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SRAEEFTHSERHMELRE (1 IORRKE)
i\ EE Bk
(FRE 25 4 A 5 BR)

PUBHREIIMA ¥ — ¢ 2 > (dopamine, DA) ZEEREW T2 2 L THRRUR 2 HR T2 %
Z25NTWV3EY, ZOEBEZNERDSBRERODRBERCELIMABTFCOVTE, WELEIELA
FEES Iz a T L. KR TI: N-Isopropyl-P-[ 1] Iodo-amphetamine (*I-IMP) % {# - j2 4 —
NS YA ST 4k B ERMINMIIFRIES % AV T haloperidol (HPD) BM#IRAK S (605, 0.1
mg/kg & U 1.0mg/kg) B X U‘l%ﬂ‘éﬁ‘l:&"ﬁ (28H, 0.1mg/kg/day ¥ X U 1.0mg/kg/day) 5 v
FNIFE (FLIMP £ 08 LT EE 2B TRI L. 2O/BE, HPD aRE5%RTE, ﬁﬁnﬁ
FRERE, —REBRE, —&(Eﬁﬁ'pﬁﬁ“éﬁnﬁ{ﬁo)ﬁ?@ 2 s, FHZETRIFKED RFBTE
Shiz. 75, HPD @M 581, BEEREE COMMERT &, BRE -8R, [k, ?ﬁﬁlﬁ?
MFEEEESTED bz, KIMEETCOMRECEEDE LRI >%. UEOREREOFRRRE
DA HIEMIR DS L 13— LitwZ 25 s, HPD Ofi DA EAUAOESHR S 1D . BHER
5, B BEREAE DA T L PTG DA RizB W THEs 2B H o 7288, REE DA %
CREBOELERO R o, TOI LR, BEERS T - THEWRDREELC 5 HPD OERAE
HRRMEBI D b LA KETO DABRSRLICH A I LE2RELTWS. &8, MRECEEEZ
BEL Tk, HPD @M 58I B - R ISR TE>EDARELRD, R TRE<EDE
EEEZRDE. Ty MUORKBEROEAZEZODVWTRSEHELKRTE2ET S LEbh 3.

Key words local cerebral blood flow, N-Isopropyl-P-[*I] Iodo-amphet-
amine (*I-IMP), autoradiography, haloperidol, dopamine
system

1952442 chlorpromazine 23¥E i ZROIBE I T2 DA WML & 2 QRS D Vv Tk 1971
weh, ZOMRESERINATURY, FIEHRED #£0) Ungerstedt MERE LK, BEE T BERRE
EEBFECET 3 X EafEsED s, o B, rRGUEREE, RRMEER, BRRSHES L £ ORER
AEOREOFHEDO I ODOERZFRELV I LE NEBZS LTV BY. % 7119794 Kebabian &
Z 5N T &7, 196341 Carlsson 52, HIAEHRE Calne® iz & » DA 27Kz D-1 25k L D2 2EF

D3P K —2¢ 3 > (dopamine, DA) R EIHE & U & DOV T I A TR, &5 ICBRERYY
¥R L, ¥ F0MASTHEHREIR BTS2 W k) DA HEZREROEESM SN LIE
rEBEWFE L, & 52 Pletscher®iX 1966412 DA #5770, 1976£E12 Seeman 5° QHFEMFEED D2

e Y OREERD ST HRESNMA D DA 2 BAEA DR G EE & HUR IR 5 O B AR A A 3
R RER L, 74— o3y 788 L D DA ((BE T2 LVIME LD, D2 BEGOER TR
ENTUET S LI REERRE L. FRERERCHT fER LEEET 2 2 LavR A A, PURERESERTD

Abbreviations: DA, dopamine; HPD, haloperidol; *I-IMP, N-Isopropyl-P-[**1]
Jodo-amphetamine ; *I-IMP, N-Isopropyl-P-[**1] Iodo-amphetamine; SPECT, Single
Photon Emission Computed Tomography; *"Tc-HM-PAO, T c.hexamethyl-propylene-
amine oxime ‘




TIEMHEED T v MMMBR B ZIETEEICOLT 451

HANSBFREREFLE T 2 FHBICIZKA DA B
FIREHHEESN TV 3.

