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Analysis of non-uniform immune-suppressive mechanisms_in tumor microenvironment
and development of effective anti-tumor immune therapies
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Tumor tissues are inhomogeneous and various immune-suppressive mechanisms
suppress anti-tumor immunity. We identified a novel mechanism of immunosuppression through
downstream molecules of Aryl hydrocarbon receptor (AhR) in cancer cells in tumor microenvironments
and identified several molecules responsible for this immunosuppression observed in tumor with
activated IDO-kynurenine-AhR pathway. We also found that IDO is phosphorylated in human cancer
tissues, and we identified a kinase responsible for phosphorylation of one of the 1DO
phosphorylation sites. We also identified mutations which decreases protein expression of IDO in
cancer cells and clarified part of mechanisms of the phenomena. Furthermore, we identified drugs
which can suppress transcriﬁtion of IDO1 in cancer cells. We further tried analysis of tumor
microenvironment under the hypoxia condition.
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crosstalk of aryl hydrocarbon receptor (AhR) and IDO phosphorylation in tumor
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