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Effects of sinomenine on inflammatory cytokines and anti-cyclic citrullinated peptide

antibody in patients with rheumatoid arthri
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Abstract: Objective To explore the effect of sinomenine (SN) on the inflammatory cytokines, such as
tumor necrosis factor-m‘ (TNF-a.) , interleukin-1g (ITL-18), interleukin-10 (IL-10), and anti-cyclic citrulli-
nated peptide antibody (anti-CCP) in patients with rheumatoid arthritis (RA). Methods Eight healthy adults
were enrolled as normal controls ( negative control, NC) , eight active RA patients without any treatment as con-
trols to those treated with SN (n =8) or MTX (n =7). The levels of TNF-a, IL-18, IL-10 and anti-CCP were
detected by enzyme-linked immunosorbent assay ( ELISA) before treatment or after 1 month and 2 months. Re-
sults The levels of TNF-o and IL-1B in RA patients without any treatment were significantly higher than those
in NC group (P <0.01), but no difference in IL-10 was shown. SN and MTX significantly decreased the serum
levels of TNF-o and IL-1B in active RA patients (P <0.01) and had no effect on IL-10 level and anti-CCP rel-
ative units (P >0.05) as compared to active RA patients without any treatment. Conclusion SN could treat

RA by decreasing serum levels of TNF-a and IL-1p in patients with RA.
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PEAF G 1 40 M B 1~ 0 e Je R F-a (TNF-a) L 48
JaAFR -18 (IL-1B8) . 4HHIAF-10 (IL-10) K HiFF)K
F R K PL 1A (anti-cyclic citrullinated peptide antibody ,
anti-CCP) [0, 9] 26 M % SN JRYF RA #YAL

1 WM&RE5FHE

1.1 %

TR LT A 8 ) (R ARl 8 [ AR g ) 15 1E 6 Xt R4,
Hep 5 5 6,243 il 1E3hHE RA B 36 1,124 2003 49 H %
2004 4 3 H A = TEB K 2E VG R B B BURBHE 26 I B,
JRAEN S AELAN , 2FRAT A 1987 47 36 E RUBH 219 RA 4p 2
Pt 36 BlH 5 10 B, 4 26 i, 400 18 ~61 2. HEBR KA AR
yalRAhINE 2 8 B RA K254 2581 7 F14 FF
W (MTX) JRY AL BHPEXT BREH ) ,8 B % SN 3R Y7 4H (1% H W g 1
255 HE A5 :0308115) . HH SN 1 :60 mg H A 2 W/d;
FRUERS FIIEL : 7.5 mg AR 1 O/ 8, PR AT 5 A T 42 2 5
FA 60 mg AR 3 /d. F SN 8¢ MTX 3&Y7RIT M iAYT 1.2 T~ H it
il L BB (ML A, B - 20 °C FE IR vk A PR AT A
1.2 AL 4847
1.2.1 TNF-a. IL-18,IL-10 ffy i) e I ALAE 14 3 o0 35
(ELISA) % I B fif = DIACLONE 74 w] , /™4 #2751 &3 it
B R, 25 54135 [H Bio-Rad Model 550 W7 (A%, HI &
LRI R I H 0 R T  af  B A5 RE k) pe/ml,
IL-18 TNF-a % IL-10 f/Iaf #3338 % 5 pg/ml.

1.2.2  anti-CCP G SRS INOVA 23 &) ELISA iz
MEE . BAERRI M 4 1: 101 Fi B8R, 25 R HL00H relative units
(RU),

1.3 %itsF %

BEA] x x5 FR, R A SPSS 8. 0 Guit ik fF et 7. 4ila)
BARSCE R EFER, & 2570, 24 R S EER A
FLRR K250, 5 RA K HIZ4 A H, 41 18] b 48] Dunnet’s ¢
Kl #5722 A5, Al (8] Fe 4 Kruskal-Wallis 556

2 &R

2.1 SN & MTX 457 j5 fa ik &+ TNF-a #94%

EHNEA | B A KR 4 AR A 0 KK F /Y
TNF-o, RA 2 P25 4 R 1 8 7K - ) TNF-o, BI2H A 0 3 1
ZH(P<0.01), £ F SN a{ MTX 3457 )5 | A~ H = 2 A H e
TNF-o )% B8 RA K254 FEE(P <0.01) L3 1,
2.2 SN X MTX i&7 /6 ik IL-1B 9 & &

TEH X B LTRSS 4 SRR n] Rl e (8K P 1) TL-18 1)
EHL, RS2 pg/ml, AR IL-18 (A R RA KA
DA AR Y IL-1 By ik, 11,42 (4 ~23) pg/ml, £
F SN & MTX 3597 /5 1 A~ H ek 2 4 H B IL-1B iy F & BEARAL,
TR Y ( Kruskal-Wallis #3671 x* =33.30,P =0.000) ,
2.3 SN & MTX i 77 & fo iy F IL-10 644 F