XC, MOFERAH e FHRCEEL B, W
MEOEEEEDH SO T EEZBNTVWBEOTY B
T 2 BET 5 2 L2 & D KD RBFRE 2 BREIR RS
RREEMICHS Z LN TES. br—Y—%fAuk
F— NI VAT T 7 4 & BRMMFTRE X, 195500
Landau 52 O EEZHDE T 32, 1980F &
Winchell & "™?%3 N-Isopropyl-P-['*I] lodo-amphet-
amine (I IMP) OB AN EREL LK, 2h i A
v 7z BRI B HIE 1 BRI D 72 5 TR OB TH
EL{BEwsn3 &S ko, “.IMP X, #]EER
TERIC (89~92%) FHHBICER DA O, 9D,
B o> DBV HUBNEB Wz, BERTHHOSAI
FEXTHY 72 R FTANEEST (regional brain perfusion) © 3§
Brhkbh, MORERBT AR IND. it —
IO T T T 4 TIREMO RN M % B R EE
L, #0REE—BICRRELTE, BEY L IVER
¥ (reference sample method)™ % Fv> T M¥EHE Y&
DEESTRET, EGBEMEELEAT I LD
RErO ML % FEMICRET T E 5 .

APFETE, FUEWHREL L TBRERMA AN S
T % haloperidol (HPD) # 5 v Mic&ME L g
MRS L, FUREHREOCIER 2 BiTiEoRfe L
Te & %5792, N-Isopropyl-P-[**1]lodo-amphet-
amine (‘**I-IMP) 2 olcA— 794777 412 &
AEENMMFEAITE2HVWT, HPD oMt 8
FERTREEBEL.

¥ B L UHE

. BYmik{Eokst

1. ##

BMRETIRIBROYA A —REET Y +EE
NZNTHEEE (1008), HPD 0.1mg/kg #&58E (100T),
HPD 1.0mg/kg # 58 (100C) & L, EE&E5C37
BEOLDEAL, FRFANERE (100T), HPD 0.1
mg/kg/day #58 (1005), HPD 1.0mg/kg/day #5
Boaom) x U,

2. HPD &

1) 8RS = — 7 VT THE O KRB & IR
RAT—7VEEBL, i7—71CTov bORET
BB EE L. BREMEEES 2 BRI BRI I3 &
HAIEAK 200 1/kg %, HPD #5813 AB AR K
ETIMfE I HFR S N7 HPD 48 (RERRE, K
) % HPD 0.1mg/kg Bk 2 &> CTHBLZ D
O, H3\i3 HPD 5t HPD 1.0mg/kg B% #

nNZThOZ v NCERAZS L.

2) BHRE: T ZBERFE K> 7 Model 2ML4
(Alza Corp.,, U.S. A) 2 vy, NEEICIZ0.5N BeRE
k%, HPD 8 5#r LT+ hFh—HE5EH
HPD 0.1mg/kg %%\ HPD 1.0mg/kg &% 2 k&
D WA R N HPD FoR (K A4S O REEs AR
ABAMBETHERS L, 0BT —F VBT
REIEIRY T —F VR BB LT

