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Study for molecular basis of trastuzumab-resistance and the development of novel
therapeutic strategies.
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HER2-targeted therapy using trastuzumab has dramatically improved the prognosis
of HER2-positive breast cancer. However, it becomes the important clinical issue how to overcome
tastuzumab-resistant breast cancer. In this study, we addressed the molecular mechanism for acquired
resistance to trastuzumab which can activate antibody dependent cell mediated cytotoxicity (ADCC). Gene
expressing ﬁrofile using ADCC-resistant breast cancer cell line showed that vacuolar type ATPase
(vATPase) which drives active membrane transport was associated with ADCC-resistance. ATP6V1B1

gene coding subunit Bl might be specifically responsible for acquired resistance in terms of
perforin/granzyme pathway.
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