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INTRODUCTION

Zinc, as an essential trace element in living organisms, plays an important role in the number of biological processes, especially within the central nervous system [1]. There is an evidence for the
involvement of Zn ions in depression and so constitutes potential angle of therapy, as emphasized by numerous preclinical and clinical trials. However, its exact molecular mechanism of action is
still not fully understood [2]. Our interests are focused on its effects mediated by serotonin receptors, which are key players in the etiology of anxiety and mood disorders [3].

Here we present radioligand binding assays used to characterization of the pharmacological profile of Zn“* at serotonin 5-HT4 receptor (5-HTaR). The direct influence of Zn** on agonist binding to
human 5-HT AR, stably expressed in HEK293 cells, was investigated by a set of in vitro radioligand binding methods (saturation, competition and both association and dissociation kinetic studies)

using [°’H]8-OH-DPAT, as a selective agonist tool compound.
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Figure 2. The “bell shaped” zinc titration curve obtained in competition-like experiments with the

inhibits the binding of radioligands was further evaluated by a Schild-type plot analysis.

enhancement (~10 uM of Zn*") and inhibition (above 100 uM of Zn**) of [’H]-8-OH-DPAT binding at
h5-HT A receptors.

The results of the saturation experiments suggest negative allosteric modulation of Zn
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Summing up, the in vitro experiments clearly showed that in addition to previously

reported negative allosteric modulation [5], for both antagonist and agonist binding,

Figure 3. Effect of Zn** on association (A) and dissociation (B) rates of [°H]-8-OH-DPAT in the absence

Zn“* at low concentration may also potentiate binding of agonist to 5-HT14R. (e) or presence of 10 pM (m) and 500 pM (A ) of Zn*".
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