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Sarilumab I HE (@H4E 555)
Anakinra D HE @HSE W)
QIE{H=2 HSIR| S (A3 i, 272 HS)
biom e | ORI 8 (F2% A W) 2ot vig)
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B 1 A0 SEC 22 {A Y ™ol E 320219 I2LMOX|IH 42 S3 27 AA & 82
Ezz 88 National Institutes of Health (O|=) MV or
IMV ECMO
T2LH19 ZAN Tl 2 22 20IX |2 YX[oh= 540 giE
17384 Individuals who test positive for SARS-CoV-2 using a virologic test (i.e., a nucleic acid amplification T2LH9 ZA] THaH A SN ——_
) i ) 9 3
test or an antigen test), but who have no symptoms that are consistent with COVID-19. 1. 8224 HISS H0|X|0 YX[GHS 1 Jala_ro: igmL 239 X
20| 82 ST Ee
T2LH9| L5t HEof ZAS 7KL KT SEHE J|EF SEHY ZAY ONAHRIS S214190] Crorst K52
2. 25 Mid) Individuals who have any of the various signs and symptoms of COVID-19 (e.g., fever, cough, sore ;‘MJ?};"E;‘I—‘D?:; OI2IGIX| 242
.33 throat, malaise, headache, muscle pain, nausea, vomiting, diarrhea, loss of taste and smell) but who 2. 4Z(Mild) ;-;ENE} ;‘H;_jm ‘—ﬂf}i 2 SHER|QH0| QIALE H|EH X
do not have shortness of breath, dyspnea, or abnormal chest imaging. - oT=c Bie MAX|ZE Hi= HQ
OldAIgiS
ULHQI Tt E= FHUMOIN SE7|Het AA0|HM MS ST 94% Oy ULl WIt E= P
3. 5% (Moderate) Individuals who show evidence of lower respiratory disease during clinical assessment or imaging 3.55 MM SE7|Ze A740|H 3 QU MAX|E LRSS, 0 X/X
and who have saturation of oxygen (SpO,) >94% on room air at sea level. (Moderate) M MSIESIE 94% 04 Tlele|= OlsHY X|=olg
AATSIE 94%0|2 (PO, /Fi0,) (300 mmHg, 3E¢IT 29 303 &1 L= HAE IS 50% &1t o8] AHAK[E TOGIS
. : ) ] j H, L Q0=
4. 25 (Severo) Individuals who have SpO, {94% on room air at sea level, a ratio of arterial partial pressure of oxygen to A :léﬂﬂh Qérﬂaﬂg&h o ‘0
oo fraction of inspired oxygen (Pa0,/Fi0,) (300 mmHg, respiratory frequency Y30 breaths per minute, or oo T
lung infiltrates Y50%. ~=
MAISIE 949%0|2H 5 U 0 0/0
5. 412} (Crcal) SEEX IfsM A3 J2|11/Es Cheky 7|2 Xfoj 4.53 (Pa0,/Fi0,) 300 mmHg, MARZ(nasal, OFAT)
. ritica L . ; i } } == [
= Individuals who have respiratory failure, septic shock, and/or multiple organ dysfunction. (Severe) SE0E 29 308 =0t
= HAE 2E 50% &1t 2UH
6 HEEN 7IAEE 0 0
URY MAX|=
H2 A0 55 25 HA 2 "o o
7 M IsE B 0 0
e Pediatric Infectious Diseases Society (0|=) ECMO*
SERHN, WEY 43 12
A7|0| 2HE FHOR WHE MA QHS 7L EE SVNL OL YIS 5. & /EE U8 YIsY
1. ZZ(Mild) No new or increased supplemental oxygen requirement, with symptoms limited to the upper (Critical) A7 12>
respiratory tract.
Ol 55715 Lot S frm SRXMESYQ| O[2 QoL HX A QWS 7 E= ZTINZ HR= 0l
2. 555 (Moderate) No new or increased supplemental oxygen requirement, with symptoms involving the lower
respiratory tract, or radiographic findings on chest X ray Z= HF, High flow oxygen(1R&HtAX|R); NIV, Non Invasive Ventilation (HIEEH 7[ASE), MV, Mechanical Ventilation (714S&);
ECMO, Extracorporeal membrane oxygenation; H2|2fAtA QH
L i i B . * AAX)|HSEST} ECMOS 2ASSEMD} H2E X|20] SHUKY & oI AR THEA AT U TR &7 |7|S A0 T2
KAFAOHS = = Z1 IO 0|0 |AK] |A K] 55 oo 50_I'QAI> [=1=]t] = = Ho (= [ELy. cComE2T M 2 =20 = 20 o oco=2 [
. RENARUS RIS SINE B 0L UAGH/MEH ISR BAsE RS HE RIRFIRE SRAEHO] T2} CH XI2420] B2 HOsH | HZ0), Has a2 57l of2is
3. £5(Severe) New or increase from baseline supplemental oxygen requirement without need for new or increase in
baseline noninvasive/invasive mechanical ventilation
IHHE = OF 12 7184 Ee U8 HE AHHEA M0, 55 E= HI-EH 714280l BQ
y BILE B7IAZ QI QL= Al
4. MZHCritical) g fo_ thiz 3 r".’“ < o o ) L )
New or increased requirement for invasive or noninvasive mechanical ventilation, a sepsis, or
multiorgan failure OR rapidly worsening clinical trajectory that does not yet meet these criteria




H 4 GRADE 27=Z1} 2|0| 2 HOo2 S U ANE TSt ZELHI0|2A ZES-19 (COVID-19, O|st Z2LE9) 2tRte] X|=0f of
oF 712801 HAIS MAloks A=2A, 2E LA oM & XdE dEMCE XMEoke= ARL= 7[EXQ

s = = ot 2 219 o] MEES 125t QALS] FBHOQI THo| o5t Tzt SR, Eo & Hek2 Y

=& (high) SO FFEXPHAH FUH0| 7Tk RS Ui S 4 QI OIXIQ| X2 U W BXOZ SHRE A QIX|DH AFIXO| BRO|L} FE AN 2X S02 AIRE £ 9o, o
ot PHEE O SMC= AEol1A ot ZR0= K& JHY RIS ME 27FME HIESHH MH 52
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F10] 719 GlE EENQ JHEE”. I:<|:H:I=II-|§

R S (very low) %12 AII5| CIZ Zi0|CH

=

- 1. ZEXIE L A Y o
I 14 748E GRADE #1S33t 20]
S ER Pediatric Infectious Diseases Society (0|=) FRLHO= 20214 &K MAMAEO R 7}AF TH0| SHALE ZIHOZ A GfjHfHHAIS H|mE A5 Lo
. Fo| Hiod L2 205 AO| =502 0|5 K4X5| T 10| QJAME|E
5 | FoPiER Sl K22 OISt QIal, 2HSE, 7HRIQH S, A DS T Lol ANAEZ0IA L 29 2 L0l = =75t 0f2f #0] B0[2{AL EFOR Ql5l 0{T5| 29 0|HQ| LH3|=0] 01
(Strong for recommend) | ZoPA| HBIC, 2 HEO|CH ot=2 S0 YAS Sofl 02| AHLS HIsROl, HH Yy M= YRS TH
2 VIE FU 4 2 Xzt HEE MES 20 7(Eet YT RF JHY 77t =0 HHZE F2 =4
2o Al Bl O] AR QIAAS i BIRY/ARSIR 7HR(0] (2} 22 4 Ql0}, MO ALt 717, 27HEQ(0] UNTIRXIFSO| 4 WH U E[0|EE/T QUOLE OFF ZUHOIME 2H7|Hre| 2IHTHe) o
B | (Conditional for XoAH2 Melst 52 Hofsit)
recommend) e aEee TIZXIZO] N K| AT
A
er ¢ (icjdi o IHJEH‘ ) iﬂzﬂﬂi;l&m()l;%q ] _?Fg,%}gﬁ GRS BRI 2Rl 27 29 HE HMAOA Y17 LA O|FHAIL AN, 2Lt Z4F 2t £7|0f Hlo B2 X 21t
ot onditional against = Z20fME AlS HIGHA| A= _
A ’ L Off thet ==S0] Y ZEED QT et HHEX ZHHM= 2HH 712H6t0] A&okAH] JHatoF =22t
4 p | AR EERNEE $|3H7f I%EETEH_E, YN o E= EA/MEA 7IRIS n2folo], EE9 OfL2t XMl =7 29| 2ol HilE HO|0|E7H EQot &=0|tt
(Strong against) QA0 ARS HIIGHK| Q=L
oo e ~ SREUOZATLHNME THEHZ SIS & 20201 of=Qd S SHC= AHE 1& 710|=2fQ) 47|12t
S X129 OIS} Qoll, ZAHLE, 7IRI9F MS T KFRIS TTR43S I 2ALZE0| U WAL, 1 108 152SE| 128 312)0] TH7[2 = x| b 016 Ol CHE0l515]0] olDaiZ1 5101 Al
I | @2 2&(inconclusive) OIS/%Ioi M2ZH0| Y251 E=HY, = HOPE 74N S AIRMRS 20| 2ELD Ol A 2020 102 15URE] 128 319)0| H7[7H0f 0]R0{XI H QLOH, 2021H0]= THSHOIatE|Q| HFEE Stof Lt
O N2 AL ILHE + T DI, olol BEiS 12w Bt ot 70 2 stel(eratel, taizst o S57/5ks, st 0reata), tiaigAlsta), tiaregelstal,
QAR A2 BEGILL 6l |20 0|S 1Tt Yo, 24T, TIXKIQ ST, KIS Ty SHERRIQIEt|, IRIRIAAISISIE)Rt 71 7HY HRIE A, SE/EEAL, A0, Tt U L Z20MIX| &
MRt Ee AYH ZHZH2 FFofL ofig X St 2fefl, 2 x L) - - L A = Juars 5o
(Expert consensus) I QAR ZAS 0 M2710| BHoj0f| 2t AR ({EE AT érq I:|'|<>H):| 7Ht£0| O|ﬂE-O'|§iE|’. JE|J_—' X|§£|’E L tﬂH_l 0|-|)-\r9f EHO|-0:|A‘|: AI_I_—‘T EJ—'—A‘IE 7HEOHA-| 9|-r J_L—_|-101|
tHSorATt




D=9z YRloh= SS9 K28 BEoh= 2=z flof zld9| XY et 2HSS ZEoHH I
JE Sz 2718 AYTRXIES &5 sk AO0ITH Eot = XE2 710|221 T W E SH0|
MeE 292t 22 7156t &% K0A AMSSIHME Z|Me] 2AE 7[ECR St 710|E2101 JHY YWHES
WHE HEIS Z|HSH Ao MOt} ot RACt

[1] X<

2 AE2 TZLHMOZ ST SIS A= of il 91, A0t ZEGHTt 2020E 401 2t S0 tiet 27
=2 =27t 585 £F H|W & 0/= NIH (National Institutes of Health) S BERE 019, ME A
HREZ dIES HdotHA S S0 thet MR 7|1& HE7t FIF HR5 42 =2ot #iz0 S &

[5t7]12 StULCt.
2|1 202143 ¢HEE 0]=2 NIAID (National Institue of Allergy and Infectious Disease) ordinal scale &

S ER0IAE ZH TA Q| SRt0l|H aiXls UMM K27t 20| R0 QU 71 7iH2 FESH4(1E)EH 8
HAMIIRIQ M2 FHE 0 AUCE NIHO| 7|F0] S57| AEfof TS HaHSt HOlE, ordinal scale2 3&7|
MBS0 TM2E oSty XRE HAGIE 0 2Kt 2RO 0fa{0] =20] 2 4 0, /i 2HE0| 22t £

1of1 U= EAF HEHE MEFo=H =20] 2 = AN IS MU T NIH 71E & '8’ s

AAX| 20| HRI7F AL S CHUSHH, “MZH(critical) 0l SHE == 2HAHe] MEl= ordinal scale2 A5} | &
E IS, oY A7|EH SIS Eélotdl DR, siM0f 9|5 Qi 9| &t

= =}
o —
Xtet HAso] £ HIRMME 0] B2 SBE 2575 HEX| 42 £ UHEE
209 2= Jolits Faf 2E9 LAY X0t UM B SBE 7IE

|-

o
= 2%)2 dEst & 0540t gets| 7|E0] MHESIL HHIL FF, 55

[2] RIzle] MRXt U HRHH
2 A2LHY HAE EAE o|=7|2te] FRLt XIHEY Of50) Ti5104
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Camostat D EHR (@EHSE )

Nafamostat A HE (@AHSE 01 28)

Ivermectin HIHE@IERD) | BIER@RENR NS

Favipiravir HOHK| 2 (R7E A Hich, 2AH4E IR W)

Umifenovir HoIX| S (RS Al BT, 275E U2 2S)

Baloxavir marboxil | BT HE (FHEE R 22)

SYYAHROC | HIER@AEWS) |

Ruxolitinib I HR @HE iR X3)

Sarilumab HD HR (ZH+FE 555)

Anakinra I HE @HLE WS

QIE{HZE Holx| %S (A EiTH, 274F 23)

SARS-CoV-2 o S

HE0jx s ?0}_{1’%’(% (s il"g; EHHJH—’F-E =3)

BoZEED T, 315 XR0|A HSB0| 2 Mol= AL2S HiRIGHK| ZOtOF SiCt.

3|57 8% A1 EHR (@HEE RS Holx| U (ZTL Al Lirh, 2748E

SARS-CoV-2

E0H yug

Hoz2ER HD B @HFERR)

(hyperimmune

globulin)
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CQl

gIHIAIHIE(Remdesivir)

PICO 24

rH
[H
Ho

HoAHIZ
(remdesivir)
A 7|2

e

F2LH9 SX0IM BHABIZ(Remdesivin2 £07t BEX|E E= {400 HIoH 2% o
Y & 2ng0| ometrt?

Population: ZZ2L19 SHXIX}
Intervention: HGHIAH|Z(Remdesivir)
Comparators: : Standard of Care (SOC) or placebo
Outcomes:
(1) AR (critical): A, 714137 |22 ZIS(EL 7|AH1&7| QK| 712D,
(2) 298Himportant): YL(ES YLU7|7H), EIY, UMY 5H
S2 UMX ST 22 A7, S X222 T, SO 0[4ELS

Study design: RCT

1. MAX|EIH QS| TF Q -7'5§§7|L} ECMO XIZ7H| 25K Y2 ZZLH19 2XtofiA
#By =

HIHA|H|2(remdesivinNS A28 4 QUL (LS @2, HIS

]
]
4
rH
IS

HCIAH| 2(remdesivir, GS-5734)= ZH P SH0[HA 72 B[S0t L) SAL
H| monophosphoramidate HFLEE, CiYst 2|28tk (ribonucleic acid, RNA) H0|2]
A9 RNA &Y &&tgA AXKI(RNA dependent RNA polymerase inhibitorn)2A] &
SSHH1). In vitro AE0A CHSH RNA BHO[2{A(Ebola virus, Marbug, MERS-CoV,
SARS-CoV, 7|E} coronavirus, respiratory syncytial virus, Nipah virus, Hendra virus)
o Z=st 2Hio|2A SUE HOl= A= YL (2).

COVID-19 YMAHOZ HF/EST 2 552 COVID-19 AIHUAXASl NIAID
(National Institute of Allergy and Infectious Diseases) ACTT-1 (Adaptive
COVID-19 Treatment Trial) 24AIZ(NCT04280705)0] 20204 28 21UEE AXHE A
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HIHIAIHIZ(Remdesivir)

= 2%
(Evidence
summary)

(3), YYBI=MRIY A7t TEAIZICHE S7t At YHEETA 53 10 0|2 422
ZOtMA(Food and Drug Administration, FDA)= HOAHIZ2(MEH: veklury)E T2
19 RAZHZ 712 AHE SQIIICE. ACTT-1 AIEZ I YA 1= 015921 20204 10
22%0Il= 2L 19 X2 HZ2= FE2 HHAHIZ27F FA SQISAC

10 K

r

i

,055671) 0|= 3t HAMAHO[E@BE 12

= = )\
A9 ZMZNTt ErFE ALt 2AMENEUHA S=S HMelet 4,22571F screeningdto]

=
Z 216HY A2 HEICH, HEXO=Z 6HQ RCT A7t MEEIUCHS-8). Al7[E2

= X7| 2H(3,4), 63 3H(5-7), 720 1H FIHACKS). 71 727t F 7= WHO
Solitary trial2 £ 5,4

51HE HNCE SITHE). B (severe) AIE Q2 St AT} 2
M4.5), S8=0A S5(moderate to severe) LA 1H(7), YK E= HB0HN 55

(mild to severe) CHAIATI} 3M(3,6,8) O|2ALH.

Searching Initial
Update 2020 Jun 2021 Aug 2021 Sep 2021
c "\ N\ N\
7 7 7
Evidence RCT 2 +RCT 3 +RCT 1 +RCT 0
Update =RCT5 =RCT6 =RCT6
(32 1]. 27 2ol YE0|E 3z
SE 2 2 At O3y 2t
SE 22 AYE(E0Y O|Uf = YY) 6HO 28 DR0A EI3HOH RR 0.94 (95% Cl:
0.82,1.07)2 MI0| 4 2L}t £ 27F SAX X0l AULE. AFYE0] Uish SS=01
2t £5(severe) Chat 131 3D} CHAKXZE AS0M £&(mild to severe)0| EXE o}
MET 2AS EUCLE Z7F SHA X0|= Ut
USH e A(14Y 7hH0l| tholf 205t 262 2HOZ EAXOZ R2|5t X{0|= QiU
Lt, UMK 3|20 AQE AIZHY)L 2H0IAM SXHZ0| MD -3.51 (95% Cl -6.45, 0.57)2

L 71A&7ILE ECMO BR 744 SAl 5HO BDEOLE 22t X0[7t
Q215K QIUT, KU, T|E7| RXIU A 22 HOK= RIHA| YUTH

Aok (GRADE Summary of Findings Table)

Anticipated absolute effects*

0 . (95% C|) a 0.0 erta 0
erie Pa pa e eviae e 0 e
SIS Risk with SOCor  Risk with 95% s RAD
Placebo Remdesivir
FBE0] TetA Severe
B CHe St 3L LR}
/jrllo(r:tzﬁj 111 per 104 per 1,000 ?oRgg.?g 7532 BPpO0O mild to severeZ mix &
Critical 1,000 9110 119) 0 (6 RCTs) Low?® T HRT 2AS =9k
(Crtca) 1o oLt a2t B Aol ¢
QEt.
New need for
mechanical 120 per 99 per 1,000 '(:‘ORB%?C? 6513 S 00)
ventilation or ECMO 1,000 (60 to 165) ‘ (5RCTs) Low®®
" 1.39)
(Critical)
Time to recovery  |The mean time to| MD 3.51 lower 1298 BBOO
—days recovery (6.45 lower to - (2 RCTs) Lowf
(Important) (days) was 0 0.57 lower)
C\mlcs\l/l:rllp(rj(;\;zment 500 per 1,000 | 200 per 1,000 ?0R919.1t§ 820 SO0
’ . d
(Important) (495 to 635) 127) (2 RCTs) Moderate
Serious adverse 310 per 1,000 RR 1.35 129 BHOO
event 230 per 1,000 (17010 561) (0.74 0 (1RCT) Low?
(Important) 2.44)
) . The mean
D“ra:t‘;; ‘fggﬁ:p'm' duration of "("8D1 flzoi/'g‘r"g i 1208 @00
hospital stay L (2 RCTs) Very low<?
(Important) (days) was 0 3.6 higher)

*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; MD: mean difference; RR: risk ratio

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.

Explanations

a.Downgrade for risk of bias concern (randomization process)

b.OIEAISS SB& X017t QU1, UE Aih= WRHH0| BiCHe| Aol B
c.Downgrade for risk of bias concern (randomization process, blinding, missing data)

d.95% A1Z|71710] 12 K|LIHA 0.75-1.25717tE K.
e.Small sample size and wide confidence interval
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G| AHIZ(Remdesivir)
Hn 1. 27{+=(GRADE X&) Cf. (=8 #H1, 22 27, conditional recommendation, low certainty of evidence).
A ZALEL AR ZUREO RE Ol AY Y T|AE| 2 H UM HISTE £ QIIBIRIOIR|DE AA K27} WRSHR| 47iLE, ALj B7|2 AARSIET} 04%E ZUste
= HY#Y &=0M S80| ROtHM 2 ‘S22 'S8 Q% HIE RN, ZE 2AHSER 20l= HCIAHIZE SO{oH| LS HASIUCH (R B, I R 2; conditional
AN AWK E & 71 W2 2HSEQ IS 22 UG recommendation, very low certainty of evidence) (updated: 2021.4.30)
2. 0|52t 5K 6. 7|Ef I 24ALE
RCT SI10IM HOIAHIZ FHZ0M 2=7HX(2] 7178 HEAIZICHE 208, 3|FAZHH 20214 32 HHAHI29] UMK, HIO|ZA X5 S0kt 2HEs I 0|t YRS UCH
ZO|L A0l 2047t SfUCHE 21071 UM Ao LREIX] EUATE. XFTK|2| 2HE B (9). 2 ISE HROXRICE, AHIAHIZ =L AFB0| 755t & 20208 7€ 148
goz mos i 2= S BX0IM AlYE EWHE Tsde HAUCL, U8 539 & JIECE, 74 oY S HHAHIZE £0f B2 eXiz(n=48)1, 68 otE 3¢ BE X
HOIA U4 3179|717k HEAZ 7H5/40] QAL £ 22 HF07(n=38)2 Y&t ZUE HIWGIC. A7 At AGAHIZ SHZOIM 7|A
2E SH0A ZHIO[HAKO| 25t S5 FAE0|Lt 0|= QI8 oFF SHO| Bl = R 2|5 Y= H|S0| HIR0Z 0 Bl oA 2ok UL (22.9% vs. 44.7%, P = 0.032),
RISt R{0|7} GiRACH. A7 R Y 1.97UE, HIF0Z2| 5,370 H|WotH 3Y 71 O A AL
Ch (1.97¥ vs. 5.37Y; P = 0.017). YAH 51 20 = HGIAIHIZ £0] A| SARS-CoV2
71Xt MSE HIO|2{A ZHCHel 718717t H 7HIHE A2 2 LIEFLEA, SARS-CoV2 Hi0|2{A AZ0] 20|
SO ZEL 19 SAE UIYCE Xz | MEHO| CHEH kXL MSEE FAfSH A7l QU daols 2E HHFUCE
AT SFX|2t, =L AZQUFZATXMOIM HHAHZE = ol/IoIULL, SF A SfoliA 7120 gHE HGAHIZ o2 e H4THEH COVID-19 54 &l = oM S04 10
F710IM HAGABIZE PHLE 5otil AL, OFA AGAIH|IZ X 2ok JH0|2{A of U2 FuotAlL, O 772 & 4 UE | HHEZ0IUCHH, 0] AL 2L 2= B L
X7t Qith= E2 d2iotH, St Mele= 55 A2= My et 12 10 O[LHO| ATCIAHIZE T URAH XI0|E 2ACt. M2tM &t EXX| =7t HAot
ST SX0IM HOAHIZE B4 Lol 2 WA X7(0| FOSHCHH, 29| HIO|A HiE
4, XtE(HI 28 2 90] UA AAAZ|L, 7|A27] ZIdS 0|sts ol =20] 2 A= JICHED). Tt =
S5 A0 SeliM HOAHI2= F7H0IM fE4QE Sgot T L CH7 |2 A2 A720]12, RCTZ Tl thete G7t OtL2tA & HIERZM0l= KI2&
ACt
5. C}E2 H7} YHTI=X|Zate| #1 Hjw
WHO 7I0[E2RI0M= Z2LH19 Y& 2XA0M S0 A Q10 HGAHZ
(remdesiving AI8SHA| S R7IRE Hsk= XES 20209 1€ 202 L8
ENEH 1. Brown AJ, Won JJ, Graham RL, Dinnon KH, 3rd, Sims AC, Feng JY, et al.

(conditional recommendation against the use of remdesivir, Z4%&: Low)3 11,
Z|2 HENAME HARO0| RXIGHLT ATt (updated: 2021.9.24). 53 7H0|E2IRI0|A =
MAR|EIF QFEHX|CE QIBSEVIE ZA| Y= YUY BRI ZHEZ H(conditional
recommendation)atCH (v44.1, updatedi 2021.10.21.)

0= NIHOIME &2 MA EFX|=7t HQSH 2X0|M HOHAZE £
(Blla)stal, AALTH0| B7tot= H&Y e, AHAHEL BAIHAES 20| F0iE
AS HISIACH (BIN). O|= IDSA 7H0|E=2IRI0M= 559 e 2A0IA T2 &}
HA XX HO= HHAHZ AES HMetsti (2A

N

gz

kl

recommendation, moderate certainty of evidence), MAX|27
&= ECMOE AI8oHA| = X0 JOABIEE 10YECH= 5 Fo{g A2 M6

Broad spectrum antiviral remdesivir inhibits human endemic and zoonotic
deltacoronaviruses with a highly divergent RNA dependent RNA polymerase.
Antiviral research. 2019;169:104541

2. Sheahan TP, Sims AC, Graham RL, Menachery VD, Gralinski LE, Case JB, et al.
Broad-spectrum antiviral GS-5734 inhibits both epidemic and zoonotic coronaviruses.
Science translational medicine. 2017;9(396)

3. Beigel JH, Tomashek KM, Dodd LE, Mehta AK, Zingman BS, Kalil AC, et al.
Remdesivir for the Treatment of Covid-19 - Final Report. N Engl J Med. 2020.

4. Spinner CD, Gottlieb RL, Criner GJ, Arribas Lopez JR, Cattelan AM, Soriano
Viladomiu A, et al. Effect of Remdesivir vs Standard Care on Clinical Status at 11
Days in Patients With Moderate COVID-19: A Randomized Clinical Trial. Jama.
2020:;324(11):1048-57.
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JIEL EtHI0I21AK(other antivirals)
HIHIAIHIZ(Remdesivir)
5. Wang Y, Zhang D, Du G, Du R, Zhao J, Jin Y, et al. Remdesivir in adults with severe =5y A2LH9 BXI0IA 7|EF HI0|2 AR|(other antivirals) £07F BEX|Z2 &2 2|20 H|of
COVID-19: a randomised, double-blind, placebo-controlled, multicentre trial. Lancet QIAZIR QAN OFXA 9l FIA0| O{IHBH}?
(London, England). 2020;395(10236):1569-78.
6. Pan H, Peto R, Henao—Restrepo AM, Preziosi MP, Sathiyamoorthy V, Karim QA, et
al. Repurposed antiviral drugs for COVID-19 - InteriM WHO solidarity trial results.
New England Journal of Medicine. 2021;384(6):497-511.
7. Mahajan L, Singh AP, Gifty. Clinical outcomes of using remdesivir in patients with PICO 24 Population: 221419 ={EIA}
moderate to severe COVID-19: A prospective randomised study. Indian J Anaesth. Intervention: 7|Et 3HH0|ZAX|(remdesivir2t lopinavir+ritonavir H|2])
2021,65(Suppl 1):541-s6. Comparators: Standard of Care (SOC), Placebo
8. Barratt-Due A, Olsen IC, Nezvalova—Henriksen K, Kasine T, Lund-Johansen F, O G ES
Hoel H, et al. Evaluation of the Effects of Remdesivir and Hydroxychloroquine on AR o of xlsHmo o oo
Viral Clearance in COVID-19 : A Randomized Trial. Annals of Internal Medicine. (1) S (critical): A, 71A27|122 THE2 7|1A27] RX 712, S
2021;13:13. (2) ZQ8Kimportant): Y&717t B, Y& SH(S2 LYH ST 2T AlZH
9. Joo EJ, Ko JH, Kim SE, Kang SJ, Baek JH, Heo EY, et al. Clinical and Virologic S X229 Tl SOHSH 0|48t
Effectiveness of Remdesivir Treatment for Severe Coronavirus Disease 2019 Study design: RCT
(COVID-19) in Korea: a Nationwide Multicenter Retrospective Cohort Study. J
Korean Med Sci. 2021;36(11):¢83
HIZ FAZLHO EXI0fIA| favipiravire UAAES HQISIH FEO0IS MK Y=LHRHSE:
UH-?- ‘5:’%, HNSF: C, 7L A3 Hirh),
2-2. AZLNO XA umifenovire UMAIES HQISIH RS HSHX| Y=Lt @A+
F R 23, HUSE: C, ZUE A1 girh).
2-3. AZLM9 XA baloxavir marboxil £0= &2t} QM0 Cist 277t ££3510]
HIE HISCEAHSE: 112 3, #usSa: |, H1 HR).
[HIE 7Y 2 HE)
JIE HIER IMESECE BE ME0| ol 278 A B(BEISE O 2L, i
FotHM SIE 2AH0 M2t 28 T2010 HIES WEE
SHO|2{AX| Favipiravir (Avigan®, T-705)= LSt RNA HIO|2{A0 Cish S2t7t Us A2 Yz
(antivirals) OFFIZA, 1 70| BHAIX| Q0L OIOHE B2 QAMIE X510} Hr0|a1¢9| RNA 9jZ4
i 7|1=2 o
;E 712 RNA Z8849] &EE AXlste A2 MZHEICKT, 2). SARS-CoV-20] tishM= A
© A A H N =2 sk(half-maximal effective concentration, EC50=61.88 uM,
selectivity index )6.46)0{| A HO|2{A ZHS ARot= HO2 E11E HE QITKH3).
Ribavirin2 % in vitro A70N 1sZ0A SARS-CoVL MERS-CoVel SAIE o




'Y 34 ARLNO A X|RE 95 AMTIR KA 35
JIEF EHI0I2iARI(other antivirals)
HIBIGITHA-7). T2{Lt QAN AFRSH= UBHKOl =z 2= SARS-CoVLt MERS-CoV 2H 2% Udwadia 5(2020)9] ¢17= F2LH192 ZHe A U S5& A0l SRS Ao
E40] O{HSIF| 812, IFO SHO| LiElS B SEOIMOf ofH7} L Ribavirn (Evidence favipiravire E013H= %2 HIER(DIXIR)T HlDE 972 BXZ 7287 AT 7582
3} interferon?| HEIQ# 0] A HH in vitro HTL0IAf SARS-CoVOl| CHal AFRE AL summary)

=M 9
(Evidence
summary)

ribavirin® HQ SEE W1 ML Uit LHiH-fE 20| ZI=[ACK8-10) .

Umifenovir (Arbidol®)= 2{AIOLOIA JHEE SHIO[HAKZA], 2{A0t2t ZS=0IA QAIE2
QIR ZHQ| ot X5 FHC= S2150] Tt 0] LH|= indole FEAEA HO|H AR
&5 MLl age YANlote 22 EEot0] CiYst 7| MS Soff Z#(st sHto|2|A st

£ 7RIt YA UTH(11). Vero E6 MEE 0|85 H&0M= SARS-CoV-20i| CHaliA

S|
T HIO|HAQ 2AIT} LHEAF|(endolysosome)2ERE{ Q] HIES IG5 2SS AR|GH=
Ao= B v ACK12).

Baloxavir marboxil (Xofluza®)2| CHA} A=21 baloxavi E QIZZ X} HiO[2HA S| BEIE
4 complex & polymerase acidic (PA) THEE ME QLIS AX|K|ZA], O TR o[t

cap—2|ZEY AL R SRS Aendonuclease) EAS 2AHSHY QIER AL HIO[ZH AL
EHIE 2=CH(13). ME A3 (Vero E6)0IA baloxavir?t SARS-CoV-20i CHaE StHI0|2{A
S UCHT BIE HE UOLK(14), BIHE JZX| iThe B UCH12).

= YHER2 2020 102~12&7HK] 01 HIUZ0A ZME HE L1, +FE 2HAMH
22 E5 20204 12¥ % 2 *—.“% (% 3,61471) 0|F 3Ho| ZMAH0|E@®E 124, 9
2 10%, 108 102)S AIASH & 112210] HA |0+|:r Ol HUR0= 9EX| A
ZIPt HHEQIC. 2ME PSOM %%% HeIgt 3,120712 M=t =5& 0/8010 M
H(screening) £ & 143M2| YES HESIN AP0 Yot MEBiR| 7|1ZS HESIUH,
HEXMO=Z 6 RCT G717t MEIS|AUCE ZE MBS ST0A LHIOIHAK SMZC2
favipiravir, umifenovir, baloxavir7t &=L ribavirin® Zef=X| SAACEH
Searching Initial
Update 2020 Jun 2021 Aug 2021 Sep 2021
c £\ ™\ ™\
- 7 ~
Evidence RCT 1 +RCT 3 +RCT 2 +RCT 0
Update =RCT4 =RCT6 =RCT6

(323 1]. 27 =l YH|0|E g

=]

CHAREZ ZE5tstr QUCH5).

Ivashchenko §(2021)2] 7 ZZLHNI9Z FHYLS &

2 favipiravir 1600/600mg(20H)1t 1800/800mg(20H)S HZX|Z(20H)2t &HH A+
E0{ots AS WEZ(HEEX|Z)D B WGIAUCH16).

Khodashahi §(2020)2] $17= Z2LH 92 THED s SF H0I 2Kt EC= H
ZX|2(hydroxychloroguine)2t &7H umifenovirg E0{ot= 28 HEZ(EEX|Z)0 H|
of 72 S 501 Uix 50HS iRtz Helkstl QUTH17)

AlaviDarazam $(2021)9] $I7t= F2LH92 FIEHEIS SEE 9l ZX HO| SIXIE [AC2
umifenovirg E&X|2(hydroxychloroquine + LPV/r + IFN-b1a)2} S7H £0i5k= Zd1} Cf
IHEERF)S Hwet A2 S 51H AT 50H S WAt ZEs6t QUCH18)

Li 5(2020)9 G0 M= ZELHOZ ZITHE D Uelst AS Y SSE 2l SXE A2
2 umifenovir(353) &2 lopinavirtritonavir(34H)E 05t A= HWXZ(OIFH, 17

&)t H| W SIACH19).

Lou £(2021)°] A= ZZ2LHMIR RtEre SIXE ACZ baloxavir marboxil(10
%) &2 favipiravir(9H)E E0{5t= AS WZZ(0IF0, 10H) 1} H| W SIRACH20).

o

g 2A

e ZAt= HEY(favipiravir, umifenovir, baloxavin)2 L2010 MAIGHICE

Ot
i

riot

Favipiravir0ll CH3t 27 2812 3HO(AL, ALY UM SIRpQH), 74N 27|17t "ast
Rp2=(3H), M2t 0| 4ES LAY %X}-’,\-(Zﬂj), SR X2 2A(2H), Bl BtRt(2
H= ST iz 2 SHXC %, RR 1.00, 95%Cl: 0.11,
8.82; 7IAIA 27|, RR 1.14, 95%Cl: 0.44, 2.93; &zt O|&HtE, RR 0.99, 95%Cl:
0.36, 2.69; S2XHA, RR 3.79, 95%Cl: 0.47, 30.55; E[&, RR 1.00, 95%Cl: 0.82,
1.23). YAE ST0| Z2I AIZH2H)2 favipiravir £0Z0| XL EAXOZ Q9|5}

A O BUCHUAMA X Mean difference -2.00, 95%Cl: -3.00, —0.99).

Hu
0
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JIEF EHI0I2iARI(other antivirals)

ZtQ kR (GRADE Summary of Findings Table): favipiravir

Anticipated absolute effects*

RA T 0. O erta O
Outcome portance (95%C|) '. o pa pa e evidence
Risk with SOC  Risk with favipiravir die RAD
Mortality 10 0er 1.000 104 per 1,000 RR 1.00 227 BSO00O
(Critical) per . 9110 119) (0.11t08.82) (3RCTs) Very low*®®
Invasive mechanical ventilation 67 ver 1.000 76 per 1,000 RR1.14 226 OO0
(Critical) per . (29 to 195) (044 10 2.93) (3RCTs) Very low™™®
Discharge from Hospital 895 per 1,000 895 per 1,000 RR 1.00 207 HPO0O
(Important) pert. (7341010000 | (08210123 | (2RCT9) Low™
Transferred to ICU 0er 1,000 0 per 1,000 RR3.79 79 D000
(Important) pert, (010 0) (0.47 t0 30.55) (2 RCTs) Very low™™®
Serious Adverse Events 59 ver 1,000 58 per 1,000 RR 0.99 167 HO00O
(Important) 3 e (21 t0 158) (0.36 t0 2.69) (2 RCTs) Very low™™®
Time to Clinical improvement, T_h.e mean time to MD 2 lower i 181 SEO0
days Clinical improvement| (3 lower to 0.99 5
(3RCTs) Low*
(Important) was 0 lower)

*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% CI).

Cl: Confidence interval; MD: Mean difference; RR: Risk ratio

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

. risk of bias concern (blinding)
M2 BEA

5&‘8 )‘|§l-_r‘7f 2 null effect 72+ 28t

ocm

=

Umifenovir®ll THat 24 22 3HOIQAL, AlY 24 2tX4=(3H)QF 7|H1X 27|(18)s Szt a2t
EAXOoZ QOIst XI0|7F AAT(AIY, RR 0.62, 95%Cl: 0.15, 2.63; 7|AX 27| RR 1.19, 95%Cl: 0.66,
2.15), AZiTH O|MEIZ(2H)2 S ZOIA LAUSHA] LRUCH L7 [ZH2H)2 S0 AZEL SAXNCE &
9I5| O &I (Mean difference -3.46, 95%Cl: -4.64, -2.28), ZSIAIA X2 StA(1H)2 SX=0| X
THO EAXHO 2 Qol5t| B MAUSH(RR 0.05, 95%Cl: 0.00, 0.88), YAH SHMX| 7|ZH1H)S S0
AZEC EAMOZ Q25 O ZUCHMean difference 2.00, 95%Cl: 0.56, 3.44).

Aok (GRADE Summary of Findings Table): umifenovir

Anticipated absolute effects* N ertaintv of the
Outcome (95% Cl) Relative effe o svidence
portance 95%
Risk with SOC Risk with favipiravir die RAD
Mortality 188 per 1.000 117 per 1,000 RR 0.62 253 ©OCO
(Critical) pert, (28 t0 495) (0.15t0 2.63) (3RCTs) Very low*®®
Invasive mechanical ventilation 280 per 1.000 333 per 1,000 RR 1.19 101 eO00
(Important) per . (185 to 602) (0.66 t0 2.15) (1RCT) Very low?>®
Length of hospital stay, days Thhoes r?;?;‘:ng;: Zf (2,\1/|9D |;\;3:r|?gvg r37 ~ 201 5 00)
(Important) pital stay, Gays - e ' (2RCTs) Low™
was 0 lower)
Transferred to ICU 180 per 1.000 9 per 1,000 RR 0.05 100 HO00O
(Important) pert. (010 158) 0.00t0088) | (1RC) | Verylow
Serious Adverse Events ot booled ot booled ot booled 153 S 00)
(Important) P P P (2 RCTs) Low?®
) A The mean .
Time to Clinical improvement, time to Clinical MD. 2 higher 101 BE00
days ; (0.27 higher t0 3.73 - N
improvement (days) : (1RCT) Low”
(Important) was 0 higher)

*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; MD: Mean difference; RR: Risk ratio

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. risk of bias concern (blinding)

b, Mo gEA

‘E‘HS AMEIT7HY null effect 77 28t

Baloxavir marboxil0i] CHet 274 2 1HOUL, 7|AH 2t7|7¢
2 ST EZ 7t SARCE |

oIt X107} ¢

nlg@. §I_|.X|.A
ACHZ|IAIX 271, RR 3.00, 95%Cl: 0.1
4l RR 3.00, 95%Cl: 0.14, 65.90; 277t Mean difference —1.00, 95%Cl: -22.4, 20.4).

