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The role of fibrocyte in combination treatment of immune checkpoint inhibitor
with antiangiogenic agents
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Recent clinical trials indicate the combination treatment with immune
checkpoint inhibitor and antiangiogenic drug improves the prognosis of lung cancer patients. We
focus on the fibrocytes (FCs) as the key mediators of anti-tumor immunity. We investigated the roles

of FCs in the combination therapy with dual VEGF and PD-L1 blockade by using subcutaneous mouse
model of mesothelioma. Tumor bearing mice were treated with anti-VEGF and anti-PD-L1 antibodies. To
evaluate the roles of FCs on the effect of anti-PD-L1 antibody, we implanted the mouse lung FCs near
the tumor tissue. Low dose anti-VEGF antibody increased the tumor infiltrated FCs and enhanced the
effect of anti-PD-L1 antibody. Mouse FCs expressed PD-L1, and costimulatory molecules CD86. The FCs
implantation improved the effect of anti-PD-L1 antibody, and increased the tumor infiltrated CD8+ T
cells. The combination blockage of VEGF and PD-L1 has potential to improve the anti-tumor immunity
via recruiting the PD-L1+, CD86+ FCs.
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