3. FA—b3UAT5 74

AURSEECIIEARE | A%, BEREETIE
FREMEEE 2 BpR% 1 *1.IMP 1.85MBq (504 Ci) ##
RABE L, 0% 3 HHBIRM 2Ll , 0
ERCKEL TRE LD 2 L7. RO BU e ~F
YR IATARTHEBL, 744R5 v bizT20
pmOBEIZHEYIL, YIF A= 5 ABEER
TEIE L. BRI 01080 0 BEAIEE D i
Be¥7Fr2ROTERL, B, &9, &3
FELl. ZhokLy by ohey bzBEY 27X
BM7ANVL(CIA ) RBESE, BT~
2 » AMREEICEEL, Z0BBEGHLE. Bonr:
F—bICATFADTANLERER CCD H AT
TI-22A (NEC, ®¥) ¢.8—V+nav P a—4F —
PC-9801 (NEC) BLUA A=Y AE Y —FK—F [256
X 256pixel X 6bit (64E%RE)] (ADS, R) AWV T
FaZ ML, EEREOT 4 I NMELHET
Xk h Ty MEBNRSEREREH L. B
MR E I By PV EBEY Wit > C F=
R-Cb/(N-A) OFtER LD EHLE. 22T F /M
MmEEE (ml/100g/min), R IZFHEEFMMEE (ml/min),
Ch I i4HEREPYSSREME (MBq/100g), A BRI
WETEE MBg) %L, RHEDEBVLHED
ZLIMP O8&%ERT A0 N £ LT XHIED
0.75" 2 AWz, WEMAE, LEAHECET v b
® Kliiver- Barrera 24 £ £ 8 L, Konig & Klippel™
BLU Zilles” O L D EE L, AlEH 2
DWW T ATERTEF, FIERERREIRE, —RESHE,
RV SRS, —RIEEAEEF, ~KREHY R,
BETHEEC OO TR — %, Tk, ki,
REkE, T4, 5 (CAL & X UHRRE), K (18
Hit%, SMAEZS & L), SR TES, PRI,
BY (EFEEL L UBRE), EUHETLET, th
FROELOES (TRO A AGREBRCEE), A&
LIFMIZRIEL 7. (M 1), »BEMEREERICBIT 2
BISERTERICBA L TS IREL T 5 P8, HPD 0.1mg/kg
58 C4P8, HPD 1.0mg/kg TS5EDZ v + TH
ELl. &7, BRUERSEBRCIIATETTE 2RV 7239
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OB O MFEE LT, BHEsERTIE
FE O MFREY L, FhEh o2 miE
eL7:.

1. &IBHHERE

1. g

F—=r+IVATZT 4BV RT Y bEERIDOT Y
FEEY, AEBETIZIOBEBOYA RS —RHENE
Sy M EEFNAFHRNERE (7). HPD 0.1mg/kg &
5p (508), HPD 1.0mg/kg 58 (51 L, &
HRE I 7TEBOLOERG, ThZANEE (4
7t), HPD 0.1mg/kg/day #5#8E (5 &), HPD 1.0
mg/kg/day 58 (TH) &L7c.

2. HPD &5 L URIE

RO AR5 EERE L B 5 RER L RO
ETERBERIEEIL, A— NI T T T T 1 T
BRI HEY S 2 RS COESEIRIMEE R Y 7 7 7360
A7 A(AABEEH, B 2 AV TRERE DAl

s

E L7z FRCBIIRI % SR L B B pH/M¥E S 2 5347
B8 Model 170 (F a2 —=> 7, BHR) ¥ BV THRE
mo pH, BESE, —BERESEZAEL L

. #EHEaiREs

FErFREHC R R R SRE O LB 3 —TEES
B34 & Newmann-Keuls D S BHEEEZ A, P<
0.05%BEL L. A—HIc8l)3EE0MmMEE
(EHE) Oz paired t-test 2V, P <0.05
PEEELE. B, REFELHBELZT Y b
BIERCB T 2EHORVEEREL T, AMESEE
MR ERBROEROKKIIE I kbl o,

154 =

1. BMmFEEORE

T 2 N7 B ERL O R RS MLFE & 2R P m i
2E1, 2, 3WRT.

1. EEEE: £MTIREREBEREARNY

Fig.1l. Schematic drawings of the regions of interest. The solid squares
represent the measured areas. Abbreviations used: PFC, prefrontal cortex;
ACC, anterior cingulate cortex ; PMC, primary motor cortex; CP, n.caudatus-
putamen ; SE, septum ; AC, n.accumbens ; PSC, primary somatosensory cortex ;
AM, amygdala; HA, habenula; CAl, hippocampus CAl; DG, hippocampus
dentate gyrus; NV, thalamus n.ventralis; NL, thalamus nlateralis; NM,
thalamus n.medialis ; HT, hypothalamus ; PAC, primary auditory cortex ; PVC,
primary visual cortex ; MG, medial geniculate body ; PC, substantia nigra pars
compacta ; PR, substantia nigra pars reticulata; VT, ventral tegmental area.
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53713 139.5m1/100g/min, 0.5N BeBe KIS M5
#Tid 138.1ml/100g/min TH o7z, WIhOREE
BlizBnTh, R BEETLLBTE—KIEEHRE
THD, BLEEERLLOBEED CAL ThHo7:.
FRUS OB T H MR SERMICE L LN ED =
pE»eshhhol:. A—HETOEREL LTI,
MR SHOMERRERE L AEIBERETA<ED
ERENTD oz, BEREBTRARE2ED
Rpolz.

