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Abstract: Objective To investigate the effect of fusobacterium nucleatum (Fn) on the chemoresistance of human colorectal cancer
cell lines and its related regulatory mechanisms. Methods Four experimental groups were established in this study, the conventionally
cultured HCT-116 cells were set as the control group,the co-culture of Fn standard strain and HCT-116 cells was set as the bacteria-cell co-
culture group (the BCC group) ,and the 5-FU group and the BCC + 5-FU group were established based on the intervention of the control
group and the BCC group by 5-fluorouracil (5-FU) ,respectively. MTT assay was used to detect the cell viability in each group, colony forma-
tion assay was used to detect the cell proliferation in each group,and flow cytometry was used to detect the level of apoptosis in each group.
Western blot was used to detect the expression of chemotherapy-resistant related proteins MDR1, P-gp and Wnt2/3-catenin signaling pathway
proteins. Results The 5-FU intervention could effectively down-regulate the viability of colorectal cancer cells,inhibit the colony formation

and promote the apoptosis, with statistically significant differences (P <0.05). Co-culture with Fn could enhance the cell viability,, promote
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the colony formation,and reduce the apoptosis, with statistically significant differences (P < 0. 05). Western blot results showed that the

expression of MDRI,P-gp,Wnt2 and B-catenin proteins in the BBC group significantly increased compared with the control group (P <0.05) ;

after the intervention of 5-FU , the expression of the above proteins in the BCC +5-FU group and the 5-FU group decreased to different degrees

(P <0.05),but the expression of the above proteins in the BCC + 5-FU group were significantly higher than those in the 5-FU group

(P<0.05). Conclusion Co-culture with Fn can promote the proliferation of colorectal cancer cells, reduce the apoptosis, and induce the

chemoresistance of 5-FU ,the underlying molecular mechanism may be related to the overactivation of Wnt/B-catenin signaling pathway.

Keywords: fusobacterium nucleatum;colorectal cancer;5-fluorouracil ; chemotherapy ; drug resistance ; Wnt/B-catenin signaling pathway
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