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Apigenin Induces HO-1 Expression by c-Sr¢/NADPH Oxidase/ROS to
Protect Against Excessive Cytokines Secretion in Murine Macrophages

ZENG Saili, WU Guang, XIE Li,et al
( Department of Respiratory Medicine , The Second Affiliated Hospital , University of South China,
Hengyang 421001, Hunan , China)

Abstract; Objective To investigate the effect and the mechanism of Apigenin on lipopolysaccharides (LPS) -induced
cytokines production in murine macrophages. Methods The murine macrophage cell line RAW 264.7 cells were cultured
in vitro,and were treated with different concentration of Apigenin followed by LPS stimulation. Expression of heme oxygenase-
1 (HO-1) , phosphorylation of ¢-Src and p47™ ,the subunit of NADPH oxidase were detected by Western blot; The intracellu-
lar formation of reactive oxygen species (ROS) was detected by using the fluorescent probe H,DCFDA ;Secretion of TNF-o
and TL-6 were detected by ELISA.  Results Western blot indicated that phosphorylated ¢-Src and p47™™ were induced by
apigenin after 30min of incubation. While 50 wmol/L of PP1,an inhibitor of ¢-Src, could significantly inhibit p47°" phospho-
rylation. In addition, Apigenin could also induce RAW264.7 cells accumulation of ROS,and this effect could be abrogated by
the NAPDH oxidase inhibitor, DPI. HO-1 could be induced by Apigenin,and pretreatment of PP1,DPI and the ROS scavenger
N-acetyl-cysteine (NAC) could block HO-1 production. Furthermore , apigenin could inhibit LPS-induced secretion of TNF-a
and IL-6,and transfection of HO-1 siRNA could antagonize this action. ~Conclusion Apigenin can induce HO-1 expression

by c-Sre/NADPH oxidase/ROS to protect against excessive cytokines secretion in murine macrophages.
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