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Predictors of the clinical response to tofacitinib in rheumatoid arthritis
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[ Abstract] Objective: To explore the predictors of the clinical response to tofacitinib in rheumatoid arthritis
(RA). Methods; The clinical data of a cohort of 256 RA patients regularly followed up at the Department of
Rheumatology and Immunology, Peking University People’s Hospital were analyzed, among whom 121 patients with
DAS28-ESR=3.2 were treated with tofacitinib. Data were collected from patients starting to receive tofacitinib and
at 6-month follow-up to evaluate the remission rate and analyze the predictors for achieving Boolean 3v remission.
Results; Out of 121 patients treated with tofacitinib, 104 patients (86.0% ) were treated with tofacitinib for more
than 6 months and 17 patients changed medication within 6 months, including 10 patients (8.3% ) due to poor
efficacy and 7 patients (5.8% ) for adverse effects. After 6 months of follow-up, the remission rates according to
Boolean 3v, DAS28-ESR and CliDR were 72.8% , 57.0% and 44.7% , respectively. The EULAR response rate
was 88. 6% . Multivariable logistic regression analysis showed that gender, number of conventional synthetic DMARDs
resistance and glucocorticoid combination were independent predictors for Boolean 3v remission after 6 months of
tofacitinib treatment. Conclusion; Female patients without glucocorticoids and a small number of conventional
synthetic DMARDs resistance tend to get better response to tofacitinib.

[ Key words] rheumatoid arthritis; tofacitinib; prediction

[E€mAB] = o AH+ X585 8 (Z2191100006619110)

[EE®N] KEZE. F AR, Z2ARNFI L LARERIAZL ST AL, E-mail: 1810301243 @ pku. edu. cn,

[BIREE] 3%, &, THEEF,ALAEFT, EENFA L LA RO LB A L ELH A, E-mail: doctorlirul23@ 163. com, £ & H,
BHEAEFI, ZZRF G F SRR KR B &R . B A 5 (010)88324178 , E-mail: 1i99@ bjmu. edu. cn,

835
DEHE oz3¢%32%;@gﬁg‘@7



Chinese Journal of New Drugs 2023,32(8)

K XIE 7 %6 (rheumatoid arthritis, RA ) J& —Ff
DIAG PSR AL T RN R RN & Bk A B
g, AR 3 A H BRI AT B A G R R R BT
IR, A FEOCTT W . RA B IH A& 45 1R WoR,
RA (B & Bk R B8 77.6% 1 R W B H A
JA T 0 24 iR I A 22 A R AT R AL 30% 1, 4T
TER A S BT X Janus HUEE (JAK) 73 7 59/ 73 7 F iRk
#2590, fE 4% 38 2ok 10 ) 40 PN JAK E 508 L
S, BELIKI 58 AE 2 156 0 R s v DA TAT 410 ) RA BB 38 G 39
S L VR FE R A I PR T I D 3 MO
GE M D, A B 3 S 1] B 3 BT 4 2 A R 9T
RA B FHBAF] R HA I RA (7 il (KL &, ok
Il PR | RA IR 97 B9 A4k 25 4 e 1 B AR 3

MHRE5HE

1 BARIIK

M 2020 4F 1 H—2021 4F 11 HfEdbmt R AR
P e R S ZE BT T2 HLEERE Ui 1Y 256 5] RA 35 A
Frp, g A T ESR By 28 G R 0 I B B I )
(DAS28-ESR) =3.2 JF 2 Z 4B IR YT 1Y RA &
121 AT BB 537
2 MRFE

W BB 2 FEIE B A (bid, IR 5 mg) IR YT
W L2k K B 17 6 A~ A B A9 I IR BERE, TEA 8 3 BRI
U KR 95 Bk W (EULAR) [ ) %6 K& 3 4% & -Boolean
(Boolean-3v) .DAS28-ESR . Ilfi J& 7% & 2 % ( CLiDR)
R OFFH 6 4 A B 3K 3] Boolean-3v 22 i fit) ToU i [K]
o KM EULAR J 0 43 2 bm o, B B 4797 200
SESFRUE SURHAIF ORI . Boolean-3v ZEfift i X
FEERT MK <1 WA E<1 H C RNEHA
(CRP) <1 mg-dL™'"' DAS28-ESR %% fit & LK
DAS28-ESR<2.6" | CliDR ZEff 52 X 5 % T X ik
KIS £0 AN TTRE 3 (ESR) K CRP IE4 ',
3 HIEWE

