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Mechanisms of resistance to epidermal growth factor receptor
family targeting monoclonal antibodies
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Abstract  The epidermal growth factor receptor ( EGFR) family is ubiquitously expressed in various cell types. Aberrant ex—
pression or activity of the EGFR has been identified as an etiological factor in the development and progression of many human epithelial
tumors. Monoclonal antibodies ( mAb) and small molecules tyrosine kinase inhibitor have been widely used to target the receptors.
Both approaches have shown antitumor activity in clinical application especially the mAb. However increasing evidence suggests pri—
mary and acquired resistance to mAb remain a major clinical problem. Several mechanisms of mAb—resistance have been reported in—
cludeing structural changes in EGFR family receptors angiogenesis activation of other receptor tyrosine kinases subcellular localiza—
tion of EGFR constitutive activation of EGFR downstream effector molecules and increased expression of EGFR family growth factors.
This review summarizes the advance on mechanisms of resistance to EGFR family targeting antibodies.
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