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o EERITLYAEA Cn— F DEBBRER
BUERICES T 544 4 VSR —FER
LTBEINLZHEKTH D, 1982412 Sudhs
(+)- [®*H] SKF10047 (N -allylnormetazocine)
BRI FEZHELPICT B Z kT @
RERNOFELERZNIC BT o nk. #
N, (+)- [*H] SKF10047¥, [*H] haloperi-

I

dol®9®, [*H] DTG {1, 3-di (2-tolyl) guani-

dine} "EZHWLHRICE - T ¢ SEEKNHKE
FHIFFEIZ 13 & LI B RET AR & e,

IS DRFFR Tt (+)-SKF10047% (+) -pent-
azocine N L ) HREMEERIER% L 2EK
FEx— MIH ) T% <, haloperidol % perphen-
azine ? L 9 L HUERIRED ¢ TEKICEVH
MBEZRTIINZ LB LPICEN, E72, 5
L B3 N7z HUR MR E 0 Hic b rimeazole®
D& 51T o FHRKITBRIRG 2 HAMEF L DA
BRWIZEINTEY, o SEEITREMHEEN
TER 2 N T 8BS D B L HEEN T B,
LA L, Ml Tid s R BB hUEHR
RIcL 2V A =T RIER DL OBIHEL RER
NnTHE, o TFEEROFEWLHENCBEL Tt
BRE LCABAL EH %, o SHEROTRE
gL CwaERELLTC 1) o tEAEIRF
=8I RO P ReFal) RPN
A7) rRcAT 2HEHEER 2 L 5, NMDA
REROBER TG T 590 L, o EHED
EEERIZEEICEHTHLIE, 2) 0B
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KOGATILEFM, & - L8, iy, BEL X0
FREARRRI O ) T, IR, B, £
H, TEROE W2 BBICHATYWD I L,
3) o TEMICIERT 2 NREIERWE 2 15E
EINTLnZE, 28IFHZ LD TES, 4
BOHFFRTiE, BFREIREMITE - 2 Do &5E
EHlon o FHEKCHTZEMEL, [PH]
haloperidol #&Z# LA e LS RAEEER
&> THRIZEL, Dk %A ¢ THEMKIC
BOBEE R ToO»r2ELPICT A EICE
2T, o ZFEK EE L ) 2EHEMICOWT
mETL 72,

MR EHFE

1) BERERoFE

Wistar REEMEZ »  (RE200—250g) # 4
BLCiERD)HBL, KECRERE, #E,
N EGIN ML 22 —70°C THREREFEL THER
FRICHROR L 72, WAL % 305 A 2 ) kis50mM
Tris-HCl #2f&# (pH 8.0, 25C) THREVF4
XL, 47, 35,000g TlO5RLELSBEL T8
LNERHUCREL 2. ZoRLERELS
L2 2 MY R TRLNIZILE 2 AEENS0
mM Tris BEE CHRE L7202 BEEK L L.
2) [3*H] haloperidol #&%%

K HRBEI250mM Tris-HCI #2%% (pHS. 0,
25C ; 0.6ml), ZKBENEYHFFHE (0.1ml),
25nM spiperone (0.1ml), [*H]haloperidol(0.1
mi), JEREM (0.1ml, AEFEEE L C3.3mg) %0
ZTHRE ImlE Lz, ZN%37CTE0HRA >~
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X% 2~X—} L72%%, cellharvester (Brandel
) % HvT70.1% polyethylenimine iz % & #
L #i#& L 72 Whatman GF/B filter CI&5| 1§18
FTrZrick- TRIGZZIEL, FRICKNE
B 3 ml T3 EPEEL L. FRIOESIZ104M
DTG THAT, JEFEE FToE L L TRz, [FH]
haloperidol #&ic BT 5 £ F| IR EE B
Tl3, tripricate, dupricate FFINE 8 BWET
F77% - 72 1Cs fElL % VW TIRERER/ N Z
iC&darta—3—@FcBHL, Cheng-
Prusoff H» AR & B v TEEY IC,fEH & Ki
fE% Kb 72,
3I)FEHEW

