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*NOTE* not.Project Summary/Abstract HER2 is a receptor tyrosine kinase on the surface of cells that responds to signaling through the growth promoting HER2 protein. HER2 functions to promote proliferation, cell survival and decrease apoptosis. This facilitates the development and
progression of several human cancers including breast and prostate cancer. However, HER2 is most notably the target for the antibody directed therapy Trastuzumab which is a clinically approved humanized monoclonal antibody. Trastuzumab is most useful in breast cancer where
the HER2 protein is expressed as a result of gene amplification. However, Trastuzumab is not effective in non- HER2 amplified tumors. In addition, despite initial sensitivity, HER2 amplified tumors often develop resistance and many of those tumors progress despite treatment.
Understanding the mechanisms of resistance will be critical to future development of second generation drugs. This proposal will investigate a novel mechanism of acquired resistance in the setting of a fully developed therapy and should not limit development of future therapies. For
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