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About 20-30% of lung adenocarcinoma show loss of expression of TTF-1
(thyroid-specific transcription factor-1), a master regulator of lung development and
differentiation. These adenocarcinomas frequently present with either mucinous or poorly
differentiated solid morphology, features of epithelial-mesenchymal transition, and lack targetable
driver mutations, such as EGFR and ALK. In this study, we have revealed that these characteristics
of this subset of lung cancer may be causally related with 1) abnormalities of histone modifier
expression, 2) loss of expression of chromatin remodelers BRG1/BRM, and inactivation of TTF-1 gene
itself by gene mutation or methylation.
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