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P-glycoprotein (P—gpa, ATP binding cassette transporter, causes drug
resistance. We have reported that tumor endothelial cells (TECs) are resistant to paclitaxel (PTX)
with P-gp upregulation. PTX is often selected in salvage chemotherapy for urothelial carcinoma (UC),

however its outcomes are limited. We hypothesized that TEC P-gp is the cause of this situation. We
demonstrated that the number of P-gp positive TECs increased after chemotherapy in UC. High P-gp
expression in TECs was correlated with poor prognosis in patients with UC.

As the mechanism, chemotherapy elevated P-gp expression in ECs via increasing tumor IL-8 secretion.
When the P-gp inhibitor was combined with PTX, tumor growth and metastasis were more reduced with
anti-angiogenic effect compared to PTX alone. It was suggested that chemotherapy causes inflammatory
changes in tumors, which induce P-gp expression in TECs and cause drug resistance. Targeting P-gp

in TECs can be a novel strategy to overcome drug resistance.
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