BxXc—19

FIZHREHER (RENREFNE) HRARBES
R 24 4 6H4Eﬁ@_

| HEIES - 32622
MEER . HEFHAEX (B)
FZEHARS - 2010 ~ 2011
REESE ¢ 22792012
MREEL (X)) BREBOIESIRT (v RREN DA - FIEARENORE
MEREL (R0
The analysis of a new therapeutic target as seen from the epigenetic abnormal ity of cancer
stem cells.
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59 preoperative biopsy specimens of oral cancer and nine non-cancerous specimens
were analyzed using Infinium HumanMethylation27 BeadArray system. The global
methylation profiles of oral cancer were classified by unsupervised two-way
hierarchical clustering method. The decision tree classifiers were evaluated by the
validation set of 25 oral cancer specimens. We identified 2,361 aberrantly methylated
CpG sites in cancer-specific manner. By unsupervised clustering analysis, oral cancer
was divided into two methylation epigenotypes that are significantly correlated with
incidence of lymph node metastasis and differentiation grades. Two markers (FPHAS
and CYB5RI) were selected as the decision tree classifiers that can predict tumor
metastasis in the training set, and demonstrated that they are validated to be highly
predictive in the independent preoperative biopsy samples.We identified two
methylation epigenotypes correlated with clinical outcome in oral cancer, and
candidate classifier genes that would be useful in patient stratification for intensive
therapy to overcome the tumor recurrence.
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25 oral cancer cases
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@ Hypoxia induces resistance to
5—fluorouracil in oral cancer cells via
G(1) phase cell cycle arrest.
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