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Al 38 T e A HH A e YR T XA P
2 XHE 2 1T 28 Il PR W K

HAES? HEAT? R2FE o EAa’ AR FHEA

BE HEY SO0 d sy 36 7 28 % (methotrexate , MTX) 76 77 X4 1 £ KR X 7 X (refracto-
ry rheuamtoid arthritis ,RRA) 957 afe %A, Fik 167 #) RRA B 328757 7 ik R R 49 A&7 41(73
), RAACHSBI 7 B MTX 7697 ) Ao BRZ[ 94 1, R A R # K 4% (leflunomide, LEF) 384 MTX 7657 ], 1t
ARG IT R BT 12.24 Pl s RE R ARAE £ XUE B T (rheumatoid factor ,RF) .C 5% @ ( C-reactive
protein,CRP) . 23 ( erythrocyte sedimentation rate,ESR) \ﬁ%iéﬁiﬁii(disease activity score 28,
DAS28) \ & A MISARSE T, T Aotk B5R 497 12.24 B, T AEAKENH K 5 82.2%
(60/73),78.1% (57/73) ; 5 LA XA 2 F 5 H A 79.8% (75/94) ,75.5% (71/94) -%éﬂtt&,f__%—i‘]iﬁ%ﬁ
FEL(x?*=0.15, x*=0.15, P >0.05) ; 53457 12 B bik, s B L08 77 24 A B A s R 2 F A %it 3
(x?=0.49, P <0.05)., #i&s7 12.24 JA =K K4, RF,CRP,ESR % DAS28 %k 74 77w A A ;u:i'i»é—
(P<0.01), 53 RELAMAR, 3697 12 FliG T B EARE 2 F R AT FEX(P >0.05) 3657 24 JA) £ RAB 1] |
KRR A R I IRS B RS RF.CRP .DAS28 7 @1 £ 7 A %3t $ &L (P <0.05) . #/74FRRA
By FaREaA(P<0.01), 518 sMd R 5 BA MTX %677 RRA J7i5 LEF(10 mg/X ) BA MTX J7 548
L Ao B LGRS RRA FRERE RRRABE Y,
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ABSTRACT Objective To evaluate the clinical efficacy and safety of Huayu Tongbi Recipe (HTR)
combined methotrexate (MTX) in treating refractory rheumatoid arthritis (RRA). Methods  Totally 167
RRA patients were assigned to the treatment group (73 cases) and the control group (94 cases) according
to different therapeutic methods. Patients in the treatment group were treated with HTR combined MTX,
while those in the control group were treated with leflunomide (LEF) combined MTX. Clinical signs and
symptoms ,RF, CRP,ESR, disease activity score 28 (DAS28), and safety indicators were compared be-
tween the two groups before treatment, at week 12 and 24 after treatment. The efficacy and safety indices
were also evaluated. Results At week 12 after treatment the total effective rate was 82. 2% (60/73 cases)
in the treatment group and 79.8% (75/94 cases) in the control group, showing no statistical difference be-
tween the two groups (XZ:O. 15, P >0.05). At week 24 after treatment the total effective rate was 78.1%
(57/73 cases) in the treatment group and 755% (71/94 cases) in the control group, showing no statistical
difference between the two groups (y>=0.15, P >0.05). There was statistical difference in the total effective
rate between week 24 and week 12 in the control group (x°=0.49, P <0.05). Clinical signs and symptoms,
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RF, CRP, ESR, and DAS28 were significantly improved in the two groups after 12-and 24-week treatment (P <

0.01). There was no statistical difference in the improvement at week 12 after treatment between the two
groups (P >0.05). There was statistical difference in time of morning stiffness, tender joint numbers, swollen
joint numbers, patient global assessment, RF, CRP, and DAS28 at week 24 after treatment between the two

groups (P <0.05). Besides, adverse reactions occurred less in the treatment group than in the control group

(P <0.01). Conclusion

The efficacy of HTR combined MTX was equivalent to that of LEF (10 mg per day)

combined MTX, but with more stable therapeutic effects and less adverse reactions.
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R T 48 (rheumatoid arthritis, RA ) J&—
P PE RGPk B 5 s Ve , H 32 SO B U R
S JORE AF IR 1 R IR MR AR B AR R AR EOG
TR RIRTIE L BT RA RRHLE 89 Ze A
SR ST, KA 30% ~40% A XT84 R
FHECPFRIPE FH 1) 4% 58 03590 15 25 W) ( disease modif-
ying antirheuamtic drugs, DMARDs ) i% £ i3 JT7 6
D HASA N, 0 F PR Z A MEIR TE RA (refractory
rheumatoid arthritis,RRA) 2’ ,

