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The transcription factors Notch2 and Sixl were upregulated in invasive cancer cells in all
minimally invasive adenocarcinomas. Exogenous Notch2 transactivated Sixl followed by Smad3, Smad4,
and vimentin, and enlarged the nuclei of NCI-H441 lung epithelial cells. Immunochemical staining for
the transcription factors was double positive in the invasive, but not in the lepidic growth component
of a third of advanced Ads, and the disease—free survival rates were lower in such tumors.Paired
of Notch2

preinvasive—to—invasive adenocarcinoma progression by inducing epithelial-mesenchymal transition and

upregulation and Sixl 1is a transcriptional aberration that contributes to

nuclear atypia. This aberration persisted in a considerable subset of advanced adenocarcinoma and

conferred a more malighant phenotype on the subset
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