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Elucidation of refractory mechanism to the molecular targeted therapy for renal
cell carcinoma
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Aryl hydrocarbon receptor (AhR) was investigated in 120 patients with RCC
using immunohistochemistry. AhR was predominantly expressed in the nuclei of high-grade clear cell
RCC (ccRCC) and tumor-infiltrating lymphocytes (TILs), and its expression levels in cancer cells and

TILs correlated with the pathological tumor stage and histological grade.

Expression of VASH1 were immunohistochemically examined. Multivariate Cox analysis indicated that an
elevated VASH1 density, but not microvascular density, was a significant and independent predictor
of overall survival (odds ratio, 7.71; P=0.003). Blood samples were collected at baseline in 90
patients to analyze serum angiogenic and inflammatory markers together with peripheral blood
immunological marker. Immunologic (myeloid-derived suppressor cells, percentage of T helper type 1
cells) markers at baseline predicted the response to sunitinib therapy and/or disease progression in
patients with metastatic renal cell carcinoma.
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