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To find novel regulators of bone formation located downstream of Wnt
signaling, we established a system to induce cell death in response to increased and decreased Wnt
activity and found that TGFB family molecules are involved in promoting Wnt signaling.
Consistently, in a fracture healing model using the Wnt reporter Axin2-tomato mice , TGF family
molecules were found to contribute to the promotion of healing in a Wnt-responsive manner. In a
mouse model of hypervitaminosis D and chronic kidney disease, a pathological model of severely
impaired bone formation, we also found that decreased expression of TGF3 family molecules in bone
and markedly elevated levels of the Wnt inhibitor Sclerostin in circulating blood were responsible
for the impaired bone formation.
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