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Potentiating effect of clonidine on anxiolytic action of
buspirons in raty

ZHANG Han-Ting, LUQ Zhi-Pu
(Institute of Pharmacology & Tezicology. Academy of
Military Medical Sciences. Beizing 100850, China)

ABSTRACT The anxiclytic cffects of buspirone
+Bus) and clonidine (Clo ) were studied in the social
interaction {SI) test and the eclevated plus-maze
(EPM) in rats. Bus 1 mg+kg™'(ip. 15 min) and Clo
10 pg+ke™' (ip. 15 min) prolonged the active interac-
tion tme {(AIT) in the SI test. While neither Bus 0. 3
mg *kg™" nor Clo 3 pg »kg™' was effective in this
model . combination of them increased AIT. Yohim-
bine 30 pg ke~ '(ip, 15 min before Bus) reversed such
a potentiating effect. (On the other hand, Bus 0.3
mg +kg™' or/and Clo 3 ug+kg™" did not affect che VI
{varisble interval} schedule-controlled behavior. In
EPM test . neither Bus 0. 5 mg *kg™" nor Clo 30
pg kg™ increased the percentages of open-arms entries
(OE%) or of the time spent ir. open-arms (OT%).
But these 2 indices were increased by combining Bus
0.5 mg-kg™! with Clo 30 pg-kg™'. The results sug-
gested that Clo porentinted the anxiolytic effect of Bus
prabably by irs a;-adrenoceptor agonist action in SI and
EPM 1ests. ‘
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T W 5% (buspirone. Bus) & — fi g Bl %
BARAERY. ElETEEFKS-HT 2
kR REE M S-HT BE M BB T - £ HE
A HETHHE o2, RIRHERBEZFE
ERENEEMESITHESEYY. {H Bus ¥
NE. B8 #2 f1 % w EE HbL R E e A e i
HE i FTBREABREETIFEXRET
(elevated plus-maze, EPM)HI BB LM
(social interaction, SIDEHMY F KT o2
B FI ] Ik E Xt Bus LB E IR R M.

MATERIALS AND METHODS

Bus 1 R FF & M. Clo #1 ¥ & (yohimbine, Yoh)
B H sigma 28], FTAHYMBEFHEEA. JFREMK
M. p 1mg-kg . Wistar KF11R. & BE
238+s 25 g . ARSI WP ORE. ZR20—25T.
¥ I 07.00—19.00.

1 BEEEHE R4S 7A. (A)EEAA
(B) Bus 0. 3 mg'kg_-lfﬂl (C)Clo 3 pge kg™ "8 (D)
Bus 1 mg<kg™'48; (E) Clo 10 pg-kg™'4R; (F) Clo 3
pgeo kg™’ +Bus 0. 3 mgkg™"#M 4y (G) Yoh 30
pgkg™+ Clo 3 pgekg™'+Bus 0. 3 mg-kg™'#. kN
HEHERT 4. BRBAKER. ZRTF08:00—12:00%
ZHIAETHT A—FRATFEBMWIS min ip F540.
G # ip Yoh 15 min EERT ip Buz 5 Clo, 15 min I5i#t
s ERTEFRT. ¥SaE RS
BENFI5 g FH. BHs—e3 AN, EP iR
F B (350 L) AR EE ST K (high illuminance and unfa-
miliar condition, HU), B—#HEFH X140 OFRE
8k (low illuminance and unfamiliar condition. LUK
52X 46 35 e KRB PIFELT WEALH X WE HU 5
LU #FTF10min A ESHEM N, BHE., B. &, &
A, BE., WX)B[E (active interaction time, AIT).
FHCFE2 min MY AIT. FRERRRE, EEHES
XET, 8K NRME A K ERETRI0 min, &
g2 d 9k 2 3 F7 98 % W & 5F 9% (bigh illuminance and
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familiar condivion, HF) 1 5 3% % 57 3K (low ilumi-
nance and familiar conditior. LFYR R4, S48
FME. #RBEENEEFESIGHITREERE.

