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Elucidation of alteration of tumor microenvironment for drug resistance in lung
cancer
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Relationships between stromal PDGFR-3 expression and survival after
operation were analyzed in patients with NSCLC undergoing preoperative chemo- or chemoradiotherapy.
Stromal PDGFR-B expression is negatively associated with worse outcomes in these patients. We
assessed alterations of tumor microenvironment using cancer-associated fibroblast (CAF) cell line
established from resected specimen and mouse model. We found that Gas6 expression by CAFs was
upregulated following cisplatin treatment and Gas 6 derived from CAFs promote Axl-expressing lung
cancer cells. In clinical samples, stromal Gas6 expression increased after chemotherapy and tumor
Axl- and stromal Gas6-positive tumors were significantly worse than for the double negative group.
Based on these findings, it is presumed that Gas6 derived from CAFs promotes migration of
Axl-expressing lung cancer cells during chemotherapy and is involved in poor clinical outcome.
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