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CD200-positive cancer associated fibroblasts augment the sensitivity of
Epidermal Growth Factor Receptor mutation-positive lung adenocarcinomas to EGFR
Tyrosine kinase inhibitors
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CAFs: Cancer Associated Fibroblasts
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Here we report the existence of a special subpopulation of
patient-specific-CAFs that augment the sensitivity of EGFR gene mutation-positive lung cancer to the
EGFR-tyrosine kinase inhibitor (EGFR-TKI), gefitinib. When cocultured with EGFR mutation positive
lung cancer cells, these CAFs increased the apoptic effect of gefitinib on cancer cells, whereas, in
the absence of gefitinib, they did not affect cancer cell viability. Microarray analysis revealed

that CD200 was expressed at much higher levels in this CAFs. Knocking down of CD200 expression
deprived CAFs of their sensitizing potential. Immunohistochemical analysis revealed that the
individuals whose resected lung adenocarcinomas contained CD200-positive CAFs tended to have longer
progression free survival of gefitinib when they recurred after surgery. These results suggest that
CD200-positive CAFs can augment the sensitivity to EGFR-TKIs and may possess far reaching
applications in the therapeutic use of EGFR-TKIs.
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