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Antidepressant effect of trans-resveratrol combined with piperine on chronic
stressed rats and related mechanism
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Abstract

OBJECTIVE To study the antidepressant-like effect of trans-resveratrol and piperine in combination on chronic
unpredictable stressed rats and investigate whether 5-hydroxytryptamine(5-HT) system in hypothalamus and the
hypothal amic-pituitary-adrenal (HPA) axis were involved in this effect. METHODS Male SD rats were subjected to
chronic stress and co-administerted with trans-resveratrol(2.5, 5, 10, 20, 40 mg * kg‘l,ig)and piperine (2.5 mg * kg‘l, ip)
once aday for 21 d. Then the open field test and shuttle-box test were used to affirm the successful depression of the
animal model and the antidepressant activity of the combination of drugs. The monoamine neurotransmitter 5-HT and its
metabolitesin hypothalamus were detected by HPLC-ECD, while monoamine oxidase (MAO) activity was assayed using
fluorescence spectrophotometry. Moreover, the adrenal gland index was computed, and ELISA was applied to measure the
serum corticosterone level. RESUL TS Trans-resveratrol 20 and 40 mg + kgt combined with piperine alleviated the

performance deficits in the open field test induced by stress significantly, and trans-resveratrol 10, 20 and 40 mg * kg‘1
could reduce the number of failure escape in the shuttle box test combined with piperine. In addition, combination of trans-
resveratrol 40 mg « kg'l and piperine reversed the changes of 5-HT and its metabolites in hypothalamus induced by chronic
stress markedly. The monoamine oxidase activity changed. In a subsequent experiment, the chronic stress paradigm caused
asignificant elevation of serum corticosterone and the drenal gland index relative to the normal control group, which was
inhibited by combination of trans-resveratrol and piperine. CONCLUSION The combination of trans-resveratrol and
piperine exerts antidepressant-like effects, which may involve the 5-HT system of hypothalamus and the HPA axis.
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