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Research for unveiled molecular mechanism underlying cancer malignancy
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We found that persistently activated NRF2 in non-small cell lung cancer
generates enhancers at gene loci that are not normally regulated by transiently activated NRF2 under
physiological conditions. These enhancers regulate NRF2-activated cancer specific target genes.
Elevated accumulation of CEBPB in NRF2-activated NSCLCs is found to be one of the prerequisites for
establishment of the unique NRF2-dependent enhancers, among which the NOTCH3 enhancer is shown to be
critical for promotion of tumor-initiating activity. Enhancer remodeling mediated by NRF2-CEBPB
cooperativity promotes not only tumor-initiating activity but also drug resistance and drives
malignancy of NRF2-activated NSCLCs.
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