[*H] haloperidol (8.9Ci/mmol, 15.04Ci/
mmol) i3 New England Nuclear #t#4* 5, ()
-3-PPP & DTG ix## £ Research Bio-
chemicals Inc. & HFILEITED LBAL 72,

b £

1) [3H] haloperidol & Dt
[*H] haloperidol (3nM) @/NiuBEAZ Rz

MY BEAN—FIEIRT &, &F5A (total bind-
ing) 135002dpm TH Y, FEIEEAES (non-
specific binding) (31743 dpm T - 7=, FEfE
BREEASDERHEITIT 28411 34.421.3%

(n=9)¢&, WBHBVIEETH 72, 4> *
2= g VRIS & ARFREE TR, RFRERH
(2H] haloperidol #4& 1360—90% T &
L7

RICHESRER £ HTL 7227 (Fig. 1), 25
nM spiperone FFZET TO/NMEZEHICHNT 5
s = by (3H] haloperidol &-A& 13 8o, =HA
HTHY, Hefafigh#o Scatchard plot 7
LEDREAEMIZIE—~TH B Z LRI NT
(Kd = 1.96+1.31nM, Bmax = 2.37£0.27
pmol/mg of protein, n=8). 4[EKsH7z Kd
&3, VT3 CHREZNEISENETH I,
o) A Fiz & - TKReb & 417z haloperidol
e Ki i b0 T 2ETH 5. AERHL
o YEF#E o [*H] haloperidol #A&ic 81T 50
Ef#y Fig. 2-AlRL %2, DTG & (+)-
3-PPP » Ki {3 # . #N132nM, 93nM TH
", pseudo Hill fR#i:FN £40.96, 0.85T

Hotz, DTG, (4)-3-PPPoRLEmMEE 7>
Y a—F—ir Lo iR, BE—RAaWmET A
@A L7, 2ok 9 % [*H] haloperidol #4&
DEBFET 0T 4 —VIRERD 0 FEERN Y
DE—HL Tz,
2) PUREMRENIER

TCICERR T 8 N T 2 PR AIRIE & 3T
HRDPRERIEFE IC DWW (A EER %
1T 72, RFEW T HFEHRENBERM % Fig.
2-B iz, a2 oiEERREOMREER (KiH)
% Table 1R L7225, 13 & A ¥ DFFEMIRE
PRy [3H ] haloperidol #& % 5 BHEL 72,
% ¥ butyrophenone & T, haloperidol &
bromperidol #& b ivElEREZRL Ki=
1.0, 0.9nM ; LATHEIEAL Kif&), moperone
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Fig. 1 Saturability of [*H] haloperidol binding
to rat cerebellar membranes. (A) Repre-
sentative saturation plot of specific [*H]
haloperidol binding. Aliquots of brain
homogenates were incubated in the pres-
ence of 25nM spiperone with various
concentrations (0.25—9.7nM) of [*H]
haloperidol for 60min at 4°C. Non-
specific binding was defined by the pres-
ence of 10uM DTG. Results are from a
single typical experiment representing
the means of quadruplicate determina-
tions. (B) Scatchard plot of specific [*H]
haloperidol binding in the same experi-
ment. The apparent Kd and Bmax val-
ues were 1.96+1.31nM and 2.37£0.27
pmol/mg of protein (n=8§).
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(2.0nM), -reduced haloperidol (4.3nM) o
FAERED 91 TH - 72, Phenothiazine & Tit
perphenazine (21nM) & fluphenazine (23nM)
%%, iminobenzyl RO TIE Y-516 (44nM)
#%, diphenylbutylpiperidine 3 T3 penfluridol

(34nM) #*, benzamide RN 7 Tl YM-
09151-2 (2.4nM) »%, ZNEFNBFHEREZ
AL FEROHBHKEETH 2 BMY-
14802 (82nM) & benzamide &M remoxipride

(84nM) & F 7222 % D SR HFIME 3 - Tz
¥, RROVRENZL o EFHETH % rimcazole

(455nM) DBAEE Z s 2 Blic sy 3 &
2R o7z, —4H, sulpiride & clozapine it
10M THHEREZ R - b - 72, FEKRIC
45 & butyrophenone RASE B % L OIF
EERL 2225, MoFEEKIz LRGEEEREY D
DUYDEDHY, o BEERICHERY L HEKIT
WEEZ LN,