RA J& rh B2 S " Sk i e A2 e 28 i Fe 4
SXEA T LFIE 2 RA Y BEAC LR, 51 28 &Ik
FUFIBRREIIEA S . 2014 4EA B ALE [F bR & %
THE IR KEAREYLY A2 257097 RA BB
FEARE I T 2014 A R R E 2 R S A
EA RV ER S FERES AR
DMARDSs " iy AR HEA"  JETF RA“ M iR bL 45 &
20 ZAFE I AL B IE 7 69T RA MG R 5 24 B 2= iF
5107 AR B R BLAR < AL TR BB A
BEIGH Ty, B AR % 5 0 U h S
AL H AW BAERALR T TR R b 2 o &
WFSE 5 T SE I 2 BB . BB % T TR N
1255 J7 DMARDs QR PEZ5 9, 36 B s ik e
(methotrexate , MTX) & i i P B 45 5 LAk 75 %, I
JRiGIT RRA 1 4R 2 BREIF .

BRERHE

1 RA ZWibriE (1) SR E KGR F &
(ACR)1987 4EiZWrfriE" " 1 ( &)2009 4 ACR il
KI5 3 ( EULAR) B A& 4 4 (1) RA 2 i b
WD (2) 2 B EULAR 5 14 B0 B 52905 07 2l b v
(3 75 HE,DAS283) "2 MR 28 Kb S i i Bl A
/7 (disease activity score,DAS-28) HI| Wik 15 5l
& (DAS28 <2.6 FRK/NENi % fif;2.6 <DAS28 <3.2
FRBIRARIE ;3.2 < DAS28 <5.1 F£ Bk
IG5 ;DAS28 >5. 1 KRB mihsh ) . (3)H1[E

WHIE S8 2009 4F ( rh g [ 45 4 KR S e i 2 ) ) i
KT RA HFIES

2 giARRE (1) G RA 2WitniE, & MTX
(15 mg &Ji 1 ) ELLRTT 6 > H WAL T
HRE TSI (2) W SRR 8 XU 5 BHLIE | 9% 18 B 2%
WE BB BHIE | SORE MHSIE ; (3) 4F 8% 18 ~65 %/, i
B2 N H ~20 485 (4) 35 1 DN R ZER MTX 4
() H At DMARDs 244 sk A5 4 il 57 50 &R Go vk A FH i %
BIT 5 (5) A ISR E .

3 HEBRFRUE (1) G IFA HAl KR & 5
B IR L MRS, T A T, 1 i AR G 5
FRE M (2) S @ ™ B L5 0 . A1 e
PE AGYMEAS KRB 5 (3) Wi S8 A, &1y
E = I MELLA ST TR .

4 —FER 167 BT AR B B 2013
12 J—2014 F 12 A APRER RRA &,
FRANR R ST 713 a7 40 CR TR 5y B &
MTX J497) 73 B, Horh B¢ 24 1, 2ok 49 ] -4
1% (42.53 £12.71) % ; V- ¥ e (73. 55 +54. 18 ) 14~
H ;73 DAS28 (5.9 +0.9) 43 ; %t B [ 2% JH 2k |k
¥ (leflunomide ,LEF) B4 MTX 3497 194 ], Horp 3
PE 32 ], L1 62 1] - X414 (39. 97 £13.22) %5
B (80. 54 +59.26) 4~ H ;-1 DAS28(6.0 +
0.8) 4y, PAZIMER AFEY FE . DAS28 P14 thi, 2
RIGH#E X (P >0.05) . AW HRAE HERE
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5 WY WHWOR MTX A (8 4
2.5 mg, RigFEAERA R A FE RG24 8, 4
{1t'5:036141009) , K 10 mg, B 1 K, 12 A4
1ATRE BT 2 NP R TRYT 4L IR AL 98 5y
(42209 #HFL k30 g HWE20 g HHIMT
109 H*~j20g EHR15g HHE6 g4, &
KA, T R4 BE B il R & i 45, /K AT 300 miL,
O3 MR AR JE TR , 7 2 IR 24 )5 6 BRI Al
LEF (& K 10 mg, K#EXP KA, 47 5.
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150103) , 5K 10 mg, &K 1 K. 12 A1 D7FFE,
HIBYT 2 NP7 RE . SRR 1 T 05 R 1SR 25 Bk
MR HERE AT S FEEN 10 mg/k.

