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Members of the transforming growth factor-3 gTGF—B ) family regulate
skeletal formation through activating Smad transcription factors. Smad4 is a critical coactivator
essential for the Smad-dependent intracellular signaling. We established Smad4 conditional knockout
(Smad4 cKO) mice under the control of tamoxifen. The Smad4 cKO mice showed an increase in bone mass
in trabecular bone. They also showed an increase in [3 -catenin positive osteoblasts in spongiosa.
The analysis of the Wnt signaling related genes revealed that expression of Wnt7b was increased in
Smad4 cKO mice. These results suggest that the inhibition of Smad4-dependent signaling enhances bone
formation through increased expression of Wnt7b.
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