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Internalization mechanism of anti-EGFR antibody drugs in RAS wild-type
colorectal cancer cell lines
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We quantified the amount of EGFR on the plasma membrane by fluorescence
microscopy in colorectal cancer cell lines, and identified clathrin-dependent internalization of
anti-EGFR antibody drugs by siRNA and specific inhibitors. Proteome analysis of the protein
extracted from anti-EGFR antibody-treated cells identified UBR4 as a gene associated with
intracellular dynamics, and UBR4 was predominantly co-localized with EGFR by fluorescence double
immunization upon addition of anti-EGFR antibody-treated cells. Knockdown of UBR4 suppressed the
effects of anti-EGFR antibody drugs on cell proliferation and apoptosis, and also suppressed
degradation of Lysosomes. Intratumor expression of UBR4 in clinical specimens correlated with
anti-tumor efficacy and overall survival.
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