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A TS MTX VR ST 8¢ 8 2 B 1 28 X2
FENT RIF IO B H 17 MMP-3 A
RANK/RANKL/OPG 3 ik 1) 52 i
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BME BB WEA5RGRE T 28% (methotrexate , MTX) P A K i B -7 £ KGR X X (rheu-
matoid arthritis ,RA) 77 2L & % 4 & 7 K i 4 )% % & B 3 (matrix metalloproteinase 3, MMP-3) % #%
F-kB %4k iEILHEF (receptor activator of NF-kB,RANK) /4 B F-kB %4k iE B F %4k (RANKL) /5
#%47 % (osteoprotegerin,OPG) £ A 69 %, ik KA F £ 5K 72 GIAF KRR T4 RA &%
BT AR ST RRAE, Fr 40 36 ), AT BB LA R A MTX 897,78 97 4 e b i mh LB &- A I 77 6 77 , M 4 MTX MK
7.5 mg &#mE12.5 mg,FH1 R, FH24 B, xw—wfzéﬂ ACR20 # &% ¥ EEMEF 2 £ R HF
(rheumatoid factor,RF) . 2235t (ESR) .C R % ¢ ( C-reactive protein,CRP) . #L3rN & BR AL Ltk (anti-
cyclic citrullinated peptide antibody,CCP) % f2 i MMP-3,0PG.RANKL % ik K-F, FIWERER M,
R 4574 ACR20 £ 4754 82.86%(29/35) , P EiE/E 7 s AL £ 4 85.7% (30/35),3 A 25T
F B4R 51.52% (17/33) 42 63.6% (21/33) , ki, Z A4t FEL(P <0.05), 5 KE%57
Ay kER, WL s 57 & RF.ESR.CRP.MMP-3 % RANKL 7K -F %A%, 0PG KF# (P <0.05, P<0.01).
Lk, 597 457 /5 RF.ESR.CRP % RANKL ¥ Bk, 2 F3¥ A %+t 5 &L (P<0.01, P<
0.05), #7748 1 Bl RIIF e iF7 , AR Bl BILG MILBAK,2 Bl BRI F7 . &g FRrE
A MTX Tk &2 % AR T4 RA %% 690K, A4 RANK/RANKL/OPG % 45495 A3k,
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Efficacy of Hebi Formula Combined Methotrexate on Early Rheumatoid Arthritis Patients with Dis-
harmony of Gan and Pi Syndrome and lts Effects on Serum MMP-3 and RANK/RANKL/OPG Expres-
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ABSTRACT Objective To observe the efficacy of Hebi Formula (HF) combined Methotrexate
(MTX) on early rheumatoid arthritis (RA) patients with disharmony of Gan and Pi syndrome (DGPS) and
its effects on matrix metalloproteinase-3 (MMP-3) activator of nuclear factor-xB/receptor activator of nu-
clear factor-kB/osteoprotegerin (RANK/RANKL/OPG). Methods Totally 72 early RA patients with DGPS
were assigned to the treatment group and the control group according to random digit table, 36 in each
group. Patients in the control group took MTX, while those in the treatment group additionally took HF.
MTX dose was increased from 7.5 mg to 12. 5 mg gradually, once per week, and the course of treatment
was 24 weeks. Efficacy for Chinese medicine (CM) syndromes, ACR20 improvement rate, laboratory re-
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lated indices [ rheumatoid factor ( RF), erythrocyte sedimentation rate (ESR), C-reactive protein
(CRP), anti-cyclic citrullinated peptide antibody (CCP) ], serum levels of MMP-3, OPG, RANKL, and
adverse reactions were observed. Results The standard arriving rate of ACR20 was 82.86% (29/35) in
the treatment group, higher than that in the control group [51.52% (17/33) ;P <0.05). The effective rate
of CM syndrome was 85.7% (30/35)in the treatment group, higher than that in the control group [63. 6%
(21/33) ;P <0.05). Compared with before treatment in the same group, levels of RF,ESR,CRP,MMP-3,
and RANKL decreased, the OPG level increased in the two groups after treatment (P <0.05, P <0.01).
Compared with the control group, levels of RF, ESR, CRP, and RANKL all decreased with statistical
difference (P <0.01, P <0.05). Liver dysfunction occurred in 1 case of the treatment group. Leucopenia
occurred in 1 case and liver dysfunction occurred in 2 cases of the control group. Conclusion HF com-
bined MTX could improve symptoms of early RA patients with DGPS, and regulate bone destruction in-
duced by RANK/RANKL/OPG systems.

