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Elucidation of the effects of TAM-related molecules on anti-tumor immune

response in p53-abnormal endometrial cancer
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Abstract

p53 abnormalities in endometrial carcinoma represent a molecular subtype with high malignancy and poor prognosis,
for which effective treatments remain unestablished. While therapeutic strategies targeting the tumor microenvironment
have gained attention in recent years, details regarding the tumor microenvironment in p53-abnormal endometrial
cancer remain unclear. We previously demonstrated that tumor-associated macrophage (TAM) infiltration and high
expression of osteopontin (OPN) in TAMs are poor prognostic factors in pS3-abnormal endometrial cancer. OPN is a
secreted protein involved in cell adhesion, migration, and invasion, but its role in p53-abnormal endometrial cancer
remains unclear. Using a mouse model of p53-abnormal endometrial cancer developed by our group, we administered
anti-OPN antibodies that inhibit OPN binding to its receptor, as well as anti-PD-1 antibodies. The combination
administration of anti-OPN and anti-PD-1 antibodies significantly suppressed tumor growth and further increased
the proportion of activated CD8+ T cells. The present study aimed to elucidate the role of OPN in the TAM-mediated
antitumor immune response against p53-abnormal endometrial cancer. In the aforementioned antibody administration
experiments, tumor-infiltrating TAMs were analyzed by flow cytometry, and comprehensive gene expression profiling
of TAMs was performed. The results showed no changes in the proportion of TAMs or in gene sets related to pro-
inflammatory/anti-inflammatory activity, antigen presentation, or phagocytosis following antibody administration.
However, co-administration provided a metabolic shift from oxidative phosphorylation to glycolysis. These findings
indicate that OPN inhibition affects the metabolic program of TAMs, and the resulting changes in the tumor
microenvironment may be associated with enhanced CD8+ T cell function. Thus, OPN inhibition in p53-abnormal
endometrial cancer demonstrates antitumor effects mediated by TAM metabolic control, offering potential for novel

immunotherapy strategies.