WCAR BB — MR BEORE, A 4 T ) A R s R
T G0 4 i DR SR 5 B O i ik A%
R IR AN O Ah R B A JFAE (ESR 2 CRP 4%
1671 O AL A5 BEAE B0 9 15 Bt XU 25 ( DMARDSs ) 41K
uAg oL WFFE I ] DMARDs 36 97 J5 58 S 25 1 4 4% it
N4
4 HZirFEFRE

FG IR 5340 1 % 2 AR B R85 + brofl 22 4%
W NTF G IS 430 1) 1 252 A o P v 6 55 (DU 4y A7

N

836
Cy" PEHMBRE 2023 F532 558

S HE 5 A5 i P8 T 4080 Bk
Logistic [0 9% A5 5 gE 47 B 041, 4% P <0. 1 (9722
BN AT Logistic [T 4047, P <0.05 2% 545
GTFAE R, S5V TR SPSS 24,0 AR5

& R

1 REEBEMETHONALYRER

I A 121 Bl FHHEE AT 9 RA (3%, Hop
2otk 99 i A 22 ]S4 AF G (55.1 £13.5) %
Pt (86.3 £89.8) M H . BMH LMW E L,
104 {51 (86.0% ) . N HHEIE B AR IT 6 A~ A LLL;
17 {5 (14.0% ) 7£ 6 4~ A W5 1R 97, He b R 3o
2 (8 10 191(8.3% ) , AN R B A5 25 | 7 491
(5.8% ) , BN TFINRFLERH . BHENANAR
F WAL 45 JEF D BE K B S Ren g Lo L AR s b v
ML 5 285 PR IR 28 AR A i T i 4% 1 il BExl S56
[l FDA OCT™ J gk e W 1 i e 0 i A B i i) R AE
Wiy RWESE 6 A A B e b B B R, A
TEERE RN CF AR Bl IR E i 2 e . TR & T
ISR Ik A B e 2 O LA S RS A

R PAMHAHEL AT RA B A RLL A O

28 BE

I 1611 %50/ n 121
AR % 55.1+13.5
/(%) 99(81.8)
Wit/ n(% ) 14(11.6)
e/~ H 86.3 +89.8
csDMARDs-IR %t & /1 0.8+1.0
bDMARDs-IR/n( % ) 30(24.8)
TNFi-IR/n( % ) 25(20.7)
TCZ-IR/n( % ) 7(5.8)
Jib e OG5 % (28 5CHT) 6.4£6.7
FEJR T A (28 26Y) 7.1£7.1
RA FiEd/n(% ) 11(9.1)
AR/ n( %) 34(28.1)
B IREB R/ 1.2 1.4
ESR/mm-h ™' 45.6 +28.3
CRP/mg-L~! 18.6 +25.4
DAS28-ESR 4.9+1.2
WA BE R M E/n(% ) 37(30.6)
A N /n (% ) 47(38.8)
BE R TR/ n( % ) 48(39.7)
T A5 400 LB M E /(%0 ) 5(4.1)
BARAE/n(%) 39(32.2)
A SLRLEAE /0 (% ) 24(19.8)

csDMARDs-IR : £ ¢ 228 55 175 Bt XU 25 65T ; BDMARD-IR : A= 49y 24 728 5
BRI 25 HEPT ; TNFI-IR « g BR 58 K 730 8157048370 TCZ-TR  4E B SR HHEHT (T
#H)



2 RA BEREHG 6 MARTHSH

FEWE AT 1897 6 A H I RA M # Boolean-dv,
DAS28-ESR #1 CliDR ZZfi# R /35l h 72. 8% ,57.0%
M44.7% , 6 ™~ H EULAR Jz i FJy 88.6% , H. %%
k?ﬂ%ﬂﬂiﬁﬁl Boolean-3v 25 ff Wi 2H B2 %, 45 S B~

