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This study was carried out to reveal the effects of DNA hypermethylation status on the
oral mucosal diseases. Then, we analyzed the methylation status of these human samples
including cancer, precancerous legions, peripheral blood and so on. As the results of this
study, we obtained several findings as follows.

Analysis of p16 and MGMT methylation status in oral cancer was carried out. In half
number of tissues, hypermethylation were found out and also in about 50% of these
samples same hypermethylation was found out in the adjacent normal tissues diagnosed
pathologically normal. Futhermore, hypermethylation ratio of these genes was well
correlated to the severity of leukoplakia. These phenomenons strongly suggested that
hypermethylation might play an important role of carcinogenesis in oral mucosa. To reveal
the effects of aging and/or several habits including alcohol consumption and smoking on
the p16 and MGMT methylation status of oral mucosa and some habits might affect the
epigenetic alternation of oral mucosa rather than aging. To reveal the effects of DNA
methylation status on the malignant ability of oral cancer, we analyzed the methylation
status of RECK gene in human oral cancer cell lines and DAC and EGCG demethylated the
hypermethylation status and inhibited the production of MMP and invasion ability in 3D
gel invasion model. Thereafter, we analyzed the relationship between RECK gene
methylation status and clinical prognosis retrospectively and RECK gene methylation
status could be a novel candidate next to lymph node status as a predictable factor of
prognosis.
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