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Abstract

Transforming growth factor beta (TGF-B) is a
ubiquitous and essential regulator of cellular
and physiologic processes including prolifera-
tion, differentiation, migration, cell survival, an-
giogenesis and immunosurveillance. The tumor
suppressor gene Smad4 (DPC4) is the central
intracellular mediator of transforming growth
factor-p-Smad(TGF-B-Smad) signaling, which
is a key pathway in cancer invasion and metas-
tasis. This review focuses on the mechanisms
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whereby the Smads are modified and regulated,
and summarizes current views on the role of
Smad4 in tumorigenesis, with emphasis on can-
cer invasion and metastasis.
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