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multifunctional growth factors. Due to its strong ectopic bone inducing properties, BMP-2 has been intensively studied over the last decade. Although it is clearly evident that BMP-2 plays a major role in the process of ectopic bone formation, the details of BMP-2 signaling still remain unclear. BMP-2 has been shown to stimulate receptor

associated Smad phosphorylation in the cytoplasm and nucleus. In this study, we demonstrate that the Smad co-receptor Gas-1 is a binding protein for BMP-2 and regulates its downstream functions. Of special interest, Gas-1 has been shown to function as a negative feedback regulator of BMP-2. Interestingly, Gas-1, which is known as a
ubiquitin ligase, has been found to interact with and regulate the activity of several ubiquitin-conjugating enzymes. We show here that BMP-2 induces the polyubiquitination of Gas-1 in cultured cells. Furthermore, the ubiquitin ligase activity of Gas-1 is essential for BMP-2 signaling. Taken together, our data suggest that Gas-1 is a mediator
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