlying the rewarding effects of
cocaine. Ann New York Acad Sci in

press

molecular mechanisms

11) Shen H, Hagmno Y, Kobayashi H,

Shinohara-Tanaka K, Ikeda K,
Yamamoto H, Yamamoto T, Lesch KP,



Murphy DL, Hall FS, Uhl  GR, Soral
Regional differences in extracellular
dopamine and serotonin assessed by in
vivo microdialysis in mice lacking
dopamine and/or serotonin
transporters.

Neuropsychopharmacology in press

12) Yamamoto T, Nishizaki I, Nukada T,

Kamegaya F, Furuya S, Hirabayashi Y,
Ikeda K, Hata H, Kobayashi H, Sora |,
Yamamoto H. Functional identification
of ASCT1 neutral amino acid
transporter as thepredominant system
for the uptake of L-serine in rat
neurons in primaryculture. Neurosci

Res in press

13) Ide S, Minami M, Satoh M, Uhl GR,

Sora I, Ikeda K. Buprenorphine
antinociception is  abolished, but
naloxone-sensitive reward is retained,
in m-opioid receptor knockout mice.

Neuropsychopharmacology in press

14) Mansikka H, Zhao C, Sheth RN, Sora [,

Uhl GR, Raja SN. Nerve injury induces
a tonic bilateral: mu-opioid receptor
mediated  inhibitory  effect on
mechanical allodynia in  mice.
Anesthesiology in pressHall FS, Goeb
M, Li XF, Sora I, Uhl GR. Mu Opioid
‘receptor  knockout mice  display

reduced cocaine conditioned place
preference but enhanced sensitization
of cocaine induced locomotion. Brain
Res 121(1-2): 123-130 (2004

15) Hall FS, Sora I, Uhl GR

)

Sex-Dependent. Modulation of Ethanol
consumption in vesicular monoamine
transporter 2 (VMAT2} and dopamine
transporter (DAT) knockout mice.
Neuropsychopharmacology 28:
620-628 (2003)

16) Hall FS, Li XF, Goeb M, Roff R,

Hoggatt H, Sora I, Uhl GR. Congenic
C57BL/6 mu opiate receptor (MOR)
knockout mice’ baseline and opiate
effects. Genes Brain Behav 2: 114-121
{2003)

17) Yuyama K, Yamamoto H, Nakamura K,

Nrshizaki I, Yamakuni T, Si-Young
Song, Sora I, Nagatsu T, Yamamoto T.
Overexpression of V-1  prevents
NO-induced cell death: involvement of
enhanced tetrahydrobiopterin (BH4)
biosynthesis. J Neurosci Res 72(6):
716-725 (2003)

18) Yuyama K, Yamamoto H, Nishizaki I,

Kato T -Sora _I  Yamamoto T.

Caspase-independent cell death by low
concentrations of nitric oxide (NO) in
PC12 cells: involvement of the
inhibition of cytochrome ¢ oxidase and
the production of reactive oxygen
species (ROS) in mitochondria. J
Neurosci Res 73(3): 351-363 (2003)

19) Ttokawa M, Arai M, Kato S, Ogata Y,

Furukawa A, Haga S, Ujike H, Sora I,
Tkeda K, Yoshikawa T Association

- between a novel polumorphism in the

promoter region of the neuropeptide Y
gene and schizophrenia in humans.
Neurosei Lett 347: 202-204 (2003)

20) Ujike H, Harano M, Inada T, Yamada

M, Komiyvama T, Sekine Y, Sora [, Iyo
M, Katsu T, Nomura A, Nakata K,
Ozaki N, Nine-or fewer repeat alleles
in VNTR polymorphism of the
dopamine transporter gene is a strong
risk factor for prolonged
methamphetamine psychosis.
Pharmacogenomics J 3(4): 242-247
(2003)

21) Mizoguchi H, Wu HE, Narita M, Sora 1,

Hall FS, Uhl GR, Loh HH, Nigase H,
Tseng F  Lack of the wu-opioid



receptor-mediated G-protein activation
in the mouse spinal cord lacking exonl
and exon 2 & 3 of MOR-1 gene. J
Pharmacol Sci 93: 423-429 (2003)

22) Murphy DL, Uhl GR, Holmes A,

Ren-Patterson R, Hall FS, Sora I,
_Detera'Wadleigh S, Lesch KP
Experimental gene interaction studies

with SERT mutant mice as models for
human polygenic and epistatic traits
and disorders. Genes Brain Behav 2(6):
350-364 (2003)

