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and Watson™ © 7 v FR7 b 7 ARz £SO TRLE
{bregma £ DA A + 4.0mm, HA— 0 8mm BLUEE
—68mmBLIUMEL6°) IZHIABEL~ TO® &
S—=h=a2—V (AD-8 # /i AD-9: (¥)Eicom) %*#§
ALT*xy 7+ v b (AC-1: (B)Eicom) &#i®, X
BEAMMTAETI~5OMBML THFL -
12. EHRR

EKEMELUH, Y3 Y ItEFTO s Fa—-TETA
MEF 70 Fa—TETu—-TIZ8HL, 24 50v)
¥ % (1002 ; Hamilton Co.) B&U'w 20 ¥y
7 (ESP-32: (¥)Eicom) # A\ T, & 2ml/min T
Ringer O BRET o=, BHWIL, A=+ P22
5 — (EAS-10; (#)Eicom) 2554 ZLizEIRL, ¥
ks ovw 237 (HPLC) #® (HTEC-300: (&)
Eicom) IZTHBEREFT -~ /- BHEELR 7
F&E#E30em, $30cm, WM& 36ecm DT 2 ) Lo -2
NFEL, WHETTIT- A
13. *MER

Dopamine I2 2K > 0~ + 57 (HPLC) ¥EIi:
T, EICOMPAK & Z 5y #ff H ODS # 5 4 (PP-ODS
(#) Eicom) #HOLTHEERET- A /4, WAL
BHE (ECD) OB 400mV vs. AgCl, # 7 ARKEIZ
25°C, BEWEOHARIE 550ml/min & L7z, #IERICLEH
ENAE -2 dopamine THSZ L 4MEL, HMT S
EXNREZERYVIENT, 61 CHEATHhOREL
10 pg/min (2% L 7~ WU 2 HPLC (HTEC-300) 23
AL, REFEMOBELLVY-2ERAOMM AT - 7.
A, BERICA— P4 Y Y 2o 2 —ZEMLE B
{1 HTEC-300 ¥ 2 7 A IZABIMIZHEAL LU ARER 2
h, M-S oslzTAEBMIZY - sTNERH LA

F - AW -

14. B M 7

TRTOEBICH TSk, FHELRERE
(mean = S EM.) T&ALAL 9 binvivov4d 7048
A7) AEOBRII_TERBSHK, £/, BX W
i, BRAGROME, WADROME, HLEMEED
ME, H##Lv7—0fE, MM prolactin 3 LU IMED
BEOHERIL—TRE WA 44T -7, Bonferroni/
Dunn 887 % F v -

L] 2

I. 7zl y FCBUIENEXRREY  WHEBICH
TAPVETSJ—Nastic7O0osannss 0
2
Tl MBI S2ELEABRET - WL G2

BTVETIS=LEETIZFO s oA~ L OB

DWTHAE LA RUBIZ, Zxby bizEREDR (0.1

~06mg/kg) AEFRELALI A, RREGH»OH

EAEA LS CINEYRIGHRY 5h & (retching:

vehicle-morphine 0.3 mg/kg, 45.7 £12.3, p <0.001, vs.

vehicle-saline; vehicle-morphine 0.6 mg/kg, 88.2+6.8, p<

0.001, vs. vehicle-saline, Fig. 1A, vomiting: vehicle-

morphine 0.3mg/ke, 2.7 % 0.6, p<<0.001, vs. vehicle-saline;

vehicle-morphine 0.6 mg/kg, 4.1 1.1, p<0.001, vs.
vehicle-saline, Fig. 1B). %7, EL v 35 LDEER

EhaENL 6 V@B, TVESI V-0 (10

mg/kg, s.c.) DORPLEIZE DHEEIZHWWEh (retching:

aripiprazole-morphine 0.3 mg/kg, 10.4 £ 5.3, p<0.05, vs.
vehicle-morphine 0.3 mg/kg; aripiprazole-morphine 0.6 mg/
kg, 18.2 £ 6.8, p<<0.001, vs. vehicle-morphine 0.6 mg/kg,

