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NASA-type irreversible inhibitor for HDM2-p53 protein-protein interaction (1): Evaluation of
structure activity relationship using recombinant HDM2 ('Graduate School of Engineering,
Kyoto University, *School of Chemistry, University of Leeds) OMasaharu Kawano,' Tsuyoshi
Ueda,' Tomonori Tamura,' Keiya Shiono,' Fruzsina Hobor,” Andrew Wilson,” Itaru Hamachi'

Many of proteins function via interacting with other proteins in living systems. Thus, molecules
which can regulate protein-protein interaction (PPI) should be powerful for understanding
biological events and disease therapy. We here report new covalent inhibitors tethered with a
NASA warhead for HDM2-p53 interaction involved in oncogenesis. In this study, we designed
and synthesized several NASA-type covalent inhibitors with different lengths of the linker
connecting the HDM2 ligand (Nutlin) to the NASA group. The structure-activity relationship
was evaluated using purified HDM2;.125. The modification site analysis showed that these
covalent inhibitors reacted with the N-terminal a-amino group and Tyr67 of HDM2.
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NutI|n based ligand
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