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In ER-positive advanced breast cancer, ESR1 gene mutation is found in 32%,
which is considered to be one of the mechanisms for endocrine treatment resistance. In this study,
mutations were found in 16 of 22 (64%) relapsed metastatic biopsy specimens, of which 7 were treated

with aromatase inhibitors. Furthermore, among the mutations of exon 8, three ESR1 mutant genes of
Leu536Arg, Tyr537Ser, and Asp538Gly were introduced into MCF7 to prepare mutant clones, and
functional analysis was performed. As a result, in the ESR1 mutant cell line, TAM had little effect,

and in the combination of FUL + PAL, the RB-E2F1 pathway was most efficiently blocked and cell
cycle arrest was observed.
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