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Wogonin induces apoptosis of fibroblast-like synoviocytes via reactive oxygen species-dependent
activation of p38 mitogen-activated protein kinase in rheumatoid arthritis
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Abstract: Objective To explore the effect of wogonin on the apoptosis of theumatoid arthritis fibroblast-like synoviocytes (RA-
FLS) and the associated molecular Ipechaniéms. Methods FLSs were harvested from RA patients and cultured in joint synovial
fluid and through 3-5 passages. With different treatments, cells were divided into six groups: control group, low-dose wogonin
group (20 wg/mL of wogonin) , middle-dose of wogonin group (50 pg/mL of wogonin) , high-dose of wogonin group (100 pg/
mL of wogonin) , 100 pg/mL Wogonin + NAC group, and 100 pg/mL Wogonin + SB203580 group. The proliferation of RA-FLS
was measured with MTT assay. The apoptosis was measured with flow cytometric analysis. Mitochondrial membrane potential
(MMP) was measured with rhodamine 123 staining. The intracellular levels of reactive oxygen species ( ROS) were tested with
DCFH-DA staining. The expression of proteins in p38 MAPK pathway was examined with Western blotting. Results Compared
to the control group, different concentrations of wogonin inhibited RA-FLS growth, induced apoptosis, decreased mitochondrial
membrane potential, and promoted p38MAPK phosphorylation and ROS production, and was in a concentration-dependent pattern.
The apoptotic ratio of wogonin-treated group was markedly decreased by the ROS scavenger NAC or the p38MAPK inhibitor
$B203580. and pretreatment of RA-FLS with 5 mmol/L NAC markedly reversed the wogonin-induced enhancement of p-p38
MAPK. Conclusion Wogonin effectively induces the apoptosis of FLS from rheumatoid arthritis patients through the induction of
ROS formation and p38 MAPK activation.
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