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Abstract:
The mechanism of the antidepressant-like activity of the selective 5-hydroxytryptamine$ (5-HT$) receptor antagonist N-[3,5dichloro-2-(methoxy)phenyl]-4-(methoxy)-3-(1-piperazinyl)benzenesulfonamide (SB-399885) was studied in the forced swim test
in rats. SB-399885 administered intraperitoneally at a single dose of 10 mg/kg potently shortened the immobility time in rats. That
potential antidepressant-like effect of SB-399885 was not modified in animals with a lesion of the 5-HT system produced by p-chloroamphetamine (p-CA, 2 × 10 mg/kg). The anti-immobility effect of SB-399885 was blocked by the dopamine D- and D -like receptor antagonists SCH 23390 (0.063 mg/kg) and sulpiride (10 mg/kg), respectively, as well as by the a -adrenoceptor antagonist
idazoxan (4 mg/kg), but it was not changed by the a-adrenoceptor antagonist prazosin (1 mg/kg). Neither sulpiride (10 mg/kg) or
idazoxan (4 mg/kg) nor SCH-23390 (0.063 mg/kg) administered jointly with SB-399885 (10 mg/kg) noticeably changed the exploratory locomotor activity of rats evaluated by the open field test. The results described in the present paper indicate that the antiimmobility activity of SB-399885 is not connected with 5-HT innervation, and that D- and D -like receptors and a -adrenoceptors
are involved in this action.
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Introduction
Pharmacological treatments that modify serotonergic
transmission are widely used in the therapy of mental
illnesses like depression. In the brain, serotonin (5-HT)
is synthesized in restricted populations of neurons, located in the raphe nuclei which project to numerous
brain regions. Multiple effects of 5-HT are mediated by
its interaction with different receptor types which have
recently been divided into seven families according to
their cDNA-deduced primary sequences, signal transduction mechanisms and pharmacological profile [2].
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5-HT$ receptors, which are linked to G-protein
stimulating adenylate cyclase [1, 20, 28, 36], occur
exclusively in the mammalian central nervous system,
and their highest densities have been found in the olfactory tubercle, striatum, nucleus accumbens, and
moderate ones in the hypothalamus, thalamus, hippocampus and cerebral cortex [4, 14, 15, 43, 49]. The localization of 5-HT$ receptors in corticolimbic regions
and the relatively potent affinity and antagonistic activity of several antidepressants towards these receptors suggest that they may play a significant role in
depression [3, 4, 25, 37].

