©
2016 2018

Study of the tumor microenvironment during progression and acquisition of
treatment resistance of renal cell carcinoma

Mikami, Shuji

3,800,000
VEGF-TKI VEGF-TKI
VASH1 VEGF-TKI VASH1
PD-1, PD-L1 VEGF-TKI
PD-1, PD-L1 VEGF-TKI PD-1/PD-L1
VEGF-TKI
VEGF-TKI
VASH1
PD-1/PD-L1 VEGF-TKI
VEGF-TKI

VEGF-TKIs have become the first-line drugs for the treatment of metastatic

and unresectable renal cell carcinoma. However, most cases become resistant to the treatment about 1
year after the initiation of the treatment. Therefore, elucidation of the molecular mechanism of
the treatment resistance is important for the development of effective treatment. In this study, we
focused on tumor micro-environment to investigate the molecular mechanism of the progression and
acquisition of treatment resistance. As a result, it was found that expression of VASH1, a regulator

of angiogenesis, in endothelial cells and PD-1/PD-L1 expression in tumor infiltrating immune cells
were involved in resistance to VEGF-TKIs. This study suggested that targeting these molecules might
be effective treatment for VEGF-TKI-resistant renal cell carcinoma.
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