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Development of intraperitoneal immunotherapy for peritoneal metastasis
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Intraperitoneal gIP) inoculation of a highly metastatic subclone of murine
gastric cancer, YTN16P2, (1x106) resulted in multiple mesenteric metastases after 3 weeks.
Intravenous (1V) or IP administration of anti-PD-1mAb reduced the number of metastases to the
mesentery by 40~50% compared with isotype controls. However, no differences were observed depending
on the route of administration. Although splenocyte phenotypes were not altered, the densities of
CD8(+) T cells in peritoneal tumors were significantly increased, while those of Gr-1(+) myeloid
derived suppressor cells (MDSC) were significantly reduced in mice treated with anti-PD-1 mAb.PD-1
blockade therapy remodels the cellular immune composition of peritoneal tumors which can partially
suEpress the peritoneal metastasis regardless of the route of administration. Anti-PD-1 mAb_may
enhance the effects of chemotherapeutic agents, leading to the better outcome of patients with
gastric cancer with peritoneal involvement.
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Comprehensive analysis of differential expression of mRNAs between YTN16 and YTN16P2
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( 3) The effects anti-PD-1 mAb for the treatment of peritoneal metastases in immunocompetent
mice. Y TN16P (1x106) was intraperitoneal (1P) injected into B57/BL6 mice. Doses of 20001g anti-
mouse PD-1 antibody (RMP1-14) or isotype control (2A3) were injected at every 3 days from days 7
to 16 through intravenous or IP routes. Combined data of the results of 2 experiments (n=5 in each)
are shown. **:p<0.01
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( 4) The effects of anti-PD-1 mAb on the ratio of T cells or myeloid derived suppressor cellsin the
spleen. Splenocytes from the sacrificed mice were stained with mAbs to CD4, CD8, CD11b, Gr-1 as
well as CD45 and percentages of CD4(+) or CD8(+) T cells, CD11b (+) Gr-1(+) myeloid derived
suppressor cells against CD45(+) cells were determined using flow cytometry. Data are shown as

meanztstandard error in 5 mice.
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The effect of anti-PD-1 antibody for peritoneal metastasis of gastric cancer in immunocompetent mice.
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