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(HWZE] HI W5 P28 (methotrexate, MTX) il it 5 2 R IR L MTX (MTX-PGs ) ¥ JE J7
RO FR R MTX RS R MR IETT R (rheumatoid arthritis, RA) W AERIG A RGN & . 7k BB
SIPTASBE 2014 4F 11 7 % 2019 4 6 A IR MTX 697 (19 RA B35 165 491, 44k 5 5 MTX E IR 5 530
10 mg 2 \12. 5 mg 2 |15 mg 4, iHRIAITRIAINAYT 8 JHJG 1Y 28 A1 B iG s F 3 (DAS28) |, IR AR 4i
MBI B ( EULAR ) S 7 R8CHI 2 B ifE 434 A A CRA AR TTAK s 2R T R RIOHOAH £33 Jo i R 00K
R MTX-PGs V&, 43 BT MTX | &8 59740 JRY7 J5 DAS28 MTX-PGs IR C R, g50 O MTX 7|
T SITRIE A 10 mg 12,5 mg 15 mg £ 2 ) AT ROR BN 37. 31% \57. 58% .56. 25% ,10 mg 41 A
BORIRT 12.5 mg HEARE, 2R A5 E X (P<0.05) ;@ MTX & 5577 )5 DAS28 X &
10 mg.12.5 mg .15 mg 419677 Ja DAS28 734 Ky:3.92(2.13,5.15) ,2.80( 1. 81,4.22) 2. 96(2. 26,
3.67),10 mg 41iRY7 )5 DAS28 & = T 12.5 mg 413577 J5 DAS28, 255 HA F it 48 L (P<0.05);
@ MTX F| &5 MTX-PGs i £ &, 10 mg 12. 5 mg .15 mg £ 41 MTX-PGs ¥k & 43 51 47:92. 0(88. 0,
96.0)ng/mL . 112.0(103.0,115.0)ng/mL 127. 5(102. 0, 153.8)ng/mL, =& 41 MTX-PGs ¥ i 2% F
HAG 75 L (P<0.05) ;FfiE MTX FI &0, MTX-PGs ¥k B3 55 5 10 mg 20 MTX-PGs ¥ (X T4
JTARUT MTX-PGs ¥ FE, 22 5 HAA G248 L (P<0.05) . &5 MTX 12.5 mg/JAA[{Eh RA BHIA
7 I AR R A BOR i
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Relationship between methotrexate dose and clinical efficacy for treatment of

rheumatoid arthritis

HE Longquan, SHI Ying, ZOU Qinghua, WAN Ping, ZHONG Bing, FANG Yongfei Department of Traditional
Chinese Medicine and Rheumatology, First Affiliated Hospital, Army Medical University ( Third Military Medical
University ) , Chongqing, 400038, China

[ Abstract | Objective To study the relation of methotrexate (MTX) dose with blood concentration of
MTX polyglutamates ( MTX-PGs) and clinical efficacy and explore the optimal initial dose of MTX for
treatment of rheumatoid arthritis (RA). Methods We conducted a retrospective analysis of 165 RA patients
receiving treatment in our hospital with MTX at the weekly oral dose of 10(n=67), 12.5(n=66) or 15 mg
(n=32). The 28 joint disease activity scores ( DAS28) were calculated before and after 8 weeks of MTX
treatment. According to the European Union Anti-rheumatic Union ( EULAR) criteria for efficacy evaluation,
the clinical efficacy of the treatment was categorized into favorable responses ( including significant and
moderate responses ) and nonresponse. High-performance liquid chromatography/tandem mass spectrometry
(HPLC/MS/MS) assay was used to determine the blood concentration of MTX-PGs of the patients, and
relations of MTX dose with the clinical efficacy, DAS28 after treatment and blood MTX-PGs concentration was
analyzed. Results The patients taking MTX at the weekly dose of 10, 12. 5 and 15 mg showed total
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response rates of 37.31%, 57.58% , and 56.25% , respectively, which was significantly lower in 10 mg group
than in 12.5 mg group (P<0.05). The median DAS28 after treatment was 3.92 (2.13-5.15), 2.80 (1. 81—
4.22), and 2.96 (2.26-3.67) in the 10, 12.5, and 15 mg groups, respectively, significantly higher in the
10 mg group than in 12. 5 mg group (P<0.05). The median blood concentrations of MTX-PGs in the 10, 12.5,
and 15 mg groups were 92.0 (88.0-96.0), 112.0 (103.0-115.0), and 127.5 ng/mL (102.0-153.8 ng/mL),
respectively, showing significant differences among the 3 dose groups ( P<0.05). An increased MTX dose was

associated with a higher MTX-PGs concentration in these patients. In 10 mg group, the mean blood

concentration of MTX-PGs was 92. 5+7. 0 ng/mL, significantly lower than the documented concentration

