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JAK Inhibitors Therapy for Rheumatoid Arthritis: An Overview of Systematic Reviews
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Hospital Affiliated to Anhui University of Science and Technology/Bozhou People’ s Hospital, Anhui Bozhou
236800, China; 2. TCM School of Bozhou College, Anhui Bozhou 236800, China; 3. Dept. of TCM, Bozhou
Hospital Affiliated to Anhui University of Science and Technology/Bozhou People’ s Hospital, Anhui Bozhou
236800, China; 4. Dept. of General Medicine, Bozhou Hospital Affiliated to Anhui University of Science and
Technology/Bozhou People’s Hospital, Anhui Bozhou 236800, China)

ABSTRACT OBIJECTIVE: To overview the systematic reviews on JAK inhibitors in the treatment of rheumatoid arthritis (RA),
and to provide evidence-based basis for the treatment of RA with these drugs. METHODS: The Cochrane Library, PubMed,
Embase, CNKI, Wanfang database and VIP were electronically searched to collect systematic reviews of JAK inhibitors in the
treatment of RA from inception to Dec. 2020. After data extraction of included systematic review, PRISMA statement, AMSTARZ2
scale and GRADE were used to evaluate the report quality, methodological quality and the level of evidence for outcome
indicators. RESULTS: A total of 12 systematic reviews involving 103 outcomes were included. PRISMA score of systematic
reviews was between 17.5 and 22.5, and the reported quality defects were mainly reflected in scheme, registration and other
aspects. AMSTARZ evaluation results showed that there were 6 studies of low quality and 6 studies of very low quality, without
high-quality study and medium-quality study. GRADE assessment results for outcome indicators showed low to medium quality of
evidence. The summary of evidence showed that compared to placebo, JAK inhibitor could alleviate various indicators of RA;
compared to adalimumab, the advantage was not obvious. JAK inhibitors did not increase the incidence of serious adverse events,
but the systematic reviews were inconsistent in their effects on the incidence of total adverse events and liver injury.
CONCLUSIONS: The efficacy of JAK inhibitors in the treatment of RA has certain advantages over placebo, but more studies are
needed to demonstrate the efficacy of JAK inhibitors in the treatment of RA compared to other drugs; the advantage of safety is
uncertain.

KEYWORDS JAK inhibitors; Rheumatoid arthritis; Overview of systematic reviews; Efficacy; Safety
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M0 Y NN N NNNNYNY Y Y NN N i
AMENN0Y Y NNPY Y Y Y Y Y Y Y Y Y Y Y N {§
WEMNEY Y NNPY Y Y Y Y YV YV Y Y Y Y NN £
P20 Y NNPY Y Y N Y Y N Y Y Y N N N
AMEN9Y Y NNPY Y Y N Y Y Y Y Y Y Y Y N
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Tab 5 Grade of GRADE evidence in included systematic reviews

