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Combined inhibition of stem cell markers and histone modification enzymes in
non-small cell lung cancer
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EGFR-tyrosine kinase inhibitor (TKI) resistant non-small lung cancer (NSCLC)
cell H1975 had 1% side population fraction, which showed increased tumorigenicity, elevated
expression of stem cell markers and histone H3K27 trimethyl transferase EZH2, suggesting that EZH2
may play a role in maintenance of cancer stem cells. The combined treatment with inhibitors of the
EZH2 and the histone deacetylases HDACs showed synergistic growth suppressive effects, suppression
of EGFR signaling, and decrease in the in vivo tumor growth of H1975 cells, suggesting that the
combined pharmacological targeting of the histone modification enzymes may provide more effective
epigenetic therapeutics for NSCLCs including those with EGFR-TKI-resistant mutations.
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