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INTRODUCTION

Allostery i1s a mechanism that regulates function of many proteins and thus controls various biological processes [1]. There are now growing number of allosteric modulators acting on various GPCRs but in the

group of 5-HT receptors only a few examples were identified. Recently we showed [2] an allosteric nature of zinc dual action at 5-HT . receptors and here we investigate its influence on 5-HT- receptor subtype.
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Simulations sytems were constructed with POPC membrane and TIP3P water model.
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screening of different ions on radioligand binding to 5-HT- receptor. The specific action
of zinc, compared to other ions, is clearly visible. Figure 7 shows the differences in

Interactions with zinc ions between antagonist (left) and agonist (right) bound models 5-HT,R complexes with antagonist

SB-269970 (left) and agonist 5-CT
(right) received from MD simulations
experiments.

of 5-HT;. In both experiments zinc was contacting with ecl2 (D167 and D168),

however in complex with antagonist zinc ion is also observed interacting with D3.32.

Summing up, both in vitro and in silico studies indicated that Zn*" ions act as

negative allosteric modulator at 5-HT- receptors.
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