ZSRHA MO SR, QU7

P

4, 65.90; &
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JIEF EHI0I2iARI(other antivirals)
ZtQokE (GRADE Summary of Findings Table): baloxavir marboxi Ho 2. 0|S3} 2fal
. NN Favipiravir, ribavirin, umifenovir, baloxavir marboxil®| 01| CohA= 2tz 374 0|2t
Anticipated absolute effects G ertaintv of the
Outcome * 5% C) Relatve effect | . s o RCT7 21501 RO, T @110 BE47} XD W2 Kol KFHE0| BOLA OIS T
PO Risk with SOC  Risk with umifenovir ' die RAD Qa0 thet =2 $E2Q 2HE =E0H7| KR TP favipiravir?t umifenovire 24 3
Invasive mechanical ventilation 0 per 1.000 0 per 1,000 RR 3.00 20 ®O00O MO 7 ANE 2MSH Al HIE ME[FZH0| H7|= SHXTE St A XH 26t
(Important) pert. 0t00) (014106590 | (1RCT) Very low?* RIO|7} BHEIE|X| Q2947 | MHR0) AFLO|LE 22 ZTbO| HIE S =9 JH=A0| WLt BICHEICE
5 3 A £F0| SX|= QOL} 2AM5HRE0| e L Ab7| OF
Transfer to ICU in Day 14 0 per 1,000 0 F()Oe;;,(()))oo 0 13'13:&_?90) R %{(():T) VSB?O?/V?M OFEZEX|2 USHOIl CHEHM . 2H =&0] SXl= ZoLt 2Mct 312 HeloM= o7 A
: : v O £040i| 2ot SCHEH FAE | ST/ BHEEX| YRUAL.
. o T'h.e mean time to MD 1 lower 20 000
Time to Clinical improvement | Clinical improvement| (22.4 lower to 20.4 - (1RCT) Very low?®®
was 0 higher) Y 3. 7IX|2t MS
*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the T2LH199] X|=0f 0] 0|0] 2Ate] SB=0H| Mt HAEZ 21Vt YSHE Xz M0 &
> v . e _ L . . . = =
relative effect of the intervention (and its 95% Cl). RiStCt. WetA, favipiravir, ribavirin, umifenovir, baloxavir marboxil2t 20| S1t7t 22
Cl: Confidence interval; MD: Mean difference; RR: Risk ratio 05} OFH|Z E0j61= S 20| 4R BRIt QA B MS5K| S O AZHEICH
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 THU(HIR TaF
Moderate certainty: \We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the 4. REHIE 23
effect, but there is a possibility that it is substantially different P ! P A0 OI%| O+ OIAFAIS] O|O| 74 .
Low certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the Favipiravir2h umifenovire = U0IA A& S2U0] =ORUAT 20t BLAIR 210 B=2= A
effect 20 271= AF20| 29I JHAE MA| QY H|20| Hls) ML m0
Very low certainty: \We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the 80| 27kS5iH. Ribaviring ALS0| MESTS f ':i |80 o !
estimate of effect LCt. Baloxavir marboxil2 H|Z0] 2H|0|10 Z2LH9 2tXI0f| E045H A0 2~38) E0{5t
RO 2 HIE 2HO| Z MO,
a. risk of bias concern (blinding)
b Mo gEA
L.-|o Al ',DI | ISk
e ﬂ-_rU null effect 77t 2 5. C}2 27} QRIS IR0 AT H|E
WHO, 0l= 2 E2H(NIH) XIZ0M= 0I1F Aol tish A=5HA| 211 QT 53 X
OlA= favipiravir, umifenovir, baloxavir marboxilf CHal &St 22|X HES Tl
A7 1. 242Z=(GRADE Xg) A AT Q0= AFSSIR| UEE HIISH UCE D[FZLEES|(IDSA) XIFHAE ribavirin,
InE I FAZLHQ BROA favipivir XIZ0 et S4A% Zajpisol ZASENY, 7AZ7)2 & favipiravirdll Lot @7 91 S22 2 10| Agotl .
7t2S SIX| 2L0t HISH e =0IM 15 S20] o, M2 B2, 52 27t
null effect 717t Z&CZ Qlalf HIFYY F=0IM 2HA S22 I R 20128, T
B IALEL U RS2 B,
TZLHQ BHRIOIA umifenovir X220 CHEH SHAIR ZDHAO| DHAZ(ANYL 7|HEH7|)2 25 1.Shiraki K, Daikoku T. Favipiravir, an anti-influenza drug against life—threatening RNA
- irus i ions. . : 12.
LIIRIS K| 00} HIEE OfF RO 157 S20] WOPHT, HS BEA Ho Algl virus infections. Pharmacol Ther. 2020:1075
i, = - , 2. Furuta Y, Gowen BB, Takahashi K, Shiraki K, Smee DF, Barnard DL. Favipiravir (T-705)
2t ct 7F ZetOZ OIgH HIFLA St=20|M 28HA S22 3 'I1R 20|28, J , i S O ) )
- null effect 7 of HBRY YR 20 S53 HH e RS0 a novel viral RNA polymerase inhibitor. Antiviral Research. 2013;100(2):446-54.
S T2 R H3'2 HHoIACH . . .
24 SHAIR T AO| A ADHS 3. Wang M, Cao R, Zhang L, Yang X, Liu J, Xu M, et al. Remdesivir and chloroquine
HELH9 EX0IA baloxavir marboxil |0 tet Sl X Zutd=o 2AHSEAY)2 = effectively inhibit the recently emerged novel coronavirus (2019-nCoV) in vitro. Cell
7tEE 5K 2ot HIEE S S=0IM 154 S30] RLotx, X2 EE49 null effect Research. 2020;30(3):269-71.
Tk Zgte = Oloh HIFEY E=0M 20 S58 3 R FS012E, T 2HSE 4. Stroher U, DiCaro A, Li Y, Strong JE, Aoki F, Plummer F, et al. Severe acute
o I WS'R WHEGISICT respiratory syndrome-related coronavirus is inhibited by interferon-a. Journal of

Infectious Diseases. 2004;189(7):1164-7.
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OILHHEl(lvermectin)
=83 T2LH9 BX0N O (vermectin) £07F BEXIZ E= /0] o] PdH AHY oA 2%
AYER 2 S0 Istof? (Evidence fji?;:gng Jul:i;iglm Aug 2021 Sep 2021
summary) (o O O
Evidence RCT7 +RCT 2 +RCT 0
Update =RCT9 =RCT9
PICO 24 Population: Z2L}19 SHXIX} (T8 1] 274 22l YH0|E =&
Intervention: O|H{2El(ivermectin)
Comparators: Standard of Care (SOC), Placebo Abd-Elsalam 5(2021)Q] H7= FZLH92 THHEIL 20-66M 45 2 555 EXHA=
Outcomes =71 S YR, R, A= HA)S HY2Z ivermecting BEEXIZL 2 3
(1) & X (critical): AL, 7|AE7 |29 ZM(S2 7|AH27| |X] 7|7h), UZH Y 12mg F0{5te A HAZEEXR)S Hust A2 Sz 82F 1} (AT 82
(2) ZsHimportant): Y(E2 LA7|7h), ElH, Y&H SME2 LA SHoi| 22 Al HS AALZ Zetotl UCH(4)
7h), A X2 R0 T, SOisH 0|&tS Ahmed 5(2021)Q] Gi7= ZELHM9E TIHHEI2 18-66M| e SAE AOE BEXE
Study design: RCT 9 8 ivermectin 12 mgE MY 5U7t E0iot= He WAL EEXZ)L} Blust A2
ST 22F 0t O R 23S AALR st UCh(5)
Okumus S(2021)9] $7= F2LH9Z ZIHER2 5F2| 18M| 014 ¢ IXtE o=
HEX|29 &M ivermectin 200 pg/Kg £ 1Y bU¢t F0i5t= XS HRT(BEX|=)
Hnz 3-1. 43 E= 38k TELHN9 EXtof|A O|HHElvermectin) F0{0ll LHEt 247}t 25 WS M7 2 ST 362 AT 30 S AXE Zetst QUCH(6)
=ot0] A1 E HRSICL @AHSE: *S, 1SS |, H1 BR) Lopez-Medina 5(2021)2] H7= FZLH9Z TITHEES 184 0|4 AS SIS MO
3-2. £ FZLH9 SXI0A| O|HHEl(vermectin) £0{0f| i3t 27t E5E510 B2 ivermectin 300 pg/KgE Y 57t F0i5t= Ae UAR(YD L HIWS HTE X
HRSICL @AHSE: R &3, HUSE: |, 31 BR) 2001} 2T 198HS ARIZ 2ot QICH(7)
Samaha §(2021)2] A= Z2LH9=2 ZIHER 184 0| 5 42l SAE HHC=2
ivermectin single doseE M&45-64 kg2 9mg, 65-84 kg2 12 mg, AlE 85 kg 0|4
2150 pg/kg € BEXZS} 871 47 F0{ot= AS WEZ(RIY+HER|)2 H W A7
O[E{HEl O[HEEl (ivermectin)2 7|45 AGHN ALE5te FSHOICH A AR M= 2 SNz 5081 Cix2 50ES HMALZ ZEtet UCH(8)
(ivermectin) ivermectinO] SARS-CoV-2 H}O|2HA ALM0|3 THEHEIY| 2=i6H M ZES 0f|Est= Shahbaznejad 5(2021)2] A7= FZLH9Z RIS bM| Z1F MAH A XS thayt
EE d= 17} Ok BIE b UCH(T) E3 ivermectin0] SIRE BV AN FRLHY 24 o2 BZX|29 &7 ivermectin single weight-based dose (0.2 mg/kg)E E0{5t=
< 9| 2710 FE = AUCts AT MAIEIUCL(2) 0215 HHMN A7 ZWE HIHCZ A AE UEZEEX2) H WSt HFE S 35N AT 34HS NALE &6t
ZLH9 A48 SAX0IMO| K= S0t0f Ciet AT MYEAD U HE HF0M=E & Ch(9)
D7} QICtD B11E|7| = FHCE(3) Chaccour §(2021)9] ¢i7t= ZZLHM9Z2 ZHEtT 50| oL g QIXt glo] SE4
BIESH MOI BXLE MO 2 BHEX|ZL 81 ivermectin (400pg/kg) single doseS A
E0lote Ae HAX(EEXZ)L Hlwet ARE S 12%0 R 128 KR X
27 QoF SoHMTES Soff 20219 6 28Y X AMAR(F 3,6147) 0% 3¢9 ZMAH|0| &5t UCH(10)
(Evidence E(8% 12%, 9% 10, 102 10Y)S A5I0] & 112210| ZME|QICE 0] HIR0= 9 Ravikirti 5(2021)2] G T2LHOZ FITHES 18K 014 A3 U 5= KIS Hye
summary) MRS AMAI} BIEEACE, SHHLIHN S0{5Hs AS RN Hlmet 272 SXHZ 3281 of

28 Mgt 3,120718 MSY 228
x

OI%EHH ﬂ%‘(screemng) 3 & 14309 %J—Er% HESHO APHOf Fot HEHR| 7 IES

2 ivermectin 12mg= 4+
2 b7HS YRR 236t QlTh(11)
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OIHHEl(lvermectin)
=H 9% Vallejos £(2021)2] ¢i1= FZLHOZ ZITHEFS 184 0AH48kg 04 QIGHX| 42 8t
(Evidence X2 OALOE ivermectin (80kg O/8t 24mg, 80-110kg 36mg, 110kg OI4 48mg)S 2 ; A”“C'patefgzki/j%‘f)te cliects” S omme
summary) TEOfBHE 22 UET(SIOD HlmE HT2 SR 25081 AT 25188 AR B ortance RO ciicct | prticp: e evidence
. - 95% die RAD
ststt QICt(12) s Es ivermectin
) The mean
Duration of : MD 1.32 lower
o 371 S FBUN ST SR}, £ X ZIhE TEGH0] FAIGISICE hospitalization (days) hj:;;gﬁz”agfm (157lowerto | - (32R7C5TS) e
AZ0M S BRLHQ SK0| Cf5t 2 SFS SHOIICH AlY LA SR14(6T), 7174 (mportan | oy was0 | 08 1owe)
| (1)

g

(5M)= ivermectin £} XF 7H E

95%Cl: 0.28, 1.85; 7|AX 2t7], RR 0.81, 95%Cl: 0.30, 2.19; /AI4M,

95%Cl: 0.94, 1.15; SAE, RR 0.99, 95%Cl: 0.14, 6.96). Y¥7|ZH3H)E ivermectin

S0I20| EZED SAXCE RS O HUCHY7IZL Mean difference -1.32,
95%Cl: -1.57, -1.06).

©

ZtQ ok (GRADE Summary of Findings Table): mild to moderate disease for COVID-19

Anticipated absolute effects*

Outcome (95% CI) elative b0 ertainty 0
effe participa e evidence
0]0)] e H T
Riskwihsoc kWit RCaZ die RAD
ivermectin
SBE0 T2tM Severe
RR0.72 Cidf Qi 3Tt AR
Mortality 20 per 1.000 14 per 1,000 © 28’ 0 1199 SDOO mild to severe2 mix &l
(Critical) per . (61t037) 1' 85) (5RCTs) LOW = I MR 2N SRR
‘ OLt 2t SAH A0l=
oL},
Needvgtir;f;:amcal 28per1000 | 23per1000 ?oﬂs%?; 7 EC0
, . ab
(Critical) (810 62) 2.19) (3RCTs) LOW
L RR 1.04
Clinical improvement 819 per 1,000 398 G 00)
(Important) 788per 10001 741'45 906) (01'9145;0 (1RCT) LOW *
el IO ey [ R
) . ab
(Important) (1t0 26) 6.96) (5RCTs) LOW
Hospitalization 85 er 1000 34 per 1,000 ?ORO(;.‘:C? 581 HPOO
(Important) per . (610 198) 2 ) (2 studies) LOwW @®

*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% CI).
Cl: Confidence interval; MD: Mean difference; RR: Risk ratio

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

Explanations

a. high or unclear risk of bias in blinding
b. B2 BE4 Uy MRzt

S5 A2 X0l thet 24 Ze2 1HOIUM AL Y 2kl 2d 74 2kt H2fet 0ldets 2y &

=

K==0il A ivermectin £O{Z L} HEF 7t SAMCE Q2|5 X10|7t 8l
QIA7HM, RR 1.38, 95%Cl: 0.92, 2.05; SAE, not estimable)

= [ oo =2 =

ACHALY, RR 0.67, 95%Cl: 0.27, 1.64,
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OIHHEl(lvermectin)
ZuQ ok (GRADE Summary of Findings Table): severe disease for COVID-19 Ao 2. 0|53} SlsH
U Ivermectin®] SIH0f T3t RCT G ZIHS ATHEH A0|LE 7|427|22] Ta, eIME
Anticipated absolute effects* -
Outeome (5% C) clative 0 0 ertainty of the A S| E£2151 0SS QIAOL BE T FES HRME YYTIZIS TEAFI= F1
portance Riskwith [, P o 7t U 2Lt A0 E3HE HRS0| A WYt A BRQIRI0| X1, &=7120| YBGHK| O
Risk with SOC ) . C die
o ivermectin o, Fwo| Ml B10| HE0| 0] 70| A7t HOK|s ZHI} YUt W2k,
B0 T24A Severe 001202 &2 4Z0| (17 M2 E UNKTIL O[Z0{X|7| FIKI= A2LHO SR
RR 0.67 e O SHL TRt K= Wnir=1 = 5t M= HES OIsHA T Tt Al
l\/Ior‘[aIity 300 per 1.000 201 per1,000 (O 27.t 60 [2000) mild to severeZ mix =l AI‘OJ—l' J|:|'|_:10|'O:1 O|:0ﬂ |:|'|Ol_|' o7|'E E‘|'r°n_|-|:|'- ‘I"loHo |’ + ,_0|'0:1 Q J—I' |' 01I|E|EO1|
(Critical pert, B110492) | "0 | (RCT) | VERYLOW® | 3042 =g s CHSH E 17t QUXIZH CHEZDE XHO|S HO|X| 0 QHRIA0) CHajAS £83 4 QXD HS
: [e) EANAN = O-I
SR Oft QA1 Q0] Chet B} OF) §l0f OIS 20| Uit O B}e merat 4 gir
Clinical improvement 736 per 1,000 RR 1.38 60 HOCO
, JHx|9 M5
(Important) 933per 1000 | 491101,000) (%9025;0 (1RCT) | VERYLOW®® 3. 7txiet =5 . ) _
: vermectin 0]0] 7|A% ZHH0| AFREIT QU= OHF|2 0[0] A HRUA 20| Z&
Serious adverse Oper1000 |  Not 60 $000 5101 SIAISO| AP WS AEO|CH MRt SIAISO| YROAE 7T 280 MEE
events 0 per 1,000 ’ . ab ~
(Important) O100) ) estimable | - (1RCT) | VERYLOW 2 QIC} ZULHOIAS QLA L E940] 7Hs3t FE QEE|T QK| 0t 28 TEAILF 2]
]

*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; MD: Mean difference; RR: Risk ratio

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

Explanations

a. high or unclear risk of bias in randomization, concealment, and blinding
b X‘io FEA QIO )\\EHL?_}-

T X ST

g
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1. 27{+%(GRADE Mg

A3 9 =55 AZLHNOSAIM ivermectin X|Z0f CHEH SHAIE ZIpHA0| I HLZF(AL
Y, 71472 =71EE SHX| Lot HISE | =0IM 18 S80] ROt M2 B
2 32 AMEFZIOE Ol HIHUYN S=0M 15 S22 3 RS0|EE, B8 2
SFL2 IS'2 IHGIAULC

55 ZZLHOSX0A ivermectin X|=0i| CHEH SHAMA HupHS0] ZAHLZ(ALL, 7|2
7N =M, 2, 2A9| HiES otA| oot HIEE 2IE =M 287 S20] ROMXL,
He BES Y HE *'EHUPOE Qlsh HIEYY R0 1EA S22 3 TR 20|
g2 T DASES R RS 2E T

T T o
oM 222 J;Iag QU3tL! Q= A=0IC}, TJ2iLt ivermectin 1t} st

ATEA ] HO| R, 2 Q0| HOf A= 0|50 thet ANl HHS WE 4 gl o
g o2 HE H 52 S 20| Mt 2Atet ool deks HRtE A0
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X g2 Oxford CHEtWO|N Lot Q= hHE AMAT(Platform Randomised Trial o
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4. X1(HIE 28
OFRIK| ivermectinit 21510 X|2 H|2-F 1t 2AL 9= AEf0|C}
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LiR7] E7IE COVID-19 Aol X229 #E5I0] £of o0 tial Aol HHe EF5}
1 U

6. 7|Et 1 24ArE

S| BTE AMATE MTHEM jvermectin AFR 20| thet BESHE 9|7
HEHOICt. YBIMOoZ J1ME LHEH A2EE 8F2=E FH0HA

Ole=7| ME0) gs HuE AAAT AUE siAe mf 00 CHoiA = HES| HTHEOLOF o
Ch(13)
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Population: T ZL19 SHEIXt

Intervention: E2/3 AH20|= (Inhalant steroids)

—-Budesonide, Ciclesonide

Comparators: Standard of Care (SOC) or placebo

Outcomes:
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Ramakrishnan S(1)2] 7= S=0IM AlE 24 RCTZ 224195 LT X 720

LH 18M01A HOI HMXIE 287t MG A2 budesonide?t EEX|Z(UHEA X|2)E
HIWSH A2 £ 146FS HAKXIZ Estot QUITt Yu S(2)9 A= FZ0A 0|27 Y
T2 RCTZ 65M| O[A = 504 0]49] SHIEIEI0| Q= FZ2LH9 3R} 4700HS tHAC

2 =0 BudesonideE A0 HEX|ZE £8liot0] H| W St H520|Ct, CiclesonideO|
thet I St=0M e R, E5-58E 29 &Kt & 613HE Y= ol &
A=0l| Ciclesonide, HEZN| EEX|2E a5t ATO0[CH M| G171 25 Z|0f 287K &=

TEE 271 B Z0E LIS 20 AT2 (R SH0| 33 S D92 [a, &
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ZntQorE (GRADE Summary of Findings Table)

Z7| 29 2HAF X|=A| Budesonide?| 2% oM 3=0| 22 AlZk2 SM0] Bt
8Y, HAF0| W 12YU=Z R6tA BUACHMean difference: —4.00, 95% Cl: =6.16 to
-1.84], 12|10 29 ZHOR 0I5t S5 HH YR sk SN 2ot HUCH
(RR 0.18,95% Cl 0.04 t0 0.79). (<& 1)
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[21] GRADE ZnQH-%7| Z2LH19 SXI0flA Budesonide2t EEX|2 H|u! Anticipated absolute effects*
Budesonide compared to Standard care for early COVID-19 (95% CI) Relative oG . of the
— Outcome Risk with : ) AnE B sVlenes
Anticipated absolute effects* Standard care for. Risk W't_h 95% die RAD
(95% CI) Relative G 2 of the T Budesonide
Outcome Risk with ere participa evidence omme
i i 0 R - RR 0.99
Standard care for BR:;:)V;EEe 95% die AD Alleviation of all 910 per 1,000 901 per 1,000 0.96 o0 1433 HPOO
early COVID-19 . symptoms ' (873 10 928) 1:02) (1RCT) LOW @€
-~ .| The mean clinical | MD 4 lower
Cliical Ezcov)e rytime recovery time | (6.16 lower to - (11:&) GiGOBVCaaO Intensive care unit 97 ver 1.000 13 per 1,000 ?ORZOS!Ig 1550 BPpOO
ays (days)was0 | 1.84 lower) admission pert, 61027) o) (1RCT) LOW =
RR0.18
’ : RR 0.94
Urgent hospital visit | 151 per 1,000 ZZeper:ig()JO (0.04to (11:&) Gigavovao Mechanical 18 per 1,000 17 per 1,000 (04410 1560 ©D00
o 0.79) ventilation ' (810 35) 1' %) (1RCT) LOwW *®
*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group Explanations
and the relative effect of the intervention (and its 95% CI).

Cl: Confidence interval; MD: Mean difference; RR: Risk ratio

Explanations
a. Small sample size

a. Unblinded, concern on detection bias
b. Only one study and rare events
c. only one study
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[22] GRADE ZatQotE- 112[8! AZ2LH9 &kX}0jA Budesonide2t EEX|2 H]uw
Budesonide compared to Standard care for high risk COVID-19 patients

Anticipated absolute effects*

[£3] GRADE Z29tE- ZA5-33T Z=2LH19 XM Ciclesonide 2t ZEX|= H|il
Ciclesonide compared to Standard care for Mild to Moderate COVID—19 patients

Anticipated absolute effects*

(95% Cl) Rolative . ertainty of the
Outcome : ; effe participa eviaence
Risk with Risk with TS i -
Standard care for Budesonide :
high risk patients
A RR 1.38
Clinical improvement 743 per 1,000 ’ 61 ©DO0O
14days 538per1.000 | (49616 1,000) (02'%27;0 (1 RCT) Low®
Duration of The mean MD 0.4 lower
i duration of B 61 SDOO
hospitalization S (4.22 lower to b
(days) hospitalization 342 higher) (1RCT) LOW
Y (days) was 0 2 Yl

(95% CI) Relative No. of Certainty of the
Outcomes Risk with - effect | participants evidence Comments
L (95% CI) | (studies) |  (GRADE)
o . Budesonide
high risk patients
RR 0.61
8 per 1,000 ’ 1586 SO0
Death 13 per 1,000 (B1021) (022 to (1RCT) LOW *
1.67)
Clinical recovery time Thrgcrgve:rr; cinea ( ooe | 1433 BB00
E ab
(days) (days) was 0 0.42 lower) (1RCT) Low

Explanations
a. Some concern on blinding and data interpretation
b. Small sample size, wide Cl interval and crossing null effect
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. Ramakrishnan S, Nicolau DV, Jr., Langford B, Mahdi M, Jeffers H, Mwasuku C,

et al. Inhaled budesonide in the treatment of early COVID-19 (STOIC): a phase 2,
open-label, randomised controlled trial. Lancet Respir Med. 2021. 2. Haugen BRM,
Alexander EK, Bible

. Yu LM, Bafadhel M, Dorward J, Hayward G, Saville BR, Gbinigie O, et al. Inhaled

budesonide for COVID-19 in people at high risk of complications in the community
in the UK (PRINCIPLE): a randomised, controlled, open-label, adaptive platform trial.
Lancet. 2021;398(10303):843-55.

. Song JY, Yoon JG, Seo YB, Lee J, Eom JS, Lee JS, et al. Ciclesonide Inhaler

Treatment for Mild-to-Moderate COVID-19: A Randomized, Open-Label, Phase 2
Trial. Journal of Clinical Medicine. 2021;10(16):12.
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AHIZ0|=(Steroids)
245 T2LH9 XM AHZ0|=9] 07t BEX|E Fi= /0] HlsH Q& otHy 2 suky ol Tad, CHE e 27| 230] 4 4= U0 st & B35E FUE 7H 1D U= AHZO
qdEE 0 OfEEH}? £ S0f Al 0] Q35! B UL §45F A2 4 QIS Z0[2He 21740] Lk,
PICO 24 Population: T ZL19 SHEIXt a7 QoF SHHMT2Z Soff 20219 68 1Y 2= HMAZ(E 7,6737) 0|5 3HO| HMAGO|
Intervention: AH|Z0|=(Steroids) (Evidence E@g12Y, 98 10%, 108 10Y)E Sdlf & 7,849710] ZAMEIQIC}. Ol HUZ0M= 9
Comparators: Standard of Care (SOC) or placebo summary) SUNK|O| ZMZATIT| HIAZ|QIC SHMHIFHOA S22 HQISt 6,315 M= 222
Outcomes: 0835t0] d(screening) & & 308HO| AZS AESI0] AP0 Heh MEIHHK] 7|EE &
(1) &= (critical): AL, 7|AE7 |29 ZE(S2 7|A2t7| |X| 717 8oI20, EH2E 10M2| RCT ¢77F MEILACK1-10). ZELHO WY E= ast
(2) ZQ5Himportant): YH(E2 LA7|7h, ElH, Y&H SHE2 LA SHoi| 22 Al Xt CH&0] 4H(1-4), 6H2 SSE7t A2t i} LY0| AUt AHE 2= dexamethazone
h, S X229 Rl SIHH0|AHrS 0| 3™, methylprednisolone0| 4™, hydrocortisone0| 3HO0|QULC}.
Study design: RCT
Searching Initial
Update 2020 Jun 2021 Aug 2021 Sep 2021
(o O O O
aAng 5-1. S5 (severe) = AZi(criticaly3t Z2LHQ SHXIOA| AB|Z0|=(Steroid) S0iE A el B A EA
TSI (2AHSE: SSE, HUSE: A, L5 #1)
(23 1]. 271 2ol YEolE 3y
oJAKKY LEZ0IE S0 SYS o HAHER 6mgS 7-1027 0130, O ] ] .
;_':1;@ oF APt 22 AHZO0IEE OHAlsH F0ie 4 QUCH (SIOIEETEIE ESEHE 2A oM dute Ois 2Lt _ _
160mg, ZeEL2 40mg, EHIE'HEIEI—I £ 32mg) DE 2001 AfYE(all-cause mortality)S 10H2| 2F0IA HHOM, 7|7t 2820] T
BE0|H HY W AFUE(in hospital mortality)= ZSIZ|QICH = KQIAILUZ0|M= RR
5-2. $30| Ot 22119 BtxHnon-severe)dl| thaiM= ABIZ0|= FOIS US| & 0.88, 95% CI: 0.76, 1.02 2 AE|20|S £0{20|A T|o457+ LIotont EANoz Qolst
=Lt @HsE: 8k, 1SS D, AIY Hirh) L} CHAIRIC| ZEE7F SEE (moderate)?] ZS AILUES 1HO| RCTOIAN EXZ0| &
AXIZH(RR 0.33, 95% Cl: 0.01, 7.96) EAXOZ R9|6 |' | LUACt FF (severe)di|
Me HEX|= O] AHZ0|E X2 Al 0.88H1 AFYE0| Y20 RR 0.88,95% Cl: 0.76,
[#a2 Y 22 8=l 1.03 2 SHXO2 QolsiCt.
71E 20 HAE B, 5-12 AW HISEE |G, YL AR F7t 2
= AHZ0IE 82 I AUNE. 5722 DHAFES SAIL A1SSS HIE 58 94 AR MELH0A dexamethasoneOl 2HOIA AZEOl ROIs1H SO,
S 2ol D, A2 et hydrocortisone(3™), methylprednisolone(4™)Q] AR 7+ QoI5 Xt0|7} QQUCE.
UMM 35, ICU Yg e 2ZF 2HoA EOE AU SAMOZ 27t XH0l= KooK &
ULt 7|ASEO0|LE ECMO X|= 2R 742 HA| RR 0.86,95% Cl: 0.68, 1.092 7t X}0|
AHZ0|E AHZ0|EE 2t g HE, U X, & SYE SUE JIX|1L Qo0 AT tH R = U2 =

#HA 12
e

=
S, T s o Hg oY Y 52 Eefols 0 YEIE XI=sk=h|
FQ HYS ot 50|, S 22 S5 dYUMs AHZ0|E7t 0]y =8 HALS 4
Mol =55 & 7t580| ULt S T2LH9 AXUME T B MELZ0[ 247[H 0]=2 2

o0
-

ol

SIX| ALY Ventilator free day= 2H0IA MD 2.44 , 95% Cl: 0.44, 4442 R

o3 SAZUA ZHUL.
H2eh S8 BT 24, QUH =0 22 ARZL B Y U4 SHME BT B4t
Of B8 BE47 OB SARORE SO B
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ZtQokE (GRADE Summary of Findings Table)

Anticipated absolute effects* Anticipated absolute effects*
0 P (95%C|) elative 0.0 erta 0 0 . (95%C|) elative 0.0 erta o)
ere pa pa e evide e 0 e erie pa pPa e evide e 0 e
ponElnge Risk with SOC Risk with 05% dia RAD peinglies Risk with SOC Risk with 05% i RAD
or Placebo Steroids or Placebo Steroids
20| CHE0(H in- . A4 hi
hcz)fp?tallEHgé*ﬂlDqém5 ventiator-free day veﬁ?i(;:;?—i:ee h(?)ii?f:ﬁhtzr - 329 00
moderate EI'.T, Zéverz o (Important day was 0 4;.44 h%her) (2 studies) Very low"<*
B F2E R0 RIS
= 00101} severe 29| *The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the
= B2H, 2 4 ' . P
All-cause mortality 240 501 1000 RR0.88 o I, A= EEA 3T relative effect of the intervention (and its 95% ClI).
(Total) 272 per 1,000 (20;)(:0 2,78) (0.76 to (ORCTS) High AEF7H0| S CI: confidence interval; MD: mean difference; RR: risk ratio
(Critical) 1.02) RN
dexamethason0] 2H0j| GRADE Working Group grades of evidence _ _
M AI=0| Q051 & High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
oLt hvd ) Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the
RLOLL by rgcortlsone, effect, but there is a possibility that it is substantially different.
methylprednisolone?| 4 Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
Q 7L 707} QIS effect.
i z Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
RR 0.33 estimate of effect.
(1) All-cause 8 per 1,000 86 HHOO
i 23 per 1,000 ’ (0.01to s
mortality = moderate (0to 185) (1RCT) Low"® .
7.96) Explanations
a. downgrade of risk of bias in the randomization process
(2) All-cause RR 0.88 b. Wide 95% Confidence interval
mortality - severe or | 275 per 1,000 242 per 1,000 076 to 7801 @@_@@ c. Small sample size and wide 95% Confidence interval
ical (209 to 283) 1.09) (8RCT) High d. .different direction
critcat | : e. different definition
Need for IMV or 73 per 1,000 RR 0.86 5805 B0
(gﬁm 3) 86 per 1,000 (58 t0 93) (01'%89;0 (4 RCTs) Moderate®
AR} QIE3E A= &
Clinical recovery (14 RR 1.21 hetAt et Be= 2 o
699 per 1,000 148 GBO0 | WU W, B3Rl H 1. 27{$=(GRADE Xg)
days) 577 per 1,000 (0.65to . C _
(375 to 1,000) (2RCTs) Low® A2 AR(Tang 2021)= ALt = ‘ o Lo ‘ - = ,
(Important) : 2.26) eIl el AHAE DAHLEL SAKOl AN 'BE §OI AY'S B 00U, 7IHEESLL 0N 0|
B oooO
AP o3t ok o 89| F71= MUoLY, ARLZAI| HatdolM X017t Q0 ‘FEE'E B, B8 2
(=] TS o1 o
(CUadmission | 1.0 | 94per1000 ?Oﬁzgff 150 BO00  |wzartEe we 9zt AZS MM ANKE 5 JHE e 2/4E0 FSLE R MU
(Important) pert, (4010 219) 1589 (2RCTs) Low™ X| 42 ZS(Tang 2021)
' = X017t g }
Serious Ad RR 0.64 2. O[St 2lsl
erious Adverse . _ L _ _
Events 56 per 1,000 3‘(5126{ 1égf)>° 02310 (Z%?T) V@Oloqe MAX|BLL 7ED| KRS B 55 T2UH9 XM AHRO|E AR AYES I
0 S ery low”
(Important) 1.77) " HAI7|= 0150] QUCH2). FOE AHZ0|E 80| CE1 AIRYE JHM7IK= SRI6HK] 2
The mean HeApt 2SSt B2 & SI¥X|2E, methylprednisolone MEY TmgS 618 SHH 77t Eokst F2LH9 M &t
Time to Clinical | " "oy [ MD 1.26 lower 148 000 SAIZIO| 5| 22l U, X IT0ME ABZ0[C E7| AFRS A2LHO ZALS K%A|Z JH=MS HTE(E &
improvement improvement (7.72 lower to - (2RCT9) Very low* QUZ5IX| %2 A(Tang b ITFOIME AHZ0= | AB2 2219 348 KEAZ JtsgE Eilol7|x of
(Important) was 0 5.21 higher) 2021)= sl=A1Z10] 2O (1), Z5~HUEE Z2LH9 SHSEZHSEZT(ARDS) HAI0A dexamethasone
Zel= gy = . =
| E0(20mg/d 5¥ £0{ & 10mg/d 5 E0{)7t ventilator-free daysE Rt/ &
Le”gths‘t’;yhosp”a‘ Tgfhrgj;:a'les”g;h '\?1D11|.05v:;$rt‘§r i 529 ©000 THIZ171E SIRCHE). T3t H0| FOJBH 4= HX|BH £5 FT2UHO BXI0IA 3U2t]
0 .cd
(Important) was 0 4.1 highen) (BRCTS) | Verylow” methylprednisolone 250mg/d®] ZH20| AYES Eatet AN KBS HAMAT|7|E
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2 SIZACHE). DEL0| BMZOIA 21% (12/57), HEZOIA 0% EDE A& JAXIZA), e 1. Tang X, Feng YM, Ni JX, Zhang JY, Liu LM, Hu K, et al. Early Use of Corticosteroid
e OF 2l g2et fX82 2l A4/t Ml SMZ, HAZ0AM AL017H X0t EAHCE R May Prolong SARS-CoV-2 Shedding in Non-Intensive Care Unit Patients with

SHR| IACH(T, 3, 6- ) EIIEOIE SFOIl me
L}19 HAF SN 2
C} 0|S0| 2Tt 2Lt

2= Aot AN, SSE 01y =

t
MIEQ WY Fes = I, 2HZ0(= ALZ0| FHHL 5=

3. 71x|2t B
T2 2it Y= Xz OfN| ME0 Ciet 7HX|9 YS 8 ZAFet Gil= GiCt. T2t
AN B0 A3

OIHU T &5 S, 5d252H5ea S0lM AHZ0|E a8 &
H M

20|E £ RAQ] SX-tHET TZLHN9 S AR AYE 7 Aot JACn(2), &
AE2 B1 A7t Hi SHZ, HEZ M SAHLZ RootA| §0 Yy HB0| Ha

ABZ0|E A
o2 oAt}

82 &2 HoULD 7t TE X=0f Hlof M2 HO=Z HIg REH2 M2 A

2L 9 XM Xz BIE-21 242 gl= SE0IT

-

5. CIE 27} YHTI=X|ZAte| A1 H|id
WHOZS} IDSA 7I0|E2tRI0 M= &5 &t KK (severe) E= dZtst &XK(critical) 0| A

M AHZO0IE AFES FH6HL /U0 HASHA %2 L9 XK (non-severe)
Aol ol M= ABHZ0[E ARR S MI2SHK] &0 ULt WHOOM= dexamethasone
0] l= 42 hydrocortisone 150mg (50mg g8h) &=

rz

prednisone 40mg £=
16mg g12h) £0E HAlot AUSH, IDSA
0= dexamethasone 6mgit S7t2 methylprednisolone 32mgit prednisone
40mg2 MAISIL! ULt S 70| =210 = A X227t RS B2 dexamethasone

6mg IV == POE 50, dexamethasonel| 9= A< hydrocortisone IV 50mg

methylprednisolone 32mg (8mg g6h &

g6h, prednisolone PO 50mg, methylprednisolone £0{ (& X ¢18) 71582 o5
ot ULt

COVID-19 Pneumonia: a Multicenter, Single-Blind, Randomized Control Trial.
Respiration; international review of thoracic diseases. 2021;100(2):116-26.

2. Horby P, Lim WS, Emberson JR, Maftham M, Bell JL, Linsell L, et al. Dexamethasone
in Hospitalized Patients with Covid-19. New England Journal of Medicine.
2021;384(8):693-704.

3. Jeronimo CMP, Farias MEL, Val FFA, Sampaio VS, Alexandre MAA, Melo GC, et al.
Methylprednisolone as Adjunctive Therapy for Patients Hospitalized With Coronavirus
Disease 2019 (COVID-19; Metcovid): a Randomized, Double-blind, Phase Ilb,
Placebo-controlled Trial. Clinical Infectious Diseases. 2021:;72(9):e373-e81.

