g 2002, 37(10) 767-770 DOI: ISSN: CN:

AWIEZ | FTHIH | T | e R

7'

oK T K ARE A HEIT PR A 00 96T R AR ALK B TNF- a2 W A mRNAZR X 1) 5% i
2 PR S

B IRAL B 2 Be 25 FE 2 &, JEa 100083

R

[FTEIAT]  [DCH]

H BIALER S B A 51K KR (leflunomide, LEF) K & AR = IAT7 1726 (A7 7) R T DG 48 (AAY AR K B
TNF-aZ3 W P S mMRNAZK IS IR . 5 I TNF-aif P S mRNAE L HELISAVENIRT-PCR . 450 AAKRUIEE
ELIE AN M (PM@) 2 = G AR S TNF-a 43 /K 7 I B . LEFIH B3HILPS 55 S 1 K PM TNF-a i HL 5 71 &
AR R KINHAT7JGTNF-a mRNAEK L B K. 45ELEFFIA7 7 AARTL K B TNF-a 20 305 M e mRNAZR L
FEIVE R, bn] B S AT 28 R g ik F i pLa 2 —

RHE : CRHCKEE  WEMEGIA TNF-a mRNARIE RIS 2K R

EFFECTS OF LEFLUNOMIDE AND ITS ACTIVE METABOLITE ON THE PRODUCTION AND
MRNA EXPRESSION OF TNF-a IN PERITONEAL MACROPHAGES AND SYNOVIAL CELLS
WITH ADJUVANT ARTHRITIS IN RATS

L1 Wei-dong; LIN Zhi-bin

Abstract:

AIMTo observe the effects of leflunomide (LEF), an isoxazole immunomodulatory agent and its active
metabolite, A771726, on the production and mRNA expression of TNF-a in peritoneal macrophages and
synovial cells with adjuvant arthritis rats and to further investigate the immunosuppression effects of
leflunomide and its mechanisms. METHODSELISA methods were used for assaying the levels of TNF-a.

The RT-PCR methods were used for measuring the expression of TNF-a. RESULTSThe production of TNF-

a was increased in the supernatant of PM@ in adjuvant arthritis (AA) model rat. LEF (5, 10, 25 mg-kg'l,
ig) was shown to inhibit the release of TNF-a from peritoneal macrophages induced by LPS and the
inhibitory effects were in a dose-effect relevance manner. A parallel investigation of cytokine mRNA
expression was undertaken using semi-quantitative reverse transcribed polymerase chain reaction (RT-
PCR) to follow the kinetics of cytokine appearance in PM@ and synovial membrane tissue cells obtained
from AA/normal rats treated with A771726. The results of RT-PCR from macrophages and synovial
membrane tissue cells of AA rats at the peak of inflammatory phase showed that TNF-a mRNA
expression levels were higher than those of normal rats, while the expression of TNF-a mRNA was
reduced by treating with A771726 in vitro. On the other hand, the TNF-a mRNA expression showed
kinetics very similar to those obtained by ELISA technique which measured protein expression.
CONCLUSIONLeflunomide and its active metabolite, A771726, was found to inhibit the production and
mRNA expression of TNF-a in peritoneal macrophages and synovial cells with adjuvant arthritis rats
model. It might be involved in the mechanisms of its anti-inflammation and immunosupression.
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