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Receptor-based Molecular Modeling Study on Antagonist-Bound Human a5, @, and a, -

Adrenoceptors

LI Min-Yong™2, LU Jing-Fen?, XIA Lin*1

(l Department of Medicinal Chemistry, China Pharmaceutical University, Nanjing 210009)

(2 National Research Laboratory of Natural and Biomimetic Drugs, Peking University, Beijing 100083)

Abstract Thisinvestigation was performed to present the construction of rough homology models, the refinement using
molecular methanics and molecular dynamics, and the optimization of these modelsinto “ antagonist-bound” models using
training set docking for a » -, @;5- and o, ,-AR models. A test set consisting of 18 molecules was then docked into to
obtained “ antagonist-bound” models using FRED program. The docking scores and experimental affinities were analyzed
by linear regression to obtain a good correlation. Consequently, this work highlights the rational construction for

“antagonist-bound”a, 5 -, a5~ and a,-AR models. The knowledge of these models can be used for virtual screening to
discover more novel potential molecules.
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