3) AN AT, SuEH, BRI

DR
Table 2127R$ & Iz, A7 ABEHBT
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& Musacchio #*#t# L 72 [*H] dextromethor-
phan #&2 BT 5 KifEICEETH - 72, #H
EEimF| & LT85Ty 5 ifenprodil (13nM)
B, TTREHEINTVB LI LS ENERT
LEVRAMERZRL 225, 2o REgED
o ERZED % TR HBAEDE - b DizHY
L, —#Nbutyrophenone Z3HF & 1 355 1,
DO ¥ ) phenothiazine RIEF L D L5 TH
o7z, $ZFITH S clopeastine (33nM) &
carbetapentane (34nM) DML B, 20
Ki 113 FUE MR 3E ) 7% & Tl perphenazine <
fluphenazine i BT %, F 72, BEHEHiER
T% % eperisone (0.3nM) & tolperisone (0.6
nM) DBFMEIL & ) HITEC, b 0B
B ETRLENL o FRWE: L TaLA
T\ 7z haloperidol dFN X W & Lz T
botz, Larl, ALEBEHENCHEEN
% afloqualone, chlormezanone, tizanidine i
10#M <% [*H] haloperidol &% REL 7
no7z,
4) B OH), Bl H, HikF, Zofo
B HVER
FTTIEHREZINTWE L), ZBRAH) -
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Fig. 2 Examples of inhibition of 3nM [*H] haloperidol binding in the presence of 25nM spiperone to
rat brain membranes by representative ¢ drugs (A) and several antipsychotics (B) . Results
represent a single typical experiment and the values are the means of duplicate or triplicate
determinations. The computer-fitted curves for the inhibition by DTG and (+)- 3 -PPP gave the

best fit for a one-site model.
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(Ki = 167nM), amitriptyline 3 B MM BZBLARTECRENIEELRL 220, 20k
#RL72(238nM), Ho Y W —F V> i trihexyphenidyl DER RS B TH

Table 1 Potencies and Hill slopes of antipsychotics in inhibiting specific [*H] haloperidol binding to
rat brain membranes. Inhibition experiments were carried out in duplicate and/or triplicate
with eight concentration of the tested drugs. Aliquots of rat brain membranes were incubated
with 3nM [*H] haloperidol in the presence of 25nM spiperone for 60min at 4 C. Ki values
were calculated from IC;, values according to the Cheng-Prusoff equation, using apparent Kd
values of 1.96nM. Results represent the means + standard error for the number of experiments
given in parentheses or the values for a single experiment.

Drug Ki (nM) pseudo Hill slope

Butyrophenones

Bromperidol (2) 0.94+0.05 1.08+0.13

Haloperidol (2) 1.0+0.04 1.18+0.11

Moperone (3) 2.0+0.7 1.09%0.07

Reduced-haloperidol 4.3 1.25

Timiperone (2) 3919 0.77+0.10

Pipamperone (2) 99127 1.261+0.26

Spiperone 130 0.70
Phenothiazines

Perphenazine (3) 216 1.08+0.11

Fluphenazine (2) 23£3 1.30+0.17

Propericiazine (2) 57+1 1.04+0.12

Chlorpromazine (2) 84+1 1.09+0.07

Prochlorperazine (2) 99+18 0.96+0.04

Thioridazine (2) 38219 0.98+0.08

Levomepromazine 6621210 0.83£0.05
Benzamides

YM-09151- 2 (2) 2.4%0.06 0.82£0.06

Remoxipride (2) 84+13 0.85+0.04

Sultopride 628 1.44

(+) -Sulpiride > 30000

(—)-Sulpiride > 30000
Diphenylbutylpiperidines

Penfluridol 34 1.16

Pimozide (2) 56+43 1.12+0.16
Iminobenzyls

Y-516 (2) 44+4 1.03+0.03

Carpipramine (4) 153+34 1.05+0.15

Clocapramine (3) 195+88 1.00+0.38
Others

BMY-14802 (2) 84113 0.96x0.03

Zotepine (2) 345169 1.46+0.17

Rimcazole (2) 45519 0.84+0.01

Risperidone (2) 530%310 1.15+0.07

Oxypertine 1350 1.01

Clozapine > 20000
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- 72 (45nM) . #lt# metoclopramide, domper-
idone DYERIIX 2N 6L DIERNIC LT 5 L R
B ol MEHIE, MTA»AETH S
phenobarbital & phenytoin }3100M <% [*H]
haloperidol #4& % £ L %5 - 72 (Table 2).

x =
SRINFE T o FHEMREESICN§ 5 £FE3E

HlOMERE TN, 8BS DHFHRE, R
mEl, SHBEl, ) 0F|, Ha Y FHZMH
o ZHEMIIH L T BNEETRLE 29
b, FHCHUBMRE & URMF D o FEEA~D
FRESEHZNICEBELERZROLOLE
ZboNBized, UTW{DrnHBIZHTTF
E£75.

