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# E BM MERERHRRESAIES T EEGHEENEXLT L (RAMIGRT A Fe 24K, Fik £R2021F1A18 %
202241 A 1 B#FK T AR E B RGE %5 A0S 69 XE S PERA B 1204, 45 18 14 L IAAL 5B ik 4 AL B4iA= C 40, 448 40
B, AMBFLTRBGRICESH KRB AERER  BAEZL THMBICEER K +F R85 ), CAEF 4T MBI ILER
TR+ARRKFE R 3AEZEYEL NGB OAMAR . MR IAEF TR, %7 0 6 69 % Ik & 3 372 28(DAS28)  Sharp 3 4 F= AL
& AR 4r 4m B0 5 % (ESR) \C- R % & (CRP)]. S 9 35 45 £ KGR B F (RF) (W ERNABL % IR (CCP) AR fniF 20 I B T 35 45 @
w7 6(1L-6) ik 98 37 58 B -F o (TNF-a) R -F, 83 38 77 A1) 69 R BORL S & A HE oL, 85R #9756 ,A 41 ACR50 ACR70 % 41k
#1385 %5 T B.CL(P<0.05),3 40 % % 49 DAS28 #F %, Sharp #F 5~ A B A AL | 9% | fo i 20 e B F 35 45 39 B 34K T B 4038 97 37
(P<<0.05), FLEA 74 77 B ) 3E K 32 7 AR ; A 28 % %08 97 6 A A B 69 DAS28 3 4 . Sharp 3 %~ \RF , 3 CCP 34k \IL-6 \ TNF-a 7K -F 3%
REMRTB.CA(P<0.05), 3B GIE ToorRet G Y A M EDRTHAKELARIE, ZRHAATFE
L(P>0.05), 5L FekBA KSR A ESG TS W RA 097 e % A BT,
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Clinical observation of tofacitinib combined with hydroxychloroquine in the treatment of refractory
rheumatoid arthritis

WANG Mingjie"*, XU Fengjin',ZHANG Yan', XUE Yan’(1. Dept. of Rheumatology and Immunology, Hengshui
Municipal People’s Hospital, Hebei Hengshui 053000, China; 2. College of Clinical Medicine, Hebei Medical
University, Shijiazhuang 050017, China;3. Dept. of General Medicine, Hengshui Municipal People’s Hospital,
Hebei Hengshui 053000, China)

ABSTRACT OBJECTIVE To observe the clinical efficacy and safety of tofacitinib combined with hydroxychloroquine in the
treatment of refractory rheumatoid arthritis (RA). METHODS From January 1, 2021 to January 1, 2022, 120 patients with
refractory RA were selected as the study objects. According to the principle of random allocation, the patients were divided into
group A, group B and group C, with 40 patients in each group. Group A was given Tofacitinib citrate tablet + Hydroxychloroquine
sulfate tablet; group B was given Tofacitinib citrate tablet + Methotrexate tablet; group C was given Tofacitinib citrate tablet +
Leflunomide tablet. Three groups were given relevant medicine for 6 months. Therapeutic efficacy and disease activity score 28
(DAS 28) of 3 groups as well as Sharp score, the levels of biochemical indicators [erythrocyte sedimentation rate (ESR), C-
reactive protein (CRP)], immune indexes [rheumatoid factor (RF), anti-cyclic peptide containing citrulline (anti-CCP) antibody],
serum cytokine indicators [interleukin-6 (IL-6) and tumor necrosis factor-a (TNF-a)] before and after treatment were observed; the
occurrence of adverse drug reactions during treatment was recorded. RESULTS After treatment, the proportions of ACR50 and
ACRT0 patients in group A were significantly higher than groups B and C (P<<0.05); DAS28 score, Sharp score, biochemical
indicators, immune indexes and serum cytokine indicators of 3 groups were significantly lower than before treatment (P<<0.05),
and gradually decreased with prolonged treatment time; after 6 months of treatment, DAS28 score, Sharp score, RF, anti-CCP
antibody, the levels of IL-6 and TNF-« in group A were significantly lower than group B and C (P<<0.05). There was no
significant difference in the incidence of diarrhea, nausea and vomiting, leukopenia, rash, abnormal liver and kidney function, or
dizziness among 3 groups (P>0.05). CONCLUSIONS