2. HPD g M58 MMk EEET
139.5ml/100g/min, HPD 0.1lmg/kg % &5 ¥ ¢
138.1m1/100g/min, HPD 1.0mg/kg #58£T136.7
ml/100g/min T, FREHMCEEZEZERAaoNL
ot FUERGICB T B BT, KMEEEA
i HPD 0.1mg/kg BREFH K EE LRIz » ok

ETRECO>LT 453

%3, HPD 1.0mg/kg 5% EQ ORI HHERESE,
MO —OEEEE, ARlo—REEET CERIC
U CTEELMFEOCETESD s i, HETHEMX
TIIME O FHE T HPD 0.1mg/kg & HPD 1.0
mg/kg BERO VTR bR L TORESE
BobBLTwi. 2B, BE, BN LAl
Bz eBohrod. £/, BEZERSE
Hongrofed, KIEEEM T HPD 1.0mg/kg
BE5RCEROMEBHREEE, R0 —KEEHEERT
B L UHEO—REEES ORI L ThRED
ETER (p<0.) B5TH ol HIEs Nz wpik 3
B THMMECEREIRD AT M7,

3. HPD BMR&E5 2R MmutE i T
138.1ml/100g/min, HPD 0.1mg/kg/day # 58T
140.7ml/100g/min, HPD 1.0mg/kg/day &5 T

Table 1. Mean cerebral blood flow values in each group
acute acute acute chronic chronic chronic
control HPD 0.1 HPD 1.0 control HPD 0.1 HPD 1.0
saline mg/kg mg/kg  acetic acid  mg/kg/day mg/kg/day
mean cerebral blood flow 139.543.2 138.1+£3.6 136.7+3.9 138.1+3.6 140.7+£3.3 141.0+4.0

The mean of 39 regions in acute study and 41 regions in chronic study. All values are represented as

mean=+S.E.M.(ml/100/min).
not observed by one-way analysis of variance.

Table 2. Local cerebral blood flow in cortical regions

Significant difference from the control value in acute or chronic study is

acute acute acute chronic chronic chronic
control HPD 0.1 HPD 1.0 control HPD 0.1 HPD 1.0
saline mg/kg mg/kg acetic acid  mg/kg/day mg/kg/day
Lt. prefrontal cortex 168.2+3.7 168.2%5.1 163.2£2.5 178.9+8.8 186.0+6.7  186.6+8.7
(n=5) (n=4) (n=5)
Rt. prefrontal cortex 169.2+3.6 168.6+5.7 152.7+2.5 181.8:£10.1  185.9%7.0 183.7+7.8
(n=5) (n=4) (n=5)
Lt. anterior cingulate cortex 174.8+4.588 164.4%+9.1 150.2+83.3  171.1£7.9 185.7k6.2 186.9+9.3
Rt. anterior cingulate cortex 172.7+4.1 165.3+8.2  152.5%3.9 172.9+8.4 186.8+6.3 187.8+£9.5
Lt. primary motor cortex 141.7£5.2 129.5+4.1 116.5£6.3%*% 123.6+5.2 115.2%5.7 124.3+£5.3
Rt. primary motor cortex 139.4+£5.0 130.0+4.3 117.5£5.7%  120.0%6.9  117.3%+4.3 118.745.2
Lt. primary somatosensory cortex 138.4+6.2 140.7+4.1 142.0+6.4 136.7+6.0 145.0+4.8 146.5+8.0
Rt. primary somatosensory cortex 137.1+5.8 142.1+£5.5 141.9:46.7 131.5+4.6 145.0£4.7 145.4£7.2
Lt. primary auditory cortex 196.2+3.9 181.9+4.0 181.6£6.7 201.7+7.3 191.1%+6.0 201.6x7.9
Rt. primary auditory cortex 200.0%5.5 183.9+4.4 174.0:£4.2%%  202.9£8.2 191.1£5.7  203.1%x8.8
Lt. primary visual cortex 153.6+5.4 136.6+5.7 135.1+6.0 142.7x7.7 142.3+6.2  148.0%7.4
Rt. primary visual cortex 153.4+6.7 137.8%+5.1 135.1+6.7 138.6+6.9 136.9%5.3 144.9£7.4