Sora |, Tkeda K, Mishina Y. Receptor
knockout and gene targeting -
Generation of knockout mice, in Opioid
Research: Methods and Protocols,
edited by Zhizhong Z. Pan, pp205-216.
Totowa, NJ (USA): Humana Press
(2003)

24) Tkeda K, Yoshii M, Sora I, Kobayashi T
Opioid receptor coupling to GIRK

channel: in vitro studies wusing a
Xenopus cocyte expression system and
In vivo studies on weaver mutant mice,
in Opioid Research: Methods and
Protocols, edited by Zhizhong Z.Pan,
pp53-64. Totowa, NJ (USA): Humana
Press (2003)

25) Tkeda K, Kobayashi T, Kumanishi T,

Yano R, Sora_I, Niki H. Molecular
mechanisms of analgesia induced by
opioids and ethanol: is the GIRK
channel one of the keys? Neurosci Res
44:121-131 (2002)

26) Karasawa J, Yamamoto H, Yamamoto

T, Sagi N, Horikomi K, Sora I. MS-377,
a selective sigma receptor ligand,
indirectly blocks the action of PCP in
the N-methyl-D-aspartate receptor
ion-channel complex in primary
cultured rat neuronal cells. Life Sci
70(14): 1631-1642 (2002)

27) Hall FS, Li XF, Sora [, Xu F, Caron M,

Lesch KP, Murphy DL, Uhl GR.
Cocaine  mechanisms:  enhanced
cocaine, fluoxetine and nisoxetine
place preferences following monoamine
transporter deletions. Neuroscience
115(1): 153-161 (2002)

28) Mizoguchi H, Wu HE, Narita M, Hall

FS, Sora I, Uhl GR, Nagase H, Tseng
LF. Antagonistic  property  of
buprenorphine for putative
epsilon-opioid receptor-mediated
G-protein activation by beta-endorphin
in pons/medulla of the mu-opioid
receptor knockout, mouse.
Neuroscience 115(3): 715-721 (2002)

29) Zhou Y, Spangler R, Schlussman SD,

Yuferov VP, Sora I, Ho A, Uhl GR,
Kreek MdJ. Effects of acute "binge"
cocaine on preprodynorphin,

preproenkephalin,
proopiomelanocortin, and
corticotropin-releasing hormone

receptor mRNA levels in the striatum
and  hypothalamic-pituitary-adrenal
axis of mu-opioid receptor knockout
mice. Synapse 45(4): 220-229 (2002)

30) Uhl GR, Hall FS, Sora 1. Cocaine,

reward, movement and monocamine
transporters, Mol Psychiatry 7: 21-26
(2002)

3D Ikeda K, Kobayashi T, Kumanishi T,

Yano R, Sora I, Niki H Molecular
mechanisms of analgesia induced by
opioids and ethanol: is the GIRK
channel one of the keys? Neurosci Res
(44): 121-131 (2002)

32) Mizoguchi H, Tseng LF, Suzuki T, Sora

I, Narita M. Differential mechanism of
G-protein  activation induced by
endogenous  mu-opioid  peptides,
endomorphin and beta-endorphin. Jpn



J Pharmacol 89(3): 229-234 (2002)
33) Wisor JP, Nishino S, Sora I, Uhl GR,
Mignot E, Edgar DM. Dopaminergic

role in stimulant-induced wakefulness.
J Neurosci 21: 1787-1794 (2001)
34) Hall FS, Sora I, Uhl GR. Ethanol

consumption and reward are decreased

in mu-opiate receptor knockout mice,
Psychopharmacol 154: 43-49 (2001)
35) Sora I, Elmer G, Funada M, Pieper J,
Li XF, Hall FS, Uhl GR. Mu opiate
receptor gene dose effects on different

morphine  actions. evidence for
differential in vivo mu receptor reserve,
Neuropsychopharmacol 25(1): 41-54
(2001) |

36) Sora I, Hall FS, Andrews AM, Itokawa
M, Li XF, Wei HB, Wichems C, Lesch K,
Murphy DL, Uhl GR. Molecular
mechanisms of cocaine reward:
combined dopamine and serotonin
transporter  knockouts  eliminate
cocaine place preference. Proc Natl
Acad Sci USA 98: 5300-5305 (2001)

37) Yamamoto H, Karasawa J, Sagi N,
Takahashi S, Horikomi K, Okuyama §,
Nukada T, Sora I, Yamamoto T
Multiple pathways of sigmatl receptor
ligand uptakes into primary cultured
neuronal cells. Eur J Pharmacol 425:
1-9 (2001)

38) Yuyama K, Yamamoto H, Nakamura K,
Kato T, Sora I, Yamamoto T
Resistance of PC12 cells against nitric
oxide (NO)-induced toxicity in

long-term culture: implication of

neuronal NO synthase expression.