4. Corral-Gudino L, Bahamonde A, Arnaiz—Revillas F, Gémez-Barquero J, Abadia—
Otero J, Garcia-lbarbia C, et al. Methylprednisolone in adults hospitalized with
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or Severe Acute Respiratory Distress Syndrome and COVID-19: The CoDEX
Randomized Clinical Trial. Jama. 2020;324(13):1307-16.
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2020.
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8. Angus DC, Derde L, Al-Beidh F, Annane D, Arabi Y, Beane A, et al. Effect of
Hydrocortisone on Mortality and Organ Support in Patients With Severe COVID-19:
the REMAP-CAP COVID-19 Corticosteroid Domain Randomized Clinical Trial. Jama.
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OIE|=71-6 (Inferleukin-6, IL-6) XXl
- Tocilizumab, sarilumab
=83 T2LHQ BROIA QIEIRZ1-6 (Interleukin=6, IL-6) AKX F0I7 BEXIZ0| HIaH A&t a7 Qo
UYEE X OLMA U §0] 03} (Evidence i v Jun 2021 Aug 2021 Sep 2021
summary) O O O O
Evidence RCT2 +RCT 9 +RCT 0 +RCT 0
Update =RCT11 =RCT11 =RCT 11
PICO 24 Population: T ZL19 SHEIXt (T8 1] 274 22l YH0|E =&
Intervention: Q1EI271-6 (Interleukin-6, IL-6) 2X[X|
Comparators: B X|2(Standard of Care, SOC) &2 X+ SHHMTZ Soff 20213 68 28Y £x HMAR(E 4,568571) 0|F 3| HMAGO|
Outcomes: E(8¥E 12¢, 9 10¥, 102 10¥)E Soll & 111710 AMEACE OH HIEME= 10
(1) & X (critical): AL, 7|AE7 |29 ZM(S2 7|AH27| |X] 7|7h), MRS HMATTL BIEEQICE EEMEIEM S52 Mt 3,81142 M=t =5
(2) Q8Kimportant): L&7[7t, EIRRIE 7171, YME SH(E2 UNE SHO| 22 Al £ 0|85t M(screening) & & 284HO| A2S HESIO| A0 Mt ME{HIK 7=
7h), SR NIRRT, MAX|E RX|7|7H BSOS O[4EHS = Moo, zEM= 11H RCT A7t ML, SMTE tocilizumab &2
Study design: 22| H1 24 A|&(Randomized Controlled Trial, RCT) sarilumab0| ZSEAUT, HXAL Q| £ HEX|Z(SOC, standard of care)0| 1Lt
Gordon §(2021; REMAP-CAP #71)Q| ML= SEIAHA0| QIS 18M| 0|4 &IXt2, &
B7] 82 «&J|H BX XBE d= FZLN9 55 XS HAOR tocilizumab (8mg/
Hp2 1. 6-1. Tocilizumab2 1R AL HIZEH E2 HEH 33 57| K27t HQst 53 kg) &2 sarilumab (400mg) £} LZF(SOC)S H| 5L (1)
T2LH9 SIS0 F0ig = ULt @AH+E: S8k, H1S3: B, X218 H)
2. 6-2. Tocilizumab2 Z3 ZELNO SXIS0H F0IE HDSHK| A=L} (EHTE: 58 CHe 3719 A7= COVID-192 UR0| Q7 &= SXIE HALR, MAX|R7L HQGHK| of
£, HUSE: C, UL A ). 2 &AE ZEteiT, MO tocilizumab ZOIA AEH QIBSE7| X7 Q7L E = EAt
3. 6-3. ZELH9 EXI0|A| Sarilumab F0i= I o2 3 = XIFS 12510 #UE R £ Helgt A1E, tocilizumab 13 S2 23| £0{(8mg/kg, 161H)2t HEZ()S HI
BEICt (BHSE: S8, US|, 1 ER). SIICE. Salama %(2021; EMPACTA ¢171)Q] ¢171= COVID-1922 YU{0| Q7 &= &t
A& A =7t HQOHK| §2 2 82 i Xz= EQolt HEH Q1833 871X= §
[HOE 0y 23 FH] 2 HQUMAZT X|BE oHX| Y2 EXIE AOZR tocilizumab £0{2 LHZF(SOC)S
71E HIEe ANER 2otk EU L, SELE FEHol0 SH0M= LA™ HANA At HI W SHRACH (2).
B+ Ulhe 2UR ARG, 230 HIoHA| LUT O/ 7HE0IM= Mgz 112
St0 HIIGHUCLY, sarilumab® Z|2 L2 M= X|FA HHXIZHZE AZED Y= s 1 Salarani £(2020)2] 7= COVID-1922 Q0| Q&= Skt & 1R MAX R 52
2ol U ZHER2 HFeitt IBSE| X Y MeMATF X|E Bht= HSIULH (3).
Stone 5(2020; BACC Bay ¢171)9| 1= COVID-1922 Q0| Q7 &&= &4t 5
QIE|R7I-6 IL-6 452 &5 Z=LH9 29 Sk XHE YA Tt 84 "Rﬂll—f A MAX|E7F HQOHA| 22 XA LSRN HEH 23387 XEE o &A=
(Interleukin-6,  2#2| gp1301} HIS510 HE WE AMSES MUGIH THIE L BHEO 243t 5 02| tocilizumab £0{Z0ll= QUL WARTOIM T S HEF LSS (4)
IL-6) 2= 2% $AIT} BR0| T Tocilizumab® QIZHSHE 3 IL-6 82 Zeole HUsE
7= 3k SHZ IL-62 FSLS ATt 2 JOEIAY 2R 7|02t S8 +8X THE Hermine 5(2021)2] ¢i7t= AtA XB2E QALK URFMAXE 22 US| XE
(Chimeric Antigen Receptor-T-cell) X|2 = SIS AO|EF1Q1 HIE S X200 AR £ ofX| §i= S8& T2LH9 HE XS O tocilizumab 18] 22 23] £0{(8mg/
S0 QUL B8 BAZE 74X 4S5, WA AT K| LA, SYAHE +X| 574, & kg, 161H)2t CHEZ(YI)S HIWBIACE (5).
g 37t 01 UCh
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IH Qo Soin £(2021; COVINTOC $17)| ¢171, Rosas S(2021; COVACTA @719 %7,
(Evidence Veiga 5(2021)9] ¢17, 12|21 Horby 5(2021; Recovery ®171)2] ¢i7 25 21192
summary) 2120| QE= DE BXE AOZ (6-9) tocilizumab 13] 2 25| E0i(8mg/kg)2t

CHEZ(SOC)S HIWEHALL Zhao £(2021)2] HTRE 184 O[A FR2LHQ QU SHXIE O

O = tocilizumab+favipiravir £H2} i (favipiravir)2 Bl W 8IACE (10).

Lescure 5(2021)9] ¢7t= COVID-1922 YUYAX|ZIt Q7= 184 04 ZS& 0|4
F2LH9 BXE MO Z sarilumab(200mg &2 400mg) £0{Qt CHET(YH)S H|Wd
KAL),

—_

ol 27 AlZH2H)
1.31, 95%Cl: 0.74, 2.34; 7|AX 2t7], RR 0.76, 95%Cl: 0.48, 1.21; &&, RR, 0.98,
95%Cl: 0.87, 1.09; S&XHA RR, 1.26, 95%Cl: 0.41, 3.91; S8 A|Zt, MD 0.00,
95%Cl: -0.99, 0.99). B, FL3 0[EISBH)2 EM=2 HAZEL SANLE R9
SEA| M LASHAUCHRR, 0.59, 95%Cl: 0.42, 0.84).

)

Aok (GRADE Summary of Findings Table): tocilizumab, not requiring oxygen therapy

Anticipated absolute effects* ne i 6
Outcome portance (95%(:') -'. "‘ © pa pa e evidence
Risk with SOC  Risk with tocilizumab die RAD
Mortality at 28 days 55 per 1,000 72 per 1,000 RR 1.31 743 DODO
(Critical) pert, (4110 129) (0.74 t0 2.34) (3RCTs) Moderate *
Mechanical ventilation Progress 103 per 1.000 79 per 1,000 RR 0.76 Yyl DDDPO
(Critical) per . (50 to 125) (04810 1.21) (3RCTs) Moderate ®
Discharge 921 per 1.000 902 per 1,000 RR 0.98 123 BBBO
(Important) per . (801 to 1,000) (0.87 t0 1.09) (1RCT) Moderate °
|CU admission 79 ver 1.000 100 per 1,000 RR 1.26 123 ODOO
(Important) per t. (3310 310) (0.41t03.91) (1RCT) Low?®
Serious Adverse Events 239 per 1.000 141 per 1,000 RR 0.59 743 SPPO
(Important) pert, (100 to 201) (0.42 0 0.84) (3RCTs) Moderate
) . The mean
Time to clinical improvement, time 1o Clinical MD O 619 e
days : (0.99 lower to 0.99 - ! .
improvement (days) . (2 studies) Moderate
(Important) was 0 higher)

*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; MD: Mean difference; RR: Risk ratio

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. M2 event 4=, ME2[70[ FHL null effect 72+ 2L &
b XS mEA
Pl T

AA X227} QTEHM D9 MAXE S Q2SS 57| X[BE 5HX| UL SXIE IACE tocilizumab0i CHE

iIEOH thet 2 212 1HO|UCH, 28U AHY, S X=, SO 0[S E St AL 7F SAXC

QO|5t %07} AUCHAIL, RR, 0.93, 95%Cl: 0.36, 2.42; 1.21; ZSXHA, RR, 0.53, 95%Cl: 0.28, 1.00;

|é,t'_2 RR 0.73, 95%Cl: 0.47, 1.16). I3 7|HX &V|= SHFL WXL EHXOR QoI5 A7
SrMSIACHRR, 0.38, 95%Cl: 0.15, 0.99).
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ZuQ ok (GRADE Summary of Findings Table): tocilizumab, requiring oxygen therapy

Anticipated absolute effects* n@ T
Outcome portance (95%C|) ". “. © pa pa e evidence

Risk with SOC  Risk with tocilizumab die RAD

Mortality at 28 days 119 per 1.000 111 per 1,000 RR 0.93 130 ©DO0O
(Critical) per L, (43 10 289) (0.36 10 2.42) (1RCT) Low®

Mechanical ventilation Progress 209 per 1.000 79 per 1,000 RR 0.38 130 HB0O0
(Critical) per ®, (3110 207) (0.1510 0.99) (1RCT) Low *

|CU admission 182 per 1,000 RR 0.53 124 DPO0O
(Important) 344 per 1,000 (96 to 344) (0.28 10 1.00) (1RCT) Low*®

Serious Adverse Events 433 per 1.000 316 per 1,000 RR0.73 130 P00
(Important) per t. (203 t0 502) (047 10 1.16) (1RCT) Low?®

*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; MD: Mean difference; RR: Risk ratio

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

24, M2 event 4, 52 A21F2H null effect 28

f<¥)

1
rio
o

5E7| 22 28|/ HAX|ZE Ht= £Z SIXIE HAOR tocilizumab0l TSt X220 Chst 2+ 2512 1M
0|UCH, 7|1AHX 27|, |8, BSOS O[S S AL 7 SANMOZ R9I5t X107 AUCHI AN &

, RR 0.93, 95%Cl:

7|, RR, 0.78, 95%Cl: 0.63, 0.97; 1.21; El&, RR, 0.87, 95%Cl: 0.70, 1.07; 0|4t
tACKRR, 0.78, 95%Cl:

0.39, 2.22). EIH, 28U A2 B2 WEZEL SHXC=Z RIS & L4
0.63, 0.97).

[}
)
At
o
of

Aok (GRADE Summary of Findings Table): tocilizumab, severe

Anticipated absolute effects* ne i 6
Outcome PO e (95%(:') -'. "‘ © pa pa e evidence
Risk with SOC  Risk with tocilizumab die RAD
Mortality at 28 days 358 per 1,000 279 per 1,000 RR 0.78 747 DODO
(Critical) pert, (225 t0 347) (0.63100.97) (1RCT) Moderate a
Mechanical ventilation Progress 425 ver 1,000 348 per 1,000 RR 0.82 515 DDDPO
(Critical) per . (276 to 433) (0.65 t0 1.02) (1RCT) Moderate a
Discharge 746 per 1,000 RR1.11 756 Sy
(Important) 672per 1000 | “eg5i0819) | (10210122 | (1RCT) High
Serious Adverse Events 97 ver 1000 25 per 1,000 RR 0.93 755 DDDO
(Important) per t. (11 t0 61) (03910 2.22) (1RCT) Moderate a

*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: MD: Mean difference; RR: Risk ratio

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. M2 event 2, H2| 17H0] H2Lt null effect 228

e BXE HACZ tocilizumabOfl CHet X204 CHEH 27
AR &7|(3H), A X|=(2H), BSOSt 0[4EHS(3H) = 7t SAXCZ RoIE XH0[7t Gi
CHAY RR, 0.96, 95%Cl: 0.73, 1.26; ML £2 7|AN 27| RR, 0.99, 95%Cl: 0.47, 2.09; S&tAt4! RR,
0.82, 95%Cl: 0.44, 1.56; O[&¥8S, RR, 0.0.95, 95%Cl: 0.75, 1.19). BtH, 7|AX &t7|(3H), E2(1H)2t
U SHO| 2 AIZH2H)2 SMZ0| HEZED SAXCE [ WA |IAE 2t7], RR 0.80,

95%Cl: 0.70, 0.91; EI¥, RR, 1.14, 95%Cl: 1.08, 1.21, 3% Al7t, MD -2.69, 95%Cl: -5.34, -0.04)

SHOIUCH, 282 AIY(AH), MY B2 7

r|o
N
=
Al rlo
=
=
@ F>|
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z4

ZntQorE (GRADE Summary of Findings Table): tocilizumab, hospitalized

Anticipated absolute effects* n@ T
Outcome portance (95%C|) ". “. © pa pa e evidence
Risk with SOC  Risk with tocilizumab die RAD
Mortality at 28 days 326 per 1,000 313 per 1,000 RR 0.96 4862 SODO
(Critical) pert, (23810 410) (0.73 t0 1.26) (4 RCTs) Moderate®
Mechanical ventilation Progress 195 per 1.000 157 per 1,000 RR 0.80 4006 DDDD
(Critical) per . (13810 179) (0.70t00.91) | (3 studies) High
.nrv"airffe"%ZLﬁZ?.LZ???QﬁEﬁZn 409per1go0 | A95pert000 RR 0.99 3704 OO0
o per 1, (192 to 856) (0471t02.09) | (3 studies) Moderate *
(Critical)
Discharge 568 per 1,000 RR1.14 4116 OODD
(Important) 499 per 1,000 (538 t0 603) (10810121) | (1RCT) High
ICU admission 572 ber 1.000 469 per 1,000 RR 0.82 370 ©DO0O
(Important) pert, (252 to 893) (0.44 t0 1.56) (2 RCTs) Low *°
Serious Adverse Events 263 per 1.000 250 per 1,000 RR 0.95 746 SODO
(Important) per . (197 t0 313) (0.751t01.19) (3 RCTs) Moderate °
) o The mean
Time to clinical improvement, time to Clinical MD 2.69 lower 567 DOBO
days : (5.34 lower to 0.04 - i .
(Important) mprovemerst (days) lowen) (2 studies) Moderate
was

*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; MD: Mean difference; RR: Risk ratio

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. MER7H0| HLt null effect 717+ Latet
b. 7t5X] 50% O H70|lA non-blindnessd (2 risk of bias7t ZXKgt

Sarilumabo] THet 271 23S 2HOIGICL AlE &4 BXI(H), OIRIZ(QH), SHXA YH(1), YUH &

F22 SAHOR 2B KOt YRATHAIY, RR, 0.71, 95%CI: 0.44,
1.14; SAE, RR 1.20, 95%Cl: 0.77, 1.87; S=AHd, RR 1.18, 95%Cl: 0.51, 2.73; &8 A[Zk, MD 2.00,
95%Cl: -5.12, 1.12). 7P4% E7I(1 BT SR T2 SAZ0| X H1D510] SAZOR S2i5pi s
ACHZ A 271, RR 0.38, 95%Cl: 0.18, 0.80; El#, RR 1.24, 95%Cl: 1.05, 1.46).

oft

A4nQ ot (GRADE Summary of Findings Table): sarilumab

Anticipated absolute effects* ne i 6

Outcome portance (95%(:') -'. "‘ € pa pa e evidence

Risk with SOC  Risk with sarilumab die RAD
Mortality 310 per 1.000 220 per 1,000 RR0.71 699 DODO
(Critical) pert, (136 to 353) (0.44 10 1.14) (2 RCTs) Moderate®
Mechanical ventilation 425 ver 1,000 161 per 1,000 RR 0.38 310 BPPO
(Critical) per . (76 to 340) (0.18 10 0.80) (1RCT) Moderate®
Discharge 793 per 1,000 RR 1.24 450 SDPO
(Important) 639per 1000 | 67110083) | (105t0146) | (1RCT) | Moderate
ICU admission 83 0er 1000 98 per 1,000 RR1.18 257 HPPO
(Important) per t. (42 t0 227) (051t02.73) (1RCT) Moderate®
Serious Adverse Events 64 ver 1000 77 per 1,000 RR 1.20 707 HPPO
(Important) per . (4910 119) (0.77t0 1.87) (2 RCTs) Moderate®
Time to clinical improvement, The mean time to MD 2 lower i 257 SER0
days clinical improvement| (5.12 lower to 1.12 (1 study) Moderate?
(Important) was 0 higher) Y

*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% CI).

CI: Confidence interval; MD: Mean difference; RR: Risk ratio

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
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OIE{Z21-6 (Interleukin-6, IL-6) XK

- Tocilizumab, sarilumab
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Interleukin-T inhibitors (2/E1Z21-1 AKX
=254 FZLH9 EX|A Interleukin—=1 inhibitors (QIEIZ71-1 AXK|) £07t BEX|E F= @ =M Q9 2HHMT2Z Soff 20214 68 28Y £x HMAZ(E 1,06971) 0|S 3| HMAGO|
H4dEE OF0i| B3 AR QFEA U HH0| 05} (Evidence E(8% 12Y, 9% 10Y, 10 10Y)E AlZ5I0| & 30210] ZMSIUCE O] HI20= 9
summary) UTR|S| ZMZI} BT SHMBIHON S22 HQF 020218 MY 222
01825t MY (screening) & & 53MO| YES AESIH AHHO| M5t ME{HiK| 7|&2S &E
St¥on], zEMO R 2Mo RCT A7t MEAZ(QAC
PICO 24 Population: T ZL19 SHEIXt
Intervention: Interleukin-1 inhibitors (RIE{271-1 2AH|H|) Searching Initial
Comparators: Standard of Care (SOC), Placebo Update 280 Jun’2\021 Aug,iom SEP,Z\OZ
Outcomes Evidence RCTO +R\CIT 1 +F;:lT 0 +RC\'T 1
(1) SN (critical): AR, 7|H27| 22 FH(S2 7|427| RX| 712), Update -Rem -Rem -Rerz
) ;gooi(|mportant): URAE2 La7(7h), B, YN iﬁ(é% AYX ST0| A A (321 1] A 201 AB|O|E 33+
7h), A N2 EO| T, BSOS 0|4
Study design: RCT CORIMUNO-19 Collaborative group (2021)9] 7= F2LH192 FHEL2 SRS CHA
O& anakinraE F0{5tz A AL EEXR)S HI WSt AT 2 Szt 591 LR 57
S HAIKIE B35 QICHT).
Kyrlazopoulou £(2021)9] ¢i3t= FZLHMOR RHHHte SiX2 Hgoi anakinrag®
HIE 7. A2LH9 EXI0A anakinra(QUEIZZI-1 AMHM)EO0| St 247t 25&610] FIE otz AS WAZEEXE) Hlws A2 ST 189D LA 405HS HEXIE E%’
HRSICL @HsE: %3, fusSE: |, H1 BR) Stal QICKE).
[HDZ 71 2 HH] SeE 27 g dnte O30 2o
71E HOz9 M= AERZ-1(Interleukin=1) HXMKMALLE, ‘anakinra(UEIFZI-1 24X TE2LHM9 A Y anakinra X&2| 27 212 2HO|QUCH. AL LM StXpx(2H), 7|A|
HYE ZOsiiL, 2+ R QR Hilsa2 |, B BRE A7 N 27|17t Lot etxt(2), 28YUM Bl StA=(2H), SIS 0|AEIS LM ekXt~(2H),
E|7|12H(1H)= anakinra SOZL AT 7+ SHXCZ RISt X0|7t SUACHAIY, RR
0.67, 95%Cl: 0.34, 1.33; 7|A1X &7|, RR 0.73, 95%Cl: 0.43, 1.22; E|¥, RR 1.05,
Interleukin—1 Alst AZLHM9 XA CIEZ27Z1 1(interleukin-1, IL-1)S2] MO|E7Q! 2H|7| Z7fot= 95%Cl: 0.99, 1.11; O|&EEZ, RR 0.92, 95%Cl: 0.58, 1.49; E|®7|Zt Mean difference
inhibitors Aoz A MUCHT). IL-1 HHH|(K], Anakinra)= FOME|A BEH, cryopin—associated

(UEIFZI-1 AR
A 7|2 YL

periodic syndrome(535|, 2140t7|0f ZA5HE 7|2 €5 5SS ol7IE & o
O|C}. EESH 7|H|2] M 42| T ME(chimeric antigen receptor T cell, CAR T—cell)
Off oI5t AlSt MOIEFII 2H| S5 (cytokine release syndrome, CRS), CHAIAZEHY

3} &% 7(macrophage activation syndrome, MAS)/0[xtY SLEAIMZITRXIIZA
Z(hemophagocytic lymphohistiocytosis, HLH)2| X|20| A& Hf ATH2). ZZLE19
SIXOIA LH=SH MOIEZ ! ':'H|01| ot ¢t it EOIh 401
anakinrall AF0| MO|E701 ZES TI212t5|

(e]

-1.00, 95%Cl: -2.43, 0.43).
TA0A 2020 42 8ULH 26UTHK| QIBSEY|
7|‘ 7HEE-I_‘_|A 3|_/m|n Ol )\|-A7|- 9‘_6“]:‘, WHO_OE!OP i—lE I‘IA 5I‘I—l|- o:lfg CRP _/'\_
X7t 25mg/L OI40|Lt 2R JH0| HQGHK|
2(59H9| anakinra £, 57HO| HE X
7 dit= O3 20 49X WHO-24 HE 7t 5H 0|42 B2 anakinra £
TOIA 36%(21/59), E& X|20A 38%(21/55)%CHmedian posterior absolute
risk difference [ARD] -2:5%, 90% credible interval [Crl] =17-1 to 12:0). 14¥
M anakinra £2F9| 47%(28/59), HE X272 51%(28/57) 0M A3&E7| X=E
7} WRSIAHLE AUSIH O, 90Y M anakinra £9422| 27%(16/59), BE X279
27%(15/57)0IM Af‘jfﬁfmq SISt 0|4 BE22 anakinra ELZ0|A 46%(27/59), H&E
R2T0|M 38%(21/57) 2 F o 2+ RISt R{0|= HO|X| L4
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Interleukin-1 inhibitors (2/E1Z21-1 24RIKI)

2H 2% 20201 128 23UEE 20211 3% 31YNK L2l 3774 AR |HOM S soluble e} 1. 2744-Z(GRADE X8)

(Evidence urokinase plasminogen activator receptor (suPAR)Q| X7} 6ng/ml 0|Al0l &5 & AR T2LH9ZXOIA anakinra X|20f CiSH MM ZotH0| ZASFAY, 7[AE))2 =

summary) Moz M 9F0| Q= 594 (anakinra £AT | 405%, EEX2F : 189H)S A 71S BIR| o0t HISH 9E S20IM 12 S0 WOPED, M BE24 U e MEp
2 ANt SAVE-MORE 21701M 85.9%(510/594)0M dexamethasone 2 &7H &0 7tO2 Ol HIHUN S=20A 1HH S22 U3 'W20|02, S5 A4E2 ‘Wz ot
U2 ANOR SAQIUCE 28YUM WHO-YUet Mz T2 HItoh AN MEf7F ostE & U Mot
= adjusted proportional odds Hl= BEX|Z 71} H| W50 anakinra £2F0A 0.36 O]
RACH (95% Cl. 0.26-0.5). ST AIRF AIHRE] 282 WHO-Qlet ME Mo 72 2. 0|52t laH
anakinra Q0N 3%, BEX|Z0|A 4X0|ACMH(odds H|=0.4, P{0.0001), 7 & ZELH19 SX0IM anakinrall AFB2 Mot GF BFEE Y A0 M EE= A4S0
SOFA score ZA9| S anakinra EAZ0A 18, EEXZZ0A 0H0|AUTH (odds Lt 2AF 2] ¥z =X| Q0 Dl BHXIOIA 2] AB|20|E £0{2 QIS HBLO|Z 52
H|= 0.63, P=0.004). 28Y AILEE anakinra FA0A LASIHCOH (P& HIE, hazard SHHE0| R E= MM A LHZE D2oiE 4= US Ao Z MZH=C}

ratio= 0.45, P=0.045), & 7|2t HEE(QULC,

ZtQ kR (GRADE Summary of Findings Table)

Anticipated absolute effects* 0 G P
Outcome (95% CI) Relative effect | .. o evidence
portance 95%
Risk with SOC ~  Risk with anakinra die RAD
Mortality at day 28 107 per 1.000 71 per 1,000 RR 0.67 708 GO00
(Critical) per 1. (36 to 142) (0.34 10 1.33) (2 RCTs) low?®
Mechanical ventilation 123 per 1,000 90 per 1,000 RR0.73 708 OO0
(Critical) pert. (53 to 150) (04310 1.22) (2 RCTs) low?®
Dschargeq for 6o ogy | B74Per1000 RR 1.0 708 B0
P Y pert. (824 10 923) (09910 1.11) | @RCTs) | Moderate®
(Important)
Serious adverse events 254 per 1.000 234 per 1,000 RR 0.92 708 P00
(Important) pert, (147 t0 379) (0.58 t0 1.49) (2 studies) Low?®
Time to hospital discharge, days s T”eaf‘ time to SIDAILE) 594 HPPO
hospital discharge, | (2.43 lower to 0.43 - b
(Important) : (1RCT) Moderate
days was 0 higher)

*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; MD: Mean difference; RR: Risk ratio

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

Explanations
a. high or unclear risk of bias in blinding
b. M2 HE<, 52 A272t Y null effect 77+ 27

3. 71Xt HE e

T2LE19 A Y2 = X|= R AEH0f Tt 7HX|2t M2 =8 ZALG Si7te Gl 224
19 2RI M g2Zeh et Al MOIE7H! ZF0f thet XM 2 A THet HY ZEXIt A=
UHZE A== Q= J=0I0, THE 7|1H2 IL-6 =84 AMA, JAK MK S Xz o
HOf| tHet 207t anakinra 20t B2 SEO2 0[0f et AXSEL=E Y27t HE A2=2
Ofl & =c.

4. RHU(HIS 28

£ o= 150 100mg/ 0.67mL 0|0} Yt O7}= 76.3922I0ICk 1Rt AB|Z0|=9] O
7= anakinra O HIG101 27 REO| H2 HORA, anakinra®) AISE HISN 127 B
sict.

5. Ct2 27} YMZTIZX|ERL0| #1 HW
Ol= =EE A 7I0|=2RI0M= anakinrall FHE T £2 ithol= Hilok= A0l o

|- —
8 577 B5R0ITD U0 UOH(D), B3 J10IS2AIAE U4 AF 8 SlojMEt
Sofste %2

]

i

anakinra
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Interleukin-1inhibitors (2IE1E21-1 HRIHI)

. Ingraham NE, Lotfi-Emran S, Thielen BK, Techar K, Morris RS, Holtan SG, et al.

Immunomodulation in COVID-19. The Lancet Respiratory medicine. 2020;8(6):544~
6.

. COVID-19 Treatment Guidelines Panel. Coronavirus Disease 2019 (COVID-19)

Treatment Guidelines. National Institutes of Health. Available at https://wwwco
vid19treatmentguidelinesnihgov/immune-based-therapy/immunomodulators/
interleukin—1-inhibitors/. Accessed [2021 December 08].

. Navarro-Millan 1A-0, Sattui SA-O, Lakhanpal A, Zisa D, Siegel CA-O, Crow MA-

0. Use of Anakinra to Prevent Mechanical Ventilation in Severe COVID-19: A Case
Series. (2326-5205 (Electronic)).

. Pontali E, Volpi S, Antonucci G, Castellaneta M, Buzzi D, Tricerri F, et al. Safety and

efficacy of early high-dose IV anakinra in severe COVID-19 lung disease. (1097-6825
(Electronic)).

. Aouba AA-O, Baldolli A, Geffray L, Verdon R, Bergot E, Martin-Silva N, et al.

Targeting the infllmmatory cascade with anakinra in moderate to severe COVID-19
pneumonia: case series. (1468-2060 (Electronic)).

. Dimopoulos G, de Mast Q, Markou N, Theodorakopoulou M, Komnos A, Mouktaroudi

M, et al. Favorable Anakinra Responses in Severe Covid—-19 Patients with Secondary
Hemophagocytic Lymphohistiocytosis. (1934-6069 (Electronic)).

. Effect of anakinra versus usual care in adults in hospital with COVID-19 and mild—

to-moderate pneumonia (CORIMUNO-ANA-1): a randomised controlled trial. Lancet
Respir Med. 2021;9(3):295-304.

. Kyriazopoulou E, Poulakou G, Milionis H, Metallidis S, Adamis G, Tsiakos K, et al.

Early treatment of COVID-19 with anakinra guided by soluble urokinase plasminogen
receptor plasma levels: a double-blind, randomized controlled phase 3 trial. Nature
Medicine. 2021;03:03.

. Australian National COVID-19 Clinical Evidence Taskforce. Australian guidelines for

the clinical care of people with COVID-19. Available at https://appmagicapporg/#/
guideline/5790. Accessed [2021 November 26].




80 F2LN9 2 X2 E flet detl=XE 81
CIEIZE (Interferon)
=4 T2LH9 ROIM QI HZ(interferon) £0{7t BEXE S2 /0] HloH AAZE OHFY = 2% =2 YYEEE2 20204 10%429477}7“ 0|7‘1 HORA ZME H 1, +-E 2ALM
B 9 FIH0| 0jIE}? (Evidence HM2kg 61 202114 62 28 EE HAAR (S 8,3057) 015 30| ZMRE|0|E(8EY 12
summary) Y, 9% 10, 10% 10Y)E Alatstol % 140740] ZAMIQICt. Of¢t H20l= ORI
AN} S UL, 2AMEHONM SFS HLIS 7,362712 M= =S 08510
Md(screening) & & 123H2| YRS AEICH, AFHO2 9HO| RCT A7} MEHL]
PICO 24 Population: T ZL19 SHEIXt iCt
Intervention: interferon
Comparators: Standard of Care (SOC), Placebo
Outcomes: lSJinathing Izn(l)tzla(; Jun 2021 Aug 2021 Sep 2021
(1) elX(critical): ArY, 7|1A| &t7|29] X O O O O
(2) ZQsKimportant): Y(E2 UK7|7h, E|Y, SEAA X229 Tgl, AM™ SH(E Evidence RCT 1 +RCT 8 +RCT 0 +RCT 0
© oI BHO| HE) ARz, SOE OIS Update =RCT9 =RCT9 =RCT9
Study design: RCT (22 1] 2A 291 YE|0|E 35
FMTL interferon f-1a, Interferon f-1b, Peg-interferon a—2b, Peg-interferon A,
Peg-interferon A-1a, Inhaled nebulised interferon- f-1a7t LU T SHHZ2 E
Hog TAZLN9 XA QUEHZE(Interferon)2 £0{S HI6IK| RECHZASE: HS, BN ZX|2(Standard of Care, SOC) &2 |2F0|RILCt.
%E.‘Z D, Al3H HtcH)
Davoudi-Monfared 5(2020)2] ¢17l= FZLH9Z XHE2 == %ﬂ% ao=z
[HADZ 74 23 HH] interferon f-1a & EZX|2(National protocol medications, HCQ + LPVr)2t &4 2%
JIE HIEE2 DHESECE Y A™ Hel LM AR HISIRCLHZASE: JB 7t 3 33| R0t A WA EEX|R)S Wt A2 Szt 4280t R 39HS O
HISE: B), WHotHA =HOIE 2210f mat HU2s IHEE MAE &5 UCH).
Arder §(2021)9] S7 292 JHES SSE XKML X227t HQOHK| 42 &
=)= interferon gHI0|ZHA ENE HO|= HY XN 222 114 SARS-CoV-1 2 MERS- HERHE MO 2 THEZ(LPV/r + SOC)It 874 interferon f-1aS 3 33| £E0ote U2
(interferon) CoV EXIOIN XIBHZ AISEAUOD HIOIZA 2, O, Tl ASET} 22 Chrst Bt HHZZ(LPV/r + SOC)TH 8|3 B 72 EXf 14581 (HEZ 14582 hAIRtR L3t}

i s ]

Ol XIZHZ AFZE L QT interferon2 ME AUA SARS-CoV-2 S4

1o
19
>
o
o rr

AOoZ SQILRALE Eot BT AZL4-19 XA = type | interferon 2|7t ZA = A
2 AKX AT interferon BHIS Z3HAI7|= X7} &= £5 F2LH-19 Tt Hais

A Q002 HITFICE X AFBE|1 U= interferon type | interferon 2 CH
& 0re 7t XM Z ARE|= interferon-a2a%t interferon-a2b & CHetd Z3=9| X|
ZHZ AIEE interferon—7t QUCE interferon-A= Z20| L2 type Il interferon
9= interferon-alt interferon-p2t QAFSH &tHI0|2{A EMS HO|X|2H ZEol= *Rxﬂ
7h ZEt ofF O|MEIS0] M2 AC = AP QUM OFAIK= LHAIROIMEE AE 51

Ct,

ool
=
@

UCH2).

AlaviDarazam 5(2021)Q| ¢171= AZLH92 X

E Aoz BFEX|Z9t interferon f-T1a(E 33| 1
18,000IU)E L[atFAISHE 2g HAR(EERIE)
-1a 209, interferon f-1b 20H1t LR 20HS

rlo

32 £Z SIAHCTOIA HZHO| lE
2,0001U) &2 interferon S-1b(F 33|
H|wgt A2 SO interferon

CHARER ZEtotal UCKS).

Rahmani 5(2021)2] ¢i+= 224192 JHHU2 FF XIS YO interferon f-1b
Z33| 2&7F BZEX|Z2(National protocol medications, HCQ + LPVr)2+ &HH £0i5h= A
HAZEEXZ)2H H| WS A2, S 33H I} (A7 33HS AR HLEtekd QUCHA).

mjo  mju
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PIE{HIZ (Interferon)

= 2% Feld 5(2021)2 ¢7= Z2LHMIZ TIHE2 BN S5 22l SXE WHCZE BE Qo (GRADE Summary of Findings Table): mild to moderate disease for COVID-19
(Evidence X|29t &1 Peg-interferon AS ISIFAISHE 28 HER(I2HT HIT3t G722 SXHZ =
summary) - Anticipated absolute effects* ne i 6
30T CHET 30FS CHMALR ILEtot UCHE). Outcome (95% CI) Relative effe . Y
0[0) e 95%
Risk with SOC  Risk with interferon die RAD
Jagannathan §(2021)2 ¢i7= ZZLHMOZ T2 AZ0N S5 22 BXE Y Mortality 29 per 1,000 23 per 1,000 RR0.77 1386 SBO0
O= Peg-interferon A-1aS Z&t 72A17t L§0f| 180ug FAISHE A8 HET(HI2)1t I (Critical) per: (11 to 44) (03910 1.51) | (5 studies) Low™
5 12 XL 60T X T 60HS CHAKIE kst UCHB). Mechanical ventilation 32 ver 1,000 66 per 1,000 RR 2.07 185 HPOO
(Critical) per . (17 to 256) (05310 8.01) (1 study) Low™®
= - = Serious adverse events 306 per 1,000 RR 1.01 609 HPOO
o = 3321 X|CtHIS == = Aoz mE 5t ’ s
Pandit S(2021)°] 7= 22192 UHL2 SSE NS HY22 BEX= 2| (Important) 303 per 1,000 (248 to 376) (0.82t01.24) | (5 studies) Low™
— — H =2 Efs= i }_ J]E[LZ'(__ 1 Tl X
Peg-interferon a—-2b((1mcg/kg, single dose)E F0{ot= 8 WAZL(EEX|Z)0t W o bos e, g | Themean hospie VD 1 lower . -
5t o172 SAZ 20T AT 20BHS AR Tat6hD QUCH7). ' 1o hosprtal disCharge, days| oy (days) - | (436 lower to 2.36 - BHUC
(Important) Moderate was 0 higher) (1RCD Low?
Monk £(2021)2] 7= TZL}192 RITHEES 184 O[AF AOI 12 SIXIE A2 14Y *The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the

B - relative effect of the intervention (and its 95% CI).
?t inhaled nebulised interferon beta-1aS E0{ot= XS X

EMi= 60 tiAT b0HS ChAAIZ 23t ACKS).

Cl: Confidence interval; MD: Mean difference; RR: Risk ratio

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

Pan £(2021, WHO Solidarity Trial Consortium)-cll A= PZLHOZ RITHEES 184 Moderate certainty: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the
) B B effect, but there is a possibility that it is substantially different
04 U BXE MO Z interferon f-1aS ole 248 HAZ(SOC)1t H| W $t H+2 Low certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the
effect
EMz 2,063H 0 A 2,064FS A2 EB:-FBJEf(g). 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
F51E 27 B2 50N ST B, SZ0IA 41245t BXI0| ZTHE T2610] HAIGISC, a.undiear sk o ias in blinding
_ _ b. 2272240 null effect 7£70.75-1.25)0t A=
ZB0H SSE T2LHO BRI Ot 27| SHS SHOUCH Al 4 BRI4(5H), o S Ol 20 10 HEA
JIAN 2717t WSt StRi=(1H), S 0|4EHS YA 2txf4=(5H), Y7 [7H(1H)R
interferon £0{Z1 X 7t EAXMOZ Q0I5 X107} GUCHALY, RR 1.77, 95%Cl:
0.39, 1.51; 714X &7, RR 2.07, 95%Cl: 0.53, 8.01; 0|&HtE, RR 1.01, 95%Cl: _ _ _ _ _ -
A E, ’ S ’ E30IM alzfet T2LH9 X0 thet 27 212 6HOIUC ALY LM StXpx(6H), 7|41 7|7t Het =
0.82, 1.24; Y&717t, Mean difference —1.00, 95%Cl: -4.36, 2.36 _ _
| ’ ) Rp(4T), Soist OI**HJ% UM Si4=(2H), L7IZH3H)OIA interferon F0IF1t LIER 7F EHXCE 29

plo

=
St XIO017F AUCHALY, RR 0.79, 95%Cl: 0.50, 1.24; 7|AX 27|, RR 0.99, 95%Cl: 0.83, 1.17; O]t
RR 0.56, 95%Cl: 0.25, 1.24; &7|Zt, Mean difference -0.74, 95%Cl: —1.84, 0.35).




