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Development of therapy for overcoming resistance to mutant selective EGFR-TKI
due to persistance of apoptosis

TAKEUCHI, SHINJI

3,600,000
EGFR BIM EGFR-TKI
EGFR-TKI Osimertinib BIM
HDAC Vorinostat BIM EGFR
Osimertinib Vorinostat
Vorinostat HDAC3 HDAC3
BIM
EGFR
Osimertinib BIM HDAC Vorinostat
BIM HDAC

The BIM deletion polymorphism is associated with apoptosis resistance to
EGFR-TKIs, such as gefitinib, in NSCLC harboring EGFR mutations. Here, we Investigated whether the
EéMRd$&?tion polymorphism contributes to resistance against osimertinib, a mutant selective
EGFR-mutated NSCLC cell lines with the BIM deletion polymorphism exhibited apoptosis resistance to
osimertinib and this resistance was overcome by combined use with vorinostat in vitro and in vivo.
Experiments with homozygous BIM deletion-positive EGFR-mutated NSCLC cells revealed that vorinostat
increased the expression of active BIM protein and induced apoptosis in osimertinib-treated cells.
These effects were mediated predominantly bx HDAC3 inhibition. These findings indicate the
importance of developing HDAC3-selective inhibitors, and their combined use with osimertinib, for
treating EGFR-mutated lung cancers carrying the BIM deletion polymorphism.
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