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[ Abstract] Trastuzumab, thefirstmonoclonal antibody targeting Human Epidermal Growth Factor
Receptor 2 (HER2) hasimprovedthetreatment effect andprognosis of patients with HER2-positive breast cancer
and gastric cancer. Trastuzumab has already been the first-line treatment medicine in aforementioned advanced
cancers. However, most patients develop acquired resistance after 1 year, resulting in the disease progression.
Researches indicate that there are multiple mechanisms mediating trastuzumab resistance such as the change of
HER?2 protein structure, activation of signaling pathways among other members of HER Family and their ligands,
changes of downstream PI3K signaling pathway, epithelial-mesenchymal transition, antibody-dependent
cell-mediated cytotoxicity(ADCC) and so on. In this review, we summarize the mechanisms of trastuzumab
resistance, in order to provide predictive biomarkers and overcome resistance of trastuzumab therapy. Furthermore,
we hope to find more effective targeted drugs or combination therapies.
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