F-EARERED SRR (A RR/OR/WMD(95%Cl) FiltE A5 (535 it LERE HERE
He 2013 LRI S mg vs. TR
TIT 3T ACR20 B (5) 1.65(1.08,2.53) -1 -1° 0 0 0 1%
1897 6/ ) ACR20 8 141l (3) 1.09(0.89,133) -1 0 0 -1 -1 i
73 H ACRSO B LI (3) 1.95(1.00,3.80) -1 0 0 -1 -1 1
FEEAE 10 mg vs. TR
TIT 3N H ACR20EHHL(5) 197(132,292) -1 -1° 0 0 0 it
AT 64T ACR20 B H M (3) 1.11(0.91,136) -1 0 0 -1 -1 8
TRI7 3] ACRSO B H(3) 235(126,438) -1 0 0 0 -1 i
KRR
AEREE(S) 143(0.68,3.03) - 0 0 - 0 it
Wang 2020" ACR20 G ILH(15) 2.03(187,2.20) 0 -1 0 0 0 ih
AERHER(17) 1.09(1.05,1.13) -1 0 0 0 0 i
SAE & H:#(18) 1.11(0.86,1.42) -1 0 0 - 0 g
BPRAER(1) 1.34(1.17,152) 0 -1° 0 0 0 th
PEER R (14) 142(0.93,2.17) -1 0 0 -r 0 s
AL KR (10) 257(143,462) -1 -1° 0 0 0 1K
Kunwar 2018"" ACR20EEHMH(3) 2.09(1.60,2.71) -1 0 0 0 -1 it
ACRSOHEAHLAH(3) 230(1.68,3.15) -1 0 0 0 -1 ig
ACRTOEHHM(3) 405(2.54,6.44) -1 0 0 0 -1 I
DASI8<32HAHM(3) 3.20(2.14,4.78) -1 0 0 0 -1 ig
AERER(4) 1.03(0.80,1.34) -1 0 0 -1’ -1 i
SAE 1 (4) 0.68(0.37,127) -1 0 0 -r -1’ 1
PR (4) 098(0.27,349) -1 0 0 - -1’ 1
RS R (4) 234(027,2047) -1 0 0 -I -1’ i
Kawalec 2013 YRR v AT
ACR20E#HLHI(8) 0.43(0.34,0.55) -1 -1° 0 0 -1 g
SAERAE%(7) 0.81(031,2.14) - -1° 0 -1 -1 i
WIS AR, vs. SR
ACRSOEAHLHI(2) 0.65(049,087) -1 0 0 0 -1’ i
Song 2014 FEHHIE S mg vs. X RAL
ACR20EAHMH(3) 2.445(1.229,4.861) -1 -1° 0 0 -1’ i
AERAH(3) 1.091(0.387,3.081) -1 0 0 -r -1 A
SAE&E%(3) 1430(0.293,6.971) -1 0 0 - -1 i
IR (3) 1.626(0.580,4.560) -1 -1° 0 -r -1’ i
PR R (3) 0.709(0.075,6.695) -1 0 0 - -1’ i
FEEESE 10 mg vs. ERAL
ACR20 AL (3) 2.597(1514,4455) -1 -1° 0 0 -1 1
AERER(3) 1.285(0.481,3.430) -1 0 0 - -1’ g
SAEJHE(3) 1.035(0.177,6.045) -1 0 0 - -1 A
R (3) 2.133(1.268,3.590) -1 0 0 0 -1 i
PR R R(3) 0.624(0.066,5.900) -1 0 0 - -1’ i
A 2015 TRI7 3 ACR20 B HHI8) 192(1.42,2.59) -1 - 0 0 0 i
HBIF 34 ACRS0 B LI (8) 3.07(2.56,3.67) -1 0 0 0 0 i
973N H ACRTOBEHHI8) 3.88(2.87,524) -1t 0 0 0 0 i
I3 DASSS3 2 B EILA(S) 2.69(1.63,441) -1 0 0 0 0 th
TI7 64 A ACR20 S HI7I(8) 1.97(1.74,2.23) -1 0 0 0 0 i
TRI7 6/ ACRSO B HI(8) 2.06(1.80,237) -1 0 0 0 0 i
BT 61 ACRTO B (A (8) 479(247,929) -1 -1° 0 0 0 i
AT 6/ I DAS2832 BB HA(S) 739(3.92,13.93) -1 0 0 0 0 if
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SAEHE(3) 0.62(031,124) -1 -1° 0 - -1 1
X 2020° ACR0AEHILH(S) 1.85(145,2.36) -1 2 0 0 0 i
ACRSOBALH(S) 238(165,3.42) -1 -1° 0 0 0 it
ACRTOEFHM(S) 251(1.52,4.14) -1 -1° 0 0 0 1K
DAS8<32 A 1Ll (4) 483(3.20,7.28) - 0 0 0 0 i
AERIEH(S) 105(094,1.16) -1 0 0 -1 0 1K
SAE R E%(4) 0.90(044,1.86) -1 0 0 -1’ 0 I
A 2018 FEEHIE S mg v, ZRIH
1973 ACR20 B I (9) 377(274,5.18) -1 -1° 0 0 0 i
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GFR5