Table 2 Potencies and Hill slopes of miscellaneous drugs in inhibiting specific [*H] haloperidol binding
to rat brain membranes. Inhibition experiments were carried out as described for table 1.
Results represent the means * standard error for the number of experiments given in parenth-

eses or the values for a single experiment.

Drug Ki (nM) pseudo Hill slope
Ca?* channel blocking agents
Flunarizine (2) 48+4 1.18+0.08
Cinnarizine (2) 118+19 0.77+0.04
Hydroxzine (2) 182+22 0.83+0.03
Nicardipine (2) 630£16 0.99+0.07
Verapamil (2) 1590+94 0.77%0.11
Diltiazem > 100000
Antitussives
Carbetapentane (2) 33+12 0.99+0.04
Cloperastine (2) 34+£5 1.21+0.14
Dextromethorphan 698 1.00
Antispasmodics
Eperisone (3} 0.30+0.1 0.86+0.19
Tolperisone (2) 0.61%£0.2 0.6030.08
Afloqualone > 20000
Chlormezanone > 10000
Tizanidine > 10000
Antidepressants
Imipramine (2) 16792 0.96+0.17
Amitriptyline (2) 238+104 1.08+0.13
Antiparkinson drugs
Trihexyphenidyl 45 0.69
Promethazine 158 0.72
Biperiden (2) 16426 0.78+0.14
Antiemetics
Metoclopramide 590 0.91
Domperidone 1350 0.94
Others
Ifenprodil (2) 13+0.3 0.8340.09
Ritanserin 430 1.01
Phenobarbital > 100000
Phenytoin > 100000
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1) TREMIRED ¢ SHE~DER

Haloperidol, perphenazine, fluphenazine,
pimozide, spiperone®?, bromperidol'®, YM
-09151- 22 reduced-haloperidol?V, ZF 7
rimcazole??? 7 K D3 L WHEHIREIC oW
i, T o ZRKCEBMEZ L > &8
HBEINTEYN, SEOEREFEFICLI (-
LTwa, L EREWC 2z, HEDHEHN
2O TANFANIEMREENIT LA E TN
TH o BERICN L CEVWHMEEZHF L T,
I L) BYRERRED ¢ SRS
RENIZIZ EN L ) EREFOTH S I .

Steinfels & Tam!'®T B F- 3 > #iZMIE
NGB % (+)- 3 -PPP 25E&Ic L, BMY
14802 F N ELICRIE I Z &5, 0 %
FARE P L EBVROBICHEERH 5 2
ERRBEL T, o FHEKE Py v D-2 2B
13T 5 PR ER RO R F - 72 (FEESE
T, 2D 2 ODEFREDMATAIE R > T
728, MBIEZBRL >7ZREKEALIN T
B, SeOIRIE o FERED Koy o EEhRIC
PAERICERT A Z L ERL T30, L7z2sf
->T, o BHFERICHAED S HREFHREIL
2oz EEIRICH L CEBEERT 1820 Tk
<, o ZEEKENL THENCERTEZED
ZZLNA., o ZEHICBREVONTnD
A NHHERHIE Rimcazole??2924) 3 T8
HEZECIE Foe CERERICEDT 2ERAL D
ST, 2L ) TBRED o ZHFMRE Fo¥
IR ROBICERLBEFRIH L L ERL
T,

Znk S o FTHEERD b CEBRANDE
i, o SEERDTREMRIERICES T 5 THE
EHENE W) RFIDIREE L > T3, o
SRENFERBERTEIHEINES L, B
B & ORISR RCHTRELE TR RIS
WIRETHET 5. THEHRED o SHEMKICH
ATHrZEICL TR AMEBRDOFERS S
LicHIEIE NG TS, ZoOWHIERIZ o %
BRSNS L NVEELHMEBMTH2IIEBNITHS
3, Thrbt o SEERD BRIERENRER
TIEFE <, WERBMEEEICEET 2 K2R
TiE r pWEES S B, EETHE, o %