(92.5+7.0 ng/mL) required to produce a clinical response (P<0.05). Conclusion

MTX at the weekly

oral dose of 12.5 mg can be the optimal initial dose for treatment of local RA patients in Chongqing.
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ZEXIE T & (rheumatoid arthritis, RA ) 218 14 .
XPFRPE A 22 06 58, JB TR WL 3 B S s kR
g, T FRE AR RN M 4 B R A R I, A SN
FERGRZ 0.5% " IR E R HRL 0.42% > . Bl
RAJEIT B 2 1% 5015 B0 2 993 9 17 Bt XU 24 (con-
ventional synthetic disease-modifying antirheumatic drugs,
csDMARDs ), 1 B 2 %t 1% ( methotrexate, MTX ) &
csDMARDs Hr—2k 24 ffi5E Y, (2018 Hp [E 2 KU OG5 R
LR W eHtE MTX B iayT RAVY ) BIHEST
R TVFZAEYRIRILUG , MTX {538 22kt RA ETE 1) &
7L

SMOLEN #4502 RA 3% MTX SR 1] 19 e
R 25 mg/J], FEE G R ENAS L 40% 1
RA B & A MTX>10 mg/JE, & /N MTX (5~
15 mg/J&) HAT RAFIOT 20 o MTX FERLER Py =4
FEABURGRAE 0 EZAEYEHIE AN Z R ARt
FH & 1t 1% ( methotrexate polyglutamates, MTX-PGs ) (61
ARPREH AT AT 13 26T RA B AL MTX-PGs
Bk (105, 89+24. 23 ) ng/mL") 3 #F MTX-PGs ¥ Ji
e MTX 5] 238 31 e A i PRAG YT RBOR & — M AR 47 1)
Mg B MTX-PGs ¥ 2 I 2 46 2% X A I JE A4 th PR
MELUHES o 4 1 SEAF A Sl PR ] MTX, s |
RA G fig i) H 1, A58 008 5 835 MTX 5] 5 . MTX-
PGs ¥ B 51l RIT R0 AN BN [H] (1 56 &, -4k MTX
1BIT RA BRI A R0 &= .

1 #REHZE

L1 BFR%

[ B A s 2 4 I R 2 — i B e v s 5 KL
MR 2014 4F 11 H % 2019 4F 6 H 821 RA B3
165 5, A4 8 AR E IR MTX )30 3 41, Horp
10 mg 2 67 {51] .12. 5 mg 21 66 4] .15 mg 41 32 {5, 44 Ab5

e OFFE 1987 4235 [ XU 955 2% 2> ( American College
of Rheumatology ,ACR) RA 43245k & (F1) 2010 4F
ACR/EULAR RA 43254534 s @4 % 16~78 %0 F
SRy MTX ( EWAETE 2] AR, 2
H31020644,2.5 mgx16 /, &N 10~15 mg/JH ) &
K& R ARRs B RS T, [ 24 UE 5 H20090787,
7.5 mgx7 Jy N 7.5~15 mg/d) , HAt O H MLA I
P25 o HEBRARAE : DA AE FE P L g % 3 | 18] 5 4 i
o e R AL IE B T DR 4 R ) RS A
P s QAR 52 MTX ; @H Al 25200 RA S i 3l
VBT . ARESEIRIT T R BREC M FE, B
BT O A B B2 AR B 1 2t ifE (KY2019102)
1.2 BT ik

WCHE R N F 2 B0RE IR YT R FAINA YT IS (MTX R
SEF L] 8 J 1) A LA BERE, JEAh R A I
IRIT RSO A8 b [ T 2040 B TCR 28 (erythrocyte
sedimentation rate, ESR) [ 28 /> J¢ 595975 1 3138 B0
4y (disease activity score with 28 joint using erythrocyte
sedimentation rate, DAS28-ESR) \ESR ,C-Jxz i & H ( C-
reactive protein, CRP) i fK-5& 75 %% ( swollen joint count,
SJC) \JE9E 5% 15 %4 (tender joint count, TJC) | Ht & #& {4
i AL AEAR AU PE 7 ( visual analogue score, VAS) | 204>
PEFEFR [ B RSO I3 A A48 b (4 9 % 2
ARG BRE IR I oy A LR R 2L A
14 B 1 /D AR B ] MTX 5] & MTX-PGs ¥ JiZ
RUFFEHG AR BT DAS28 Ki45 DAS28-ESR, MTX-PGs ¥
JEE SR AR I IR FERGE 7 = MTX IR 5 8 5 iy 5h 6 K
(R RIH AR -
1.3 RImES)EBIT P o ik

