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Here we show that intravenous administration of SHED-CM or sSiglec-9 after
the onset of RA and OA in mouse models induces anti-inflammatory synovial M2 macrophages (M2M®),
promoting joint regeneration. Furthermore, it was found that intravenous administration of the cell
culture supernatant from the induced M2M® (M2-CM) to a mouse arthritis model leads to the
regeneration of damaged joints. Comprehensive proteome analysis of M2-CM identified sFRP-1 as a
joint regeneration factor. sFRP-1, an inhibitor of Wnt signaling, promotes joint regeneration by
transforming the inflammatory tissue-destructive environment of damaged cartilage into an
anti-inflammatory tissue-regenerative environment. This study not only elucidates the mechanism of
Joint regeneration mediated by sialic acid-recognizing lectins but also reveals the potential of a
novel joint regeneration therapy using peripheral blood macrophages.
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