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Abstract
Project Code : MRG4880110
Project Title: The antidepressant-like and antipsychotic effects of ¥ Mangostin, a
xanthone contained in fruit hull of mangosteen, and possible underlying
pharmacological mechanisms
Investigator: Mrs. Monrudee Sukma
Faculty of Pharmacy, Silpakorn University
E-mail Address: monrudee@email.pharm.su.ac.th
Project Period: June 1, 2005 — Dec 31, 2007
In the present study, the antidepressant-like, antipsychotic activity and its related
central serotonergic system of ¥ mangostin, a tetraoxygenated diprenylated xanthone contained
in fruit hull of mangosteen were evaluated. When given intraperitoneally, Y mangostin (10-30
mg/kg) was not able to change the number of HTR induced by 5-methoxy-N-N-
dimethyltryptamine (5MeO-DMT), a serotonin receptor agonist. Interestingly, Y mangostin (100
nmole) markedly attenuated HTR induced by 5MeO-DMT when administered via
intracerebroventricular injection (i.c.v.). Furthermore, at the same dose, Y mangostin decreased
the duration of immobility time in FST as well as attenuated mCPP-induced hypolocomotor
activity. It had no effect on the spontaneous locomotor activity and did not exhibited inhibitory
effect on 5MeO-DMT- induced head waving response and apomorphine-induced climbing. In
mRNA expression study, Y mangostin significantly increased 5-HT,,Rs mRNA expression and
have trend to increased 5-HT,cRs mRNA expression. These up-regulations were reversed by
co-administration with serotonin. These results provide support for the potential antidepressant-
like effect of Y mangostin and the involvement of the serotonergic systems especially 5-
HT,a2cRs in the antidepressant-like effect of Y mangostin. In addition, these findings indicated
that antagonistic effect of Y mangostin on 5-HT,5,cRs might be related with transcription. For
further experiment, effect of Y mangostin on other G-protein coupled receptors, histamine H;
receptor and muscarinic M, receptor, mRNA expression were evaluated. We found that Y
mangostin also induced H,; receptor and M, receptor mRNA expression. These indicated that
target of inhibitory effect of Y mangostin might be GPCRs or downstream signal transduction

which results in homologous or heterologous mRNA up-regulation.
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