524 B 2 W RESSEAFFERE Vol. 24, No. 2
2018 4 1 A Chinese Journal of Experimental Traditional Medical Formulae Jan. ,2018

T4 T R 47288 AR A 5T 2 R AL Al

TE, %k, T
(maRBXF AoH%E TR%K, A& 610031)

[(FE] B W02 M IO XSX AT OC T 58 (AA) I BB RS 1 8 1585 718 B 1 58 400 Jf A% %% sk X 1 -k B (NF-kB) , &
J0% 4 Jm 2R 11 -2 (MMP-2) F MMP-9 2 3K ) 5% i), 405 40 28 KU 1 OG5 R (RA) M9 /E AL . 75 3% :60 2 SD K BBl AL 43 i
AL BT JE SR AL TR RS T b KR R4 (R 25531 5.0,2.5,1.25 gkg ), %ﬁ%é%f&%*ﬂ%i AA KB
R HE W 452 28 d J5 BURE IR AL FE R B, 75 R R -0 (HE) B2 (A0 B8 T WLZE K BUBR OG5 3 JBE 41 BUR 25 4 A2 Ak, T 1Bk 4 732 T
% (ELISA) I 5 K BRI A 40 i A~ 2 (IL) -18, IL-6, IL-10 , i 98 3K 38 A F - ( TNF-a) , — % fL & (NO) , Hi %I I % E, (PGE,) &
i, B0 5 2 AL VR A K R I 2 4 NF-kB, MMP-2 , MMP-9 )3 3A/KF o 85 5« 55 1 24 T O Rk 9 2 W) Sl Ul 26 94 I 200 L 9 S 6
TG, 0D 5 A BRI, A% R ek A [ R R B AT AA R BRI TL-18,TL-6 , TNF-or,NO , PGE, (¥ 2 & FlI F 55 IL-10 [y £ &t , %
RGN AT B 41 40 NF-«B,MMP-2 ,MMP-9 [ 8 [ % & (P <0.05,P <0.01) . 5 M 257G TTHEAY IR YT RA 19 1E ML K 7T B 2
W AA KRR IR ZE U NF-«B, MMP-2, MMP-9 19 2 1 3% 35, 300 i 58 14 40 M B = A5 A0, DA T o 32 40 i 0 o, o5 3 T I

[RBR] HHELLIOREN; KRB R, MR RET; EReEEONE; MRET

[RESFEE] R285.5; R29; R242 [ XHktRiREB] A [XEHE] 1005-9903(2018)02-0146-06

[doi] 10.13422/j. enki. syfjx. 2018020146

[ Mg HRRMAE]  http://kns. cnki. net/kems/detail /11.3495. R.20171102. 1906. 058. html

[M&EHERRE] 2017-11-02 1906

H

Mechanism on Anti-rheumatoid Arthritis of Sarcandra hainanensis

ZENG Si, TAN Qian, TONG Yan"®
(College of Life Science and Engineering, Southwest Jiaotong University, Chengdu 610031, China)

[ Abstract | Objective; To study the effect of Sarcandra hainanensis on synovial lesions and the
expressions of nuclear transcription factor-kxB ( NF-xB), matrix metalloproteinase-2 ( MMP-2), and MMP-9 in
synoviocytes of rats with adjuvant arthritis ( AA), and discuss relevant mechanism for anti-rheumatoid arthritis
(RA). Method: Sixty rats were randomly divided into control group, model group, nimesulide group, and high,
medium and low-dose S. hainanensis groups (5.0, 2.5, 1.25 g-kg'). Except for the control group, each group
was injected with complete Freund’s adjuvant (CFA) to establish the AA model. The rats were intragastrically (ig)
administered for 28 days, then sampled and put to death. Hematoxylin-eosin ( HE) staining was used to observe
the pathological changes in synovial tissues. The levels of interleukin (IL) -18, IL-6, IL-10, tumor necrosis
factor-a (TNF-a) , nitric oxide ( NO), and prostaglandin E, (PGE,) in the serum of rats were measured by
enzyme linked immunosorbent assay (ELISA). The expressions of NF-xkB, MMP-2 and MMP-9 in synovial tissues
were detected by immunohistochemistry. Result: Compared with model group, the levels of IL-18, IL-6, TNF-a,
NO and PGE, in serum of S. hainanensis group were decreased in different degrees, while the content of IL-10 was

