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Inhibition of Spry2 Induces Proliferation and Differentiation of Osteoblasts through
bFGF and EGF Stimulation but Inhibits Proliferation of Gingival Epithelial Cells.
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Transduction of a dominant-negative mutant of Spry2 (Y55A-Spry2) enhanced basic fi
broblast growth factor (bFGF)- and epidermal growth factor (EGF)-induced ERK activation in MC3T3-E1l osteob

lastic cells. In contrast, it decreased their activation in GE1l cells. Consistent with these observations,
Y55A-Spry2 increased osteoblast proliferation with bFGF and EGF stimulation, whereas the proliferation of
Y55A-Spry2-introduced GE1 cells was decreased via the ubiquitination and degradation of EGF receptors (EG
FRs). In addition, Y55A-Spry2 caused upregulation of Runx2 expression and downregulation of Twist, a negat

ive regulator of Runx2, with treatment of bFGF and EGF, resulting in enhanced osteoblastogenesis accompani
ed by alkaline phosphatase activation and osteocalcin expression in MC3T3-El cells.
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