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The function of Cldn6 signaling during the differentiation from stem cells to epithe
lial cells
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We hypothesis that claudin-6 (Cldn6), tight junction protein, function as the coor
dinator in the differentiation from stem cells to epithelial cells. In mouse F9 stem cell lines and embryo
nic stem cells, the expression of Cldn6 increased other tight junction protein and induced the differentia
tion to mature epithelial cells. Moreover, the localization of Cldn6é to cell-cell adhesion, second extrace
Ilular domain of Cldn6, and 196 and 200 tyrosine residues in C-terminal intracellular domain of Cldn6 were

essential for Cldn6-induced epithelial differentiation. In addition, Cldn6 interacted with src-family Kin
ases (SFKs), and then activated SFKs phosphorylated 196 and 200 tyrosine residues in Cldn6. These results
indicate that Cldn6 and SFKs cooperatively induced the signaling for epithelial differentiation.
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