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Development of a novel periodontal tissue re?enarative therapy that induces

resolution of inflammation and tissue remodeling
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In this study, we investigated the involvement of Sprouty2 (SpryZ% in
osteoblast proliferation and differentiation. We examined Spry2 expression in MC3T3-El cells, and
found that high levels of Spry2 expression were induced by basic FGF stimulation. Overexpression of
Spry2 in MC3T3-E1 cells resulted in suppressed proliferation compared with control cells. Sprouty2
negatively regulated the phosphorylation of ERK1/2 after basic FGF stimulation, and of Smadl/5/8
after BMP stimulation. Furthermore, Spry2 suppressed the expression of osterix, alkaline
phosphatase, and osteocalcin mRNA, which are markers of osteoblast differentiation. Additionally,
Spry2 inhibited osteoblast matrix mineralization. These results suggest that Spry2 is involved in
the control of osteoblast proliferation and differentiation by downregulating the FGF-ERK1/2 and
BMP-Smad pathways, and suppresses the induction of markers of osteoblast differentiation.
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