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Abstract : In the present study, we examined the involvement of serotonin (5-hydroxytryptamine, 5-HT) A
receptor in marble-burying behavior, which has been considered to be an animal model of obsessive-
compulsive disorder (OCD). 8-OH-DPAT, a full 5-HT,, receptor agonist, inhibited marble-burying behavior
without affecting the locomotor activity at a dose of 3 mg/kg (i.p.). Similarly, fluvoxamine (30, 60 mg/kg,
p.o.), paroxetine (1, 3 mg/kg, p.o.) and milnacipran (60 mg/kg, p.o.) inhibited marble-burying behavior.
The inhibitory effect of 8-OH-DPAT or paroxetine was antagonized by WAY-100635 (3 mg/kg, i.p.), a
5-HT,, receptor antagonist, whereas those effects of fluvoxamine or milnacipran was not antagonized by
WAY-100635. On the other hand, haloperidol (0.1 mg/kg, i.p.) significantly reduced the number of buried
marbles. However, these drugs at the same dose significantly reduced locomotor activity and impaired motor
coordination in the rota-rod test. The low-dose haloperidol (0.01 mg/kg, i.p.) or fluvoxamine (10 mg/kg, p.o.)
did not significantly reduce the number of buried marbles, but the low-dose combination of fluvoxamine and
haloperidol inhibited the marble-burying behavior without affecting the locomotor activity. These findings
suggest that combining antipsychotic with selective serotonin reuptake inhibitor (SSRI) may be a clinically
useful drug in the treatment of intractable obsessive compulsive disorder.

Key words : Marble-burying behavior, Obsessive-compulsive disorder, selective serotonin
reuptake inhibitor (SSRI), antipsychotic drug, 5-HT,, receptor
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test).



BRUPERESE &= — T - X—=1 ¥ FATH)

2%, SEBHEICIEE L, (M2)Y. 851
Z ®» 80OH-DPAT (3 mg/kg) O~ —7 )« X—=1) V7
TR RT3 2 HIE L, 5-HT L S HEMRERETH 5
WAY-100635 (3 mg/kg) 12 & o TiEHisnsz (M3)Y.

3. 2 SSRI (selective serotonin reuptake inhibitor)
DOEA

SSRI T & 4 fluvoxamine 1, 30 3 & OF 60 mg/kg ®
AET, &EIEIEEYT, v —TN - RX=) V7
TEIZHH L2 (K4)™. LA L, Z o fluvoxamine
(30 mg/kg) D —T N - R—1 ¥ FATBHIIHIVE IR
5-HT,, 5 2K W 38 © & 5 WAY-100635 (3 mg/kg) 2
FoTHnmInhiahr»ro7 (K5). —7F, paroxetine
X, 1B L3 meg/kg D= T, EBmIlEgEeT,
N=Th e R=) 7B EWH L (K6)Y. &
512, T o paroxetine (1 mg/kg) D~ — T )b+ N—
Yy AT B OMHIER X, 5HT SAKRERETH 5
WAY-100635 (3 mg/kg) Z& o> THprshszz (M7).

3. 3 SNRI (serotonin noradrenaline reuptake inhibitor)
DIERA

o b=r - VT FLF Y Y RID A KB E
(SNRI) T & % milnacipran &, 60 mg/kg ® H #1128
WTHRBICY =7V - X=1 Y 7TH) 2 I L, 45
BB L o7 (K8)Y. L2 L, milnacipran
(60 mg/kg) D= —T7 )+ N—1 ¥ ZIT B
WAY-100635 (3 mg/kg) (& o TSN hehr -7 (K
9).

3. 4 Haloperidol D1EMA

Haloperidol &, 0.1 mg/kg DHEBET~Y—7) - X—1)
O IATEN R L 724, RIS EE) O B R T A A
Sh7 (K100, F72, 05 1y FRERTIZ36.4% (n=11)
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HACII~ =70 - R=1) ¥ ZATEHIIHIE B L
72 %* - 7= haloperidol (0.01 mg/kg) ®HEE, FHU#
B 7o 72 fluvoxamine (10 mg/kg) DA Z B L
eI A, HEIIT—TI - N=1) ¥ TR 2 L,

BRI L o7z (K 11).

