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Switching mechanism for arresting and restarting cancer cell proliferation and
migration by the cell adhesion molecule nectin
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Cancer cell proliferation and migration are essential for onset,
progression, and metastasis of cancer, but cancer cells are considered not to proliferate during
circulation in blood. The switching mechanism for arresting and restarting cancer cell proliferation

remains elusive. The cell adhesion molecule nectin-4 is upregulated in many types of cancers. In
this study, we found that nectin-4 interacted with ErbB2 to promote its activation, eventually
accelerating breast cancer cell proliferation through the PI3K-AKT signaling pathway. We further
found that nectin-4 cis-interacted with p95-ErbB2, a trastuzumab-resistant variant of ErbB2, and
cooperatively enhanced a transcription factor SOX2 gene expression and cell proliferation in a
suspension culture. Only the combination of nectin-4 and p95-ErbB2 cooperatively activated the Hippo
signaling pathway to enhance SOX2 gene expression. Thus, nectin-4 regulates the switching mechanism
for arresting and restarting cancer cell proliferation.
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