All values are represented as mean= S.E.M. (ml/100g/min, n=10 for each group except prefrontal cortex in acute
study). * p<0.05; **, p<0.01, compared to control group in acute or chronic study by one-way analysis of variance

fol}owed by Newmann-Keuls'multiple comparison test.
paired t-test. Abbreviations used: Lt., left; Rt., right.

¥, p(0.05; ##, p<0.01, compared to contralateral region by
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Table 3. Local cerebral blood flow in subcortical regions
acute acute acute chronic chronic chronic
control HPD 0.1 HPD 1.0 control HPD 0.1 HPD 1.0
saline mg/kg mg/kg acetic acid mg/kg/day mg/kg/day
Lt. n.caudatus-putamen 143.0+3.6 147.8+4.0 143.2£5.0 134.6+2.9 144.0:5.5 157,75, 7%+
Rt. n.caudatus-putamen 143.7+2.9 149.0%+4.0 146.3=%5.9 137.1+£3.3 143.9+5.4 162.3£5. 6%+
Septum 118.1+4.3 126.9+4.1 114.1%6.5 117.1+4.8 119.6+3.0 124.4+5.7
Lt. n.accumbens 141.7+4.2 137.1+£4.6 140.6%5.3 150.8+4.5 156.7£5.6 168.515.2%
Rt. n.accumbens 141.9+4.0 138.1£5.0 142.6%4.4 150.9+4.0 156.7+6.3 173.545.5+%
Lt. amygdala 109.5+5.0 116.5+5.3 115.7%9.6 99.5+8.3 115.7%8.5 99.246.9%
Rt. amygdala 106.3+6.6 117.6+£6.4 110.2+8.1 97.2+6.1 107.4+6.2 87.1+6.6
Lt. habenula 184.045.5 199.0+4.3% 215.345.0%% 188.6£6.4 208.9+6.9%# 200.9:7.0%
Rt. habenula 182.2+6.0 199.9+4.8% 211.043.5%+ 183.1+4.9 206.5%6.8+ 203.5+8.8+
Lt. hippocampus
CAl 90.2+6.4 99.6+8.8 91.3+6.9 T7.4+4.1 84.2%8.8 73.8+4.5
dentate gyrus  121.8£4.8 127.4%7.2 129.4%6.5 107.045.5 115.4%4.6 117.8£4.5
Rt. hippocampus
CAl 88.5+6.3 97.7+8.2 95.8%9.1 76.2+4.7 81.4%7.0 73.8%5.4
dentate gyrus  123.%5.8 125.5+£6.0 128.8+£7.0 106.0£5.0 113.3:3.8 118.2+5.8
Lt. thalamus
n.ventralis 147.3£5.1 148.4+5.5 142.3%4.7 144.7+3.4 160.1=%86.7 153.9%5.7
nlateralis 146.0+4.7 147.5+5.7 141.1+6.9 141.1+£4.7 147.6%5.7 147.545.5
n.medialis 141.3+5,7 140.3+£6.4 147.5%7.3 136.41+3.8 143.4%6.1 140.7+7.3
Rt. thalamus
n.ventralis 148.1+4.5 145.4+4.7 145.3£5.7 144.0+3.8 155.5%6.2 152.2+7.3
n.lateralis 145.6+5.4 143.246.0 144.4£6.6 138.8+2.8 151.4+5.0 151.9+6.8
n.medialis 142.2+4.9 142.1+5.6 140.4%6.4 141.9+6.2 142.7+4.8 144.4+8.5
Lt. hypothalamus 119.2+4.6 122.0%5.0 116.3%86.7 117.5+4.9 116.9%7.0 102.8£6.7
Rt. hypothalamus 118.4+4.6 122.2+6.0 117.8%7.3 115.9+4.4 114.9+6.7 101.7+6.2
Lt. medial geniculate body 179.6+6.64 164.1£4.5 179.8+£5.1 191.5+8.7 178.2+7.6 181.9x8.7
Rt. medial geniculate body 172.1+8.0 165.9+4.0 178.0+4.6 185.3+9.5 177.7+7.3 176.0+10.7
Lt. substantia nigra
pars compacta 119.1%3.6 110.7+4.5 119.7+5.7 119.545.2 106.4+£5.7 101.8+4.9%
pars reticulata 105.9+4.4 94.9+5.6 08.6%6.4 100.3+4.1 86.0%8.3 83.1%4.9
Rt. substantia nigra
pars compacta 116.1+3.5 112.2%+4.9 111.5+£4.4 119.0+5.5 105.9%4.8 100.8£5.1%
pars reticulata 100.8+4.4 92.5+6.6 89.5%5.5 100.0x£4.2 85.2+7.7 79.5+7.1
Lt. ventral tegmental area 120.8+5.7 120.7%3.0 113.0%7.9 118.8+5.1 110.3+5.0 106.1x4.2
Rt. ventral tegmental area 120.944.4 119.0£3.1 118.3£6.8 116.8+£5.4 108.0+£5.3 110.2+3.8

