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The TGF- superfamily of ligands plays an active role in many cellular processes. Since the discovery of the prototypic member, TGF-, almost 20 years ago, there have been tremendous advances in our understanding of the complex biology of this superfamily. Dysregulation of TGF- pathway contributes to a broad variety of pathologies, including cancer. In epithelial cells, TGF- functions as a tumor suppressor, where it inhibits proliferation, induces apoptosis, and mediates differentiation. Conversely, in other contexts, TGF- promotes tumor progression through increasing tumor cell invasion and metastasis. Many studies have identified the overexpression of TGF-β1 in various types of human cancer, which correlates with tumor progression, metastasis, angiogenesis and poor prognostic outcome. Increased production of TGF- also suppresses immune mechanisms mediating anti-tumor responses. For these reasons, different strategies to block TGF-β pathway in cancer have been developed. In this talk I will present the rationale for evaluating TGF- signaling inhibitors as cancer therapeutics, a small-molecule inhibitor that is in development and will dissect how targeting the TGF-β pathway may contribute to fight against cancer.