ik #| Boolean-3v ZZfif f & LMk L ] B & (P =

0.001) H.HK & M B Br i &= el B 8 s IR (P =
0.003), L3 2,

£2 641 AIKRFINAIET Boolean-3v ZEfi#

AR BR L X L

24 S KA
97 1l K/ n 83 31
WY/ 53.6 £14.3 57.4+12.9
L/ n (%) 73(88.0)° 19 (61.3)
WG/ n( %) 10(12.0) 4(12.9)
e/ H 79.2 £92.4 86.7 +77.6
csDMARDs-IR % & /4~ 0.7+0.9 1.0£1.0
bDMARDs-IR/n( % ) 22(26.5) 8(25.8)
TNFi-IR/n( % ) 19(22.9) 6(19.4)
TCZ-IR/n( % ) 4(4.8) 3(9.7)
i ik 3645 % (28 64) 6.2+6.9 6.7 6.1
FE IR T B (28 367) 7.2+7.3 6.3+5.9
RA &8 /n(% ) 6(7.2) 4(12.9)
KA EI /(%) 23(27.7) 8(25.8)
A I R /A 1.3+1.7 1.8£2.0
ESR/mm-h ! 42.5£27.0 51.4+28.8
CRP/mg-1~" 18.0 £24.5 24.2 £28.9
DAS28-ESR 4.9+1.3 4.8+1.1
Ik G B B R /n (% ) 19(22.9)" 16(51.6)
1A P S /n (% ) 34(41.0) 12(38.7)
WA K R /n (%) 32(38.6) 12(38.7)
1A M AR ML NE /n (% ) 3(3.6) 1(3.2)
BARAE/ (%) 25(30.1) 12(38.7)
A U BETE/n (% ) 16(19.3) 7(22.6)

SRGEMAMEL ,a: P <0.01

3 RA £ 6 4 Ai%Zl Boolean-3v £ f# 19 Fiu il &
E i

3.1 BERERSH XN HTEEBEMIBITYY RA &
HHLTER AT R R o0, R 6 S A I8
Boolean-3v Z& fift () J7 2L WU I 28 . 45 R Bow, B #
(P =0.002) KX HIBE 2 B R (P =0.004) 1 6 4~
H 5% Boolean-3v ZZ fiff (1 A KA %, HAK WL 3,

Chinese Journal of New Drugs 2023,32(8)

&3 67 H Boolean-3v ZfR BN £/t

Ex B {4 OR(95% CI) Py
AR -0.020  0.980(0.950,1.011) 0.203
4k 1.528  4.611(1.732,12.276)  0.002
Wik -0.078  0.925(0.267,3.198) 0.902
P i -0.001  0.999(0.995,1.004) 0.687
csDMARDs-IR % -0.362  0.696(0.462,1.050) 0.084
bDMARDs-IR 0.036  1.037(0.405,2.656) 0.940
TNFi-IR 0.213  1.237(0.443,3.457) 0.685
TCZ-IR -0.750  0.473(0.100,2.244) 0.346
i K 4 % -0.010  0.991(0.932,1.053) 0.760
iR S 0.022  1.022(0.959,1.088) 0.502
ESR -0.012  0.988(0.974,1.003) 0.129
CRP -0.009  0.991(0.976,1.006) 0.259
I 5 B -0.133  0.875(0.706,1.086) 0.226
DAS28-ESR 0.039  1.039(0.747,1.447) 0.819
I M Y B & -1.279  0.278(0.117,0.665) 0.004
K& -0.643  0.526(0.138,2.007) 0.347
FA AN E B 0.097  1.102(0.432,2.813) 0.839
Iy R 0.094  1.099(0.472,2.557) 0.827
1A ok TR -0.007  0.993(0.426,2.318) 0.988
Y £ A9 480 T8 i 0.118  1.125(0.113,11.241)  0.920
1A P S -0.382  0.682(0.288,1.615) 0.385
S E TR -0.200  0.819(0.300,2.233) 0.696

3.2 ZEZE logistic B3N f P <0.1 A E
Y4 A VL Logistic M 387, &5 R BoR, L[ P

0.003,0R(95% CI) % 5.069(1.716,14.976) ] .cD-
MARDs-IR % # [P =0.019,0R(95% CI) 34 0. 578
(0.365,0.914) ] LI B I8 & 8 i R 2 [ P = 0. 007,
OR(95% CI) 4 0.272(0.105,0.705) ]k 6 4~ J
Boolean-3v ZZ fift R i il 37 WO P 26, HAR L3k 4

