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Effects of the combination of Erastin and BIBR1532 on the proliferation of gastric cancer cells

YANG Qiu-hui, HAO Ming-ying, LIU Si—qi, HUANG Xin—yu, GENG Xin

(Department of Biochemistry and Molecular Biology,School of Basic Medical Sciences, Tianjin Medical University, Tianjin 300070,
China)

Abstract Objective: To explore the effects of the combination of Erastin and BIBR1532(telomerase inhibitor) on the proliferation
of gastric cancer cells. Methods: Relevant data from TIMER2.0 and GEPIA2.0 databases regarding glutathione peroxidase (GPX4 )gene
expression level in gastric cancer samples and corresponding normal gastric mucosal samples were analyzed. GEPIA 2.0 was used to predict
whether GPX4 affects the survival and prognosis of gastric cancer(GC) patients. The GPX4 protein interaction network was constructed
using STRING database. GPX4 expression was interfered with 10,20 pwmol/L. Erastin,the changes of TERT protein expression and
telomerase activity were detected by Western blotting and TRAP  (telomerase activity assay) experiments. Cell viability was detected
through CCKS8 proliferation and clone formation experiments. Results: The results of TIMER2.0 and GEPIA2.0 databases showed that
GPX4 expression level in GC tissues was significantly higher than that in normal tissues,and high GPX4 level was associated with poor
prognosis in GC patients (P<0.05). The analysis of STRING protein interaction network showed that GPX4 protein interaction network
included TERT,SLC7A11,PINX1,HSP90AA1,DKC1,SLC3A2,SMARCA4,PIF1,CTNNB1,WRAP53,SMG6 and RUVBLI. The results of
TRAP experiment showed that telomerase activity significantly decreased after GPX4 expression was interfered with 10,20 pmol/L
Erastin (£=34.29,14.28 , both P<0.001). Western blotting results showed that TERT protein expression level was significantly
decreased (1=3.599,8.144,both P<0.05).The results of CCK8 and clone formation experiments showed a decrease in cell growth and
proliferation (¢1=8.662,27.88 ,both P<0.001).The combined treatment of 10 wmol/L Erastin and 75 pmol/L. BIBR1532 reduced the
telomerase activity and the expression of TERT protein in GC cells(1=9.931,4.918 ,both P<0.01 ) ,resulting in a more significant decrease in
cell proliferation (1=4.157,25.46,both P<0.05). Conclusion: GPX4 is highly expressed in GC tissues. The combination of Erastin and
BIBR1532 further reduces intracellular telomerase activity and TERT protein expression after interfering with GPX4 expression,
ultimately inhibiting the proliferation of GC cells.
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