F OHE X

BRI 2 AL Foes BRI HT B
BAME I LTI EW IR E Th
EH 51T, BEKITBITE P 1EBIRD
N & DK, MR ORBIC L )<

B59 5% &b LT 5 KBGEZRO L &
NEL b2 L TRINSG. TSN
TR DT L L WHUREMREDE-IC & » T
BHFELWZETHAS,

SRR TR PSR EDIT LA &
o ZHFRICHENEEZ R L 20T, KEDHHE
MR o TREE N L TS HRIER 58
Tahb Lk, TOEREZBENL L,
L, RICEI)THEELTL o %F
Bz mBFME %2 R R OBUS R ER T EIC
PlholebnEFEZ LN, 2L, %o
BRSTREMRERICES T 608 2282
7zbiciE, & N BIRMTHEN L o (ERAEI R
BNBNETHAHI.

2) o TEHZENEEF#

o SRR EBAE & T Y O REE R
{23, Largent & N EM AR EY D 5.
Tobb, o THERICHATLIEDICEKELZ
IR TR 413 phenylpiperidine Th 5 L9,
Butyrophenone % @ ¥ Tt haloperidol,
bromperidol, moperone, reduced haloperidol
PEWIREREZRL 248 25139 3T piper-
idine # & phenyl #F#butyl £ T4 d B H:E
%3 - T3, 72, diphenylbutylpiperidine
7 pimozide & penfluridol (= FE & IBL
REER LRSS ), MER L LER»ER
ThHb.

SRDFIETIE, Fiicl o EFEL RwiZT
72iC LR & ) L REENREEE b D
2R 7-#R, phenyl 3 X piperidine #% &
9 % propiophenone #{¢) eperisone & tolper-
isone # R\WiZL, ZNnbd o FEMAKICTHLU
EoEBRtEsET 2L E2RRAL. 251,
SENKE TR { @REERL -8EEH
cloperastine % carbetapentane % piperidine
# % { D propiophenone HTH Y, Z N7 L
FBi#| cinnarizine, flunarizine |33l di-
phenylpiperazine 8 TH 3. T Tic ¢ TFK
~DHFIEAFEH & 1T 5 ifenprodil®®?® i
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phenylpiperidine iZ B¥ %. L 724 C, phenyl
# » piperidine Z&& 5% \» {3 piperazine F» R
B TOLH 5% 2 L OEEY ¢ THEKICE
BAEERTZLRELHTHY), Znkin
LEEE O EHBICT 52 L34 BD o
VEREDBERRPRRICBWIIREICER L Fik
THBEEZLILS,
3) FRARBERAEZAET IESIIOVWT
Flunarizine, cinnarizine %% o S2&4&I &\
BRIEE o2 &2, [*H]dextromethorphan
- #HwW7z Klein & Musacchio?? DHf3eic & - T
HLrIcd3N, SENHRTLRERAINL, =
h & #EHF I diphenylpiperazine $Hic/B$ 3 #
N7 LEEPIEE T, invivo CTRIER#ER A
THBZ rihr o T 505, 2O REER
OBFIZHE LTI v, BIRBEWT &2, 0%
FRICHAME LR L 24 EOER D %I i34
OHBEREEAZF T E2ERPSH 5, Ifen
prodil®®, dextromethorphan, BMY-14802 #*
FNTH B, Hic ifenprodil i3 FATINEILE T
NTHEZES % i 869, dextromethorphan (2
NMDA #H&HB & O (KEBREOHEHINES
FRASIED I EVHFRWIETINT S
BEEEL I A 7OMEMIZE » THRET S
TRt BB AR ENE TH D I
7 IvEHFEET BV R, BANB L UER
SHINMDA 7> 2 T=Z + 3 £ &F w &M
TTHERIN LSRRI % Bifg 53000392
b, HEMIEEFENFEEICIZ NMDA 25
KRDBE SHHER 2 11T B, Ifenprodil (& NMDA
ZHEREIEESNIICEET 230 L LTy
B3, F1Uz b H b 6T ifenprodil i NMDA
IR 7)) v BRI A L CRLERR
ERET, 442 F o ALY B E
ERL 2T EBRATIZ Vv, —F, RIUHE
m¥EfA % 3> dextromethorphan 2 2WT¥%
NMDA Z5KICIEFE SRR T 272 L4
LT BN, Tk ) hmEoE IFEM
LTwaktiicBhns, 2%, ifenprodil &
dexromethorphan & & 412 NMDA ZFH&KN
EREATIC L CEBERA L ZWizb i b b
¥, NMDA AR #ERICH L CavWEzr 5
25,

it ifenprodil % ¢ A LT A
TERT 5 Z E W& 12929 S RDERTYH
ERENRER #5725, Karbon 5292 ifenprodil
DHREREER o TRERENLTRZIBZ L,

o /R E NMDA S25KIC (T #ERAY 7 B E A%
HbZEEHEL TS, [*Hlifenprodil #*7
v PR R L TR B— o kAT
5 k) BESD ¢ FHRMAL NMDA FHHRE
DHBEMIAELFH T e E L4085
E, LG hHRRIFETCENTHEEEL
Y (-

