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The innovative drug development that targeted molecules associated with coronary
artery diseases and its functional analysis
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We have performed the discovery of low-molecular wei?ht compound (LMWC)
which interfere the interaction and function of BRAP, associated most strongly with coronary artery
diseases (CAD) susceptibility in Japanese, and IkB-beta a mediator of inflammation. We developed
ELISA system for BRAP-1kB-beta interaction and performed interfere experiments for the binding by 9,
600 low molecular weight compounds as well as selected its structural analogs. Finally, we have
obtained 9 LMWCs that strongly interfered the BRAP-1kB-beta binding inwhich 3 molecules inhibited
more than 40% of the proliferation of human artery smooth muscle cells. We also selected FURIN
associated with CAD as another target for drug development. FURIN is a molecule with structural
similarity of PCSK9, and interacts with LDL receptor. We have also developed ELISA system for
FURIN-LDLR binding and have implemented LMWC screening that interfered the interaction using
libraries consist of 9,600 and 22,400 molecules so far.
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