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Investigation in the microenvironment of lung cancer and malignant pleural
mesothelioma for the development of biomarker for the resistance to bevacizumab
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This study aimed to clarify the mechanism of resistance to anti-angiogenic
therapy in cancer. Bevacizumab exerts anti-angiogenic effects in cancer patients by inhibiting
vascular endothelial growth factor (VEGF). However, its use is still limited due to the development
of resistance to the treatment. In this study, using mouse model of malignant pleural mesothelioma,
we found that fibroblast growth factor (FGF) 2 played important role in the resistance to
bevacizumab. We identified fibrocytes as the producer of FGF2 in the tumor tissue. In clinical
specimens of lung cancer, the number of fibrocyte was significantly increased in bevacizumab-treated

tumors, and is correlated with the number of treatment cycles, as well as CD3l-positive vessels.
Our results identify fibrocytes as a promising cell biomarker and a potential therapeutic target to
overcome resistance to anti-VEGF therapy.
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