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Experimental study of tumor-suppressing enterobacteria combined with anti-programmed cell
death protein-1 monoclonal antibody therapy microsatellite stable colorectal cancer
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Huazhong University of Science and Technology , Wuhan 430030, China

[ Abstract] Objective To investigate the effect of tumor-suppressing enterobacteria ( TSE) combined
treatment with anti-programmed cell death protein-1 ( PD-1) monoclonal antibody on the efficacy of
microsatellite stable( MSS) colorectal cancer( CRC). Methods BALB/c mice were selected to construct
CT26 tumor-bearing mouse models and randomly divided into control group,TSE single drug group (TSE
group) ,aPD-1 single drug group( aPD-1 group) ,TSE combined aPD-1 group( combination group) ,10 in
each group. The subcutaneous tumor volume of the mice were measured regularly and the body weight were
monitored. After 14 days of administration,the mice were killed and subcutaneous tumors were obtained,
and the tumor volume of each group was compared. Hematoxylin-eosin( HE) staining was used to observe
the morphological structure of tumor cells. The number of CD8 * T cells in tumor tissues was investigated
by immunohistochemistry. The proportion of CD4* T cells and CD8 " T cells in CD45" cells in tumor
tissues and spleen tissues were detected by flow cytometry. Results  Average tumor volume of control
group, TSE group, aPD-1 group and combination group was gradually decreased in turn (P < 0. 05).
Immunohistochemical results showed that the number of CD8 * T cells in tumor tissue of control group, TSE
group,oPD-1 group and combination group increased in turn( P <0.001). The flow cytometry results of
tumor tissue showed that the proportion of CD3 *CD8 * T cells in CD45 * cells of aPD-1 group was higher
than that in control group,and the proportion of CD3* CD8 * T cells in CD45 " cells of combination group
was higher than that in control group, TSE group and aPD-1 group (P < 0. 05). Conclusion TSE
combined with anti-PD-1 monoclonal antibody can significantly enhance the anti-tumor effect of single
immune drug therapy,and may promote the efficacy of anti-PD-1 monoclonal antibody in the treatment of
CRC by increasing the infiltration of CD8 ™ T cells in tumor tissues.
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