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Clarification of precondition causing direct reprogramming in lung cancer
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The purpose of this study was to examine indispensable condition for direct
reprogramming in lung adenocarcinoma cells. We established RB1/TP53-knockout lung adenocarcinoma
cells by CRISPR-Cas9 method and performed gene expression analysis. It was clarified that various
epithelial-mesenchymal transition-related molecules are upregulated in RB1/TP53-knockout lung
adenocarcinoma cells. Next, we tried to transfect POU3F4/POU4F2 genes, which are associated with
neural differentiation, in RB1/TP53-knockout lung adenocarcinoma cells. However, neuroendocrine
differentiation was not induced in the cells. Finally, we established lung adenocarcinoma cells
expressing CDX2, a transcription factor (TF) promoting intestinal differentiation, or SALL4, a TF
promoting enteroblastic differentiation, to examine the association in tumorigenesis of lung
adenocarcinomas of intestinal type or hepatoid type. We obtained evidence that intestinal phenotype
is induced by CDX2 in lung adenocarcinoma cells.
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Adenovirus vector expressing keratinocyte growth factor using CAG promoter impairs pulmonary 2017
function of mice with elastase-induced emphysema.
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