significantly increased. The expressions of NF-kB, MMP-2, and MMP-9 in synovial tissues of S. hainanensis group
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were lower than those in model group to varying degrees (P <0.05, P <0.01). Conclusion: S. hainanensis has
an obvious anti-inflammatory effect on AA rats. Its mechanism of action may be down-regulation of the expressions

of NF-xkB, MMP-2, and MMP-9 in synovial tissues, so as to accelerate apoptosis and alleviate synovial lesions

of RA.
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0.01), W1,

F1 ELEBI AA XRMiFH IL-18,1L-6,IL-10 & £ i % I
(x+s,n=10)
Table 1 Effect of Sarcandra hainanensis on levels of IL-18,IL-6,

and IL-10 in serum of AA rats(x +s,n=10) ng-L~!
2 51 /juk % 1 IL-13 IL-6 IL-10

251 - 9.30£1.08  8.50+0.77  124.62 +12.60

A - 11.67 £0.94%  10.79 £0.992  81.67 +19.25"

JEEEFFH  0.03  10.20 £0.92°  9.44 +1.06”  103.24 +18.82Y

WK 5.0 9.20+1.10Y  9.45+1.81  117.89 +39. 66
2.5 10.24 £1.57  9.39£1.30Y  115. 14 +20. 07"
1.25 10.44=1.72  9.66 +1.58 114. 88 +22.99%

B HE A4l P <0.05,2 P <0.01; FHIBA HED P <
0.05,YP<0.01(F2~5[),

3.2 W KEEN N AA K B IE T TNF-a, NO, PGE,
FHEEW A (A L, SR W T AA
KB T TNF-a,NO,PGE, & (P <0.01) ;i
SRR LY, 2 55 6T B 4 R 8% i 24 3 0 R XS v 7
41 AA KM G  TNF-a,NO,PGE, ) & ®¥A T
R (P <0.05), Y JCKG XS e ) 4 21 b 35 PR AR (P <
0.01), W32,

F2 HEEBI AA XR M %+ TNF-o,NO,PGE, & EH
(xxs,n=10)

Table 2 Effect of Sarcandra hainanensis on levels of TNF-a, NO,
and PGE, in serum of AA rats(x +s,n=10)
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4L l -1 -1 -1 7_1
/g kg /ng- L /pmol-L /ng-L
ZEH - 166.27 £15.97  31.64 £2.80  291.03 +24.31
iR - 257.83 £32.03%  43.96 +6.49” 409.39 +30.79%

JEEEF  0.03  225.29 +43.86> 35.90 +8.99% 335.80 +30. 86"
WIS 5.0

2.5 207.06 +61.03% 33.26 +3.74% 341.71 +45.70%

193.02 +48. 03" 33.00 +4. 69" 337.36 £70.98%

1.25 236.25 +58.34  36.07 £9.62") 362.62 £61.53
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AL ;B BRI C R EEFFIH; D~ F i B XY4 (5.0,2.5,
1.25 g-kg™ ') (K 2 ~4 [d])

E1 EEEBI AA XRBBEAKFEFHZM(HE, x 400)
Fig. 1 Effect of Sarcandra hainanensis on synovial tissuepathology

of AA rats (HE, x 400)

kB FRIK M 5Z 0 NF-xB 2 [ 5 A0 T 40 M5, BH M 40
JLA M 2R AR B, AHAS TS A BRI A AA K
RO B 24U NF-«B & i 3 H2TH (P <0.01) 5 5
BERYLH LY, J& 56 &F R 20 R85 i 245 Yl Ok X 8 L v 7 o
%) NF-xB 85 H & & A A 2 B 9k 2> (P <0.01,P <
0.05), W3, K2,

