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Disease predisposition in offspring based on sperm epigenetic variation.
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In this study, we attempted to mimic age-related sperm DNA hypomethylation
by using DNA demethylating agents to verify that changes in sperm DNA methylation status affect the
phenotype of offspring. To this end, we administered DNA demethylating agents to male mice and
analyzed the phenotypes of pups obtained by mating with female mice, which revealed that the DNA
demethylating agents partially mimicked the effect of male aging on phenotypes of the offspring. On

the other hand, the patterns of sperm DNA methylation were not very similar, suggesting that the
establishment of hypomethylation of sperm DNA by aging and the induction of DNA demethylation by DNA
demethylating agents may occur through different mechanisms.
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