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Efficacy and Safety of Peficitinib for Treating Rheumatoid Arthritis: A Systematic Review
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ABSTRACT OBJECTIVE: To systematically evaluate the efficacy and safety of peficitinib for treating rheumatoid arthritis
(RA), and to provide evidence-based reference for the clinical treatment of RA. METHODS: Retrieved from PubMed, Embase,
The Cochrane Library, CJFD, VIP and Wanfang database during from their establishment to September 2019, randomized
controlled trials (RCTs) about the efficacy and safety of Peficitinib (trial group) versus placebo (control group) in the treatment of
RA were collected. The risk of bias assessment tool provided in Cochrane System Evaluator Manual 5.1.0 was used to evaluate the
quality after data extracted from clinical studies which met the inclusion criteria. Meta-analysis of the efficacy [the proportion of
patients who met the American College of Rheumatology 20% improvement criteria (ACR20), ACR50, ACR70, the proportion of
the patients with 28 joint disease activity index<<2.6 calculated by erythrocyte sedimentation rate (DAS28-ESR<<2.6) , the
proportion of patients with 28 joint disease activity index<<2.6 calculated by C-reactive protein (DAS28-CRP<<2.6) , etc.] and
safety (incidence of total ADR) was performed by using Stata 16 statistical software. RESULTS: Totally 5 RCTs were included,

involving 1 773 patients. Meta-analysis results showed that
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0.001]}, ACR70{total [RR=2.51,95% CI(1.52,4.14) , P<<0.001], 100 mg[RR=3.50, 95% CI(1.62, 7.58) , P=0.001], 150 mg
[RR=4.59,95% CI(1.47, 14.30) , P=0.009]}, DAS28-ESR<2.6{total [RR=4.83,95% CI(3.20, 7.28) , P<<0.001], 100 mg[RR=
5.37,95%CI(2.68,10.77),P<<0.001], 150 mg[RR=7.44,95%CI(3.78,14.65),P<<0.001]} and DAS28-CRP<2.6{total [RR=3.41,
95% C1(2.65,4.39) , P<<0.001], 100 mg[RR=4.00,95% CI(2.67,5.99), P<<0.001], 150 mg[RR=4.45,95% CI(2.99,6.63) , P<<
0.001]} in trial group were significantly higher than control group, with statistical significance. In term of safety, there was no
statistical significance in the incidence of total ADR [RR=1.05, 95% CI (0.94, 1.16) , P=0.395] between 2 groups.
CONCLUSIONS: For the treatment of RA, 100 mg or 150 mg peficitinib once per day is superior to placebo in terms of ACR20,

ACR50 and ACR70, DAS28-ESR<<2.6, DAS28-CRP<2.6;
treatment option for RA.

