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1. 2ot 9553 Hmultisystem inflammatory syndrome in children, MIS-C) E}of| A %7]
g2 WL HIFZEH(intravenous immunoglobulin, IVIG)¥ AHZo|lE BE Eo=
IVIG T Fofof| v]gf] I4F2 o]50] =71
2. MIS-C &&A 27] AEE IVIGY AHEC|E HE Foj= AHZEo|E W= Fofof H|g| A4
& o]50] =71
3. MIS-C #Aolq 27] A2 AHZo|E g Foi7t IVIG &= Folof Hls) 443 o50] =
712
OPICO 24
Population: MIS-C &tAt
Intervention: (1) IVIG+AHIZ0|E 28 &0
(2) AHIZO0IE &S &0
Comparators: (1) IVIG &= &0 = AH=Z0E &= &0
(2) VIG &= &0
Outcomes:
(1) A HM(critical): A2, critical ilinessx, A&& JIH&D|, g€9std 2X X2
(2) EQ&Himportant): XI& A& 22 0l &< X5 L= Y, 2% XS 2H A
S(FIIEC HAXEN), 2ASW OlA, ME2H Jls Mo, L& J|12 &
*Critical illness: & = A&, =J| XE 2L 0|F J|HE)D R = Isd EX
XSOt ZRE AHIE ZEs S8 2UXNE
Study design: RCT E£&= HlWZ0| Y= HEAR
O #IZ
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(1) VIG+AHIZ0IE HER2HY vs. IVIG &=

(2) AHIZOIE &= vs. IVIG &S

A ZojAke] @A &% W92 EA(immunoglobulin, 1G> £o] A2 wtat o714
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271 A& 29 o|F 7|A®Y] B8 Ee FA%HY Hx Ag7t Ba% AHE critical illness'® 7 2Js}o]
T8 W EE BASHTH2, 8). 6H AFolA 27] A& T 294 E= 4841 o HE A&E A=
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B 237} 2°F# (GRADE Summary of Findings Table): IVIG + Steroids ¥-& %o vs. [VIG &% &
o]

27| A& AlF 48A17E o] F A|&E= HEL [VIG+Steroid -8 FolwollAl §-JstAl RUTHOR = 0.60
[95% CI: 0.40, 0.89)). 22+ A& °FAl ARHF7HARl HAZEA)2 IVIG+Steroid & FoolA #25H

IOITHOR = 0.22 [95% CI: 0.16, 0.31)).



AY F AFF IVIG+Steroid & FololA =4 Uehgtou #7F 193k xol= YUTHOR= 1.41
[95% CI: 0.59, 3.38]. @9sta] Hx 229 WQ(OR = 0.54 [95% CI: 0.15, 1.98]), Z44 7] Aoj(OR =
0.71 [95% CI: 0.26, 1.93]), EHAIH] 35 o/ HOR = 0.73 [95% CI: 0.26, 2.08]) IVIG+Steroid ™
& FofoflA] Wokout w7k F-of3t Aol gtk APYFE VIG+Steroid B8 Foito] w4 Uehd,

EAH oz QoFHMD = 0.01 [95% CI: 0.8,0.83]).

H 1. GRADE Z1} 22 H - IVIG + Steroids HE E0] vs. IVIG IS E0

Ne of patients

Ne of participants Relative effect Absolute Cer:?’iiz:ynzithe
(studies) IVIG+CS VIG (95% Cl) (95% Cl) (GRADE)
38/631 (6.0%)  7/347 (2.0%) OR1.41 8 more per
Death during 978 (0.59 t0 3.38) 1,000 S’Olog
hospitalization (5 observational study) (from 8 fewer (eCrili ti(():\;vl)y
to 45 more)
167/399  52/197 (26.4%) OR1.49 84 more per
Critical ness 596 (41.9%) (0.9 t0 2.25) 1,000 \E/BOlog
(2 observational studies) (from 2 fewer (eC?li ti?:\gl)v
to 183 more)
102/331 164/389 OR 0.60 117 fewer per
Fever persisting 70 (30.8%) (42.2%) (0.40 t0 0.89) 1,000 200
on or after day (4 observational studies) (from 136 Very lowa?
2 fewer to 28 (important)
fewer)
78/332 (23.5%)  208/386 OR0.22 334 fewer per
0,
ond ine 718 (53.9%)  (0.16t00.31) (fr:) ,:103081 epO0O
treatment (4 observational studies) Very low
fewer to 273 (important)
fewer)
6/115(5.2%) 10/143 (7.0%) OR0.73 18 fewer per
abngfr:f;:gs N 258 (026t0208) 1,000 ®eC0)
dischar (3 observational studies) (from 51 fewer ~ Verylow"e
Ischarge to 65 more) (important)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of
the intervention (and its 95% ClI).

