©
2017 2019

Investigation for a mechanism of cetuxifmab resistance in head and neck cancers
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The anti-epidermal growth factor receptor (EGFR) antibody cetuximab is
standard therapy for head and neck squamous cell carcinoma (HNSCC), whereas the underlying
mechanisms for resistance to it has been unknown. The current study reveals that HER3 ligand
heregulin causes the resistance to cetuximab in HNSCC. Heregulin knockdown with SiRNA recovered the
sensitivity to cetuximab in the cetuximab-resistant HNSCC FaDuCR cells. Furthermore pan-HER
inhibitor afatinib could decrease HER3 activation and overcome the resistance to cetuximab in FaDuCR

xenografted mouse model study. Finally, two among 28 tumors of HNSCC aberrantly expressed heregulin
and those were resistant to cetuximab-based therapy.
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Heregulin-positive rate 1% 5% 8% 13%
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Aberrant HER3 ligand heregulin-expressing head and neck squamous cell carcinoma is resistant to 2019
anti-EGFR antibody cetuximab, but not second-generation EGFR-TKI
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Anti-EGFR antibody-resistant head and neck squamous cell carcinoma maintained sensitivity to pan-HER inhibitor
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