the adverse events are mild and tolerable and it may be a new
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Fig 1 Flow diagram and results of literature screening
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Tab 1 Basic characteristics of included studies
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Flet(kEER) 415 FHisi fi b (rts), o o HinyT g N g
Genovese MC(2017)" R4l Peficitnib, 25 mg,qd 59 526£102 13 46 Bt L 0090660
Peficitinib., 50 mg, gd 57 5484100 9 48
Peficitinib, 100 mg, qd 58 549+113 7 51
Peficitinib, 150 mg, qd 64 5441125 14 50
AL el 51 5274122 9 )
Kivitz AJ(2017)" | Peficitinib, 25 mg, qd 66 528119 11 55 ikt 12 080!
Peficitinib, 50 mg, d 78 5234126 13 63
Peficitinib, 100 mg, gd 84 5454128 16 68
Peficitinib, 150 mg, qd 78 5421125 14 64
pigeEil TR 7 526£122 9 63
Takeuchi T(2016)" il Peficiinib, 25 mg, qd 55 5294935 9 46 x 12 DRBDEE
Peficitinib, 50 mg, qd 57 542+116 11 46
Pefictinib, 100 mg, gd 55 5214121 13 )
Peficitinib, 150 mg, qd 58 5161121 7 51
R4 CR 56 5424121 13 ]
Takeuchi T(2019)" R Peficitinib, 100 mg, gd 174 585108 56 118 ik 5 Nes080y
Peficitinib, 150 mg, qd 174 562%11.6 49 125
pigEil TR 170 5534121 49 121
Tanaka Y(2019)"" el Peficitinib, 100 mg, gd 104 5414122 pi 7 x 2 0230600
Peficitinib, 150 mg, qd 102 550£12.8 14 78
AL ERA 101 563117 2 7
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Study % Study %
D RR (5% CI) Weight D RR (95% CI) Weight
25mg 25mg
GENOVESE M C (2017) —_— 075 (0.30, 1.42) 533 GENOVESE M C (2017) -+ 1.56 (0.56, 4.35) 534
KIVITZAJ (2017) — 0.00(0.68, 1.44) 7.08 KIVITZAJ (2017) —_— 0.60 (0.36, 1.31) 719
TAKEUCHI T (2016) e 221(0.90,5.39) 304 TAKEUCHI T (2016) 1.3 (0.32.5.79) 378
Subtotal (-squared = 47.7%, p = 0.148) L 1.07 (0.86, 1.73) 16.35 Subtotal (-squared = 3.6%, p = 0.355) <I> 0.92 (0.5, 1.56) 1620
S0mg Somg
GENOVESE M C (2017) —_— 1.25(0.73,2.16) 590 GENOVESE M C (2017) —— 251 (0.97.6.47) 500
KIVITZAJ (2017) —— 1.38(1.01, 1.89) 747 KIVITZAJ (2017) —t— 1.26 (0.77. 2.08) 7.88
TAKEUCHI T (2016) —_—— 2.05(1.26,6.88) 417 TAKEUCHI T (2016) - 1.64(0.41,6.53) 308
Subtotal (-squared = 36.9%, p = 0.205) <> 1.51(1.04,220) 17.50 Subtotal (-squared = 0.0%, p = 0.444) <> 1.48(0.97,225) 17.55
100mg 100mg
GENOVESE M C (2017) — 1.64 (0.00,2.71) 624 GENOVESE M C (2017) —_— 281(1.11.7.14) 577
KIVITZAJ (2017) —-— 1.04(0.74, 1.48) 728 KIVITZAJ (2017) —t— 1.26(0.77. 2.06) 791
TAKEUCHI T (2016) ——#———  500(230,1126) 445 TAKEUCHI T (2016) —_—————— 577(1.70.1858) 475
TAKEUCHI T (2019) —— 260(1.97.268) 747 TAKEUCHI T (2019) —_— 301(221,691) 754
TANAKAY (2019) —— 1.88(1.34,263) 732 TANAKAY (2019) — 3.45(1.74,6.80) 600
Subtotal (-squared = 82.8%. p = 0.000) L 201(1.20,3.13) 3275 Subtotal (-squared = 69.6%, p = 0.011) [ 287 (161, 5.11) 3202
150mg 150mg
GENOVESE M C (2017) —— 1.91(1.19, 3.08) 6.40 GENOVESE M C (2017) —_— 287 (1.14.720) 5.82
KIVITZAJ (2017) —— 1.30 (0.04, 1.79) 742 KIVITZAJ (2017) - 1.41(0.87,2.28) 795
TAKEUCHI T (2016) — > 6.11(281.1332) 453 TAKEUCHI T (2016) e 5,47 (1.70, 17.65) 474
TAKEUCHI T (2019) —— 206(218.401) 751 TAKEUCHI T (2019) — 601(348,1030)  7.65
TANAKAY (2019) —— 243(1.77.332) 748 TANAKAYY (2019) —_—— 4.73 (2.44,9.19) 7.07
Subtotal (-squared = 82.1%. p = 0.000) > 2.30(1.58, 361) 3331 Subtotal (-squared = 79.3%, p = 0.001) - 3.52(1.78, 6.96) 3324
Overall (1squared = 80.0%. p = 0.000) < 185(145,230)  100.00 Overall (-squared = 74.2%. p = 0.000) L] 238(165.342) 10000
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Fig 2 Forest plot of Meta-analysis of ACR20
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74.2% ) , >R FBEALRON BRI S il A T o0 br . 45
R, IR ACRS0 825 5 T 4], 2 A i
7 Y [RR=2.38,95%CI(1.65,3.42),P<<0.001]. %8z
U5 41 25 25 ) A T AL A B, A5 R B L 25 mg f) a4
[RR=0.92,95% CI(0.55, 1.56) , P=0.769] ) ACR50 i
TXF A, H 22 5 gt & ;50 mg | i 41 [RR=
1.48,95%C1(0.97,2.25) , P=0.067]f% ACR50 = T %} If
A2 F IG5 X5 100 mg 5 i 41 [RR=2.87,
95% CI1(1.61,5.11) , P<<0.001]. 150 mg | % 4 [RR=
3.52,95%CI(1.78,6.96) , P<<0.001]f#) ACR50 4 g & =
TR, 2R A5 #E L. ACR50 ) Meta 73 Hr
FRAREIEILE 3,
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60.19% ) , K FHIBEAILZW AL G 200 fEE A 70 #r . 4521
R IR R ACRT0 B35 5 TXF R4, 2R A G2
= Y [RR=2.51,95%CI(1.52,4.14),P<<0.001]. %Iz
U5 4 25 25 ) i A T AL A B, A5 R B, 25 mg f) a4
[RR=0.79,95% CI(0.36, 1.71) , P=0.547] ") ACR70 i
TXF A, H 22 5 gt & ;50 mg | i 41 [RR=
1.54,95%CI1(0.80,2.94) , P=0.196]f) ACR70 = T X%f Ig
4B 22 5 oGt 22 = 5 100 mg 7 5t 41 [RR=3.50,
95% CI(1.62, 7.58) , P=0.001]. 150 mg 7 &t 41 [RR=
4.59,95%C1(1.47,14.30) , P=0.009]/ ACR70 3 i} & =5
TR, R A5 #E L. ACRT0 /) Meta 73 Hr
PRARETE DL 4,