84  T2UHOHA KRS Y3t YATRKIA &
PIE{HIZ (Interferon)
ZtQ kR (GRADE Summary of Findings Table): severe to critical disease for COVID-19 LRt A=LH9 A X2 0|A AP, 282M 215 & BSOSt 0|48t Z00ME S0 AR 7t SAXC=Z
Anticipated absolute effects” ¥ . [t xt0[7t AALHANY, RR 0.15, 95%Cl: 0.01, 2.80; ==, RR 1.72, 95%Cl: 1.09, 2.70; 0|&%tS, RR
Outcome (95% Cl) Relative effect | .. - ovidonce 0.52, 95%Cl: 0.23, 1.18). Peg-interferon A2 AR (2H), ZZ0N S Z2LH9 At XZ0H|A AHY, &
porience Riskwith SOC  Riskwithintorfron [[ERS di RAD 2, BUS OBIS, U ST WE ZUOINS SOIET UEF 2 SHROR Q0I5 X0|7t YA Z0K
Moﬁglity 143 por 1,000 113 per 1,000 RR 0.79 3449 @@OP At 07: ¥¥, RR 1.00, 95%Cl: 0.21, 4.82; O|&ES, RR 1.00, 95%Cl: 0.21, 4.82; 84 W& RR 0.77,
(Critical) (7110 177) (050t01.24) | (5 studies) Low™ 95%Cl: 0.12, 4.85).
Mechanical ventilation 111 per 1,000 RR 0.99 4143 312 HB0O0
(Critical) (9310 132) (0.83t01.17) (5 studies) (4 studies) Low?®
Any serious adverse events 774 per 1,000 433 per 1,000 RR 0.56 126. @@CZ? o
(Important) (193 to 959) (025t01.24) | (2 studies) Low™ H 1. 214+Z=(GRADE M &)
Hosoitel ooy Gayg | Themen hospitel | VD 0.7 lower - I LA A2LHQ SX0A interferon X0 CHEE SHAIR ZDIXIHO) et 2ASES, AT 7|7
(mportant) b [ GRCT) | Low S101 £7122 1K 20 IS 913 $2UA 1224 SZ0| LOHHD, XS B2 o
ge MRImzioz ols BN HR0IN 1] 532 $H WSO, B8 IALES
‘:(;I'I};g\:;sléf?ez?iflrlir\i/g{g:\o/gngtirgrl:;za(igc?t;tsgggﬂac?fnﬂdence interval) is based on the assumed risk in the comparison group and the ‘Uo'E WESIOILL 0= SECE IE(HE U Z5C EX)3 400 SUS AE B
Cl: Confidence interval, MD: Mean difference; RR: Risk ratio AL
GRADE Working Group grades of evidence
High certainty: We are very confident that the true effect lies close to that of the estimate qf the effect ‘ 2. 0[St 2laH
Sfot Dt o . posbiy ta 1 copsatily Garnt e 10 becose o the estmate o e interferon®] &0| el B3 ATFRE i RCTS HIEFEAOIN A, 717 8017} 2
Low certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the Q5 ST ZU=o 2R, U 7|7t 22 2 Y XHE 0 HEAIZI 2t Qi

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. unclear risk of bias in blinding
b. M2 HE4 U H2 M2zt ME|27H0] null effect 72K0.75-1.25)1t ZE

AL interferon f-1a% AR(AM), ZSE &2 £F AZLH9 A} X(Z0HA AtL, 71H4H 27|17t st &
A, EOEH O|YELS, YR7I7H X et ST He|= AlZte] 20N S0z R 7t SAXCE FI5h &t
07t AACHAIY, RR 0.99, 95%Cl: 0.75, 1.31; 7|A% 27|, RR 1.02, 95%Cl: 0.86, 1.20; O|&8tS, RR
1.01, 95%Cl: 0.78, 1.30; ¥&7[Zt, Mean difference -0.18, 95%Cl: -1.12, 0.75; o™ SH AlZf, Mean
difference -0.37, 95%Cl: -3.70, 2.96). Interferon f-1b2 AR (M), 5 T=LH9 A} XZ0AM AR,
1AM 2717F oot R 3 Siiet 04HE 2oME RO AL 7F SAXCE | lé_ RHO[7F AL
LHAKY, RR 0.57, 95%Cl: 0.28, 1.18; 7|4H &t7], RR 1.00, 95%Cl: 0.43, 2.33; 0|4%tZ, 0.55, 95%Cl:
0.26, 1.20), YA7[7tat Y SHO| dej= At '501-710| AZED SANCE ROGHA| M= ACHY A
7|2t Mean difference —1.38, 95%Cl: -2.64, -0.12; YAX™ ST A|Zt, Mean difference -2.00, 95%Cl:
-3.31, -0.69). Peg-interferon a—2b2| A2(1H), 5= TZLH9 A} X20IM Al 2o = S0t
AT 2t SAXQE ROI5H XO|7t QUUCLHZE ZOIM ALY 07), 15UM Lad S 2tk F00| U

2HO EAMOZ QoI5| WMEUCHRR 1.39, 95%Cl: 1.01, 1.92). E& interferon f-1a2 AR(1H),

= =

solidarity trialfl M= interferon2 AtY, 7|A 27| 02, &

K| ZoIRACH M2t XIZ7HK( 2| 2AHE HIE= T=LHN9 SR A
LI s3 % nol 8IS S0[7Lt Y& 7128 HEAZ Vs8R '5<”'—f of

=

ﬁ

Ct. ti29 RCT A7L2!
2ol CHSt EE BoS

‘ %d:runrﬁg al _Cg%gﬂ} 7,58 AMA™AMH ZH|0|CY. interferon S interferon

=
oHL BAER2 M2 Aoz Ui ol T2LH-19 &tkte| RCT A0 interferon B
=]

3. 71A2t MB =
TZL9 | X7| X=HO| tHet Y7t 2=t G20 interferon2 2t SARS-
CoV-1 U MERS-CoV &XI0IA| X2 ZES Hr O T2LH9 BRI CH2 FHto|2iA
RI9} B8 E0{A| ©3{0] QIMEUCE Tt SYTIX| HAIE interferon I ZIp2 Tayst
0 QAL AIEO] Q| LHOIA AFRS 12iEt 4

;o I'OII
—'T'_- =

4. MAUHIE 28

UM AZ7t5E interferon M= Ty dets A0 X2HM2 ASEH:=
interferon f-1a, Interferon B-1b L peginterferon f-1a7t ULt SLUE interferon
—laz HIO[ZHAY 5P| =4S SERI0|7 XIZHZ LA SLHOIM SOUEIX] UL
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PIE{HIZ (Interferon)

Hi 5. C[}2 37t YT =X[E2te] H1 H|w

A 0|2 NIH 710|E2fI0AlE interferon 2 F2Lt-19 BXI0A YA QJo)= E0iat
A %e=2 Hotr A2 1 20 WHO, @@= L S5 70|=2R10Af interferons X2
H=XM O Ol ASEX| 20 ULt

6. 7IEt 1AL

A2LH-19 B2 LHACZ interferon0f ThEt A0

YYAIO =0 T AL

EES 1. Davoudi-Monfared E, Rahmani H, Khalili H, Hajiabdolbaghi M, Salehi M, Abbasian
L, et al. A Randomized Clinical Trial of the Efficacy and Safety of Interferon f-1a in
Treatment of Severe COVID-19. Antimicrob Agents Chemother. 2020;64(9).

2. Ader F, Peiffer—-Smadija N, Poissy J, Bouscambert-Duchamp M, Belhadi D, Diallo A,
et al. An open-label randomized, controlled trial of the effect of lopinavir/ritonavir,
lopinavir/ritonavir plus IFN-8-1a and hydroxychloroquine in hospitalized patients
with COVID-19. Clin Microbiol Infect. 2021.
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Janus Kinase (JAK) MEHX SRR
(selective Inhibitor)
2XE FZLH9 XM JAK inhibitore] £0I7F BEX|Z F& Q0 HIsH JAX oMM 2 5 MOIEZIQI HFYRINES MZE L Al T MAO| 2SI JAK2 F 42| Qlitataa
qdEE 50| OBt} SH|OIS JHRI=E| TR QIMEIE A0 51910] QMBI AR TAE0] 20to| QI OfrAR
2H 0|50| ReH=ULCE.
JAK tyrosine kinase familyOl= JAKT, JAK2, JAK3, TYK2 47tX| R&0| QIC}. Cf
2 JAK 9HHE=E M2 T2 S5 20 2gsttt. JAK1Z JAK2= IL-6, Granulocyte-
PICO QA Population: Z2L}H19 SHXIX} macrophage colony-stimulating factor (GM-CSF), IL-231} &2 g52 {dt= A
Intervention: Janus Kinase (JAK) selective inhibitor (baricitinib, ruxolitinib, 0|E7I219] NS MY HOSC BHH, JAKSE T MESt natural killer (NK) cell?] 215
tofacitinib) O 2t M2tAf JAKT2F JAK2PH MEHNMO 2 SAR|otH JAK3L 222 AR|Z|X| o4
Comparators: BZ& X|2(Standard of Care, SOC) &2 X+ ooz HMMOI HA HA0) et =2 s &Y 4 ULt Baricitinibdt ruxolitinib&
Outcomes: JAK1/2 MEHE AH|K|0|T, tofacitinib JAK1/3 MEHE AX|KIOl SAMf JAK2 715E <
(1) #elX(critical): AHY, UMH SH(S2 YN S0 ZE AlZhH HIHo|ct.
(2) 328Kimportant): 7|A7(BYSEREMZ| 23, SR X|5229| ZIF, STHt Jak AHH X2 71 Eo| HilE= RAE2 AFHO|CH LNl AHO| UMEE JAK
O|ets AMNE Fof 22 SIS0 A2, SALARIN AXK|, 2|SAL X EM2FE 22
Study design: £22| Hi& 214 A|Sd(Randomized Controlled Trial, RCT) MESH HHE AMEdle SIS 55 4YY YUE2 FAGIT. 0] 20| TR, o
TUAS, YUANT 59| FAZ0| ACH
HuE
9-1. baricitinib3} tofacitinib2 1R M4 E2 HIEEN Q3557| K27 st A2
LHO SHRHSOIA S0/ 4 Tt (FASE: 28, HISE: B, 2745 #1) et D unmn mwz ez
9-2. baricitiniba} tofacitinib2 &&H QA35E7| X7t RSt AZLM9 SXIE0HA E summary) (o O O
{7t HNEX| Y=L (2HEZE: 8, HOSE: C, T AlgH Birh) Evidence RCT 2 +RCT 1 +RCT 1
_ ) ) Update =RCT3 =RCT4
9-3. Z2LH9 EtXfo[A| ruxolitinib £z Fatet QM0 CHE 2H7t £&510 HIE
HISIC}L (2AHsE: iR R, 1SS |, 31 25) (22 1] A 20 AL0|E 313
BHEMMEES Eo| S22 MYUStE & 1,118719] HFE AU, SHMHIHU|IA 995
S TIl6H £ 64TO| YIRS AERCOH, ZEZXMO=2 4M9| RCT A (baricitinib 2,
JAK AH|K| OfA QUMEtF A(Janus kinase, JAK) AHHl= B+ AAZCR F0F 4 U= o 400 ruxolitinib 1, tofacitinib 15H)7} MEHE| AL
(inhibitor) Dall X2 EX[UOZ M L0 ELat7| A7 I W Als X2 2 AXSIC 0|5 Marconi £(2021)2] $171(COV-BARRIER)= Z2LH9Z Rt Q9 X227t 7=
B8R CHMl= ELFA|E|Y(tofacitinib), HF2ZJAIE|ID(baricitinib) 2 2A2|E|H(ruxolitinib)0| U2 B & 2EY QIESEY| B2 HeUAtAZF (extracorporeal membrane oxygenation,
O, FOME[A 2EY, Mg 2EY, HYY UEE, S8%3, MY M7 3715 2 AH| ECMO)0| LRt XSS HM|Qlst EXt=(National Institute of Allergy and Infectious
20|= 284 0|AHI=F A2 graft versus host disease, GVHD)X|Z0f| At =T} Disease Ordinal Scale [NIAID-0S] score 4,5,6)& HAOZ baricitinib& 12 4 mg &
2 AOIEZIRl -8Rz QlMsleA SM0] ZOE0 U7 W20 JAKL 22 E|Z41 QI T 28(2-mg YU F W)U HEFHAWE & 14 7t =2 B A B & X2 Zut
3t&M(tyrosine kinase)Oll 2IESH MIIL 2| SHA0IM HOZ HNSE METIL F, AO|E £ HIWOILE ST 764H1} AT 7618 S A2 X6, Mzl AL 2
71010| MEHSZX|QF ZolotH 84 23 JAKO| Zyate(0f QIMSLEC}. 2835HE JAK T BEXR7F HSEUCKT). Kalil 5(2021)9] H(ACCT-2)= ZZLH195 Tt
© signal transducers and activators of transcription (STAT)S ZMASIAI7 BN ¢ X=7t st SXHNIAID-0S score 4,5,6,7)&S a2 baricitinibS 1€ 4 mg &
24, ME 25t HHEE QTXLY MAE ST O|ZA JAK-STAT d2&= ¢2] 7HX| T E8(2-mg Yo £ )1t SHA remdesivir®] HE E41} LHEZ(Y2U+remdesivir)
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Janus Kinase (JAK) MEHE XK

(selective Inhibitor)

=M %
(Evidence
summary)

2 Hwst 72 SXF 51530 AT 518FS WAXE ZEIst QUCH?2).

COV-BARRIER ®179 22| &4 % sl

Ct. Guimardes S(2021)2 T & 72417t Lf 20| 75= ZELN9 &E 5 25

= HAEY 28287] &2 MAUMASZ0| EQS BiE2

Institute of Allergy and Infectious Disease Ordinal Scale [NIAID-0S] score 4,5,6)

2 &S HACZ tofacitinib 10mg 1 25| 2821t RS bW A2 SXY

o 1440 HEF 1458 S HAAE ZE6IA0 ST A 25 BEX|=7t Hallk
ACH3). Cao 5(2020)2 ¢TE 55 FZLN9SAHER Z2LH9 TBXA 7|F; 34

>30 /2, Sa02 <93%, &2 Pa02/Fi02 <300 mmHg)E & QI83&7| Xlz7t @

TEAL A3 S2 T 0219 H7|2H0| HHOIE 2SS Helet LIHA| 252 ez

ruxolitinib 1Y 23| 5mg =81 A(Y)S tlwst A2 S 20T HhE

S WAXE et UL S AT 25 BEXE7H YYEUCHA).

, , YYH BTEH), 74 &7 =22
ECMOS| Mz 2 AFZ(1H)2 T tb] aXH;LOHH =% IE. 2 RO s8MU Xz =
W7t I ACHALY, RR, 0.62, 95%Cl: 0.50, 0.77; AMZi5t 0|AELS, RR 0.82, 95%Cl:
0.67, 0.99; YH™ SH, RR 1.06, 95%Cl: 1.02, 1.10; 7[AH &7 S, RR 0.66,
95%Cl: 0.46, 0.93). HIZEH 714X 7| = 1R M4 X2 M22 AL, 1R M
AHIEEH 7IAX &7|/ECMO/AYLCZ o] TR, A247|2H HIZEX J7|AX 27| Alg 7]
{R0E ST tEZ 2t SAXMCZ RIS X017t QATHHIESH 714X 271/

FACI] SEg

IR AA, RR 0.83, 95%Cl: 0.63, 1.10; LR AA/HIEESE 7|H ] &t7|/ECMO/At
%, RR 0.91, 95%Cl: 0.78, 1.07; Y&, MD 0.52, 95%Cl: -1.27, 0.23; 7|AH 27| 7|
Zk MD -3.00, 95%Cl: -6.87, 0.87).

A0 ZeE 37 S HEd US 2E7IU MAUMASE X=7t 7= EAt
7t CHRIOIA RILIE ALY, LHHA| B 74X ﬁ—_rlOHHE Hed U8 271U MR
S8 A=/t 27&E SXN0AE JAK AMEl SYXR Xz S/t SHRIEX| AT

Baricitinib} tofacitinib RCT X0 A2E9| 92 |§+ 2a B2 UM SHI| O
0| QI RAOLY, 1742 RCT ALt ZE&HE ruxolitinibl] 2 MUE Z4 S2 AN
STO| QI X| AU £3], baricitinib0f| 245t Marconi §2| A= baricitinib& AHZ
O|=7t EOtSX| 42 SAIME FObE SRR 60Y AIYEUIA FITH XI0|E E0[X| L0t
AHZ0|EE FOF 2K Rtz SA0IM A0 75T & ASS MAIGIALS.

Aok (GRADE Summary of Findings Table)

Anticipated absolute effects* ne i 6
Outcome (95% Cl) o e ovidence
0[0) e 95%
Risk with placebo  Risk with JAK inhibitors die RAD
All-cause mortality at 28d 126 ver 1.000 78 per 1,000 RR 0.62 2888 DODO
(Critical) per . (6310 97) (0500 0.77) (4 RCTs) Moderate®
Serious adverse events 183 per 1.000 150 per 1,000 RR 0.82 2865 DDDPO
(Important) per . (123 t0 181) (0.67 t0 0.99) (4 RCTs) Moderate®
Clinical improvement 249 ver 1000 794 per 1,000 RR 1.06 2599 Sy
(Important) pert: (16410824) | (102101.10) | (3RCT9) High
oI | o | Wt | mom | | esoo
i, pert, (70 t0 141) (0.46 10 0.93) (1RCT) Low?®
(Critical)
New use of noninvasive
L L 196 per 1,000 RR 0.83 706 500
ventilation or h.lg_h flow oxygen 236 per 1,000 (148 10 250) (06310 1.10) (1RCT) Low’
(Critical)
Progression to high—flow
e mechamoa voniaton | 206 per1o00 | Hoper1,000 RR 0.91 1518 GHEO
(includingECMO) or death (238 10 327) (0.78 10 1.07) (1RCT) Moderate
(Critical)
Duration of hospitalization LU= mean dura.t on Dtk vy 2490 SBBO
of hospitalisation | (1.27 lower to 0.23 - g
(Important) . (2 RCTs) Moderate
was 0 higher)
Duration of invasive i mean d.uratlon MD 3 lower
: o of invasive 41 S 00)
mechanical ventilation : (6.87 lower to 0.87 - d
» mechanical . (1RCT) Low®
(Critical) higher)

ventilation was 0

*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% CI).

CI: Confidence interval; MD: Mean difference; RR: Risk ratio

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. MEFZH0] null effect (0.75-1.25) 28t

b. X2 BE4, 17 &7
o T

d. SAHE R2AH0| Yen He2to| HE
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(selective Inhibitor)

1. 244Z(GRADE Xg)
IZLH9 SX0IA JAK DR RX=0f CHSt 2AHeES, AN ZUXH0AM M2 B2
| e MEqzioz oIS HIFLY HR0IM 20 S22 R WE0IN, BY 274E

2. 0|52t 5K
Baricitinib, tofacitinib, Z12/1 ruxolitinib?| &
0O AACH MYO|L S5 FA=29 '60” S 39t Yy X
st ATREUA baricitinib £0{7} 1R =
Q2 0|S0| HAE O, tofacitinibe 1712 RC
1832 87| Xz &2 MUUMATE7 Q7 k= SAE M
M 28Y AIYE0|Lt SHSERMRZY| RS Rolot|
EOISIACE. SERIB, ruxolitinibZt HEE RCTE 1747 EIE| A= ruxolitinib
ZEZ0| FeIoH| 2411, 0] AHIE Soll MUES Ko HAAT|X| ZolUH H
A8 M= RSt 28 FX| ZoIRALH MEtM XIFTK| 2HE HEC=
29 BAt
Ol AFZOJLE
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4. XIRA(HIZ B3
Baricitinib® 0[0] CHE Mgk SIXIS 02 JUOIA AL £210] Hojln, R2LH9Z
QUeist SRIOIN AF|Z0IES £

QRS 2t et & Q= EL remdesivir?t baricitibibs HE S0
2 Q= HE 5047t oIFE D QIO HIEXN 2HE M2 HO|C} Tofacitinib E£8F FOME[A
HY SNE YR FUIM A 212 H0ReL T2LH90A EE 50{= QI™ED

ok
Ho
ro

R 2, ruxolitinib2 E+gReS SO et =W S071E 88 A4Z0[Lt Z=LH190]
Mz He S0t AFE 0 UR| 4Tt

5. C}2 27} YMTIZX|Zate| H 1 H|W

WHO 710|E2F210I M= JAK ARIM[O TSt g2 &ole 4~ ULt D=4 eets| Tz

RZOAE BAHOR, &5 XE7 45 E 55 HR0IN £20| 55 2HE 7|0z X

22 DD UUCH S5, DTUUSHE| NHAE AHZO|SS EU3 4 o= 55

TZLH9 2A0IA remdesivirete] Heh £50| K2 2H £ZF0= AR HIET QAU

CE. NIH 70| S2110IME 1R A4 S2 HIEEH Q85 E7|RE7t BRS T2LH9 ¢
= b

=11
2 e =710 MA FE0| HEA TS aricitinib2 AHZ0|= £& remdesivir

o 87 53 AIRKIZ ATEHD AT

1. Marconi VC, Ramanan AV, de Bono S, Kartman CE, Krishnan V, Liao R, et al. Efficacy
and safety of baricitinib for the treatment of hospitalised adults with COVID-19
(COV-BARRIER): a randomised, double-blind, parallel-group, placebo-controlled
phase 3 trial. The Lancet Respiratory Medicine. 2021.

2. Kalil AC, Patterson TF, Mehta AK, Tomashek KM, Wolfe CR, Ghazaryan V, et al.
Baricitinib plus Remdesivir for Hospitalized Adults with Covid-19. New England
Journal of Medicine. 2020:384(9):795-807.

3. Guimaraes PO, Quirk D, Furtado RH, Maia LN, Saraiva JF, Antunes MO, et al.
Tofacitinib in Patients Hospitalized with Covid—19 Pneumonia. New England Journal
of Medicine. 2021:385(5):406-15.

4.Cao Y, Wei J, Zou L, Jiang T, Wang G, Chen L, et al. Ruxolitinib in treatment
of severe coronavirus disease 2019 (COVID-19): A multicenter, single-
blind, randomized controlled trial. Journal of Allergy and Clinical Immunology.
2020;146(1):137-46. €3.
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o011l SARS-CoV-2 HIE0|X ZME HA=Z=EE!
(non-specific intravenous immunoglobulin)
=4 T2LH9 XM E5SHSE7ISEE Z2LHI0|2{A 2 (SARS-CoV-2) HISO0|E HY = 2% EoiZMMas Sof 20203 128 Az ZMAE(E 8,6357) 0|F 3HO| ZMAL0IE(8
H4dEE 2222 (Conventional IVIG)2] £017} BEX|2 Ei= 900 Hloh LAK OHFA U B uts (Evidence 2122, 9% 102, 108 10Y)Z Al#510] & 217710] ZMEQICt 0 HS0l= 97}
o] ofwEtrr? summary) o] ZMAITL BIYEIQICt 2HMENFUM S22 HQF 7079718 HSH 222 0|
85}0] M(screening) ¥ & 339 AZS HESH KON Y5t MEbiK| 7|1&S HE
St¥on], M2 3Me RCT A7t MEAZ[QAC
PICO 24 Population: T ZL19 SHEIXt
Intervention: Z2LH19 H|E0|H HHE HAZF2E 2 (anti-SARS-CoV-2 non-specific
intravenous immunoglobulin) LSJ:Zr:tr:ng IzntlJtzl'%I Jun 2021 Aug 2021 Sep 2021
Comparators: Standard of Care (SOC), Placebo (o O O O
Outcomes Updte. SRers lrers hers
(1) M X (critical): AL, 7|AH2E7 |22 DS 7|AH2H7| 2K 7|71,
(2) E23kimportant): YRS YLI|ZD), B8, YLK SH(SS UNN SH0| 22l A HE s e
7h), S X229 T, SOiSH 0| 4HES
Study design: RCT Gharebaghi §(2020)2] ¢17t= O|ZHUA A@E RCTZ Z2LH92 ZHET =7| X|
20| EISOtXIQtE ST EAIE UNCZ IVIGE Y 4 Hi0|YE 3Y S0 Eojots A
I (RIS Hlwst A7 E ST 30Y Y AT 298 S UNAR ZLetotn UL
(1). M2 HhE20|= oxygen and fluid support, lopinavir/ritonavir (200/50 mg),
Apm hydroxychloroquine 200 mg2| X|27} Hal =T (1).

= rg
re e
My
Hu
M4x

0. ZZLH9 HIE I’S*. HAIZEU2 T2LH9 SXI0H LMo = HISIX| ph=Ct. Tt
] 0| 2 mol= HAZZEY ALZS HHISHX| Lofof BTt (2H=
A

=
J1E HAE9 SH

= Yurdel dug He 2222 (Conventional intravenous
immunoglogulin)0| {2, BIS0|H HAZSZEA R FOIBIYL, 2HFER 'RE22
ﬁﬂ% 2 C, RUE AL E S8

EHOZ 2Nt HHYUNM FE3 YHE HY=2= T2 MZolH HO|ZAS X[t
= =
o =

Y3 HSS 2EY 4 ALt MIE S0 AHMZ Ho[HA L GlLS AT HHAIZE BHO|2
A HY 22ST2 Mol 20l Ao2 UM QIO %H_E‘O HIEOIE‘E%‘E%E'
0] B 20| =50] 2 = AU Z2L4 19 EX0| =50| 2 RUR|= F=HotX| 2Tt

Tabarsi §(2020)9] H71= O[O £=&lSH RCT A2 A2LH92 ZHHS 50| 5t
A2 A2 IVIG 400 mg/Kg £ 3 dose F0{ot= A2 AL} H| st M2 SH
520t AT 32YS hAKIZ ZEtotll UCH2). SMEY HEZ0= oxygen and fluid
support, lopinavir/ritonavir (200/50 mg), hydroxychloroquine 200 mg2| X|27} Hat
S ACH(2).
Raman £(2020)2] H= QI 0f|A] 485t RCT e =
A& HAL2 IVIG 400 mg/Kg € T 57t F0{5k= ZJ% CHAT 2t H| WGt H7l= S
= 47HI AT 49BS CHMXALZ HSHSH AUCHE). S A= azithromycin,
lopinavir/ritonavir, piperacillin + tazobactam, acetaminophen, pantocid?| X|27} #
=AU (3).

B 37 B e OIS 2T

S5 IZLHN9 SX0f thet 24 22 3HOIACH AFY LA Stk 7|41 27|7F He
St SRt 7|AM 8] 7|2 ICU YUY TQ Sk QI7|7t [VIG EO0jR Y} CHER 7t
EAXMoZ Q0|5 XI0|7t AUACHAIL, RR 1.56, 95%Cl: 0.69, 3.50; 7|AX &t7], RR
1.29, 95%Cl: 0.70, 2.38; ICU Z2, RR 0.89, 95%Cl: 0.72, 1.10; Y&7|7t, Mean
difference 1.60, 95%Cl: 9.77, 6.58). 7|AX 27|17} st 7|7t2 [VIG £0=20| X+
HO SANCE Kot O HUL, ICU 7|7+2 IVIG £0HZ0| EZED SANCE R
OI5HA O AACHI|AH &t7] 7|2t Mean difference -2.05, 95%Cl: -3.37, -0.73; ICU
7|2k, Mean difference 0.92, 95%Cl: 0.12, 1.71).
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(ole) (1)) SARS-CoV-2 HIEO0IH HME HAS==EI
(non-specific intfravenous immunoglobulin)
Zute ot (GRADE Summary of Findings Table) A7 1. 2H4Z(GRADE X8)
pr——S——— A =% 9l 5T A2UH9 XA HBIE0[H IVIG X|R0] i3t 2ALZL, StAK ZDpXHOIA
(95% Cl) @ o 5 =/ 122 oFA| L0t HIER I =01 167 S50| RO, M2 HE4 ¥ H2 M7t
O e Relative effe c - = Zi s = . s -
Joomes RiskwihSOCTor o i partcpants | the evidence 2 Qlof BN HR0IM 12 SIS WA WR0IH, 58 AR WS OR LI
@ .. . ISK with non— 0 die RAD
individuals with o e iG + SOC
severe disease _
2. 0S4 9iH
Mortality 117 per 1,000 RR 1.56 360 SDO0O = _ - _
EQ|IMHAZZ2EZ| §1 St AAO a] HO St P NE=yIwS| E L
(Critcal) 75 per 1,000 (52 t0 262) (06910350) | Bstudies) |  Low*® HISOMEASZ 22 S0l gt 2] RCTRN 2O et HrefXir7t 2, S0
e oo for mechenio HISO|X| Biei222210| 8241} 7[710| BESHEIX| QITH. HISON Bei2222int B2iE of
ventiation 313periooo | 403per1.000 RR 129 & gt O] PRl SRS 27| B4, IISHS, S5 KSel, 280} RS 34 I £4 50| /O,
(Critical) (219 to 744) (0.70t0 2.38) (1 study) Low
. . The mean duration 210k MS
Duration of mechanical ) MD 2.05 lower 3. 71Xt M
entilaiton (days) of mechanical (3.37 lower t0 0.73 - 31 SO0
ilai . . S S = X 5 = sc= s [
" ventilaiton (days ow * or A= HIS =AM A= er fhll = of O151= QICt
v (Critical) tilaiton (days) ) (1RCT) Low *® SEEO|A D 2Lt 19 SRS CHACZ X[ QK| MEHO| CHSH 7[RI NS =S ZALSHH Ct
was 0
The need for admission 4, XJ(H|12 =5
751 per 1,000 RR 0.89 84 SDOO -AMES =8
to the ICU 844 per 1,000 ) 9 RCT Low B _ L
(important) B 0720110 | (1 FCD ow F2LE19 EHX0IM HISOIKBSIZ2E210| IS 210 TSt 2HS GICt, FUIUAHS Lerxel
ot o heotaaton G | T mean durton | D 16lover o | o000 NRBI2222I0| 55T YO 55 ZAS0IM 5IF 5g, 72 B QIEH 21 o0 5
uration of hopitalization (days o _ e _ _ _ - _
(oot of opiiaton | (677 ower106.58 - Godes) | Lo TWAtel 9IS ETBH01 H2A 2 T2t BXIOIM RS T= 3N SEIH 557 42
AETED el 0 22 0 V6T ULt E3t HAE oA S01E HiSONpIBRERI0| 831t 7|7t
Duration of stay in ICU (days) WD EEmENEian | DTy e 148 &B00 0| 22t Ch= 10 HE 822 HollKIX| UL
of stay in ICU (days) | (0.12 higher to 1.71 - ! b s
(Important) 5 (3 studies) Low
was 0 higher)
*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the 5. [t =7} YMZTI=X[RIate| #1 H|w
f . . AN
relative effect of the intervention (and its 95% CI). NIH 710|S2olTt OiME B 710|S20I0ME HIE0|N BaiZRE2I2 Q2|8 A0S bt
Cl: Confidence interval; MD: Mean difference; RR: Risk ratio 2 oM HE HQIEtT= AFREIK| L 712 HstD QICH ot A0t CH |2 SEs5 3
GRADE Working Group grades of evidence (multisystem inflammatory syndrome in children, MIS-C), 7I2A7 |E, =8 49 552 S
High certainty: \We are very confident that the true effect lies close to that of the estimate of the effect _ o _ _ -
Moderate certainty: \We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the O HE0| U= B2 MES0| E Moz HIY===T AFZS HiK|SEX| Z0t0F Mt SHACE
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 HFuEsl 1. Gharebaghi N, Nejadrahim R, Mousavi SJ, Sadat-Ebrahimi S-R, Hajizadeh R. The

use of intravenous immunoglobulin gamma for the treatment of severe coronavirus
disease 2019: a randomized placebo-controlled double-blind clinical trial. BMC
infectious diseases. 2020;20(1):1-8.

2. Tabarsi P, Barati S, Jamaati H, Haseli S, Marjani M, Moniri A, et al. Evaluating
the effects of intravenous immunoglobulin (IVlg) on the management of severe
COVID-19 cases: a randomized controlled trial. International immunopharmacology.
2021;90:107205.

3. Raman RS, Bhagwan Barge V, Anil Kumar D, Dandu H, Rakesh Kartha R, Bafna V,
et al. A Phase Il Safety and Efficacy Study on Prognosis of Moderate Pneumonia
in Coronavirus Disease 2019 Patients With Regular Intravenous Immunoglobulin
Therapy. J Infect Dis. 2021;223(9):1538-43.
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ol )|y 5|5)| 2EKIZ(Convalescent plasma)
25 29 SX0IM SEX|EHC| R0t BEXE £ Q0] Hof QaA ot 3 gty =21 % 20219 62 28Y z|x M= 0|F 82 12Y, 9& 10Y 29| M HH|0|EZE AUCE
HdE= 0l ofwEtrr? (Evidence SHAMTES Soil & 2,008710] HPE AW, SHMLIHON S M5t 2,188
SUMMAY) 242 soreeningi0l & 144H0| A2 HEYON, HEXOE 13HO| RCT ¢RI} AeE]
QUL TiAR= iELH9E S0 YT BUNES YO Z 6t U= 2717} 5T (4-8),
moderate 0|42 SELE 71l LIMALIE &t A717 8T QAUCHO-16). OIF0HIM A &
PICO 24 Population: Z2L19 SHXIX} SEE 4322 Ao F U= =22 1THOIACKHE).
Intervention: 3|27| EXX|ZX|(Convalescent plasma)
Comparators: Standard of Care (SOC) or placebo Searching Initial
Update 2020 Jun 2021 Aug 2021 Sep 2021
Outcomes: o ~ ~ ~
L. P =y ~ 7 A\ 4
(1) tial = (critical): AtY, 7[H 27|22 DH(Z2 7|A27| K| 7|2h), Evidence RCT 2 +RCT7 +RCT 1 +RCT3
(2) Z23Himportant): Y(BL ULT|7H), EIY, UMK SH(SS YAX SHO| Z2 A Ypdte ~ReTS cRere o mReT
7h), SR X229 M, St 0|48 (22 1] 274 20l YE0|E 343t
Study design: RCT
SE oM gy 2ot O3 20
11-1. S8k 0|82 T=LH9 XA 2157| ¥ XSS HUSHK| =0t @HSE: R ZutQotE (GRADE Summary of Findings Table) 1
o =3
S, 1SS C, ZUR A ) 3Tt H5Z(moderate) 0|42 E1TE AREL| HEFREA ZM0M= AL(28Y), &
HIE 11-2. 332 A2LH9 XA 257] EF xlgs 247t £50610] @1E HFSICL (2 Sl QALK B|E(AIZH, 7|7 BE M2, ZEIXIA QY KY7|7H ECH5H O[AIS =S BtA
HeE SRS, HNSE |, I HE SO} A7H EAX X0|= QUQICH
[AOE 0y g HE]
7|E HIEE ZASSECE ZE AN HIE BER(HISE DAL, IHYSHHA
SIOIE 20| M2} ChERIE 20t #HIES -
SXX|EH| 357| FE2 1003 014 e o2t X2E 0|3 & HY QECE A& 0] Tt St
BEIIZEE oA 8 YAV XL HAHUSOR MZTH SH oE NE S4, BX 245} AMES
(phagocytosis)2t 22 HY HISS Soff 2 Hetol X M & StLHE AN &

=7 82 Ollzat ML, HEA0A 152X

?f 277} OtLEk= BHAI7 UAUCH-3).

ro

A+ 20E ERCL ¢ 0] M 24
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ole 1§ oI=D| 2EKI=(Convalescent plasma)

H1] GRADE ZIQAE-ZSESr 0|49 FZLHM9 &tX} (moderate to severe)

Anticipated absolute effects*

(95% Cl) orta
0. O
Outcome S Pelkifum el of the
o Risk with placebo or Risk with - S o | Comme
standard care alone for i
Convalescent RAD

individuals with moderate to

) plasma
severe disease

28-day mortality
(Critical)

227 per 1,000 RR 0.99 13625 | &HOO

229 per 1,000 (21310241) | (093101.05) | @RCTs) | Low™

Mechanical
ventilation(non-
invasive or invasive)

128 per 1,000 RR 0.97 12408 SeC0

131 per 1,000 (11710139) | (089101.06) | (BRCTs) | Low?®

(Critical)
Discharge 665 ver 1.000 665 per 1,000 RR 1.00 12635 ODDO
(Important) pert. (645 t0 678) (09710 1.02) | (5RCTs) | Moderate®

AQoHE (GRADE Summary of Findings Table) 2
E3E7 ZB(Mild)E BE1E A7 1HOIQL, 28 AYE, S5 0|4HS, S 4, 7IHsE &
g9 4

DXROM Z2F SHX X0l= AU

[H2] GRADE ZAQ%H- A3 IELN9 &tX}

Anticipated absolute effects* (95% CI)

. . 0.0
BisaE Risk with placebo or Risk with Relative effe B of the .
TERERE standard care alone for Convalescent 95% articipa evidence
individuals with mild olis RAD
) plasma
disease

709 per 1,000 RR 1.11 1193 SSBO
(620t0811) | (0.97t01.27) | (4RCTs) | Moderate®

Clinical improvement

(Important) 639 per 1,000

28-day mortality 50 per 1,000 25 per 1,000 RR 0.50 160 SD00
(Critical) per . (510 133) (0.09t02.65) | (1 RCT) Low
Mechanical

88 per 1,000 RR 0.44 160 SO00O
(3810 202) 0.19t01.01) | (1 RCT) Low

ventilation(non—

. . : ) 200 per 1,000
invasive or invasive)

Time to clinical
improvement 0 per 1,000 Na(l:l_p?r 1_'_0)00 0 :8Rt1.(1)459) (2 RCTs) Gi@?&)
(Important) o botol. ow
Admission to ICU 422 per 1,000 RR 0.95 816 DODD

444 per 1,000

(Important) (360t0493) | (0.81t0 1.11) | (2RCTs) High

SAE(serious adverse 218per1,000 | RR1.10 816 | ®HOO

(lrfggr”tta)m) 198 per 1,000 (16210291) | (0.8210147) | 2RCTs) | Low’*

(Critical)

Admission to ICU 25 per 1,000 RR 0.33 160 SBO0O
(Important) 75 per 1,000 (6101200 | (00710160 | (1RCT) | Lowa
SAE(serious

adverse event) 75 per 1,000 e L RR 083 160 SO0

(Important) (20t0197) |(0.27 t0 2.62)| (1 RCT) Low

MD 0.13 higher
(3.15 lower to -
3.42 higher)

641 SB00
(4 RCTs) Low™®

Length of stay The mean length of stay
(Important) was 0

*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; RR: risk ratio

*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; HR: hazard Ratio; MD: mean difference; RR: risk ratio

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.

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.

Explanations
a. Only 1 study, small sample size, low event rate

Explanations

a. Higi risk of bias in blinding

b. DYl WEHAO| HIUBEY
c. low event rate
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1= &&KI=2(Convalescent plasma)

Fe i 1. ZH4Z(GRADE Xg) 5. CI2 27t YMTIEX|ZBte| # 1 H|u

R 3/=7| &% £0| 20 Cio A8 RCTE 14H0| QA SR ZB 5, Sty 97}, & IDSA 7t0|=2iRl0I M=, ZELH9 YRBAIIN 31=7| BRS HolX| 420 AS 2o
I £0] AIFO0| 27| A0 CH2CHs M[SHI0| UL Znto| wisk: HE7H UR|GHK| o ME UMAISIO] A0 BH5H0] HSIUCH ACPGOHIME F2LHQ SHXI0IM 3127| HE £0f
QUCH TarM 2Rt S5 =7t gaE(moderate)OiIM UE O|MQI XSS MO & o7t £ Yot EotRl =Lt NIHMM = Z2L9 XIZ0IM MH7te| 3157| X X|Ee Hot
S0 SEEAHSES HMA ZAUXE & 7P B2 2201 'ZS(Low) 22 T H7tst X| k=Lt
QUL J2|11 ZF SXE Yo & ﬁ—_r‘E THEOZ BES 9 A7 A1 ME[FZH0|
501, HIE YOI 2HAE RE0 25 2HHES RS (Low) 2 BIISHACH 6. 7|Et I ALE

2020 82 FDAE Y& 2Kt COVID-19 XZ2E 2Ist AFE 3l57| & X =0 Chst

2. 0=} 23K HIMAIRS7HEUA)Z 519111 20214 29 X COVID-19 &Y X7|0f QA5 HA0| H
3|27 % £0] S0 st RCTE 1474UCH 3127| S8 E07F T2LH9 SXHOIA & 01Xl Z2LH9 U BRI KBS ol =2 SVt 8157| X A8 S ASte Zig 7i ™ot
M SHO|LL AILE ZA0] 0|50 QAT BT MEQ] 7|Z 1t £0| MY SO CiohME ¢ 2Ck(19, 20).
TOiCh g2t S5t gH 2l HAst B[} QLX) EHEH/k E 28t 1203 Usto
2 M2 R0 Z2LH90INM slEE SRM B2 3187| BHS SST0IN U &
X} 75,0000{% O &0l M AL EOIRHCH17). T2 744— =2 A7 At Qs 8
7l g@ig R0t ZR QUL H2 87| dXE U2 A0 Hish AFLYE0] ZHASIR D HNES 1. Cheng Y, Wong R, Soo YOY, Wong WS, Lee CK, Ng MHL, et al. Use of
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3. 7IX|t MS =
SUHAM Z2LH9 SIS tye= ilﬁ 1| *15”01| EH°r JIXIQF MBS =S ZRAfH A
gLt FLHUM = 282 58 2 A=
Aot 027t EQ{CH= B2

A
J|E 2He 2|0 FHE BT IE 52 WIE 71T

= 22 3157| €@Y0| 71y R8¢ A=
|01 211, FDAOIME 1199719] 5l=7| S0 Metol] 2l=7| g 718 Al8S 528t A
O JHHSRALt. IR F2LH9 EAOIA 21=7] SEo| ME(FIRH 7T, S0 A2

BE3t FOA7| SO tiet F7t A+ 20

4. XRU(HIG E3)
OfH #iX10| 2/=7| HNZ BOIRE MEBH=L0] T2t SaHERI| £} T2 4 0] B0f
Io|

convalescent plasma therapy in SARS patients in Hong Kong. Eur J Clin Microbiol
Infect Dis. 2005;24(1):44~6.

