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In this research, the effect of maternal folic acid intake in the

gestational period on the carcinogenic susceptibility of the next generation was elucidated.
As a result of research, maternal folic acid shortage in pregnancy caused methylation abnormalities
in the deubiquitinating enzyme gene(s) in the fetal, causing abnormal expression of the gene(s), and
the epigenomic change lasts even after the offspring had matured. It was demonstrated that the
sensitivity to induction of inflammation was increased, and its tendency was particularly remarkable

in the squamous epithelial tissue. Furthermore, it was revealed that maternal folic acid shortage
in pregnancy increases the carcinogenic susceptibility of offspring to oral squamous cell cancer.
This suggests that proper maternal intake of folic acid contributes to the suppression of oral
cancer carcinogenesis in the offspring.
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Pathological profiles of tongue neoplasia of mice formed by 4NQO

water
Papilloma formation No No No Yes
Hyperplasia No No Yes Yes
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The evaluation was defined as follows: —, unchanged; =, very slightly changed; +, slightly
changed; ++, moderately changed; ++-, extremely changed.
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