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Comprehensive analysis of mutant ERa found in cancers to reveal their aberrant
functions
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MB453 inducibly expressing mutant K303R was established and ATAC/ChIP-seq

analyses were performed. The results showed that both of wild type and the mutant K303R associated
with DNA-bound FoxAl indirectly, but only the mutant K303R opened those regions. Moreover,
biochemical analyses showed that the mutant K303R induced the association of NcoA2 to FoxALl/DNA
complex. These results proposed the novel mechanism of breast cancer development by the mutant

Nine ERa mutants, which were shown to exhibit functional abnormalities in the luciferase assay, were
also introduced into MB453. ATAC/ChlIP-seq analyses revealed that mutant A86V/S463P showed the

constitutive active phenotype as Y537S, and also mutants E247K/E380Q showed the novel abnormality
(induced association to AP-1 binding region).
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