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A study on the response of oral mucosa to reactive oxygen species and its applicatio
n to the prevention against oral cancer.

Ikebe, Tetsuro
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In order to investigate the mechanism how reactive oxygen species (ROS) induce car
cinogenesis of keratinocytes, normal human kerainocytes (NHEK) and oral squamous carcinoma cells (SCCs) we
re treated with hydrogen Beroxide, and compared for the expressions of cellular senescence-associated mole
cules that is thought to be one of the tumor suppressor mechanisms. Hydrogen peroxide increased the expres
sions of senescence associated-beta-galactosidase and pl6(INK4a) and induced the growth arrest in GO/G1l ph
ase, in NHEK, but not SCC cells. Methylation level in pl6 (INK4a) promoter was reduced with hydrogen perox
ide in NHEK, but not SCCs. Methylation inhibitor 5-Azac enhanced the expression of pl6 (INK4a) in NHEK, bu
t not SCCs. The expression of DNA methyltransferase DNMT1 was suppressed in NHEK, but not SCCs. The inhibi
tion of cellular senescence through the epigenetic modification on pl6 (INK4a) expression may play an impo
rtant role in carcinogenesis of keratinocytes.
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Entrez gene GeneBank Fold change
symbol accession No. NHEK sScC
p53 (TP53) NM_000546 0.6308215  1.2258246
p21 (CDKN1A) NM_078467 27392757  1.2457686
p16 (CDKN2A) NM_058197 1.7523187  0.940313
CDK6 NM_001259 04435822  1.2457686
CDK4 NM_000075 0.5053371  1.2258246
CDK2 NM_001798 0.9827361  0.9403130
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