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Detailed Elucidation of the Mechanism by which Cancer Progression Suppresses

Anti-tumor Immune Response in Uterine Cancer
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Abstract

The efficacy of cancer immunotherapy with PD-1/PD-L1 inhibitors for solid tumors has been scientifically proven.
However, the response rate is only about 20-30%, and a biomarker to accurately predict the therapeutic response is
needed. Gene expression analysis of tumors with high and low PD-1 expression of regulatory T cells revealed that the
expression of genes related to the glycolytic system was higher in tumors with high PD-1 expression of regulatory
T cells. Furthermore, we found that regulatory T cells, unlike CD8-positive T cells, have a specific PD-1 expression
mechanism mediated by lactate. In the future, it is expected that the efficacy of PD-1/PD-L1 inhibitor therapy may be
enhanced by the combination of drugs that inhibit the lactate metabolic pathway for tumors with an enhanced glycolytic
system. Uterine cancer is known to originate from the endometrium and progress toward the myometrium. To elucidate
the relationship between cancer progression and evolution in terms of genome and anti-tumor immune response, uterine
cancer patient specimens were collected by separating specimens from the endometrial side and the myometrial side.
As a result, differences in gene expression patterns in effector T cells on the endometrial side and myometrial side were
detected. By elucidating the details of the cancer genome abnormalities involved in the progression of uterine cancer
and the associated anti-tumor immune response, we plan to overcome cancer immunotherapy resistance in uterine

cancer.



