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Gefitinib inhibits the proliferation of malignant peripheral nerve sheath tumor cells by promoting H3K27
methylation levels
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Abstract Objective: To study the effect of epidermal growth factor receptor(EGFR) inhibitor gefitinib on the proliferation and migration
of malignant peripheral nerve sheath tumor (MPNST) cells. Methods: STS26T cells and ST88-14 cells were selected and divided into
control group and administration group( 10 mol/L). The administration groups of drug ICs, experiment and Western blotting experiment
were divided into 5,10 and 15 pmol/L. Using CCK-8 method was used to identify the half inhibitory concentration of gefitinib on STS26T
and ST88-14, and the drug ICs, curve was drawn. The effect of gefitinib on cell proliferation was detected by colony formation assay. Wound
healing test was used to detect the effect of gefitinib on cell migration.Real —time fluorescence quantification PCR was used to detect the
expression of Kras,SUZ12,EED,EZH2 mRNA in each group of cells after adding drugs.Western blotting was used to detect the expression
of Kras and histone H3K27 lysine trimethylated( H3K27me3 )protein after adding drugs. Results: The drug ICs, curve showed that the half
inhibitory concentration of STS26T and ST88—14 was both 10 pmol/L. (¢1=11.42,16.51,all P<0.05).Compared with the control group, the
proliferation and migration ability of STS26T and ST88-14 cells in the gefitinib administration group( 10 pmol/L) was significantly reduced
(1=5.48,P<0.05;t=4.89, P<0.01;:=4.94, P<0.01;:=4.75,P<0.01). Compared with the control group, the mRNA expression of Kras in the
gefitinib administration group(10 pmol/L) of STS26T cells was significantly reduced (1=4.87,P<0.01), and the expression of SUZ12,
EED, and EZH2 were significantly increased(1=11.36,15.54,13.19, all P<0.05). Compared with the control group, the nRNA expression
of Kras in the gefitinib administration group(10 wmol/L) of ST88-14 cells was significantly reduced (1=13.75,P<0.05), and the mRNA

E&W A ERBARFEE(81672650)
EE BT FNIUE (1995-), %, ML 7RI, AR A ) BRMSNAHEHE R R 5 R RIS T BE1EE 5K, E-mail: zhuze @tijmu.edu.cn,



212 AEEPREER

%27 %

expression of levels SUZ12,EED, and EZH2 were significantly increased (¢=12.56,7.48,16.33, all P<0.05 ). Compared with the control
group, the expression of Kras protein of STS26T and ST88-14 cells in the gefitinib administration group(5, 10, 15 wmol/L) was significantly
reduced(1=13.70,1=15.21, all P<0.05).Compared with the control group, the expression of H3K27me3 protein of STS26T and ST88-14 cells
in the gefitinib administration group(5, 10,15 wmol/L) was significantly increased (1=14.31,12.40,all P<0.05).Conclusion: EGFR targeting

inhibitor gefitinib increases the expression of the epigenetic marker H3K27me3 by promoting the expression of PRC2 in MPNST, and

reduces the proliferation, migration of MPNST cell lines.
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Fig 2 Results of colony formation experiment
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Fig3 The results of the wound healing test
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cells at the mRNA level
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Fig5 Effect of gefitinib on the expression of Kras and H3K27me3 proteins in tumor cells
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