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Curcumin, a yellow pigment extracted from rhizomes of Curcuma longa, is the
major constituent of Xiaoyao-san, the traditional Chinese medicine for managing the mental
stress and depressive-related disorder. Unpredictable chronic mild stress (UCMS) has long
been used as a model of depression. Antidepressant can reverse most effect of UCMS. We
hypothesized that curcumin may alleviate stress induced behavioral change. Thus in the
present study, we assessed whether curcumin treatment affect behavior alteration in UCMS
treated ICR mice. Mice were exposed to UCMS for 5 weeks and anhedonia behavior which
is the most commonly behavior used to measure the inability to gain pleasure from
enjoyable experiences was evaluated by weekly monitoring of sucrose consumption.
Curcumin (10 and 20 mg/kg/day, i.p.) or imipramine (20 mg/kg/day, i.p.) or vehicle were
continuously administered the last two weeks of UCMS. Behavioral test were performed
over the last week of UCMS. The results showed that UCMS mice decreased the sucrose
intake, increased the immobility time in forced swimming test (FST) and tail suspension test
(TST). Long term treatment of curcumin and imipramine reversed the anhedonia behavior
and significantly reduced immobility time. In locomotor activity, stress mice did not show
significantly difference compared to non-stress mice. Curcumin and imipramine did not alter
the locomotor activity. In addition, UCMS procedure did not significantly induced the lipid
peroxidation in mice whole brain and curcumin did not show inhibitory effect on lipid
peroxidation. The mechanism underlying the antidepressive-like activity of curcumin may be
involved in its increasing the BDNF and CREB mRNA expression in hippocampus and
frontal cortex of UCMS mice. Thus curcumin may be the effective therapeutic for

depression as was seen within these stress models.
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