W5 DAS28 P43 H e e 1 5 B, DAS28<2. 6
ZEfiE ;2. 6<DAS28<3.2 MRIEFR TG 3 & ;3. 2<DAS28
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<5. 1 i T 3 B2 ; DAS28 > 5. 1 Sy i < 17 5
B UM IR TR E 7R B MTX 55 8 JE K4 EULAR
TERCHIE bR I TR, A R A AR TR AR
WFFEH A A RO SR
DAS28-ESR =0. 56x /TEJR & 1318 +0. 28% /I AKE 30 118 +
0. 70xIn( ESR) +0. 014xVAS( 0~ 100 mm)
1.4 MTX-PGs & B A 7 %k
SR JH R 80 TRORH €00 95 T 15 R TR R, 00 3% Az ) MITX-
PGs Y Ji . 52302098 . AT EDTK 47788 57 & il 42 1
2 mL, &0, LA 40 200 wL F 1.5 mL EP %, 1A
200 WL ZEWK , R VR 3 Uk QB A, i AR
UFR) Ve 200 pL, JBA), FEIIA 200 Wl 1E 5 A8 & 1
%,37 CHFE 5 h; @A 5 mL B0, A 3 mL H
i, 15 000 r/min 2.0 20 min, ;L EWEW T 5 mL BF 55
B RASRT s @HIA 150 wL 50% (1) FEEAT 7%,
WART 1.5 mL EP 45,15 000 r/min B.0» 20 min, {87
W QR LA
1.5 %itFoH
SR SPSS 22. 0 B #AT G T 0 b, T R TR
TEASPER R AR 41 Kolmogorov-Smirnov
B Shapiro-Wilk K556 ; 5 1 BORHIR M IE 27045,
MR w5 R, ALIE] FUBCR FH L R 07 22 70 REAS
5 BRI ¢ K5 (10 mg 2 MTX-PGs ¥ 54 %
I} MTX-PGs ¥ 2 ) 55 T BORHIR A i 25 2317, JUI2R ]
M( Py ,Prs) R, AN HEBER FHECXFEA wilcoxon £F
SRR, 2H E) R ] kruskal-Wallis A6 56 51 %
Mann-Whitney U 46 %5 ; 71 %5 50 SR JFH 28 2l & 451 Bk
7, AR FEBOR IR D7 R, K /K #E o =0. 05

2 HR

B F R LI TA AT
LS RA B35 165 fi], Hoh 8 1% 22 4], Lotk
143 5], SEHI4ERS 49(43,55) %, FHHE 5(2,11.5)
AR, B FVELLIRIT AT T 2R (AR PR R )
FG PR 7 3% 5¢ 56 48 k7 (SIC. TJC, ESR, CRP | VAS,
DAS28) =R T4 it2# = X (P>0.05) , Wk 1 K2,

®1 JFFEAEZKPAOZEEST

2.1

il . gRi Tt e
(x£5)/%  [HI(%)] [M(P225,P25) /4
10 mg 4 67 48.6+12.1 11(16.42)  5.0(1.0,11.0)
12.5mg#l 66 49.0+11.2  9(13.64)  6.5(2.0,13.3)
15 mg £ 32 45.1+14.7 2(6.25)  5.0(2.0,11.8)
it (FX°) 1. 171 1. 946 1.129
Py 0.313 0.378 0. 569

2.2 A M FUMELIT G T R IRIGAR AT
250541 DAS28 SJC . TJC \VAS TEIRIT 5 BI6 77
A ZEs ARG L (P<0.05) 5 16¥7 /G R 10 mg
2H J% 15 mg 2 ESR \CRP B30T Hij 22 7 oG 27 i X
(P>0.05) , HoAth A 57) 5 4D I IS 7 ROCBR R B TEIR YT
JEESRIT RIS W AR, 25 B A it L (P<
0.05), L7k 2,
2.3 BRI Z4477 )G DAS28 447
10 mg 2H . 12. 5 mg 20 .15 mg 0477 J5 DAS28 4y
H4:3.92(2.13,5.15) .2. 80( 1. 81,4.22) .2.96(2.26,
3.67) &I HIRYT o DAS28 AH A E = A St
2 Y (X7=6.393,P<0.05) , I LAR:12. 5 mg 46