Tofacitinib combined with hydroxychloroquine shows good
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BT 4 (theumatoid arthritis, RA ) J2&—Fii
ANHI, AR X FRPE 220G R 2 R R B Y
PEPE A B Ve F B e RS | e 2] S EOCTT T AN
IRETER TR 0 ER R 2 0 0.28%" . BRI BT
K2 (disease modifying anti-rheumatic drugs, DMARDSs ) /&
IRYT RA WY T L 259) , P A 42 ] S AE PR 7 A HE 1ok 4
Tl 9EAE SN, AEGEP Ik Jre™ . AR5 R IR, 1A 80% 1Y
RA 3 A #4530 Jl DMARDs %706 4 A, (H1k 211 K
A1 FLA EIAS J2 309%™, B3I PR 12 I B2 S8 285 X5 114
AR JE . DMARDs i FH 1457 2 1R 18] AN 17 45 Ji
S ARSI R E TR THEAERA L HAT, X Tk
IAPERA M TG —E Lo A2 E NN, 4445 DMARDs
MAEIRYT 2 6 > H Bi2E Y DMARDs ML ifyT 20 3
A RA AT GE 1K 21 I PR 22 it 8o 1 473 40 v
o BE TS S MR Z A MG PE RA™Y,

M504 5 R KRR 2 DMARDs 12 4/EHIZ54)
EPIE VR HIBILHIAS ] o FH 2 1 ot 4 L
PERITVEA, B BN IATT RA MIRRIEZS ), N iR s7
W RA Y B %8 DMARDs, SR HOKRRE 40 S 4
JLC R IR AR VR R, AT DAy Y R ek
BRI 32 AR, FEIE B 2 —F Janus i (Ja-
nus kinase, JAK) #1157 , J& T-#£ [v] DMARDs, AJ LA i
I TAK BEIR AT 52 A5 556 T3 B 95, AT
BB e P E Y 2 3E T A R T RO
SO H IOV i 52 1% vp B 22 1 BEVE 3l M RA AR AR, ]
5 TP IR BOR UK 5 A5 HAU AR A % DMARDs Bk fiff
FHM, R T 4 B AT AR W) 2R PTE2Y , Al Al
HE R, 2 e R P92 %) DMARDs™ . 215
WFFT I, F2 50 n] LU 3a i i 45 5 S R s [
- 3 (signal transducer and activator of transcription 3,
STAT3) FA 16 M T 400 ] S E S L, REVR YT RA A5 A B e jie
PP BA BRAE TS o St ARSI TR A
IS S e X JAK-STAT {5 8 s (- A T, L 2 e
W R UK X IR Y 1B A ik & 2 TR
FPMEIRTE RA BYF7 ORI 2%, BT MER T RA B R
IR IS
1 #EREFE
L1 BAETFEAE

MK AKX n=2X[(a+B) oS I A, 3
T & KR BRI X3, o s BMATR 1 22 BUHAR THE,
o B NFIRRN B uff . BTEIRIT 3D H e AdLEE
A% C- [ i % 1 (C-reactive protein, CRP) H B 21l C 41 &
HZ %5 mg/L, [RIIN 45 5 IR T RA B 1 SEBRT L,
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M CRPARMEZE 2R 20 mg/L, ZLR A0 1 2RES R EY
WERR M 5% 40 T AR RSN ) 10% , 15 B4
ARG AT n=2X [(1.645+1.282) X 20/4]*= 14,
DA MEE 1A G

12 WMNSHERRIRE

AR B ATRE R - (D) FF A 52 B KB 2
(American College of Rheumatology , ACR)f&1THJ RA 5
Z& 5 o AT (1) JR I Bt XU 9% BE 28 (European League
Against Rheumatism, EULAR) i) RA 70 5FR#fE"; (2) 7%
EXMEEYERA B BbRIE"

AHEGEHEBRAR N - (1) & =T Re i &
(Pt > 3 A% IE B (E 1B ) 5 (2) v e B 3% 3 [ 21 2 1
(hemoglobin, HB) <90 g/L]; (3) 454 A0 2 4 5 (4)
G IR e R A (B) 18R/ R R B R () ™ R
5 (6) G I Y (7)) I ZL I ST RN A2 ; (8) %%
2P R i (9) AR <18 B
1.3 WRITEK

PEHL20214E 1 H 1 H 2202241 A 1 HAKHT AR
= Be A S 2 BHICIA IO XETR 1 RA F8 5 120 191] , 44 i ]
BARELAYEC T 50 A 4L BALAI C 4L, 441 400, 341
B R TEN AR AR 5 %L (body mass index , BMI) %5
TR HL, 22 R TG i L (P>0.05) , A AT I
PELANER 1R o AWESE 7 S 28 BE e BE AR B 2 1 23 it
W, SCPES 5 2020-1-034, JIr AT A B Y28 T A W)
=

x1 3HBEM—MER

Jil Adl(n=40) B41(n=40)
FERI/A(%)

i 19(4750) 17(4250) 18(45.00)

j.did 21(5250) 23(5750) 20(55.00)
Eh(its)/s 8324394 4620404 41284388
BMI(r +5)/(kg/nt) 556128 2984130 B2I£L19
(vt A 3261125 337417 404173
BIRE(%)

