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Epigenetic regulation of iron trafficking in glioblastoma
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Aberrant growth factor receptor signaling remodels intracellular metabolism
and global gene transcription to drive aggressive cancer growth, but the underlying mechanisms are
not well understood. Here we show that in the highly malignant brain tumor glioblastoma (GBM),
mammalian target of rapamycin complex 2 (mTORC2), a critical effector of the growth factor signaling

system, links metabolic reprogramming and acetyl-CoA production with genome-wide alteration of
histone acetylation. Integrated analyses in mouse models and human GBM samples demonstrate that
mTORC2 regulates iron trafficking via histone H3 acetylation of the ferritin promoter, promoting
tumor cell proliferation and survival. These results nominate mTORC2 as a critical epigenetic
regulator of iron metabolism in cancer.
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