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ulvestrant is a 7a-alkylsulfinyl analog of 173- o

estradiol, acting as an ER antagonist. It @

competitively inhibits binding of estradiol to Oo ; EN/\;‘{(F
" I FF

ER, with a binding affinity even greater than

the affinity of tamoxifen for ER. When fulvestrant binds to the ER, it induces a
conformational change preventing receptor dimerization. Then, the receptor is
rapidly degraded, resulting in a decrease of intracellular ER levels. Fulvestrant
disables the function of transcriptional-activating factors, activation function
domain 1 (AF1), and activation function domain 2 (AF2); therefore, gene
transcription is abrogated. Unlike tamoxifen, fulvestrant has no agonistic activity on
the endometrium proliferation and consequently no increased risk of endometrial
adenocarcinoma. Fulvestrant induces the reduction of progesterone receptor
levels, a property that has been ascribed to their partial estrogen- like activity. The
different mechanism of action could explain the lack of cross-resistance with
tamoxifen. The direct reduction of ER could be considered an advantage of
fulvestrant compared with aromatase inhibitors (Als), since it can potentially reduce
estrogen-independent ER signaling.

Poggio F, Lambertini M, et al. Role of fulvestrant in the treatment of postmenopausal metastatic
breast cancer patients. Expert Rev Clin Pharmacol. 2016 Sep;9(9):1153-61.
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