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The 5-HT6 receptor which is localized practically only in the brain [1] is a target for different psychotropic
drugs. 5-HTG6 receptors are supposed to be responsible mainly for motor control, memory and learning [2].
Because of that, substances acting on 5-HT6 receptors can be used to improve cognitive functions and memory.
Up to date several thousands of ligands have been synthesized, they are very diverse in structure which is one of
the reasons of uncertainty of binding mode.

Bioisosterism is one of the main strategy for designing new drugs. It is based on pursuing structural modification
on the lead compound. These modifications may increase pharmacological activity, improve selectivity, reduce
side effects or optimize pharmacokinetics [3,4]. Additionally, evaluating biological activity of bioisosteres helps
to understand the structure of receptor-ligand complex.

With the use of specialized software (PipelinePilot - Accelrys, vBrood - OpenEye) thousands of molecular
modifications were generated. Output compounds were selected based on synthetic accessibility and virtual
screening cascade protocol which screens output compounds by similarity to 2D and 3D-pharmacophore,
physicochemical properties, ADME/Tox properties and docking to receptor model [5].

During initial research a series of compounds was designed and synthesized. Methodology of computational
studies, synthesis of selected compounds and pharmacological results are presented.
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