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The Pancreatic Cancer Mini-Ecosystem: Roles of the Microbiome and
Tumor-Associated Neutrophils

IKENAGA, Naoki
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This study revealed that the microbiome and tumor-infiltrating neutrophils
play key roles in shaping the immunosuppressive microenvironment of pancreatic cancer.
"Fusobacterium nucleatum” induced CXCL1 in cancer cells, activating the CXCR2 pathway to recruit
neutrophils and myeloid-derived suppressor cells, which suppressed CD8+ T cell function. In
addition, tumor associated neutrophils highly expressed Nectin2, contributing to T cell exhaustion.
Inhibiting Nectin2 or ER stress reduced tumor progression, suggesting new therapeutic strategies
targeting neutrophils and the microbiome in pancreatic cancer.
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(Hayashi M, lkenaga N, et al. Intratumor Fusobacterium nucleatum promotes the
progression of pancreatic cancer via the CXCL1-CXCR2 axis. Cancer Sci. 2023;114(9):3666-
3678.)
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5 (LuoH,
Ikenaga N, et al. Tumor-associated neutrophils upregulate Nectin2 expression, creating the
immunosuppressive microenvironment in pancreatic ductal adenocarcinoma. J Exp Clin
Cancer Res. 2024;43(1):258.)
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