Fig. 1A, vomiting: aripiprazole-morphine 0.6 mg/kg, 0.7 +

0.4, p<0.05, vs. vehicle-morphine 0.6 mg/kg, Fig. 1B). [d

Wiz, Ered (06mgrke sc) B5IZENEREZRS

WAL 6 DICEERIER, 7osonA3 Yy (0.3mg/

kg, se) ORMAEICEIDARICHB 07 (retching:

vehicle-morphine, 58.2 £ 6.2, p<0.001, vs. vehicle-saline;
prochlorperazine 0.3 mg/kg-morphine, 25.4+8.4, p<0.05,
vs. vehicle-morphine, Fig. 1C, vomiting: vehicle-morphine,
4.6%1.0, p<0.05, vs. vehicle-saline; prochlorperazine

0.3 mg/kg-morphine, 0.2 £0.2, p<0.05, vs. vehicle-

morphine, Fig. 1D). 4%, B, 7VE773 /-0 F ik

BFO2oARF Py ORBMBSEETRTIET T/~

LHTOE - Tk 2 0.1 mg/kg 513, W6 UIZHEH:

R 2 FELAr -7 (0£0).

2. ENEXBERAREDRREFACHTIZVETS
VST OZOMNRT I OER
vHAIETAELE ABRERAYRITEREA T

A37VETSS—N GVl Tusanss v - DER
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Mean number of retches
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Fig. 1 Effects of pretreatment with aripiprazole or prochlorperazine on s.c. morphine-induced
retching or vomiting in ferrets. Groups of ferrets were pretreated with aripiprazole (10 mg/kg, s.c.,
A and B) or vehicle 30 min and prochlorperazine (0.1 or 0.3 mg/kg, s.c., C and D) or vehicle 60 min
prior to morphine (0.1-0.6 mg/kg, s.c.) injection. Animals were observed for 30 min after s.c
injection of morphine. Each column represents the mean number of retching (A and C) or vomiting
{B and D) animals with S.EM. of 3-7 ferrets, ‘p < 0.05 or ***p < 0.001 vs. vehicle-saline, 'p < 0.05
vs. vehicle-morphine 0.3mg/kg, 'p < 0.05 vs. vehicle-morphine 0.6 mg/ks.

% tilting cage BRIZPE-> THE L 4. TORBER, Trred
HECEINMRB NS AREREN LG READREEFH
2, TUET 3 /=N (20mg/kg, s.c.) OMAEIZLDE
Hizfgsh TOBRAKREIZEITS =4 -~ (saline-
morphine 2.5 mg/kg, 240 + 24.7 counts; saline-morphine
5mg/kg, 473.6 +92.8 counts; saline-morphine 10mg/kg,
2,939.0 + 438.3 counts; aripiprazole-morphine 5mg/kg,
83 * 26.1 counts; aripiprazole-morphine 10 mg/kg, 624.8
+ 142.8 counts; aripiprazole-morphine 10mg/kg, 625.6 +
149.8 counts, Fig. 2A). —%#, T 2@EICEnBRE
haRAMBEEFHIZ 7020032 Y (0.3mg/
kg, sc) MPREICE D FBIZAS Eh, 2oRREEH
BILHE27M < 7 b L7 (ECs vehicle-morphine, 5.5
+ 0.8 mg/kg: prochlorperazine-morphine, 14.8+0.9mg/kg,
total activity: vehicle-morphine 2.5 mg/kg, 284.2 +35.7
counts; vehicle-morphine Smg/kg. 901.2 £ 379.6 counts;

vehicle-morphine 10 mg/kg, 2,311.0 = 275.5 counts;

prochlorperazine-morphine 5mg/kg, 362.6 = 95.6 counts,

prochlorperazine-morphine 10 mg/kg, 765.9+257.5 counts,
prochlorperazine-morphine 10 mg/kg, 1,590.0 £153.6
counts, Fig. 2B).