2. Mo'Y, Fisher D. A review of treatment modalities for Middle East Respiratory
Syndrome. J Antimicrob Chemother. 2016;71(12):3340-50.

3. Sahr F, Ansumana R, Massaquoi TA, Idriss BR, Sesay FR, Lamin JM, et al.
Evaluation of convalescent whole blood for treating Ebola Virus Disease in
Freetown, Sierra Leone. J Infect. 2017;74(3):302-9.

4. Bennett-Guerrero E, Romeiser JL, Talbot LR, Ahmed T, Mamone LJ, Singh SM, et
al. Severe Acute Respiratory Syndrome Coronavirus 2 Convalescent Plasma Versus
Standard Plasma in Coronavirus Disease 2019 Infected Hospitalized Patients in
New York: A Double-Blind Randomized Trial. Crit Care Med. 2021.

5. Libster R, Pérez Marc G, Wappner D, Coviello S, Bianchi A, Braem V, et al. Early
High-Titer Plasma Therapy to Prevent Severe Covid-19 in Older Adults. N Engl J
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olelyy CHSESH|IXIZXI(Monoclonal antibody)

=2 ZLH9 A HEESHX =X F07t EEX|E £ Y0 HioH A4A ord 3 [2] 71& 274 HUE &, 281, &5 WX A2st 22LH9 SX0AA S SHH| X|2X £E0=
2EIE 30| ofwEop? UBHHOR HTE|X| QfOLF IR AATL Ot UBHKQI ArA X2 G7HLE FRLIQ Bl
TE 2 Z8E = AT AZH0| XSSO0 A 80| EIX| 242 StXte] B0 stoff at
AR LHOIM FE0iE 2= =S SHA| AL 28 Ao 2718 FIt2 F7 (ot
PICO 24 Population: Z2L}19 &XIX}
Intervention: 22&H|X|2H| (Monoclonal antibody) 0j= AZEQo= 718 A8 &7t 7|&0| M2 55 Z2LH9= ZIfE 1A st &
- EHIX|: Regdanvimab, Bamlanivimab Om(1, 2), 2 M1t 1349 EZOZ M= 715M0| =2 AFSL I=2LH9 S iy
- 2&H|: Bamlanivimab/etesevimab, Casirivimab/imdevimab M0 0|2 =totSiCt.
Comparators: Standard of Care (SOC) or placebo
Outcomes:
(1) M X(critical): ALY, 7|AI27 |29 ZIH(Z2 7|A2t7| 9K 7|2, 1. 0= MEQ= 718 A 5§17} 7|&0)| 2 53 I2LM9ZE ZIE vz
2 §9§(|mportant) LA(E2 La7I7h, B, UME SH(Z2 UME ST 22 Al
7, ZRA X2 20| Fal, FIHaH 0AHIS [1] A X7t 35 0421 2k}
Study design: RCT _ _
[2] Oty MRS S SR}
[3] T Kot HetS 7HR|L UALE SR HY AHKIE 28 S0 BiAt
Hug 2-1. 3502 M JH540| &2 FSSE 2L SX0H H22 X XZH 4 B5M 0o I3kt
£ FOE & QoH, 28N (2 £&: S8k, 1 S5 B, XHE #D), E2 T I
(regdanvimab) S0IE Ta{EICH (2H 4+F: 4, 1 S B, 245 ¥1). 5 T
*QIALKS TIZAFSH - Y7 BRS IR Xt
NESCOE TME 71540| =2 N2 2E(H 1) #D
- L _ _ = = 1240114 17A|0|E'A1
)HZE AHRIEH= SARS-CoV HIO|Z{A0 S0l ZSBISOE XEIEE, &F — RRIZ K47} LIO| /A TH| 85% O[AfQ] 31Xt 52
A X=X ME0f U0 L HE HIO[2{A Rl 422 1260 AMSotA HHEH0F St} - A4 HEe “l%*’o‘ s
== x| Alztat 8 Crolx T Eai - - MAA/SHA AR Bt} 5O
12-2. &3 WX M5t A2LH9 SXI0|A| THUH| (regdanvimab) E= SEHQ] 2| 6] T Ry
XE2HEs RS HISHK =Lt ©, (1) YUHQI MA XS St FF &AL (2) - TS/ YR BYES AR BiXt 52
S == g & -_ 5 = - 0IZSE7| X|RE Wil Q= 8K 82
X 5t M0l == U AlZISH 7 L OIA} AIS =
SAXXI2H| SARS-CoV-2 & ZAl 842 53 ¥ st AZLM9 SXIoAHE Ld Al sHoM & - Of2 =20 LO3H FA|/OHY 57| KSHS 7{F S}
BEHIIZBE o 4 AT (@A £F: ¥S, HI S3: C, TUE AFY Ui,

(A1 7h 2 g

[1] EeURiet 315 THUH| Z Bamlanivimab £ OfF| LiAS H0jE M2E
0] Bjo|2{A0l K40 SHOZ 20211 42 162 0| AIZ Olof01A 712 £0f 5012

Hal5t 212 D245/01 AL FS0IN HABIACL
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HYUSIRIXIZH|
#A |2 8=

—

=M 9%
(Evidence
summary)

=

I-.LI

L

B~ 3t eXl= 28 = 102 S8 HYE7| AXolH, F2 55 fE=2
o TYES Of7Hot= IO~ BEHO| E2|M AN0|5 YHUHS SHR SiCf. AL
3 GHMER2 ME S5 (STA 2H S1D 7K 4719] F =Hols otks S1)2t Hio|2
A 2 HIEEfO] 8H(S2)2 THHSHE &+ 7H2 71Xl 519 HRIE 7HIL ATKQ). F=H
19 At S8 W9 S3f A2 SARS-CoV-29 AN0|Z YHME I Siis SHM

RS
1 e HeiE(hucleocapsid protein)Oil CHet & B9 F 7|9 A2 2

= E_Il'ﬁ:ix:i I[l-()lﬂ l:H:I-HHIlOl _J'\_Q_x.“ 7=lo|- E[}“OK}” I:H6|- EI‘EE 3"i‘|% Jé!tg ;_7
Olste Z10| X2 22 SZZ BAGIACH4). 0| 225t 0|= 2|Ate] 2r2ti|H|gf
(Bamlanivimab, LY-CoV555 and LY3819253), MlE|A|0JEl(Etesevimab, LY-CoV016
and LY3832479), 2|HHIZAtQ| 7tAI2[H|Z(Casirivimab, REGN10933)2t G| 0|gf
(Imdevimab, REGN10987)2] 28 M&Ql REGN-COV2, 2L MEZ|2 AtQ| 2|1 HH|2f
(Regdanvimab, CT-P59)0| JHLE|0{ 24k A0 RIS ALY,

=
4m

S 202143 4% 0| HIZ20A ZAME H Q1T 22X SHHMM2ES E5)
28Y Z|x ZHMRAR(F 72871) 01F 319 ZMRAG0|E(8E 12, 9€ 10Y,
781710| ZAME| QLY

O] HIR0E= 9K AMZANIL HIFE| ULt BHME WOHA‘I =22 MLt 463¢
2 screeningdto] £132W0O| Y28 AEMOH, AEXOZ 6O RCT ¢7 (5HQ| trial)
7h MEHE|ACH5-10).

QY = AZ XS ACE S BLAZE-12 2447, 8) U 34 HIR(9)7} HHE AT
SMZE Bamlanivimab 51 Bamlanivimab+ Etesevimab 8H&0| UL, HEZES
letolct. BLAZE-2(Cohen 2021)= ME QUAIM HEXt 2 SAKE MO Z 5t

Bamlanivimab TSt {22 H| WotRICt

MEZR2IE2 Regdanvimab (CT-P59)S ot H|WsH ZME HOZHOM (10) CHAAL
= 45-832=2 HUFOL} o ¥ 4T A2 2Fot0 240ttt REGEN-COVE
Casirivimab / imdevimab SHE 222t H| Wt UMNAIHO|H 22 T2LH9SKE T
O BHH5). ACTIV-3 YMAIEL Bamlanivimabs SO 2 of1! Qo atdns

H WO M A= SFE7F moderate 0421 2HXHS0|CHE).

Searching Initial
Update Apr 2021 Jun 2021 Aug 2021 Sep 2021
c ™\ o' £\
2\ ¥4 2\ %4 \ %4
Evidence RCT 4 +RCT 0 +RCT 1 +RCT 1
Update (3 trials) =RCT 4 =RCT5 =RCT6
(4 trials) (5 trials)

(323 1] 27 = HHo]

[m
o
Ofor

SaHE 2 gy 2k O3 20
1) 22H &R} CHAE: 459 trial

PE 201 Y0 BIE 282 2HOZ 1H(6)2 HUX| bamlanivimab, CHE 1HS 2
SIH(9)F M, E CH2 HUX| regdanvimab THEH(10)0A= SMZO|AIE AFZL0| LHAIGEK]
UUCEH 2EHA AYES SIHZOA F25HH LUCH (RR 0.05, 95% Cl: 0.00, 0.81).

LA 250 taAs HUM 2H(7,10)0A 14 O|Y YLH 35 2= SHZOIA
RR 1.22 (95% Cl: 1.07, 1.38)2 =UCt. 350 2T AlZH2 HHUR| 1H((10)0llA S0
it 3.05Y Mool EAMOZ QOl5tK|= YUUACH(MD -3.05, 95% Cl: -3.52, 0.22),
SEH 1HOOIN M0l B 1Y MU SHXC=Z RGIKIE AU (MD -1,
95% Cl: -2.12, 0.12)
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1o
]
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0
o
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4>

= BN EUEUT, HAXQ! A2= RR 0.39 (95% Cl: 0.20,
0.78), 27HX| 2f2 =Ml 2= RR 0.35 (95% Cl: 0.20, 0.62)2 25 S0 22
=]
=
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(ole 1y CIEESHIXIZMI(Monoclonal antibody)
At okE (GRADE Summary of Findings Table): outpatient with COVID-19 2) YR} A 189 trial (S Bamlanivimab)
— B2E 2 MUERR 1.67, 95% Cl 0.57, 4.86)2= =7t XI0[7} ULt EIH 2= HA| Z7H0| SH X RH0|7+
Anticipated absolute effects* ~ B
(95% Cl) G = 5 SiQICt (RR 0.97, 95% Cl: 0.90, 1.05). (AMX 3|2 AA| 27 EAE X10|7F UAUCHRR 1.03, 95% Cl: 0.89,
erap Outcome SEGE . . Relative effe particip e evide
e L Risk with 95% - R 1.20).
R';‘;;Vb'zh Outpatient with C AD
P COVID-19
All-cause ZtQokE (GRADE Summary of Findings Table): moderate to severe COVID-19
mortality regdanvimab | 0 per 1,000 0 [(’g rt(: ’00)00 not estimable (13'%%) @f‘g%o
(Critical Anticipated absolute effects*
Sincal | regdanvimab, | gy 1 g0| 673pr1000 | RR1.22 700 | o000 (95% C) S a6 Sy @
(mportang | Damianivimab | 22=PET T (690t0761) | (1.07t01.38) | (2RCTs) High Outcome Risk with o participa e evidence
Duration dlinical Risk with placebo Monoclonal alle RAD
Mono | recovery to day - _ oy _ 307 BOED antibodies
Thera " regdanvimab (3.52 lower to (1RCT) firivd
Py (importan) 0.22 higher) 9 All cause mortality 33 061 1000 55 per 1,000 RR 1.67 314 00
(Critical) pert, (1910 161) (0.57 t0 4.86) (1RCT) Low™®
Hospitalization .
L danvimab, 28 per 1,000 RR 0.39 768 GBSO i i
or hospital visit | €9¢anVin 71 per 1,000 , . Discharge from hospital 874 per 1,000 RR 0.97 314 Y00}
(Important) bamlanivimab (14 to 55) (020t00.78 | (2RCTs) | Moderate (Important) 901 per 1,000 @11 10 946) (0.90 10 1.05) (1 RCT) Low®
serious adverse . Clinical recove 816 per 1,000 OR1.18 168 P00
regdanvimab, 177 per 1,000 RR 1.07 790 o) v 790 per 1.000 ‘
(ot | bambnivimab | 1%°P" 1000 | egt0362) | (05210219) | 2RCTS) | Moderate’ (Important) P (67410905) | (05510252 | (1RCT) Low*
All-cause o *Thg risk in the intervention group (anc_i its 95% confidence interval) is based on the assumed risk in the comparison group and the
r(r&o_rt_alitlg/ Zaé?gg\\:ilmgg 19 per 1,000 1 (;())etro1 1'%‘))0 (O.gg ’[%%5.8 1 ( 11 %?’C@r ) A;‘I?)?frz?eb relative effect of the intervention (and its 95% Cl).
fitica CI: Confidence interval; MD: Mean difference; RR: Risk ratio
Duration clinical
recovery to day | Bamlanivimab _ (ZM 1% 1|0I\;\)/Veyre ’I[’o _ 1035 DOOD GRADE Working Group grades of evidence
14 & etesevimab O 12 higher) (1RCT) High High certainty: We are very confident that the true effect lies close to that of the estimate of the effect
Combination (Important) : Moderate certainty: \We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the
Therapy - effect, but there is a possibility that it is substantially different
Hospitalization gaer?ézgywlrrnn;é) 24 per 1,000 RR0.35 1310 PP Low certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the
or hospital visit = " | 69 per 1,000 g : 7 effect
(Important) casirivimab & (141043) (02010062 | (2RCTs) High Very low certainty: \We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the
imdevimab estimate of effect
serious adverse o
Bamlanivimab 55 per 1,000 RR 0.79 1303 DHDO ;
event h 70 per 1,000 ’ 3 Explanations
(Important) & stesevimab (@il (03910159) | (2RCTs) Moderate a. downgrade for unclear randomization process
*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the b. low gvent, wide confidencs interval
relative effect of the intervention (and its 95% CI).
CI: Confidence interval; MD: Mean difference; RR: Risk ratio
GRADE Working Group grades of evidence 0] A7= 20209 8¢ 5UEEH 10€ 13UMKA| 31749 l27|2K0]= 2374, Qo= 774, AZHE2 174N =
High certainty: \We are very confident that the true effect lies close to that of the estimate of the effect 5t = = = =
Moderate certainty: \We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the 3262 Xt SEE K 314F2| 27t 21F H0oIRCH, 163F2 2tAt7t Bamlanivimab ©= F0{220]
effect, but there is a possibility that it is substantially different ool 3} o} HH & | oA T 0 o 7h BHE HY R M 22 ool
Low certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the 15130] SR {0 BIEEAE). 01 S 95%(298/314) of At e & &2 S0l remdesivir
effect 2 EOof5HT1 QoM. 0 40%0j| A= 2HE HHA A|&of| o]0 Z0|91LC}.
Very low certainty: \We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the S Forohl 220, 01 S 0iA 2 B8 A0 010 F01 SOICY
estimate of effect
Explanations HTHE ST AR AJEO| 49%2] SHRIOIAM glucocorticoid £, 51%2] ZEX0IA T2 AHY QkMIE £0f 0|
a. event 7+ 1S M1, 95% A12|1710| 2E72HRR=1)2 SL0IHAM UF HE Ct X} It HeE 90 SOF QUAKO| |29 QX| QEAOM, A AR 5 W H 7|50 &5t 755 ordinal
272 M2 _ - =
b ot PAHT A scale 210 HSIFOR £7H BIIZ UL 2 Y70 FOI3H BAISUIM B4 Lol ST 7L0IUCT (AL
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(ole 1y CIEESHIXIZMI(Monoclonal antibody)

HQ| 5-9), 5 M Bamlanivimab == £02] 50%(81/161), Y1242 54%(81/150)0A 752 ordinal
scale 2| 7P £22 %0l 1 S2 22| R0 £3H2 0, |0 HIal Bamlanivimab &= F0z0i|lAf ':‘l =
X2 B odds Hl= 0.85%CHI5% Cl, 0.56-1.29; P=0.45). |4 28 7t =X ZESH 167HO| &
Bamlanivimab &% £0479| 82%(71/87), YI2Z2| 79%(64/81)MA QUAZOl ST0| QX5
O(rate ratio, 1.06; 95% Cl, 0.77-1.47), 3149 MNA| &XE & E[QEH %—?—E Bamlanivima
9| 88%(143/163), 12429 90%(136/151)01[ (rate ratio, 0.97; 95% CI 0.78-1.2). 1x} otH™
JHEY W ALY, MZtsh 0|4 BtS, 22 3 S22 4HA YEQI 0N BIS)= & -_.L‘Ol %MOF"EK 9% and 1
odds ratio, 1.56; 95% ClI, 0.78 to 3.10; P = 0.20).
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Hof ofgt £ FAE0|LL 0= Qs A4E FH| ke AT 2|8 X0[7} ST
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Bamlanivimab/etesevimab O CiSt O|= AZ0|f= 715 AMS 5019 WE AE0| M2
o, HANZ, HAES, YT, 222, 3tsF 52 2A80] 150N, BLAZE-1 34
ATOIAM TR S 1%7H F HH BES, U, HE S 0 EIES L 2F Sy

UCH D B IBHACK2).

Casirivimab/imdevimab 0O Ci5t 0= AEQf= 715 A &012 WE AE0]| 22X,
R10933-10987-COV-2067 AI&0|A Casirivimab/imdevimab & EHE2 533Y
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E EIM FEIFUIE Al &4 X|=Rl= 2400 E2{2 (& of 2700H) Y2iM AT, A7)

Lt =9 sl 327t B0l 7H7k2 2 60T JEHE M AL ST TAE
SN e Mk

5. CtE 27t YT X|Z 2| A1 ]

2021 88 WHO living guideline OilME Sl &5 JEH7H OlLL 522 012 7ts

40| &2 e H #X H SUM YIES SEHOILH X Fg0| EIX| 92 SZ0ML =

OE ZE=2 HI6H ACK12).

0= =gEdH 7I0|E2Rl0M = YEE QoA el Ol5 Agd= 218 ME &

219 7|20 ol S5 HELE MdE Y0 =2 455k T2L9 SR
Z= (o)

Bamlanivimab &% X2

=1
=

HISHK| &1 IO, Bamlanivimab 700mg/etesevimab

1400mg &2 Casirivimab 600mg/imdevimab 600mg =& HI% 3 Sotrovimab
500mg2| E0{E HIGHT UL L3t S SZO02 Q1Y ZO0|Lt 12F AAT} 0P QUBHE
QI A XRE ot 4R SR IELH 19 4Y & LY AIZH0]| 741}5} S0 A7 FHE
Al LUAL YHEEK| U2 A2 2 O YE= SN KM= FUE Lafoli=E 4= ATt
1 AS5HD QUCH13).
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(ole 1y CIEESHIXIZMI(Monoclonal antibody)

#Hn 0= Zgsts| 7I0|=2110ME S Q5K oLt 53 et s FalE ol =2 5 Yoz oF WA 2 deid 2t H0[HASE HASIUCL 352 RAIGHA

Ik N AZSEO| FZLH9 SX0|A Bamlanivimab/etesevimab, Casirivimab/imdevimab O, Z0tet HEf HOIFE Y2z of OtRA MM S4 &t S57(7 Hio2{AL
£ Sotrovimab £0{E _’F_?j—':'ri HstD QoL YHE Qote 55 FZLH9 X0 ol A7IE HACK23).
Bamlanivimab &= X|g= HUGHA| 240 AUCH14). 20214 112 129 27|12t SEASRIMYS|(EC)ZEE] 31 AtA X|2E Q5IK| &
F= 710|ERRINM = 3*5<1l f%’gﬂ | 942 QIS SEXIOA] 124 O A2] HAE L HOI0|A oU ES IZL 192 ZIE = Q= DT HoloM e Fo0) tish A £= 517t 52!
Casirivimab/imdevimab S&K| £0{7} 7tsotCtd #10sk JACH15). = E.Q‘}IQEH asirivimab/imdevimab 2 4211t 124 0|4 &2 M Z0| 40kg 042! HA
23 JI0|E2RI0ME oy 7 O|L0 S5 T=LH192 0|2t I=QIXH 174 0 HE & MA XRE Q6K oLt 535 2Lt 192 MME 4 s DFE FXENAMY
e 717 2X 3 U B0 EST0M 5SS SA0A A FE0| =X LUS B2 E0{0f ol HA 2= 517t Sl BUCH24).
Casirivimab/imdevimab £0{5t= A4S L2 H151 ACH16) 20214 58 26Y 0|2 AIZO|9FR0|M Sotrovimab 2 MQ11F 124 0|4 & XS0

40kg 0|42l HAHS & MA TS Q0K IOl 55 =L 192 FIlE =~ U= 119

6. 7|Et I 2{ALE S SIS0 715 AHE 5212 SIA20H(25), 2 RMELE R4t Qle 20|32
20209 118 21 0|2 AF2Ad=0I M= 4011t 124 014 S HZE0] 40kg 01421 HA HO|01 Chet Al X=HQ 2sS HHE MR 2 A 4 B &X XEHSE 52Hs0] &
HE & MA AZE QolX| oLt 55 T2LHIZ ME 4= Q= DT SXSUAML 25t A0 2QILAOLL Sotrovimab Fetsg FXAISkE 22 B1ISIACH26-29)
EORZA Casirivimab/imdevimab 28/|2| 712 A2S &2I5IFCH17)

2021 23 9 0|7 AZ2f 0= Mol 124 0ld E2 FMIE0| 40kg Ol HAH M MAMCRE LIt =R =19 HO| HIO|MAT XEMo 2 UMstl Q= A%
= 3 ML XNZE QoK 2oLt FF D=L 192 2 E & U= DD SXSHAMY & Ol 2t2te] SRl X|= M7t MEA Seioh= H0] HIO[2{A0 oM E Sa7F USKIO T
04X|2A Bamlanivimab/etesevimab 2§H|Q| 713 AIRS SQI5ICH(18), 20214 4 SiA F=74MOl Q1A HIO|H £=F0| ZQICt Esh SHAIZME E44 TZLH9 HIO[HA
2 16Y 0]= AE9IoFR0| A= Bamlanivimab 0ff LHAS 20[= HIO[2A H0|Z9| £30| (SARS-CoV)oil 45| S0|2Q1 HEHSO= XEot0=E, 3k S| X|=2A| HEof AN =
XI&ERF 20204 112 9 SQI5HHH Bamlanivimab HHAH2| 718 AR &£018 H3lst L HE B0 A R S 1120t S0l MHol0F & A= M2E T

RALCKH19).

0= S22 7H0|=21QI0| M= H|E Z0p HO|F=2 —Er 7t 5% 0J2tel XjHof ot

ol Bamlanivimab/etesevimab S8HE F0ct= Ag HL6IRL, 012 X|F0M=

Casirivimab 600mg/imdevimab 600mg S& A3 2 Sotrovimab 500mg2 £0E A28 1. FDA. Fact sheet for health care providers emergency use authorization (EUA) of
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7] A|ZFSH, 0]0f CH3H Sotrovimab € 0L MEo| £3H50| QX2 HOZ2 J|ChE Lt

Bamlanivimab/etesevimab, Casirivimab/imdevimab Z¢iHe S3t50| H0{& Ze=2
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[oTe]E) SARS-Cov-2 E0IX Hug pioiZas
(specific infravenous immunoglobulin)
=4y AZLH9 SN ZZEHEE7IE5SE T2LHI0[2A 2 (SARS-CoV-2) E0|X Mg M BFS0T HE2E &Al(monoclonal antibody)E H2/gH 18 22E2I0] Z2LH9 o
ALEE HIAZZEE R0Vt BEXE £ 90| HloH AA ot 3 40| ojmstrt? Aol 2t ANE SMA7|= o =30] ==X AESIILE
PICO 24 Population: Z2Lt19 XXt
Intervention: SARS-CoV-2 E0|X MU HoiZ222l(anti-SARS-CoV-2 specific 2H Q9 SHAMMS 51 2021 6 282 FE ZMAZ(E 8,6352) 015 3812 ZAAHO|
intravenous immunoglobulin) (Evidence E(8Y 129, 9% 10, 102 102)Z Al35t0] & 217710] ZAEIQCE 0] HI20= 9
Comparators: Standard of Care (SOC), placebo summary) ATIK|O| AMZI} BIAE|QIC DHMHIHOIA ZES Q5 7,07974S M2t 222
Outcomes: 0185101 Mi(screening) F & 3300l 2SS HESI0] A0 H3t MEAT| 7|FS
(1) AR (critical): M, 71181729 TH(ES 71727| 91 712D), 231900, HZHOR 11| RCT Y77} MeHgQirt
(2) E&38kimportant): YR(EL AKTIZH, El2, YN SH(SS YT SHO| Z2 A
7h), SN X229 TR, SO O|&HS Searching Initial
Study design: RCT Update Jun 2021 Aug 2021 Sep 2021
(o O O
Evidence RCT1 +RCT O +RCT 0
Update =RCT1 =RCT1
13. SARS-CoV-2 E0|X HUE MAZ 22 (anti-SARS-CoV-2 specific (28 1] 2 & BA0IE 2y
HIZ intravenous immunoglobulin)2 £0{2| ii'.}SE} OLMAMO)| CHSH 2 M7t B=510{ HOE R
S (EAsE: WS, HuSE: |, 1 BER) Ali 5(2021)2| A= T [ASOIA AIYE 1/24 RCTEA, 25 2 /IS8 M2l Z2LH9
BIAE Ao 2 e Z2E2I(Arm |, 0.15 g/kg: Arm 11, 0.2 g/kg: Arm 111, 0.25 g/
kg, Arm IV, 0.3 g/kg)dt IZZ(0IE0)S Hwst A7 2 28 10YMES IMALE gt
St UCH(4)
SARS-CoV-2 Al A |(non-self) S0l et 501N HABSO| Qo M= HHEZ A, Z2ot2 SEE 2 g dits 430 2ot
SoHTES  2Ea 430 H20) SERER0RE BAUCL B DS0) Ot 24X 0 B
(';;ezﬁf" 7HEEEH HRl DMES EUECE HAY £ U1, ZR0| MEtME HAYS 0ot | = 28U AHUES 47HX| 89 ST | EZS SANOZ Rt X107 UACKHRR,
intravenous SHCH AZLHQ SR UHME SARS-CoV-20i| TSt S3t StA|(neutralizing antibody) 0.42; 95%Cl: 0.20, 0.87). 7€M FE&H 7|AX 27| HRE= 47X 82| S | oY
immunoglobulin) 7t 2% Z7|28 HMECH= AFHO| L2 UCH (1). 2 Xt S35t SHE F0oHH A7 298t X017t SACKRR, 1.34; 95%Cl: 0.07, 25.95). Y& = E|ANK| Z2al 7|
BEIIZBE  Sxjo| HYMATL AAR S0Y HOLIZS 25| YO WMK| Bl of3lS atg 2 ZHY)S 47tX| B9 ZMZD R R2I5H X10]7} 2UCHMean difference, 0.75;
Ol2t= O|2X 277t ooz, st ME 24 XA St A F07F A=E0] £t 95%Cl: =2.37, 0.87). £30|4EtS2 47tX| 2| M} LA 25 HMSEX| &
Ch(2). AT 20| ZBE F 3=t 2Rt HAA MF S 5157| EH(convalescent 4Lt
plasma)2 &3t LAE 71 A ST 2+ Us SHOX[T, 02 20X Y & MUE
ZAH| St ot SHe YE0|H T FT7F AFKOICE CH¥s6ICHe HEO0| ULt (3). B2
9| AFRHO|LE S2O0IAIM S22 357] YOI 22! D420 S0[X0! 55t HHE 225t
0 1sE2 555t 218 1HY Z2E2(hyperimmune globulin)0|2t1! SiCt 1M 2
A=
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[ X )
(el SARS-CoV-2 S0/ ZME HA==5E!
(specific intfravenous immunoglobulin)
Qo (GRADE Summary of Findings Table) AIYE(60%)0| FALSH SIS Q2 3t [H2 ALS0)| Hish SX{stH| =0t 11 2UE
= Autetsty| ({FCtD HHECE O] A0 Azt tiAT BF 55 0[4ELZ0] LAoHA|
Anticipated absolute effects* _ _ ~
0 (95% Cl) : nG i o e LUCLL AR E 40HC= IFAL 7t M1 ZF G+ M@= 10HE0|0A LISHE
ome ela e ere
e participa evidence o751 ZEoK| &0
portance Riskwithno Risk with Specific - i RAD 1[0 S=aA]
treatment IVIG
3. 71X MSE
28-day mortality 252 per 1,000 RR 0.42 50 SDO0O - , - - -
5] L HIH= 3] EH == 0| =5 SE &
(Crmcal) 600 per 11000 (120 to 522) (020 to 087) (1 stud\/) LOW? iELHg %Cl;l £7|9|'|_ Eéal dIH,_ El—% |_|' K|§ k:lol 5SS E ‘?’|8|_|' S’-|_|'X|'9 0:”_I_E ok)gAl
ized 7l= ACE YBERUCH #EFOtLE}, DHY SEETY RAISH 7|HE = SARS-CoV-2
Hospitalized, receiving invasive - o =y = =
mechanical ventilation at 7d 0 per 1,000 OE)grt;g)OO 0 032131?\295) ( %%T) ?%BV?/BO HEE AT HLE0] Yo NS Solf ot HH0] USE HEJO|C. M2tA, Of& 2
(Critical) B 7} BE5 SARS-CoV-2 S01X HUG poiZR 20| METE H2 A0 KNEL
Serlou(slrzg\éfgﬁt)e vents 0 per 1,000 v ?g rt; 8)00 not estimable (1 %%T) ?%BV?/HO oile ek
4. NJAEHIE 23
From enrollment to hosp|ta| Tzirgher:gnﬁr‘?(;n MD 0.75 lower 50 BBOO SARS-CoV-2 Ele-l I-“:IHQ' Eﬂg{%i%%% A<:~HAL|.6|'7| ‘?‘lSHA-IE Eg% _JT\_Q’I §—|§7| %XI' _‘?‘
dtharge )| hospial discharge | 237 oer (0087 ) (RCD | Lows Bl 232 AE5101 7IZLOI0F 511, HEHUAM 50| B3t SRS 22| U &H510{0} BTt
(days) was 0 2HA1 715 OIAF EHOI, 7IBKH M, A, BH 22 L 55 SO Tyt 40| BRI
*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).
5. C}2 27t YMTI2X|Eate| H1 H|w
Cl: Confidence interval; MD: Mean difference; RR: Risk ratio o _ C o
0]= ZYYLEHANIH) XI=July 17, 2020)0M= SARS-CoV-2 E0|X HAZZ =0
GRADE Working Group grades of evidence Chs 2747 S0 o250 OICH MIAIE 7T : 7t 5t
High certainty: We are very confident that the true effect lies close to that of the estimate of the effect fiH 17t 50ttt A6t UCH MAE AT |FHWHO; Sep 24, 20217), O|=& st
Moderate certainty: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the 3|(IDSA; Version 5.4.1, Oct/18/2021), 0|=2&&tKtets| 2l @#=3HXet3|(SCCM and
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 ESICM; Jan/29/2021) £9| X|&l0f|= 0| X|2H0f| CHSt 1Z0] QiCt.
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
Explanations
a. M2 HEs 52 g2 Azt 195 1. Wi X Guo X. Xi PanY. HuY. Li - :
A Esl . Wang X, Guo X, Xin Q, Pan Y, Hu Y, Li J, et al. Neutralizing Antibody Responses to

#x
N

SHAE ZDXIRY| Cfet 2HSHO0| 1HO0|H HTUARIRT HFH| 50HOR Hof, DHLE
2 LY P20 250 SIS WA HS 00, B IA4EE WS'E ML
2. 0152} Sl

DELHY EXI0I7 SARS-Cov-2 SO0/ UG BiiZ2E2I0| 52 HI5H| o Al
DR QA AJE2 171 BI0IE|Qi=, 0

E
=
O] 2o ';J%*Ql—t 71A §F7I7f Lot Extel HiZ0Lt e 7|Z0E 72 Ié._ 0|7t

Severe Acute Respiratory Syndrome Coronavirus 2 in Coronavirus Disease 2019
Inpatients and Convalescent Patients. Clin Infect Dis. 2020:71(10):2688-94.

2. Simonovich VA, Burgos Pratx LD, Scibona P, Beruto MV, Vallone MG, Véazquez C, et
al. A Randomized Trial of Convalescent Plasma in Covid—19 Severe Pneumonia. N
Engl J Med. 2020.

3. Cagdas D. Convalescent plasma and hyperimmune globulin therapy in COVID-19.
Expert Rev Clin Immunol. 2021;17(4):309-16.

4. Ali S, Uddin SM, Shalim E, Sayeed MA, Anjum F, Saleem F, et al. Hyperimmune
anti-COVID-19 IVIG (C-IVIG) treatment in severe and critical COVID-19 patients:
A phase I/l randomized control trial. EClinicalMedicine. 2021:100926.
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Camostat mesilate, Nafamostat mesilate

=8d FZLE9 SXIOA T2 E A AKK|(Camostat mesilate, Nafamostat mesylate)2
qdEE 07} BEXIZ EE 9010 B3] LA OFEY U 51150| O3
PICO 24 Population: F2L+19 SFIXt
Intervention: Camostat mesilate, Nafamostat mesilate
Comparators: Standard of Care (SOC) or Placebo
Outcomes:
(1) & X (critical): AL, 7|A 2t7|29] TIRY
(2) ZQcHimportant): Y(S2 L&A7I7h, B, SR X229 Ty, AN SH(5
2 QAN S0l 22 AlZh, SO 0|MEES
Study design: RCT
HIE 14-1. AELHN9 STIE XA camostat F0{0 LSt 247} 25E23510] H1E EF6t
O (EHSE: ¥3, H1SE: |, 1 BR)
14-2. Z2LN9 &XIE XA nafamostat FO0{0f LSt 2H7t S 5E25610] HIE R
SICt (EH+E: 12 3, #1SE: |, H1 BR)
CHESSHS A Camostat mesylate?} nafamostat mesilate= trypsin, plasmin, plasma kallikrein,
o thrombing 5101 381, YHHEWUE LOlc M2 HHEHEA AR K(serine
i(r?rr](i)t:(iatzsr)e protease inhibitor)0|Ct. Camostate A8 A= 2 PHYFINEO T4 ASHHZ AIEE
B 7= HE 1 U0 nafamostate FAHE Y 0= IESHLANSD % Lt SHEM ifﬂ()il
M 2310HZ AEEE 2=F0|C. SARS-CoV-2& —’F— MIZLO| Eiot/| sk ACE2 =
Hoj| Z2&ot= IH0 M TMPRSS2 HEiE6iE§ At QBT Camostat@t nafomostat=
TMPRSS2 M2 M MM HCIAHZEL R4-0t 2HI0|ZHA SUE HFOH S
= HAOIME HIO[2HA SA AX F07t UACH
274 Qo SoHMTES Soff 2021'F 62 13Y Ex ZMAZ(Z 36771 0|F 3H AMAH0|E
(Evidence (8¢ 12, 92 10, 102 10¥)E Soff & 7710] AMRACE OH HIZ0|= 9K
summary) AT} t.'_f%EI‘RiEf. —.:5._4*._%' IHUM SES HMLT 31142 M= =252 0/80t0
M<(screening) F Ho| AES AESIO A0 HH MEiH] 7|E S HETIU2H
H

Z|ZXOZ 2MO| RCT 04?% MEHZ|RACY

Searching Initial
Update Jun 2021 Aug 2021 Sep 2021
C A A
\ ¥4 A\ ¥4
Evidence RCT 2 +RCT O +RCT O
Update =RCT 2 =RCT 2

[T 1] 2A =l Ho|0|E 35

Gunst §(2021)2] ¢t= HIOFLL AQHIOIA AlSE 24 RCTZ Z2LH92
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2
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st SIXE AR camostat mesilate 200mgS 5US 1Y 35| 281t WIET(IY)
S HlWS A2 SMT 1370 2T 68FS AR Zafotd ULt (1). TE SHHY
AE STI0| 2AOLOA Rt 248 Gilz D292 ZITHH0 Y SRS e
2 nafamostat mesilate 0.2mg/kg/hra 102 S0t 24A|7t SO HuiFAtole AS X
Z(OXZ)S vl A2 ST 6281 AT 508S HWYAZ 2ot QTH2). M
Tt AT O= A0t Z2LH9 = X0l Tt BEX|=7F HAE AT

St 2Tk

S UM Q1Y%= Camostat £0IZ I HEZ 2t SEAMOE 29|
0.99, 95%Cl: 0.31, 3.18; 2125t 0]48S, RR 1.60, 95%Cl:

0.80, 3.19). &4 SHMK| Zels A7t Y77t Camostat FOZ Lt LEH7E K9

st ﬂ0|7f UACHYA S 717t Mean difference 0.0, 95%Cl: -1.49, 1.49; 7|2t
, 95%Cl: =1.99, 0.99). 7|HX &t7|7} HQ5t 2tkf4=& Camostat

|6._ XHOJ7t AACHRR 0.81, 95%Cl: 0.35, 1.85)
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(ole| Ly CHHEGHZ A ARIKI(protease inhibitor)
Camostat mesilate, Nafamostat mesilate

ZtQ kR (GRADE Summary of Findings Table): Camostat

Anticipated absolute effects* (95% Cl)

Aok (GRADE Summary of Findings Table): Nafamostat

Anticipated absolute effects* (35% Cl)

. STTE Ra : TR 0. O erta 0 e
pa Pa eviae e
penees, Risk with placebo  Risk with Camostat ° die RAD
Mortality at 30 days 59 per 1.000 58 per 1,000 RR 0.99 205 ©POO
(Critical) pert, (1810 187) (0.31103.18) (1 RCT) LOW?
Need for invasive mechanical 95 per 1,000 RR 0.81 205 BBOO
venhlahon(égryng admission 118 per 1,000 41 10218) (0.35 t0 1.85) (1 study) LOW?
ritical)
Total serious adverse events 132 ver 1.000 212 per 1,000 RR 1.60 205 G O0)
(Important) per 1. (106 to 422) (0.80t0 3.19) (1 RCT) Low?
Time to clinical improvement The mean MD 0
(days) time to clinical (1.49 lower o 1.49 B 205 ®e00
i t ‘ : ’ 1RCT @
(Important) |mp\r/\c/>;/5er(r)1en higher) ( ) Low
Duration of hospitalization | The mean duration MD 0.5 lower
(days) of hopitalization | (1.99 lower to 0.99 - (123(:5” ?%BVOV?
(Important) was 0 higher)
Intensive care unit admission 118 per 1.000 102 per 1,000 RR 0.87 205 SBO0O
(Important) 2l (45 10 232) (03810 1.97) | (1 study) LOW?