6 WEFRAR KA Ty i

6.1 IfARIEMR ARIE GO0 G (1) KT
JRARIA] 5 (2) FESE &1 8 (tender joint count, TJC)
FIfi ik 545 %k (swollen joint count,SJC) , f43E T
O R RO JE N e, 2L 28 4
A5 (3) BE PR VAS 3430 42 MRS, 10
Gy R R BV 5 (4) FBE B s A % e L AR L
VAS #453,0 43 AAREF,10 43 AR 2%

6.2 SLEIEIEAAAN EFEIMmMIL(ESR) .C X
N (CPR) EXIZEH T (RF) .

6.3 DAS28 fitHa K LIRS 2 il 5 194K
(T28) A ik 15 (SW28) , il LA N A 45 & ESR
i s DAS28, DAS28 =[0.56 x [EJf T4 +
0.28 x ik 5&45%k +0.70 xLn(ESR) ] x1.08 +0. 16,

6.4 AR WEEF RS A BN K
TRYT RG24 AR I R S B T RE RO L

7 FFROHE S8 ACR2002 4EFRE™ , 54k
fiff s SNSRI s TOfRARE; TP 57 5 TR A h R R
THIEAE s SR TOREANS R B G TR ESR It
CRP %, #f% ./ ACR20 ACR50 ACR70, ACR20
S SR < FEE T T % e G 19 1850 20 % s
PIKCTRA 6 Wizt /0 3 Wif 20% M, f G .
BRI R B AGRE ) AT SR E ST IR
FKIEH .ESR 5 CRP, ACRS50 & ACR70: & & %15 ih
K I fitle K 35 AN B0 50 % B 70 % FIESCE LA B 5115 37
ZHhE /0 3 T 50% 58 70% ek, JoR: BRI R
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8 itk R SPSS 17.0 Siit %44y
Mgt , TR PR X £s R, T YOk LR
t K, HECERLR ¢ 2 KRG, P <0.05 NERA L
kS 38

# R

1 WAIERITFRLE BT 12 FRIT A AR
B 82.2% (60/73) ,5E 2% 2 1], 155 ACR70 #x
#E 2 ], ik %) ACR50 #rifE 26 151], i5 %] ACR20 #r i
30 ], JoRk 13 Bl XF R4l B A &R 79.8%
(75/94) , 5t %% 3 1], ik %] ACR70 #rifE 5 7, ik
| ACR50 #rifi 32 f51], 1531 ACR20 hrifE 35 i, Toak
19 i, MALLE, 2R LG iT¥E L (x*=0.15,
P>0.05).iG97 24 JH, AT A B A U HE 78.1%
(57173) , SAUAIRIT 12 ALK, ZF TG it E L
(x?=0.39, P >0.05); X} M4 s 3K 75.5%
(71194) , SARAIEIT 12 ALK, ZR A5 E XL
(x?=0.49, P <0.05) . ifJ7 24 J&,i6)7 41 5% B4l
HAr, 2R 4 E X (x?=0.15, P >0.05) .

2 AR YT AT I R AE R S AR AR 4B Ak b
(F£1) SIRITATHE:, PRALIAYT 12 .24 JAIG ACE R AN
AEBGBYT RIS A W B 4756 (P <0.01) 5 5697 12 J4
b, X HRALIA YT 24 R RABIS E] 5677 R 8 06T b
MBI B BRI B T, 2R A G EE (P <
0.05) . SXTHRZLLAL IGYT 24 JENG YT AL AE SRR A] |
ST IR O AR AR BT 4y B AR, 25 57
INESGEH R L (P <0.05),

3 W4liRJTHT G ESR.CRP K& RF /K i
($2) WZIAIT 12.24 Ji ESR.CRP .RF # %4
SYRTHA W T RE(P <0.01) 57697 12 JAWA AL, 25
TGt L (P >0.05) ;3697 24 J&, 697 HAE AR
CRP.RF Jy &% BAH T W] 0, 22 S A G it 2 5 X
(P <0.05) ; X BE41J497 24 J& CRP .RF AR 41477
12 A, ZRA G E (P <0.05),

4 WHIBITRIG DAS28 ik (#£3) AT 12,
24 Wi DAS28 Buayr i i (P <0.01) ;5
TRITH R ELEE, W IR IR YT 12 JH 22 R egi it X
(P>0.05) ;897 24 HZERAGIT#E L (P <0.05);

R WALAITRE G ARAE AR SR AE AR R I L (x +s)
JRITUL(T3 ) it B4 (94 )

WA FE AR

TRYTHI HIT 12 RIT 24 1 TRYTHI HIT 12 1 RIT 24 1
JRABMT ] (min) 108.7 +59.8 24.5+17.9" 19.1+9.1%4 99.2 +61.5 21.4+18.4" 31.4+24.4*4
S HERE( ) 10.2 +4.1 1.1£0.7" 0.8+0.7"4 10.8 +4.0 0.920.4" 1.7+0.7°%
S B R E () 9.023.6 1.2+0.4" 0.8+0.4"4 9.8+3.6 0.920.5" 1.5+0.6"%
I VAS TE4Y (4F) 5.1+2.0 1.7+0.5" 1.6+0.97 5.4+2.0 1.8+0.7" 1.5+1.4%
BRI () 4.5+1.8 1.3+0.9" 1.5+0.5"4 5.0+1.9 1.4+0.6" 2.8+1:1%4
P& I SAARIE 43 (A7) 4.0+1.6 1.3+0.2" 1.4+0.4" 4.3+1.6 1.3+0.6" 1.7+1.1°