%

)

(—PRHIER) HEomfseTid, BRI clomipramine
OCD A TH A ENFLOTHESATHS Y,
1990 4EIZIEKETHISD T OCD O & L TRA S

—75, Bi¥E 7))V T clomipramine 25 — 7 ) - X —

(A

<

Number of buried marbles

B

=

= 6.

(A)

Number of buried marbles

(B)

Locomotor activity

X 7.

Locomotor activity
N
o
o

N
[3,]
1

N
o
T

-
(3]
T

-
o
T

o
T

o

(AT - fih)

— 167 —

T

N W W b
g o O o
o © o ©

o o
o ©

Vehicle

«
o o

3 mg/kg

Paroxetine (p.o.)

I

Vehicle

3 mg/kg

Paroxetine (p.o.)

Paroxetine D —7" ) « R—1) U FIFENIIR T 55525
(A) #IAEDRENH (B) &EFE. (n=89,
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*P<0.05, vehicle vs milnacipran, Mann-Whitney U-
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(A) 779 A LD S 7z % (B) & & #) & (n=8-10, Mann-Whitney U- test, T P<0.01, vehicle vs

**P<(.01, vehicle vs milnacipran, Mann-Whitney U- test). fluvoxamine addition haloperidol, Bonferroni test).
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(3 mg/kg) 2k o TR EhE™. 72, &x
DY DOZETYH, perospirone DI — T ) - X—1) ¥ 7
TEIHIER I, SHT 2B RPHEEGLTwbsZ e
WELY, Doz Ehs, 5HT, 2K~ — T
N=1) Y ZATHIIENC B W CEE 2 REH A HT 52 L8
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HIAEITDH 5 desipramine 2<% — T + X—1) ¥ 747
HErPfLena e =70 - X—1) ¥ 7T
5HT O Y ;AR ICEN T2 HEMICHET 5 ETVTH
LEVIAIIEY 2555 2 & A5, milnacipran DX — 7
Vo X=0 ¥ ZATE R Sz 2 &2, 5SHT OB
2%z 6N5. L L&D S, milnacipran D~ — 7 )b -
W= ¥ ZATEEHIE &, WAY-100635 (3 mg/kg) (2
LoTHmashhro7-2 Lo, 5HT, ZHAL X
BIOTERRT 2 35 2 LAVRIES N7z,

PERD S OCD IZHEB 2 MFIE L LTEALNTHD,
L LIEFRERAYIC haloperidol AW H L7z, Fx D #
KTH, RSV ITED, SRR AR S
OCD & haloperidol DFI ROV THREDH 5. FEET
&, IHEEPUE O OCD \R§ 2 i bk & L CHiksf
OO VT OHEDLDH 5 PP, 22T, K4
i, =7V - RX=Y Y ITENIHT S, PUEMEIE T
# % haloperidol D11 # §#i-X7:. Haloperidol &~ — 7
o R=1) ¥ FATEN R I L 7228, Anii@hm oK A3 A
Sz HURMIRSERE T 5 & LI LIRS
R EDOREENRARLNDL 2D, I OEHEM T AN
HREEEI X BN E D POV TIRET L7z, 2 ORE R,
haloperidol (0.1 mg/kg) ®#H % L 7 ¥ — B TldREE
BAONLEDo7225 By y FREICBW TR RESR
DOREE (36.4%) HA SNz, L7zH - T, haloperidol
DI =T N » X=1) ¥ ZATE OPHNE R E B D Bt A
BIG- LTV B REEAVR SN, SRE~NORFILFN T &
Gholz, 22T, WfbEiE LT, MBmIwBY
9, HTIERI AR A3 W & @ haloperidol & K
o fluvoxamine Z P L, ~—7 WV - X—=1) ¥ F{THD
WHEWER 2RIz 25, ARICI—TN - R=1) ¥ 7
TEZ ML, &EERICEE L 2o/ 20X,
PEOPUREMRRIE & D8O SSRI OFE X, BHWICZ
NENOMEEFEDODH ) L TRREALN, FTx DI
IRARBRE = L7z 20X 91, BRI IZIZHUR Al 5k
ORIERPHB LR T WiohEAR % i TE 2 WwikH#
D 2 VI3 HEEPED OCD IS § 2 i b & 2 )
9 B REEAVR S,
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