All values are represented as mean+S.EM. (ml/100g/min, n=10 for each group). ¥, p<0.05; **, p<0.01,
compared to control group in acute or chronic study by one-way analysis of variance followed by
Newmann-Keuls' multiple comparison test. ¥, p<0.05; ##, p<0.01, compared to contralateral region by
paired t-test. Abbreviations used: Lt, left ; Rt., right.
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Table 4. Physiological parameters in each group
acute acute acute chronic chronic chronic

control HPD 0.1 HPD 1.0 control HPD 0.1 HPD 1.0
saline mg/kg mg/kg acetic acid  mg/kg/day mg/kg/day

n=7 n=5 n=5 n=4 n=5 n=7
mean blood pressure (mmHg) 125.4+2.3 123.6+2.3 126.4+3.6 118.7+3.0 140.7£3.2 141.04+4.5
arterial blood pH 7.45+0.01 7.48+0.01 7.45+0.01 7.37+0.01 7.344+0.03 7.38+0.03
(mmHg) 95.5+£2.0 98.6+2.7 103.2+2.4 110.4%4.5 127.8£17.0  105.3%+4.4
(mmHg) 36.6+0.9 39.2+0.9 39.1+0.5 38.2+2.1 41.9+2.6 36.1+2.8

All values are represented as meanktS.EM.. Significant difference from the control value in each parameter

of acute or chronic study is not observed by one-way analysis of variance.

141.0ml/100g/min T, BEEHMIZEERZE A5
otz BREELIC BT 5 B CAME i
TREERORECE LIRS LT, RETHEKT
R O BIRE — ## & flss#% T HPD 1.0mg/kg/
day 5B CMERCEL TIRESERCLEFLT
Wi, FfloFHM T HPD 0.1mg/kg/day &
HPD 1.0mg/kg/day BEHEOLIThIZBHL THHE
B L CMEEIERC LR LT, iz, Wl
DEEHEEIC BT HPD 1.0mg/kg/day #5412
HRECHL CEERORECET RS 6N, &
7o, BEZREAD SNz s - oG RIO Rk L i
DEFEMEIRE T HPD 1.0mg/kg/day & 5% I WHREF
HL THFREOETHEA (p<0.1) ED 1.
—BADEREZEE LTk, HPD 0.1mg/kg/day &5
BTREMECHE<AI, HPD 1.0mg/kg/day &5
BTRBRE -HER S TE>E, RKTE<
EQMFEMENED Shi

