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In this study, we aim to select inhibitors against mutant RET by screening
and to obtain knowledge for designing kinase inhibitors that are less susceptible to drug resistance
mutations. We identified and reported new resistance mutations from specimens acquired drug
resistance. Based on the list of mutations collected, we introduced the mutations into proteins and
cell models to obtain drug sensitivity information. We also succeeded in obtaining the co-crystal
structure of the purified protein and the inhibitor. Based on the crystal structure information, we
performed molecular simulation to understand binding stability. We confirmed the correlation between
the experimental data and the susceptibility data obtained from the molecular simulation.
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