BlLE 10(25.00) 11(21.50) 13(3250)
] 13(32.50) 12(30.00) 11(27.30)

1.4 R#HAFE

AW B TR FEIE B AT [/ 5 1E KK g 1l
25 MRS A, [ 2 oE 5 H20203348, A% 5 mg (4%
CieHaNeO 71)15 mg, & H 2 3, H IR+Bi iR 4 s (I
T 2 rh g 258 R W), [ 2405 H19990264, KAk
0.2g)0.4 g, B H 2K, Mk, BALRHE S THBIRITE
Bt i HIE LA A 24 +H 8808 i (1 L 25 (510
2T A PR F), E 2 1E T H31020644, BLA% 2.5 mg) 10
mg, FEJE LI, IR, CHLBH A TR FLIE B A A
CHHE: A A 2H) + R KRS IR MR AE-IREIL I 25 A

CHl(n=40)
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B\ ], 243k H20000550 , BA% 10 mg)20 mg, 7§ H 1
W, k. 3HBFERNESNZ 6 H . 2R L
NAEOUI S R 24 2 (1) 15 1 2 LR (N S 3597
FHE R ; (2) B A (HB<90 g/L % HB [ >2
g/dL) 5 (3) b L4 230 it 246 XoF 31850 K v MR 4t 3450 <500
ANmm’; (4) JFFE > 3 A5 1 E - BR ; (5) WU i ik 52
LA 50% ; (6) A5 A% AL AP RIS REIRE S
1.5 WERIER
151 ImRSTRL

R T ACR 1 2 19 CACR S5 R bl ) VT Ik YT
o bR UETENY B9 FE B A5 5 1R 9 X (tender joint
count, TIC) . &5 i k%X (swollen joint count, SIC)
W AEAEHLIT43 (visual analogue scale, VAS) | HEXT H Al
P VAR PE A | 2= ) i 1) S AR P43 (e
PEA ] % 3 A7 (health assessment questionnaire, HAQ) |
S T SN I [CRP S 41 41 B TR (erythrocyte sedi-
mentation rate, ESR)]. F:A, TIC.SIC B3 20% LA K H:
fib 5 4~ Fg b b 204 3 Wk 3 20% WA ACR20, Bl 3%
50% F170% 43574 ACR50 Al ACR70",
1.5.2 KCHIGshE

S TFIRITRIANAYT 1.3 .6 B SR B 1 2h &
P43 28 (disease activity score 28, DAS28) P-4/ B & 18 5%
WIS, 2P H S AR 28455 TIC .SIC.,
ESR i # A B 3P Af , 157 2 X8 DAS28=0.56 X
V 128+0.28 X1/ sw28+0.70 X In(ESR) +0.014 X GH DAS28 ,
Horp, 128 %R TIC, sw28 /K SIC, GH DAS28 /R U4
xf H TR S AR BLITEA (W52 0~100) . DAS28<2.6
I RINIIR R, 2.6 5> <DAS28<3.2 /M R R BIRIEIE
8l , 3.2 4y <DAS28<5.1 43 3 /% #2916 3
DAS28>5.1 43K /n P BTG 3
1.5.3  AAb e RN 40 i T8 dw

S TFIRITRTANAYT 1.3.6 ™ H BN s 2 I
JoK It , A5 A fb 45 FR (ESR (CRP) 2 F5 b [ZEXE R -
(rheumatoid factor, RF) T I JNZ 2 £ Ik (cyclic peptide
containing citrulline, CCP)$T {41 IfiL 75 40 i P51 [ 11 240
4~ % 6 (interleukin-6, IL-6) . {983 ¥R FE K 7 o (tumor ne-
crosis factor-ac, TNF-a ) 7K
1.5.4  Sharp ¥4

SN THRIT R ANAYT 6 4> IR 1] Sharp PP EH
BE P FHEBEBIAEI . 2P — 8
&l QI HRMA 053 QN I BRI E KRN 555
QT WH Z AR 1~451, (2) K A% OTCRAE N
053 @R A7E 143 s @vRig ez HL i AL <50% 4 2
O3 @VRIERAE HIRIF >509% J 355 s O R 455 LI

TEZG; 20244555 35 55 6 1]