Continued tab 5
FEHREEF D SRR RR/OR/WMD(95%Cl) bR A5 (53 i ] LM HERE
767N ACR20 HEHLI(9) 2.48(187,3.29) -1* 0 0 0 0 h
FEERIE 10 mg vs. TRIA
T3/ ACR20 B HLI(9) 452(3.75,5.44) -1 -1° 0 0 0 i
T 64T ACR20EEH(9) 334(2.67,4.18) -1 0 0 0 0 i
=Y
AERHER(9) 143(1.02,2.01) -1 0 0 0 0 if
SAE £ 2:5(9) 0.94(0.58,1.51) -1 -1° 0 -1 0 i
SRR (2) 1.08(0.15,7.81) - 0 0 - -1’ i
20207 ACR20EHILFI(7) 1.69(1.58,1.81) 0 0 0 0 -1’ i
ACRSO A HM(7) 253(2.03,3.15) 0 -1 0 0 -1 it
ACRT0EEILL(7) 420(2.91,6.07) 0 -1 0 0 -1 1%
DAS8<3 2 A7) 241(2.17,267) 0 0 0 0 -1 i
DAS28<3 2B L 17(6) 3.02(2.60,351) 0 0 0 0 -1 i
AERHER(T) 1.15(1.09,122) 0 0 0 0 -1’ i
SAE R (7) 1.62(1.11,238) 0 0 0 0 -1 i
YRR (7) 1.26(1.13,1.40) 0 -1° 0 0 -1 i
FERR R (7) 1.60(0.85,3.01) 0 0 0 —I -1 i3
TSR ER(T) 1.73(0.86,3.48) 0 0 0 -1t -1 i
JEf R (7) 129(0.92,1.81) 0 0 0 - -1 i
AR 2019 ACR20HHIL(8) 3.37(2.80,4.05) -1 0 0 0 -1° i
ACRSOFEAHA(8) 3.78(2.98,4.78) -1 0 0 0 -1° it
ACRT0EZHN(6) 431(3.05,6.09) -1 0 0 0 -1° i
DAS28<3 2B I (4) 3.86(2.98,5.00) 1 0 0 0 -1° it
AEJRIEH(S) 1.33(1.11,1.61) -1 0 0 0 -1° i
SAE K /E%(8) 1.08(0.65,1.80) -1 0 0 - -1° e
B (7) 143(1.12,181) -1 0 0 0 -1° i
TER R R A (6) 1.23(0.46,3.25) -1 0 0 -1 -1° i
TS ER(S) 1.02(0.39,2.66) -1 0 0 -I -1° A%
Btk 2 (4) 146(0.64,3.31) -1 0 0 -1 -1° S
02018 BRI EIE 2 mg vs. TRIA
ACR0EHHM(2) 281(2.10,3.76) -1 0 0 0 -1 i3
ACRSOEELf(2) 3.23(2.20,4.76) -1 0 0 0 -1’ i3
ACRTOSAILH(2) 8.16(4.00,16.68) -1 0 0 0 -1 i
ORI 4 mgvs. TR
ACR20 %[ (6) 3.16(2.68,3.74) -1 -1 0 0 0 i
ACRS0 A HA(4) 334(2.45,4.59) -1 -1° 0 0 0 i
ACRT0EE L [(4) 442(250,782) -1 -1 0 0 0 i
R
AEHE#(6) 1.34(1.14,1.59) -1 0 0 0 0 h
SAE B (6) 1.00(0.65,1.53) - 0 0 -1 0 1%
Rk (4) 146(1.19,1.79) -1 0 0 0 0 i
PR RAR(3) 1.30(0.46,3.68) -1 0 0 ~I -1 i
TRAE R (4) 391(1.38,11.07) -1 0 0 0 0 i
iHE 20197 FEERIE S mg vs. BT AR
T3 ACR20 B EILAI2) 127(0.83,193) -1 -1° 0 -I -1’ 1K
HIT 6/ ACR20 B HLII(2) 1.04(0.96,1.12) -1 0 0 -I -1’ A
W7 34N ACRS0 8 HAl(2) 151(1.13,2.01) -1 0 0 0 -1 A%
76/ ACRS0 B HA(2) 1.13(0.92,139) -1 -1° 0 -1t -1 i
WIF A ACRTO B HAI(2) 157(0.90,2.72) - 0 0 - -1 i
BT 6 ACRTOBZILAI2) 1.54(0.88,2.72) -1 -1° 0 —I -1’ A
ﬁ:&i%)@ 10 mg vs. P A
I 3T ACR20 B EHAI(2) 1.39(0.75,2.59) -1 - 0 -I -1 A
AT 6 ACR20EZHHI2) 1.11(091,1.36) - 0 0 -1 =1 e
19734 ACRS0 B HoAI(2) 1.57(0.80,3.09) -1 -1° 0 -I -1 i
I 61 ACRS0 B LM (1) 1.25(0.93,1.69) -1 0 0 -1 -1 S
W73 ACRTO B HAI(2) 2.84(0.81,9.96) -1 -1’ 0 -I -1 A8
7 6/ ACRTOEE (1) 242(145,4.06) -1 0 0 0 -1 B
TR97 3/ DASI83 2B LM (1) 3.61(086,15.23) - 0 0 —* -1 1K
7 6/M ) DAS8 <32 B EHLA(2) 1.05(0.76,1.45) -1 0 0 -I -1’ gl
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2.5.2 JRYHEEHIRY R AR SRR kAR R
HEAT T A IR0 A R IR IS AR Y K A
FXFREZLN - 101 1 RS Bos h FHFEIE RSB 5 mg 4
JE R FEFN B2 22 S TC G T4 X T e
JE 10 mg 3030 2H B G kA 3 i X IR 6 R 5T
Xof P R R R A T T A I b, A5 R RS R e 2H AN
Xif HE 20 25 5 JoG 2 S ot
2.5.3 HREEMIF R AR 6 RBFTE AR A
R RYAT T A4 Ao Horp 2 5 R il i 4l
RARE XA, R AR B RER LG E
ST 2 RS A K A AT T A IR AT, A
T RIS A A IR 2 25 S TGt T2 T,
3 itig

