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The purpose of our METavivor proposal was to define and target potential mechanisms that
contribute to metastatic discordance following acquisition of epithelial-mesenchymal transition
(EMT)-associated anti-Her2 drug resistance. We have determined that another receptor tyrosine
kinase called fibroblast growth receptor (FGFR1) is upregulated during the process of EMT.
Importantly, we determined that cell surface expression of FGFR1 interferes with the binding of
Her2 targeted antibodies. Therefore, not only does FGFR1 expression constitute an alternative
growth factor signaling pathway, but is also physically disrupts the ability to Her2-targeting
therapies to detect these tumor cells. Using the optimized 3D culture approach from Aim2 of our
proposal we also found that a novel covalent kinase inhibitor to targeting FGFR is capable of
inhibiting metastatic cells impart by leading to the degradation of Her2. We are now moving
forward with this compound to conduct investigational new drug (IND) enabling studies as we
move forward toward its clinical application.
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