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Discovery of D-Amino Acid Oxidase Inhibitors Targeting Molecular Surfaces
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A multi-step structure-based virtual screening (SBVS) targeting the outer
surface region of D-amino acid oxidase (DAO) was conducted, narrowing down compounds from a library.
The interaction information of existing DAO inhibitors was not used as a prerequisite. After the
final SBVS step and selection by consensus ranking, five compounds were examined by in vitro
experiments. One of these compounds showed significant inhibitory activity against DAO. The obtained
docking poses were classified using machine learning and evaluated with molecular dynamics. The
characteristics of its interaction were entirely different from those of the other DAO inhibitors.
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