Neurosci Lett 309: 169-172 (2001)
39) Persico AM, Mengual E, Moessner R,
Hall FS, Revay RS, Sora [, Arellano J,
DeFelipe J, Giménez-Amaya JM,
Conciatori M, Marino R, Baldi A,

Cabib 8, Pascucci T, Uhl GR, Murphy
DL, Lesch KP, Keller F. Barrel pattern
formation requires serotonin uptake by
thalamocortical afferents, and not
vesicular monoamine release. J
Neurosci 21(17): 6862-6873 (2001}

40) BEMBAER, SHEEXRT, ER—H, £
HYCTR. REROENEME L iNA a7
Clinical Neuroscience 22(6), in press

41) BERRKE, HHHEETF, R, &
. R b L REIHERR. 225D
B BR, 17 B8 H S8 2 AR, in press

42) ER—HS, /MRS, #7237
v ARy — L EmR R EE. B
#£ 40: 238-243 (2003)

43) ER—8, WHEME, =585, EERE
WA FREBEK 92T RY
Z DS - BATOBE. HARBEMIE
120: 47-54 (2002)

44) BR—H}. WmRE~OSFRIEFNT
7o—F - REFREBWET NVERAD
T—. HiLEZMHE 114 191193
(2002)

45) SRR ¥4 HESRKR~07 70
—F WHAADEE, BEFREICK
LEMATHET VIO, o7
MEE% 1:27-34 (2001)

46) W B2, {F#P, Rathd R
BN ;- B - sHERERBYE TV~
Fo =y - Fikia~, BHEERTTNV
¥ LTOBEEFHREDY. 2 FHMEE
1 159-163 (2001)

47) GR—B8 o b= b AR—F—
CEMES o by BFOREE £
4 MIEREDERASHBE 42-564
(2001

48) HR—IB. BEFHREBYE AW EEY
KEE O, BARMENEREZEE
21: 163-164 (2001)

49 BRI £/ 7V U AR-F—
LRETERR. 55 12 [EIERRAEEERE Y
yRY D LABEH: 29-32 (2001)



50) ER—BB, (UAFF. HHRBOSTFE

IR ERER, BREK : EMIREOSTF
E. BRAES 33(11): 120-125 (2001

51) ER—IB BIEFHREHYEBWEY

REFEDZE. HARMEREEEEMR
21: 163-164 (2001

52) HR—EN, R R LYERREIE

% BIo#s5, BERBOBAPrSsR
R/wl TRk YR. BEEMES
6(6): 537-542 (2001)

53) A, AR, B PO —

1}

3)

e BABEEHRSE IT
124-130 (2001)

Ujike H, Uchida N, Sakai A,
Kobayashi H, Hasegawa J, Yamamoto
M, Fujisawa Y, Kanzaki A, Kohira [,
Nakashima M, Takehisa Y, Sora I,
Kuroda 8. Association Study Between
Polymorphisms in the Promoter
Region of the Alpha-synuclein Gene
and Alzheimer's Disease.International
Conference 2003 Alzheimer's and
Parkinson's Diseases - New
Perspectives. Seville, Spain
[2003/5/8-12]

Soral, Ide S, Hall FS, Uhl GR, Ikeda K.
Molecular Genetics Of Opioid Receptor
In Substance Abuse. Satellite Meeting
Of The International Society For
Neurochemistry, Kyoto [2003/7/30-8/1]
Inada T, lijima Y, Kikuchi K, Maeda T,
Iwashita S, Arinami T, Otsuki T, Ozaki
N, Harano M, Komiyama T, Yamada M,
Sekine Y, Tyo M, Sora I, Ujike H.
Search For The Susceptibility Genes
To Methamphetamine Psychoses: A
Collaborative Study By The Japanese
Genetics  Initative  For  Drug
Abuse(JGIDA). Satellite Meeting Of

5)

6)

7

8)

The International Society For
Neurochemistry, Kyoto [2003/7/30-8/1]
Ozaki N, Iwata N, Yamanouchi Y,
Suzuki T, Kitajima T, Ikeda M, Maeno
N, Ujike H, Sekine Y, Inada T, Harano
M, Komiyama T, Yamada M, Iyo M,
Sora_I. Candidate Gene Analysis Of
Amphetamine-Related Disorders.
Satellite Meeting Of The International
Soctety For Neurochemistry, Kyoto
(2008/7/30-8/1]

