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The protective effect of 1-O-acetylbritannilactone in hypoxia injury of myocardial cells YOU Penghua',
RAO Kunrui*, LIN Jing', CHEN Haichao', WANG Junwei', HE Xiaomin®. 1. Department of
Cardiology s Shaanxi Provincial People’s Hospital , Shaanxi  710068; 2. Department of Cardiology ,
The First Hospital of Nanchang, Jiangzi — 330006; 3. The Hospital of Xi'an University of
Technology, Shaanxi 710068, China

[ Abstract] Objective: To explore the role and the underlying mechanism of 1-O-acetylbritannilactone
(ABL) in hypoxic injury of myocardial cells. ~ Methods: In vitro, H9C2 myocardial cells were exposed to
hypoxia, and divided into control group, hypoxia group, 1 pmol/L ABL treatment group and 10 pmol/L
ABL treatment group by random number table. The viability of myocardial cells was measured by CCK-8 kit.
The mRNA expression of interleukin 1 (IL-1), interleukin 6 (IL.-6), tumor necrosis factor-a (TNF-@),
the p67*"* and gp91**** subunit of reductive nicotinamide adenine dinucleotide phosphoric acid (NADPH)
oxidase, superoxide dismutase (SOD), and glutathione peroxidase ( GSH-Px) were measured by
RT-PCR, and the active oxygen detection kit was used to determine the level of reactive oxygen species
(ROS). Nick end labeling (TUNEL) assay was used to detect the apoptosis rate of cells. The protein
expression of Bax, Bcl-2, cytochrome C (CytC), nuclear factor kB (NF-kB) p65, IKBa were detected by
western blot. Results: (1) The effect of different concentrations of ABL on the viability of
cardiomyocytes: All the concentrationsof ABL (1, 2,5, 10 pmol/L) did not affect the viability of
cardiomyocytes (all P>>0. 05). (2) The expression of inflammatory factors in cardiomyocytes after
hypoxia injuryin each group: Compared with the control group, the mRNA expression levels of 1L.-1,
I1-6 and TNF-« in hypoxia group were significantly higher (all P<Z0. 05), and the expression level of
these cytokines in the ABL treatment groups decreased in a concentration-dependent manner (all P<C
0.05), but still higher than the control group (all P<C0. 05), the differences between 1 pmol/L and
10 pmol/L ABL treatment group were statistically significant (P<C0. 05). (3) Changes of oxidative
stress in cardiomyocytes after hypoxia injury in each group: Compared with the control group, the levels
of ROS in hypoxia group were significantly increased, the mRNA expression levels of p67*"* and gp91°he
were also increased, and the changes were reversed by ABL treatmentin a concentration-dependent
manner (all P<Z0. 05). Compared with the control group, the mRNA expressions of SOD and GSH-Px
in hypoxia group both decreased (both P<C0. 05), and the expressions of these antioxidants in ABL
treatment groups were increased in a concentration-dependent manner (all P<Z0. 05). (4) The changes
of apoptosis of cardiomyocytes after hypoxia injury in each group: Compared with the control group, the
apoptotic rate and the protein expression levels of Bax and CytC in hypoxia group were increased while
the protein expression level of Bel-2 was significantly decreased (all P<C0. 05), and the apoptotic rate,
apoptosis-related protein were reversed by the ABL pretreatment (all P<C0. 05), and the effect was
concentration-dependent (all P<C0. 05). (5) The changes of signal molecules after hypoxia injury in each
group: The protein levels of phosphorylated p65 and IKBa in hypoxia group were significantly higher
than those in control group (both P<C0.05). The expression level of these proteins was decreased after
ABL pretreatment in a concentration-dependent manner (all P<C0. 05).  Conclusions: ABL can protect
cardiomyocytes against hypoxia induced injury by inhibiting NF-kB p65/IKBa signal pathway.

[Key words] 1-O-acetylbritannilactone; Cardiac myocytes; Hypoxia; Nuclear factor «kB;
p65; IKBa
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