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Clarification of control mechanism in lung and bronchial by Wnt signaling
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We used rat intestinal epithelial 1EC6 cells to investigate tubulogenesis and we
found that tubular formation was induced by a combination of Wnt3a and EGF signaling during 3D culture.
Wnt3a and EGF induced the expression of the P2Y2 receptor, and knockdown of P2Y2R suppressed tubular
formation. The Arg-Gly-Asp (RGD) sequence of P2Y2R has been shown to interact with integrins, and a P2Y2R
mutant lacking integrin-binding activity was unable to induce tubular formation. P2Y2R expression
inhibited the interaction between integrins and fibronectin. Inhibition of integrin and fibronectin
binding by treatment with the cyclic RGD peptide and fibronectin knockdown induced tubular formation in
the presence of EGF alone, but a fibronectin coat suppressed Wnt3a- and EGF-induced tubular formation.
These results suggest that Wnt3a- and EGF-induced P2Y2R expression causes tubular formation by preventing
the binding of integrins and fibronectin rather than by mediating nucleotide responses.
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The P2Y, receptor promotes Wnt3a- and
EGF-induced epithelial tubular formation
by I1EC6 cells by binding to integrins
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The P2Y2 receptor promotes Wnt3a and
EGF-induced tubular formation of 1EC6
cells by inhibition of integrin-mediated
cell adhesion
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