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Analysis of a novel regulation of BMP signaling by Smad8

TSUKAMOTO, SHO

2,100,000
Smad BMP Smadl Smad5 Smad8 Smad9
BMP Smadl Smad5 Smad8 Sm
ads Smad8 mRNA BMP-4 Smad8 siRNA BMP-4 ALP
Smad8 Smadl Smad1l Smad8 Smad1l

BMP

Smad proteins are transcription factors important for bone formation regulated by
BMPs. Smadl, Smad5 and Smad8 (also known as Smad9) are induced phosphorylation by BMP receptors. We have
established constitutively active forms of Smadl, Smad5 and Smad8 and found that Smad8 is less active
than other Smads. The mRNA levels of Smad8 mRNA were increased by BMP-4 stimulation. RNAi knockdown of
Smad8 increased the BMP-induced ALP activity in C2C12 cells. Therefore, Smad8 suppressed BMP activity via
a novel molecular mechanism. Smad8 bound to Smadl with a higher affinity than that of Smadl homodimer.
Taken together, our findings suggest that Smad8 represses intracellular BMP signaling as a dominant
negative Smad.
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