0 ATE Rela TR 0.0 eria 0 e
L Risk with 050 Zelnitellot Slilelsinicis
poria e (]
Risk with SOC Nafomostat die RAD
Mortality 80 ver 1000 19 per 1,000 RR 0.24 102 $000)
(Critical) per 1. (2 t0 166) (0.03 t0 2.08) (1RCT) VERY LOW?*
Hospitalization, requiring nasal
e e i 60 per 1,000 S TAY RR 0.64 102 ®O00
) ab
ventilation, day 7 (7 t0 221) (0.11103.68) | (1study) | VERYLOW
(Critical)
Serious adverse events at
28 days 78 per 1,000 2?2pter11 é(f)s(;o © (?3R t0'2251 2 | @ 1F?ST) VE?‘? S}i/)va‘b
(Important) 0 Vo0 2.
) L The mean
Time to Clmgg:‘ gprovement time to clinical (1441 WD Ot 144 B 102 000)
(Im oZtant) improvement : ﬁiwﬁér)o : (1RCT) VERY LOW®®
P (days) was 0 Y
Duration of hopitalization | The mean duration MD 0.1 lower
(days) of hopitalization | (2.41 lower to 2.21 - (11F(€)(%T) \/E?YOLOO%“’
(Important) (days) was 0 higher)

*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; MD: Mean difference; RR: Risk ratio

*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; MD: Mean difference; RR: Risk ratio

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

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

=7 A %1, MRFI0| 217 GO A OIS E= ffof 2FT2ts ST

o, SAI9) U WHO| SEAIBIO! At TSR 124D, ISt HO{KION Chet £7110] OIS OIRIX| 222 B7HRIAAIZY
 EE47H 9| 041, 27200 17} SOBIA 0I5 E o

28 AUt HZieh O Ets LA E'%—’FE Nafamostat £ ut A 7t SAXCZE RO Xt0|7F UL
24
=

0|¢;H_rg, RR 0.25, 95%Cl: 0.03, 2.12). Y& SHIX|
A7t 2247|7tE Nafamostat £0Z } iZ27E 225t Xt0|7} QIRACH & ST 7|2t Mean difference
95%Cl: =1.44, 1.44; Y717t Mean difference 0.1, 95%Cl: =2.41, 2.21). 794W 7|AX &7|7t L5t
Xt Nafamostat EZ I} CHEZRZE Q05 X107t QIACHRR 0.64, 95%Cl: 0.11, 3.68)
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CHEEsH= A HRIKI(protease inhibitor)
Camostat mesilate, Nafamostat mesilate
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1. 244-%(GRADE Hg8)
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2. 0|52t 25H

Camostat®t nafamostate] Z0i| CHallA 242 19| A 24 RCT 27/t 2L 25
Argt 24 7171e] H=0| M= S0t GIQICt Camostats 7|1 &7171 HQst £50=2 T
o S FFX| ZYOL nafamostat AT0AE 7€ 0|F nafamostat FHZUA 7|
A 27| X=0| YIFETt FULE OFATK|= O] F= S0 thet T2LH9 YA M2 B
=255 HYo= ARV W20 A= s Bt 4= gl 4E FA&2 camostat
o nafamostat ZF |20 XI0|E HO|X| LACH HIHG Xzl SSIHZ ALZA0]
HIWH CIMGHA| A S o Q= A== LML, Nafamostate] < HH47|7t Eot 2

S

ZHO| Yl HUSH BHX{O| $STHE ABED UL,

3. 7HX|% HS

T2 HRA tHSol| o= =t 4ct Hl HE0 oA X|2H= bt
O2{AK| AFZ0| 4-HOICt S ZLHOIA SHHIO[2IAKZ A2 Sl HHIAHIZE FALK|
00 =2 BHIE2Z Qlaf 2 =7(0 M=K AS0[ Mietz|0f LTt WekAf BiO[2A 2
Z7|0| X2 HIB2= SH0|1 QoA A8 E = U= 2f=0] BR5ILt Camostatet
nafamostat= 87|17t ASEHE 22 G HIE STHOUAM SHIO[ZAKZ AL S0|A
Lt 7HE Sl 2420 Hlol ZHO| Ot 3L A2 2MtE BII6H| flet 7t e+t

L5HH 34X camostat?t nafamostati| CHSE 042 RCT7F LY 20| A] TS0 QALY

4, RtE(HIE 28

Camostat®t nafamostat= =L M2f3|IA7E MAE 2
Xz Y S OHEZE ARSE0 RACH 0| HIEC = & of=0] thet 22K} &
LHOIAY RIg8 =11 QICt,

ro
i)
MHo
HU
o
El
b
In
0

EEERISE

H
= A0l 3

5. O} =7} AMTIZX|&ate| M1 H|w
29| AMTIZX|EI0A camostatt nafamostat0i] 28t AZ2 OFRIHX] QACH.

6. 7[Et 11EjAL
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1.

Gunst JD, Staerke NB, Pahus MH, Kristensen LH, Bodilsen J, Lohse N, et al.
Efficacy of the TMPRSS2 inhibitor camostat mesilate in patients hospitalized
with Covid-19-a double-blind randomized controlled trial. EClinicalMedicine.
2021:35:100849.

Corporation CKDP. An open-label, randomized, multicenter, controlled clinical
trial to evaluate the effifcacy and safety of CKD-314 in hospitalized adult patients
diagnosied with COVID-19 pneumonia. 2021.
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CQI.2 pxi=2=r= il

(Therapeutic Anticoagulant)

=M 9%
(Evidence
summary)

Helms 5(2021)9] S7= T2LHOZ A QA SIXHE ez
oF BEOUEYO SSUN HWet ISE A2 Siie 7130 =

3o QTH(17).

Taccone 5(2020)9] A= AZLHMOZ 7|H 27 |S AlSSH SXtE MO 2 X229 &
SIHt HE0 I‘EJ%%FQI SSOME Hlwst ISE AFE S 18 tHEZ 2282 O

AXtZ LSt
Carallo 5(2021)2] &

AE QR X8
o 21HI AL 219 o
Lavinio §(2021)9 7= A2LH9=2 SEHA0| A6t
SSINL BEHUEZ AZIHE Huet FT2E A7
S AR ZEs5t AUCK20).
Jonmarker §(2020)2] ¢+ TZLH92 SEAHA0| QUASH ST SAIALS AC

| k=3

=]
ER(TBY F= Z7I2)0| SI2 M| HZ0|LURUO| SH2THZ H|WS

v;o
/_{
N
(0¢)
=~

2 ST 85I AT 67HS AR et UCH21).
SEE A gd 2 U3 2.

30 A2 RCT HFO0M ST B 2 SAXLE K95 XH0|7H YUUALHRR
1.03; 95% Cl1 0.92-1.15), IS E AN = SAX2Z K25t A10|7F UACHRR 0.63;
95% Cl 0.42-0.95).

MMM 22 RCT SIT0A iEF CHH| SXZ0A U SANCZE RO (RR
.69; 95% CI 0.563-0.89), ZSE AF0ME SYSIACHRR 0.58; 95% Cl 0.38-0.88).
2 RCT A7 (major bleeding)0llA CHZEZ CHH| STHZOIA L4 2R0| =T SHH
2 QORMOLKRR 1.78; 95% Cl 1.16-2.74), ZSE A (severe bleeding)dX= O
2 ] ST LYAR0| HUL SAXRE RYSHA| LUCHRR 0.72; 95% Cl

© g

|0 HHM‘

BRI X2 AAl(organ support)= RCT HTL0A] CHEZ CHE| SXHROIA LT SHH
2 QOI5X| YUUTHRR 0.57; 95% CI 0.10-3.16).

I&E 78] AN RCT 900N THER CfH| S0 HOLt EAoR Q0]
51X QLACDI(RR 0.16; 95% CI 0.02-1.35), TSE ARNME S Z7H0i| 0|7} QUQICH
(RR 1.00; 95% CI 0.98-1.02). H&X 7|#&7| QXY+ RCT HR0IM HERD SXfz
2t X017} IQICHMD -0.3; 95% Cl ~1.12-0.52).

Aok (GRADE Summary of Findings Table)

Anticipated absolute effects*
0 (95% Cl) Relative effect
utcomes o S . (95% Cl)
Risk with Risk with Therapeutic oY
Thromboprophylaxis anticoagulation

* All-cause mortality at 30 days

No. of participants

(studies)

Certainty of
the evidence
(GRADE)

200 per 1,000 RR 1.03 4673 SDBO
RCT 194 per 1,000 (17910 223) 092101.15) (5RCTs) Moderate’
331
166 per 1,000 RR 0.63 . GO00O
Cohort 263 per 1,000 (1100 250) 04210095 | © Oztsue(;iv:;')"”a' Very low*
* Total thrombotic events
45 per 1,000 RR 0.69 4102 SDBO
RCT 65 per 1,000 (341058) (05310089) (4RCTs) Moderate®
331
179 per 1,000 RR 0.58 . SO0O
Cohort 309 per 1,000 (117 10272) 03810088 | © ngfd“i’:;')"”a' Very low”®
* Bleeding
25 per 1,000 RR1.78 4667 SDBO
RCT 14 per 1,000 (1610 38) (11610 2.74) (5 RCTs) Moderate®
992
37 per 1,000 RR 0.72 ! SO00O
Cohort 51 per 1,000 (20 10 69) (03910 134) @3 ok:ue(;\i/:stl)onal Very low®®
* Organ support
339 per 1,000 RR 0.57 2839 SBO0O
RCT 594 per 1,000 (690 1,000) (0.10t03.16) (2 RCTs) Low®'
* Invasive mechanical ventilation
3 per 1,000 RR0.16 614 DBDO
RCT 20 per 1,000 0t027) (0.0210135) (1RCT) Moderate®
179
1000 per 1,000 RR 1.00 ' HO0O
Cohort 1,000 per 1,000 (980 to 1,000) (09810 1.02) (1 ob:zr(\jli)tlonal Very low?®
* Duration of invasive mechanical ventilation
MD 0.3 lower
The mean IMV . ~ 606 DBDO
RCT duration was 0 0,02 lﬁi\gﬁ;rt)o = (1RCT) Moderate”
Explanations

a. 174 72| S ChEO| SR SOlM 01EH0] UZ

b. ke B E HT0A THaT M0 HIEY AZ0| ‘ES0IUS

. MH| thARk7t optimal information size2 £&6tKA| 28t

d. 5 22 event® 80| 3002 EX| 42

e. 2O AFE[X| = 0124, & A= 25 58 SIS HC = S 1K Xe&F thH| o482t
2 0|7} L=0| 0245t X0|2 QlcH O|&M0| LASHTE T TR | Y 145 RE

f. OISE= PHESH 02 HO|L MZ7710] 2

g. 170 G 2h ZEE|Of QL.

h. 95% CI7k -1.12~0.52 2 4etat 516101 0.52] HIE Hold

S H| St RCTHH

Q. AH01 21 30
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(Therapeutic Anticoagulant)

A1 1. 244Z(GRADE Xg)
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ZHEHMX|Ests|(International Society of Thrombosis and Haemostasis, ISTH)MIA
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=24 TELHN9 SRIOIA 27|42 (early intubation)O| X[ 2(delayed intubation)oll I & = 2% DEHZMMS E5 20214 7Y 162 EFE ZMAZ(E 1,6102) 0|5 21| ZAHAH |0

UYEE AR ObMA 9l IAO0| OET}? (Evidence E(92 10%, 102 102)E Sall 5 1,645210] ZMEUCH 0]H HIE0= 7EMXIQ
summan) - mapt v,

EMENHN BES MLt 1,45778 M= 258 0[8610] M (screening) & &

PICO 24 Population: Z2L}19 SHXIXIE Z2tAHA0N| 245 2tk 45MO| YRS HESIO A0l Mot MEHiA| 7|ES MEolRon, TN 11He &
Intervention: &7 |2 SE ST} MEHE|ATHS-18).
Comparators: X122 Pandya 5(2021)9 7= SHSERUSSHOZ J|MHS AGSH IZLH9 BXtE
Outcomes: LA Z 7| TAEXIO B2 712401 1.27Y Hoj| 7| S MAISH 27| a2 3781t
- MM ZK|E: MY, SERHA 27128 7|AET| |X| 7|2 1.27Y 0|20 HAISH X|AI42 38HS H|WSIAICHS)
- ZO5H ZMK|H: U7t Matta 5(2020)9] Si7H= 7| 240 Qs T2LH0 BXE HACZ Q¥ Al & FiO2
- ZQ5IX| U2 ADKX|H: ICU free days, ventilator free days 0.50[&0] & K| 2 O|LHOf| 7|2tets MAISH 27|t 76F 0t 2 001 HAISH X[
Study design: FA2(HIHH| W AMAIE, TSEAHT AR 35S B WSIFTHO).

Siempos &(2020)9] Ai7E 54 SSEHQE SR LSt T2LH9 SXE Y

OF A7J|MET 14%0t 7|2HEt O1HA| £ XM 24HS HWSH HFEN, X

2 H|X{EE OtAT(non-rebreather mask)S 24A|7F 0|4 ARZSIALE AIFO| A&SI0] 7|
Hig 3. ZELNO STIXZ SSXA0| YUSH SXL0A Z7|4E A= IS BFSITL Azge mah| ol 1R H1Z Azt 428 (high flow nasal cannula, HFNC)O|Lt

(BHLEZE: IR K2, A1S3: |, #1 B3) HIRISH 24 37|28 (non-invasive ventilation, NIV)2 AIREI¥E F22 HOl5I%1,

11 919] ZR= 27| 2 FOoIAM O] XM= AT & 7| et 0|45 48

H|2l5tl 18He RAMGHAUCH10).

Mellado-Artigas §(2021)9] A= SIAHA0N s TZLHO SIS YO 2 FEIA}
eV S F= NIH, WHO, 33 710|E2[RI0M= 7|H 5§ XIEQt BN Al7(0f M2 Hetst A Al QA AT 7| BMEES MAISH RTIMERE 61} 7| BT DA T 2Y 0|5 ARst
712 8e Ale Qlft. U8 MEJLHL Y AN Z2LN9 £3 SX0A 27| H2E HMAlSIR=d], (oD 61YS WSt AF2N, 0] XHME EZ & SR 4 2 0[%0] 7|

Ol= 92QIES WAl Y HS I 7|HyH §EES £0|1, Xtalf Ha&(self-inflicted HEHES HAISH 23FS 2M6IRCH11)
lung injury)g Ofl&fot= o0 S&0| UCH1-4). T2iLt 27|48 REA|7} HIO[2{A K02 E Bavishi S5(2021)2] ¢ITs 7|24 S AAS A2LHQ BIXIE A2 B 919l 4~24
(viral aerosol)2 LEAI7 = Y-S OF7ISHH, R7|4&0 2 & SHLIQI Xioh H&A0] 4 AlZE LHOI| &H2HSH 27|42 30T Q2 5~10Y AtO|0f] AAISH X|OIMEF 24FE H| I
2|&fE 0|20 27E &£ 018 SE¢ 27t FEEX| 2 ME=E, Z7[HE0| HX| §th= CH(12).

T M7 |=ACHE=7). Lee 5(2020)2 H7= SUSERAUSTELZOZ FXA0 LA T2LNI XS 4

O SYUSERUEER JIE UF F 24417t Lo 7|2Hdte MAISH 27 [Hea 231

A719] R7|HHO 0|2 HiZ#Dt OfL2t 27| 42He] AR CHEE Mol Hats| HohK QU 7| MBS HAGHK] 2L XSRS 24FE HWEH AFEN, 0] XIFME HEZ &
X|7}h ofoF 10T CHYSEA| MAIZL £l QUCHB-18). 0[0 Z2LH19 SSSRI0lA MEst 2417t 0|01 7| 2Hdte HAISH 16FHS 24I5HACH13)
7|24 Aol Chol A= OFE| Beko| FohTl HiZt Sl A=l Parish S(2021)2] 1= F2LH02 Qs BIXIE HAIO R 48A|7F O|LHO| 7| S

HABH Z7|4Ea 8072t 7|2 OJAAl B X|GAES 6,790ES HIWSH A2, 0

KRz R 3 48A[17F 0|20 7| 2ee IS 821HE EAIGHACH14).

Hernandez-Romieu 5(2020)2] ¢17= &Y 24 7|7t & 7|gyae HAISt 2L

19 SXHE AR FetAtd U4 8AIZH HOi| 7| 2if2te HASH 76 I 8-24A17H0f AA|
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CH16).

Vera 5(2021)9) 97z £k k= 33 435283 S7 29 SXE UHeR
U2 4BAIZIO|LHON 7| BHEE £ B4

95%S HIWBIULH(17).
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0.95; 95% Cl 0.83, 1.09). Z12{L} Parish 5(2021)2 X|¢i4fat=t of
71Tl HAL) Aol @|&t|(hazard ratio, HR)E 1.09 (95% CI 0.94, 1.26;
p-value=0.26)2 HISIAL, XS ¥+ HES Sl *J’Sé_ S AEBHHR2 1.3
(95% Cl 1.15, 1.48; p-value(0.0001)22 21510 Z7|A2HA0| K|S0 HIoH A
YLIHO| AT BASHACH(14).

SENA AL ZIINBR0| KIANBR0) Hla) L4LIH0| %1 SHHOR siiTt

(RR 0.41; 95% CI 0.26, 0.65). 28Y AMYQ| ZARE A7|H 0| X| G20l HIGH 24y
QE0| LU EHXOZ QOlokX| UUTHRR 0.72; 95% CI 0.38, 1.35)

SEA YT 2T 20] XS0 Bl 2.27Y KA SHXCZ FOIGHA
242UCHI5% Cl -5.34, 0.8).

TIAEI] RRZIZE2 27 1Ment XM 7t EAMCE RS X017} GiUTHMD
0.12day; 95% Cl -1.6, .84).

HE Y72 27|10 NSAYBZ0H| HISH 4.84YU HUAD SAXCZ RASIACE
(95% Cl -8.66, -1.02).

Aok (GRADE Summary of Findings Table)

Anticipated absolute effects* (95% CI)

Outcome o Risk with die evidence | COMMe
Risk with placebo Mortality 2AD
Parish §(2021)2
K|t OfH] &
In-hospital 570 per 1,000 RR 0.95 /66 5 000) 1ot
n-hospita per 1, . . AL0i| CHst hazard
mortality 600 per 1,000 (49B10650) | (08310109 | \ Cbservational | o s | riof 1302
studies) DR W
96% CI 1.15-1.48;
p-value(0.0001)
185 per 1,000 RR 0.41 219 SO0
ICU mortality 457 per 1,000 (117 10 293) (02610 0.65) v obseryatlonal Low?
studies)
308per1000 | RRO.72 350 $000
28-d mortality 420 per 1,000 (160 10 568) (03810 1.35) @3 obseryatlonal Very low?
studies)
MD 2.27 lower 868
ICU LOS The mean ICU (5.34 lower to 0.8 - (8 observational GBOOOd
LOS was 0 . . Very low
higher) studies)
) .| The mean ventilator AT /o1 . HOCO
ventilator duration duration was 0 (1.56 lower to - (7 observational Verv low?
171 higher) studies) v
) The mean hospital e 423 . 5 000)
Hospital LOS (8.66 lower to - (4 observational b
LOS was 0 . Very low
1.02 lower) studies)

**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% CI).

CI: confidence interval; RR: risk ratio

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.
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TALS guidelines for managing the airway in patients with COVID-19: Guidelines from
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(extracorporeal membrane oxygenation, ECMO)
L=b FR2LH9 SN & Q82 AstQ H(extracorporeal membrane oxygenation, 27 Qo EAHMES 5 202193 72 9Y Z|x ZMAZ(S 2,78271) 0| 22O HMAG|I0|E
HdE= ECMO) RE0| 7|AH27|0fl H]3§ UAX| 0PN 2 Z1440] Ojm 374 (Evidence (9% 10, 102 10Y)Z Saf & 2,938710] ZMEIUCE. O] HIS0l= TN HAM
summary) A2} HEUL
SAMENHNM Z2S HQTH 2,281 H=21F 28 02510 M (screening) £ &
PICO 24 Population: Z=L19 SXIAtZ ZSFARAO]| 2 H3H 2HA} 323l HEES AECH0 AFMO| Fet MEiHiK| 7|ES MESIURH, AEHC=z 7H| 2
Intervention: |22ttt B SEATIF MEIEUCE
Comparators: 7|7 27|
Outcomes: Alnababteh §(2021)9 7= 55 24355225 F(acute respiratory distress
— SHAIM ZADPK|H: AL E|Q) SOHO|AEIS (24 AAAD syndrome, ARDS) ZZLH19 SAS 4O Z ECMOZL} 7|H 27|28 H|wsh BEHT
- S8t AUX[H: 7A=Y |X| 7|12 SR Xz 7|7H A 7|7 2 ECMOZ 1381} 7|A 27 |2 46F S CHMALZ HEkst UTH2).
- ZQEIK| 42 AIK|H: YA S Yang £(2020)9] ¢i71= £Z9| ARDS F2LHQ XS (ACZ ECMORL} 7|A& 7|2
Study design: SXIHIHH| I QUAAE, FSEHT S H|W3 HEATZ ECMOZ 2151} 7| A2 |2 38HS ChAKIZ Hat5 QICHQ).
Cain £(2021)9] ¢i71= £Z0| ARDS T2LH9 SIXE HACZ ECMOZL} 7|H 3|2
£ H|Wsh BEATZ ECMOZ 181} 7| A&7 |2 21HE HARIE kst QICH4).
Fang 5(2021)9] $iI71= £=0| ARDS Z2LH9 K= LHAICZ ECMOZRT 7|H 3|2
HNE FELHO0 ofst 53 BHSESEEHSTSE AXI0|A XEHSH 7[A 27| X2 KitA 2 Hlust HEoAE e Solf M4ye ECMOZ 7082 7[A 2|2 708e O
"°I JHA10] 022 Z2 HM-HMH ECMO HMES HISICE (EHSE: IR ¥, #1S ARI2 &S UCKE).
A Zst A Nguyen 5(2021)2] $i+= £52| ARDS T=2LH9 SIS YR ECMOZ L 7|ARY IZE
4-2. AZLH9 SXI0A SLMLEZ(FIO2)0] IZH%._* SHHMARQHPa02)9| HIE(P/F Hlw St &R ECMOT 1,131t 7 [A2t7 |2 16,343S CHAXIE ZL&t5ti QICHE).
ratio)0|] 3A|Zt 0|4 50 mmHg 0[5t2l HL 0|71|_r 6AIZH 0]4F 80 mmHg O|5t0! AL Shaefi 5(2021)9] 9= Z=0| ARDS Z2LH19 BHXIZ (HAC 2 ECMOZD 7|A8 |2
o1 ECMO MBS HaE, (H1S3: HEot el 1) B8t BESTE ECMOZ 13032 742 |2 3,565 hARIE Batotn QICH(7).
4-3. ECMO 20| 27h53 HANME &xto| orE|17} oFste|7| X0l ECMO X|27} 7ts Mustafa 5(2021)9] ®= £Z9| ARDS Z2LHNQ BIXIE HACZ ECMOZL 7|43t
St P02 M&SH MRS MG (MUSE: M2} el #l) 7|12 S HlWe HEAAE YIS Solf Mt ECMOT 80 7|A g2 80ES
4-4, AZLH9 SXI0|M 70M| OI‘é’-l I3, T St H(EHAUEY E= Y4 5), ECMO CHARLE T3St QICHS)
A H 712t 714 25 XIE S2 ECMO X2 £ AIE 218 QIX[0|2 2 ECMO HE0 i}
£ 0|53} HsiE MS3HA| 3'_313}01 ZYg As IS (HuSE: M2 §e L) SE oM gy 2ot O3 20
A AUE ECMOTO0| 7|AH|12t7 |20 HicH LI&0] IULL SAXCZE FOIGHA| &
ECMO 221 ECMOE 7|2 BZ X|20] £t20| ¢lon| L2 X|2 ot gl= 53 ARM &= 55 2 UCH(RR 0.84; 95% Cl 0.57-1.25), 120L0IA 150UNX| FX & AfYE ECMO
712 8 HSERM SXOIM 21F sl 2t HH HE2 FYE MoeetHAIE Sdf A 7Iss &2 =0l HIsh 7| A 27|20 LMLR0| HUACLE SAXLE F2ISIX] LUTHRR 0.57; 95%
Xote= Xz YHO|C EZ ELSOOIA LES L |2 =4 EUMOME XHE 7447 01T5] C10.18-1.79).
O B7F FM0|0, oI MEM SiXjet gol SEFM XM AIdE ECMO Xz Btz HH E[@2 ECMO0| 7|A=t7 |20l Hlal E¥E SE0| /ULt SAXHLE ROIoHA| &
217k 44% 9F 59%2| MZE E|l 7H5AMS BUSIRCH1). SHXITt ECMOE &&H x|20|1 UTHRR 1.81; 95% CI 0.79-4.12).
MHS Qedoh= a12et FHES0| MX| Z2 HIZ0M Y¥st2=, ECMO X[ M8 02 = 71A27| |X1717H2 ECMOZO0| 7[A12t7 |20 High 11Y O 2l SAXMLE L5t
AZ5HH 2 0{0F SiCt CHMD 11.42days; 95% Cl 3.47-19.37).
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(Evidence CHMD 13.37 days; 95% Cl 7.67-19.07).
summary) 9l 91217|7ke ECMOZ0] 71727 |20] Hlsh 172 o
1 days; 95% Cl 8.49-25.73).

.51, 95% CI 0.19-1.35).

ZntQokE (GRADE Summary of Findings Table)

Anticipated absolute effects* (95% CI)

A
&2 ECMOZ0] 7|71 2t7 |20]| Blo L RIRH0] Hf

=

L SAMCZ FO[oHA| 4

=A% S Y72 ECMOZ0| 71AI2 [0 Bl 132 o 2ACH SAXLZ FOI5HA
1

2%on SAXOR R

t

. ome .. 0 eviae e
Risk with no ECMO Risk with ECMO 0 olie RAD
In-hospital mortali 386 per 1,000 824 per 1,000 RR0.84 4 obli?v5a1ﬂonal SO00
P ty per 1, (220 10 482) (0570 1.25) . Very low®®
studies)
120-150days f/u 767 per 1.000 437 per 1,000 RR 0.57 @ obsi(r)\?a tional G000
mortality per . (138 to 1,000) (0.18 10 1.79) . Very low*®?
studies)
Hospital discharge 207 per 1,000 374 per 1,000 RR 1.81 2 obs:;[r)\?aﬁonal 000
P 9 pert, (163 t0 851) (0.79104.12) . Very low?*!
studies)
MD 11.42 higher 225
MV duration Themean MY (3 47 higher to 19.37 - (3 obsenvational |, 200
duration was 0 . . Very low®
higher) studies)
MD 13.37 higher 236
ICU LOS Tremear (CU/L0K (7.67 higher to 19.07 - (3 observational @OOOM
was 0 . ; Very low®
higher) studies)
. MD 17.11 higher 17795
Hospital LOS The mean hospital (8.49 higher to 25.73 - (4 observational @OOOa
LOS was 0 . ' Very low
higher) studies)
AK 475 per 1,000 e L RROST |3 bsencstonal | 000
per . (90t 641) (0.19 10 1.35) . Very low™
studies)
Explanations
a. L3t DE G70A THARIS] H|W7ts4ol HIEY /30| &S 01%S
b. 12 S720| 86%= 30, LatE o1 5 UK ¢4 -?‘ | Mgt H0|7H 310 AZ710] ARIK| S
c. 12 SHZO0| 96%= IO, 717t M gk Ho|7H 31 AME|F12t0] ZRIX| S
d. 95% 4I2|7710] 18 HEtot oSkt 5ot 2401 0.75, 1.258 HOiA

€. 95% AIR|7710| ZX|= Z0| XOO, 12 EAZ0| 72%2 2
f. 95% AlE|T17t0] 18 Tatotu A5t0] 1.252 HoiA
g. 12 EHZ0| 80%= 30, Bi7L7t 95% AR77I0| BRI= HEIL &S
h. S22 Ti&Ak7H 4008 EA| 220, 96% MEF710] S5
i. 95% 20| HX|= Z0| 2O, 12 SHZO| 74%=2 F
=30| event 27} 3002 EIX| O, AIZT740] 12 TaI5HT Alstal 51310] 2 0,759} 1.262 HO{A

g
A

1. 2H4-Z(GRADE Xg)

2EHE 2E A0 ROBANS 2.0 27t YAQ! ‘Hlw7ts4 o AT M0 HISH
0| ‘=222 HItE0] GRADES| HIEHHE F0M 2582 HFULt E5| HHA
ZUXE AMY, B[R, SHOMESC2M Sabldy Lo 42 129 SAHU ¥ & =3
49| HO[7H 210 MZR7H0] AXl= H7t 7L Qo] HIY2E0M 1588 R,
AR=EL event = H AZ[R7HL TSI HIZUHOM 1588 RFUCE 0|2 HIEHC=
2 UYEZ0l| Ot Se2A 52 112 IS (very low) 22 HI7ISHAIC

2. 0|53} 2lal

Aoz ECMO Xlzes OE Xz USH0] gle S5 HE0M M8E= 22X =

(salvage therapy)0|7| TR0, 2XIQ|HHR AR (randomized controlled trial, RCT)2
Aot | 0= EXS 7HX1 QUL 55 AZLH9 2K ECMO X2 2| Ztof Cist

RCT A7t= 0 SXIMK| ZHlE £ SFES2 WRE Hu 77t ofd HAFAF0]7|

20, =2 ECMO S & ALE0 et 24 Z0E EUE 0|51t HIaHo] thet Hot

= SHAIE QIS 48101 GiCt.

Ramanathan S(2021)2 20194 12€2H 20214 1€7IX| ECMOE Aldtist F2LH19

ARDS 2tKHHIA A= ECMO X2 Z2HE B30t 2371 AHE meta 8| 242

Znt 13 2 H|3F 2K ECMO X2 S AMY 7H540| &0t 0Tk

Fd LHE T HO A O A7 A00M 1, adtEd E= o 59 S8t 2

AMAX|, ECMO A2 ® &717F 714 &5 X|=, EC
ECMO X2 3 At /3] OIXt2 2 TStHCH10, 11).
Ol YMT=X|E 7HLS et HEF 2M0M= ECMO 0l AFYDE & &4 It

<
@]
r=
m
1o
0N
ol
mo

=y 7tsdol
A0, ME E[H0| S7MoIAL, 0] 21E B2 ECMO X|=2o| XAl 0|5 2Hlst
KAk ofRIZ SO 01y ‘ﬂ%(@ll% S0 & &4, 49, g 22 5)0 taids 2400
22 SET WSS =T 4 QY| 20, OFX2 Y E7te 2 #5101 I
3. 7IX|et MS
=LA 20152 MERS 29 R& Al7|9 ECMO Xz Zgdt Tret #elo) ol &

M 20 AlRE ECMO x|z de2 Y S0 20| SREUH, oixf HR
(pandemic) 420A ECMO X|Z0]| ThSt 7HXl= 55 2HAF X220 ZaH
Mol SAUE 0|21 QUCt. SHA|2F F2LH9 SAE Eelsto] 3 Al 24 252

FEOIIA ECMO X[ = MEJ0] TSt MSEE 2015t e HANOE A0 O E
K5,

N

J
o

4. XH(HIE 23
ECMO= 2 9= HIE0| NEH= HEHQ A X Xz +H0|H =HME
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£ SIOISIAISIQEH
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o2t
Mo

ro

AHS7HFMOIAL, =W QY 501 7|20 fetet ECMO HE2 =2UHY
s 5 UL %IHQF Z2 Z=LH199 HRY AlZ|0= ECMO X2 FY==

5. L2 27t QAEIZXIZT| ¥ Hlm
EOLIA 9 D2AS ZAOR FI3E ECMO B 2| Cf 7|2 RCTOID 20184 Z1}
PH URERICH(12). MRS HETHME AE} O35 ECMO 202 MEE 4 Tt
£ 09| T8 UGN 78 TYSIACH 13 Bk ECMO 2004 BAKOR R

BRI QLXIBH ETHO M 0|9 FH540| EHOIEIAT, GATUA ECMO ZO2 Hgs)
0f ECMOZ S/ 83t 39 X2 4%0| ZX) QUCH, 01 ZYE 54 £ A5 &7
£ S5 203t 21t YBH 23 A0/t

WHOOIA 2021 10i| 718 ZHESH A=LH9 2t X|& 710|=E2HRI0A EOLIA
Ol MEE 2R} ME 7|Z(REE 7| 27| K& J2|10 29| MY HE, 2012H =Y §
9| X|=0|= E+5t11 PaO2/Fi027F 3AIZt 0|4 500|CH0| 7L, BA|ZH Ot 800|2H21 &
< ECMOE AstALL ECMO7t 7ts3t Hez Mg 12ghs 55 Z=LH9 &kt
9| ECMO ME 71ZE2= MAlGIRCH, Y | 3 S2tA} X|=0f Ciot] S22 4-l0| =
HE o9& 7|30l ECMO XI&7t AIEES East QUICHES #il, R2 &2 5H)
(13). 0] LHE2 NIH & Surviving sepsis campaign, ELSO 7t0|=2tRI0| M= St 7|
=0l ECMO RIZE #H1I5td! UCH14-16).

|'O
E

ELSOOIIA 20218 501 7HEE 710|=2(ls
SIo SAF LM HEg 1edsiA ECMO M8 o = g
SUM AE, 714 &7] H81} 01 55 28Y I YEXQ ECMO BEE HElS RAlotLl
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CQS EFlEti
(Positive End Expiratory Pressure, PEEP)

2% COVID-19=2 QIst 59| Mz EZ 2SS (acute respiratory distress syndrome, 7|2 (functional residual capacity, FRC)2| £7t2} H XS 2(alveolar recruitment), &
AYEE ARDS) StAIOIAM &7|42U(positive end expiratory pressure, PEEP) K&0] 7|72t 7|-H% 2TY SN, HIESEO WXIE Sl XitA @S (hypoxemia)g WHTHH?2)
Ofl Hiol Yo% o 3 0| HHSHI? ARDS SO &2 PEEPY SIS H|W'St 3719 SAR{UHEAMAIRS 245t HIEREM
HATNM= ARDS EX0IN &2 PEEPS HESH SXI0A SEAHE AHUES HETI(RR,
0.85; 95% Cl, 0.76 to 0.95), Yol MYES REACII(RR, 0.90; 95% CI, 0.81 to
PICO 24 1.0) 21I5ICH3).
Population: Z2L1192 215t 552 NS ERAEEZ(ARDS) At
Intervention: £2 57| LUH(PEEP) Q=9 of2f ZZLH19 ARDSEHAS] AMTZX|TNM= 71ZQ ARDS XSS tYLZE
Comparators: H2 57| YUA(PEEP) 5t A HIEfoZ HIHD UKD OFXl COVID-19 ARDS &AM & PEEPS| 51}
Outcomes: £ 2M5H UYC+= OF gl SEfOICt
- SHAIM ZAWX|H: AFY, AAsHOxygenation), &2 &4 (pressure injury; barotrauma)
- 38 ZAuK|H: B 2EFE(recrutability), STHEH O14HES, Y4H &

Study design: RCT L& ZHEIOI(HAR A7 23l

=A% oMM S6 20219 72 9Y EE HMAR(Z 1,9427) 0% 2H12] HMAG(0IE
(Evidence (9% 10, 102 1022 Sail £ 1,976240] AMEIUCL O/¢ HIL0|= 7RIIKI| A
summary) 37t oot
HNE 5. AELHMOR Q15 F59| SHSEZUSST(ARDS)2IXI0|A| 243K oxygenation) SH BAMHIHN S5 M2ISH1,817712 HSt 222 080610 M(screening) & &
2 2ol $2 5712 AA(low PEEP strategy) HL} =2 S7|ULRU(high PEEP strategy) 8HO| MZS HEGHH A0 ot MElHK| 7|&S HMEoIUCH, EHC= 8H| HAZ
AHS n2fg 5 ULk AT MERE AUCHA-11).
(BHEZE 1R 3, #1055 B ZHE #N) Beloncle £(2020)2] ¢171= ARDS &tk 25HS HAIOZ 5HH =2 PEEP (15cmH20)0A
1527 QX 5 22 PEEP (5cmH20)22 5| H|WIHCH4).
Grasso 5(2020)2] ¢i71= 55 COVID-19 ARDS &t & MM H|EH(static respiratory
compliance)0] 50ml/cmH20 042! 2tXKtype L phenotype) 8ES tHACZ lower PEEP
PEEP 2t SHSEEHSEZ(ARDS)IA 7|A 27 |= HaMOl X|Z0|L, 271H Qb 2t A0] BHE L ARDS network protocol M2 1A|7F = higher PEEP ExPress protocolS ZL25tCH5).
712 g Of Moh= 7|AE7| R HaM(ventilator-induced lung injury, VILI)Zt CHE X7|8 Mauri § (2020)9] 371= 55 COVID-19 ARDS &t & lower PEEP ARDS network
T2 SR AtYol = Q10| FOt, protocol K& 1A|7t & higher PEEP ExPress protocol2 K23IHLKE).
Perier 5(2020)2] Z2LH19 ARDS &tAt 171t D2LH197t Ot ARDS 2tAh 13HS T
ARDS®| 2= 20124 Berlin & 7|&22 27|ZYY0[ 5cmH20 0[40[HA Ao M7 |IHMAULHAA Eff;%*%%(electncal impedance tomography, EIT)% E5104
Pa02/Fi02 (P/F) ratio?t 200-300mmHg0|H ZZ(mild), 100-200mmHg0|H 555 hyperdistensiont collapse® 0| 7t M2 best PEEPS 6~18 crnH200|A] H|W3HCH7).
(moderate), 100mmHg 0/5t2] ARE £&(severe) ARDSZE 2F5611 QUCK1). HEE9 Perier £(2020)9] ¥i7= &5 iil-HQ ARDS SX[O|HM 7| ASES MBS 2HAt 9HE
710|= 2tRI0f| A= P/F ratio?t 200mmHg 0/5t2] 555 ¥ £32| ARDS XIS thae LHAIO 2 5104, PEEPS 3 level (6, 12, 18 cmH20)Z 510 EIT dataS S&3UCHS).
2 ofd L}, 2 XZME P/F ratio 200mmHg 0l5t2] ARDS 2HAtE £59| ARDS &t Sang §(2020)9] ¢i7= 53 ZZLH9 SAHM 7|HEES HMEEQ! At 20HS A2
A= Yolott] SI1E ZIbsIRALt. 2 x7| ¥2 PEEP(GMmMHQ)MIA 52% =2 PEEP(15mmHQg)2 M5t I ZANEE
1117 01[:'-(9)
PEEP2 S7|0| C7|YEC =2 =S MSot0] HIELO| Bt X0l 5 (collapse)S LA Smit 5(2021)Q] A71= S ARDS &tA 27HS AC2 WS PEEP (10cmH20)0A CT
5t 27| H|(atelectasis)E Olot, 0|2 ISt VILIE OIS}, L5, 0|2 QIS 7|sX &t A3 & recruitment maneuver0|S =52 PEEP (20cmH20)0|A] 281 CTS AIHZHCH10).
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=M 9%
(Evidence
summary)

Ball 5(2021)2 ¢17= &5 Z2LH9 ARDS SA0|HA 7|HSEE MBSt 2kt 428
A O 2 W PEEP (8cmH20)0IA £ CTAIH 5 &2 PEEP (16cmH20)2 #Z 5 1
CH11).

2 F 88 CTE Mot

SEE 2 gd 2 U3 2.

HHU M2 2UEH =20] QUG
MAB[E 7TH BE BUSIOMN, HEH £40] 7Kt P02 ZRE 2HOIA K PEEP
Off Hloll, =2 PEEPOIA ZOMXILt SAM2Z FOIGHA| UL, EH PCO2= 2HUM =

PEEPOIA 2 PEEP EL} OFICHMD 3.44 95% 1.14, 5.74). EE8t Mauri O(2020)°|
C’q—_rLOiI)Hi P/F ratio?} =2 PEEPOIIA &=OHLHB). Beloncle §(2020)2 HT0AE 2

H = 16H(64%)HM I ZEYE =802 23 (recruitment/inflation ratio, R/| ratio
0.70), 98(36%)MA poorly recruitable (R/I ratio 0.41)2 £F%UCH4). Ball (2021)S
9| AN E =2 PEEPOIIM T REFET AASLO| 40 Faks OIXIX| ZZACHTT).

