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WFZER R OB (F30) : We demonstrated the increased incidence of congenital defects in
the offspring of male mice exposed in utero to synthetic estrogens and that the induction of
malformations by the estrogens showed a clear threshold effect. Since estrogens have been
reported to be non-genotoxic, epigenetic mechanisms may be involved in the
transgenerational teratogenesis by estrogen. The expression patterns of Dnmts mRNA,
global DNA methylation levels in testicular cells of embryos exposed to estrogen drugs or in
sperm of mature male mice exposed prenatally to estrogen drugs were different from those
in the controls. These results support that, when evaluating the toxicities of environmental
chemicals, epigenetic effects such as DNA methylation should be taken into account.
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