F3 ALBEB AA XRBELHLAH NF«B EAKFEHNEMN
(x£s,n=10)
Table 3  Effect of Sarcandra hainanensis on levels of NF-kB in

synovial tissue of AA rats(x +s,n=10)

20 5 FlH/g kg ™! A
2 H - 0.172 3 £0.005 9
LR - 0.209 8 +0. 003 9%
Je &7 F 0.03 0.178 2 £0. 009 7%
W TC KX 5.0 0.183 5 +0.001 19
2.5 0.191 3 £0. 008 2%
1.25 0.202 8 £0.010 9

B2 GEFEBI AA XRBRAL T NF-xB EAKFHZMN
(IHC, x 400)

Fig. 2
synovial tissue of AA rats(IHC, x 400)

Effect of Sarcandrahainanensis on levels of NF-«B in

3.5 MWTCRE MG X AA KB BR OCT E I 4 4L
MMP-2 FKiEH52 0 MMP-2 25 15 & o7 T 40 i 5, BH
PEANML P B AR A, S5 A A R, B A
AA K BRW 4 21 h MMP-2 9 & B3 (P <
0.01) ;17 5 AL AH L, JE 55 &7 R 41 Fn 5 1 24 3% G
FEXS 20 1) MMP-2 5 [ & & ¥ AN [/ B2 B2 R R (P <
0.01,P<0.05), WFE4,K3,

K4 HEFOI AA KRBEALKFT MMP2 ZAKFH MR

(x+s,n=10)

Table 4  Effect of Sarcandra hainanensis on levels of MMP-2 in

synovial tissue of AA rats(x +s,n=10)

2 3 /g kg ! “
254 - 0.163 7 +0. 004 7
iR - 0.186 1 £0. 006 8%
JB 247 F 0.03 0.164 3 £0.006 8%
Y TR, 5.0 0.170 0 +0. 009 4%
2.5 0. 175 9 £0. 007 2%
1.25 0.176 7 £0. 005 2%

F
B3 SMELEBIT AA XKRBEHAL S MMP2 EAKENFEIE
(IHC, x 400)
Fig. 3 Effect of Sarcandra hainanensis on levels of MMP-2 in

synovial tissue of AA rats (IHC, x 400)

3.6 TGRS AA KRR RO R A 4
MMP-9 IR m  MMP-9 & (1 & 7 T4 i 3,
PN D B M R AR B, R s LA L, R R 4
AA K BRI 41 81 MMP-9 3 1 K F A T 42 5
(P<0.01), SHIAILLLL, JE 56 &F ) 41 F0 3% 5 25 1
TCRGEXS L AA K R B 41 21 b () MMP9 & & ¥ A
AR R (P <0.01), WS, K4,
4 ig

RA T IR 5 0 19 A2 S ARUB 83 P e, 5 4 3 i
IR E NI BUE R TINNTTES € i SRR 3T RS AP P &)
REMR B 58 49k o 75 RA L F v i B R R
P HF, W TNF-«,IL-18,NO, PGE, %, TNF-a HE
R A% A )™ A AT SRR (PG) A5 RAEAY IR, {2
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F5 HEEBI AA XRBEREL T MMP9 EHKFH M
(x£s,n=10)
Table 5 Effect of Sarcandra hainanensis on levels of MMP-9 in

synovial tissue of AA rats (x +s,n=10)

24531 Flft/g kg ™! A
25 - 0.171 1 £0.002 3
LY - 0.192 3 +0.001 4>
Je L& F 0.03 0.171 4 £0.004 8%
e TR Y 5.0 0.172 8 £0. 002 3%
2.5 0.179 7 £0.007 8%
1.25 0.181 7 £0.010 0

