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Structural analysis and regulation of transcription factor complexes involved in
tumor development and progression.

Miyazono, Kenichi
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TGF-B regulates cell proliferation, differentiation, and other important
biological processes. Therefore, dysregulation of TGF-b signal causes cancer development and
malignant transformation. The central players of TGF- signaling in cells are transcription factors

SMAD2/3. SMAD2/3 form a variety of transcription factor complexes with other proteins (SMAD
cofactors) to regulate multiple gene expression. In this study, we investigated the structures of
the SMAD2/3-cofactor complexes and developed a novel method for the regulation of TGF-B signaling
in cells. As a result, we determined the structures of SMAD2/3-transcription factor complexes
(SMAD2-CBP, SMAD2-TMEPAI, etc.) by X-ray crystallography and demonstrated that TGF- signaling can
be suppressed through inhibition of transcription factor complex formation.
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Structural basis for cofactor recognition mechanism by SMAD2/3 in TGF-B signaling
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