L0 ol 2109t ==2 GURACEH

H2ZHTO CioiAl= 4HoA E05H0 T HOl= =R0ICt ERL}. Sang §(2020)2 A
TUHAME 208 £ 4H(20%)HA D HR2XNHCS DFESH1(9), Beloncle 5(2020)9 &
TUHAME 16/25H (64%)0A highly recruitable2 £F = 0(R/I ratio 0.70), highly
recruitable A =2 PEEPOIA P/F ratio?t & &RATH173 vs. 135 mmHg, P(0.01)
(4). Perier 5(2020)0M= 22119 ARDSEXO|A W2 PEEPUIA O collapse|d!, =
2 PEEPOIA € hyperdistension©| AL}, Smit §(2021)MHA early CT scanz0IM =2
PEEPA|0i| end-expiratory lung volumeO| S731CH10).

St O] eS| tHol B 2ilsh =22 YA
AYH M0 taliM= 18 (Perier, 2020)9 AF0IAl PEEPO| 7t HEEY
n

P
(=]

o

(cardiac output) Z4, ventral perfusion Z4, ventral severe dead space fractio
A, V/Q (ventilation perfusion) mismatch?} SHE|AUCHT HITFHCK7).

Aok (GRADE Summary of Findings Table)

Anticipated absolute effects* (95% Cl)

0 o 0. OT pPa pa .' o . .
C Risk with Low Risk with High dia _'A
PEEP PEEP 2
Death (Critical) - not ~ B
reported
& 7HON EUPO2E 2H(Sang 2020; Grasso 2020)
OflAf R2BIRI0lE Si%i, PCO2(Sang 2020; Mauri
2020)= High PEEPOIIM =0FX. &3t Mauri (2020) 154
: L P/F ratio 7+ High PEEPO|A =0F&Beloncle(2020) . SO0
Oxygenation (Critical) | 36/oee (eaoopa ighy recrtable 25 (¥ ato 7 Ogtsf(;\i’:;;mal Very low?®
0.70), 9E(36%) poorly recruitable (R/I ratio 0.41)
Ball (2021) High PEEPOA alveolar recruitmentZ}
oxygenation?| 2kej0ll F2S OIR|X| L.
85
Pressure injury (Critical) (4 observational V?OI?V%’
studies) i
AHO0IM B5IR T Fol= CHE. Sang(2020)4/20Y
(20%)XIA2t lung recruitability 2t%. Beloncle (2020)
16/25% (64%)0IM highly recruitable2 £2 (R/I
ratio 0.70), highly recruitable:20llA] high PEEPOIA .
Recrutibility (Important) | P/F ratio & 2. (173 vs. 135 mmHg, p(0.01)Perier (Ob;ig’izts‘(;”al V?OI?V%
(2020): COVID-19 ARDSEXIOIA low PEEPOIA Y
O collapse=|1, high PEEPOIAf & hyperdistension
=l Smit 5(2021)0llAf early CT scanz0{lA high PEEP
Al0il end-expiratory lung volume 7t
Adverse event
(important) - not - -
reported
Perier (2020) PEEPO| Z7t8t4-& cardiac outputZ 9
Clinical recovery A, ventral perfusionZ4, ventral severe dead space (1 observational D000
(Important) fractionZt4, V/Q (ventilation perfusion) mismatch7} study) Very low™®

S

**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; RR: risk ratio

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.

Explanations

a. High risk of bias: C&X} H|W7kSA0] R0 wekHa SH $EH0| US
b. iSOt CHAAY XH0], ZX Z=2| X107+ Q101 0|2 et

o TR 47} iR B2
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(Positive End Expiratory Pressure, PEEP)
Ho 1. 27{+=(GRADE X&) 2 PEEPO| MASE SHAIZ[=X(0] THolO = 2tAS] HEHE SIS Hato) Mt
N VA LoHE IR EQ| A0 ROBANS 2.0 HEIt YAQI Hlw7ts &t THAZ M 0 H Kf0|7f UANCLL, nHYES ﬂonpﬂ SIX| = HRIOM XMAHSH PEEPS AFESI= A2 &
= 0| ‘=5 L= SEH'E HItE0 GRADES HIEEYIE 0N 1588 R KA S{aH7t =X| 227 TZ0] A sH Heo &2 PEEPE ME7t X g ARE of
Ct 12|10 ieAte] S40|Lt PEEP Z&=2| X{0|7F ==0t0E UL, AR Folof = of SECNES =2 PEEPS 42 VILIE RYE == ACH, YT 439 £7| 40
ZHAOL RI0[7F A0 ‘HIP A OIM 155 ZECH ™ ZUXEEQ 2AES 120t¢ = FIEs 20 EE ASIAIZ 2 U7| TR0 2HAte| HEH T 2 S (vital sign)oll
2 UMEZ0) st B2 fE2 TR S (very low) 22 HISIILC = MES PEEPS AtEot= A0| EQoitt
2. 0|52 23] 4. MAUHIE 28
F2LF19 ARDS StRHIA EEHS(lung compliance)0| MO 2 HELHA M2tst XA PEEP2 74279 B QA= M HISXCI ZHO| F/MM Q= YWMoHX| oh=Ct.
A3Z(severe hypoxemia)E 20|= type L ARDSQ| E4S 0| EXE0| H|ZZLH19
ARDS SHARLH RO BT QT 7[Z9] HAMQ ARDS #AtE2 high elastance 5. L2 =7t YTz X|Eate] A1 ]
2t low complianceS S4O2 5t 0|21 ARDSEIAES type H ARDSZ H2I3tct. 0] 0= &X2at3|(SCCM) (13), FESEAIQIEIS|(ESICM) (15) 7I0|EERI0ME 55
type H ARDSEIRI0Al= &2 PEEPO| LSt 2tS0| O ZCt B0 ET QICH12). 2 == COVID-19 ARDS SXOA| W2 PEEP 2CH= &2 PEEPS AIRS 28 s
T2L9 SXE I8t O0]= S&8HA2I8E3]9| Surviving sepsis campaign guidelineMlA= H1(weak recommendation)otal QUCt CHAL 10cm H20 O[AQ] PEEPS AIRE M=
7|E9| ARDS SAIS2 MR & A1ES SHCE 5531 552 ZZLH19 ARDS 2 barotrauma0f Chot 2 L|E{ZIoHOFSIC D Aokt UCH SEH HIAFON XX A3|E
A =2 PEEPES XMEE AS 218 Hotd QUCh Eof MES PEEP &2 Z7ot 712 (low tidal volume)22M 4-8ml/kg of predicted body weight & 30cm H200]|5t
7| 2lsh 71Z&2| ARDS Network protocol M2tE AFEE £ QUCHIT IS AUCK13). ol nAYHS =HE o A2 Aol #lok .
Beloncle §(2020)9] &7 52 AZot%2 M poorly recruitable2 &= 2Xt7t 36%
M2 20|A HZE type L ARDSEAII} 7|&9 ARDSSHAIEL g o 2 QICt, 20210 Critical CareX|0fAf E11E 2074=2| 39HL| MEIIE A2 St METHEHQ|0f
highly recruitable=*2} poorly recruitablem2| &2 PEEPY| LSt BF2 2 HEUS O highly M 4-6ml/kg of predicted body weight2] M&X 23|&t7 |2t 30cm H20 0[5ke] 17
recruitablem Ol A AtASE7HE ZHMEASES Y 4 ACHA). HAHS RXIo= WES 27|T2K]ung protective ventilation)S FXIGHAA Zig2tE &
2O=Z PEEPS HEY 22 Bt Tt (16).
o] A7 ZIE oIS M, MASO HHMOME =2 PEEPZOIA Z01X7|= oL,
EAMOZ Qo|st ZME HO|X| LUALE. recruitablity?t &2 ZOIAME AMASIO 7iM 5
W E F20 oLt 71E2 ARDS StAECH= 11 HErF Aol of 4 UZCH Lot =2
PEEPOIA = V/Q mismatch?t SMEAOLE MEFEEHO0| ZASHE & E9EsHN 2284 A725 1. Ferguson ND, Fan E, Camporota L, Antonelli M, Anzueto A, Beale R, et al. The

(hemodynamic instability)2 S&t&t 4= It EI'_HI'_ QCt.
MetAd, 7129 &2 PEEPQ 7HE2 iR =2
barotrauma®t overdistension2| &S EA3tot| ?lai 30cm H20 0|3f—°4 OHEAH
(plateau pressure)22 H|stots HIAIYES =2 PEEPEL} & 2AAISI0{0F SHCY.
DAAHS 30cm H20 O|5t2 H[Stotal, PEEPY| ChSH HISGHEE BHA MASIS Z|THs}

4 9l st PEEPZ Mot J0ISHE F20| BRGITH14),

et

3. 71Xt S
=2 PEEPH, MEX 3|2ty |H(low tidal volume)2 0[0] &5 ARDS 2X{0IA VILIE
=

S
E0|1, S| HEES SYATIE X2 N UL
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ol =2I2|(Prone position)
=8 SST 0|42 FUSERMO| U= TELH9 XA S22l (prone position)7t HI =242 =M % SHAMEZES 5 20214 7€ 92 FX HMAR(E 1,42671) 0|5 259 HAMAGH0|E
ULHE Off b5l QA OLFA 3 FTHA0| H{IHEET? (Evidence (92 10, 10¥ 102)E Sall & 1,47770| ZAZ(QIC}. 01 AU R0= 7E7HK| ZA
summary) ZIpt BIEEQIC SEMEIHOIN S22 HQIS 1,167 21 222 0[85101 A
H(screening) & & 103HC| HES AESIH A0 Hst MEAHiX] 7|&=S HESIAS
AZEMO=Z 3MO| RCT HTH(4-6)2F 10MO| DS EHT7-16)7t MEHZ|AC,
PICO 24 Population: S5 0Al0] SASEE0| Q= F2LH9 S
Intervention: =2+2| Rosén S(2021)2 GI7= Q2 MAQH 2 HIZIAH Q1Z8|2 X2 0| F2LH9
Comparators: H|=2}2| SIS YO 299 Z2ES0| IE ST 36 StV HEEX| 22 tE2F 39
Outcomes: ¥ H|WOIUCHA).
—SHAIE ZDPX|H: APDE 7|ZAFRE OASHES Kharat §(2021)2] Si+= MR MAQHS MBZEQ T2LHNI XIS HEQE XP/Kself)
-59% ZUX|H: SRt UM, L7|IZHE Y T= SR U717 ERIE MBSt ST 10F L SARS AIYSHK| 22 A 17HS H|WSIALKHS).
-EQ0X| 42 ZUX|H: 4 M, E[H Jayakumar &(2021)2] A7 7| HEHS g 22 Z2LHN9 BXE HECZ APt &5
Study design: FAL{HEH| I ALAIR, TSEGL Q| HAIE HABH ST 30Y 1t HAYGH| 42 AT 30HS H|WSIACHE).
Sryma 5(2021)8] 7= HIFEH QB2 |8 HME £ Z2LH9 SXE A= 245t
E/E Al&St SR 30E L S I2ESS MEX| 2 WEF 15FS HIWSIRCKT)
HIg T|HE7|E MK L= MAQH F01 FZLH9 SHAI0M 25 S MAIE 1 Ferrando 5(2020)2] P71 1R AAQHS MR =0 AZLHQ SHXIE MR 2t
E’I%E AUt (BAHSE: W, #1153 B, XL #) 6} ZE AElSH ST 55H I SALIE MAGHK| U2 ZF 144HE H|WSIAULKS).
6-2. 7|H27|E Aotz ST 0|42 2HSEEUSSE TZLN9 XA S2i¢ 4 S(2020)9] ¢17E= HIZEH QBSV|E HEot= Z2LH9 SXE HHCE SAE
AIE HISICE (MUSE: E, M2} gl #) HAlSH ST 1780 2EX| %2 tHE 35HS HI WU ST & 6H et =2
Q|5 HCIX| 2510 Z21Q(lateral position)S MA|IGIACHI).
Mathews §(2021)2] ¢I7t= 7|ASES A&l S0 T2LH9 XS N2 SRt ¢
=olo| 2t 22t2|(prone position)= FHSEEMSS(acute respiratory distress syndrome, A 29 O|LH0| 2AAE AMAIS S 702F1I} 2AE MAIGHK| LHLE ZEAMA A 2
712 g ARDS) ZtXI0IM AlGH5HAUS M V/Q mismatch 2 55 Hsk(respiratory mechanics)2 U S0 2L4LIE MAIS 2 1,636FS H|WIFICH10).
BSIAIA MASIE STAZ|7] o AYECHT). Hl ZT2LH9 SHE AR AgSt ¢4 Shelhamer §(2021)2] ¢i7t= 7IAS &S AlY &2 Z2LH9 SAE HEo= 5249
9| MiEt BN SSZ(Pa02/FIO2 of 101-200 mm Hg) £ £&(Pa02/FI02¢ 100 At ST 62F 0 J1ZX| 42 TR 199 S H|WSHACH1T1)
mm Hg)2 ARDS (2)0lA 12417t 014 SQARIE M A2 ANUES U7z 517t Jouffroy 5(2021)9] AL At 50| 7bsSt T2LHO SIS ACR ZQ4QE Al
UAALK3). st ST 40H Y SALIE AYSHA| 42 2 339YES H|WSHUCH12).
F=LH9 A0 S242(2] M0 tHe 7P HQoHICH, 0| LHEMQI HFS2 T2 Barker 5(2021)29] ¢I71= SERXMOZ MAX|ZE Hh= 7|ZAM O|AA| F2LH9 SHKHE
TIH3E &9 EWE HAQ= SRt Z2LHI XM= 7[ASE0] Ot AtA X|2E0! HAECE 2ot SARIE ATt SMT 108 SARIE HAGHK| %2 XL 1082 b
SIS HYO2 L 235K awake) SA17F AZ 1T AU0{ 0[0f CHSHEA HA| HRSHICE WSHACH13).
Padrao §(2020)2 ¢17t= 7|ASEE AYSHA| = TELH9 SIXHE YOR 25t 5
QRIE Altist ST 38F U I EX| 42 AT 76YHS HIWSHACK14)
Tonelli S(2021)2 7|AEES AYSIA| = T2LH9 SAXE HYCR ZHyst S4LIE
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summary)

Aot Sz 38T =K 42 Uix 76HE
Loureiro-Amigo §(2021)2 1Q2 MAQHO X olZ SHf 3
ELH9 SXE UHCRE 2ot SARE Albeh Sz 60T 12X 42 AL 103
£ MO HWSIAUCK16).

SeEE 24 g 2ts tsd 2t

ANYE2 RCTY Z2 SM0| AT HIsH AFYE 20| ZULE SAMCE FOIGHA| 4%

CHRR 1.89, 95%Cl 0.67-5.36). 28 = 30 AlYE EiIst ASEAT| 42 =0
CHAZO] H|SH AS &20| S EAEOZ QO|SIZCHRR 0.43, 95%Cl 0.23-0.81).
71ttt HAIS] 2 RCT AT0IM SMzd A SAXCZ ROI5H X017t iU
(RR 1.00, 95%Cl 0.56-1.77), Z3E HAZHME EAXECZ QO3 X10|7} AACKHRR
0.85, 95%Cl 0.55 - 1.29).

=49l Al TLE, APl HHE S5, 8% S 0lguts2 RCT A0 SM=at 2 7t
SAXOZ X107t YAUCKRR 1.97, 95%Cl 0.11 - 35.26). ZSE ATL0ME= SHZ0IM
2 O|erSS EIoIRED Sryma S(2021)00M 28 22, SRYLUZ 2, FASSH 0f
S 074, Ni 5(2020)0lM 0148 074, Shelhamer S(2021)01A 7| 2L RE IR
071, YZHoHp U 274, Padrao S(2020)011M 2F 374, YZHME U 274, Tonell

S(2021)01M 0J-tEtS 040 2= R{Ct.

0x

g

Wil

SEAY Y2 RCT SFF0M SHZL R SAMLZ RSt it I7h A H(RR
1.08, 95%Cl 0.82 - 1.44), ZSE HANME EAXHOZ RoI5t Xt0|7t AUACHRR 1.14,
95%Cl 0.96 - 1.34).

HE Y72 RCT AT0M S0l CHEZO Hloh AL SHAKCZ FOISH] LU
I(MD -2%, 95%Cl -6.42 - 2.42¢), ZSE AHF0|M= SXT0| CHEZ0 HIsH 22
Lt SAXMOZ RO5HK| LUCHMD 4.27Y, 95%Cl -1.14 - 9.68Y).

A Y72 RCT A0 SO0l A0l Bloh EHALH SAXLZ RO
UMD -2.05Y, 95%Cl -9.45 - 5.35Y), TSE AF0M= S=0| CHEZ0I| H|sH
AOLI SAXCE ROIGIA| LUACHMD 2.84%, 95%Cl -5.63 - 11.319).

wose o

Aok (GRADE Summary of Findings Table)

Anticipated absolute effects* ;
(95% Cl) Relative effect | No.of participants Certal‘nty el
Outcomes o : the evidence
(95% Cl) (studies) GRADE)
Risk with non PP Risk with PP (
* Mortality (Critical)
137 per 1,000 RR 1.89 135 DBDO
RCT 72 per 1,000 (4910 388) (067105.36) (2 RCTs) Moderate’
513
118 per 1,000 RR 0.43 ) @000
Cohort 275 per 1,000 (6310 223) 0230 081) (3 obseryatlonal Very low?*
studies)
* Intubation (Critical)
246 per 1,000 RR 1.00 135 )
RCT 246 per 1,000 (138 10 436) (056 10 1.77) (2 RCTs) Moderate®
544
367 per 1,000 RR 0.85 . HO00O
Cohort 432 per 1,000 (23810 559) (055 10 129) 6 obseryaﬂonal Very low®®
studies)
« Adverse events (Critical)
142 per 1,000 RR 1.97 237 HB00
RCT 72 per 1,000 B01000 | (011103526 (3RCTS) Low?!
% 59| H0I STZOINE BIEAS. Syma S2021)HM F 221, B8 638
Cohort DIz} 274, EOISSHE| 0|ABS 074, Ni S(2020)01A OIABLS 07, Shelhamer S 5 0b tional SO00O
ono (Q021)01A] 7 BHUHAE OJF| BI 071, SEHUT 97 221, Packao S(2020)01A ooservational |y jowade
QE 371, LRAUP WA 221, Tonell SQ021)A OIS 07101212 studies)
* |CU admission (Important)
748 per 1,000 RR 1.08 75 SDBO
RCT 692 per 1,000 (568 0 997) (082 1t0 1.44) (1 RCT) Moderate®
166
826 per 1,000 RR1.14 . HO0O
Cohort 725 per 1,000 (696 t0 971) 0960 134) (1 observational Very low”"
study)
* Hospital Length of stay (Important)
) MD 2 lower
The mean hospital ~ 75 SO0
RCT LOS_RCT was 0 (642 onver s (1RCT) Moderate®
higher)
The mean hospital ADEZETIES 5% . 5000
Cohort (1.14 lower to 9.68 - (4 observational 4
LOS_Cohort was 0 ) . Very low®
higher) studies)
* ICU Length of stay (Important)
rer The mean ICU LOS_ (9"25D lgvszr'f;”g;S ) 120 GO0
RCT was 0 o ’ (2 RCTs) Low™
higher)
The meanICULOS_ | D 84 higher 333 ®000
Cohort (5.63 lower to 11.31 - (3 observational o
Cohort was 0 ; ) Very low*®
higher) studies)
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**The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the

SSk 0|49 Hl Z=LH9 ARDS StXH0M= 0]0] ChYst AFE &
relative effect of the intervention (and its 95% ClI). 5t 22} A4

tEeS =0 5717t O R0 =29 BE80| &1 22H,
=

|
Cl: confidence interval; RR: risk ratio 0|2 HIEtOZ ol MEJ} &9 E5610] Z2LH9 SHR0|A &5 ARDSE H| Z2LH9

o mu

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. 3. 71Xt M
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the _ _ _ _ _ _
effect. JH2E B2 2ERM Z2L19 X0ME MEEE B7tol| 02RL, 2idst 22420
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the o — Z
estimate of effect. Me 2R XMt s S0 M3 0| Jas Eo
Explanations B
2. SO ARILYAT} 300218 X 42 4. HEHIE Z8)
b. ZL3E 3HO| ¢ B ROBANSY THEZ 4 H0M HIERISI "5 22 HIIE|QUL, TeTbl w7ty SAUME 21, neits gy Eolo|= EWSE 7|7|Lt QM7 LQSHK|E ULOLt 7|=2HMOZ ZSIXI0M A|ZEH XtHQ
OllAt= 1HOIM HIS2E 'ES 02 BItE ey _ _ _
C. ZTfHA0| CHARKATF 4002 EX| oS HESI 2SI LAl ALt 7| A MRl FHE0| SHHE = U0 SEEXH0]| thet 0lsh=
d. E8E oI 5 1 1S K|S 2= HT0AI ROBANSS| 18 0[A0IA HISZLS '‘H2'02 HIIE 7} =2 0|20120| RIEXO| TEO0| QAL 7| IR0 0|23t Q1 XH0f TSt 7127t L5}
e. L3lE bHO| 7 7+ Zt &akd0] EithY ~ P C o = - ~ -
£ G BIEH0] BHTHO|D, 12740] 75%2 LI0jA O Est 29 Stit= 714 282 5} A= SO E 25t S2te|7F A|EE 1 Rl=
g OI8HISORA CINE! ANNES HISINS o, BEXIOI7 294910 QA0 ThEt T ST Of5t THS A0 ThEH I BES 93t 012

h. ZE 18] A710IM ROBANS B2 teZta G0N BIEY o8l =5'2= B/

5. L2 27t YT KRS A1 Hw

- . . . . OISRl 2tA5
a7 1. 3744 %(GRADE Mg The Surviving Sepsis Campaign Coronavirus Disease 2019 70| =2+QI0{| A M3
= Holo HZXO e 1 OIO 55 =0 KEE
LA RCTOlA 2105t SHAZIO ZUDPX|HOI AT} 7|2 BH MAIS) 2 THAIRE 47} Hof HjEY =otole 27 REOR HUGHK Q1 QOH, 7| 55 59 ES0AN 52| ARDS &
= 7 It si5tE2 sk 9IC
& 01N 17 50| 2L FSE0/, 0[S0l 2L IR 271 Hof bl MOWATES 12XTIN TONZ! SIS AIBOIES Faslat $UE(19).
capo 25 H|Z ER\E=2 AABI=Q| K|& 550/ X
UM HAOA 1A L St gieF0| BIHOIT 12 /0] 75% O]&0[0{A] H|Y2e X N 7io= EL SO ApA " 7H§Et ' o[m Hi oEOOI ~ E|L:7|71| 9':'—';
o= [ Al o of=1 ME = = e Y5k
R{0IA] 151 0] 20| ‘W OSIC, Ol0] T2t 2 YNBR0| Oft FHUTHLES SO S TE B0V Abafs) ST2 Fiof 2ot SRS Ai-of= XS Hioku 2
‘ooz WysIeiCt ou, 7IA2ES HMS50| Holk S+otil 7|y Tloh| flofl LHXIZE Aldoh= A
= HIoA| 9211 QUCH HMES 7[A2ES Aol ASUE ST = MAFL| ERM=
TH 70| EQlo|2 H 1571 OlLC]
2. 0|= 3 2 12AZH0IM 16A1ZHS] SIS HHT UCH20)
=52 22 £Z9| FRLMIZ Ut ST SX0|A, HIE RCT ARM= AUS9
ROI7F SUCLL ASEATUM 7| 2Het2tS SHA| 22 RN E RASH AFYE |0
SUL BSOS O|LErS(FAEA WLt 7| 2R /X M3 5)2 BEDX| AU F,
R . : o o . .
JIBAIS 1K 4 LHAIKIOIA] ZHAd5t BOlOIS Al & OZACE CHat A AjZtof o 225 1. Pelosi P, Brazzi L, Gattinoni L. Prone position in acute respiratory distress
3 2007} L5510 U0l K42 S SSKI0) oA B OfBiCH syndrome. Eur Respir J. 2002 Oct:20(4):1017-28.
ZEX 52 ZX0| T2LH 02 UG SEEX SIXI0A E4I0| AB0| 7|2 ATHS 51K 2. ARDS Definition Task Force, Ramgn VM, Bubenfeld GD, Thompson BT, Fergggon
~ N ND, Caldwell E, et al. Acute respiratory distress syndrome: the Berlin Definition.
USHERM ALES HFEUCLL 7| HH0] 2, S UM oF, Seity 4 JAMA. 2012 Jun 20;307(23):2526-33.
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1. A0 O | ¥B S S (multisystem inflammatory syndrome in children, MIS-C) EAHMES 5 20213 7Y 19 X ZMAF(E57957) 0|5 2EHO| ZAM AH|0|E(9
XM FUE HAZZ = (intravenous immunoglobulin, IVIG)2t AEZ0|= HE 210, 102 10Y)E AIl5I0 5 815710] AMEIQICE Ol HUE0= 97X BMA
E0= IVIG H=50 O] Y8N 047t =7t qp7} BEE | AT

2. MIS-C S0 AHZ0|= H5 X227t IVIG 2= X|= iH] e4H g7t A=71? ESEIHNM 55 MRSt 629718 MSL 255 0|&5t0] ME(Screening) & &

71H9| AES HESHH AP0 ot MEiHHH 7|EE MESIRCH, EHC = 41| ¢4
7h MBI AT

Population: MIS-C 2txt ATHE H|WZ0| Ql= AR &K FSE 52 propensity scoreE M35t ASE

Intervention: IVIG+AE|20|E €2 SRRt IVIG H=1} IVIG R AHZ0|E HE £HE 21gt 37E Ouldali S (2021),

AHEOI= B85 Son £ (2021), McArdle S(2021) 0|2, IVIG TS} AH20|E HE S04 b|Z st &7

Comparators: : IVIG &= = McArdle §(2021) 2 Sugunan 5(2021)0| AL}

Outcomes: TE ATUM 27| X2 & U XAH0 ol H7FIUCt Ouldali 5(2021) A0 E

(GHAE) AHY, BEH J|A2| e, FYstd A X2 ‘27| Xz AE 29 0| 2 K& Ee= 7Y Ol &Y H“e"% RNE A= HOIoHULCY.

(328 X2 AE 2% 0|F UE X|& E= WY, A2 7| Mot HASHS 0A, 2&¢ McArdle £(2021)2t Son §(2021) A0 E £7| X2 2Y 0|5 <UH X|& HEE T}

X2 O AFR(E71RI0] HORER|) S SILt. Sugunan S(2021) AF0AE "£7| = AIZF 36AIZE O1F 2 XI&, Y HEH

Study design: RCT £= H|W 70| Rl= &S o5t = 72 O|L 2 ME'S Xz AIHE HOloHACt

Searching Initial
Update Jul 2021 Sep 2021

1. AOL O |8 AEEST XM HUE HAZ 22T T X2EOE= HUE HAZZ2 o)

ST AHZ0|E Y8 XS E AEE 5= ULCL Evidence NRS 4 +NRS 0

(@HSF: 112 %3, AUSF: B, ZAL A1) Update “NRS4

2. A0t C7| ¢ BEES T S0 YUE HASZ ST U= X|FHC= AHZ0|E H=

%22 13E 4 ULt (32 11, 27 2491 e0lE ¥

(FSa: ™27t el d1)

NRS: Non-randomised study

4

O

g 2A

9

& Ant= O30 2ot
Al Zoixte] "RoM &8 HAYZEE (immunoglobulin, IG)2 £ Z=0 T2t of
H7HK| 802 2|1 Uk HME, intravenous |G, IVIG; LI5HE, subcutaneous |G,
SCIG; EOR intramuscular |G, IMIG. At HYZ=2= Kt 22X HAZAES X7t

22 1%t
R20l| AFZELD AT IVIGE ZYRAT A0 ol XS HMSotH
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Zi QOFE (GRADE Summary of Findings Table)1: IVIG + Steroids H& vs. IVIG H=

R7| R|= A& 48A17t 0|F X|&EE YH2 SMZ0M RASHH RUCHOR = 0.66 [95% Cl: 0.47,
0.94]). 2t X2 UM ARB(FIHHQl HAXHH)E SN R2ASHA HATHOR = 0.22 [95% CI:
0.16, 0.31]). AFY2 McArdle 5(2021) 1749 AN 7t FEEHJT SHZOA %71 St¥OLE 7

7F Rt Xt0l= L ATHOR= 0.32 [95% CI: 0.05, 1.87]. A HA X722 HR(OR = 0.64 [95%
Cl: 0.21, 2.02])2F Ztel4 7|c> XsHOR = 0.71 [95% CI: 0.26, 1.93])= SMZOIN UL Z7H 29
2t Xt0l= UKL R4 MD = -2.00 [95% Cl: -3.16, -0.84] SHz0| WU SHMCZ FMCKE 1).

I 1. GRADE Z1} 2H - IVIG + Steroids H& vs. IVIG TH=

Anticipated absolute effects*

0 e (95%C|) elative 0.0 erta 0
ere pa pa e eviae e o) e
portance e Risk with IVIG [RSa o RAD
Risk with IVIG + Steroids
0 ver 1.000 OR0.32 397 S 000)
Death 0 per 1,000 F()g - '0) (0.05t0 |(1 observational| ~ Very low?®
1.87) study) (Critical)
705
Hemodynamic 114 per 1,000 OR 0,64 (3 observational ®CC0 5
202 per 1,000 021 to i Very Low’
support (17 to 468) 202) studies) (Critical)
605
Left Ventricular 113 per 1,000 OR0.71 (3 observational OO0
) 193 per 1,000 (0.26 to X Low
dysfunction (45 t0 257) 1.93) studies) (important)
629
Persistent fever 346 per 1,000 OR0.55 (3 observational SBO0
445 per 1,000 03210 X Low
(on or after day 2) (274 t0 430) 0.94) studies) (important)
orR022 |, '8 BB00
. 205 per 1,000 ; (3 observational
2" line treatment 539 per 1,000 (158 10.812) (0.16 0 studies) Low
0.31) (important)
96
The mean LOS HDZL (1 observational @eO0
Length of stay was 0 (3.16 lower to - study) Very low?
0.84 lower) Y 3

*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; MD: mean difference; OR: odds ratio

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.

Explanations

a.small sample size and wide confidence interval
b.High heterogeneity, different direction

¢.Wide confidence interval

d.very small sample size

Zn} Q9FE (GRADE Summary of Findings Table)1: Steroids ™% vs. IVIG &5

27} X2 OfH AFB2 AHZOIEZOAN KA Z2E A0l FOISHA] RUTHOR = 0.60 [95% CI:
0.10, 3.48]. R|= A%} 0|= 36A|7H 014 L K| (OR = 0.58 [95% CI: 0.11, 3.05])2+ Z&A 7|SK6t S
Al AHIZO0|EZ0| RO SAXCE = R2st XH0]7F HAULKOR = 0.83 [95% Cl: 0.38, 1.85]) (& 2)

E 2. GRADE Z1} Q2FH - Steroids £ vs. IVIG &=

Anticipated absolute effects*

Outcome (95% CI) Relative 0.0 ertainty o
erie Pa pPa e eviae e 0 e
portance o Risk with IVIG  [telees i RAD
Risk with IVIG + Steroids
OR0.60 336
2" line treatment | 523 per 1,000 SeEEEr L (0.10to  |(2 observational @OOOa‘b
(99 t0 792) 349) studies) Very low
Persistent fever 154 per 1,000 OR 0.58 289. HO00
> 36 hours 185 per 1,000 (16410 712) (0.11to  |observational Very low®
- 3.05) studies)
334
Left Ventricular 113 per 1.000 96 per 1,000 %2%?: (2 observational 000
dysfunction per . (46 t0 191) 1' 8) studies) Very low?™

*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
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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.

Explanations
a.High heterogeneity and different direction

b.Small sample size and confidence interval cross null effect
c.Wide confidence interval

1. 27+%(GRADE Xg)
IVIGRH AHZ0|E Eﬂf IVIG &= H20IMe S 2HREL2 HYHQI ZUX|HQ! ‘AL
=]

X
0| *OWM T ‘;JS’OE LI M2t S8 2H+E2

S IVIG B BN S8 2HER2 A 2K HE B UEX] Y
oL}, SQeHEMAIR0A 25 20| H Y &
HIZY S=0M S80I HOIMA T HE22 =t Ot S8 2H+&2 '

P RHECE B

2. 0|52t $isH
SR MIS-CO| KIS SIREI0) UX| GO0 OfF| 210 GIHE HImE 2x9| HER ©f
FE QUL IVIG E= AHZ0/=8 MIS-COIM AIZoPH © U2 019F RAIE 24 Y48
012 1A IHOIA ARSI OfHI2Hs HO| TSI

TH2bA IO VIGS] K& 71E2 RISSIX| 9oLt £7| VIG SOl #E ¢

A%, BYSO SHEC| RABE FIA ZAAPIE XO2 HelH SITh MIS-CUAS
T1LAR 0] Hish 2Rl 10| O} RPS]= IVIGS S07RS0) Muwoz g
MIS-COI= 712bAL 0] B3 2715 %

51 8 4+ 91001 282 V102 28] 834 H18el A0 57@ & ot
AB|ZO0[=E VIGH] HISO| Q= 71T | SHXt0lN BAE
SUTH. 22 RO AIBE SRS I &

|
SO 2SS HEHEY REE, YE XL V¢, GE2 FF= 21E EOFUL MIS-C
E
=2

-

OIA IVIGRE AH|IZ0|E HE X222} IVIG H= X225 H|wet 3H2 AA0ME HE x|z 7t
LB K& 7122 RYoH RF= SIS B ST HSH BX X7, YA 7Is

HONEAA 7155 Kool TSt TH= @70 T2t ISIGATt McArdle S(2021) 7004
5015 AB20|C S0i9t BRAT FH FYS2 DY} THYOR AFR0|ES £of
© BIRO] O 4%0A HTEIACY,

3.71xI9t MEE

SHE ATSOIN SN ZYREL MY, HEH JHE| B, B BX A20|
S20| T3t 210 0j 0 MO[SISICH SRS @S MIS-COl I E3t S4C2 tit
29 MIS-CSt B21E SIS0 ‘'S X2 S B7}e| KER 0ISIGICH 272 47
S WXIBH IVIG HS £0f HCtE IVIG AH|20|S HE SO{0IA S0/3 im 2%

O F71HQI HAZHEA| FOQA M| AH)Q| HIE8E RISH RAUCL
M IVIG H= iIEOH HloH IVIG2H AHIZ0|E S8 X2/t ZARRE MoE —’F %‘Ef =9
FMIS-COIM =X|22 AHZ0|EE H= X|2E IVIG B= X220 ¢
%

4 Q.

a
o
_>r_
5
S
=2

4. XH(HIE 23

MIS-COIAT IVIG = AHZ0|= HIE 2nt0f tieh 262 T AME HAZ2222 Bl
H 17to| ofMZ SO = Cifet ZEM QYZHE Fotl ULt 20t 7|1 FF
SR FARH LY YYE B0l= I IH0IME 29/kg/Y x 19 Q15D UCLE
12t £0 S= = 36AZt 01y ZEO| K& 284 7IAAZIH0ME 24t FHE 25
02 Q1o UCH AHZ0|== TR HEHO| MMSO| A M HIZCZ A8 4
AL

5. Ct2 27t YAMXIZX|RITte] # H|w

COVID-193t S S| 0|2 NIH YATRXIZD 0|2 A0tHEE|(AAP) XIZof

ME MIS-COIM IVIG o5 §0 T AHZO0|E ¥ T0S 12{8t 4+ Q88 7|5 8f9‘x

OL} MO £+&LS SHHIL, 55 UNHBXHUAME MIS-C XIZ0IA IVIGS A

20|=(methylprednisolone) B @ Al&S 1% g 15t o'r—f(CO”ditiO”al
X YrS(24AZH0| EX| %2 MIS-C 2t

st Zg st ACHconsensus

recommendation). L3t VIG &0
KON EXRX QBHOZ AHZO0
recommendation).

