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CQ1 COVID-19EBEIZCIZFEESELEZEERSTEIMN?
HEE
V BEBEEVELLLEVBEREICI7ZFEESEILDOEBELZEHET S
(BLVHE EOEEHODIET X : GRADE 2C)
vV BEEBRE/AGENEBEZLELTLHIHEERE. ASVICAIRRIEE &
FABREVELTHAIEEREICHNT S I77EESELDREIZOVLTIX. R

BEATIEHEEIEZRLAL (no recommendation)
HHHE 2021 4%E1 827 H

CQ1 (ZB8Y HBMEH : EIRAIER

1. #ATETYADRoBHYTI)—

B2 DHEDIET > RD RoB % Cochrane RoB
20 #FEHALTEM@A L=, 2020 £ 12 A 31 HEFR T
J7EEZENLICEATHRCT X 10 KH o=, K
CQ THBELGYERXITIEZMA, S KIBIZIEZ 5
# (Lou 2020. Ivashchenko 2020, Balykova
2020. Ruzhentsova 2020, Udwandia 2020) & 7%
2fz, ENIZHLD, HBEICHDIMVANILRAEZE
RXITE=RRM 5B & LT,

&% D weight D K& 53 (& Ruzhentsova 2020, Loua020 | @ | @
Balykova 2020 M 2 XIS & Y b bhtze BIEE | cpenmsorazon | @ | 2
BEREBEEMRE LTV, BEILRE - PHE Udwandia 2020 | @ | @
BEMNEELTL =, LAMLEGAL, Balykova
2020 DR RBBIFHFEIF 15%THY . FEELREL TGN EMD, T
LTEEERMRELEZIET R EHIB LT,

£ TO RCT X open-label HEETHY . X7V b ALLUSNEEEM/ N1 7 ADNER
Shd, REMNBNATRYRVIEERIZTRTEY Some concerns & FIE Snfz,

UEKY, BEATHEONDIIET VREIBEREZRRELIZLEDOATLTH
Y, KAA FSA4A UNRIILRERIT. RBETHRTHEIEHREPELE - EEICHT ST
ETURER+2THS EHIER LT,

= | Deviations from intended interventions

wJ
® ® ® ® @ wissingoutcome data
. “

= | Measurement ofthe outcome

Balykowa 2020

. . Selection of the reported results

e . Randomization process

lvashchenko 2020

)
wd

MHEAEMKZETERCTA 20204 9 A 21 BHIZ2AB & A o 1= (Y Doi, et al. Antimicrobial
Agents and Chemotherapy Sep 2020, AAC.01897-20) ., FEIRERIIEHIRG/MIARES %
BT ETHAUTHY . FEOEEBROMRILA CQ TIXAALRTETH D, BER
BWEHhEEIT O ERER, HAICAWS I ENTEET— R (FIRBETERETH o 1=,
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2. IETVRAEWNEED T—TI
21 Z#xLAMFOY b+
LEFREE (715 BERA)

Favipiravir Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDE
Balykova 2020 o100 0100 Mot estimanle @288
Ivashehenka 2020 240 0 20 531% 2,66 [0.13, 50.95] —r— 771@®77
Lou 2020 0 9 I} 10 Mot estimahble ?27? . ?7?
Udvandia 2020 o7 1 B9 469% 0.32 [0.01, 7.82] L [ B BN ]
Total (95% CI) 220 199 100.0% 0.97 [0.11, 8.59] —oE RS
Total events 2 1
Heterogeneity: Tau®= 0.00; Chi*= 0.86, df=1 (P =0.35);, F= 0% o 0 10 100

Test for overall effect Z=0.03 (P = 0.98)

BREEAEIRE (7-11 HERR)

Favours Favipiravir Favours Control

Favipiravir Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDE
Balykova 2020 27 100 15 100 29.5% 1.80 [1.02, 3.17] @288
Ivashchenka 2020 1240 30 72% 2.00 [0.64, .29] —Y—+ 22 @2 7
Lou 2020 z g 110 18% .23 [0.24, 20.57] +22@2 72
Ruzhentsova 2020 83 112 0 56 61.4% 1.4% [1.00, 2.18] —il— @2@®7 72
Total (95% CI 261 186 100.0% 1.61[1.18, 2.19] -
Total events 100 34
Heterogeneity: Tau®= 0.00; Chi*= 0.57, df= 3 (P = 0.80); F= 0% =3 A 3 5'

Test for overall effect Z=3.04 (F=0.002)

KEERIEKRHEDT I b HLKE
Ivashchenko 2020
Lou 2020

Balykova 2020
Ruzhentsova 2020

EEAEER

Favours Control Favours Favipiravir

=
=

EREIC & BEFRR
NEWS-2 M) 2 S EDEE. £FER
WHO 8 EXFEEEIZHI1T5 1 RiFd
WHO 8 BRfEEZICH T4 1 =il

4

4

L

Favipiravir Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDE
Balykova 2020 3 100 0 100 96% 7.00[0.37,133.78) + @207 8
lvashchenko 2020 0 40 020 Mot estimable T7@7 7
Lou 2020 4 10 410 T1O% 1.00 [0.34, 2.93] L 272@®7 7
Ruzhentsova 2020 I 106 o &3 92% 52 [0132, 51 64] * + @@ 7 ?
Udwandia 2020 o7 1 B3 8.3% 0.32[0.01,7.82] 4 + @202
Total (95% CI) 327 252 100.0% 1.20 [0.48, 2.99] —ee R R ——
Total events 9 a
Heterogeneity: Tau®=0.00; Chi*= 2453, df=3{P=047), F=0% 2 0 5 5

Test for overall effect 2= 0.38 (P = 0.70)

Risk of bias legend

(A) Randomization process

(B) Deviations from intended interventions
(C) Missing outcome data

(D} Measurement of the outcome

(E) Selection of the reported results

Favours Favipiravir Favours Control



22GRADE T EFAAJ7274I)L

#Hxt xt

(95% Cl) (95% Cl)

4 RCT | &l | #ac | BT | B@° | #L 2/220 1/199 RR 0.97 ofewer per 1,000 | @BOO | &X
7Ly AN (0.9%) 05%) | (01110859 (4 fewer to 38 i3
more)

BRRAER R E(7-11 BE )

4 RCT #ale | ®uT | ®uc | ®uc | &L | 100261 39/186 RR 1.61 129 more per o | =X
B B B (38.3%) (21.0%) | (1.18t02.19) 1,000 H

(38 more to 250

more)
EEREER
5 RCT #ae | 2uc | 2uce | e | L 9/327 5/252 RR 1.20 4moreper 1,000 | @O0 | =%
AN H L (2.8%) (2.0%) (0.48 to 2.99) (10 fewer to 39 i3
more)

