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The _fibrocyte research for clarifying and overcoming the resistance against
anti-angiogenesis therapy in lung cancer
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The obﬂective of this project was to explore the possibility of fibrocytes
as the cellular biomarker of the resistance against anti-angiogenic therapy.

The study using mouse models revealed that; 1) inhibiting FGF2 which was produced by fibrocytes in
addition to VEGF induced secondary resistance, and other angiogenic molecules such as PDGF might
contribute to such resistance. 2) in the time course experiment, the number of fibrocytes in the
tumor was significantly decreased within 3 days after the cessation of anti-VEGF treatment,
suggesting that the interval of treatment might be crucial to minimize the resistance. The clinical
study in lung cancer patients showed that the number of fibrocytes in the pleural effusion was
significantly increased in 62% of patients who acquired the resistance to the treatment with
anti-VEGF antibody, suggesting that fibrocytes in the pleural effusion might be useful as cellular
biomarker to predict the resistance aganst anti-angiogenic therapy.
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