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Novel target cells in tumor microenvironment of lung cancer: focusing on
fibrocytes to overcome drug resistance and develop the innovative therapy

NISHIOKA, Yasuhiko
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To overcome drug resistance and develoE the innovative therapy, the analysis
of function of fibrocytes, which were 1dentified to mediate the resistance mechanism for
anti-angiogenic agents, were performed in the present study. We found the increased number of
fibrocytes in peripheral blood of patients with lung cancer who showed the clinical resistance to
anti-angiogenic therapy. In addition, fibrocytes showed the ability to generate stem cell-like
phenotype of lung cancer cells in in vitro experiments, indicating the notion that regulating the
function of fibrocytes might be critical to inhibit the progression of lung cancer. Immunological
analysis showed that fibrocytes had the effects to up- or down-regulate T cell-immunity in vitro.
Intra-tumoral administration with fibrocytes, furthermnore, enhanced the anti-tumor activity
mediated by anti-PD-1 or anti-PD-L1 antibodies. These results indicate that fibrocytes play an
important role in tumor-immunity.
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