Shen H, Kobayashi H, Hall FS, Uhl
GR, Sora_ I Molecular Genetics Of
Monoamine - Transpoeter:
Psychostimulant And - Extracellular
Monoamines. Satellite Meeting Of The
International Society For
Neurochemistry, Kyoto [2003/7/30-8/1)
Han W, Idea S, Sora I, Yamamoto H,
Ikeda K A Possible Genetic
Mechanism Underlying Individual
And Interstrain Differences In Opioid
Actions: Focusing On The Mu-Opioid
Receptor Gene. Satellite Meeting Of
The International Society For
Neurochemistry, Kyoto [2003/7/30-8/1]
Ide S, Tanaka YK, Kobayashi H, Ujike
H, Sekine Y, Ozaki N, Inada T, Harano
M,. Komiyama T, Yamada M, Iyo M,
Tkeda K, Sora I Al18G Single
Nucleotide Polymorphism Of Opioid

Receptor Gene In Japanese
Methamphetamine Abuser. Satellite
Meeting Of The International Society
For Neurochemistry, Kyoto
[2003/7/30-8/1]

Harano M, Uchimura N, Abe H,
Ishibashi M, Iida N, Tanaka T, Maeda
H, Sora |, Iyo M, Komiyama T, Yamada
M, Sekine Y, Inada T, Ozaki N, Ujike H.
Tagl A Polymorphism Of DRD2 Gene
And Brain Atrophy In




9

Methamphetamine Psychosis. Satellite
Meeting Of The International Society
For Neurochemistry, Kyoto
[2003/7/30-8/1}

Kobayashi H, Hasegawa J, Ide S,
Ujike H, Sekine Y, Ozaki N, Inada T,
Harano M, Komiyama T, Yamada M,
Iyo M, lkeda K, Sora [. No Association
For The Alpha-Synuclein Gene
Polymorphism [n Methamphetamine

Abuser/Psychosis In Japan. Satellite
Meeting Of The Intemational Society
For Neurochemistry, Kyoto
(2003/7/30-8/1}

10) Yamamoto H, Imai K, Takamatsu Y,

Kamegaya E, Shen HW, Hagino Y,
Kobayashi H, Yamamoto T, Sora_I,
Koga H, Tkeda K. Methamphetamine
Modulation Of Gene Expression In The
Brain: Analyses Using Customized
¢DNA Microarray System With The
Mouse Homologues Of KIAA Genes.
Satellite Meeting Of The International
Society For Neurochemistry, Kyoto
[2003/7/30-8/1]

11) Numachi Y, Yoshida S, Yamashita M,

‘Fujiyama K, Matsuoka H, Sato M,

Psychostimulant  Alters
Expression Of DNA Methyltransferase
mRNA In The Rat Brain. Satellite
Meeting Of The International Society

Sora I

For Neurcchemistry, Kyoto
[2003/7/30-8/1]

12) Hironaka N, Ikeda K, Sora I, Uhl GR,

Niki H. Food-Reinforced Operant
Behavior In Dopamine Transporter
Knockout Mice: Enhanced Resistance
To Extinction. Satellite Meeting Of The
International Society For
Neurochemistry, Kyoto [2003/7/30-8/1]

13) Ujike H, Harano M, Inada T, Yamada

M, Komiyama T, Sekine Y, Sora I, Iyo

- M, Katsu T, Nomura A, Nakata K,

Ozaki N. Nine- or fewer repeat alleles
in  VNTR polymorphism of the
dopamine transporter gene is a strong
risk factor for prolonged
methamphetamine psychosis. ECNP,

Prague, Czech republic {2003/9/20-24]

14) Arai M, Itokawa M, Yamada K, Toyota

T, Haga S, Ujike H, Sora [, Ikeda K,

Yoshikawa T. Association of neural

cell adhesion molecule gene with
schizophrenia and mood disorders. The
Society for Neuroscience 33rd Annual
Meeting, New  Orleans, USA

[2003/11/8-14)

15) Ttokawa M, Arai M, Kato S, Ogata Y,

Furukawa A, Haga S, Ujike H, Sora I,
Ikeda K, Yoshikawa T Asscciation

between a novel polymorphism in the

promoter region of the neuropeptide Y
gene and schizophrenia. The Society
for Neuroscience 33rd Annual Meeting,
New Orleans, USA [2003/11/8-14)

16) Numachi Y, Ohara A, Yamashita M,

Ohmi K, Fukushima S, Kobayashi H,
Hall SF, Lesch KF, Murphy DL, Uhl
GR, Ikeda K, Sora I
Methamphetamine - induced
hyperthermia and neurotoxicity in
dopamine and/or serotonin transporter
knockout mice. The Society for
Neuroscience 33rd Annual Meeting,
New Orleans, USA [2003/11/8-14]

