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Development of Novel Therapeutic Agents Targeting Regulatory Mechanisms of Cell
Membrane Morphology for HER2-positive breast cancer
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Although the HER2-targeted therapy is the first-line and effective therapy
towards HER2-positive breast cancers, the development of drug resistance has been problematic. In
addition, all the current anti-cancer drugs for HER2-positive breast cancer inhibit HER2. We have
recently found that the ubiquitin E3 complex CUL3/KCTD10 is essential for cell growth through the
constitutive degradation of RhoB specifically in HER2-positive breast cancer cells. In this study,
we identified a RhoB-interacting protein which is essential for EGF-induced membrane ruffle
formation as well as cell proliferation of HER2-positive breast cancer cells. By utilizing
AlphaScreen, we also identified a couple of compounds which inhibit the CUL3/KCTD10 interaction
leading to the inhibition of HER2-positive breast cancer cell growth
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