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42 JAK inhibitor augments response to ICIs in an
immune-competent mouse model of gastric cancer
peritoneal dissemination

OAREFARZ TRl BRHE > 7 =Y,
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FEIN2ASAFFE £~ & — Hyudi e

B sy, WHEED, RREFEY, REERZY, ATEP,
RS, HRRE, WA

Background: Immune checkpoint inhibitors (ICI) have demonstrated
limited efficacy in treating peritoneal metastasis (PM) of gastric
cancer (GC). Herein, we established an immune-competent mouse
model of PM using the YTN16 cell line with the aim to enhance the
therapeutic potential of ICI treatment. Methods: YTN16 peritoneal
metastasis tumor—bearing mice were treated with anti-PD1, CTLA-4
mAb, and Ruxolitinib (JAKi) alone or in combination. The tumor
microenvironment was evaluated through immunohistochemistry,
flow cytometry, and bulk RNA-sequence analyses. Results:
Combination therapy of anti-PD1 and CTLA-4 showed notable
therapeutic efficacy, with analyses suggesting a pivotal role of CD8+
T cells in mediating this effect. In mice resistant to dual ICI
treatment, despite substantial CD8+ T cell infiltration, an exhaustion
phenotype emerged, particularly post-CD4 + T cell depletion.
Remarkably, adding JAKi significantly reduced peritoneal
dissemination tumors in these mice. Conclusion: Dual ICI therapy
enhances tumor-infiltrating CD8+ T cells, while the incorporation of
JAKi further augments therapeutic efficacy, offering a potential
strategy for overcoming PM of GC.

immune checkpoint inhibitor, peritoneal metastasis
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