Cl: {S%8XM; RCT: U4 LEHLLEHER; RR: YRV

A (REEREL. «0.05 #HHH80%& LTEHE)
a. BHO RBIEE (SvHLETOER, BRILENAANSDBEEGE) TRUEHHES AT
b. REERE (0IS) HEZELST. FHERMEDEBALL



2.3 GRADE Evidence-to-Decision +—7JJL
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HREICEI OMEmERE. PHFE. BERE)

j:ﬁ:l

Ha

v BEBRSELBELLZVEEBREFIZIFEESELOREEHBHEIT S (BLHE/
EOREEMHDOIET VR : GRADE 2C)

v BREBE/ARNBEJLELTIVNEERE. UL VICAINTRHBEE SLhaREd
BLIZEERBICHNTZI77EESELDREIZOVTIE. BRATEHERZRRL

7Ly (no recommendation)

EZtE

BREICH LTIE, EELOHREEF LLAVMRZ LESAIEEAS LD, ZOIETY
ADWHERMEE ME] THof=, TNOEZHAMICHIETL., FHASOHEE L=,
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T A ETHITT,
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ES R &ET
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MELDEFLEE

UTORBICET 2READVROLNES S,
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-hEE, BEERRELEREEETET Y FHLITEE L RCT DX
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- J7EESELBREREFICETIHERDARMBEOHKERE




CQ2 COVID19 EEICLALATELEBETEAN?

HER

vV BEBSEZVEELEVBEBREICHTELALATVEILOEREIZDLTIE.
HEATIEH#HREZERLAZL (no recommendation)

vV BEERS/ABRNBRELELTIPEERBEICLLATVELORELZHELS
HET DL (BULHE POEEEDIET VX : GRADE 2B)

vV AIMEBRER SR AREFVELTIEESRBICLLATVELEZRSL
BOWIEZHLHET S (BUOHEDOBEEREDIET VX GRADE 2B)

BHA 2021 £3 A30A

CQ2 [CB8Y HBMMEH : EIRAIER

1. #ATETYADRoBYTI)—
BrOMAENDIETAX (RCT) M RoB %
Cochrane RoB2.0 Z{#/A L CTFHliL 7=, AT

ET > XIE 44 (Beigel 2020, Wang 2020,
Spinner 2020, Pan 2020) T#® >7=, % 2 ffth
5 120 RCT (Pan 2020) A%BHNE#H o 7=,
Beigel 2020, Wang 2020 (F=EF#®{b stz
RCTTHY. RoBFHHIZH N THRELER
HIZEL< ., Low &5HMfi L 1=, Spinner 2020, Pan
2020 A —T S RIVERERTH S, Spinner
2020 DR AMRICFEET 531 T X221V T
(F. ITT@HFIMN I TH 5T Some concerns &
i Lf=s Ff. 7O MALOAIEICEALTY
FHEEMNBFICEE L TERIESN TE LT ER
ERRECERERETSEROYIMICEE T AR
4% % & L T Some concerns & &4 L 1=,

Beigel 2020

Pan 2020

~ | @ | @ | Bias due to deviation from intended interventions

~ | @ | @ |Bias in measurement of the outcome

Spinner 2020

. . . . Bias due to missing outcome data
. . . . Bias in selection of the reported result

. . . . Bias arising from the randomization process

Wang 2020




2. 74LAXFFTOY
LEEEE (14-28 HEEA)

Remdesivir Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
5.1.1 mild
Pan 2020 11 661 13 664  6.6% 0.85 [0.38, 1.88] EEaE ey
Subtotal (95% CI) 661 664 6.6% 0.85 [0.38, 1.88]
Total events 11 13

Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)

5.1.2 moderate

Beigel 2020 31 402 48 364 15.6% 0.58 [0.38, 0.90] —_— (1111}
Pan 2020 192 1828 219 1811 28.5% 0.87[0.72, 1.04] — eee
Spinner 2020 3197 4 200 2.2% 0.76 [0.17, 3.36)

Wang 2020 22 158 10 78 82% 1.09 [0.54, 2.18] —_— eceee
Subtotal (95% CI) 2585 2453  54.5% 0.81 [0.66, 1.00] &

Total events 248 281

Heterogeneity: Tau? = 0.01; Chi? = 3.39, df = 3 (P = 0.34); I’ = 11%
Test for overall effect: Z = 1.93 (P = 0.05)

5.1.3 severe

Beigel 2020 28 131 29 154  14.2% 1.14[0.71, 1.81] —T (1111
Pan 2020 98 254 71 233 24.6% 1.27[0.99, 1.62] - [
Subtotal (95% Cl) 385 387 38.9% 1.24 [0.99, 1.54] <

Total events 126 100

Heterogeneity: Tau? = 0.00; Chi? = 0.17, df = 1 (P = 0.68); I’ = 0%
Test for overall effect: Z = 1.89 (P = 0.06)

Total (95% CI) 3631 3504 100.0% 0.94 [0.75, 1.19]
Total events 385 394
Heterogeneity: Tau? = 0.04; Chi? = 11.99, df = 6 (P = 0.06); I> = 50% o2 1 ¢

Test for overall effect: Z = 0.50 (P = 0.62)

Test for subgroup differences: Chi’> = 7.46, df = 2 (P = 0.02), I’ = 73.2%
Risk of bias legend

(A) Bias arising from the randomization process

(B) Bias due to deviation from intended interventions

(C) Bias due to missing outcome data

(D) Bias in measurement of the outcome

(E) Bias in selection of the reported result

Favours [Remdeswlr] Favours [Control]

X EIERE S

Beigel 2020

Ordinal score

BIE 1 ARROBEPLFEHFIREL, 2: AROBEIELZVLAA, FBFIREHY. B
LLIFEETHRREREZET S, 3 ARZETIHNERMNAZRELLL
LYo

PEE 4 AIRZEL. BREZVEL LGV, EBRNNTALIBRETHY . WL >
FrUoTREEZRDD, 5: AL, BRESZET S, 6: AL, FE
EHTLEE - SRERIREETET S,

BE 7: AIFREHELLIIZECMO 2E9 5,

Pan 2020

BE - BRERS5GL

hEE BRERSHY (ERED)
=IE ATHIRERE

10



ERPREERHE (28 HFFR)

Remdesivir Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
5.2.1 mild
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

5.2.2 moderate

Beigel 2020 336 402 275 364 49.7% 1.11[1.03, 1.19] =
Spinner 2020 174 197 166 200 40.4% 1.06 [0.98, 1.15] L
Wang 2020 103 158 45 78 5.4% 1.13 [0.91, 1.41]) -
Subtotal (95% CI) 757 642 95.4% 1.09 [1.03, 1.15] ¢
Total events 613 486

