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b3k3 kth2g fq34 jv4c ft34j f34gj n23cThe molecular pathogenesis of invasive and metastatic
potentials in human cancers is a complex process that involves both genetic and epigenetic

changes. The epigenetic regulation of tumor progression is a major focus of current cancer research.
However, the intracellular signaling pathways that regulate cancer cell metastasis in response to
specific cues are not known. In our preliminary data we have identified an alternate splice form of

RhoG that is specifically expressed by cancer cells of epithelial origin and is significantly increased in
metastatic breast cancer. A direct correlation between the expression levels of RhoG-a and the
invasiveness of cancer cell lines was found. RhoG-a is an antagonist of RhoA, which functions to
suppress the invasiveness of cancer cells in vitro, and metastasis of murine mammary tumors in

vivo. RhoG-a inhibits the invasiveness of cancer cells by suppressing Rac-mediated actin
polymerization and induction of cell-matrix adhesions. These preliminary data suggest that RhoG-a

plays a crucial role in suppressing the invasiveness of cancer cells. However, the mechanism by
which RhoG-a suppresses the actin cytoskeleton and matrix invasion is not known. The specific
objectives of this proposal are: (1) To identify the functional domains and interacting proteins of

RhoG-a. (2) To examine the role of RhoG-a in the signaling pathway that controls the actin
cytoskeleton and cell-matrix interactions. (3) To determine the biological relevance of RhoG-a in

breast carcinogenesis and metastasis using the animal model. The successful completion of these
aims will help to elucidate the mechanisms of the epigenetic regulation of tumor cell invasion. In
addition, these studies will provide valuable new targets for the development of drugs that may
specifically suppress the invasion of cancer cells and promote cancer metastasis.We've all seen

people. They're approaching you in the food court. Maybe they smile. Maybe they don't. Maybe they
smile and stare. They're trying to sell you something. Here's
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