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Synthesis antiproliferative investigation of new oxygen- and halogen-containing estrone derivatives 

In our research work we synthesized oxygen- (6, 7, 8), halogen- and selenium (4, 5) containing D-homoestrones from the 3-benzyl ether of the secoestrone aldehyde (1) by different ring closure reactions. Additionally, the D-secoalcohol (2a), the starting material of the tetrahydropiran derivatives (4), was modified: the 3-benzyl protecting group was removed, the propenyl side-chain was saturated and the alcoholic 17-hydroxy function was acetylated or tosylated.
The antiproliferative effect of the newly produced D-seco and D-homo derivatives (2, 3, 4, 5, 6, 7, 8) was investigated in the Department of Pharmacodynamics and Biopharmacy at the University of Szeged by in vitro MTT-assay on different human cancer cell-lines. Some compounds (2a, 2b, 6, 7, 8) showed outstanding antiproliferative effect with low IC50 values. Importance of our work is attributed to the remarkable antiproliferative effect of compounds 2a and 2b, because such effective antiproliferative agents in the D-secoestrone series are not known in the literature. Furthermore D-homoestrone derivatives (6, 7, 8) were synthesized, which selectively inhibit the proliferation of some cancer cells.
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