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This study aims to investigate the tumor-suppressive effect of combining
AMB0 with immune checkpoint inhibitors (ICIs) and to clarify the associated immune changes and
mechanisms. In mouse models of pancreatic, urothelial, gastric, and lung cancers, AM80 combined with
anti-PD-1 or anti-PD-L1 antibodies enhanced therapeutic effects. Single-cell analysis revealed that
AMB0 altered immune cells, especially lymphocytes and macrophages. Notably, macrophages shifted to
an M1-like phenotype, increasing ICI sensitivity. These changes were confirmed by
immunohistochemistry and flow cytometry. Mechanistically, AM80-induced Meflin-positive fibroblasts
secreted chemerin, a chemokine that promoted M1 polarization of macrophages. This remodeling of the
tumor microenvironment contributed to a stronger antitumor immune response. Our findings suggest
that AM80 can reprogram stromal and immune components to overcome ICI resistance and improve

treatment outcomes in cancer models.
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