T4 64 Boolean-3v ZZfi# Z [N logistic [B]IH/30 4

ZH B {4 OR(95% CI) P
Pk 1.623  5.069(1.716,14.976)  0.003
¢cDMARDs-IR #{5 -0.549  0.578(0.365,0.914) 0.019
I A5 B 0 iR -1.303  0.272(0.105,0.705) 0.007
A) A
it e

RA B A e 05 3 G 5 figp = O o 155 ik ke 19
e R R A= 4 3 ] 36 97 I AU, RA 2590 e #E 2 A
A RS R EOK R 45 42 48 DMARDs 788 31 A [ 2
TR A= 4 1) 25 ), G iR IR AE IR - (TNF -0 ) 4

837
2023 FEE 32 555 8 HE ‘@7

PEHARG



Chinese Journal of New Drugs 2023,32(8)

HiFA AR A R -6R (IL-6R ) #1055 45 . k& A
YER S —A RA /NG HIREE ) 24, 43 5 #E 2012 Al
2017 4EF A E M T RA BT HEE
R 2 T RA G IR . AL XS JEG 55 f L S
FURFSE o, 6 B A T LA O ) RA 1 I 3D
JE AR A Ay R B4 30% ~70%
BENRRRFIGIRE M. EARM R D FER B MG
J7 6 I~ H Boolean-3v iR %K 72. 8% , 5 B F 5%
25 LM

AR T L BRI YT 9 RA G K A1,
(] G5 3 A7 T FE TR A % RA 58 3 B 97 200 % L350
HZE, b RA B AR 25 W) ik B $2 Ak 3l o AT
5530 3 Xk R LR R T R B, ot R
J % K AL 5t DMARDs $K4T 500 1) (B & FE ik B A
VAT 5k B I R 2B A, BEAERF ST oK, &M RA
SR I 1 TR T I R 2B R AR . — T Meta
SHT R ER R AE YRR T ST, R
S B AR T R G TG HE A I R T A%
T R R MBS, TEEFRT RA B JAK 046500 £ &
BN LA FEE A T R B, IR RS AR T 5 JAK
A R R B e B 2 Y. Lk RA R
L FETE B A = A S G we i — D E Y

Wi e R H A5 02 4 58 DMARDs &2 46 13 7
5 FH B B3R 97 259, v] LA ek 38 B8 3 95 0 16 3,
(R LR R R B 45 o SR T 2 AT ST R,
WEMBES NI EMm AR EE" —m
Fek B T RA Ay B SE e S F 5% [ A 7, R 22
R M EZNRERLREBRERIRITA S L3
DAS28-ESR ZZfif , 5 AWM 5 45 K — 3, /R L1k %
AR ¥R 7 I K R B K2 ot I 2% AT BE AE 2 2F 9 e % i 7
[T TR

AW S R 7R, 15 55 DMARDs #5021 &
H AT A T R A A SRRt R S B v B I PR
WFST 3R , R0 AS B K B I PR 2% A 1) 8 35 A B HLAT X
T PR A5 I PR % M 25 R 5 4 2 i R A0 2020
A6 XU 2 2 RAJRYTHERE 2 U4 6 T H &
WERYRYT HCPU A BE DL Se e B 2B ) sl ) B A
DMARD Tfii 4l B¢ & 14 45 DMARD, {H if — 2 40 47 &
B, X T AETE 2 FhER 2 Fb L E AL 58 DMARDs G379
B AL 6 4~ H Boolean-3v 2 i K 4J5 hE
EF] 60.9% o BEAEA BF I WoR, 5k B A 45 H At
AW B, T XETR P RA VRT3 B
BT 2 M2 A R eAh AR g R

838
Cy" PEHMBRE 2023 F532 558

K RA B FBEE bDMARDs-IR i & fh 2k 5401
BAITAAAETE B FH ML, T RA B & BRAE
bDMARDs-IR & 0 f2& 75 23 52 i 8 15 2 A 97 2% H i)
FEEG I, 2 A ARSI A — 3, W B R
REABETE E— A aE s