S AE IR LR, P <0.015 5AR4AIT 12 AL, 2P <0.05; 5 B4 R 4, 4P <0.05,44P <0.01; F £
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*2 W4RITHIG ESR.CRP ) RF KFEHE (X +s)

I G ESR(mm/h)  CRP(mglL) RF(U/mL)
WY 73 JAYFET 57.923.3  40.5%16.3  69.4+27.9
BIT12H 18.2+7.3" 9.6:3.6" 15.47.3"
HIF24 0 17.0£6.0*  10.1:4.2"  16.9:8.8"
NI 94 AYFET 51.7+19.0 36.2:13.3  62.022.7
WIF12M 19.8+7.6*  10.9:5.1*  17.6+6.6"
Hr24 ] 20.3:8.2%  12.3+5.0"24 22.5:9.0"24
®3 WIAITHTG DAS28 L  (x £s)
DAS28
451 %k
TR HT RIT 12 4 HIT 24 1
bt 73 5.9+0.9 3.0:0.4" 3.2+0.9"
pagi 94 6.0+0.8 3.2+1.5" 3.5+0.5"24

Horhxl BEAIA YT 24 5 DAS28 AR HIGIT 12 AT+
HL,ESAGIFE (P <0.05),

5 ARRM RIr4A 12 Bk E B WmiE AN,
2 PIRAEREIFOIRE S 7 R R RN RSN 19. 2%
(14/73) ABXPAFZMAIG RIG T, A3 % R4 23
Bl %A B AN, 19 B A T Sae S (i A 4
BITAS 25T BT, BT B K & 15 8 I 4k 22 e 7
ZIRYT) , AN T % 8 i, A R & A% 53. 2%
(50/94) . Wil AS R b, 22 A Git 22 8 X
(x?=20.11, P<0.01),

Wi

RS H AT E Brg g, JE 8 T 4 259 (non-
steroidal anti-inflammatory drugs, NSAIDs) 51%
Sial %25 DMARDs 28797 RA A 25y, L
1, DMARDs B2 —& 259, i b “ BRI A 2597
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T R 255 Y RS LEF X G, AT LIRS B A Stk
OE €/

4R 2012 4 ACR 52013 4 EULAR [ RA i3
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W2 B2y W7 80T B ELAE Bl A ™ EE AN [ 1 3R
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e S B % B S S A 1 102 R )
RRA IR, Wnfe] fif P 26 [m] 51, v 2 2 e 75 & 44 H
BB e — R R (EAR I — 40T
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BV 2 A — DA I AR R R IR Z 4
A, FBOU BT SR, UM T AR, B A
PRARH B2 22 0 HOR U RA B s AL, oy
RS TG T i PR 47905 2 98 5 16 0 3 R AT AT R 1
WF9¢ RA 83 fi] 42 1 Y7 2 5158 RA AR Kk S s
IRAIRHLIER , H 55250 28 45 K A 15 b 22 18] 77 7 AH
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RA Jig BERL (V8 F H 25 5 | e 500, FF9l 40k v 72
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I Z B0 AR RS AT R 2 TS BB 25 AR IE AR
AR I, I 2 R vl 0 B =2 3, O AT 2 o pE 2 T
HE 2y, Uri 2y, I pSE s R IEAEZ AL,
T R BRI A, a0 AT LR R 2t
PRI 27 v 24 i it [ K T s S 30 =5 X R 22 1 A
FIRFFEIEIE

ARWFFE R, FE T RAC MU S AL A AL 0s 8 5
Y} v 25 2 77 DMARDs X & RA 4 97 4 br i
DMARDs MTX J4J7 RRA 7E B35 i PRAE AR ARAE | %
it ESR.CRP .RF.DAS28 %57 i 4 4H 24 F MTX %
4 LEF(10 mg/d) . 1fi H., 73697 24 JE, 78 B ky7
BRI R] 5T HeJR 45, O 1 b i B3 R AR
4y .RF.CRP .DAS28 %51, 5iAY7 12 JAI t#,
MTX A LEF =5 B, R B EREA IR
K AB AR RS BE A MTX 41 0 &8 22 &, 1 W
JYROR R AE o[RBT, fR Sl B B A MTX 4R R
B E N, BERNE R, AP E T
DMARDs fb8 38 5 07 B 5 MTX 2697 RRA W
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