2 BE+FHREMNR FE¥EHmxRysd
Pellow'™. J{ELIT e, TR ACASXETER
BRI, % 5% iEFF (adaptation) 10 min, FELE10
d, Bl FRERTH RS BEEm. M
Pl (A) FB/KE;: (B) Bus 0.5 mg-kg '#; (C}
Clo 30 pg+kg™ "8 ; (D) Bus 0. 5 mg+kg™' +Clo
30 pg-kg™'#l; (F) Bus 1 mg-kg™'. K F09.00—
16: 00ETT, RIFHFMER. LRAETLS min ip F54,
RIGH KRB A—15036X20 cm B9 ¥ 5 X5
min. BEXERFEEF 2. ICRE5 min AR Z5
#E A FF W Copen arms ) #1 5 8 (enclosed arms Y ¥ 3 il
EFRABEEET. R ARSI
{upen-arms entries, OE)}{I 7 7 B § & £ (8 (open-
arms time , OT) 48l d7 o8 & K ¥ (toral entries, TE)
1 E.B ] (cotal time, TTIME M. 3PER# 52y
HempBEER 8.

3 VIEEME AKREBRA{EE2504s21g, &
BI—4H. EUTFR, RAKESHASH s ml T, i
HEREHNEFLBWAL0—85%. TRFES LT
B FLBWERM VIEF, BEKXRES FRL (ixed
ratio, EEH 3. FR 4EP§EEF?K$E@1&JKEQ)
BEHEAN VIS, BERR7— 13 s 8 {k (reirforcement)
=W, WAL s, HESKINNSE, 30 min R
BHERPKFISUE. WikH VI BEERFESEK
F. OEHTHBER E®RS3IHE. (1) Bus 0.3
mg-kg™'#; (2) Clo 3 pg+kg™'#; (3) Clo 3 ppkg™!
+Bus ¢ 3 mg-kg™'#. ZLMH20 minip FH, Bus T
Clo WI30 min ip- S5 2580 7 5% HE 3T ZRAMAK B (w).
31 w H B {rad 9] (min > P38 B £ 58 20 3 1 9 %} B8
H. TRHSHAREEESHEBHEREN T 3 EES
WELMEHNEE HBEANREHERESHE
.

RESULTS

1 HEREBR S5iEAME, Bus 1
mg kg ™' Clo 10 pg-kg ' #H 7T B F JER K R
£ HU @9 3 gh 8 8 5 /5] (AIT) (P<<0.01):
Bus 0.3 mg+kg™"fl Clo 3 pg kg™ '8 &} 3

HU &4 Ti9 AIT ZEHWP>0.05), H_-H
& FANEFEE HU 8 AIT «(P<<0.01): Yaoh
30 pgkg 'A% Bus 0. 3 mg-kg~ '+ Clo
3 pg-kg 'R — %R (P<C0.05); ¥ LF &1
Ty BB AITHE, HEHYHITER
(Tab 13. FEBERXEBRETBHFTAETIREINE
T, KEEBRAYF L, HPUHLER
RS R

Tab 1. Effect of buspirone (Bus) and clonidine (Clo)
on model of social Ioteraction in rats , tested IS5 min
afier ip Bus or/and Clo which was preceded 15 mdn by
yohimbine ( Yoh % . nw=35—¢ palrs of rats, ¥+3.
"P>0.05. " P<{0-05, """ P<{0.01 w5 conirol.
"1 p<0. 0F us Bus.

Duration of interaction/s

Drugs/ Iluminance 350 Ix  llluminance 49 1x
mgkg™' TUnfamiliar Familiar
environment environment

Control 202+13 262+ 3%

Bus . 3 206+ 39" 252437
Clo 0.003 2011+14" 2134 39"
Bus 0. 3 s -
+Clo 0. 002 270433 2441442

Bus 1 258+19°"" 268+22°
Clo 0. 01 23744 237438

Bus 0. 3+Clo 0. 003

+Y¥oh 0.03 17114717 -

A

W10 min WEEM B KR ATT 98T [8) 53 45
EH.Bus 0.3 mg kg ' 5 Clo 3 ug-kg "4
AP AIT ¥ EHEf R[4 — 10 min, 5 Bus 1
mg kg M EIT A HHEE —F. Bus 0.3
mg+kg™!, Clo 3 pg-kg™" 8 H (i 6] 53 7 5 Xt
M T 8 AR (Fig 1).