AR FASAEAE — € S BRYE 8 5 A i 58 o L5
TSR | BB A I R I2 97 i B R R AT B B R
WA (PIGA) , A L, #£ 31 4 Boolean 2% fif i} SR H
Boolean-3v ZEf# 5 X, K44 A PtGA P4y, BEA 05T
$E7R 1€ Boolean-4v ZZff i (1) PIGA <1 [ FR il 12 F
JEHE, PIGA ST 838 e i) G IR 1 5 19 b i | s g A
<1 ek CRP<1 mg-dL ™' 22, 5z
I Boolean-4v ZZfi# F11 Boolean-3v ZE % 1Y) BB 3 & 75
B AR AR ( MRT) I 52 5245 27 A AE Tl B 42 UK P
PIJEM B 22 5, BAERET T Rt Y
AT ) Boolean 2% fiff bk M 4% 42 th , PtGA 1 3 LK
h<2,{H 5 ik F| Boolean-3v 5 fift it [ 35 M L , 24
AR I, PGA 2 R LN R K
A2 T SR A AR AR A 5 5 e K, I N B LS R
B FR R N RRE KT AT Z T 98 4 AN % PtGA
(9 B SRR E DR AN SR G T B 20 AN AT
5 hg B rp O [P BB 5T, FE A 3D R SRAT) 75
RFEAS 22 vt R B St SRR, A i PR 2 HT 46
R A R 28

ZE bR FEE A H T sk RA B E A K
U RORI R Ak, ok R BR R B B R BLAR 4
DMARDs H{HT /0 1 58 35 0 HE 62 A 50 A Bl T

[ & % x # ]

[1] ZHOU YS, WANG XR, AN Y, et al. Disability and health-re-
lated quality of life in Chinese patients with rheumatoid arthritis:
a cross-sectional study [ J]. Int J Rheum Dis, 2018, 21(9):
1709 - 1715.

[2] BANERJEE S, BIEHL A, GADINA M, et al. JAK-STAT signa-
ling as a target for inflammatory and autoimmune diseases: cur-
rent and future prospects[ J]. Drugs, 2017, 77(5) : 521 - 546.

[3] VAN GESTEL AM, PREVOO ML, VAN'T HOF MA, et al. De-
velopment and validation of the European League Against Rheu-
matism response criteria for rheumatoid arthritis. Comparison with
the preliminary American College of Rheumatology and the World
Health Organization/International League Against Rheumatism
Criteria[ J]. Arthritis Rheum, 1996, 39(1) ; 34 -40.

[4] FELSON DT, SMOLEN JS, WELLS G, et al. American College
of Rheumatology/European League Against Rheumatism provi-
sional definition of remission in rheumatoid arthritis for clinical
trials[ J . Arthritis Rheum , 2011, 63(3) : 573 - 586.

[5] PREVOO ML, VAN'T HOF MA, KUPER HH, et al. Modified
disease activity scores that include twenty-eight-joint counts. De-

velopment and validation in a prospective longitudinal study of



[10]

[11]

[12]

[13]

[14]

[15]

patients with rheumatoid arthritis[ J]. Arthritis Rheum, 1995, 38
(1): 44 -48.

LIU JJ, LIR, GAN YZ, et al. Clinical deep remission and relat-
ed factors in a large cohort of patients with rheumatoid arthritis
[J]. Chin Med J (Engl), 2019, 132(9) : 1009 - 1014.
TRAYNOR K. FDA approves tofacitinib for rheumatoid arthritis
[J]. Am J Health Syst Pharm, 2012, 69(24) . 2120.
FLEISCHMANN R, MYSLER E, HALL S, et al. Efficacy and
safety of tofacitinib monotherapy, tofacitinib with methotrexate,
and adalimumab with methotrexate in patients with rheumatoid ar-
thritis (ORAL Strategy) : a phase 3b/4, double-blind, head-to-
head, randomised controlled trial [ J|. Lancet, 2017, 390
(10093) : 457 —468.

KREMER J, LI ZG, HALL S, et al. Tofacitinib in combination
with nonbiologic disease-modifying antitheumatic drugs in patients
with active rheumatoid arthritis: a randomized trial[ J]. Ann In-
tern Med, 2013, 159(4) . 253 -261.

VAN DER HEIJDE D, TANAKA Y, FLEISCHMANN R, et al.
Tofacitinib ( CP-690, 550) in patients with rheumatoid arthritis
receiving methotrexate: twelve-month data from a twenty-four-
month phase Il randomized radiographic study [ J]. Arthritis
Rheum, 2013, 65(3) : 559 -570.

IWAMOTO N, SATO S, KURUSHIMA S, et al.
comparative effectiveness and safety of tofacitinib and baricitinib
Arthritis Res Ther,

Real-world

in patients with rheumatoid arthritis [ J ].
2021, 23(1): 197.

