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Regulation of signal response through a novel DKK1 receptor "CKAP4"
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DKK1 is a secretory protein and promotes tumor cell proliferation, but its
receptor has not been identified for a long time. CKAP4 was originally identified as an ER protein.
We found that CKAP4 is localized to the cell surface membrane (plasma membrane, PM) of a certain

group of cancer cells and that the CKAP4 functions as a DKK1 receptor. We also showed that
simultaneous expression of both CKAP4 and DKK1 in human cancers was negatively correlated with
prognosis. This indicates that PM localization of CKAP4 is necessary for the DKK1-induced
tumorigenesis. In this study, we demonstrated that the dynamic trafficking of CKAP4 between the ER
and Golgi is controlled by COPI and COPII, and then the delivery of CKAP4 to the PM from the
trans-Golgi is regulated by Annexin A2. These results will provide new insights into the molecular
mechanism regulating oncogenic DKK1-CKAP4 signaling and suggest that Annexin A2 represents a
therapeutic target of cancer where CKAP4 is present in the PM.
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