Heterogeneity: Tau? = 0.00; Chi? = 0.64, df = 2 (P = 0.72); I = 0%
Test for overall effect: Z = 3.20 (P = 0.001)

5.2.3 severe

Beigel 2020 63 131 77 154 4.6% 0.96 [0.76, 1.22] — eeecee
Subtotal (95% CI) 131 154 4.6% 0.96 [0.76, 1.22] <

Total events 63 77

Heterogeneity: Not applicable

Test for overall effect: Z = 0.32 (P = 0.75)

Total (95% CI) 888 796 100.0% 1.08 [1.03, 1.14] ¢

Total events 676 563

Heterogeneity: Tau? = 0.00; Chi* = 1.63, df = 3 (P = 0.65); I> = 0%
Test for overall effect: Z = 3.06 (P = 0.002)

Test for subgroup differences: Chi? = 1.01, df = 1 (P = 0.32), I’ = 0.6%
Risk of bias legend

(A) Bias arising from the randomization process

(B) Bias due to deviation from intended interventions

(C) Bias due to missing outcome data

(D) Bias in measurement of the outcome

(E) Bias in selection of the reported result

s n

0.5 0.7 ;
Favours [Control] Favours [Remdesivir]

XERFRAEREDEER

Beigel 2020 | BfR3 5. HDWIIARPENBREEOCERNITERIREL LS &

Spinner 2020 | 7 B[ ordinal scale TEI{fTEEAN 5 2 XS LEHET H &

Wang 2020 | 6 EX[& ordinal scale TETEFA 5 2 RIEHE. HHWVIEEFRRRT S &

EREAEER (MEEFEEE)

Remdesivir Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
Beigel 2020 131 532 163 516 82.1% 0.78 [0.64, 0.95] E 3 FFRFFE
Spinner 2020 10 197 18 200 5.6% 0.56 [0.27, 1.19] — 7@
Wang 2020 28 155 20 78 12.3% 0.70 [0.43, 1.17] —_— (1111
Total (95% CI) 884 794 100.0% 0.76 [0.63, 0.90] <&
Total events 169 201
Heterogeneity: Tau? = 0.00; Chi? = 0.76, df = 2 (P = 0.68); I = 0% + + + +

i 2 2
Test for overall effect: Z = 3.09 (P = 0.002) Favours [Remdesivir] Favours [Control]
Risk of bias legend
(A) Bias arising from the randomization process
(B) Bias due to deviation from intended interventions
(C) Bias due to missing outcome data
(D) Bias in measurement of the outcome
(E) Bias in selection of the reported result

11



3. IETVREHNEED T—TI (BEEEIDYITFTIL—T)
31 BEEBICNTIIETUOREHNEED T—TIL
311 GRADE TEF>YRXR7O77AMIL

FERY BE

PR | BIRT | 8MMFR zoft | LATY Lizbel Mt
R | FEEH | THRE
® |1 | OURY DER (95% CI) (95% CI)

SFRART  (BfE)

1| ReT | maicn | much | maen | #Emiz | mo | 11661 | 13664 RR 0.85 sfewerper 1000 | @O | =:x

Ly Ly (AN 3 (1.7%) (2.0%) | (0.38t01.88) | (12 fewer to 17 more) ®

Cl: {E38XM; RCT: 04 LELLEHAE RR: YR

BA(REEREE. ¢0.05 HEHH80%E LTEHE)

a. ARBEETHLHN. BEREZLELLAVEERTHYEXRIA FSA VIZBEVWTRHBEREICHESNLEET
HoHEHIELI=,

b. RiEIEHE (OIS : RR0.75 & LTHHE 10797 ABE) £H-ET. B%EMREHFIE & FICET DEBRMICE
KD HSHEME (RR=0.75. RR=1.25) DEAZEATLS ,

12



3.1.2 GRADE Evidence-to-Decision +— 7L
CQ2 EJECOVID-19 BEICLLTVENLZEET EZMN?

£H: A COVID-19 & (824E)

T A: LLTYELEE

LB n BR: T3 eREE

EEBTI LD L: £RART. BRRERKKE. EEFEER

2y Ta2Y: AlREE

BADBEDRR

LATYEIL (RL)—@) &, TRSHIMB. I—ILTLT AV ABRREDEREE LTH
Eh, £0O% MERS. SARS. SARS-CoV-2 Z2(Z L& T 5—FH RNA I 1 JLRIZHT 24
AIWRFEITRENTz, RNADAIILRDOESERICIEE Sh 5 RNA dependent RNA
polymerase Z#ABIZEME T HERTH S,

Bl

COMBEIFEBESBETIN?

H b7 JH—FIETUR

O Lz LLTYELL, £HRTHHTCOVID-19 [T LERBENT-AEETH S,
O 8F6<. LWLW& 2020 £ 5 A1 BIC7A ) HEARECTRAFERAIRBO LN, RFBTH THEFHIAR
O s8ZF5<. &Ly HIE] I2&Y 20205 A7 BICHEaOF 9/ L RBREEADABEEL LTEK
[ YA BINf, F2020FE 108228, 74U HERETREERKICEE S, U

L&Y, CQIARICHRLEBRHIERENREVEEZ DN D,

O &FEEE

O 250

ZFELLVHE

FHEINIEFELVIRIGIEDEEDLDTTHI?

H b7 JH—FIEFUR

O Heh BESREEFRE L1z RCT (Pan2020) HXHAERICABSNT-, LEEEE
O & (2xtd BMBHTHE FFRH=14) 1£. 1000 A&tV 3 ADAELN95%Cl: 12 A
O DEN~17T AZW), BRERBEICETIHRECEIFATEST 2R
O XEWL
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31|y JH—FIETUR

OXEw EEATERICEHL T, BEBFEENRELETFRBRHATEEL, 22

O T, PEEHDIVIEEBEFEZRRE LI 2HORCT OTF—42 #FIH L Tl
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2. IETVREBEHEED T—TIL

