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Protein kinases represent an attractive target for drug development, because
deregulation of protein kinase activity is implicated in several diseases. However, most of the
currently available kinase inhibitors have low selectivity and sometimes cause adverse side effects
by suppressing unintended kinases, which is a serious problem in drug development. In this study, we
found an alternative strategy to develop a selective kinase inhibitor. We found a small molecule
that selectively inhibits the kinase DYRK1A, which is related to the symptoms of Down syndrome. This
inhibitor, called FINDY (folding intermediate-selective inhibitor of DYRK1A), suppresses
transitional folding intermediate state of DYRK1A. Unlike other kinase inhibitors, FINDY does not
inhibit the mature state of DYRK1A. These unique features of FINDY suggest that the strategg
targeting the folding process has general validity, and can be applied not only to DYRK1A, but also

to other kinases.
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