17) Hall FS, Li FX, Goeb M, Sora I,

Murphy DL, Lesch K, Tecott LH, Hen
R, Uhl GR. Double dopamine and
serotonin system gene knockouts and
cocaine reward. The Society for
Neuroscience 33rd Annual Meeting,
New Orleans, USA [2003/11/8-14]

18) Hall FS, Goeb M, Li FX, Sora I, Uhl

GR. Mu opiate receptor knockouts



reduce cocaine effects. The Society for
Neuroscience 33rd Annual Meeting,
New Orleans, USA [2003/11/8-14]

19) Shen H, Hagino Y, Kobayashi H,

Numachi Y, Yamamoto H, Yamamoto T,
Lesch K, Murphy DL, Hall SF, Uhl GR,
[keda K, Sora I. Methamphetamine
sensitization in dopamine { DAT )}
and/or serotonin ( SERT ) transporter
knockout mice. The Society for
Neuroscience 33rd Annual Meeting,
New Orleans, USA [2003/11/8-14]

20) Yamamoto T, Nishizaki I, Nukada T,

Furuya S, Hirabayashi Y, lkeda K,
Kobayashi H, Hata H, Sora 1,
Yamamoto H. Cloning, regional
distribution in brain and functional
characterization of the rat ASCT1
amino acid transporter. The Society for
Neuroscience 33rd Annual Meeting,
New Orleans, USA [2003/11/8-14]

21} Nakamura K, Sekine Y, Osada N,

Suzuki A, Minabe Y, Takei N, Suzuki K,
Iwata Y, Kawai M, Takebayashi K,
Ivo M, Ozaki N, Inada T, Harano M,
Komiyama T, Yamada M, Sora 1, Ujike
H, Mori N. Methamphetamine. The
Society for Neuroscience 33rd Annual
Meeting, New  Orleans, USA
(2003/11/8-14] ' '

22) Kobayashi H, Numachi Y, Yamashita

M, Ohmi K, Tohmi M, Shen HW,
Hagino Y, Ide 8, Yamamoto H, Nawa
H, Lesch KP, Murphy DL, Hall FS, Uhl
GR, Ikeda K, Sora I Prepulse
inhibition in moncamine transporter
knockout mice. The Society for
Neuroscience 33rd Annual Meeiing,
New Orleans, USA {2003/11/8-14]

23) Tkeda K, Sora I, Takamatsu Y,

Takahashi T, Nakahara D, Ohta M,
Uhl GR, Niki H. Distinct roles of opioid

and dopamine systems in lateral
hypothalamic self - stimulation. The
Society for Neuroscience 33rd Annual
Meeting, New Orleans, Usa
[2003/11/8-14]

24) Yamamoto H, Yamamoto T, Kamegaya

E, Shen H, Hagino Y, Kobayashi H,
Tkeda K, Sora I, Yoshii M, Nukada T.

Positive regulation of dopaminergic

functions by overexpression of sigma -
1 receptors: focusing on synapsin
phosphorylation, The Society for
Neuroscience 33rd Annual Meeting,
New Orleans, USA [2003/11/8-14]

25) Kikuchi K, Inada T, Iijima Y, Maeda T,

Ujike H, Harano M, Komiyama T,
Yamada M, Ozaki N, Sekine Y, Iyo M,
Iwashita S, Sora I, Yagi G, Kashima H.
Association between dopamine Dl
receptor family (DRD1, DRD5) gene
polymorphisms and methanphetamine
psychoses. XXIII CINP Congress,
Montreal, Canada [2002/06/23-27]

26) Shen HW, Hagino Y, Kobayashi H,

Shinohara-Tanaka K, Hall FS, Lesch
KP, Murphy DL, Uhl GR, Ikeda K,
Yamamoto T, Yamamoto H, Sora [
Cocaine-induced alteration of
monoamine neurotransmission in mice
lacking monoamine transporter. XII
World Congress of Psychiatry,
Yokohama, Japan [2002/08/25]

27} Yamamoto H, Karasawa J, Yamamoto

T, Takahashi S, Horikomi K, Shen H,
Hagino Y, Ikeda K, Sora [. Haloperidol
potently inhibits function of the
VMAT'2. XII World Congress of
Psychiatry, Yokohama, Japan
[2002/08/27]

28) Tsujita T, Arinami T, Yoshikawa T,

Fukumaki Y, Tashiro N, Inada T,
Someya T, Mineta M, Ujike H, Ozaki N,