2.3.4 DAS28-ESR<2.6 4 IFHF5E™"(1 395 % #3%)
¥IHRIE T DAS28-ESR<2.6., #&WH5TI0] G it24 5 ik
(P=0.312,1"=13.5% ) , K [A & B0 B R G I 8500 1
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Fig 3 Forest plot of Meta-analysis of ACR50

Study %
D RR (95% CI) Weight
25mg
GENOVESE M C (2017) 0.86(0.23.3.28) 641
KIVITZAJ (2017) 0.82(0.30.2.23) 798
TAKEUCHI T (2016) 0.32(0.01.7.57) 205
Subtotal (I-squared = 0.0%. p = 0.842) 0.79 (0.36, 1.71) 16.44
S0mg
GENOVESE M C (2017) 201(066.6.14) 742
KIVITZAJ (2017) 1.38(0.60.3.19) 8385
TAKEUCHI T (2016) 0.01(0.06, 14.22) 260
Subtotal (-squared = 0.0%, p = 0.800) < 1.54 (0.80.2.04) 1887
100mg
GENOVESE M C (2017) 242(082.7.13) 7.50
KIVITZAJ (2017) - 1.50 (0.67. 337) 890
TAKEUCHI T (2016) e 8.51(1.12, 64.85) 401
TAKEUCHI T (2019) — 5.13 (1.80, 14.63) 7.78
TANAKAY (2019) —_————— 13.60 (1.82, 101.490) 407
Subtotal (-squared = 47.8%. p = 0.105) o 3.50 (1.62. 7.58) 241
150mg
GENOVESE M C (2017) 1.30 (0.43. 4.50) 7.5
KIVITZAJ (2017) - 1.73(0.78.3.84) 0.08
TAKEUCHI T (2016) +— 6.28(0.80, 40.32) 303
TAKEUCHI T (2019) —— 10.01 (3.67, 27.35) 7.98
TANAKA Y (2019) —— 27.73 (3.4, 100.93) 4.18
Subtotal (i-squared = 75.5%. p = 0.003) e 450 (1.47. 14.30) 3227
Overall (i-squared = 60.1%. p = 0.001) Lo 251(1.52.4.14) 100.00
NOTE: Weights are from random effects analysis
T T
.005 200

B4 ACR70H Meta 53 #7 ZR A E
Fig4 Forest plot of Meta-analysis of ACR70

AT M. SR B, {584 1) DAS28-ESR<<2.6 i
XA, 2 5 A ST 2% B L [RR=4.83, 95% CI
(3.20,7.28),P<<0.001], #%REIRIGLH 25 245 7 e A 1F 41
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Study %
D RR (95% C1) Weight
25mg