II. 4IE3ARE
BIEHREER4ICRYT. AMRSE, BHRERL
b, B h 2 TOEBEENEE T, RSB
FELEZRTEDonhoT.

e =

1960FER» S DR L, HPD izl ¥ 3
MEHREOEEYR I DA SHEERER, &
D2 BREGOEMIFAICEBEL T3 LanTn3.
PIREHERICEET 2 DA B R L L TR BEEHRE
R, FRGIGR, TEER, BERR, TR
BARTHR, MEFER, BARERS &L OHEESR
BRENTV» Y. FIEMREO REWLBIERTH
BN=F Y VBRI BEBREBRD DA BEOE
B SHBa NGB0, WHERICE T 2 BRHT
Bz ov Ty, 85k, LEHR, MEMEER L
BRELTAFoNTWRLDD, FEMBAsATL

B,

KFeD HPD SR A 6041 T3 R & E &6 0
5 bAMERAL R, ~GEEMEE S & U —REEEHE
BCMmBHM@EDET & —REEET ClufRED KT ER
2R, KETHE CEFMZCMRED LF #80
7o LaL, MUEMEEOERALBES T TELLN
T3 RE, REK, OBR, RIESL L Cimx
EOE{LERED SR Eno Tz,

DA RZRIAMEDS SIZESH L Bvicbhdb o T,
VOO KK EEA T HPD &tk 5% Mk
PMETLTWizZ &1, HPD @ DA #RERER
SR TIRHHESEETHS. LrL, HPD ik DA
MRENERAOAS2ET 20 TR <, HEEEERA
Wie BB EEEC X D, HPD »fit A ¥ 3 >,
Hitob=y, fixEx70y, Hi/ e x7y
Yo T7TeFLa) ERALET S L Janssen 5 Wi
WELTWD. /2, A—b53VF 75748 & D
[*H] HPD m3E DA HEEHISN»LZDZ LI L
FERTWAY fibh, MOMERIZE/ VIEXT
Yo, 2uobh=vRrXo7sre7eFral) vt
Vo ERREEYE, BLUYTRI VAP, 2Ly
ARNForRYoa—aRFIAFPOXELIH D, I
OMEROMFEIE NS DEENEOERDOHEEE
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Abstract

It is generally accepted that antipsychotic drugs produce therapeutic effects by blocking
intracerebral dopamine (DA) receptors, but the mechanism of pharmacological and clinical
effects have not yet been understood. The effects of acute intravenous (60 min, 0.1 mg/kg
and 1.0 mg/kg) or chronic subcutaneous (28 day, 0.1 mg/kg/day and 1.0 mg/ kg/ day)
haloperidol (HPD) administration on the local cerebral blood flow (LCBF, accumulation
of [-IMP) in 41 regions of the rat brain, were measured by means of the quantitative
autoradiographic N-Isopropyl-P[**I] Iodo-amphetamine (*I-IMP) technique. As a result,
after acute HPD administration, the LCBFs decreased in the anterior cingulate cortex, the
primary motor cortex and the primary auditory cortex, and increased in the n. habenula,
Chronic HPD administration reduced LCBF in the pars compacta of substantia nigra, and
increased LCBFs in the n. caudatus-putamen, n. accumbens and n. habenula. No change
of LCBF was observed in any cortical region after chronic HPD administration. The
results in the acute studies, did not correspond to the distribution of the DA neurous.
Therefore, it was estimated that HPD has other effects than the anti-dopaminergic effect.
In the chronic studies, the obvious LCBF changes were observed within the nigrostriatal
and mesolimbic DA systems, while the mesocortical DA system did not have any LCBF
change. These findings suggest that possible sites for the antipsychotic actions after chronic
administration may be located in the subcortical regions receiving the dopaminergic
projections, rather than in the cortical regions. Differences in LCBF between left and
right sides (lateral asymmetry) were observed in the n. caudatus-putamen (Rt.>Lt.), n.
accumbens (Rt.>Lt.) and the amygdala (Rt.<<Lt.) after chronic administration. The issues
of lateral asymmetry in the rat brain require further investigation.