K2 BFEAGEFRENEREEZBRETENENRAELE R EFEH MTX-PGs iREDHT [ M(Py,Pys) ]
DAS28/%% ESR/mm - h™! CRP/mg + L™
2153 n
RITHT HIr)E RITHT RITE RITHT IR
10 mg 4 67 4.71(2.92,5.91) 3.92(2.13,5.15)* 26.0(12.0,51.0) 22.0(11.0,38.0)  5.4(2.3,13.0) 5.3(2.1,15.1)
12.5mg4] 66 3.78(2.47,5.75) 2.80(1.81,4.22)" 23.0(12.8,44.0) 16.0(7.0,27.0)*  4.2(2.5,10.9) 2.6(1.7,6.7)"
15 mg 2 32 3.79(2.73,5.15) 2.96(2.26,3.67)* 20.0(13.3,38.8) 19.5(12.3,32.8)  4.2(2.4,10.3) 2.9(1.8,7.4)
X 2.337 6.393 1.305 5.003 0.281 6.118
P 0.311 0. 041 0.521 0.082 0. 869 0. 047
- VAS/%10 mm SIC/ 4 TIC/ A MTX-PGs ¢ [if
o ' BT BT BT TR ] BT R /ng - mL "
10 mg 41 67 4.0(2.0,7.0) 3.0(0,5.0)° 4(1,9) 2(0,6)" 4(1,9) 2(0,6)" 92.0(88.0,96.0)
12.5 mg 41 66 3.0(0.8,5.0) 1.0(0,3.0)° 3(0,8) 1(0,4)" 3(0,8) 1(0,3)* 112.0(103.0,115.0)
15 mg 41 32 3.5(1.3,5.8) 2.0(0,3.0)° 2(1,6) 1(0,2)* 2(1,6) 1(0,2)" 127.5(102.0,153.8)
X2 4.425 11.256 1.112 4.286 1. 160 3.579 75.296
P 0.109 0.004 0.574 0.117 0. 560 0.167 0. 000

a:P<0.01, 57877 AT b3z
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m % e 2
5 n o = TR BAERCE(%) X MH P{A
10 mg 21 67 8 17 42 37.31 6.276 0.043"
12.5 mg 2 66 15 23 28 57.58
15 mg 21 32 8 10 14 56.25
&1t 165 31 50 84 49.09

a: A 3MEA M E KM BIREF

J7J5 DAS28 W EALT 10 mg 4, 2R A A G X
(Z=-2.385,P<0.05),12.5 mg Z1F1 15 mg ZLIGI7 5
DAS28 fHIL B 2 S L F it # E X (Z=-0.708, P>
0.05),10 mg 1A 15 mg Z1I597 5 DAS28 A HLik 2257
AEAGIHFEX(Z=-1.597,P>0.05) ,i¥ L3k 2,
2.4 A7 F0 MTX-PGs iR E 47

165 fil 2 i il T 15 B A IE YT )5 MTX-PGs
WL, #5010 mg 2H (12.5 mg 2H |15 mg AU A
IS 3 R 59 .59 5] .32 i, 4% 5 4 (10 mg
40 .12.5 mg 4 .15 mg 24) MTX-PGs ¥R BEAK UK H7:92. 0
(88.0,96.0) ng/mL.112.0(103.0,115.0) ng/mL,
127.5(102.0,153. 8) ng/mL, 5|54 MTX-PGs ¥
JE H A 25 R B i L (XP = 75,296, P<0.05) ;
Wi FL 45,10 mg 41 MTX-PGs YR BEAETF 12.5 mg 41, 2%
SHBGEE X (Z=-8.534,P<0.05);12.5 mg 41
MTX-PGs WAL T 15 mg 4, Z 7 HASIT#E X
(Z=-2.411,P<0.05),10 mg 41 MTX-PGs ¥ &% F
I5mgfl, 2R BAGRITFE N (Z=-5494,P<
0.05) ,#£: W3 2, 10 mg 41 MTX-PGs ¥ i (L PR%iit
HOMIERS /3 i, WD (92, 5+7. 0) ng/mL AL T SCHR
[7]4RIB A5 MTX-PGs ¥ i (105. 89+24. 23) ng/mL,
2 BA G L (1=-13.788,P<0.05) ,
2.5 BB RIT RS

