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[ ABSTRACT] Aim To unravel if hypoxia elevates the expression of proprotein convertase subtilisin-kexin type 9
(PCSK9) by up-regulating expression of hypoxia-induced factor-1 alpha ( HIF-la) to mediate neuronal apoptosis.
Methods PCI12 cells were treated with 0, 125, 250 and 500 pmol/L CoCl,, respectively, and the expression of PCSK9

and HIF-la were detected by western blot.  Hoechst33258 nuclear staining and flow cytometry were used to detect the
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effect of CoCl, on PC12 cell apoptosis.  PC12 cells were treated with 250 pwmol/L CoCl, for 0, 6, 12 and 24 h, and the

expression of PCSK9 and HIF-1a were detected by western blot.  PC12 cells were treated with different concentrations of
HIF-1a agonist dimethylglycoglycine (DMOG) or HIF-1a inhibitor rifeciperum ( YC-1) for 24 h, and the expression of
PCSK9, HIF-1a, Caspase-3 and Caspase-9 and their effects on apoptosis of PC12 cells were detected. PC12 cells were
transfected with PCSK9 siRNA and incubated with 250 pwmol/L CoCl, to detect the effect of PCSK9 apoptosis and the ex-
pression of PCSK9, HIF-1a, Caspase-3 and Caspase-9 proteins. Results Expression of PCSK9 and HIF-1a and the
degree of apoptosis increased in a time - dependent manner with the concentration of CoCl,.  Expression of HIF-1a and
PCSK9 in PC12 cells increased in a DMOG concentration-dependent manner, while the expression of Caspase-3 and
Caspase-9 and the apoptosis rate of PC12 cells decreased in a DMOG concentration-dependent manner.  Expression of
HIF-1o and PCSK9 in PC12 cells decreased in a YC-1 concentration-dependent manner, while the expression of Caspase-3
and Caspase-9 and the apoptosis rate of PC12 cells increased in a YC-1 concentration-dependent manner. ~ Compared with

blank group and meaningless RNA group, the expression of Caspase-3 and Caspase-9 in PCSK9 siRNA transfection group
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decreased, and the degree of apoptosis decreased.

the expression of PCSK9 to regulate neuronal apoptosis.
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