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Abstract: Objective To investigate the effect of Salvianolic Acid for Injectionon (SAFI) on the Nrf2/Keapl/HO-1 signaling path-
way in rats with cerebral ischemia-reperfusion using the rat middle cerebral artery occlusion/reperfusion (MCAO/R) model.
Methods The rats were constructed with MCAO/R model using suture method, and rats with successful modeling were randomly
divided into model groups, butylphthalide (5 mL-kg™") group, SAFI low, medium, and high dose (5.76, 11.51, and 23.02 mg-kg™)
group, with 17 rats in each group. According to the volume of 5 mL-kg', the rats in each group were injected into the tail vein for
14 d. After administration, the severity of neurological impairment in each group was scored. The contents of superoxide dismutase
(SOD), malondialdehyde (MDA) and brain-derived neurotrophic factor (BDNF) in ischemic cerebral tissue were detected by ELISA.

TTC staining was used to detect the cerebral infarct size. HE staining was used to observe the pathological changes of brain tissue.
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The expression of Nrf2/Keapl1/HO-1 related pathway protein was detected by Western blotting. Results Compared with the model
group, the neurological deficit scores of rats in the SAFI medium, high-dose, and butylphthalide groups were significantly reduced
(P <0.05, 0.01). The cerebral infarction volume was significantly reduced (P < 0.01, 0.001) in each dose group of SAFI and the
butylphthalide group, while serum BDNF and SOD levels were significantly increased (P < 0.05, 0.01, 0.001), MDA levels were
significantly reduced (P < 0.05, 0.01), pathological changes in brain tissue were significantly reduced, and edema was alleviated.
The expression of Keapl, Nrf2, and HO-1 proteins was significantly increased in the high and medium dose SAFI groups and the
butylphthalide group (P < 0.05, 0.01, 0.001), while the expression of Keapl and HO-1 proteins was significantly increased in the
low dose SAFI group (P < 0.01, 0.001). Conclusion SAFI can alleviate cerebral ischemia-reperfusion injury in rats. Its mechanism
of action may be related to promote the Nrf2/Keap1/HO-1 signaling pathway and inhibiting oxidative damage.

Key words: Salvianolic Acid for Injectionon; cerebral ischemia/reperfusion injury; Nrf2/Keapl1/HO-1 signaling pathway; oxidative
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23.02 165.49+13.27"" 115.16+9.64™ 3.27+0.59"
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Fig. 2 Effect of SAFI on histopathological changes in MCAO/R rats (x200)
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Fig.3 Effects of SAFI on expression of Keapl, Nrf2 and HO-1 proteins in brain tissues of MCAO/R rat (;:d:s, n=3)
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