B I 15 2 A A I DA ST B R SR 1) — il B 2B, O
TSR RN . HE, & TR RGN O 2 Oh IR IR
PSR 1 AR, AEL A T LA [ N A ) R GE PN 43
B 45 0 SR B R AR R GEVEAN BT A OO IR
BE2E R I — PSR BT R A R, A R
AIPLH: NRCT B RGP, 12 RGN FPFANY, FELE
[ 2 P I B 5 A5 LA AS T S 4R R AR Y AR 5 X
JAK I FNEYY RA WA JE & M RGN 1 T
TP , ] il PR FH TAK 3R R1697 RA H2 it o m] ¢
A

AWFFE PRISMA 7 B 25 SR 38R, WA RGN 1Y
A5 R AEAE LR RIS (D) W58 5 RV AR R S8
WrorMi RN A o9 R M (4B 5)
FRIIARYE N5 (2) il i w5 T 5% 4 S A I AH G AN
A (55 H 27) 5 (VR /Bt (4 Meta [a] 9 4347 I
A aE) A AT (55 H 16) 5 (4) AT I BRI
PSR (ZH 10) 5 (5) KR IRB AR AN, (R
KrRIAEFEE (SH8) . AN, 27 M HH I LLAMA
SRR (4 H1.3.6.7.12,13,14.,20,21.,24.25) . %5
PR ARG AR 1R R

