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Mechanisms of endocrine- and chemotherapy-resistance acquisition in
estrogen-sensitive tumors by ESR1 isoforms
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C-terminally truncated estrogen receptor a (ESR1) isoforms have been
recognized as dominant negative isoforms. However, our study demonstrated that most of C-terminally
truncated ESR1 isoforms retained constitutive transcriptional activity and estrogen receptor (ER)
antagonist-insensitivity and that stable transfection of the isoforms into breast cancer-derived
cells induced estrogen-independent growth and ER antagonist-resistance. In addition, we identified
structure-based mechanisms for the gains-of-function of the ESR1 isoforms.
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