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In this study, we established the concept and technology to develop drug
discovery to target folding intermediates of kinases. To confirm the concept of folding
intermediate-selective inhibition, we elucidated the binding mode of the kinase DYRK1A and its
folding intermediate-selective inhibitor FINDY. To establish a general-purpose technology, we
constructed a new technology termed "temperature vaulting," which focuses on the thermodynamic
equilibrium of protein structure. An experimental system was constructed using DYRK1A as a model,
and it was confirmed that this technology is applicable to other kinases. With this concept and
technology, we have established the basis for drug discovery technology for selective inhibition of
folding intermediates that can be applied not only to kinases but also to other proteins.
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