Cl: confidence interval; OR: odds ratio; IVIG: intravenous immunoglobulin; CS: steroids

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a
possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

a. Downgraded the risk of bias (the possibility of the target group comparison, confounder)



b. Downgraded the rare events and broad confidence interval

c. Downgraded the risk of bias (confounder)



B 23 Q9% (GRADE Summary of Findings Table): IVIG+Steroids -8 £ vs. Steroids @%

%ol

22 A5 A ARF7HQ MR EA)L [VIG+Steroid & FodwollAl FolokA WUTHOR = 0.20

[95% CI: 0.12, 0.35)).

Y & APFHOR= 1.01 [95% CI: 0.56, 1.81], critical illness(OR=2.17 [95% CI: 1.42, 3.32]), @4

B

2 279 "Q(OR = 1.55 [95% CI: 0.83, 2.92]), 27| A& °]F 7|AZE{(OR=2.24 [95% CI: 0.94, 5.33])>

IVIG+Steroid & FololA o A4 Yoy SAX = FoIsHA] gttt 271 A& A2 48417 ©f

e
N

S~

ot Aol U AdLr=

0.38 [95% CI: 1.38, 2.15)).

1749 A= o]AHOR = 0.36 [95% CI: 0.36, 2.49)F IVIG+Steroid

H 2. GRADE Z1} 22 H- |VIG+Steroids H& 50 vs. IVIG tH5 £0

Ne of patients

Hg =

£5]= 9rA(OR=0.85 [95% CI: 0.43, 1.68]), 44 7] AoH(OR = 0.20 [95% CI: 0.84, 4.78]), &

Lo Rt #1t

2

o
T

IVIG+Steroid H-&AR0] A Uehgal, SAX 2 FAPHMD =

Ne of participants Relative effect [ Absolute(95% Cer:liiztgnzfethe
(studies) IVIG+CS cS (95% ClI) Cl) (GRADE)
38/710 (5.4%) 23/374 (6.1%) OR1.01 1 more per
Death during 1,084 (0.56 to 1.81) 1,000 \fBOIOaCb)C
hospitalization (5 observational study) (from 26 fewer ((egr it?cgli ’
to 45 more)
167/399  37/150 (24.7%)  OR 217 169 more per
Criical flness 549 (41.9%) (142103.32) 1,000 39093
(2 observational studies) (from 71 more (%r{itig‘gl))
to 274 more)
771260 (29.6%) 471143 (32.9%) ORO0.85 35 fewer per
Fever persisting 403 (0.43 to 1.68) 1,000 2100
on o after day (2 observational studies) (from 155 Very lowa>¢
2 fewer to 123 (important)
more)
39/194 (20.1%) 49/88 (55.7%) OR0.20 356 fewer per
e 282 (0.12 10 0.35) 1,000 00
treatment (2 observational studies) (from 426 Very lowae
fewer to 251 (important)

fewer)




Ne of patients

Ne of participants Relative effect | Absolute(95% Cer:iir(litg/ngithe
(studies) IVIG+CS cs (95% Cl) c e

111226 (49%) 7/136(5.1%)  OR0.94 3 fewer per ©6O0

onomtios o 362 (0.3610249) 1,000
disch (3 observational studies) (from 32 fewer Yew lowabe
seneree to 68 more) (important)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of
the intervention (and its 95% ClI).

Cl: confidence interval; OR: odds ratio; IVIG: intravenous immunoglobulin; CS: steroids

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a

possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

a. Downgraded the bias of the possibility of the target group conparison and confounder
b. Downgraded the inconsistency different direction

c. Downgraded the wide confidence interval



B 23} 29FH (GRADE Summary of Findings Table): Steroids &% §9] vs. IVIG &% 5o
ALS AFHOR=1.31 [95% CI 0.51, 3.411)& AHZO|E ARBLlA] =4 Ut ou 913t Zpol7} §igl
T}, critical illness(OR=0.65 [95% CI 0.37, 1.13]), A& AJ&}+ o] & 48A17F o)A W Z4(OR=0.49 [95% CI
0.16, 1.44]), 27 A= %A AR&(OR=0.60 [95% CI 0.10, 3.48]), F44 7]%5#5HOR=0.94 [95% CI 0.34,

2.58)2 AE|ZO|E ARG WA WERL oL ot Aol7t QIITHE 3).

