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Synthesis and evaluation of membrane-localizable gefitinib derivatives targeting an EGFR
mutant (Graduate School of Engineering, Nagoya Institute of Technology) OKeishi Mitamura,
Keita Tsutsui, Yoko Fukaya, Shinya Tsukiji

Once inside the cell, inhibitors “diffuse” and bind to specific proteins, thereby blocking
their activity. However, the target proteins of these inhibitors are often localized to specific
membranes or organelles within the cell. Therefore, we hypothesized that the inhibitory effect
could be dramatically improved by “self-localizing” the inhibitor to the target protein's
localized region, rather than allowing the inhibitor to diffuse freely within the cell. By
concentrating the inhibitor in the localized region of the target, its local concentration can be
increased, potentially improving both the inhibitory effect and specificity. In this study, we
present a proof-of-concept demonstration of this strategy using gefitinib, a compound that
targets epidermal growth factor receptor (EGFR) mutants. The presentation will cover the
design and synthesis of self-localizable gefitinib derivatives and an evaluation of their
inhibitory activity against EGFR mutants.
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