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Exploration of differentiation programs in lung cancers using epigenomic
profiling
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High-grade neuroendocrine tumors of the lung are especially aggressive with
a dismal prognosis. In this study, we aimed to elucidate the heterogeneity of neuroendocrine
differentiation in lung cancer with neuroendocrine components by using epigenomic profiling. In the
result, our epigenomic profiling identified distinct differentiation subtypes of lung cancer with
neuroendocrine components, which may be different from the previously reported classifications based
on the expression of lineage transcription factors. Classical neuroendocrine subtype determined by
high expression of ASCL1 and NKX2-1 is particularly distinct with more neuroendocrine features
compared with the other subtypes.
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