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The epidermal growth factor receptor (EGFR) pathway plays a crucial rolein tumor development and progression, and it
has been one of the most studied and exploited targets for molecular cancer therapy. Two classes of anti-EGFR agents,
monoclonal antibodies and small molecules targeting the receptor tyrosine kinase, have shown antitumor activity in clinical
application. However, preclinical and clinical studies have demonstrated the occurrence of resistance to these drugs. Since
EGFR isimplicated in awide array of intracellular functions, the phenomenon of resistance to these agents may result from
the derangement of different molecular pathways, including autocrine/paracrine production of ligands, receptor mutations,
constitutive activation of downstream signaling proteins, and activation of alternative pathways. The last studies on the
mechanisms of resistance to EGFR inhibitors are reviewed.
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