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Simvastatin-induced apoptosis of K562 cells is mediated by endoplasmic reticulum b AT
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To explore the apoptotic effect of simvastatin on K562 cells through endoplasmic reticulum stress, b5
morphological change of apoptotic cells was observed by Hoechst33258 fluorescent staining under b
fluorescent microscope. Apoptosis rate of cells was determined with annexinV-FITC/PI double staining by \Jﬂé

kX

flow cytometry; Intracellular calcium concentration ( [ca®*] ;) was measured by laser scanning
confocal microscope (LSCM); The expression levels of glucose regulated protein 78 (GRP78) and calpain F #7K K

gene mRNA were determined by RT-PCR; The expression levels of caspase-3, -6, -7, -9, -12, calpain 15

and GRP78 proteins were evaluated by Western blotting. In this study, K562 cells treated with

simvastatin for 72 h exhibited typical morphological change of apoptosis cells. After 72 h exposed to 10,
20, 30 pmol-L™1 simvastatin, the apoptotic rates of K562 cells were 12.41%, 19.08% and 23.41%, b Article by

respectively. Simvastatin induced the increase of [ca®*] ; In K562 cells, fluorescent intensities were F Article by

43, 54, and 64, respectively. The expression levels of GRP78 and calpain gene mRNA were up-regulated. b Article by

The cleavage and activation of caspase-3, -6, -7, -9, -12 and upregulation of GRP78 expression were b Article by

determined by Western blotting. These findings suggest that endoplasmic reticulum is an important
pathway of apoptosis in cells and participates simvastatin-induced apoptosis in K562 cells. It is implied F Article by
that simvastatin may be suitable for clinical usage in the treatment of myeloma patients.
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