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In silico screening of small molecule compounds for substitution of neutralizing
antibodies.

Oike, Masahioro
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This study aimed to develop small molecular compounds that bind and suppress
TGFB 1 protein. I set three binding sites on the surface of TGF3 1 protein, i.e., whole binding region to
type 11 TGFB receptor (TGFBR2), electrostatic pocket of TGFBR2 binding region, and allosteric
electrostatic pocket outside the receptor binding regions. Then I calculated binding affinities of
virtual small molecular compounds to these binding sites, and examined the effects of high affinity
compounds on TGFB 1-induced epithelial-mesenchymal transition in A549 cells. The results were that
compounds that had high binding affinity to allosteric site showed the hi?hest possibility of inhibition.
This study indicates that effects of TGF 1 can be suppressed by small molecular compounds that
allosterically affect binding of TGFB 1 to TGFBR2.
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