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Elucidation of the mechanisms of PHT and NIF induced gingival overgrowth
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The applicant conducted a study to investigate whether NR4AL is a central
mechanism of drug induced gingival overgrowth in the model of phenytoin (PHT) and nifedipine (NIF)
induced gingival overgrowth. First, to establish PHT and NIF induced gingival overgrowth mice
model, we conducted experiments at various concentrations, dosing methods, and dosing times, but did

not develop prominent overgrowth. So, PHT and NIF and the effect of NR4Al on gingival overgrowth
was investigated in vitro. As a result, it was shown that in human gingival fibroblasts, NIF and
PHT suppress the nuclear translocation of NFATc3 and also suppress the expression of NR4Al,
resulting in the enhanced expression of type 1 collagen.
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