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Effects of three kinds of nonsteroidal anti-inflammatory drugs on expressions

of IL-1B, TNF—a and IL-1« in osteoarthritic chondrocytes of Wistar rats
OU Yunsheng,AN Hong,TAN Chao,LIU Xianhong
(Department of Orthopedics ,the First Affiliated Hospital ,Chongqing Medical University)

[ Abstract ] Objective . To explore the effects of celecoxib,ibuprofen and indomethcin on expressions of interleukin—1@ (IL-18) , tumor
necrosis factor—a (TNF-a) and interleukin—la (IL-1a) in osteoarthritic chondrocytes of Wistar rats. Methods ; One hundred and
thirty Wistar rats were randomly divided into 4 groups:celecoxib (CE) group,ibuprofen (IBP) group,indomethacin group (IN) and
normal saline(NS) group. Osteoarthritis(OA) was induced by the excision of the left achilles tendon. In the 3rd,6th and 9th month of
the treatment after surgically induced OA ,the articular cartilage was observed with immunohischemical method to estimate the expres—
sions of IL-1B, TNF—a and IL-1a in osteoarthritic chondrocytes of 4 groups. Results;: (DIn the 3rd month,CE exerted no remarkable
effects on IL-1B and TNF-a but suppressed expressions of IL—1a;IBP promoted expressions of IL-1@ and TNF-a but exerted no re—
markable effects on IL—1c;IN mildly promoted expressions of IL—13,enhanced expressions of TNF-a but exerted no remarkable ef—
fects on IL-1c.. @In the 6th month, CE exerted no remarkable effects on IL-1B and mildly promoted TNF—a and IL-1a expressions;
IBP promoted expressions of IL-1B(mildly) and TNF—a but mildly suppressed expressions of IL—1a;IN suppressed expressions of 11—
1B (mildly) ,IL-1a and TNF—a (mildly). ®In the 9th month, CE suppressed expressions of IL—1B (significantly) , TNF-« and IL-1lc;
IBP suppressed expressions of IL-1B,TNF-a and IL-1a(mildly). Conclusions . During the long—term use of three kinds of nons—
teroidal anti—inflammatory drugs in OA,CE can inhibit the expression of IL-1f,TNF-a and IL-1a in osteoarthritic chondrocytes and
consequently mitigate the development of OA. Though,IBP and IN exert different influences on expressions of IL-13, TNF-a and 11—
la during different periods, the overall suppression effects are not obvious.
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1 CE#3AMXTEHE IL-1B
SEENLEE(400% )
Fig.1 Immuohistochemical staining of
articular cartilage IL-1B in CE group
in the 3rd month ( 400 x )

2 IBPH6 ARXTEE IL-1p
S HNLE400x)
Fig.2 Immuohistochemical staining of
articular cartilage IL-1B in IBP group
in the 6th month (400 x )

3 NSZH9 AMXTHE IL-1B
SEENLEE(400x% )

Fig.3 Immuohistochemical staining of

articular cartilage IL-1B in NS group
in the 9th month ( 400 x )
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I 4 CEZHQHE‘ISETJH'E‘ IL-1B
SBEENLEE(400% )
Fig.4 Immuohistochemical staining of
articular cartilage IL-1B in CE group
in the 9th month ( 400 x )

E7 1BPH9 AR XTHHE TNF-«
AL E (400x )
Fig.7 Immuohistochemical staining of
articular cartilage TNF- o in IBP group
in the 9th month ( 400 x )
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PO RS R IR 3,

L2 3 H, CE M #es 4 M IL-o 9K 35 IBPIN
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5 IBP 4 3 ARXFHE TNF-a
SEAENLEE(100x )
Fig.5 Immuohistochemical staining of
articular cartilage TNF-o in IBP group
in the 3rd month ( 100 x )

8 CE3 ANXTHE IL-1a
EANKREE(400x )

Fig.8 Immuohistochemical staining of

articular cartilage IL-1 o« in CE group
in the 3rd month ( 400 x )