(D)+(2) 3534 A Sharp P43, 435508 &5 28R T i
TR e i
1.5.5 AR ARG

SR H A R ROV RSO, 46 2 B0 K
-GS S AR DR S A
1.6 SitEHZE

K HI SPSS 22.0 B X B AT Gt o3 . AF S
EAM G ORA M (P, Prs) i . R FHAES RO
55 A7 B IE A0 BT OB x + 5 2R, SR FH L XA
A R LRI 2R T 22 5 B S SR i Y 5 25 5307 5 TR
BORLR R B 9% R R xR, KK a=0.05,
2 H#R
2.1 3HEBEMIGRKRTHELE

AT IS, A ZH ACR50 , ACR70 & % L34 B & & T
B.C#1(P<0.05),3#1[A] ACR20 & # 0] LA K B C 4
] ACR50 ,ACRT70 & L] Fb 45, 22 ¥ ot t24 s X
(P>0.05), Z5HHFE2,

x2 3HBENIGKRTHLEH(%)]

413 n ACR20 ACRS0 ACRT0

A4l 40 36(90.00) 33(82.50) 21(52.50)
B4l 40 34(85.00) 24(60.00)° 12(30.00)°
(ol 40 37(92.50) 22(55.00) 11(27.50)°

a: AL L#R, P<0.05,
22 BHBEHEEITHIRNXTENELR

JRITHT, 3 41 % 1 DAS28 TE 43 b 4%, % F T 483t
FR Y (P>0.05), BTG, 3B B DAS28 14314 i
FAR T R ZHIB 7 1T (P<<0.05) , ELFHIAYT I 1] 2 K3
FEAR 5 3697 6 1 H I A 4185 11 DAS28 TE43 i KT B
CZH(P<<0.05) ;7697 1.3 H B, 341 58 1 DAS28 14
J G976 H BF B .C A DAS28 PE43 L4k, 22 4T 5E
P2 L (P>0.05), Z5RWF3,
£3 BHBHEBTHENXLENELRE (x+s5.5)

gl " ] i 1A i3 A 6]
A4 40 6892102 567084 4835074 2832068
B4 4 6932101 STA087 4924077 3454084
4 40 6.88+0.98 ST8+088° 4972079 3584072

a: FGRIAAYTHT LA, P<<0.05;b: HAZLFI LA, P<<0.05,
2.3 BAEBEBITEIREN  RENIMELMEFIEIR
bk

TRYTHT, 3 AR E A=A oy LG 20 R F8 b
FL#s, 2 3B G248 L (P>0.05) . RI7 )R, 341
A AR G AL 20 R T e Ar ) B K R Ah
JTHT(P<<0.05) , HLBETAYT E ] 4E K 20 T AR A 2L A
1697 3~ H % CRP .ESR . IL-6 . TNF-a /K-, 3397 6 P H
i) RF . $T CCP Hif& \IL-6 , TNF-a /K V-2 i Z L T B.C
2 (P<<0.05) ;B .C LM LiRFabs SR yT 1A I 34
AL G R I AN P TR A LR L 25 R TS
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H2EE L (P>0.05), 45504,
R4 SHEBRESGTEIREL REMMDFAEEFER

b (x+s)
fil7 il B Af(n=40) B# (n=40) CHl(n=40)
RF/(UlL) Neigi| WTAERD 2093244853 2273043654
T IAA 1982314030 189.04£3842 1953814472
B4 133.01£37.98 472084448 14920£3987
Br6AA 9430+18.42° 12229417340 12929%1638"
FiCCPHfR/(RUML) 197 R 1258241932 1302742234 1276742348
A 108.32+18.32° 102941744 10420+ 1947
A 78421482 80781582 8233+ 1582
Br6AA 462341042 60221328 5823£9.82°
CRP/(mglL) BT URE173 33,90+ 1648 3185158
T IAA 203241232 213941038 19324942
B4 9334283 15822673 1732£740*
Br6AA 639+ 1.84 441274 794£384
ESR/(mm/h) SRITA 56421934 557342034 5933+2147
T4 4029£1832 387841485 37841638
A 2078+ 14.80° 3029£1032°  31.90£13.88*
Br6AA 17324832 2120+942° BT
L-6/(pg/mL) R 378411032 402341040 412141032
T4 302841032 8091137 29844942
B4 1782842 2548+9.78" 26321049
Br6AA 1024£420° 1729£582% 1835£637*
TNF-o/(pg/niL.) R 27841742 25904842 2878494
T4 2029£539° 2375603 NAESTH
A 1234473 164213 89 15882430
Br6AA 5824182 942 +247 894239

a: 5 [FZHIAY I 8, P<<0.05;b: 5 AZH [F] He 4, P<<0.05,

24 3HBEETRIER Sharp itk

IBITHT, 3 4L ) Sharp 14 HLER , 22 R ¥ 41T
2R L (P>0.05), JRYT 6 H B, 3 41 8 19 Sharp 1T
Ay ¥R ER T RYEATT R, AR E KT B.CA(P<
0.05), 1 B .C 4l k#4522 F G2 5 X (P>0.05) . 45

