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The inhibitory mechanism by Necl-4 of the ligand-induced dimerization of cell
surface receptors.
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The ligand-induced dimerization of cell surface single-transmembrane
receptors is essential for their activation. ErbB3, a single-transmembrane receptor, binds to its
ligand heregulin, leading to the hetero-dimerization with ErbB2. This dimerization induces the
activation of the signaling pathways for cell movement and survival. Despite the essential roles of
ErbB3 signaling for cell survival, its hyperactivation and overexpression cause tumorigenesis. In
this study, it was elucidated that Necl-4, nectin-like molecule-4/cell adhesion molecule 4, known to

serve as a tumor suppressor, interacts with ErbB3 and inhibits the ErbB3/ErbB2 hetero-dimerization
in an allosteric manner. Necl-4 also interacted with the hepatocyte growth factor receptor c-Met and

reduced its phosphorylation, suggesting that Necl-4 targets the various oncogenic cell surface
receptors to suppress the tumorigenesis.
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