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Cancer

Melanoma BRAF; epidermal growth 
factor receptor 3 (EGFR3; 
HER3; ERBB3)

Cell culture and mouse studies suggest inhibiting 
EGFR3 and BRAF could help treat BRAF-mutant 
melanomas resistant to BRAF inhibitors. In 
mutant BRAF melanoma cell lines stimulated 
with an EGFR3 ligand—which confers resistance 
to BRAF inhibitors—a humanized anti-EGFR3 
mAb plus a mutant BRAF inhibitor increased 
cell death compared with either agent alone. 
In a xenograft mouse model of melanoma, the 
combination induced complete tumor regression 
in 4 of 8 animals, whereas the mutant BRAF 
inhibitor alone induced regression in 1 of 8 cases. 
Next steps could include testing the combination 
strategy in clinical trials. 
GlaxoSmithKline plc markets the BRAF inhibitor 
Tafinlar dabrafenib to treat melanoma.  
Daiichi Sankyo Co. Ltd., Chugai Pharmaceutical 
Co. Ltd. and Roche market Zelboraf vemurafenib 
to treat melanoma. At least four additional 
companies have BRAF inhibitors in clinical 
testing to treat melanoma. 
At least 14 companies have small molecules or 
antibodies targeting EGFR3 in Phase II or earlier 
testing to treat various cancers.
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