IR, TEASPTRE NG 1,

b
P ¢ 5
t!‘f:)ﬁ .i |

N N
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D

on. 42

B4 HELELI AA XRBEALK S MMP9I ZEAKFEH N
(THC, x 400)

Fig. 4
synovial tissue of AA rats (IHC, x 400)

O 200 LR B 7 A TG D O i il A MMIPs , 5
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L RHLIKT, A REFH 1L G (IR . NF-«B 2 6 K R P
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P& ffT NF-xB ) 4% 52 v /%] ( Nuclear localization
sequence , NLS ) 5 g 1M & A= AZ RS AL, 1 1717 3] 5 it 26 5L
PR 2R3k, fd— 26 £ 58 40 i X (41 TNF-a, TL-1
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W HOE S R — AL A S e (NOS) L2 36 5 5 1
(COX-2) 4%/ h HAT 41 SU R4 9 NO,PGE, "™,

RA 5 KA 2 55 g AT R IR, MMPs £ RA 5C
R RO AR R G, R e B
R MMPs 68 73 i B 58 b R B A 20 &
ECM K731, 4 i 48 55 1= 28 0R, 3 Wl R
MAE P E . HET LS &I 20 K5 MMP, K&
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Effect of Sarcandra hainanensis on levels of MMP-9 in

ST EAE T 4546 41 80h , MMP-2 , MMP-9 [a] ) MMPs 5%
T 1) G D il , AT AT LA B A ECM rp 2 i JRL | 2F 4
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BB 4, MMP-2 il MMP-9 %f ECM ) [ f# /& RA
F B B IR0 MMP-9 5 2k i A
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M A AR T B AR AR A T R B
RA 5% 091 W & A0 i MMP-2 }2 MMP-9 % 4
E i TEE Y Uchibori 45 2 5 j % 5645 ¢ 2 7
/N BRI S 38 BF 55 GIE S5 MMP-2, MMP-9 £ 3¢5 R 1 &
et AR AR, R AR WEEE] RA B
M y% o MMP-2, MMP-9 & 111 % & B 1B & F R A
#E. MMP-2 FI MMP-9 J2& 5 i 5C 7 9k #E 401 35 1 G 5
Mz — B il MMP-2, MMP-9 A= j W] 4 R i6 97
RA [ HARJT 1]

ARSI DL AA R RO BERL, 23 WAL H] AA K
R BRSO W A0 4 1) NF-, B, MMP-2 , MMP-9 ffy
& W R, i h TNF-o, 1L-18, PGE, ,NO ¥ &
WA R IN, 378 AA KBS 8 F1 4 5 77 A 5 ™
Y ST I, 1T 5% T 24 Vi TO Rl WG A XF AA KRG
T L 2R NF-« B, MMP-2 , MMP-9 3% 3k % Ifil i
TNF-a,IL-18, PGE, , NO & B #H A [ 12 F %K K.
NF-xB % PR B BEAR , 7T 3% 2 Fh 58 v L Ol Ak IR+
AR BB o 52 1A R A ) 5T ) AR A I 9
Ao GBI R SE A5 AL A DR A2 HE I v TR X AT
REIE i 815 NF-kB 5 55 3 M4 LA+, N M
NF-«kB B 7K R 38 4 ff 98 v, F 9 MMP-2 , MMP-9
(189 7K P Sk BHL LB X DG 75 401 36 JBT 114 e i A 3 D 2D
TNF-a,1L-13,PGE, ,NO % % 4F [ F i) 4=/, 1k & FH.
T HBORAE T, 92 R 1 I 40 401 R 1 s o A 44 2 43
15 B B AEZE RA (R B R R, X Al RE K 2
W ICKEXG AP B 3697 RA MEH &R Z —,
FLVE AL A R R ABESE
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