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The effect of selumetinib on cell proliferation and apoptosis of malignant peripheral nerve sheath tumor
GAO Ya',ZHAO Yang',ZHU Xiang—xi*,ZHAO Yu-long', LI Guang-ming', YANG Ji-long®, YE Shuai*,ZHU Ze'

(1.Department of Pathogen Biology ,School of Basic Medical Sciences, Tianjin Medical University, Tianjin 300070, China;2.Department
of Clinical Medicine,Zhuhai Campus of Zunyi Medical University,Zhuhai 519090, China; 3.Department of Bone and Soft Tissue
Oncology, Cancer Institute and Hospital, Tianjin Medical University, Tianjin 300060, China; 4. Department of nursing, General Hospital
of Tianjin Medical University, Tianjin 300050, China )

Abstract Objective:To investigate the effects of selumetinib,a MEK1/2 inhibitor,on cell proliferation and apoptosis of malignant peripheral
nerve sheath tumor( MPNST) and its mechanism. Methods: Cell lines ST88-14 and STS26T were treated with selumetinib at different
concentrations, and the effects of selumetinib on cell proliferation, apoptosis , migration and invasion were detected by CCK-8 assay,
colony formation assay, Transwell assay, cell scratch assay and flow cytometry.The mRNA expression level of each core component of
PRC2 was detected by real —time fluorescence quantitative PCR. Western blotting assay was used to detect the ex pression of
trimethylation of lysine 27 on histone 3 (H3K27me3 ). Results: Selumetinib inhibited the proliferation (¢1=16.44,P<0.05;¢=16.21,
P<0.05) ,invasion(#=10.51,P<0.05;t=8.44,P<0.05) and migration(t:4.02 ,P<0.05;:=2.21,P<0.05) of ST88-14,STS26T cells. Compared
with the control group, the apoptosis rates of ST88—-14 and STS26T cells were significantly increased when drug concentrations were
10 pwmol/L and 20 wmol/L(1=14.64,10.10,both P<0.05; t=3.06,13.10,both P<0.05). Compared with the control group,the mRNA levels of
SUZ12 and EZH2,the core components of PRC2, were significantly increased by selumetinib for 48 h after treatment with ST88-14
and STS26T cells (¢=13.39,16.84,both P<0.05;¢=6.10,12.93,both P<0.05). Compared with the control group,20 wmol/L selumetinib
significantly increased the expression of H3K27me3 in ST88—14 and STS26T cells (1=12.82,P<0.05;¢ =18.78,P<0.05). Conclusion:
Selumetinib can inhibit the proliferation of MPNST cell lines and promote apoptosis by promoting the expression of H3K27me3.
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