21 Z4#LArFOy d 7oL TOY bk

2FRAET

(14-30 HEFR)

hydroxychloroguine Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% C
Abd Elsalam 2020 [ 97 5 87  06% 1.20[0.38, 3.807
Ader 2021 11 145 12 148 1.4% 0.94 [0.43, 2.08] I TR
Cavalcanti 2020 9 2N 8 227 1.0% 1.16 [0.45, 2.94] T "
Chen CF 2020 1] 21 1] 12 Mot estimahble
ChenJ 2020 1] 148 0 16 Mot estimable
Chen L 2020 1] 18 i} 12 Mot estimable
Dubee 2020 [ 124 11 123 08% 0.54 [0.21,1.43] TR T
Harby 2020 418 14861 788 3155 80.8% 1.07 [0.97,1.19] [ |
Lynabakken 2020 1 26 1 28 01% 0.96 [0.06, 14.58]
Mitid 2020 1] 169 o 184 Mot estimahle
Omrani 2020 1] 180 o 147 Mot estimable
Pan 2020 104 947 84 906 11.3% 1.18[0.90, 1.56] = R
Self 2020 25 242 28 237 30% 0.98 [0.58, 1.68] R
Skipper 2020 1 2N 1 234 01% 1.01 [0.06, 16.10]
Tang 2020 1] 75 1] 75 Mot estimahble
Ulrich 2020 7 67 G 61 0.8% 1.06 [0.38, 2.99] o =
Total (95% CI) 4109 5658 100.0% 1.07 [0.98, 1.18] '
Total events 588 941
Heterogeneity, Tau®= 0.00; Chi*= 2.7, df= 8 (P = 0.87); F= 0% t t t t
Testfi Ileffect: £=1.52 (F=0.13 a0 . 2 es
estfor overall effect Z=1.52 (P=0.13) Favours [hydroxychloroquine] Favours [control]
0~ SEC0gIRR)
T o}
0
[e]]
(o}
05+ (o] O
%
14 i
@
15+ H
b - : Rk R
0.05 02 1 5 20
s
FRARAERE (14-28 HEFR)
hydroxychloroquine Control Risk Ratio Risk Ratio ias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI E
Abd Elsalam 2020 52 97 33 97 28% 1.88[1.13,2.20] 7?7
Ader 2021 g5 145 g2 148 T.0% 1.06 [0.87,1.29] RN @
Cavalcanti 2020 185 22 195 227 225% 0.97 [0.90,1.05] b @
Dubes 2020 a8 124 93 123 124% 1.05 [0.891,1.20] o L @
Hoarby 2020 941 1861 1882 3185 302% 0.96 [0.91,1.01] i @
Lyngbakken 2020 23 26 21 25 59% 1.05[0.84,1.31] — = = @
Self 2020 191 242 185 237 1983% 1.01[0.92,1.11] = L]
Total (95% Cl) 2416 4012 100.0% 1.01 [0.95, 1.07] L 3
Total events 1574 2591
Heterogeneity: Tau®= 0.00; Chif=10.71, df=6 {P = 0.10); F= 44% DTS Df? 1-5 ﬁ

Testfor overall effect: 2= 0.31 (P =0.76) Favours [control] Favours [ﬁydroxychloruquine]

Abd Elsalam 2020 (5t £ [El1E (FFHEEZAEA) . Ader 2021, Cavalcanti 2020,
Dubee 2020, Horby 2020, Lyngbakken 2020, Welsley 2020 [E:&F (WHO clinical
improvement ordinal scale 0-2 # &%) ZERKRMRELE LTS, . PCRIEEMZER
PRI E & EE L TLYA Chen CP 2020 (Xfi##TH 5 BR4 L 1=,
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EEFEEZ (14-30 HEF )

hydroxychloroguine Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI DE
Ader 2021 63 143 57 148 BRO0% 1.14[0.87,1.81] @
Cavalcanti 2020 3 il 327 2.0% 1.03[0.21,5.03] R @
Chen CP 2020 1] 21 0 12 Mot estimable L
ChenJ 2020 1] 15 1] 15 Mot estimahle o e
ChenL 2020 1] 18 1] 12 Mot estimahle b
Chen Z 2020 0 kil i} il Mot estimahble 77
Dubee 2020 3 124 4 120 2.4% 0.73[017,3.17] T e o ee
Horby 2020 1 1861 0 3155 0.5% B.06 [0.25,148.71] @
Lynghakken 2020 5 27 6 26 46% 0.80[0.28, 2.31] — 2@
Mitja 2020 g 169 12 184 6.8% 0.73[0.30,1.73] P 7. A7
Omrani 2020 1] 140 o 147 Mot estimable
Self 2020 14 242 11 237 8.7% 1.25[0.58, 2.69] =
Tang 2020 2 Ta i} a0 0.6% A.70[0.28, 116.84] E— @
Ulrich 2020 ] 67 8 B B5% 1.02[0.42,2.49] o N 1T}
Total (95% CI) 2859 4455 100.0% 1.10 [0.87, 1.38] [ ]
Total events 108 101
Heterageneity Tau®= 0.00; Chi*= 3.97, df= 8 (P = 0.86); F= 0% D=D1 051 150 150

Testfor averall effect: 2= 0.80 (P = 0.43) Favours [hydroxychloroquine] Favours [control]
Risk of bias legend

(A) Selection bias(randamization process)

(B) Performance bias(Deviations from intended intervention)

(C) Aftention bias(Missing outcome data)

(D) Detection bias(Missing outcome data)

(E) Reporting bias(Selection ofthe reported result)
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22 SEEH - IV IL—THT 2FEEET
O BRERE, hEMERE. BEM

hydroxychloroguine

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
111 8BE

Harby 2020 a8 362 98 750 10.2% 1.21[0.90, 1.64] 0 -

Mitja 2020 1} 1649 o 184 Mot estimahle

Omrani 2020 1] 140 0 147 Mot estimable

Skipper 2020 1 23 1 234 0.1% 1.01 [0.06, 16.10]

Subtotal (95% CI) 912 1315 10.3% 1.21 [0.90, 1.63] L

Total events 549 100

Heterogeneity: Tau®= 0.00; Chi*=0.02, df=1 (P =090} F= 0%

Testfor overall effect Z=1.26 (P=0.21)

1.1.293E

Ader 2021 [
ChenJ 2020 0
Haorby 2020 253
Subtotal (95% Cl)

Total events 259

43
14
438
1046

Heterogeneity: Tau®= 0.00; Chi*=0.05, df=1 (P =082}, F=0%

Test for overall effect: 2= 095 (P =0.34)

113 HE

Ader 2021 5
Horby 2020 110
Pan 2020 35
Subtotal (95% Cl)

Total events 150

52
261
a5
398

] 94 07%
] 14

475 1873 53.0%
1982 53.7%

4380
7 54 0.8%
216 532 285%
27 a2 &7%
668 36.0%

240

Heterogeneity: Tau®=0.00; Chi*=1.13, df=2 (F=047), F=0%

Testfor overall effect Z=073 (P =0.4E)

Total (95% CI)

Total events 468

2356

3965 100.0%
kel

Heterogeneity: Tau®= 0.00; Chi*=1.86, df=6{P=0493), F=0%

1.21[0.38,3.84]

Mot estimahle
1.06[0.93,1.21]
1.07 [0.94, 1.21]

0.74[0.25 2.14]
1.04[0.87, 1.24]
1.25[0.84,1.87]
1.06 [0.91, 1.24]

1.08 [0.98, 1.19]