KEYWORDS Hebi Formula; early rheumatoid arthritis; methotrexate; disharmony of Gan and Pi;
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KRBT R (rheumatoid arthritis ,RA ) J& % I
M B B SR PR , T T SRR A i IR S AE M Ak &
SUERSCTBIN . AR A MIF 2= h B INE R 2 ik
i 1K (anti-cyclic citrullinated peptide antibody,
CCP) Al S o5& i AP A A= i F g T RA 1)
WS IEPRBFIEIESS, 5 RA TER RN RS & AR
AL B i, PR TG ST LARH 1k A8 1 S RE 40
JRNRAER G TR o AR H IR R B, R 4
J& K H M (matrix metallopeptidase , MMP) A& 4% K 1--
kB 3 4 % 1k Al F (receptor activator of NF-«B,
RANK) /5 £& $" & (osteoprotegerin, OPG) & 4t £
RA HBE IR 56 A TR,

T 2 LR Hh IR 24 DR 2 22 P A i PR 48 3 ks
fith 14545 it ARBIE )y 2 A MU L L AR B SN
FHFNE D7 1B B & % ( methatrexate, MTX) ¥R 47
JH R R R A RA R3S, LS H X S8 38 I AR R
M MMP-3, OPG, RANKL ik 1 5 M, 3 i iE
mr,

BRETE

1 ZWibriE  PUBER2 WS B 3G E KU 27 2
(American College of Rheumatology, ACR) 5Kk
T X 7% BX % ( The European League Against
Rheumatism, EULAR) 2010 4 & fii (i) RA i 7>
KIFHES I RES . hEPHRES S % (P22
I RAIE 28 35 G T )1 9z P o B U O 9% 96 9T
SEV T RACHL L F B g 4 R O BT A 45 R
PRSP RUBR AN T < F20E : S MK P (BRI, G T
WUA R A ZE 2, BRI e , O T AR, SR AR AR

SRS R R 2 1, BNk, UORE : 1 IR,
LR, keI, E s, kR, 25 Bk,
W SR A AN FLBIN P T LA &AM, &
Wik T IR AR, 5UE A VR, PR eisgdl . B 4 TiE
i, FHEDL 4 TP , 2 B K, BRI AT IR ISR

2 MASHERRUE  IAFRE: (1) £F52Ws
5 (2) 4F#818 ~70 % (3) H I RA it <1 425 (4)
T 4 N AR 45 32 08 R B A 3 i 1 PR ) (dis-
ease-modifying anti-rheumatic drugs, DMRADs )
RIT, MO0 by R R T —Fh, B &2
DRGE 3 A H 5 (5) g B E S E MG R . HEBRIR
E: (1) Z 20 AR IE#5 (2) iR RS AL a2
(3) B IFFA L i it LB B I AR S A A Y
PN (4) BIRIZN RA 1515 (HAE A ™ O /bR B
T 4 48 ) BT At 98 SR 20 PR B i = 5 0 3L
i F S SR iR 5 (5) A R B4 B 3 AN BE T 32
2555 (6) AT S ALIE Bz 0 I R

3 HIBRSBTEARE  SBRARE A AR 5
85, RIZARE AL G NATRUETT IR ARG B 5 BAF
B NASRETT AT RILAM T T 22 m e . it
TEARUE 232 5], PR 25 o it PR P 7 AR R 8 il
1 B I 4 | o W =) A S W I o 3 s 1 P
T, 10 R T A

4 —fR¥RL 72 154 2012 410 ] —2014
AET7 A2 Tl AR b B 25 RS R e S Ll AR 48 ST
BRI R 112 BB R RA 835 . SR FHBEBLEL
FFRIEST NIRIT AR B, BR4H 36 i, 25 A R
BV I7 A 5 B A ], X BRZH S B 3 il R YT A
35 i, 2o Pk 31 1, Bk 4 1), 4E4S 22 ~55 %, F 3y
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(42.0+9.6) % fe3 ~12 ™M H, Fi4(5.6 £1.6)
ANH . X R4 33 i, Lotk 30 B, B3k 3 M, 4E IR
21 ~57% ,F-45(43.1 £9.5) % w3 ~12 A,
FH (5.8 £1.9) M H o PALEEFR M L L
B ERTGI ¥ L (P >0.05), AFRAILES
T B 24 R 2 I B e S D1

5 RIT L XMBRAL TR (1)MIX
(2.5 mg/fr, s 25 SR A BR S WG eI 25 06, it
5: 120501 ), N5 J5 7.5 mg 7E 4 Ji N 2 &=
12.5 mgHfik, B 1 1k, (2) HERR (5 mg /f, {L¢
WIREM AR R ] LS. 1002026 ) , vk H E AR
iz i 10 mg, B 1 IR (3) AT R A gl T i
FRBERRN I 4 4370 JUJHHE FH XSGR S5 R A UL i 8 e 2
(75 mg/ki, 78 [F 58 Je JBA R AL it 5. 116589 ) ,
75 mg R, B H 1 W JRYTAIAE LIRS T IR A A
JIRIT (2994 249920 g 41309 #PHIAR15g
tAR10g NE20g B9 g FHXEE20 g MY
W30g AHE30 g), ki AL AR 2R
“FU R EREAR BB 2 b . 300 mL K FIAR, A IS
SRR 150 mL, AR 1 5. ESEHZG 24 [,

