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Effects of erastin on the growth and proliferation of osteosarcoma cells

HAO Mingying, LIU Siqi, HUANG Xinyu, GENG Xin
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China)

Abstract Objective: To explore the effect of erastin on the growth and proliferation of osteosarcoma (0S) cells and its molecu—

lar mechanism. Methods: The interaction network of mutant protein with ferroptosis associated protein and telomere related protein in
OS was constructed using STRING database. The effects of 2.5 pmol/L erastin treatment on ferroptosis associated protein, alternative
lengthening of telomeres ( ALT) related phenotype, telomere damage, telomere protective proteins, and growth, proliferation and mi-
gration of OS cells were detected. Results: The STRING protein interaction network analysis showed that ferroptosis related proteins,

mutant proteins in OS, and telomere related protein interaction networks included RPA1, BARD1, UBE3A, AURKA, MDM2,

SIRT1, CREBBP, IGFBPS5, DDXS5 and EP300. After 2.5 pmol/L erastin treatment, Western blotting showed that glutathione peroxi—
dase 4 (GPX4) and SLC family amino acid transporter (SLC7A11) protein expression decreased significantly (1=13.24,4.399, both P<
0.05). Ataxia telangiectasia and Rad3-related protein (ATR) expression was significantly decreased (1=10.68, P<0.001). The ex—
pression levels of shelterin telomere repeat binding 1 and 2 (TRF1 and TRF2) proteins were significantly increased (:=8.006, 10.79,

both P<0.01 ). Malondialdehyde (MDA ) detection results showed that lipid peroxide content increased (¢1=2.951, P<0.05), and

reactive oxygen species (ROS) detection kit results showed that ROS level increased significantly (¢=11.03, P<0.001). The results of
ALT related phenotype showed that c—circle level was significantly decreased (¢1=16.20, P<0.000 1), promyelocytic leukemia (PML)

and telomere localization were significantly decreased (t=6.018, P<0.01). Immunofluorescence results showed that the localization

of 53BP1, y-H2AX and telomeres increased significantly (q:4.391 , 4.653, both P<0.05). CCKS8 and the results of clonal for—
mation experiment showed that the cell growth and proliferation level decreased (¢=10.86, 4.972,both P<0.01), the scratch test
results showed that the migration level of the cells was reduced (1=2.953,P<0.05). Conclusion: With the occurrence of ferroptosis,

erastin can reduce ALT and inhibit the growth, proliferation and migration of OS cells.
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