0.05 0.2

g 20
Testfor overall effec.t =155 (Pz_ 013 Favours [hydroxychloroguine] Favours [control]
Testfor subaroup differences: Chi*= 066, df= 2 (F=0.72), F=0%
Q@ B~EHER. HEM
hydroxychloroguine Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
111 E~PEE
Ader 2021 |4} 93 i 94 0.6% 1.21[0.38, 3.84] g |
Cavalcanti 2020 9 221 g 237 0.9% 1.16[0.45, 2.94] ]
Chen CP 2020 1] 21 1] 12 Mot estimable
Chen.J 2020 1] 14 1] 14 Mot estimahle
Chen L2020 1] 18 1] 12 Mot estimahle
Dubee 2020 [ 124 11123 0.9% 0.54[0.21,1.42] =
Harby 2020 31 1300 a74 2623 54.4% 1.08[0.87,1.23] | g
Lynghakken 2020 1 26 1 25 0.1% 0.96 [0.06, 14.55]
Mitja 2020 1} 1649 o 184 Mot estimahle
Omrani 2020 1] 150 0 147 Mot estimahle
FPan 2020 104 947 84 906 10.7% 1.18[0.90, 1.56] = e
Skipper 2020 1 23 1 234 0.1% 1.01 [0.06, 16.10]
Ulrich 2020 T 6Y B 61 0.7% 1.06 [0.38, 2.99]
Subtotal (95% Cl) 3382 4663 68.5% 1.10[0.99, 1.22] »
Total events 445 690
Heterogeneity: Tau®= 0.00; Chi*= 243 df=7 (P=0493), F=0%
Test for overall effect: Z=1.71 (P = 0.04)
11.25E
Ader 2021 5 52 7 54 07% 0.74[0.25 2.149] —
Harby 2020 110 261 216 532 259% 1.04 [0.87,1.24] o
Fan 2020 35 a5 27 a2 5.0% 1.25[0.84,1.87] e KT
Subtotal {95% CI) 308 668 31.5% 1.06 [0.91, 1.24] ’
Total events 150 250
Heterogeneity: Tau®=0.00; Chi*=1.13, df=2 (F=047), F=0%
Testfor overall effect Z=073 (P =0.4E)
Total {95% CI) 3780 5331 100.0% 1.09 [0.99, 1.19] "
Total events 495 940
Heterogeneity: Tau®= 0.00; Chi®= 3,69, df=10 (P = 0.96); F= 0% p 505 DIE é 250

Test for overall effect: Z=1.82 (P=0.07)

Testfor subaroup differences: Chi*= 012, df=1(F=073), F=0%
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22 GRADETEFYRX7AI77A4IL

B N7 NnA Fax | I3k

BRT F—R Libs #ixt
A DY FEE R L < (4%

T [ 3 (95% Cl) (95% Cl)
- 3 bt -

2RAET GRS 14-30 B)

16 RCT | RzlT | #zIT | Bl | BTH Tl 588/4109 941/5658 RR 1.07 12 more per 1,000 | ©OOD FX

it

B B L [ (14.3%) (16.6%) (0.98 to (3 fewer to 30

1.18) more)

ERERAEIRNE (BEFZARY 14-28 H)

7 RCT | &zlT | #&T | BTh | BRITH L 1575/2416 | 2591/4012 RR 1.01 6 more per 1,000 [Slelee) BX

B | e 0 (R (65.2%) (64.6%) (0.95 to (32 fewer to 45

it

1.07) more)

EEARESR (GREHM 14-30 )

14 | RCT | @l | @< | ®acn | 9 e L 108/2859 | 101/4455 RR1.10 | 2moreper1,000 | @00 | &x
AR Ly (3.8%) (2.3%) (0.87 to (3 fewer to 7 more) 3

1.31)

Cl: {#RXM; RCT: S LLLLEHAER RR: JRUL

a. BEMEHLIHN (1"2=44%). 1R (weight:2.8%) ZRV-HARORAEEEXXIF-—ELTEY., JL—F&TIf
A A

b. ##® ROBIEE (T—2DOXRIE. BRIL) THRAUELFEE NIz

c. YU TIYA XDRBEFREDERE (0=0.05, =0.2, RRR=0.25 & L TEH 2062 AT D2RE) Ziif-9H. 95%18
BERENVPRGL, "HBELE (RR>1.25) "2EA TS

d. AET7FVIRIZEDLENE=TI CALS 1 UEOHREN 10 ERBETHY . 77 oRNT0Oy MIERET
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2.3 GRADE Evidence-to-Decision +—7JJL
CQ3 COVID-19 EE[z/\nq FOX T s oO0x>%BE5T3H7

£H: B A COVID-19 2%

T A: N Foxiyooxois

LB n BR: BEARE, TotREE

EEBTI LD L: £RART. BRRERKKE. EEFEER

YT Y NkHDDITAREE

BADBEDRR

N FAXSoO0xy (FS7Z0) 35 7HREEE LTHESAERIT. RERSE
AzET2-0ECREREDRRICLEREIATE L, ARTRESZHET ) T F—TRAEIC
®tL 2015 F 7 AICHERFENRE SN, SARSPMERS #5|EE 930 F D/ ILRICKLT
MOMIILREANH D Z EAHM SN, SARS-CoV-2 [TRLTH invitro EMEZHT 5 EHHES

NTVEA, BRMBEDEEET > TOEL

%8

CORREITEABETIA?

Sl JH—FIEFUR

AYAY-4 COVID-19 [FHARPTEET Z/VTI VI LA THYRTERLFEEICE
O&E<. LA . NAEDHEILFEHETHDS, BRATABRNADBRKRBRIOREETE TEA
O s, FW THEY., ZTOHRTH/NA FOFS o 0AFU(1E COVID-19 T3 L THRMIHAF S
YA NEEYD—DELTRETEICERAEINS LS ICH SN ZOEMMEFIEE -

THELHY. CQIARICHRLIEBRHERNRE N EHIT LT,

O &FEEE

O 250

ZEFELLHR

FHEINIEFLVHMREILEDEEDLEDTTA?

1| By JHY—FIETUR

m b 16 DI ETURBAZTME LTz, 28 BRADLFRERETCOMNRETEE (R

O hEn 16 #5) (21000 A=Y 12 ABLY (95%CI : 3 ADHL~30 ABLY) TH
2fz. Ff-. 28 BRRORKERREDRIETEME BFRB 7 4) X, 1000 A
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0
O XK=

OsFEEE
O an sy

EFRLIGLHR

=Y 6 AZLY (95%Cl : 32 Ab 7z ~44 ABL) THot=o RFTCTV AL
DEAHMEEHZMEROEASHICELTHRDT I FALD 1~5FLELTE
BSE-HE. EROMREEE (REERE) FHEHRELT1000 AH=Y
6 ADIEN~E4 ADTENEE 5Tz, WFNIZL THRHEEERER/NS FOXS o0
AFUICEBABEERTIOTRHENoFze FoTEELLHRIT M Ih &
FlHF L 1=

FHENBIEELLBLHRIEDEENLDTY A ?

