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Super-enhancer and dynamic chromatine remodeling in gliomagenesis
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Although isocitrate dehydrogenase (IDH)—wiId—the diffuse astrocytic glioma
(DAG) shows a more aggressive phenotype than IDH-mutant type, lack of knowledge regarding relevant
molecular drivers for this type of tumor has hindered the development of therapeutic agents. Here,
we generated a glioma mouse model, which concurrently lacks p53 and NF1 and develops tumors highly
comparable with human IDH-wild-type DAG without characteristic molecular features of glioblastoma.
During tumor formation, Ezh2 was upregulated and histone H3K27me3 was increased on target genes.
Inhibition of Ezh2 activity effectively repressed tumor growth in vivo. Our study clarifies a
pathogenic molecular pathway of IDH-wild-type DAG that depends on Ezh2 activity, and that targeting
Ezh2 might be a promising treatment option for this type of glioma.
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