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Promotion of cancer progression by aberrant cell adhesion signaling
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We have identified that the cell adhesion signal initiated by the
tight-junction protein claudin-6 (CLDN6) regulates nulear receptor activity. The CLDN6 signaling
targeted the AKT phosphorylation sites in the retinoic acid receptor gamma (RARgamma) and the
estrogen recptor alpha (ERalpha) and stimulated their activity.

We also demostrated that high CLDN6 expression promotes endoemtrial cancer progression and
represents the poor prognostic marker. The second extracellular domain and Y196/200 were required to
recruit and activate Src-family kinases (SFKs) and to stimulate malignant phenotypes. Importantly,
we found that the CLDN6/SFK signaling directs to the ERalpha and ligand-independenly activate target
genes in endometrial cancer cells, resulting in cancer progression.
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