H 7 JH—FIETUR

O XK= MMEOIETORBARETEL -, EEEEEROUNEHTEEIEL 1000 AHT=Y
O s 2 A% (95%Cl: 3 AV ~7 AZLY) THol=z. UlEKY, BEELLHN
O/hELy EIK, Thdh EHBETLE:,

m H3hH

O&FESE

O an sy

IETUORDIEEMN

PDRICETHEHMETET O RADHERSFFR T, ?

H 7 JH—FIETUR

O JEEITE 2RERT. BRERKE. EEHEZEROT7Y FHALICETSIETVRADRE
O1& EHIE, Thth &1 . TE1 . TE] &HELT-,

m $ H., ETOT7I FALIZOEZERDEHETEE (Net Effect Estimate) DA
= BHESE, BTT7 Y FHLOMEEDEHAHM T2 L T lPossible net harm]

O EAmEL L

liif [k

(RET7Y b HLDOMBERERE~21EL LIzHBE) H5 lLikely net harmy

RET7 Y FHLOMEREMO TV FHLD I~5 5L LIHE) ITEEHL
fzo BRIT, BET7 Y FAHLICESAREESRZ. DT Y b HLOHEMEIZ
FAELLTI~5EDETREMIL. RERHATEKROFECEALTIE GELT
T ALOHEHHERRE IM[METHIRELLT) . FREESE1RBEITL—F
FovEL, ZIEMICIE T OTET U ROBEEE LT,

ARDEELRT I R ALEEDEREERT AN ODVTEELTHEREEHY FIH?

115

JH—FIETUR
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OEELGTHEERELFESD2EHY
OEELGTHEEEELRIESDEDTEE
EHY

B ERCTFHEREE RIS 2EFEZ
5L

O BZLTEEEFLEFES2EFLL

IEJOVAS M S

COVID-19 BFIZXT S/« FOFX2 /00X oBE5ICBITS. £79 FALIC
BLEBE - FEOMERICEATZ2T—2EF450, FELFIMALIZDONT, &
F REOMERCEELGAERETEES DXLV ENTEEINS,

ZELOVHREEFLLBVHRDNT VD RAFHNADL L ERABEFLEITN?

17

JH—FIETUR

O kxR AMRAL

W LEERENEZ 5 B
ONADEBERARL VTN LBATEL
O&Z 5 <AMALER

O fr ADMERL

OsFEEE

O sy

AR

FATEGRROIET XML, £FAFTIE 1000 A=Y 12 A0,
BRIREERHE L 1000 A K=Y 6 AN, ERLHFERIE 1000 A=Y 2 A
BmMTHd. RET7 Y M ALOHENHERRZMERDES SIHZELTHO T
VEALDI~5EE LTEBSELGE. ERONREEER. AEHREL
T 1000 AZif=t) 8~56 AEMEL STz, WTHDBZEITEVTH/NAS FOFS
JO0XUOFEENTESA, N FOXS /00X BRE5EOELE S & HIE
Lf=

COERBFEZLGHNEFFREICE > THREBEDTIMN?

1

JH—FIETUR

mEAYAY-4
O&E5<. LA
W EELSL, FW

O XLy

OsFEEE

O sy

SSATRIRENE

Z DN AIFEITARETT HV?

NA FAXS I OA%20) COVID-19 BEEADERITHELIMERE LY . EFH
EROEEROBEMERICRLIFRELBERE (REFEED) OLEERT
BoENKROOEND, CDI=®, ERRFEORBRIDLENSTHEETHIDE
Eabhd,

115

JY—FIETUR
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mEAYAY-4
O&EL<. LA
BT, E

O &Ly

OsFEEE

O e b7

2021 £3 ABE. N/ FOEX 2/ O0XV([ELERT YT b —TREEITH
THBREE LTABTERBSIATEY.,. AFARETHSH, —AH. COVID-19 I
Y BERTHEGNT, LATVELDES ICEEFBETHARBEINTLD
EF T, ERRERNOBSHMERICRSIFHR=ZEBL. BERE (KEE
BU) MELhNIEERATES,
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HERICRE 9 85

j:ﬁ:l

Ha

FTRTOEEED COVID-19 BEIZ/NA FOFSH/ 00X VEBRELANC L EZBRHRET
5 (RNER hOEEHEDITET X : GRADE 1B)

EZtE

EFELWLWHERIX Thdhl . BEELLBVLHERIE THhTh] THY., TONFTURIZTDNT
X, ENLAIZEEZEZONFERBENEETHDEEW L=, £f-. 7O FHLERICHI=S
IETURDEEREIE Tth)] THD, ThoZHRENICHEL, FEREDEEREE LT,

HBITIN—TIZBT R EIR

2RAETICSOVNT, BE, PFE. B~FFE. EEDTNTADY T IL—TITDOLTHE
HETol. TNETNOHRETEEIT. BE FAEK4H) - 1000 AHf=Y 16 AZLY
(95%Cl : 8 AD7ELN~48 AZLY) | EE (HRHB34) : 1000 L&Y 17 AZLY
(95%Cl : 15 AD 7z ~51 AB L) | B~hSEaE (FAEH134) : 1000 AZif=Y 15 A%
Ly (95%Cl : 1 AD7ELN~33 AZLY) | BIE (IR 3 #H) : 1000 AZf=Y 22 AZ LY
(95%Cl : 34 AD7ELN~90 AZ L)) ERHEEFERVThLRTEDOEMERLTEY ., W
TNOEEETENS FOXFS /00X OBRENFEETHIARMENEVEEZIONDS,

RCANDIRFAEER

WSS K DEBICIS LB HMERET SN TELGL, SROIET UV RAEKREITK
YERALTREEGHARESERFLNERXVRGL, oo ATOA4 PR EMDABEREEDHA
DRFDODVWTIEFATH S,

BAR L

TL

MELDEFLEE

UTORRICET 2READROONEES S,
ORI AIIRARPLRTOA FEREDHABREDZIEIZDONT
- BEER O KRE RCT DXk
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CQ4-1 COVID-19 EHICRATOA4 FZBEE5ETEIMN?

