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WNT signaling controls myriad biological processes throughout life of all
animals. Ryk is a member of the Wnt receptors and does not belong to the conventional classification
of the Wnt signal transduction. Little is known about its mechanism of action. Ryk may be involved

in Wnt-regulated processes in bone remodeling. In this study, we elucidated roles of Ryk for bone
and mineral metabolism by using Ryk conditional KO (cKO) mice lines that are established in our
laboratory. Using two mesenchymal-specific Ryk cKO mice, we confirmed that Ryk enhances bone
formation. In addition to the analysis of Ryk cKO mice, we tried to identify osteotropic downstream
molecules of Wnt3a (one of the Ryk ligands), utilizing the analysis platform developed by the
oversea collaborator, the Major laboratory (UNC-CH). To this end, we set up a functional genomic
screening with a gain-of-function approach (called Crispr-A) and developed a sensitive reporter
system. We also performed Phospho-MS analysis.
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