VI RE AT % Bus 0. 3 mg+kg™'#l Clo
3pgkg BRI REGRE VIBMEERYTLH B
A (Tab 2).



http://www.cqvip.com

- 356G - BIBLID . ISSN 0253-9756

TR EER  Ava Pharmacalogica Srera 1993 Juls 14 (4)

Duratien o1 inleracton / 3

Trial session # 1@in

Fig 1. Active social interaction In high 1lluminance
(350 Jx) and unfamiliar <ondition in 10 min. The
drugs were given ip 15 min before the test. {{)) con-
trol, { @) buspirone ¢. 3 mg - kg ' + clonidine 3
ug-kg™'. () bosplrone ¥ mg- kg™, (]} buspirone
0.3 mg-kg~'. (M) clopidine 3 pg-kg™l. A=5—6
pairs of rats. “P>>0.05. " P<0.05, " P<I0.01 vs
control.

Tab 2. Effect of buspirone and clonidine at anti-
anxiety doses on schedule-controlled performance
{varinble interval, Vi} of rats. tested 20 min after ip
clonjdine which was preceded 30 min by buspirone.

n=6, xts. “P>>0.05. uvs predrog.
Periormance rate/ o
Drrugs/ MNumber of ‘ 7
mg kg levering *min " ?R‘;h;;ii
Predrug  Postdrug *

Buspirone 0. 3 32.7+9.0 31.4+8.77 96+4
Clomdine 0. 003  26.9+9.4 24.1+58. 9% 51+14
Buspirone 0.3 36 74 2.1 33.444.8° 81410

~+ clonidine 0. 003

2 EMP R 5S53HEAMLL,. Bus 0.5
mg -kg ™' Clo 30 pg-kg™ ' AEERE B34 OE
8 OT (P>0.05); ESHN B#RE OE
1 OT BREAFEHE 5 b (P<C0.01), 5 Bus 1
mg kg ' {E A Y4 (Fig 2A), RMH T BAH

BEXF. L®HHEH Bus 5Clo i TER
TT ¥ 58] B & (Fig 2B).

] op:rl-'—arm CILry
O2 1otal eniry
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Fig 2. Effect of buspirone and clonidine in elevated
plus- maze. Rats were tested 20 min after Ip: (A)
distilled water, (B) buspirone 0.5 mg - kg™': (L)
clopidine 30 pg-kg~'; (D) bospirene 0. S mg kg™
+ clomidine 30 pg-kg s {E) buspirone 1 mg-kg™'.

rR=S5—8 "P>005 "F<0.05, " F<0.01 w
(A).

DISCUSSI0ON

TS AR AR DU OB F R MR 1R
AT IEARE. FUAER D ERIWE HU
T 6 30 ket (E], BOH S A WA R
PR+ FRE R A RIE RN
AR R B OT B 69 BHR B AL 3 8 5 R W
k. FAFBHRFODKAETERS
BB OTIUERIPHEERS, TABE
RKE(TE) 5 E T E(TT) KR 338 75 3
7. FHBEFAE OEXS OTXHE B ¥
. AERRRIEXAETRER AOEBEAN
v el B REME TE s TTYY. HT X P &
FEUSH B &FF N (spontaneous
behavior} 3, WA TFHN %, H A6
2KES. AHRERE. FEIYEEER
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FERA EHILH H RN REAY.

A VI BEBEERBENINHEERAYWH
BERO —T8UEHER. Bus 0.3 mg kg 'R
Clo 3 png-kg R & A VI RFHEFK T
AR Em; RAEERENIFEE A2
LB A, IWGER AT =8

Bus R EM& A £ 2 W™ W1-PP, HAH
P« BERPER; FFRIRENE NE #2
ZHEET. Clo AW a B E BN, 8
it R B E AR b i NE fE# ST a8v".
EXRFBREEHINTRE tFEEHRA, H
HoARHRAAMEEERARME, BF
Bus #3% NE M L5, 3 Bus (9P 8B E
ALBEELW;: P o FEREHA Yoh T Hide
Clo 3t Bus i BB W MIEER, £9 Clo
Al (638 3 75 o F IR ER X NE W42 7h B 1T im 28
Bus IR R, T HXAMBEEH KR
MEMHERELY EEH. B4 Bus FEERH
B @ PR S-HT w4, U REEKS-HT
HExEEeY. Bk, FEZRGRER, E
HEEEHED,. PR NE £2454455-HT 42
EFEFHEXNKE.
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