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STIP1 regulates EGR1 expression and promotes DNA damage repair in gastric cancer cells
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[Abstract] Objective To investigate the effect and potential mechanism of stress—induced phospho-
rylated protein 1 (STIP1) on chemotherapy resistance of gastric cancer. Method Gastric cancer cells with
STIP1 overexpression and knockdown were constructed, and then the chemotherapy sensitivity of these cells
to 5 —fluorouracil, cisplatin and oxaliplatin was detected by CCK -8 proliferation assays and monoclonal
formation assays. RNA sequence was employed to obtain the downstream molecules and signal pathways
regulated by STIP1 and qPCR and western blotting were used for further validation. Finally, immunofluores-
cence and western blotting were used to detect whether the effect of STIP1 on chemotherapy resistance of
gastric cancer cells depended on the downstream molecules. Result  Overexpression of STIP1 significantly
enhanced the resistance of gastric cancer cells to S—fluorouracil, cisplatin, oxaliplatin and other cytotoxic drugs.
It can also promote the expression of chemotherapy —resistance related genes. RNA sequence revealed that
overexpression of STIP1 could activate the pathways related to DNA recombination and repair, immunoblotting
and qPCR further confirmed that STIP1 could promote the expression of genes related to this pathway.

Immunofluorescence assay further confirmed that the expression of STIP1 could affect the recombination
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repair ability of DNA damage induced by 5 —fluorouracil. After using recombinant repair inhibitors to

intervene in gastric cancer cells, we found the effect of STIP1 on DNA damage was mainly focused on the

activation of homologous recombination repair pathway. As for the exploration of its downstream mechanism,

bioinformatics analysis, western blot, ¢PCR and immunofluorescence were employed and confirmed that

STIP1 could regulate the expression of EGR1 and further affect the DNA damage recombination repair

induced by 5—fluorouracil. Conclusion

regulating the expression of EGR1 and influencing DNA repair.

STIP1 can promote chemotherapy resistance of gastric cancer by
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