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Study on the Dose-effect and Time-effect Relationships Between Salvianolic Acid B and TLR4-NFkB-TNF«

Inflammatory Pathway in Neonatal Rat Cardiomyocytes Damaged by Hypoxia
Zhang Yun',Zhang Ting’ ,Guo Lili’ , Liu Ruihua' ,Wu Guangjun' ,Zhang Yingying’
(1 Research Department of Immunology , Guang'anmen Hospital ,China Academy of Chinese Medical Sciences , Beijing
100053, China; 2 Pharmacology Depariment ,Guang'anmen Hospital ,China Academy of Chinese Medical Sciences,
Beijing 100053, China; 3 Drug Research and Development Center ,Guang'anmen Hospital ,
China Academy of Chinese Medical Sciences ,Beijing 100053 , China)

Abstract Objective:To investigate the effects of different concentrations and different administration time of salvianolic acid B
(SalB) on regulating TLR4-NFkB-TNF« inflammatory pathway in hypoxia neonatal rat cardiomyocytes. Methods : Cardiomyocytes
of Wistar neonatal rats that were born in 1 to 3 days were isolated and purified ,and hypoxia model was established in vitro. High,
medium ,and low doses of SalB concentrations were 10-5 mol/L,10-6 mol/L and 10-7 mol/L,and were administered at the same
time of ,and 6 hours before and after hypoxia respectively. TLR4 and NFkB mRNA expressions were detected by qRT-PCR; TLR4
and NFkB protein expressions were detected by immunohistochemical method ; the concentration of supernatant TNFa was detected
by ELISA. Results; Compared with normal group,the expressions of TLR4 and NFkB mRNA and protein, and the concentration of
TNFa in supernatant were significantly increased in hypoxia model group (P <0.05 or P <0.01). Compared with the hypoxia
model group,the expressions of TLR4 and NFkB mRNA and protein,and the concentration of TNFa in supernatant were significant-
ly decreased in high and medium doses of salvianolic acid B administered before and meantime of hypoxia group (P <0. 05 or P <
0.01). The most significant decrease was observed in the high-dose group administered before hypoxia (P <0.01). Conclusion:
TLR4-NFkB-TNFa inflammatory pathway was significantly activated 6 h after hypoxia injury. Salvianolic acid B administered before
and the same time of hypoxia protected cardiomyocytes tremendously. This effect related to the inhibition of TLR4-NFkB-TNFa in-
flammatory pathway. Salvianolic acid B showed dose-effects and time-effects, and the best effect was observed in the high-dose
group administered before hypoxia.
Key Words Salvianolic acid B; Hopoxia; Neonatal rat; Cardiomyocytes; TLR4-NFkB-TNFa pathway; Dose-effect; Time-

effect; Ischemic cardiomyopathy
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