HR 5 T 5% 0 5 bk o, A B 81 i, 4% ) B 4]
(10 mg 41,12. 5 mg 41,15 mg 4) MA BRI BN
37.31%(95%CI 25. 73% ~ 48. 89%) .57. 58% (95% CI
45.66% ~69. 50%) \56. 25%(95%CI 39.06% ~73. 44%) ; I
&k 84 7], b A7 35 Bl AEIR YT T SR YT JE DAS28 <
3.2, )@ THREERBEWIE SN EE . R BA (81 ) Fil
FESLARBER T Bl 2 (35 ) 5 116 41, 5 70. 3%
(95%CI 63.33% ~77.27%) . )i 2H 1) SA R
BESFHAGITHFE N (X =6.276,P<0.05), HiF
Fiss, 10 mg HEA R R EMT 12.5 mg 4, 25 H
BEitE X (X2 =5.475,P<0.05) 1 12.5 mg 415
15 mg U BAMRER REGRITHE XL (X =
0.015,P>0.05) ,10 mg 415 15 mg 41 1) MG RELE 7

REAGI#E YL (X°=3.161,P>0.05) , 3% 3,
2.6 A BUR R RS

165 4] 8 5 h I A LR RSB 53 3], 4% 511 0 4H 1Y)
R RN R A 22 S HA G243 L (X =6.272, P<
0.05) , I ELAL: 10 mg 41F1 12. 5 mg 40 A AN B2
RF BTG (X =2.879,P>0.05),15 mg 41
12,5 mg HIWA RN F 2R ABEA G EE XL
(X*=5.331,P<0.05),10 mg ZHH1 15 mg 4 A KL
MR RTCG T (X =1.059,P>0.05) , W3 4,

x4 BRNEATRRMLE
AR ARR

2H 5 = ’ 2 P
o g Y PH
10 mg 41 67 19 28.36 6.272 0. 043"
12.5mg 4l 66 28 42.42
15 mg 41 32 6 18.75
ait 165 53 32.12
a:h 3R R R F LR EIREF
3 ifig

RA A7, B MTX HAY PR vl 5 i V2857 R
MPESF BIFEFI L, — B9 ACR EULAR % i e 2s
1) RA Y78 A A e 25, JF A RA li 3 — &
W2, CEE SO T, 1k MTX B . MTX A nf
PR RA s BERE , ok | o 26 XU 6 4 48 1 4R 0
(R B~ MTX B 0] LU RA (R %0 5 28
PR T4 SR T AT AR IR, M S 45 FL7E RA A
SRR BB,

MTX 7£ RA H g/ E FHALEIA 52 205 28, HEA R
SRR 0 K R AR AT, PR MTX 231U
MTX MTX-PGs 7-332 3L FH e s 2, 4-— & }:-7-N-10-
P R0 i 2 08 S AE e o T SE R W, MTX-PGs &
MTX 0 4 A B 2GR R, 25 RA S 1Y
PRI Ih Bh R IAT OG . B 96, MTX-PGs I i] — & iR
TG , o U0 P RIS 5 I R A, 5 B — Rk
(7 BEREAS S, DTS 50 R M S 43 R/ , 2 B0 4
2L 4 24 10 240 60 75 5 v, MTX-PGss 41 51 g 5 ik
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BT , AT 20 DNA. (165 B = o 420 6 i s g 12
PRI, MTX-PGs 11l 5-22 FEWKmg-4- FH R R AZ R A% 17 R
SRS, 0 TG PR b A R K I T Ok
AT BRI A B, 8 P Hh B 3 I e B el B A8 4 P 5 ik
T M A Y TR U /D 3R IS R 55 S 5 AN I,
U s AP . RA A S0 1 Ik 40 o i 25 34 2F
TG BRI M B A b b T A% R & B A2, SR B 4 53
SASZ R, DT 428 il 7 2 Je s MTXC o 41 of) A BIR ST
(16 200 M S T, L ol = A RO 3 B B s a1

H e T MTX JAYT RA (R B 57 i
9 7.5~15 mg/Ji, ENFFERIT,/INilE MTX 78 RA &
F A R K 2 R (8 A MTX fe i 5
W TIE™ . AUA RS % % B R BUA
FPA ALY MTX-PGs ¥ J& 4 (105. 89+24. 23) ng/mL,
Rl AR EE MTX 5] & f gt TR 4 4Rk, (B 2 20
FFE) MTX GRS K B2 B AR BR i — DR 1], R IR
PHRFIVREERY MTX 505 5 1k PRI 300 B4R, T LA
AWFFEEIL T MTX 10 mg/ )& . 12. 5 mg/J& .15 mg/ J&3ix
3 415 MTX-PGs ¥ JE RI7R00) 6 R THR VT