6 ERHRIR KA ik 7RSS 1 A2 2
%54 .8.12 .24 JAHEATHETMEE o

6.1 IGARAERUEE gLl B I G KGR &
P Ui B BIF 5 A 0o R ST IR T Ik R ()
SRR TIE S IRIT AT e 1 W BEIE
Bk B8 = 1 NGRS 4 B S AR S R B, HE
H RA I R 584

6.2 JrAPPH P ERIT A R ACR20
TRARR ; JE AR ST K B e 9 %028 ) 20%
ek % T3 6 TSk 20 3 T 20% ek
(1) & X 0 A e PEH (visual analog scale,
VAS) ;(2) B3 % H Fr g m SACR 5w A & IE M
(VAS); (3) = A X i i iR o 19 38 43
(VAS); (4) fit B PE Al A % ( health assessment
questionnaire,HAQ); (5) 2 M8 x B ¥ (ESR.
CRP) . HEEIFAEST T2 27 (b 248 25 1 IR AF 5T
P SIEIY T PR )« R AR AR 9 2k AR
T, UL R 380 =95 % 5 4% - HP 2 AR AR A W
B BRI T0% ~94% 5 50 B SIR
TRAEA BTt  IEE R0k 2> 30% ~69% ; sk : H &
iR PRAE G S 2, EE O TR IR A0 A
30% . KBTI TR SARE(%) = GRITHI
Uy =897 S5 BN ) BRI IR X 100% .

6.3 Ifiii% ESR.,CRP,RF,CCP } MMP-3,

OPG .RANKL ZFEiE7KFAGI 43701k 8] IG32:  feyis
El 7 S i B Ee ik i K I ESR \RF f2 CRP 7K
. % B ELISA #: ] CCP #i {& & MMP-3. OPG,
RANKL Fik7KF-,

6.4 ZAEMEIEM  TEIRYTHIMAORITES 4.8.12,
24 JEWEI I PR R, B YR il kIR T o AR
N

7 St grik SRA SPSS 17.0 Giil2E ikt
PTG oM. THEERILL x 25 FoR,CRA t KRS
HROGERR ) x 2R s B A 5 . P <0.05 MR
eV -

5 R
1 MBSO 25N RRONER T 4
SR A ], % HRLIHBR 3 Bl WAL R TR 2 A P2

RAT, 56 Bl RIS B ]

2 T4 ACR20 iAFRF (£ 1) JRITAH
ACR20 %5 H5 % Fy 82.86% , ] i A T % B8 41 1)
51.52% , A L, ZRA G X (P <0.05),

F1  Widl ACR20 ikbr& Lk

LY RV
415 %K ) ) A
LR (1) RIBFR(F) KRR (%)
Wy 35 29 6 82.86°
AEE 33 17 16 51.52
T SRR AL, “P <0.05
3 PAPERIERI A LR (R 2) RSP EEIE

TREARCRIET XA, 225 A iR (P <0.05) .
F2 LT EIEGT S

T
AR T ey ) ) [BIC%) ]
BIT 35 0 14 16 5 30(85.7) "
Xif HR 33 0 9 12 12 21(63.6)

T SXIRA LA, “P <0.05

4 PHIRITHTG M7 ESR.CRP.RF % CCP
K (FI)  SARMBIF AL, W4AiRIr G
RF .ESR.CRP & CCP /K01 & f#{ik (P <0.05,
P <0.01) ., S5XHEL L GITAHIRITE RF.ESR K&
CRP /KW i F#{% (P <0.05, P <0.01),

5 W4LIGIT TG M3E MMP-3 .OPG & RANKL
KR (£ 4)  SARARIFAT A, WAEIT e
MMP-3 & RANKL 7K-F-F&{%, OPG /KF-F i (P <
0.05). SXIIEALILE, IGI7F 413097 5 RANKL 7K
W AR, Z R A S B X (P <0.05),
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%3 W4LIEIFHIE ESR.CRP.RF % CCP /K4  (x+s)

A Pk i 1] RF(IU/mL) ESR(mm/h) CRP(ug/L) CCP(IU/mL)

