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Development of novel anti-breast cancer drugs that can induce degradation of
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Estrogen receptors (ERs) play a major role in the growth of human breast
cancer cells. An antagonist that acts as not only an inhibitor of ligand binding but also an inducer
of the down-regulation of ER would be useful for the treatment for ER-positive breast cancer. We
designed and synthesized various tamoxifen derivatives that have various lengths and terminal groups
of the long alkyl side chain. During the course of our investigation, C10F having a 10-fluorodecyl
group on the amine moiety of 4-OHT was shown to be the most potent compound among the tamoxifen
derivatives. Moreover, computational docking analysis suggested that the long alkyl chain interacted
with the hydrophobic region on the surface of the ER, which is a binding site of helix 12 and
coactivator. These results provide useful information to develop promising candidates as SERDs.
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