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Cytokines Production of Synovial Cells and Its Mechanism

DENG Li' ,FENG. Jian’* ,HE Cheng-song'
' Department of rheumdtology ;the:Affiliated Hospital of southwest Medical University ,
> Department of Cardiology ,the. Affiliated Hospital of southwest Medical University , Luzhou 646000 , China

Abstract:In the study,the effects of oleanolic ‘acid(OA)on tumor necrosis factor alpha( TNF-a ) -induced inflammatory
cytokines production and-the related mechanismiin synovial cells were investigated. After culture of human fibroblast like
synoviocytes( FLS) ,RT-PCR was used to detect the expression of IL-6 and IL-18,and western blot method was used to
detect the expression of p38MAPK and NF-kB. ELISA was used to detect the levels of IL-6 and IL-18 in cell superna-
tant. Compared to control group, TNF-« significantly induced the production of IL-6 and IL-18 in FLSincreased the pro-
tein expression of P=p38MAPK and NF-kB(P < 0.05) ,and a p38MAPK antagonist SB203580 can inhibit TNF-q-in-
duced the protein expression of NF-kB. OA concentration dependently inhibited TNF-a-induced protein expression of P-
p38MAPK ‘and NF-kB in FLS cells. OA,a p38MAPK antagonist SB203580 or a NF-kB antagonist BAY 11-7082 can in-
hibit TNF-a-induged the production of IL-6 and IL-18 in FLS(P < 0.05). Collectively, these findings suggested that
0A/can inhibit TNF-a-induced the production of IL-6 and IL-18, which may be through inhibiting p38MAPK/NF-«kB
pathway.
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Fig. 1 The effect of OA on the mRNA expression of IL-6 in
human fibroblast-like synoviocytes
" P <0.05, 55X ML AL *P <0.05, 55 TNF-o 4 UL
Note: * P <0. 05, compared with the control group;*P <0. 05, com-
pared with TNF-a group.
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Fig.2  The effect of OA on the mRNA expression of IL-18 in
human fibroblast-like synoviocytes
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Note: * P <0. 05, compared with“the control group;*P <0. 05, com-

pared with TNF-a group,
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Fig.3  The effect of OA“on the protein expression of P-
p38MAPK in human fibroblast-like synoviocytes
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Fig. 4 The effect of OA on the protein expression of NF-kB-
p65 in human fibroblast-like synoviocytes
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Note: * P <0. 05, compared with the control group;*P <0. 05, com-
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Fig. 5 the inhibition of p38MAPK on the protein expression
of NF-kB-p65 in human fibroblast-like synoviocytes

FE: P <0.05, 53U LA TP <0. 05, 5 TNF-o 41 HLAR

Note: * P <0. 05, compared with the control group;*P <0. 05, com-
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Table 1  The changes of interleukin-6 and interleukin-18 in su-
pernatant of human fibroblast-like synovial cells ( X+
s,n=6)

Syef IL-6 IL-18
Group (ng/L) (ng/L)

Xif i ZH Control 32.33£0.75 30.76 +£0.78

TNF-o 41.24 £1.35 38.71+0.46 "

TNF-ae + OA(20 pmol/L) 34.81 +0:33" 33.64 +0.45"

TNF-a + SB203580 35.39 +0. 68" 33.66 +0. 56"

TNF-a + BAY 11-7082 35.12 +0.99* 33.72 £0.46*¢

TP <0.05, 5% 414z P.<0.05, 55 TNF-a 41 H855P >
0.05,5 TNF-a + OAZ L5,

Note: * P <0. 05, compared with the control group;* P <0. 05, compared
with TNF-a.group ; P >0. 05, compared with TNF-a + OA group.
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Table 2 The effct of OA on the activity of human fibroblast-like

synovial cells( xxs ,n=6)

45 W't B
Group Absorbance

X} BEZH Control 0.970 0. 032

5 pmol/L OA 0.938 +0.028™
10 pmol/L OA 0.929 +0.031”~
20 pmol/L OA

[E: " P>0.05, 5% R4 LA,
Note: * P >0. 05, compared with the control group.
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