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ABSTRACT Objective: To study the therapeutic effects of Leflunomide (LEF) combined with Etanercept on rat adjuvant arthritis
(AA), as well as the possible mechanism. Methods: Established the rat model of collagen-induced arthritis, and the rats were divided into
control group, AA model group, LEF group, Etanercept group and LEF+Etanercept group; Arthritis were evaluated by arthritis index,
and semi-quantitative RT-PCR, radioimmunoassay and immunohistochemistry were respectively used to detect the levels of IL-1B ,
TNF-a and MMP-3 in synovium and serum. Results: (D The arthritis index of AA model group was significantly higher than those of
LEF group, Etanercept group and LEF+Etanercept group (P<0.01), and the arthritis index was significantly lowest in LEF+Etanercept
group (P<0.05). @ The levels of IL-1B and TNF-a in synovium and serum were notably higher in AA model group than those in con-
trol group (P<0.01). After administration, the levels significantly decreased in the three groups (P<0.01), especially in LEF+Etanercept
group (P<0.05). ®The positive expression of MMP-3 in synovium of model group was significantly higher that that of control group.
(P<0.01). The positive expression of MMP-3 in each group was lowered after administration. Compared with LEF group and Etanercept
group, the positive expression of MMP-3 was significantly lower in LEF+Etanercept group (P<0.01). Conclusions: The combined use of
LEF and Etanercept can significantly relieve the arthritis syndrome in AA rats by decreasing the expression of IL-13 and TNF-a in syn-
ovium and serum, as well as that of MMP-3 in synovium, which is better than LEF or Etanercept used separately.
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Fig 1 Comparison of arthritis scoring data between groups
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Fig 2 Semi-quantitative RT-PCR analysis of IL-1 mRNA and TNF-a mRNA in synovial cells (A): IL-13 mRNA; (B): TNF-a mRNA; 1: Normal
group 2: AA model group 3: LEF group 4: Etanercept group 5: The combination of LEF and Etanercept

Tab 1 The changes of expression levels of IL-1B mRNA and TNF-a mRNA between groups(xt s)

Group Number IL-1B /B -actin TNF-a /B -actin
Normal 10 0.58+ 0.12 0.59+ 0.11
AA Model 10 2.44+ 0.36° 1.46x 0.13°
LEF 10 1.79¢ 0.05®* 1.15¢ 0.20®*
Etanercept 10 2.13% 0.18%* 0.84+ 0.074%
Etanercept+LEF 10 1.24% 0.634% 0.67% 0.084%

AP<0.05 e P<<0.01 vs control; *P<C0.01 vs model #P<C0.05 vs LEF or Etanercept

Tab 2 The comparison of IL-18 and TNF-a between groups(xt s)

Group Number IL-1B /B -actin TNF-a /B -actin
Normal 10 0.56+ 0.15 0.96+ 0.19
AA Model 10 1.32+ 0.17¢ 1.84+ 0.15¢
LEF 10 0.73+ 0.15®* 1.32+ 0.21%*
Etanercept 10 0.88% 0.20%* 1.16+ 0.18A*
Etanercept+LEF 10 0.51+ 0.18% 0.98+ 0.14%

®P<<0.01, AP<<0.05 vs control »*P<C0.01 vs model #P<<0.05 vs LEF or Etanercept
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