(®)
2018 2022

A novel drug discovery modality inducing tagging of disease related proteins
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Here, we aimed to design and synthesis hybrid molecules by linking a
disease-related protein ligand and tags (or tagging-inducing molecules), and we aimed to show that
the hybrid molecules induce "tagging" of the disease-related proteins, and artificially modulate
them. First, we showed that our PROTACs, which induce ubiquitination of mutant huntingtin, a cause
of Huntington"s disease, could be applied to other neurodegenerative proteins, and achieved
brain-permeable property by chemical modification of our lead PROTACs. In addition, we developed a
histidine-selective bioorthogonal reaction through joint research. Furthermore, as an application of

this, we succeeded in tagging disease-related proteins using this bioorthogonal reaction.
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