GENOVESE M C (2017) —_—t— 1.76 (0.34, 0.20) 8.00
TAKEUCHI T (2016) —_— 0.51(0.05, 5.45) 745
Sublotal (I-squared = 0.0%, p = 0.401) - 1.16 (031, 4.25) 1546
50mg

GENOVESE M C (2017) —_—t— 1.82(0.35,9.53) 787
TAKEUCHI T (2016) —_— 0.8 (0.14,6.73) 750
Sublotal (squared = 0.0%, p = 0.634) B 141041487 1548
100mg

GENOVESE M C (2017) —— 4.47(1.03, 1047) 7904
TAKEUCHI T (2016) B e — 3.05 (0.64, 14.48) 745
TAKEUCHI T (2010) —_— 5.40 (1.90, 15.35) 15.18
TANAKAY (20190) —— e 11,85 (1.54, 87.04) 382
Subtotal (-squared = 0.0%, p = 0.770) O 5.37 (2,68, 10.77) 3438
150mg

GENOVESE M C (2017) —_——— 4.68(1.00, 20.12) 813
TAKEUCHI T (2016) —————— 3.86 (0.86, 17.40) 7.5
TAKEUCHI T (2010) — 815 (2.05,2251) 15.13
TANAKA Y (2019) —— {7.82 (2.42, 130.98) 378
Subtotal (-squared = 0.0%, p = 0.508) <> 7.44 (378, 14.65) 470
Overall (I-squared = 13.5%. p = 0.312) < 4383(320.7.28) 10000
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O3HT, B BIR , 25 mg F A4 [RR=0.48,95% CI(0.16,
1.48),P=0.203] ) DAS28-CRP<<2.6 {[. T- % B4 , {H 2%
S G2 3 X5 50 mg F i 41 [RR=1.29, 95% CI
(0.54, 3.07) , P=0.568] i) DAS28-CRP<<2.6 f& T- %] &
L H 255 RG22 & L5 100 mg 7 & 41 [RR=4.00,
959% CI(2.67,5.99) , P<<0.001]. 150 mg 7/ & £H [RR=
4.45,95%CI(2.99,6.63) , P<<0.001]# DAS28-CRP<<2.6
W TR A, 2RI A ST E L. DAS28-
CRP<C2.6 1Y) Meta 73 AT FRAKEI T ULIET 6.

Study %
1) RR (95% CI) Weight
25mg
GENOVESE M C (2017) —_— 0.70(0.20,248)  7.60
TAKEUCHI T (2016) -+ 0.15(0.01,275) 495
Sublotal (I-squared = 0.0%, p = 0.322) [ 048(0.16,1.48) 1255
50mg
GENOVESE M C (2017) —— 127(043,377) 747
TAKEUCHI T (2016) —_—t 131(031,559) 432
Subtotal (I-squared = 0.0%, p = 0.977) < 129(054,307)  11.80
100mg
GENOVESE M C (2017) e 233(0.89,607)  7.54
TAKEUCHI T (2016) —_— 5.09(1.56,1661)  4.25
TAKEUCHI T (2019) - 408(231,720)0 1873
TANAKAYY (2019) —_—— 490(1.95,1230) 721
Sublotal (l-squared = 0.0%, p = 0.664) < 400(267,599)  37.72
150mg
GENOVESE M C (2017) —— 221(084,578)  7.72
TAKEUCHI T (2016) —_— 386(1.15,1296)  4.36
TAKEUCHI T (2019) = 456(260,799) 1867
TANAKAY (2019) —— 693(283,1697) 7.8
Subtotal (l-squared = 1.2%, p = 0.386) < 4.45(2.99, 6.63) 37.93
Overall (I-squared = 49.1%, p = 0.028) Lol 341(265,439) 10000
T T
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Tab 3 Meta analysis results of security indicators ex-
cept for total incidence of ADR

iR MABGEC WG % ARUNER RRO9S%CH P
PEARRN R e 149 0 e 090044186) 0.784
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URSEU Y E S 067 0 i 094(039224) 0.885
PR R 2 pill 067 0 BiE  0820036,1.84) 0625
AR 5% 20 500 e 144(026,7.94)  0.674
SRR yil 67 0 fHl7E 1700039,732) 0477
BIRRRAR vl 659 11 flE 187(0.75,4.62)  0.177
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2.6 SEFF RS HR T T, 25 .50 mg F 5 2 5 0 BRAH [ %
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