BRKIC A, LOSINSKA K, PRIPP AH, et al. Remission or not
remission, that’s the question: shedding light on remission and
the impact of objective and subjective measures reflecting disease
activity in rheumatoid arthritis [ J ]. Rheumatol Ther, 2022, 9
(6): 1531 -1547.

SUN X, LI R, CAI YM, et al. Clinical remission of rheumatoid
arthritis in a multicenter real-world study in Asia-Pacific region
[J]. Lancet Reg Health West Pac, 2021, 15; 100240.
KHADER Y, BERAN A, GHAZALEH S, et al. Predictors of re-
mission in rheumatoid arthritis patients treated with biologics: a
systematic review and meta-analysis[ J]. Clin Rheumatol, 2022,
41(12) . 3615 -3627.

EBINA K, HIRANO T, MAEDA Y, et al. Factors affecting drug
retention of Janus kinase inhibitors in patients with rheumatoid ar-
thritis; the ANSWER cohort study[J]. Sci Rep, 2022, 12(1):
134.

HEIMANS L, AKDEMIR G, BOER KV, et al. Two-year results
of disease activity score ( DAS) -remission-steered treatment strat-

egies aiming at drug-free remission in early arthritis patients ( the

[17]

(18]

[19]

[20]

[21]

[22]

(23]

[24]

[25]

[26]

Chinese Journal of New Drugs 2023,32(8)

IMPROVED-study) [ J]. Arthritis Res Ther, 2016, 18 23.
SHOUVAL A, LIDAR M, REITBLAT T, et al. Real-world ef-
fectiveness of tofacitinib in patients with rheumatoid arthritis: a
prospective observational study[ J]. Clin Exp Rheumatol, 2021,
39(6): 1378 —1384.

CAPORALI R, ZAVAGLIA D. Real-world experience with tofac-
itinib for the treatment of rheumatoid arthritis [ J]. Clin Exp
Rheumatol, 2019, 37(3) : 485 - 495.

MORI S, YOSHITAMA T, UEKI Y. Tofacitinib therapy for
rheumatoid arthritis; a direct comparison study between biologic-
naive and experienced patients[ J]. Intern Med, 2018, 57(5) :
663 - 670.

IWAMOTO N, TSUJI S, TAKATANI A, et al. Efficacy and
safety at 24 weeks of daily clinical use of tofacitinib in patients
with rheumatoid arthritis [ J ]. PLoS One, 2017, 12 (5):
€0177057.

BUGATTI S, DE STEFANO L, MANZO A, et al. Limiting fac-
tors to Boolean remission differ between autoantibody-positive
and-negative patients in early rheumatoid arthritis[ J]. Ther Adv
Musculoskelet Dis, 2021, 13 . 1759720X211011826.
PAULSHUS SUNDLISAETER N, SUNDIN U, AGA AB, et al.
Inflammation and biologic therapy in patients with rheumatoid ar-
thritis achieving versus not achieving ACR/EULAR Boolean re-
mission in a treat-to-target study[ J]. RMD Open, 2022, 8(1) :
€002013.

STUDENIC P, FELSON D, DE WIT M, et al. Testing different
thresholds for patient global assessment in defining remission for
rheumatoid arthritis; are the current ACR/EULAR Boolean crite-
ria optimal? [J]. Ann Rheum Dis, 2020, 79(4) . 445 —452.
BRITES L, ROVISCO J, COSTA F, et al. High patient global
assessment scores in patients with rheumatoid arthritis otherwise
in remission do not reflect subclinical inflammation [ J]. Joint
Bone Spine, 2021, 88(6): 105242.

STUDENIC P, ALETAHA D, DE WIT M, et al. American Col-
lege of Rheumatology/EULAR remission criteria for rheumatoid
arthritis; 2022 revision [ J]. Ann Rheum Dis, 2023, 82 (1):
74 - 80.

NAVARRO-COMPAN V, GHERGHE AM, SMOLEN JS, et al.
Relationship between disease activity indices and their individual
components and radiographic progression in RA; a systematic lit-
erature review[ J ]. Rheumatology ( Oxford) ,2015,54(6): 994 —
1007.

Gt E/EZH H:2022 12 -21

Ay
PEM DG 2023 F5H 32 EE 8 ‘



