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Dual HER2 inhibition strategies in the management of treatment-refractory

metastatic colorectal cancer: History and status
Ozkan Kanat, Hulya Ertas, Burcu Caner

Abstract
Human epidermal growth factor receptor 2 (HER2) signaling pathway activation has
been identified as a contributor to de novo or acquired resistance to epidermal
growth factor receptor (EGFR) inhibitors in a small subset of patients with metastatic
colorectal cancer (mCRC). Dual anti-HER2-targeted treatment exhibits strong
antitumor activity in preclinical models of HER2-positive mCRC, supporting its
testing in clinical trials. The HERACLES trial at four Italian academic cancer centers
has confirmed the effectiveness of dual blockage of HER2 with trastuzumab plus
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