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Recent advances in the field of molecular targeted the-

rapies for head and neck squamous cell carcinoma (HNSCC) 
are possible breakthrough for better efficacy and less toxicity, 
which has been often limited with current chemoradiothe-
rapy. 

EGFR is commonly over expressed in HNSCC and is an 
attractive molecular target. The EGFR signaling pathway is 
involved in a variety of cellular responses including cell 
growth and proliferation, and monoclonal antibodies and 
small-molecule inhibitors have been developed to inhibit 
EGFR pathways. Cetuximab, an anti-EGFR monoclonal anti-
body, is the targeted therapy approved for the treatment of 

HNSCC in patients with locally advanced tumors, in associa-
tion with radiotherapy, and in patients with recurrent or me-
tastatic diseases. Other anti-EGFR monoclonal antibody and 
tyrosine kinases are currently under extensive investigation 
in patients with high-risk HNSCC or those receiving pallia-
tive treatment for recurrent or metastatic disease benefit from 
the addition of EGFR inhibitors to chemotherapy and radio-
therapy. Agents that target angiogenesis have also been tested 
in combination with EGFR inhibitors.  

As these innovative molecules start to be used in clinical 
practice, the identification of predictive markers for efficacy 
and toxicity becomes a crucial issue. 
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