AR I PRIT RS0, A BESE 165 4552 MTX HL]
SCEBGIT I RA B3 b, SR RUORRE SR 1%
SR E A 116§, $27R 70. 30% 1Y & & A # T
%, 5 PINCUS 2 55311 2/3 1925 1H RA % MTX
P el 5 HAth CSDMARDS 156 A B AT 35 23697 B AR 19
iR —3, HR, KM MTX il 5 MTX-PGs ¥k i AH
%,10 mg 41 .12. 5 mg £ .15 mg 2 MTX-PGs ¥k i 43 51|
$7:92.0(88.0,96. 0) ng/mL . 112. 0(103. 0, 115.0)
ng/mL . 127. 5(102. 0, 153. 8) ng/mL, P ¥ L3 2 7R
MTX |5l e, MTX-PGs ¥ 5 fifi 2 1 25 ( P<0. 05) .

FATE 4 B MTX ] 5 -MTX-PGs ¥ B -1 R IT
RUEE R, FHREF A T MTX G897 RA By SsAE00 ih
ARG, G, i MTX 50 & 597 %000 i, & 81
10 mg ZH S8 A R R EMT 12.5 mg 41(P<0.05) ,4&
7N 12,5 mg AL 10 mg 7R A, HAK, @ st MTX
il 5097 J5 DAS28 7 #r, K B4 Al /A iRIT e
DAS28 BRI BT I MK, 2 R A ST B L (P<
0.05) ; ZH[H] FbAc 4 s 10 mg ZHIR Y7 f5 DAS28 i % 1w
T 12.5 mg 2H(P<0.05) ;1M 12.5 mg 205 15 mg 204
7 J5 DAS28 2 R ILG 12478 L (P>0.05) {342
7N 12,5 mg 2 E 10 mg A7PRCE A PRk, IROR I
YR ETEAR T A ROA TR FE X 55 RA 2 i
BREHE, AL KL, 10 mg 2] MTX-PGs ¥ &A%
TICHR[ 7] #3819 A 2 MTX-PGs ¥ £ [ (105. 89 +
24.23) ng/mL, P<0.05], 3¢ 10 mg 41 MTX-PGs ¥ fiF

AN RFR 7 RA SR IR ST A R T 5K 5 [al i, g A
WFFE LI MTX ) 5 MTX-PGs # B Jilt 1F AH 5 H1 3¢
FRL7 1418 1) MTX-PGs ¥ 3 5 97 RORE A5G, ATIAH
12.5 mg 2H .15 mg 4 MTX-PGs ¥ & L. 10 mg 2 MTX-
PGs k& S HTIRY T AR MTX-PGs ¥k .

YT 4 R g e B, MTX )RR, R R
D7 A A, DR FRATTIE 3 A 1 2% 50 B ZH AN RS
I AR B MTX 10 mg 41701 12. 5 mg 1A AN R
MR AR IERITCGTHF X (P>0.05) , 25 ERFiR, A
WFFEIN MTX 12,5 mg/J& AT HEM RA 677 1Y A 2
e, W B AW R A RIGH ok 48 5 RA SR
RIRYT

AT MTX 15 mg 201577 f5 DAS28 | B A 4K
AR NHEYE 10 mg H KRG # 2R A BE, %
HEBR b THEA A R 2B ZE . AR, FIE
o1 TR MTX 12,5 mg/J& BRI AJ 38 218 e 1 6 A 2L
HRCHORFIFECR 2R 15 me/ Jol B9 B EAEA D,
Al 2P BTSRRI S0 Uk ARS8

RA E. 5 7D $:4E, Bl Discomfort , disability , drug
toxity . dollar lost . death difficult to treat . difficult to seek
and equate medical carel ") i, R AT, ™
% W B % Sl B AR PR 5 B 25 . MTX iB97 RA
B R E 2, 4 MTX F RS 2, 3 BOm i i X
FEM R S gl B e 2y, e fm BRIk 7D R,
SR 1 A ) B 0, 454 TR E W AR L5 B,
AHFFEAEL MTX 12, Smg/ i)y RA #1671 Bt

P ARG
B A R R KR SIRE PR
SE Wk
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