H 3. GRADE Z1} 22 - Steroids THS £0] vs. IVIG £HE £0f

Ne of patients

Ne of participants Relative effect | Absolute(95% Cer:‘iliir;tg'ngithe
(studies) cS IVIG (95% ClI) Cl) (GRADE)

23/400 (5.8%)  7/320 (2.2%) OR1.31 7 more per

Death during 720 (0.51t0 3.41) 1,000 ®0C0
P ; Very lowabe
hospitalization (6 observational study) (from 11 fewer Critical
to 49 more) (Criical)
371150 (24.7%) 521197 (26.4%) ORO0.65 75 fewer per
32 (0.37 t0 1.13) 1,000 000
Critical illness . . (from 147 Very lowa<c
(2 observational studies) fewer 0 24 (Crical)
more)
49/169 (29.0%) 100/219 OR 0.49 165 fewer per
Fever persisting 388 (45.7%) (0.16 to 1.44) 1,000 500
onorafterday 3 pservational studes) (from 338 Very lowsbs
2 fewer to 91 (important)
more)
511114 (44.7%) 116/222 OR 0.60 126 fewer per
0,
line 236 (523%) (01010 3.48) (fr:) ,[](:0‘324 00
treatment (2 observational studies) Very low=*
fewer to 270 (important)
more)
101162 (6.2%) 11/180(6.1%) OR0.94 3 fewer per
abnf)‘r’rf;;gs N 342 (03410258) 1,000 ®eC0
disch (3 observational studies) (from 39 fewer ~ Very lowa®e
Ischarge to 83 more) (important)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of
the intervention (and its 95% Cl).
Cl: confidence interval; OR: odds ratio; IVIG: intravenous immunoglobulin; CS: steroids

GRADE Working Group grades of evidence

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a
possibility that it is substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

a. Downgraded the bias of the possibility of the target group conparison and confounder



b. Downgraded the inconsistency different direction

c. Downgraded the wide confidence interval
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1. 244Z(GRADE Xg)

IVIGS AH|Zo|E HE Fojita [VIG B5 Fojf H|I e 5 FFATE dAA 27
AP, “critical illness 4] $249] ¥l w7bs/AdT} g Rle] S04 HIEY o] ElF ] g SFo] ¥
OMFL, AL FES P W2 AFFIOR QI3 HHWA FEJA SHo] WobAA i W 07 7ty
Act. mEbA FF IASEE Y WE o® BUlEIch

IVIGSH AHZ0|E BE& Fojitdt [VIG T FoT HI A4e BT HATE H42Q AA#Q
AP, “critical illness oA $249] ¥l W7bs/AdT} R R1e] S0l HIEY o] ElF ] g SFo] ¥
obfal, A HE4 9 W AFFOR Qg v FEOA FHO] RobAA e W 0 HIE
Act. wEbA S IASEL Y WE o® BUlESich

LHZOIE T Foigdt IVIG @5 Foid vl A EF BEAT
_8_0

O.

“critical illness' |4 @Ak H|W7MHsAd 3} W
593 AFRA B A F A7 v|dTA T AL HES 9 Yo AFp7tog QI HIAUA FHEoA]

Fo| wobg A T e 0% WAH Wbl FY 2ASEE WS ke oz BrEr,

2. OIS} s

A MIS-CE] Aze SHEEo] A der oFA 1te] ave vlagt 7249 d2a d+e i
VIG = 2HZO|EE MIS-COA ARSsHl H B2 ojeh AR ¥4 FH= Eole 7oA

AHEEE oFleke o] THEICHG, 10).
ASHITHAA IVIGS & 78S WaSHA oLt 7] IVIG Soft sjuat 94 249 44, TS
B 50 $UEL S5 BAAYIE Ao AHA AUtk MIS-COlAE 7l o] Hla) gatel

ol Eot 87HE IVIGY Foigo] JHides B2 & At MIS-CollA= 711l vl A7]s *

o

s} SurEl A97} got IVIG FoI2 49 B3Pt BgT 4 900 1§F IVIGE A% 34 e
of 9Igo] F7k % A1),

LHZOIE= IVIGY] HEgol gl 7Ie R EAtld T S g4 ==l 2 ¢ AUt 2T

]

dEofA AlgE A7S0lA 7 27] ARHORE IVIGS AHZ0|E BEFo7 e &35

TEE, 2 A& TIRE 92 WEe 29E EoFSH MIS-ColA IVIGSF AH|ZolE ¥E A&et



VIG &= A2E vagt 38 AFoA: BE Avrt L A% 7I7ke FosH Wae a3 =0
FoiEAHEE 715 Asholl tigt ade Aol w2t Aolskit

(11). McArdle 5(2021) SI7LolA] EolEl Ag|Eolt Koo} s 9 P2 18U} vdgos A

S Belstd] Bz

u
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e
_l
_E
olr

HZol=g Fof W2 2hae] of 4904 EIEUTHR).