Z|2 AU 0|EE WHO YM4T=X|FEAM= MIS-CO thst HIE M2 MAISHRIL

WHO X|ZME MIS-CQ| Rt 7|22 £&6t= 0-18AM € MAEUA (IVIG + K|

in

4m Hon
2 B
-

2 o ¢
N
_O'_
ol

=]
oY E= AXQY U= 20}) AH=Z0|= X2E XX 71 & A4S HMAGHL ALt
(S E1, 2ASE i1 2). £8 MIS-C 2Tt 7|& U 71| 2T 7|&8 25
SEols 0= 717 IE0] tHet BE Xz 2 AHZ0|ES AEots A& HAIGHL U

-
THTE R R3).
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A0 7| B3 EF (multisystem inflammatory syndrome in children, MIS-C) &txt
OflM 7 |EF HAZERMM(QIEIZZI-1 AHA|, QAEZZ1-6 AMM|, TNF-o AMH)= L4 St FEUSE R (hyper-inflammatory syndrome) &2 AO|E7IQ! Z28 S&F(cytokine
7t U782 storm syndrome)2 ZEHE, B3y U & E= ofg T X2 Yot &Y
SOIC}. Ol= AfO|E7tRIe] &40 et 2 H o= & = M3

_,_

oF Th17 O§7 EHH)Q| Ha|H %“S% 2ozitt. 5], BME
=]

Population: MIS-C &tX} (interleukin-6; IL-6)=,

71-6 ot HEsd
Intervention: 7|Ef HAZEHK|(QIHZZI-1 MK, QIHZZ1-6 MK, TNF-a SX|H) of HIS0|A] CHy 7|a(mu|t|p|e pleiotropic function)2 THZH5HH &HS SHE LIENY
Comparators: E&X|2 2 QIO 2). X Y4H AEE o AH8 7ts8t IL-6 XM= &-IL-6 +~8X HE
Outcomes: 2312 EA2|F(tocilizumab), 2|2 (sarilumab), ALE2t2|FEf(satralizumab)zt
(AN AFDE RISE 7|H|37| LR, Sofsty B X|2 &-IL-6 HE2EHQ HEAY(siltuximab)Q| 47HK| 22| ARMI(XITHA) 7 L=H], X
(293 E|YA| AREUHE MBI 7|50 Ha} X|RA|EH 2US QALY 5 X|ZAIXIE A MIS-C SAS0IM AL E IL-6 AMMS| ZHELNME 25 EMZFHO| AEE]
48AIZH 01N Y X[ S AL
Study design: RCT = H|WF0| Q= BEAT (HUL AL Z3)

TNF-a XA = €5 230IA 23 AE St SYUARIR(Tumor necrosis factor)

O 421 R MBS IR ofE2 U 1| SRSl TNF-a oA 2t A8 50
3. A0t Op7| 3 HESZZ EAX0N YU HAZ2ETM AHZ0|E X|20f HHS3IX] & Ct.(lEt 4 E etanercept], 2AZ2IAE[infliximab], 0tZ2|F&{adalimumab), M2EE]
£ ZQ0lE JIEt HXHAH(AEZZI-1 KM, AER7I-6 MK, TNF-o 2AHIH)= Z2!{certolizumabl, Z2|28tgolimumabl). 01 F MIS-C EX0IM AFRE TNF-a (%
ALEE 4 Uk, (MDSE: M2t el A1) H £ QISZIAYOICE QIE2AYS JOE|A HEY, ZAY Mg, A #Eg, 32 9

=
HYY HEF =0 FUH2Z AEE L AUCH, o] HAZZET F0 S = 36
2t Ol 20| XEEE 239 71T E0IA bmg/kg 12| F0{0f ot 2 S0{7t ¢
FE0f Alg S0ITt

At FZLH9 SRA AERZI-1(interleukin-1, IL-1)82 AIEZIQI 287t S7tot=

cl
Z402 LHMAUCK). IL-1 AHMH|(K, Anakinra)= FOIE|A HEH cryopin-associated
periodic syndrome(§3|, A1401710] Ldst= O |2 G5 SF)S0l 5i7t8 He <o EogMMEE S6 20219 78 1Y EE HMAR(E 2517) 0|F 29| AMAG0[E(9
O|C}. st 7|02 &M £2X| T ME(chimeric antigen receptor T cell, CAR T-cell) 2102, 108 102)S Aldlist & 258710] ZMEUCE O|H HIE0= OHMX|Q HMZA
of oIst st A|E7IQI 2H| %2 (cytokine release syndrome, CRS), CHAIMZEHY }7} B | QACt
3} Z57(macrophage activation syndrome, MAS)/0|XH SETEMIN 2T XXX EAMEAYNM FES M 210718 M= =S 0850 MB(Screening) & &
’a%(hemophagocyhc lymphohistiocytosis, HLH)S| X220 A|== df QUCH?2). ZE2L} 14HO| HZS HESIH A0 ok MEHHiN| 7|ES MEoIA2n, 2SHC= 6HO| ¢
9 EXI0IIM ZH=EF A[ETFOI 2H(0] 25 e BEHE0| U= T8 ZUE H0l= 220 7} MEHE|QICE, 2H2 H|WHO0| Q= BEAT 4HS TR AT 2 MDA 2
anakinra®l AFE0| A|E71QI B2 712tRH5| 1 3150 =28 & B0t AUCE HEH o A0 A AAI7F 0 HRA7| 0, SH0| AHM=E =5 SH7t71E X
=20 Mixg 227t AU, 2UE FRoliM HUSH| U2 7 AL, ZeiE 39|
S X SME Zelche 2012 YO Halotl 28 £F Al 0|24 daist 288 oV

Q'E
58
ful
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Searching Initial

Update Jul 2021 Sep 2021

Evidence NRS 5 +NRS 1

Update =NRS 6

[3% 1]. 27 &2l Y0|E 3ig

SE 24 2 didte O3 2t
AT (GRADE Summary of Findings Table)1: H{uZ0| Y= AR
HwFeS A5t d7s 1H(1)2=E é!?_* MIS-C &tA} 33ES LiMC = 51, SMTE2 A
EI20|=2 IVIG ¥ ME3HN MK £0f Xt (n=23, 04712t £04, 0|5 22 EAZSFY
o= M), EF2 MESHY MKz FO06IK| 42 SXt2 HSIUCE MESHH MHE T
0 22 SXto| AHAlA £=7|5(left ventricular ejection fraction, LVEF)= £0{6HX| 22
AFEEL FUCHP=0.008). I 2 ZUX|He AYR 2F EDEUOLL H|wZ 7} OfL
1, 5N 7| S AHSIAT LT StRCLE O FQIX| E117t gict €St HE X|
20| oM 24H0| SUME AFSSIACI L =0 UL 0 FO0|X[= &HO| giTt. &l
7|s MO 3/E= B S 0[40] 18HO| 2XH54.5%)0A LA=UL, 18F2| At &
3HES NS O] QUL =0 AL O FQUX[Of TS SgE Qi 2 7Is &
Of &/EE &AL S 0[A0| 18H9| SHXH54.5%)0IA HAZAUCET S0 QUOLE O 01
X0l ohst =2 Qi M2k MAY7|sE MLst &2 A= HlwZ0| gie ¢+E 23706t

tE 132 Col

e 5(2021) 38X FSE AFZ IVIG & Infliximab(b
7

2
IVIG 2=(20%)2 Hluet A2 FQZAMKERZE Y7159 Hatet oiE AQAIZH T
off 20341, 7[EF X7 (20l Thet 2117t QU

H 1. GRADE ZQotE-H|W 0| U= A7 IVIG vs. IVIGHESSH H|H|
Anticipated absolute effects*
(95% CI) 0. 0 erta 0
Outcome Relative effe
H T pa pPa e eviae e
puingEinles Risk with Standard imF:]SLﬂ(n\(l)vrlrt:)(?L}Izz; 95% dlE RAD
of care OR IVIG Iy
agents
Apat Not reported
JAR7 B Not reported
HASHY X|X| Not reported
E[EA HEEUT Not reported
Celikel 5(2021) og‘%’ﬁ‘ HHE FoiEh2
BIRtO| A4 L VEFE £0{otX| 22 102
s ANHEHLt '-“”Ef(P 0.008) (2 observational @OOO‘D
A7 Hat “ n C Very low”
Cole (2021) AAAT |5 Of5| = UM study) (important)
infliximab HEA| 4/52% vs. IVIG THE0 P
5/20% A4St
Cole S (2021)0flM SHYALAIZES ZUZL 72 HO00
UH XS (IQR), IVIG =2 3 (2, 4), infliximab} (1 observational Very low”
HaT2 2(1,3)01%45(P=0.12) study) (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

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

Explanations
a. LA Bl 20| B 2
b.Small sample size
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J|EF HAZEK

Ao (GRADE Summary of Findings Table)2: THe!

R
i
o

Zl—

g

et AL 4™ D= MIS-C7} CHALO[LL A
WXETt AMNE2 Yoot B1EX| LRACH3-6). EH%DW
él—AlaigLr ;I_?d—ll-ol XI)HA‘IO| EHO-IKH:l—_

ee 5(2021)9] ¢171= MIS-C H7 &S PIESH= &0t 28Y & IVIGE} steroid X|=0] refractory
3._ IS-C &tX} (5H)0| Anakinra ©= X2 19, IVIG +
27t EEE| AL}, Papadopoulou §(2021)9] ¢7=
tOF 5BHOZ Anakinra A2 4%, Infliximab AF2 1HO|ACt. Gruber 5(2020) H7= MIS-C 9H =
biologicsE AR5t 2t0t= 7HO|ACH Abdel-Hag 5(2021)2] ST10M=
ioréw 3 infliximab X225 g2 12%0| ZEE0f QICh HIW ST 1H(1) o

SotA| 20PN, T 2ol EEtAIZI

ot DAt SAHof 01

ot A0l
'—1“ 7‘*01/\1 2

olH S35t

=T
[

=
Zij= T2HO

o

iy

g0| A BERZA

S1=e]
T

methylprednisolone + anakinra X|2 (4F)
MIS-C ZIct 20} 19% = biologicsS AR5t

MIS-C RICHS Bt 3330|
74‘l|.x|

Anticipated absolute effects*

(95% Cl) nG ertainty o
Outcome Relative effe
H " pa pa evide e
peineines Risk with Standard . 5 ST e o0 e RAD
immunomodulatory <

f care (single arm
of care (single arm) agents

2ol 2N 2108} Lee S(2020)0M=
HR| 2Kt = 21/28 (25%)= inotrope A2,
80 ®000
iotmird = ECOMEZQIS. Abdel-Hag 5(2021)&-0f )
SI0I5HM X|2 TQ el
=Rl SR M= 17/19% X2 Celikel S(2021) 242 3 obtseg./at\())nal \ézr\./t'lovl\;"
0] vasoactive drugs AFEStRICHLL &0f studies niica
QUCLt O Z0|X[= HHO| 8tz
2H(Gruber 2020; Abdel-Haq 2021)0IA Z7|
coronary artery dilation or aneurysm UL
SHAE Lee S(2020)01A 6H2| MZ2 coronary ., 000
ion LHARSHOL | E|UA| BALS] i
E[EAl EBUR it((;rgzlf)slon ° OMTOH EI EE._l E}Zﬁ" %‘Tﬂfg |I (4 observational | Very low?
18210| SHH5A 5% SIS, 18340| 3 studies) (important)
R 5 32 Tea 2PY0| URACHD =0 Qe
L+ O Z2QIX|0)| CHet E2 S,
Lee 5(2020) 11/28%H EF(55%,.
Papadopoulou (2021)1/190] LV function
Mot 2 A2 =2 ECMO %|=, Abdel-Haq 82 GO00
AR7159 Hst  |(2021)8/12%H EF(65% FHOLt XIZE. Celikel (4 observational|  Very low?
S021)AZ 7|5 Hoj L/E= 2 53 0|y studies) (important)
0] 18| 2XK54.5%)0fIA] LA =[0]
QUOLY O ZQIX|0f CHet A2 QU=
oA BT 1H(Gruber 2020)02 TF Q@i |7t - 9 o \?O?Oa
- = ~ observationa ery low
=5 olOt0f KAHSIEl
(= 25%) 60| FAetE study) (important)
20N 210, 1H(Lee 202002 U &
U7 49 S 9 AN 1 TH(Papadopoulou 4 ) 000
Ele DN 2021)2 A 3 CRPEAISI @ obser\./at\onal yery low”
2074 10(0R 7.8-11) studies) (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

APOf CHaKAM = 1H EOSIRAL, 7A=Y [X2s 4HON 203t Aty X|=0] CHohAl SHOIA 211
SIRAQLL, CHAX} XHO|7F U0 HIEFZE M2 A|YSHA| UL, ME SUMI AN EOEAOH E[H
Al Hot| Ut 27159 Hat AHOM E0EUD A4 7|'_7(13L HUEY A4 39 210t AU
Lt STEQUCH UMM o™ Hil= 1HeE HA G%Boﬂ o} UCY, U K|&2t 22oHe 2HoIM 2
DSIRACt UL SHATR|Q| 7|7H2 2| 0|2 X0|2 & SYu 0= 44
H 2. GRADE ZtQofH- HUFR o3t
Anticipated absolute effects*
(95% CI) 0. 0 0
QOutcome
i i P P evidence
SUSICONN oy ith Standard ok With Other = pAD
. immunomodulatory
of care (single arm)
agents
ikel (2021) Ol 2/339H At O
I:Qri'eullkel( 021) Ol Af [33 f. = 3 ®000
12t VIG, pulse steroid, anakinra, and ) b
Atet ) - (1 observational| ~ Very low
plasmapheresis treatments0f| = /5t study) (Critical)
sepsis 2 ABICH= 01Z0] US y
3HO| 250N 21 Lee S5(2020)0M=
A 1/12H M. Papadopoulou S(2021)
75 G000
R 9| HANAE TH| 10/19% LA, Abdel- )
e X2 TR (4 observational Very low’
=/ )\ HEAH
Haq £(2021) 4= 3/128 24, Celikel studies) (Critical)

(2021):5/33H0] intubation SIACHL
0 AOLt OfH ZQUX|= HHO| gls

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

Explanations
a.Small sample size
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5. L2 27t YYT=XIE A2 #1 H]

S& 7H0|E2RIME B2Vt ol Hiz FU=2EE H AHZ0|E X=0 FHEOHK &
£ MIS-C 2X0l|lM 3xt X2 M2 7| HAZERF(OILZIZHRIEZZI-1 XA |, E42|=
HQEIRZI-6 ARA| |, ASZAY[TNF-a XA ))Q AL&S H2{sl0F Bt HAISH
QUCE. 7|E} HAXHME ME517| ©

SHoHOF ST,

1. Celikel E, Tekin ZE, Aydin F, Emeksiz S, Uyar E, Ozcan S, et al. Role of Biological
Agents in the Treatment of SARS-CoV-2-Associated Multisystem Inflammatory
Syndrome in Children. J Clin Rheumatol. 2021.

2. Cole LD, Osborne CM, Silveira LJ, Rao S, Lockwood JM, Kunkel MJ, et al. IVIG
Compared to IVIG Plus Infliximab in Multisystem Inflammatory Syndrome in Children.
Pediatrics. 2021.

3. Lee PY, Day-Lewis M, Henderson LA, Friedman KG, Lo J, Roberts JE, et al.
Distinct clinical and immunological features of SARS-CoV-2-induced multisystem
inflammatory syndrome in children. J Clin Invest. 2020;130(11):5942-50.

4. Papadopoulou C, Al Obaidi M, Moraitis E, Compeyrot-Lacassagne S, Eleftheriou D,
Brogan P. Management of severe hyperinflammation in the COVID-19 era: the role
of the rheumatologist. Rheumatology (Oxford). 2021;60(2):911-7.

5. Gruber CN, Patel RS, Trachtman R, Lepow L, Amanat F, Krammer F, et al. Mapping
Systemic Inflammation and Antibody Responses in Multisystem Inflammatory
Syndrome in Children (MIS-C). Cell. 2020;183(4):982-95.e14.

6. Abdel-Hag N, Asmar Bl, Deza Leon MP, McGrath EJ, Arora HS, Cashen K, et al.
SARS-CoV-2-associated multisystem inflammatory syndrome in children: clinical
manifestations and the role of infliximab treatment. Eur J Pediatr. 2021;180(5):1581-91.
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OIAIIIE & (2 =S QH
(Aspirin and/or anticoagulants)

A0t P | B35S (multisystem inflammatory syndrome in children, MIS-C) &t
RHof7H| OrA T & 21 QH0| HRFIF?

Population: MIS-C &t
Intervention: OtALZl 2 &2 71Q % (Aspirin and/or anticoagulants)

Comparators: E&X|=

Outcomes:
CHE ) A, B %(m@)

Of 712t HSS2 EXI0AH S 282 S S017| 2I5t0] X2 OtALE QH

4.2 =l
2 DfE 4 UCHADST: 27} 8ol A1)

4 S1HZ k= (non-steroidal anti-inflammatory drug, NSAID)

9| °f7fX|0IEf 7f ALRE AIEotE OlRE, B ¢ dHA7IL 18
OMel HS AES Sol0] Yt RES Aol XYM Q| ergal &85 Sold]

g = 2B 2 TR |EOIM ] OtATLR ALZO| &
St0f MIS-C 2tMOIM = OFALRIS A 2 1S0] QU

r
N
%=
o
It

o

ofm

5l 2021 7€ 1Y A|x HMAZ(Z 33271) 015 2819 ZHMRAH0|E(9
2 10Y)E MG & 335710] ZMEIACE O HIR0l= OHMA|Q ZA

20%He| BIZE ZIEsi0] Al et Ay
2 QIoIT, ZHEKOI 2724 FFHOR 3MO| AT} MEHTICH

Al-Ghafry 5(2021)9] A7t= B 7|2 -2 A2, MIS-C 40F2 MIS-CE
A2 HUACL 7|E0 HX| 42 26FE HAZCE HHGHH H|WSIACE MIS-C At
9| 50%7} enoxaparin B™HLQH(+aspirin) AT 50%7t aspirin HESLES BT
Whitworth §(2021) & DelBorrello § (2021)2] 371 S ALZ MIS-CZ &5t
SIS 24 1388 H 6F0IM FSUEMOLUQHS L2 A7 LT 0] L0 &SI

(&3]

Searching Initial

Update Jul 2021 Sep 2021
Evidence NRS 3 +NRS 0
Update =NRS 3

(22 1], 27 &9l YE|0|E 315t

SeIE 271 B A e 20

ZtQoFE (GRADE Summary of Findings Table)

Aol A= 27H(1, 2)0IAf MTAZE UL, 1H(2)0A MIS-C S5 9F S0fA
1% AU X2 M= enoxaparing AF2ICH COVID-19 &2 MIS-C &Xto| QI At
1G] BIot] HXO0| Lelot™ 28% ALt
g fl._fa.jOH)d 2HOA (1, 3) EH LM UL Whitworth (2021)9] SIH0AME=

1 Ot 26K 25 124 0|4, enoxaparin 5
QHES HIX| LU
g-_rl()ﬂkI MO0 “”‘”if MIS-C 99
%(ICU) 3H2 YHrHA
i HEZ Ol 31 5P(| ‘Eg*%.), 3% ECMO E”OFEE'_ 94_6}04
Ct. DelBorrello £(2021)2] HT0M SH2TQHS 22 D= SIS D-dimer, CRP,

Al

o
fibrinogen, platelet count? HASHE| AT

1=

0

r

ol

=

_H_' 01H
oY 1
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OIATIE! A ST QF
(Aspirin and/or anticoagulants)

I 1. GRADE Z1%n

No. of participants | Certainty of the | Relative Anticipated absolute effects
Outcomes (studies) i froct
(Importance) SIS evidence eree Risk with Risk difference with Aspirin
ol Zw=Lp (GRADE) (95% CI) standard care and/or anticoagulants
184 GO00O 2 AFUARIATT, 15 (Whitworth 2021)0|A MIS-C STErASH
Death (3 observational Very low’ 1/9% AfZH(enoxaparin), COVID-19 22 MIS-C &kt
studies) (Critical) QU2 AFUEL 2 3%QIC| HIGH SH0| LHAGIH 28%HS
184 000 Al-Ghafry (2021) enoxaparin+aspirin 827 2 aspirin ¥5z 25+
) SHZAL Qlole ST A 9IS
SR (3 observational Very low? ZA 9942 DelBorrello (2021) iA1= Whitworth (2021)

MIS-C 9| A &7 9/138% LAl (= 124 04, enoxaparin 5%,

studies) (Critical) UFH 33(1312 enoxaparin Z& ) MO B2 71 QS HIX| O19)
Whitworth S(2021): 20| &5t MIS-C 98 & 6H2 ASA|2A!
0 groo | 10U 88 BHBH O3 Halenoupar) 18 NCAA
e &5 (2 observational Vorv low? 9 THA| LA ATEZ OfHiR 312198 1K 242 ). 38 ECMO i,
studies) v DelBorrello (2021)3/2 11288 e E SRS D-dimer, CRP,

fibrinogen, platelet count7} H4kst Z|L Al”* =hl =2 2EE R

*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

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

Explanations
a.low event rate
b.Small sample size
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THQIAL| . YR XTIHSEIBOIMC| ZD9F HTE 510] MIS-C SIA] SHA H Ao
QICHD ZHBICIDH RIBHEl 211 LYOJA] OtATIR rR°| SsiE HEFsH| QL.

3. 71Xt HE e

OtAIZIZ MIS-C2 FARE e S¢S 20I= 71| oAl 00 ALZE1 e &

HO| H7|17t SHEU MIS-CHME MSE7F =2 7HsH0] QUTH XIZ7HK| MIS-COIA Q|
OtALIZ AE2 72| oS A8 ZE0| ZHEHQI SHE MEHZ|0 Lt OFAIK]
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MIS-C BHXIOIA D-dimer, T2\ 7 AL, AT 4| H517} 55| HRED SHES Y
M I3 Z710f (43t 2247 ATk £7| MIS-CO| YAX E4S RT3t 5t G101 1862
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I2LH9 At A=E ?let Y= AIH
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(el OotATIEI 2 OilS BET QF

(Aspirin and/or anticoagulants)
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CQl.2 pa=E=N,
(Rapid antigen test, RAT)

243 1. F2LH9 REMKIS (A0 2 MasteIZiALel Rict Hate
adE= 2. F2LNQ PENYNE O A4EZAS FIEt HaE
PICO 24 Population: T2LH9 QASXHREA, 254 T3
Index test: AM&SHRAAAL
Reference standard: RT-PCR
Outcomes:
(SAR) DIZtE, S0/
Study design: Xt HEtE A7
- 1. A2LHO7L OMEI= QBN SXIA| MAEAHAIES
PCRS A3t 4 Ql= A80IM SA0| U= A0 o Al
D2 HTSTHC, TS Al i)
2. ARZLHOT} OJAE[= 2EA SRS MASHAZA}
2, HISZ: D, Al i)
X TR0} QMG REARPE R2LH9 BXXY L5
= XS ojn|3t
MABAZAL MEEAZALS TEE ZA L T2ZLHO Blo[2{A T4 A=(Ct
o vl Bt BAI0] HARHO|CHEY IR E01M 20.11.172A
32 YZIA IS EA| OHY” BES.

ZEPATES Salf 2021 68 29 X HMRE(T 2,56372) 0% 29| HAMAH|0]
E(92 10%, 102 10¥) & Scll & 2,765(2287 F7h)740] ZAM=(QIC}. 01 HIE0=
GRS BMZ T} BTt

M=t 258 083101 M(screening) & &
| x

o

=

ST 7152 MBSIHOH, HEHOR YENX
[l IS

W)

Searching Initial
Update Jul 2021 Sep 2021
C o~
A4
Evidence Test accuracy +2
Update study 24 =26

AAL e G 35 26 18HE (NCE SH=IIE HAHE 2t RE 11H(61%),
) H

(5%)0[QICt, EAE= 2020 STt 1

TFZL9 RBY SR USSFRAME ARE A, PAE 0.692(95% Cl 0.603-

0.768), £0|% 0.993(95% Cl 0.973-0.998)2 LEFLLH S4 MY S Zot6t |8
£0] 20213 118 71& 2 1%=2, Slif tH] REE0] HORE U2 =0tE HE X8t
Of ZA REES Iofe 4 AEE YYHEELY SYHSEE MHEoIUH TH Fates
flet SLotl, FHEO] 0.5%, 1%, 2% I FF0Z== 0.300, 0.500, 0.70022, F
HEO| Z2+5 X Za0| Q= SAE Hotd 50| SO0tk XS =AU 4~ UG OFFt

HE== 0.998, 0.997, 0.9942 FEE0| ZO0IXH SYHEE7t HOtKl= A
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CQl.2 FaEE =),
(Rapid antigen test, RAT)

H 1. GRADE ZuQoH: R54X e

Effect per 1,000 patients tested

Outcomes No. of stu_dies Sty pre—test pre—test pre—test Test accuracy
(Importance) (No.of patients) probability of probability probability Co
0.5% of1 % 0f2%
True positives
(patients with 3 7 14
symtomatic (3to4) (6t08) (120 15)
COVID19 patients) ol
e ) cross-sectiona
False negatives 26 studies (cohort t SO0
: 2117 patients conort fype Low
(patients accuracy study)
incorrectly 2 3 6
classified as not (1t02) (2t04) (5t08)
having symtomatic
COVID19 patients)
True negatives
(patients without 988 983 973
symtomatic (96810993) | (963t0988) | (9541t0978)
COVID19 patients) _
— | 26studes Cf’csosh';ﬁ“oga' DDBO
False positives 4628 patients /P Moderate
(patients accuracy study)
incorrectly 7 7 7
classified as (21t027) (2t027) (2t026)
having symtomatic
COVID19 patients)
Explanations
a. SR MYS PAQ 52 4N HEOZ MNHK| 2 47t S
b. PZEE H2 W2 2Xot AS
c. AMEF7te| Z0| HX| 4=
d. S0|=9] MEZF710| HX| ¢S
SSAX et o7 St 28 13He N2 SH=TIE A4HE 21, K8 61H(46%), S0| 3H(23%), OFAl
0f2 2E 1E(16%)0IUCL. 28 BE SHIES 202110) STEACE

— [L
TEY BN USSHEME ARt 24, 2
q

- O= —
£S42 AN 0| U SXIS Ol HB0| FOIKI= XS Holzt 4 9
0.995, 0.98892 Q20| 0K SHUSET} ROl 1S SHOIZ 4+ ULk,

2
Q2 Zo15t0] LES0| 202113 118 7IZ O 1%, B4 T SES0]
5 HALS RRAS TofE 4 QIES UNUSES SHUSEE MESIUCE
|2 SYotl, FHEO0] 0.5%, 1%, 2% I FHHE== 0.667, 0.833, 0.9002=%, RYEE0|
Cf. OFEIRI2, S40ISEE 0.997,
[e]]

H 2. GRADE ZHQoH: SZYX LY

Effect per 1,000 patients tested

Outcomes No. of studies

i re—test re—test re—test
(Importance) (No. of patients) Silidydesign . . :

probability probability probability
0f3% 0f5% 0f10%

Test accuracy
CoE

True positives

(patients with 2 5 9

asymtomatic (2t03) (410 6) (7t011)
COVID19 Patient)

False negatives 13 studies cross—sectional
(patients 676 patients (coort type
incorrectly accuracy study)
classified as
not having
asymtomatic
COVID19 Patient)

(2103) (410 6) 9t013)

00
Low

True negatives
(patients without 994 989 979

asymtomatic (992 to 995) (987 10 990) (977 10 980)

COVID19 Patient)

[E— ' cross—sectional
False positives 13 studies (cohort type

(patients 17820 patients accuracy study)

incorrectly
classified
as having
asymtomatic
COVID19 Patient)

0t03) 0t03) (0t03)

S50
Moderate

Explanations

S MY FAQ 52 (4K HECZ Ao U2 7t UE
DU E §2 YRR BEot As

dlZzte] 20| 9X| s

S0|=9| MZHZt0] HX| 3.
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AlLSHIZH AL

o =T

(Rapid antigen test, RAT)

a1
I P

1. 2H4+Z(GRADE H8)

1o
IZL 19 REY, 75 At BF U&EEM

g o ATFHHTE N A70| 57 2
HAEL BNT NYONY £2 HISY T UYE 24 ALl YHY SN 53
0] HOIX 'H'OR WIISIC. M2k B8 2H+ES WSO BIfslairt

2. 0|52t SJ3H

A=ZLH9 *é@%’**fé STXHANRT-PCR) ChH| 2HA H50| R0t RE XA &
0| OfH B
= MEAMEN |:.*E7 P20t ALE-2 HIGHA| h=Ct. XK 28 2H=2= UUETt
WHO A3t 71291 BIZE 80%S DIESIR| 2102 A% M2 XIIX T,
A8 Jtstt M== HRIFEEE H

A ZEE SEHE FHY £ U S dHUS VIECE Mot A1, YUY 7Y
o|Liel H< 2iZ= 0.838(0.774-0.886), £0I= 1.000(0.178-1.000), 8 0|%9 A
9124% 0.407(0.285-0.542), E0|%= 0.995(0.840-1.000)22 LIEIL}, ALY HIO[2{A &
0] HE A|710]| Ar2oH0F HCt ket ANE 28 4 EH AL HEO[2{A 0] 'ZFE A|710]
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&t eit2M TELHIZUE0| ME = 42 S0E ALE0| 7tsotH 22 F X7t ofd x|
2 HIZ0E AL80] 7satCt. ESH 2L AFUZ R0 =L 370 KBS (LA
BIOCREDIT COVID-19 Ag Home Test Nasal, OACIHIO|MA 2| STANDARD Q
COVID-19 Ag Home Test, EOFAARALS] FOIAA TFHIE-19 ZSE|AE)0 CHal| 2021
&7, 820l o/tot0f T, RS0| 7ttt HE0ICt. Q=TI L&SHUHAI =IF-0| Tl
QXI5 QUOLE U1 0f0f| CiSH QIX| 10| M HOM MSETH =& 4= Ol 4ECh

2L —

igmg MESHAZAN= XS TA| K2020-290501 T2t 2020.12.14ULEH o2
FUX| AT QY7 |2 L ST LHSH SIAt FE SSXA0| YIsH SZM Z2LH9
20| YMEl= FL F02 ALE0| 7HsotH A2 FAR|7t Ot X9 HIZHZ ALZO] 7t
5oltt BRHE +-662, & D6620, 2F= SARS-CoV-2 SHAZAAULIHAZAN -7t
O ZALO|H ATH7IR|™= 160.060|Ct =ZQI2HES 50%0ICt, 47|=AMZ HAISH 4L

0l g
18] QI7gotH g2l 3% F=LH19 9“'“*% A HASHOF OfH, S ZR2: A
TS T2L 19 STHAF F7F AP} 7kt 22L419 At
= 20214 73 23 7|¥OE Z 1,568207H HLt=|0] oF 94927} Of=, HOIH, Of
E S0l RS=ACH 1 MFl 1€ o Mt 7Fs2 °F 510T7H0|Tt BI22 23] HAt
5t HEZ 15,000 MO|Ct

5. T2 7t YMZISX[E e D H|W
WHO= MAZAY|F2M A 2 L2t HE2E o= U= W8S MAlot! ALH, A&
AR nucleic acid amplification test (NAAT) & ZLHOIA AL E QI real-time RT-
PCR EL} Moty W2H active SARS-CoV-2 HE2 X._._ﬁf'_ﬁl AEY 5 %'XIE.'J, Bt
0|HAQ 0| R, HO| £7|, RHE0| 5% Ol mf 7HY MASICIL HAlot
of, HE0| H2 dEMs SHUSE0| K282, 0| Z2 NAATE A
2 O, MESRAAAOIM 01 AR &ARIZBOE NAATE At8dt= A
10 BAloH! UL} AEtEAAE TZEIE NAAT O B2 %of =
ZA| O] SHAIEE Aol M8 715t HHS LSS0 HEisHof
. NAATY ALZ0| Higtel HE0ME REHARE HEAIL A2 EAR f% a4
2 FEUNIM UM = HAIE|0{OF STt HIAISHH, NAATE ALEE 4=
Ne A2E 112{80F st SEXCZ WHOL| A2 NAATE A2E 4
FEE0| =2 MM MEFHLALL] AFBE HSHoHA| 4= #0211 & 4 QU0
0]= CDCY Interim guidance for antigen testing for SARS-CoV-9 (Upd
Sept. 9, 2021)0i M= CrYsh ZAIZOIM ANE, SEHASHY 90|E HMAGHL UL
SARS-CoV-20i| Chgt RHE 7EX|2 MEM JEX|0f [t ZHAM] XS O[alohof otH, FEE0]
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LSRR AL

(Rapid antigen test, RAT)

=

TApe

i

JEUME S0 =2 dARRID SX2tE YI¥GS /0] ASS HE =0 285t

H 3o TIO

PHEOIAM = H%%%’:. tE COVID-19 SH0| Gli= 0T AE5t21 #ofal /IS
PCR gAME E=5 Piloldl UL}, I=2 HE =719 &5 HE £
O=AN, *'ﬁg*%“kf MNESH2 SHtgleH HES AZ e de

{0 50, 7HOI0| QA HEOAS XE7h ASIAZAAL kit(Xiamen Biotime Biotechnology,
Xiamen, P.R.China) 147HZ SHAHO| Y&56t0 X7HEALS 7HsotA ol QACH

0

T 2 0f kI T
N

ru

6. 7[Et 1AL

29 AZHEAY |IE= A MFA RTREAIRE 22| HES ot 2

I ZX2EE 28E MEE UM B A9 4 HFEHESEN UHEI HY =5
O,

SO0 HA AF LY 012H0] HM EEaleH| (222 Aok ¢i=t.

1. Alnababteh M, Hashmi MD, Vedantam K, Chopra R, Kohli A, Hayat F, et al.
Extracorporeal membrane oxygenation for COVID-19 induced hypoxia: Single-
center study. Perfusion. 2021;36(6):564-572.

2.Yang X, Cai S, Luo Y, Zhu F, Hu M, Zhao Y, et al. Extracorporeal Membrane
Oxygenation for Coronavirus Disease 2019-Induced Acute Respiratory Distress
Syndrome: A Multicenter Descriptive Study. Crit Care Med. 2020;48(9):1289-1295.

3. Cain MT, Smith NJ, Barash M, Simpson P, Durham LA 3rd, et al. Extracorporeal
Membrane Oxygenation with Right Ventricular Assist Device for COVID-19 ARDS. J
Surg Res. 2021;264:81-89.

4. Fang J, Li R, Chen Y, Qin JJ, Hu M, Huang CL, et al. Extracorporeal Membrane
Oxygenation Therapy for Critically Ill Coronavirus Disease 2019 Patients in Wuhan,
China: A Retrospective Multicenter Cohort Study. Curr Med Sci. 2021;41(1):1-13.

5. Nguyen NT, Sullivan B, Sagebin F, Hohmann SF, Amin A, Nahmias J. Analysis of
COVID-19 Patients With Acute Respiratory Distress Syndrome Managed With
Extracorporeal Membrane Oxygenation at US Academic Centers. Ann Surg.
2021;274(1):40-44.

6. Shaefi S, Brenner SK, Gupta S, O'Gara BP, Krajewski ML, Charytan DM, et al.
Extracorporeal membrane oxygenation in patients with severe respiratory failure
from COVID-19. Intensive Care Med. 2021;47(2):208-221.

7. Mustafa AK, Joshi DJ, Alexander PJ, Tabachnick DR, Cross CA, Jweied EE, et al.
Comparative Propensity Matched Outcomes in Severe COVID-19 Respiratory
Failure—Extracorporeal Membrane Oxygenation or Maximum Ventilation Alone. Ann
Surg. 2021,274(5):e388-e394.

(WHO. Interim guideline. Antigen-detection in the diagnosis of SARS-CoV-2

infection. Oct. 2021).
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PICO 24

=24 9%
(Evidence
summary)

AZLHQ TITH I X|2 F01 SO HAFS0] oJAlg]
0{0f BH=71?

rir
ox

Population: HMMZ0| 2| 4lel= T=LH9 SFAf
Intervention: 2FZZ EL2CT

Comparators: no

Outcomes:

(SHAR) UHS

Study design: RCT £i= H|Z0] Q= BT (T A7 Z3)

1. HMTES0| o (HAUHAA D-dimer7t Y& SE2Y, HULAS, §8 S Z
2 UBY Lo Axl= T2 EXoA 252 8FCT 2FS 13E + Ak @A
+F: i 23, @1SE: B, XUF &)

CT (Computed Tomography)= 7[2XHC 2 HAKE & AISSI HHELUA 7| K27t
XM EEE Eeoh= RHINZHALOICH, £6] ZYSZ CT (contrast enhanced CT)2)

S22 CTHE
WOl A ZEA|
o= LERLt T

=

OHn

XY= (CT pulmonary aniography, CTPA)S 2t 2N =2 & 1|
SEIHFY =2 I 2YE 0 HAMO| Q= 32 Y| tH| =0 Sorda
TH|AH X

o

=
S0l et =2 MHss 220
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Searching Initial
Update Jul 2021 Sep 2021 Oct 2021
C o~ o~
A4 A4
Evidence 12 +0 +8
Update (2EGIL 11 Case—control 1) =12 =20

(32 1], 27 &9l AE|0|E 315t

J| O|Ato] MOl txt

kT HES F2LHM 02 ECHE (XA = AH) 184

= YMHOZ HMMZ0| oM(TERE, MMAS, S §)HHU &2 D-dimer levelS

B0l SAS0| RE0|QUCH SS9 B HHL 63M|(HY He| 59.8~71), HUH HIE
]

HMMESS OaotA &= D-dimer GRS HMAlSH H7174 4240] UA=H, Tuck S
Riyahi 9| & #70ilM= 1,500 ug/LE 7I1E2E 0[EL O &2 SAXI0IA HATZSO
A20| o SUCHT SIACH (Tuck, 2IZE 81%, E0|= 70%; Riyahi 21Z= 100%, E0|
T 62%). Ooi 59 AFUME D-dimer?| SIS 2,247 ug/L (BIZE 72%, E0|=
74%), PoloFriz £2| M1T0ME 2,454 ug/L (BIZ4E 63%, E0|= 73%)2 HAISIICt. E
5t Korevaar 52| ¢17L0{A= D-dimer levelO| 1,000 ug/LS E& I XFSZ ELECT

HHIAHH"OI E28 Z01 AL Chen 52 SA70ME HAMSO0| Q= 80 9

O

& M09 D-dimer level? {28t Xt0|E ECt (11,070 ug/L vs. 2,440 ug/L,
p=0.003).

TUE

as
ELMOZ JHE 2Xt 5 YYHO= HMME0| QMEN 2HEL EFCTE Alet &
KNS0M HMMES YHES HUst 2H2 20H(7,090H)22 Hr 22.1% £ 10.8%
(2-40%, median 22%)0|ACt 2E0IA HAISH YHEZR HEF 2 r
(95% C1 0.15-0.26, 12=97.5)2 LIEfSICY,

HE A7 U EAE QYR SiCH, R ¢t (17

LRIt HWol0] HMMEO| A0 B2, et SE2Y, ML, 88 52
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A Qo SA517{Lt D-dimer level0| £2 ZQ ZHEZ ELCT7H HAMZSO| Rtk #ixjo| X2
(Evidence U 0| 50) YEHS EOIT YHCH 379| H0ME STA BANN HANSO| wrigg B
summary) TBIRED, O & Korevaar 52 HROIME Z2LE 19 SRIOIA HAIKMZO| 24l Bie 7t
=002 23A0|M D-dimerZ}t 1,000 ug/LOJA Z7I5I0 HAFS0| oME I ZYZZL
EHCTE WS 22 £HBISC J2IL Birk S2 B0 S3A A0 22LH9 3
Xfo| HAMMS erfule s T 2149 RICHE|X| 942 SIXFRO|Lt |9 0|Ho| A8} H|wWs

S M, HI=O| Xt0|7t QLI B ISHAL}. 3t Freund S0| Al3i5t Ch7| 2t
THOAM THE T2 19 SAE2 HMTMES Qgrs F2LH9 A=

£-40] ATt SHRACY.
AYZatet HAE LHE
Tuck, Arru, Expallargas Ooi & 4709 HT0A ZZLHOHH 5SSt HAMSO| A
MTS S0 AULE. 22Lt Poyiadji 52 AL
A AEOILE 712 E S2 YdEne HMME RR0= X107t ¢E2 R
Chen 52| G170 M T4 X.J%OI A= I gl= IE0M AYES XH0|7F GIRAC 012
F 0= QIXt= Lt0], D-dimer levelZ} dual-energy CT

= HHUAZ A

q=

bm

o=2T

o
> nﬂm
it
re
i
0x
H O
30
FII'
I-ﬂJ
U

oM HEXN HARHS (quantitative lung parenchymal perfusion) S O|RACY.

I 1. GRADE Z1%n

Outcomes No. of participants | Certainty of the | Relative Anticipated absolute effects
liseriies) (studies) evidence effect Risk with Risk difference with Aspirin
P Follow-u (GRADE) (95% Cl)
P ° standard care and/or anticoagulants
o0 Yo BAIS (NOR THEZ B CTHY 21, HMHSLAge
Y G000 T 22.1% + 10.8% (2-40%, median 22%).
BECECE N ;ﬁ:jm Very low BIEH A 2T, 917420] 20%(95% CI 0.15-0.26)02 LiEtdD

0[&A40] 97%

*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

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

E@% ZE A0 QUADAS ZE7t FHQI "ghAt ME I HIEEHAOA HIEF 20|
ESCE NI, 2 012ge=z °|ot04 HiZ2Y S=0M Bt SE5 HFUL, H2

o
F2Y UM SS0| HORA IR HE22 FIHERA Tt =

o
£2 T ZS(very low)C2 BIISI2CY.

2. 052t I3}
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3. 7hxlet MEE
D29 BXfe| MBTARI BXIS ORTIO| HEARIS F0P7| 93 HIZY EHCTE A
DL, HARZ0| o= F XAEZ BHCTS D2E 4 ALK 0l0) Thst 249 0|S Tt
LHRIIO| US| SIS T2A5101 T LR Z0| HAIS MBI, 2t 7|2t0] imalx|

ol et oz 20| R H MIFUX| X1 FoH0F BiC.

4. RIS B3
F2LN9 B TS SXOR B ZYZY BYCTE 2YF0IS IHGH0] HIZHOR T2
2 X g8 HOR MASI

= o

5. T2 7t YARIZ KT 7T bl
BIIX| T2LHO BXIO] HAKZ FIEIS 9J5t ZUEY FRCTO RBH0 Thet YARIZ|

s

o
ro

6. 7IE 2fAF

COVID19 EAf0 A= HZ 1t HAESO0| SEEACHE 2107t BT HMES2 HEL A=Y
A0 LH27|0f HAHE RFE &f2lok=s 20| SQolLt. HAMNMS2 SSIH Foet 22 X
oF ZX|7H DIR01E 32 HEgls S dRNE REE & Ut 285 S5CTs HAH
S T 50| Bt JLHAO|H, UM THY 71E22 AR UCE

SYEA HEEOA LY TS GLot7| Hlo YRR SHE SYEAEH 280] E
20ttt
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EN25 1. Arru CD, Digumarthy SR, Hansen JV, Lyhne MD, Singh R, Rosovsky R, et al. era of COVID-19. Clinical medicine (London, England). 2021;21(2):e155-e60.
Qualitative and quantitative DECT pulmonary angiography in COVID-19 pneumonia 13. Jin KN, Yoon SH, Park CH, Beck KS, Do K-H, Yong HS. KSR/KSTR Guidelines for
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