AMSTAR? 5 RIFEA S5 AR, WA RGN 7
P2 o i i P 1K, 6 PN B PEAMIE T 70 % , i 2 15
FEMITES A 00 ANIFFT & BUH 27 i E BA7AE LA
IRl (1) B IR AR R AT R R R TR,
AT RE B PRFSE 5 B A 22, R far KU RS K 5 (2) BT
A RGN R K kB RCT A AN ABFFE 2SR PR
1, A AE S BB 5 (3) 4 58 AR SRAIEHE RS STk Al T 2
S HRH A RE P BOE LRy 5 (4) 8 AR BE J e 4 S HF, H
Xt R GEVEA 45 R A5 TR T 5 (5) 6 e AN 5 2 M
i, FXFBIFFE S5 S5 JC IR TE 5 (6) 8 e A VB e
IR 25 vp 2

KR RGN FEPE 45 R B FEIR YT A Ry
17, A EL 2 BER) JAK A6 SR 7 RA IRICR R4 (3
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FEGF BTk A e, HIE %A Bon B B ai. (B
S, HEA G RGEVEN , 8001525 7 A AE— i B
ol fh iy DRUBR: 8 K, Bl A A — S HAth [ 8, 5 B0 AR () IE
KA, T RRAR T 45 SR 6 b 18 158 % 5 HLJAK
T 3R E BT R A BT A BIF S SR TR /L, B 5 R 8k
Felmtar, LSS T B S Z 2w . fELUG MR
SAFr DR EITEIE T S R S R AR I
SN Tt PR AR B IS, A i DR 52 e B o Ak B m] S )
WEH

P2y 2 2 IAK IR AN S8 e R |
SR 1) e A 28 5 AR DG TR PRI IZ R AR
ANRFMHHRER AFERETER SRR 23
IR JE A AT AR (1) B AT BT AL Tl R
B P JAK IR 4 20, BR 26 F Ak, H AR T 1
AHKZ5 ) Peficitinib®, A [a] JAK S5 (9 22 4 A AE —
FE 2250, DRI DRy FH P A7 e — e 1 S ik o (2) i o
A D), A SRS SRR e A AT 5.10 mg, B2
B s JE AT 2.4 mg (R, S (A E  JAK 1 il 5]
HORN RV R AR EAF Y o (3) AW FEAEA B4
05 T R TE FEAS B O 2D ISR o i AN — , 75 5 T B
IA—3 o

S5 AR PRGSO OUR I PRI A DG , X 45
W AE R EEY, AN 125 RGP TR
b 6~104 J& 8 3~ 124~ H ARSE X F 25 2 ATEN H
IR A G —hniE . A RGN ER T 697 31 H
80 64 HJF 9 ACR20 50,70 £ 3 FL 145558l , A ot
VLA R . TR JAK 30570 o] RE 7 & Ik g
T ez By DR 20, X6 TAK A i 5707 AR 22 st R 2 T LA
BRI, BT BA E 1S BRI, ZUESE JAK )
HIFNAYT RA LT HABZG Y, A AE SR B3 1 45 T4
s P G A 15 D, 38 17 G T LAY R RIAS R S Iy S A
MNITTRRE HPEAN TAK 70 RA S5 i ez At

AWFFAFAE—E R B - (1) R T35 5 BRI, 4
SCHANAT HBE Sk, HIFARRBOK SR, R
R AN A (2) B PP R TP AR — 2 1 0
AT REAFAE R, B R . (3) WA B R G AL
A ity i K A TR AN R RS SR A R AR
A NG RTIE T 37

25 b, HRT JAK I RIS RA B4 20 A&
R EAT — 2 B LA AR T At 2450 18 5 B 2 A
INLAEIE ; 1 HAE L A e s Aufe . hTH
HIAHDC R GEVTAN 1 7 752 o i S A AIC Tl S R AR
ANt BEAR T JAK A0 S ARBIF 5 18 JL 3P AnAT e o
A Je I AR BRI 5 N 5 B TE AR RIS 1T St
S A | RGN AT A Bt 0 5 A 4R A O R G R
(18I0 ek B UEHE A2, LI A I RAR L 5T T R 555
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