6 CE %6 ARXTHE TNF-a
SBEENLEE(400% )
Fig.6 Immuohistochemical staining of

articular cartilage TNF- o in CE group
in the 6th month ( 400 x )

s \
B9 NSH9AMXTHRE IL-1a
SRENLEE(400% )
Fig.9 Immuohistochemical staining
of articular cartilage IL-1a in NS
group in the 9th month ( 400 x )
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F1 I-1BRIELBEESNER (xz5)
Tab.1 Expressions of IL-1p in the CE,IBP,IN group and NS group (x s )

415 3 H 6111 9™

CEZ 0.272 +0.036°(n=9 ) 0.390 + 0.050 ( n=8 ) 0.370 + 0.054* ( n=8 )
IBPA 0.464 = 0.115"( n=8 ) 0.472 + 0.047"(n=7 ) 0.532 +0.037*(n=6)
IN41 0.342 = 0.065 (n=7) 0.354 = 0.038 (n=5) (n=0)
NS# 0.282+0.019 (n=9) 0.414 = 0.068 ( n=9) 0.808 = 0.163 (n=8 )

FAl 7.88 3.82 228

P 0.000 6 0.018 3 0.000 1

Wia, 5 NS A HH, P<0.01;b, 5 IN 40 HH, P<0.01;¢, 5 IBP 4 HL# , P<0.01 ; 45 I [] 5 AR A8 KBRS B . CE 4.3 ~H 9 HL,6 1~ H 8 1,94

A8 HGIBPA3MA8HA,6MHATH,9MH 6 HING:3 M7 H

65 HL 9N OGNS H B3P A IR 6 M9 R 9NMA-H

- NG
#2 TNF-o RELBEEHFMER (x25)
Tab.2 Expressions of TNF-« in the CE,IBP,IN group and NS group( x +s )
215 3MH 6™ 9™
CE#H 0.272 £ 0.043* (n=9) 0.310 = 0.058" ( n=8 ) 0.340 = 0.043* (n=8)
IBP#H 0.388 + 0.030"( n=8 ) 0.386 + 0.043" (n=7) 0.294 + 0.021" (n=6)
INZH 0.380 + 0.045"( n=7) 0.256 + 0.022" (n=5) - (n=0)
NS4l 0.258 +0.054 (n=9 ) 0.326 +0.017 (n=9 ) 0.424 +0.025 (n=8 )
FAE 11.18 8.59 11.43
P 0.000 1 0.000 3 0.000 3

W :a, 5 NS 4 S, P<0.01;b, 5 IN 41 FAs, P<0.015c, 5 IBP 41 HL3, P<0.01 ; 4% I 0] S A 48 K BRI . CE 4.3 M1 9 H,6 N 8 HL,9 4

A8 HIBPAL:3 A8, 67,906 H;IN4L:340H7H

L6415 H,90 )10 NS 349 1,619 2,940 8 H;

—RIGeEdE
R3 IL-1a RIFLBEENTER (x+5)
Tab.3 Expressions of IL-1 « in CE,IBP,IN group and NS group (x s )

215 3N 611 91N

CE# 0.162 +0.038* (n=9 ) 0.260 +0.02 (n=8 ) 0.292 +0.042'(n=8 )
IBP 0.254 +0.069 (n=8 ) 0.282 +0.022 (n=7) 0.434 +0.132 (n=6)
INZH 0.204 +0.027 (n=7) 0.292 + 0.041 (n=5) - (n=0)
NS4 0.244 = 0.040 ( n=9) 0.322+0.039 (n=9) 0.530 = 0.088 ( n=8 )
FAE 4.99 2.12 8.38

PAH 0.0059 0.1159 0.001 4

TEa, 5 NS LA, P<0.01;b, 5 IN 4 FbEL, P<0.015¢, 5 IBP 40 HLAE, P<0.01 5 45 B[] s ARS8 K BRI . CE 4.3 M 9 H,6 A 8 H, 94~
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