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[Abstract] Objective To explore the relationship between Epstein-Barr virus-induced gene 3 (EBI3)
and the drug resistance of 5-Fluorouracil (5-Fu) in colorectal cancer cells via establishing 5-Fu drug-resistant
colon cancer strains. Methods The human colorectal cancer drug-resistant cellswere established by continu-
ously exposing the colorectal cancercells to ascending doses of 5-Fu. Cell proliferation and drug resistance were
detected by CCK-8. Changes in nuclear morphology was observed by 4',6-diamidino-2-phenylindole (DAPI)
staining. Cell cycle was detected by using flow cytometry. APC Annexin V-7AAD double staining was used to
detect apoptosis. EBI3 CRISPR activation plasmid and EBI3 CRISPR/Cas9 knockout plasmid were transfected
into colorectal cancer resistant and non-resistant cells,and Western blot was used to detect EBI3,CYP1BI1 and
MEKK?2 expression. Results The human colorectal cancer 5-Furesistant cell lines SW1116/5-Fu and L.oVo/5-

Fu were successfully constructed after continuous exposure to increased concentration of 5-Fu. The cell cycle
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test results showed that there was no significant difference in the percentages of cell cycle stages between
SW1116 and SW1116/5-Fu cells (P >0. 05). However, compared with LoVo cells, the percentage of cells in
the G1 phase of LoVo/5-Fu cells was significantly increased (P <C0. 05),and the percentage of cells in the S
phase was significantly decreased (P <C0. 05). Western blot showed that, compared with SW1116 and LoVo
cells,the expression of EBI3,CYP1B1 and MEKK2 in SW1116/5-Fu and LLoVo/5-Fu cells were significantly
increased. The IC50 values of 5-Fu were significantly decreased after SW1116,SW1116/5-Fu, LoVo and Lo-
Vo/5-Fu cellstransfected with EBI3 knockout plasmid (P<C0. 05) ,and the IC50 value of 5-Fuwas significantly

increased after cells transfected with EBI3 activating plasmid (P <C0. 05). Conclusion

resistance of colorectal cancer cells to 5-Fu.

EBI3 may mediate the
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A CRC #H gtk SW1116(Duke 233 A ) F1 Lo-
Vo(Duke 433 D 1) fH )7 78 B Bl K 2 R 58 1 B2 22 3%
ATk SR SILHEREE, DMEM K 3#
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MR R 2.0.4.0 F1 6.0 mg/L 5-Fu iy DMEM 5
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1.2.2 4',6-=pk k-2- K v (DAPD % &
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LoVo/5-Fu 4l il 2 #p F 75 fLtk , T 37 °C 5% CO, 1l



2084

IR B A 5 F2 40 TR RE 5% 24 048 1 72 h )5 4 BICEE 4
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AR g, W 1. 5 SW1116 Fl LoVo 4f
MAH LG, 5-Fu /E A SW1116/5-Fu #1 LoVo/5-Fu 4
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SW1116/5-Fu 10.1241. 24"  39.3042.87" 23.1743.33"
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P <C0. 05, 5 % 13 (9 JE Tt 25 20 B0 g5 - P<<0. 05, 5 X I8 it 4
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KT C &3, Mg A7 25 i 25 Bl 2 4, 322
W =R IR AT (ATP)Y &5 A M S T i 32 B 1 | A0
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VAR AEFWEFT &K B EBI3 Al X () 845 STATS3
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