HELE

vV BEREEZVELLGVEEBREICATOS FERELGVNI EE®RH
®£TD5 BOHERPOEEEDIET X : GRADE 1B)

V BRERE/ARNEEZLEETSHEERFICATOAS FERETH L
FRHRT D GEVVER hOHEEMOIET X : GRADE 1B)

v AIFEREE $hARZVELTIEEEEICATOA FEERETS
CEFEBRCHEBETS GRLVMER EOEEEDIET X : GRADE 1A)

£1:COVID-19 BEHICH LTAHWARELZATAA FOEELZ S5 UICHE
ESF#RMTA-HOEZELEBEMENBREIATHEN, BEFATIE, #
BERRTBICIEIETUVARF+9THS,

E2: 2704 FNILRBERIZEELGL

BB 20213 A30H

CQ4-1 [CEH ¥ 5 EMEH - EaRAIIRA

1. BATIETV>ADRoBH T —
BrOMENDIET R (RCT) M RoB %
Cochrane RoB 2.0 Z{#RA L TaHMliL =, A
IETVREITHRH A 24
(RECOVERY 2020, CoDEX 2020) . A FIJL
L rk=vynRr3# (Metcovid 2020,
GLUCOCOVID 2020, Tang 2021) . E kO
J)LFV 24 (CAPE COVID 2020,
REMAP-CAP 2020) O&&T 7HTH-T=, =
? > B RECOVERY [ preliminary report T.
GLUCOCOVID (7L 7Y v raXTH -

. [selection bias] Randomization process

Performance hiag] Deviations from intended interventions
. [Aftrition bias] Missing outcorne data

Detection bias] Measurement of the outcome
. [Reporting bias)Selection ofthe reported result

tze WHO D—F 2 J T N—TIZ&BA 2T 2020 GAPE COVID

0.2

1) < X %5 COVID-NMA @ Living systematic 2020 CoDEX
review IR AN TWAZFDMORB T, =

")

2020 GLUCOCOVID {rediRxiv)

2020 Metcovid

fEE & & WDIEHERAFICA SR VERERICSD

2020 RECOVERY

")

WTIXEB LGN T=, 020 REMAP CAP

90000 e
o0 0o e e e
® 00 e e 0H-
v 000 00|

COVID-19 i gEbhnht=, HB WIS h 2021 Tang | 2 | @

127816 BARRELGY . EDRNRIFEERH

1,635 &, HHIE 4314 B, EEFH 1,967 2 THo 1=, EMFA—EEELTHUVEER
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(GLUCOCOVID) ME&EN T S, Ff=. Open-label HBELEFNTHY. 7o+
ALIZK > TIFEFFE/ NS TRADNBZEND,

XATAA FIZET SHEHERIZONT

FEELED COVID-19 TEM SN -HABE 8 AICH LT, AFILTLF=VD
DETXHAYIUDHRELLE L= RCT (DOI: 10.21203/rs.3.rs-148529/v1) H T
LTV FTHAN T HRESA TN S, BRERSEEEARPREERTERICAT
WTLFZVOUVOHMRNBATEY ., TEHAGILYBHTH D EHERATT
Wb,
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2. 74LARKFFOY
2REET (21-28 HEF A, in-hospital)

Corticosteroid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.1.1 mild
2020 RECOVERY 949 a1 145 1034 13.5% 1.41[1.12,1.78] el
Subtotal (95% Cl) 501 1034 13.5% 1.41[1.12,1.78] L J
Total events ez} 145

Heterogeneity: Mat applicable
Testfor overall effect: Z= 2.90 (P = 0.004)

4.1.2 moderate

2020 GLUCOCOVID {mediRxdy: 12 13l ] 29 2.0% 1.24[0.48, 3.19] e =
2020 hetcovid 19 128 19 132 4.6% 1.03[0.57,1.86] T
2020 RECOVERY 298 1279 688 2604 15.5% 0.88[0.78, 0.99] ot

2021 Tang i 43 1 43 02% 0.33[0.01, 7.96]

Subtotal (95% Cl) 1506 2808 25.3% 0.89 [0.79, 1.00] 4

Total events 324 713

Heterogeneity: Tau®= 0.00; Chi*=1.12, df=3 (P =0.77); F= 0%
Testfor averall effect: Z=1.97 (P = 0.05)

4.1.3 severe

2020 CAPE COVID 11 TE 20 T3 38% 053[0.27,1.02] —=
2020 CoDEX g4 1491 91 148 15.4% 0.92[0.76,1.11] -
2020 hetcovid 53 i3] 57 BY  16.9% 0.94 [0.81,1.10] -
2020 RECOVERY 96 324 283 BB3 15.4% 0.72[0.59, 0.56] 70
2020 REMAR CAP Th 278 33 o1m 9.7% 0.86 [0.61,1.20] S
Subtotal (95% Cl) 805 1072 61.14% 0.83 [0.71, 0.98] L]
Total events 323 484

Heterogeneity: Tau®= 0.02; Chi®= 9.18, df= 4 (P = 0.0B); F= 56%
Testfor averall effect Z= 218 (P=003)

Total (95% Cl) 2902 4914 100.0% 0.92 [0.80, 1.06] L

Total events 7al 1342

$et?;ngenemfl-lT;u‘;g_[lf;ztjuh|;:_2;§?‘g, df= 9 (P = 0.004); F= f2% b i e P
estfor overall effect 2= 1.20 (P = ) Favours [Corticosteroid] Favours [control]

Testror suboroun diffierences: Chi®= 14,55 df= 2 (P = 0.0007). F=86.3%

FRERERE (21-28 BEFR)

Control Corticosteroid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% CI
4.3.1 mild
Subtotal {95% CI) 0 0 Not estimable
Total events 1] 1}

Heterogeneity: Mot applicable
Testfor overall effect Mot applicable

4.3.2 moderate

2021 Tang 25 43 22 43 19.4% 1.14[0.77,1.67]

Subtotal (95% CI) 43 43 19.4% 1.14 [0.77, 1.67] e R i —
Total events 24 22

Heterageneity: Mot applicable

Testfor averall effect Z= 065 (F = 0.52)

4.3.3 severe

2020 CAPE COVID 43 B0 40 57 53.9% 1.02[0.81,1.29] —F—
2020 CoDEX a4 191 43 148 267% 1.23[0.88,1.71] =
Subtotal (95% CI) 21 205 80.6% 1.09 [0.90, 1.31]

Total events a7 a3

Heterogeneity: Tau®=0.00; Chi*= 0898, df=1 (P=032); F=0%

Testfor overall effect Z=0.85{F = 0.39)

Total (95% CI) 254 248 100.0% 1.10 [0.92, 1.30] e

Total events 122 105

Heterogeneity: Tau®=0.00; Chi*=0899, df=2 (P=061); F=0%
Testfor overall effect Z=1.06{FP = 0.29)

Test for subaroup differences: Chi®= 0.04, df=1 (P = 0.84), F=0%

KEERERREDERIITELEDEY
- BERF P FER (Tang 2021)

