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Network Meta-analysis of the Efficacy and Safety of Different Regimens in the Treatment of Refractory
Kawasaki Disease
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ABSTRACT OBJECTIVE: To systematically evaluate the efficacy and safety of different regimens in the treatment of refractory
Kawasaki disease, and to provide evidence-based reference for clinical treatment. METHODS: Retrieved from PubMed, Embase,
Cochrane  Library, CNKI, VIP, Wanfang database,
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e % T I randomized controlled trials (RCTs) and cohort studies about
* FRE T R BESE . BFSE T M R 22 . g 010- different therapeutic regimens in the treatment of refractory
84206032, E-mail: liuyingzryy@163.com Kawasaki disease were collected during the inception to March
HBAENE L AT 2T, b2, WA S0 1 BRI IR 2021. After selecting the literature and extracting the data, the
257°% PEIEZS % IR 25 W06 97 P o HL1E £ 010-82265810, E-mail: quality of RCT was evaluated by modified Jadad scale, and
zhaorongsheng@bjmu.edu.cn the quality of cohort study was evaluated by NOS scale.
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Network Meta-analysis was performed by using Stata 16.0 software. RESULTS: A total of 29 literatures were included, involving
15 RCTs and 14 cohort studies. A total of 3 112 patients and 12 therapeutic regimens were involved, including twice IVIG, twice
IVIG+hormone, twice [VIG+ulinastatin, first IVIG, first time [VIG+hormone, first time [VIG+cyclosporine, first time IVIG+
etanercept, hormone, hormone-+ulinastatin, ulinastatin, infliximab and placebo. The results of network Meta-analysis showed that
in terms of the incidence of coronary artery injury (CAL), twice IVIG+hormone was significant lower than hormone, and first
time IVIG+etanercept was significant lower than first time IVIG (P<<0.05). The sorting results of network Meta-analysis showed
that area under cumulative ranking curve of CAL incidence in ascending order was hormone<<ulinastatin<<twice IVIG<lfirst time
IVIG <first IVIG+hormone<twice IVIG+hormone <infliximab<first time IVIG+cyclosporin<<first time IVIG+etanercept. In terms
of the incidence of ADR, compared with twice IVIG+hormone and hormone, twice IVIG and first time IVIG+etanercept were
decreased significantly; infliximab was significantly lower than hormone (P<<0.05). The sorting results of network Meta-analysis
showed that area under cumulative ranking curve of ADR incidence in ascending order was hormone<<twice IVIG-+hormone<first
time IVIG+hormone <first time IVIG+cyclosporin<first time IVIG<twice [VIG<first time IVIG+etanercept<<infliximab. In terms
of the serum level of CRP, compared with twice IVIG, twice IVIG+hormone, twice [VIG+ulinastatin and hormone were decreased
significantly; twice IVIG+hormone was significantly lower than first time IVIG; twice IVIG+ulinastatin were all significantly lower
than twice IVIG+hormone, hormone, hormone-+ulinastatin, first time IVIG, first time IVIG+hormone and ulinastatin (P<<0.05).
The sorting results of network Meta-analysis showed that area under cumulative ranking curve of serum CRP level in ascending
order was first time IVIG<first time IVIG+hormone<<twice IVIG <hormone+ulinastatin <<ulinastatin <<infliximab<hormone <twice
IVIG+hormone <twice [VIG+ulinastatin. In terms of improving persistent fever duration, there was no statistical difference between
pairwise treatment measures (P>0.05). The sorting results of network Meta-analysis showed area under cumulative ranking curve
of persistent fever time in ascending order was first time IVIG<<placebo<first time IVIG+cyclosporine<<hormone <twice IVIG+
hormone <twice IVIG<{ulinastatin<<infamliximab. CONCLUSIONS: The first time IVIG+etanercept has the best effect in reducing
the incidence of CAL. Infliximab possesses a relatively low incidence of ADR and the best antipyretic effect. Twice IVIG +
ulinastatin has the best anti-inflammatory effect.

KEYWORDS Refractory Kawasaki disease; Drug therapeutic regimen; Network Meta-analysis; Efficacy; Safety
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Tab 1 General information of included studies
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Tab 3 Results of network Meta-analysis of the incidence of CAL
RR(95%CI)
2RIVIG
1.51(099,2.28) PRIVIGHEE
0.88(0.60,1.28) 058(037,0.93)" e
1210032,4.63) 080(020 3.16) 1.38(0.38,4.99) HRIVIG
2.69(049,14.93) 79(032,1013)  3.06(038,1628)  2.22(0.77,645) HRIVIGHMiZ
1.49(0.26,845) 099( 0.17,5.73) 170(0.31,9.22) 1.23(0.41,3.69) 0.55(0.12,2.56) HRIVIGHEE
470(081,2721) 3120053,1846)  535(096,2971)  388(125,1205)"  1.75(037,8.26) 315(065,1528)  FIRIVIGHI &
092(0.28,2.9) 061(0.18,2.07) 1.04(0.32,3.35) 0.76(0.13,431) 034(0.04,261) 0.61(0.08,481) 0.19(0.02,155) BT
320031,32.58) 213(020,2246)  3.64(035,3819)  2.64(0.18,38.56) 1.19(0.07,2125)  2.15(0.12,38.88) 068(0.04,1249)  3.49(0.26,47.05) SR A
. *P<<0.05
Note: “P<<0.05
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(%)
Tab 4 Network Meta-analysis sorting results of four
indicators as CAL incidence( % )
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Fig 3 Evidence network diagram of the incidence of
ADR of included studies
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Tab 5 Results of network Meta-analysis of the incidence of ADR

RR(95%CI)

2R IVIG
0.17(0.03,0.78)" WRIVIGHIE
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. P<0.05

Note: “P<<0.05
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Tab 6 Results of network Meta-analysis of serum CRP levels after treatment
WMD(95%CI)
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Note: “P<<0.05
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Tab 7 Results of network Meta-analysis of persistent fever time

WMD(95%CI)
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Fig 6 Inverted funnel plots of CAL incidence and other indicators
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