I 35 VRYTHT Ln(2.36 +0.51) 53.37 £19.57 23.73£10.94 Ln(3.62 +0.33)
BITIE Ln(1.89 +0.39) **2 27.26 +11.45** 4% 9.79 +6.18 ** 22 Ln(2.54 +0.35) **

paiist 33 BITHT Ln(2.42 +0.50) 52.45 +18.21 21.70 £10.71 Ln(3.73+0.30)
bEidE Ln(1.92+0.37) * 38.45 +20.50 ** 15.85+7.60 " Ln(2.60+0.38) *

{E: N RF.CCP WML AT & LA, U A ARXI R FEEA TS24 04T s A LAY LA, “P <0. 05, ™" P <0. 015 5% IR ZH [ ]

#,%P <0.05,%%P <0.01

x4 WHIRIFHIG MIE MMP-3 .OPG & RANKL /KELH#H  (xxs)
20 5 % It Ji] MMP-3 (ng/mL) OPG(pg/mL) RANKL(pg/mL)
BIT 35 JRITHT 47.5 1.6 419.5 +198.1 366.6 £185.6
BITIE 18.5+1.2" 1209.7 +540.1 " 129.2 +59.7 %%
X 33 VRITHT 47.8 1.7 678.9 +236.8 399.8 +216.2
NEtigE 23.7+1.3" 1286.8 +497.3 " 187.4 +93.5*

e GAYIRITETILEL, *P <0.05; 55X R4 E I LEE, 4P <0. 05

6 AR AITA A PIEE B REE RS,
A5z 51 B B S RE SR 45 T RA 2540, 9 5
o MARALHBL A PIEAK, 2 BIRE K2, BT i 52 ;
1 B 42, 35 x 10°/L,2 4 BT D) fE 5 4, 450
RA 254, il i o

Wit
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B IR EBAAERW RA BH P AAEE R
R AER, HZ2 A B ERK 68 2 71 Ok i 25 BE 45 T
FLR PR R o O A A < PR L P 2R KL
FENRI AN RA B ZLRAL, 1 HLEZm RA (K&
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WA RAJT Y. <R FE B =A%, A1 R
7o X FE JRATBERE M AT, JRRE N T A= PN
AR FE GRARJE A AR, HEOR B R g
FRFERC SNBSS R X S RA IR
FROET 5316 o

MMPs J&—ZH7EZ5H b HA K[R8 1 | g R A
AL R A P BRI AG BLFR . O RA 26T 1%
IAE T 2 By B4 % A 50 R . R R W,
MMP-3 4 S0 M 1 2 11 5 A 000 R 1 RA 19 5615
U T ST R, MMP-3 AR —Rh R A
BB R IR, BE S R AN RAT ) BFSE 3&
], RANK/RANKL/OPG Z &t fE-5 i e 4 2211
VEFRR B RS i 2R 2 B b5 1 3 FhIEAR 2 1
JrE ] : 2R (RANK) (FEAR (RANKL ) F1A] ¥ 1 175

WMZ A (OPG), =HF KR LA Al M /ER"™,
Geusens PP 25" [l T 92 {4 FLE 21k RA 3%
PEFR I ) RANKL/OPG () FUAE, 381 5 4 I0EE, X &
BRI T X LFHr, &3 RANKL/OPG [ E
F RA R SRR B g 5 T (BRI R
XFIEF M H RANKL 7K -5, OPG /K -G, H
FATHIREIRE T E, X RA i RANK/RANKL/OPG
RGITRABIZE W00 & I RA BB 5%
WP, T RA G RIVGYT 250655 e T i T
RO ELA T I R

AR TR RA B IS« GF I ELG , 11 X
T T LRI R RN T IRYT . O T Y I R ET I
PG, FR MG MM, AT AR ZE R 5 195 , B
AR R, DAL 4 BREGHHZ A, A i s i
ik ARGk . FIATECY RN 2 B 3 AT
SOBIFARTE R Z A, fH R LB . BAREL A
ARABERIGIE LABR NS Z 08 o 75 XU iy XU KU, 38
2% T INECES , T b kR s B X KU R S R
JiF, & REET ML, 44 XA , L AE AL XU 2R, AR ZMAR A
1823 B RN 5 2 4 LAB VAT S IR P, 3 4k
25 HERH, BEAN BEZR JREFI . H S5 AL, BR
HALBA, F2 BRI, 2 2k dm A2 Lo fl . 207
L8 P A R B 0, 2 XU b o2 e , B A ()96, 3t
ZR BT REAR A2 R L ek Lk 9R 2 DK

AFFREER R IR AR HE ACR20 kR h
&I 1 J7 %% . ESR, CRP, RF, MMP-3, RANKL &
OPG w35 I S A1 T X BE 4L, $2 7R FUE 7 m] RIS 10
RA S50 15 20 FE FVE RN, a8 4 B IF I %
SR, AL AT e 5 =S 5 AT, M MMP
Fil RANK/RANKL/OPG & 4t 175 5 1) 1 Fl B JoT i 3R
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