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Epigenetic contribution to the aberrant activation of oncogenic signalings in human cancers
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In addition to genetic changes, epigenetic changes such as DNA methylation and deregulated mictoRNA expression contribute
to the aberrant activation of signaling pathways important to cancer development. For example, methylation mediated silencing
of Klotho and RASAL led to the activation of wild type Ras in human cancers. Through microarray analysis, we identified miR-
204 as a microRNA downregulated in human cancer. Restoration of miR-204 expression inhibited cell growth as well as Ras/
MAPK signaling. The cortical actin cytoskeleton regulator ezrin was recently found to be critical in the activation of Ras/MAPK
signaling. It was confirmed as the direct target of miR-204. Downregulation of miR-204 led to the overexpression of ezrin and
subsequent activation of Ras/MAPK signaling in human cancers. Finally we will briefly introduce the activation of wnt signaling
EZH2, the enzyme subunit of polycomb repressive complex 2 that silences many tumor suppressor genes in human cancer cells.
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