RS,

R56 3HEEEEFFRIG Sharp iES LB M (Ps, Prs) , 53]
1) HIF WE6 A

A#l 40 32.67(15.00,7942) 15.23(8.00,63.42)°

B4 40 3048(10.00,82.32) 23.22(12.00,70.24)*

4l 40 28.42(11.00,75.34) 2430(11.00,82.28)*

a: 5 [FZHVAYTFIT HL#, P<<0.05;b: 5 AZH R He A, P<<0.05,

25 3SHBEFARRNEEZILR
3L B RYIRTS SO MK AR > B2 IR

TIRESE W Mk B R AR LA,

0.05), ZRIFEG6.

SRS R X (P>

®6 SHBEARRMEREZRLR[H](%)]

e S B AAEES  RE RURERE kB Bt
AZL 40 205000 205000 102500 2000)  3(750) 12500 11(2750)
BAL 40 3(750) 102500 12500 205000  3(750) 205000 12(3000)
CAL 40 2(00) 102300 20500 1250)  4(1000)  1(250)  11(2750)
3 it

RA 5 Z TP G 40 M S ST AN Y 572 5 D RE R A
DIAH M, I RA IR YT LU 98 A B G 28 S
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F 5 LA 25 SRR 258 . X T MEVATE RA
TABNIRIT T 5. B¥HIWN, 765G DMARDs if
J7 FERH b35S —Fh s 22 Fh DMARDs (40K UK 4 M
RBEMLNE F2 M ST ) RS IG M RA AR, (B
KN Z R/ 25245 Rl ok — e AN RAEHT, tn
J T8 N DI b 45, S A A A 0 B e

FELL A L3 5 G 25 A JAKL FIJAKS 94 H
7 15, BHIT JAK-STAT 55538 K , &2 BHIBT 98 0E S e 3L
N VEF , AT 28 A RA (REAR™ . FEL B A 5 — i
&4 (adenosine triphosphate, ATP) 74544 | EA & 1Y
AR, AT DL 55 4 Pk 30 ) JAK B ATP &5 45 037 55, BELIT
JAK W R A X T Ui STAT A9 B R £k , M\ 17 BH T JAK-
STAT R IR R ™ BT A1 18 w] 47 B ik I 48
ML DIRE , B B BTy = AR, —3 T I R
iR oR B A RAIRYT 6 N H Ja , A ik )
ACR20 S ACRT0 (1 He A5 12 i T FH 2 S vy B2 2 []
T PR AR 25 B A 0] DA AR R e if ], H S A Sharp 1
P NS SRR TS SIMERA R T B
EROR B T HEIA T RA AT HRIE 50 I R
# FAYAEA: %) DMARDs, X1 il 60038 52 o HAT — 22 B
BT RA R G ELL BRI S5 G MBI )2 o
BEE I TR A 38 B T P2 s A oAb T (1
FHBLE], 4 Lyu S "WF 58 7R T F2 500 il 3 JAK-STAT
{5538 B K FE BT MR N o Varma 25 0F 58 B, A
s ] LA S 0N T T AT R T I T AT N A5 A P
STAT3 T 14 , 15 3 41 i 51k 1Y) 2 06 4 S Vs A7 E — 32 11 26
B, XN FR M T BE ST JAK-STAT 15 51 i & 15—
FE R IEEEVE

AT 45 R R, A 2089 ACR50, ACR70 2 L 7]
K& T BCA, X RRFRIL A IS 2 s (1 B A
JP RS o RT3 L 1 DAS28 P14 . Sharp P41
ARG AEAY Bgze | I3 40 M PR 78 A 34 o 2K T R 49
T, BEVRYT I T SE R B TR, HL A 2R AT 61 H
i () DAS28 ¥4 . Sharp 143 . RF . it CCP Hii {4 . IL-6 ,
TNF-o /K2 B E KT B.CAL, XN LB A 7
SN AT I S BTG AR 0 /K-, R R e AR, 3
HEBH TS GO | A 4> | 522 B B D Rg
S MGk B R AR, 2 R G R L X R
R AR PR & Ak AT

25 TR SRR A A R AR MG PE RA Y
JP RO T . R FARMFR M REA R D |
NS RIBE T, OIS S50 5 e Sep e i — e S
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