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Cancer associated fibroblasts (CAFs) reportedly influence tumor progression via th
e secretion of extracellular matrix proteins, proteases, cytokines, and growth factors. Recently, the sign
ificance of CAFs was reported to be associated with resistance to molecular-targeted therapy.
This study shows lung adenocarcinoma cell lines harboring EGFR activating mutation became more resistant t
0 EGFRTKI when cocultured with PDPN expressing CAFs, compared with control CAFs in vitro. Furthermore, 105
postoperative recurrent patients with PDPN positive CAFs had a significantly lower EGFRTKIs response, com
pared with those with PDPN negative CAFs. Our studies show PDPN positive CAFs plays an important role in p
rimary resistance to EGFRTKIs and may be an ideal therapeutic target for use in combination therapy with E
GFRTKIs.
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