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Formation or Antiestrogenic Metabolites of Environmental Estrogens by Rat Liver S9

Fraction
Noriko Suzuki, Tohru Mizutare, Seigo Sanoh, Shigeru Ohta and Shinichi Yoshihara

Institute of Pharmaceutical Sciences, Faculty of Medicine, Hiroshima University

We exanhed the possibility of the formation of antiestrogenic metabolite (s) of EDCs by rat liver s9 fraction using a
recombinant yeast and human breast cancer cell line MCF-7 reporter assays. The estrogenic activity of genistein, a
potent phytoestrogen, was most extensively decreased by incubation with the liver S9 from 3-methylcholanthrene
(MC)-pretreated rat, followed by those from phenobarbital (PB)-pretreated and untreated rats. On the other hand, the
extracts containing several metabolites exhibited an antagonistic activity toward 17 3 -estradiol. The potency of the
extracts as antiestrogen was again in order of MC-pretreated, PB-pretreated and untreated S9. 3-Hydroxy bisphenol A
(BPA catechol), a cytochrome P450 dependent metabolite of BPA, was also antiestrogenic in both reporter assays.
These results suggest that the metabolic conversion of estrogenic genistein and BPA provides some antiestrogenic

metabolites.



