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In this study, we found the followings. (1) CCNs regulate differentiation of

more various types of cells than the cell types previous known as CCN targets. In addition to the

expanded repertoire of target cell types, CCN2 has, surprisingly, intracellular functions. CCN2 is
associated with Rabl4 on proteoglycan-containing vesicles during their transport from the Golgi
apparatus to endosomes in chondrocytes. CCN2 is also transported into nuclei and acts as a
transcriptional factor of alphaSMA gene, a maker of myofibroblasts. (2) In addition to
autocrine/paracrine fashion, CCN proteins act through new signaling pathway: they are included into
extracellular vesicles with various binding partners and transported to distant
organs/tissues/cells, and then act together on target cells there. (3) To exert these new functions,
CCNs also need to cooperate with specific binding factors. Determination of 3-dimensional structure
of CCN-binding factor complex is ongoing toward medical application.

CCN CCN



B X C—19, F—19—1, Z—19 (@)

1. WFEBRME SO 5
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