LEDZ &3k 5 HicEHTES, 1) Ifen-
prodil & dextromethorphan it & 3 (= fEHRIE
REVERZHT 5. 2) Ifenprodil & dex-
tromethorphan i3 & & IR AIIRIEE~ DB &
THER & B NMDA S&/KICI/ERT 528, %
DERBFIRROBEESH R CIEFLN
NMDA ##3R & 3B ->Tv 3, 3) Ifenprodil
& dextromethophan iZ & $ 12 ¢ S&MKIZFEN
ZEERZL T3, 4) ¢ FHEKENMDA
SFHERE OBOHEEER 2 RBT RIS
(R bNb, 5) Ifenprodil % dextromethor-
phan Ll#tiz &, diphenylpiperazine %4 L3
7 LFEEHFEIRS BMY-148029) & 5 % iR g
MzET 28FH>HAL T o THEMRICHTL T
N HEEREL > T3

S REOWIETiE, HRERBERAEET S 0L
O DEFICIETIHE, Tihbb o ZTHEK

T AERMERELPIIC L LT THD,

c VER#ED o T&FKENL T NMDA £Z5K
O X & FRE L R REAEER s RET 5
BMND LI E RO THESTRL TS

4) EZHIzOWT

Klein & Musacchio?”l4, dextromethorphan
o ERHEEL DL D 1 D0IGRE L 223RALC
ERT 3 LT\ 5, SEDHERT L HEKF
carbetapentane, cloperastine, dextromethor-
phan #% [*H] haloperidol #& % 5% ( [HEL /-
DT, FEROEHIFNTHEEEZLNS,
Mz T, BEEROERNL R L L —H7iE o
FRERAENT BERESH 5 & Klein b i3#EHR
LTwads, BT ZOMBEIC D TEEE
B L IR EEENLEMTERELNATW W
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DT, o XERLEBIERAOBREMET 5 =
LR TELZWLHIZEbILS., 72721, dextrometh-
orphan (3£ H#5iC B\ C L B Mz & 240
MMEEE B IE T 20T, MEKNEIF @R N
ZDHDITIIEERMIZ v, SBRENT o BEH
ROBEZERPRE I NNUE, BRSERTH
SEHDERIC BT 2 o THREDRENIZ i
BHEECINETHA 5.

4) Eperisone & tolperisone M{EM

BB MERA & L THWLHN TV 5 eperisone
& tolperidone 134 EFAX-ER DL » Tld i
LW RRL 275 R BEREES T
% % afloqualone < chlormezanone, tizanidine
REEREZ R T, MED o THEEICHT 54E
BIEHL»ICEEEL TwE0T, ZRLNEE
BB ERIC Y L € o B ERH B 53 2 gt
BA%TwEEbNs,

SRIDOWET o EBERICEHBEER R L
##|oyvhizi3, cinnarizine, flunarizine, hydrox-
yzine 7t &' diphenylpiperidine ¥§<° pimozide
¥, AN T LEHERE L OERI (D
& T N T %57 eperisone & tolperisone {2
b AN ARBERFRESNTE N, &
DA IV 7 LETEAL—ED o VERZE L DMt
—niER EBbN D, L L diltiazem D L
G2 o FERICHEA L L WAL ARHED
FETDHNDT, SHEDEERD L ANV 7 AHEH
fER & o SFRDOEZBHIEICBERE T LI
T =7 vy, Eperisone & tolperisone #3KME{E
H%2 DL DBEMIZ > T WBIKTIE,
eperisone & tolperisone ) ¢ ZHAK~NDIER
PWEDL I LE®RELDLNDITZ 72 I
vz b, L L, eperisone DEFERESNET
ME—RE SN T2 i 2 ) Y EEROICHERT o
SEE~DERIZIZBPICENITH D Z L=,
eperisone NEFHHIA~DIERD LHEL THIXHE
T+ TH B b, eperisone D o
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eperisone & tolperisone DHFSHUFEIEHE M
BEEEREEMLEN T WL, Kitichikgs
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FlizoWwT, §XTCHEBERIFRALPIZIN
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BRRENIT L A EH R [*H] haloperidol
AL THWERERL, Z0M2TED
&l % HTi ifenprodil, flunarizine, dex-
tromethorphan 7 & > { D2 DL M F0 g%
Flhse CICHBWERRERL 2, TR, o fE
F¥I(Z & - T phenyl % & piperazine it &
2 o FERRICERFETH 5 DN EELLS
ThHhbHI LD RHEniz—F, o ZHMKITH
FRURIERIE ) Tl {, NMDA Z&FE~DFHR
HER %4 L CHRM/ERIZE C BE5 T 5658
WndH Db EHTRBEINT,

