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Role of TNF-TAK1 signaling pathway in tumor microenvironments of metastasis

Sakurai, Hiroaki
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Crosstalk between inflammatory signaling pathways and receptor tyrosine kinases
has been revealed as an indicator of cancer malignant progression. In the present study, we focus on
EphA2 receptor tyrosine kinase. It has been reported that ligand-independent phosphorylation of EphA2 at
Ser-897 is induced by Akt. We show that inflammatory cytokines promote RSK-, not Akt-, dependent
phosphorylation of EphA2 at Ser-897. The RSK-EphA2 signaling pathway controls cell migration and invasion
of metastatic breast cancer cells. Moreover, Ser-897-phosphorylated EphA2 co-localizes with
phosphorylated active form of RSK in various human tumor specimens, and this double ﬁositivit is related
to poor survival in lung cancer patients, especially those with a smoking history. These results indicate
that the phosphorylation of EphA2 at Ser-897 is controlled by RSK and the RSK-EphA2 axis might contribute
to cell motility and promote tumor malignant progression.
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