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Remodeling of altered epigenetic regulation via targeting epigenetic factor
during glioma formation

Ohka, Fumiharu
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We established MADM mouse model which generates malignant glioma
spontaneously. From an early stage of tumor formation, expression level of EZH2 was highly
upregulated. Using glioma cell lines which are derived from MADM mice tumors, we found that EZH2
inhibitor (EPZ6438) inhibited cell growth of tumor cells. Also MRI imaging revealed that both oral
administration of EPZ6438 and genetic depletion of EZH2 inhibited tumor growth in MADM mice
significantly. We harvested tumor tissue of EZH2 knock-out MADM mice tumors, EZH2-intact MADM mice
tumors and normal mice brains. Gene expression analysis with microarray revealed that expression
levels of genes which are associated with neuronal differentiation are retained by knock out of EZH2

gene. These data indicated that EZH2 plays pivotal roles in glioma formation via dysregulation of
histone modifications.
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Epigenetic treatment strategy for IDH-wildtype grade 111 glioma
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Epigenetic treatment for IDH-wildtype lower grade glioma, targeting
dysregulation of EZH2-H3K27me3 76 2017
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