ZOREKZ BICERA, HTEEL L N EREIE
& & L MILREREREREMHE S E A A ZREER
KRHLZ LT, FHIENDETIC S - THRER
VieHieE s B E : L - FABREME, FDicsi
TELHHSZ8E L okil—bhT, BE 2
BiF, KR BT, F-BELERLERHETS
ST UTOBESHNF 2L VLB L AT

. T EBE (haloperidol, bromperidol, perphen-
azine, fluphenazine, chlorpromazine, properici-
azine, levomepromazine, clocapramine, carpi-
pramine, Y-516, promethazine, cloperastine),
iz N#EE (moperone, YM -09151- 2, nicar-

dipine), =--%4 (spiperone, pipamperone, cin-



o TRRDEHE LRI 289

narizine, verapamil, eperisone), &% — %I 3%
(timiperone, oxypertine, chlormezanone), BER
AT (pimozide, sulpiride, zotepine, metoclo-
pramide), 1BY¥PF|MIK (prochlorperazine, dex-
tromethorphan), =3 (thioridazine), -k H 43
(sultopride, biperiden), Brintol-Myers # (BMY
-14802), Astra #t (remoxipride), Burroughs
Welcome # (rimcazole), WBANFEETY (risper-
idone, flunarizine, domperidone), &¥7 7 £ ¥

— (hydroxyzine), M (diltiazem, aflo-
qualone), EAKMIE (carbetapentane), HA LI
(tolperisone), ¥ > F3EH (tizanidine), HAF<
7% 4 ¥— (imipramine), #7583 (amitriptyline),
BAL 7)) — (trihexyphenidyl), 7+ 4 %R
(ifenprodil),
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Pharmacological specificity of antipsychotic, antiischemic and some other
drugs for ¢ receptors labeled with [*H] haloperidol
Yoshifumi ZusHi
Department of Neuropsychiatry,

Okayama University Medical School,

Okayama 700, Japan
(Director : Prof. S. Otsuki)

Pharmacological specificity of several classes of drugs such as antipsychotics and antiis-
chemic agents was assessed for ¢ receptors labeled with [*H] haloperidol. Specific binding of

[*H] haloperidol in the presence of 25 nM spiperone was saturable and of high affinity (Kd=
1.96+1.31 nM, Bmax=2.37+0.27 pmol/mg of protein; n=8). Among the 29 antipsychotics
tested in inhibition studies, bromperidol and haloperidol were the most potent inhibitors (Ki=
0.9 nM, 1.0 nM, respectively). The conventional antipsychotics moperone, timiperone etc. and
the novel promising drugs YM-09151, Y-516, BMY-14802 and remoxipride potently inhibited

[*H] haloperidol binding with the Ki in the range of low to moderate nanomolar. On the
other hand, among the other 27 drugs tested, the antispasmodics eperisone and tolperisone,
the antiischemic agents ifenprodil, the Ca’* antagonist flunarizine and cinnarizine, and the
antitussives carbetapentane, cloperastine and dextromethorphan, were especially potent
inhibitors. These results, taken together with the evidence that the antiischemic agents
ifenprodil and dextromethorphan antagonize NMDA responses and NMDA receptor complex
is a possible site of action for neuroprotective agents, strongly suggest that ¢ receptors may
be potential sites of action for antiischemic as well as antipsychotic drugs, i. e., o receptors
mediate the neuroprotective effects of certain antiischemic agents by affecting the NMDA

receptor complex.



