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Analysis of the molecular mechanism of LSR ligand-dependent atypical
macropinocytosis and following multilayered cell growth.
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Withdrawal from contact inhibition is necessary for epithelial cancer
precursor cells to initiate cell growth and motility. Nevertheless, little is understood about the
mechanism for the sudden initiation of cell growth under static conditions. We focused on cellular
junctions as one region where breaking out of contact inhibition occurs. In well-differentiated
endometrial cancer cells, the ligand administration for tricellular tight junction protein LSR,
which transiently decreased the robust junction property, caused an abrupt increase in cell motility

and consequent excessive multilayered cell growth despite being under contact inhibition
conditions. We observed that macropinocytosis essentially and temporarily occurred as an antecedent
event for the above process at intercellular junctions. We concluded that the formation of
macropinocytosis, which is derived from tight junction-mediated signaling, was triggered for the
initiation of cell growth in static precancerous epithelium.
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