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Abstract : In this study, we examined the characteristics of marble-burying behavior, which has
been considered an animal model of obsessive—compulsive disorder (OCD). ICR male mice ex-
hibit a marble-burying behavior in comparison to ddY and DBA/2 male mice. However, we did
not observe any significant differences between the ICR male mice and the ICR female mice re-
garding the marble-burying behavior. In addition, selective serotonin reuptake inhibitor
(SSRD), such as fluvoxamine and paroxetine, which has been used to treat human OCD symp-
toms, inhibited such marble-burying behavior without affecting the locomotor activity in ICR
male mice. In contrast, milnacipran had no effect on the marble-burying behavior in ICR male
mice. These findings suggest that fluvoxamine and paroxetine exhibit an anti—-OCD activity in
clinical use, and that the serotonergic neuronal system may also be involved in the marble-bury-
ing behavior in mice.
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Fig. 1. (), ® The clear plastic boxes (30xX30X28 cm) containing 25 glass
marbles (1.5c¢m in diameter) evenly spaced on sawdust 5 cm
deep. At the same time, the locomotor activity of mice was
measured using an automated activity counter (NS-AS01, Neu-
roscience Inc., Tokyo) above the same plastic boxes.
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Fig. 2. Comparison of marble-burying behavior in ICR,
ddY or DBA/2 mice. (A marble-burying behav-
ior, (B)locomotor activity. The values are ex-
pressed as the means®=SEM of n=12-21 mice per
group. *P<0.05, **P<0.01 compared to the
group treated with ICR mice. (Mann-Whitney
test)
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Fig. 3. Comparison of marble-burying behavior in male
and female mice. (A) marble-burying behavior,
(B locomotor activity. The values are expressed
as the means®=SEM of n=10 mice per group.
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Fig. 4. Effect of marble-burying behavior in mice on 6
successive days. (A) marble-burying behavior, (B)
locomotor activity. The data are expressed as
the means®=SEM of n=8 mice per group.
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Fig. 5. Effect of Fluvoxamine on the marble-burying be-
havior in mice. (A) marble-burying behavior, (B
locomotor activity. The data are expressed as
the means®=SEM of n=9-13 mice per group. **P
<0.01 compared to the group treated with
vehicle. (Mann-Whitney test)
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Fig. 6. Effect of Paroxetine on the marble-burying be-
havior in mice. (A marble-burying behavior, (B
locomotor activity. The data are expressed as
the means®=SEM of n=8-9 mice per group. **P<
0.01 compared to the group treated with vehicle.
(Mann-Whitney test)
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Fig. 7. Effect of Milnacipran on the marble-burying be-
havior in mice. (A marble-burying behavior, (B
locomotor activity. The data are expressed as
the means=SEM of n=28-9 mice per group.
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