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Approach to the novel molecular target of endocrine disrupter tamoxifen
"endoplasmic reticulum membrane receptor"

Shimohigashi, Yasuyuki
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The principal objective of this project is to identify a novel endoplasmic
reticulum membrane receptor protein, to which tamoxifen, an anti-breast cancer drug, binds specifically,
and also to develop a novel series of drug derivatives that do not bind to this tamoxifen receptor. We
succeeded in narrowing down the candidate proteins, but with no isolation and purification. This
tamoxifen receptor is present generally in mammalian cells. We further succeeded in the synthesis of
compounds that bind to the estrogen receptor, but not to the tamoxifen receptor present in the
endoplasmic reticulum membrane. These compounds were found to function as antiestrogen drugs, exhibiting
the suppression action for0O breast cancer cell multiplication.
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