3. Ty FELHIIBY3ENE MR dopamine M
#HAKHTITVET Y- N5 TOz7OMN
7 DER

7y MULHICBT3ELEFEEIZLDEEEIZA

3 HiBa st dopamine BREFRAIHT ST VTS /-1 &

SIzToron3 2 yOEBI2WT, invivo ¥4

TUL2BER->TRHLE TORR TLER

(10mg/kg, ip.) HHIZEDELRSRI1205%2 -2

L L 7= #Ba st dopamine MEO ¥ LRI, TIVET S

S =L (20mg/kg, ip) FENLEFEE 30 FHICLET

ST EiIZEnDHEIZHM &/ (saline-morphine, 220.6%
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+ 19.3% ; aripiprazole-morphine, 146.7 + 22.2%, ¢_,.=
120 min, saline-saline vs. saline-morphine, F; ;= 29.90,
p<0.05; saline-morphine vs, aripiprazole-morphine, F; 4
= 10.80, p<0.05, Fig. 3A). —#, ELEFHHILD
% U 5 #BaSt dopamine BEO LRIZ, Sosor~sy
¥ (03mg/kg, ip) ZEALEIREI FWIZAETSI
LizkhERICHEEZh, E6iIZZOE-2BMIER5R
100 53 = # 47 L % (prochlorperazine-morphine, 249.5 +
13.6%, t,,.,=100min, saline-morphine vs. prochlorperazine-
morphine, Fi; ;3= 37.09, p<0.01, Fig. 3A). £/, &8
BREE-EHEIRRESEHL 100%E L L 20 180 M
{Z&11 % dopamine RN FTEMIE thth, £8
EHE M- L L 385 B 1540 + 21% (p<0.001 vs.
saline-saline), PV E 73/ —~N-TNLk 7258 116.2
+ 10.4% (p<0.01 vs. saline-morphine), 7O ZOA~F
Vy-ENEFHE5H 1855 £ 5.0% (p<0.05 vs. saline-
morphine), 7Y ¥ 77V — N4 HAEKISS5H 831 +
42%B LV T 02O~ F Uy BRI S 1066
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Fig. 2 Effects of aripiprazole or prochlorperazine on s.c.
morphine-induced hyperlocomotion. Groups of mice were pre-
treated with either aripiprazole (20 mg/kg, s.c.) or saline (A)
and prochlorperazine (0.3 mg/kg, s.c.) or vehicle (B) 30 min
before morphine (2.5-20 mg/kg) injection. Each column
represents the mean total activity for 180min with S.EM. of
5-9 mice.

+73%TH -7 (Fig. 3B).
4. PUEFSY=AEsTICTO2OMNRI I REL
£3Hh4L7y—-RADERN

TYRACRIET VSIS -5z Toson
SUyBEICEEHAE LT Y -RAOHEE horizontal
bar Iz kD RHELE. FOBR, 7uror~32 (0.1
~ 1mg/kg, s.c) FEARESFN, 2OFRIZHILT
L — AP X 7 (Lotal catalepsy score: prochlorperazine
0.3mg/kg, 1.0 £ 0.7; 0.6 mg/kg, 3.1 £ 1.0, p<0.05 vs.
vehicle; prochlorperazine 1 mg/kg, 6.7 £ 0.8, p<0.001 vs.
vehicle, Fig. 4B). —%, MAROTIET 5/ -1 (3
~ 40mg/kg. sc) ERELTEHSA LT -RERLE
#*> 7= (aripiprazole 3mg/kg, 0.17 £ 0.14; 10mg/kg, 0 =
0; 20 mg/kg, 0.43 £ 0.17; 40mg/kg, 0 = 0, Fig. 4A).
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Fig. 3 Effect of aripiprazole or prochlorperazine on the i.p.
morphine-induced d ine release in the nuclens accumbens,
" After baseline fractions were collected, rats were pretreated
with either aripiprazole (20 mg/kg, i.p.), prochlorperazine
(0.3 mg/kg, i.p.) or saline 30 min before morphine (10 mg/kg)
injection at time 0 to evoke the release of dopamine. (A) Data
are expressed as percentages of the corresponding baseline
levels with S.E.M. for 2-3 rats. Saline-saline vs. saline-
morphine, Fy s5=29.90, p <0.05; saline-morphine vs,
aripiprazole-morphine, F; = 10.80, p < 0.05; saline-morphine
vs. prochlorperazine-morphine, F,; y,= 37.09, p <0.01. (B)
Data are expressed as a percentage of the area of the under
curve to 0-180min. ***p < 0.001 vs. saline-saline, *p < 0.05 or
*p <001 vs. saline-morphine.