3. 7IX|e} MEE

FAE A7E00A dAA AR ER] AR, FE4 71AS] 987, AT BHx Ao gEof gt
B o= uf Aolsioict. SRR wdL2 MIS-CO| 7Hd B9t SA0 2 dickeo] MIS-Cot H3E A+
S04 SlEE Aw W B7EY AR o]§oilrh. 2AY £ RARE IVIG 9E = AHEO|E
& Fof Hrhs [VIGE AHR0E BE Foloi] Gogt g ATE BYom 718Ql HIREA Fof
QA Al A9 HIEE FoleHA Wkt mEtA MIS-COlA IVIG T AHRo|E i & Hlg]
IVIGe} A Zo|E B8 57t 2X 58 Aed 5 Uk 2AY 22 ¢ RAT MIS-ColA 2AR=

AHRO|E ©E ABE VIG 5 ARt 93 J4H w3} 9kg 4 Sk

4. RHHHIE Z3Y)

MIS-COJlA] IVIG T AHEo|E H
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0,

Az ldde gt 2glA 2FFE AL A1), &of W 95 ST FARE A4
e Hole 7RO E 2g/ke/E x 1€5 AL 1oy 12} T T2 F 3641 ol EEo]
ALEE 284 7IMAPINAAE 22 Folg 89F R AL Sint. 2H2o|=s trfet FEi AA

So] 9o AL HI8OR A48T 4 I

5. CIE =7t AYTI=XFate] #Hu o

E

o= NIH YARAZAAAE= MIS-C %7] XBE IVIG 2 g/kg/dose) I AHZEOIE(V

methylprednisolone 1-2 mg/kg/day Ex= 54 F719] tE AHRZ0|E)E Fojsta d4HoR 4S

U

O

dar

Ho|y AE|R0|TE A3 Zele sk

rulo

12 KAL) (12). 2HZ0|E Faj7l F717} ofd
oA MIS-C A 22 IVIG T Foj& AR Y=rHAID).

33 YAXBEAY A= EFst oz PgH 5A] m|gke] MIS-C $4H9] 27] A&+ IVIG (2 g/kg/dose,



single dose)2}t AH|E0]|E(IV methylprednisolone 2 mg/kg/day for 3 days) B3t 8-S Hysich st
Aoz EMHsAY 27l Ame] WRgol AU ARMQ Afole 18T AHROl=IV
methylprednisolone 10 mg/kg/day for 3 days)& FoIstaL, IVIG (2 g/kg/dose, single dose) 57}, anti-
IL-1, anti-IL-6 T+ anti-TNF 2= 7|8t HAZEAA 2715 AR n2fshes 208 ATdt(13). 5
Al wRkellA MIS-CY| 7hs/ddt 7118l B4 S4etal e A-folle IVIG (2 g/kg/dose, single
dose) F£9& H3H} (consensus recommendation). 54 ©]4+9] MIS-C ZAjo|A stz oz oty
!

At 27] 220 WSe] QAL ARAL Aol 54 Hleko] Mis-S BAo} 2L NzE Aushy 9k

ol

4ol AHZO]E(V methylprednisolone 10 mg/kg/day for 3 days)& Fo{otal EHstH oz EQHY

S5A olellA MIS-C 7Fsdx} 7HA Y] /442 SRSt Sl 9ol IVIG (2 g/kg/dose, single
dose)?} AH|ZO0]=(IV methylprednisolone 2 mg/kg/day for 3 days) Bg %S B Hconsensus
recommendation).

WHO RaAZoMe MIS-CY e 7|Es S5ct= 0-18A1 A AoFg4adolA (IVIG +
supportive care I+ supportive care &= Ho}) AHE0|= X EE supportive care?} &7 & A Al
Alstal QItHEAR dX, FASE ¢ W3)(14). EIF MIS-C A&t 7| & 7l A 7|&S 2F
F5ole Afole 7P tidt #& A= 9 AHEC|EE AMSSHe A AASHL JItHERAR A1,
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