TE 3 X FRZHL A 0 1 I 7K - A TL-10, K9 (9.15 £2.22) pg/

ml, RA A JHZ 415 Rt (24. 24 £31. 84) py/ml, PIAL R B
EHZF(P>0.05), T SNEMTX iyrfa 1 MHE2 1A
fif 1IL-10 JCRH 2 F P& (P >0.05) , L& 1,

1 SN MTX 475 % TNF-o IL-10 g9 & (p,/pg - ml™")
Tab 1 Serum level of TNF-« and IL-10 after SN or
MTX treatment (pn/pg ~ml™')

TNF-a 1L-10
Group
n value n value
Negative control 8 17.05 £11.27 8 9.15+2.22
RA without any treatment 8 116.9 69, 40 8 24.24 £31.84
RA + MTX 1 month 7 18.34 £10.06 6 18.67 +11.99
RA + MTX 2 months 7 17.64 £17.16 6 13.93 +4.94
RA +SN | month 7 28.00 +12.44 6 15.33 +4.54
RA + SN 2 months 7 19.96 £20.33 6 13.37 £9.51

Kruskal-Wallis test showed x> = 18.14, P = 0.003; One-way
ANOVA test showed F =0,405, P=0.839

2.4 SN & MTX 3% 47 J5 fo & F 3t CCP # 4k 49 48 5t
A5
TE X BE2E T CCP B 44 ey il B 241/ F 20 RU, RA SR A
24P 7 AR BT CCP B TR , 1 16 5 TE % ot B AR L
BRI (P <0.05), 27T SN & MTX 3497/ 1 T~ H2 1~H
AF4% CCP PR P B FFE(P >0.05) , L3 2,

F2 T AEEE RS RIT IS M A CCP kA48 Xt 84
(RU, x £5)
Tab 2 Serum relative units of anti-CCP antibody after SN or
MTX treatment (RU, x £5)

Group n Anti-CCP
Negative control 8 12.87 +4.16 *
RA without any treatment 8 103.25 +72.82
RA + MTX | month 7 120.71 +74,21
RA + MTX 2 months bt 113.00 +61.20
RA +SN 1 month 8 99,25 +66.55
RA + SN 2 months 8 95.75 +69.55

One-way ANOVA test showed F =3.057, P=0.020. * . P<0.05,

vs RA without any treatment ( Dunnett’s f-test ).
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T TR DR B 7 I PR 38 P T 753 ot 8 4 2 A O Y 4
MR F TNF-o IL-18 & TL-10 Wi iR 77 I R 15 4,
AR —AMETRET R

MTX 2 BLEIAYT RA MBIEFRTLXGEZS . (R A
BeARAHMSEI0 8RB, iZ 25 ] ) RA JB & 40 A i #p A
A A i TL-10 Je A5 2245 A2 20 3 AE FH , 76 9 Yk
(15 mg/L) Xf TNF-o 1,75 %58 9 40 %1 4, % RA 2
RtE—fiE A E 1 ~1.5 AR Hi, A%
MTX Jfy FRAEXT BR , M€t () i VAT e 1 AN A &2 4~

- APIEELR . 35, ARH (IR AIE 5 R R AR

B AR PR B 24 , 378 2o 40 o) 3 STk il ) A A T Dk
AHIF R R A AR, AT A N AR K E A
JRTTT PR ) A AR B /N BRL Lewis it R B4 4, % TNF-ac
IL-1B B IL-10 f 4 s 2 o o 734032 iR & i
WM B A 4T e fiE AR, FRATTHE MTX K SN 3797
A EFARIE MR AL E R, 914 G ERFR S
A, SIER X A, RA RAZA MG+ TNF-a 5
IL-1B By & R BEHE (P <0.01) ,4F MTX 5 SN
WITE 1 ANA S 2 AR TNF-a K IL-1B (& &8
RA KHZHMA B TR (P <0.01), BFFEFEM, RA b
FA M R4 B F IL-10 43 o fHR, Voulgari
UV IS 2 B RA LI 5 1E A He 6
BER,MH, R M-53EAR R A 8 mE 1L-10 K5F5K
FBZER (A% 3 pg/ml, WM 3 ~ 128 us i %k 3
pg/ml, JEFE 3 ~197) . ASLH H IE H %F B 20 4% A e )
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SFiE 1 A 2 4 H A IL-10 TCHH 8 F [, 20 [8) B0
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RA F)F 5 T 3R IV BR K (CCP) BT 22 A T
A, ELISA J5 2 i 8 3 1 375 79 B9 4T CCP Hi i,
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FRBIA AT i [gM-RF 4T CCP HLiACR A& B A4 BT X

£} % B ) Sharp 3 208 3R BT, $T CCP oA B
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