14 BEIZH LT, COVID-19 DERERFEROIKIELNHET 5 & 3 REHRDIKE, M
REHERNZFRICHET S &, CTEETHAT Y HSRAREEZEORFAEAHLHICH
ELTWASI L) LEMAECPRBAEEREZLELLBNIE,

- EiEH
A TP 25 Bt A

0.5 07 15 2
Favours [Contorl] Favours [Corticosteroid]
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EFHEER

Corticosteroid Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio

M-H, Random, 95% Cl

Risk of Bias
ABCDE

4.5.1 mild

Subtotal {95% CI) 0 0 Not estimable
Total events 1] 1]

Heterogeneity: Mot applicahle

Test for averall effect Mot applicable

4.5.2 moderate

Subtotal (95% CI) 0 0 Not estimable
Total events 1] 1]

Heterogeneity: Mot applicahle

Testfor overall effect Mot applicable

4.5.3 severe

2020 CAPE COvID 3 TE 1] T3 203% B.73[0.35,128.01]
2020 CoDEX 5 151 9 148 487% 0.54[0.19,1.59]
2020 REMAP CAP ] 278 1101 3M.0% 3.27[0.42,25.49]
Subtotal (95% CI) 505 322 100.0% 1.58 [0.31, 7.97]
Total events 17 10

Heterogeneity: Tau®=1.10; Chi*=4.31 df=2{P=0.12); F= 54%
Testfor overall effect 2= 0.5 (P = 0.58)

Total (95% CI) 505 j22 100.0% 1.58 [0.31, 7.97]
Total events 17 10

Heterogeneity: Tau=110; Chi*=431, df=2{(P=012); F=54%

Testfor overall effect 2= 0.5 (P = 0.58)

Testfor subgroup differences: Mot applicahle

Risk of bias legend

(A) 1. [selection bias] Randomization process

(B) 2. [Performance bias] Deviations from intended interventions

(C) 3. [Attrition bias] Missing outcome data: Severe adverse events

(D) 4. [Detection bias] Measurement of the outcome: Severe adverse events
(E) 5. [Reporting bias]Selection of the reported result: Severe adverse events

;
0.07

t
0.1

10
Favorous [Corticosteroid] Favorous [control]

100
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S FE—EiE FEEE | FEE
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EREET

1 |ReT | BmaciLy | B®alcaL | REITHL [ ®% e | AL | 09501 [ 1451034 | RR1.41 57 more per 1,000 112 1@) X

(19.8%) | (14.0%) | (1.12t01.78) (from 17 more to 109 more) L

Cl: {S%8XM; RCT: U4 LEHLLEHER, RR: YRV
A (REEREL. «0.05 #HHH80%& LTEHE)
a. 95%CI A ERIRMIICERD H HREfE (RR=1.25) ZE<
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3.1.2 GRADE Evidence-to-Decision +— 7L
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£H: A COVID-19 & (824E)
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EEBTI LD L: £RART. BRERKHE (EFER) . EEFEER

2y Ta2Y: AlREE

BADBEDRR
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MEERFEENTLVND, COVID-19 BEFEILT D#FIE. BEITRITLE=VMILRERME (H5N1 4
VINLIUY, SARS, HIN1 A VLI oHHEE) DL, BEICESLWTREGENBRIZFH
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Bl
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O ah iy
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1] YH—FIEFUR

m HFh FEHYAH Y 2T S RCT O preliminary report A8 1 -t S hf=, £REEMT

O /hEL TICET 2 RHEEMEE. 1000 AZf=lY 57 AZ LY (95%Cl : 17 AZ LV ~109
AZL) THotfzo BHRERBEICET INREEEETFIATE DT —2 MR
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32 FEEBEICHTAIETUVRENEED T—T
321GRADEIEFYARA7AT77AMIL

IRATRAD
% E—RE | FEEYE | TRk ATALF | #ELRER
YRy (95% Cl) (95% Cl)
¢ v

£REET
3 | RCT | ZEZITHL BT ZEYT #gT | mL 329/1506 713/2808 RR 0.89 28 fewer per 1,000 PPPP | EX
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more)
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b. OIS &=Ly,
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5 (BRNER "SOHEEDOIET VX : GRADE 1A)

EZtE

EELLHEN TREW] [ EELBULBEDS ThThl THY. 77 bhLERIZHT-
BIETUADHERMER B THD, TNoZREMITHETL, SRMEEL L1,

HBITIN—TIZBT R FEIER

L

EHEICHIHSRETEIE

BEOBREEEET S, HAVEREDRWEFELEEFICIECE-EGHMEZEET S L
D TIXAELY,

CBEINE-RCTTIX., T AV, AFILTLFZVOY, EFOQLFYVIZES
NTAZEITHOTLYS,

- HEF R TIX COVID-19 BHITH L TRAVWARELGRATOA FOEER - VIS E Z RN
TEHODEELEBARE—BITHOLATNEN, HEEZRTIDIICFIETVANT+2T
H%,

BAR L

Tl

MRELDEBEEE

COVID-19 BEIZHT H2RXATAA FDEFE. REE. HEHM. BBFHICET SRR
ARDLND,
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CQ4-2 ohEfE/EFE COVID-19 BFICATOA FNNILREEZZTIN
HEE

V BRBES /ARMBELELTINEERE BOVICAIFRREE &
FAREZLELTHEERBICHNT H5RTOS4 F/LREEICTOVWTIE. R

B TR ZIRR LAY (no recommendation)
BEHFH:2021%FE1827H

CQ4-1 [CRE 9 5 EMEH : ERMIEHL
1. BAIETFADRoBHY T —

B2OHENIEFUR (RCT) M RoB %

Cochrane RoB 2.0 A L Tl L=, A -

I E5 v X[ Edalatifard 2020 @ 1 4 DHTH ® B

>tz WHO 7—F V5 G L—TFI2&B AT 5 EL .
+ 1) ¥ X245 COVID-NMA @) Living systematic 3 3 E ﬁ
review [CIRA SN TS Z DDA T, EiE ” g _E § E
BRHDVIEERNFICASHVHRISONT § £ 5 £ 28
A LB T, s & 2 5
COVID-19 £ BMf S htz 62 BRHSHR L 1 =5 8§ &3
Y. KA FS A UITENTELTHEEE H E 2 5 8
MLz, A7 04 K/LREBETIE, 75% § 7 & % 3
AEREH D VB RERRAANTHOATL T 3 7 2 2
f=. #A&h = Edalatifard 2020 (£, Bt 0IR s £ = 5 2
BALOBEHROSLL, AWESERIEEA TS § ¢ £ 2 2
. EEABEO 17%470 FOLERBE LT £ & 28 £
W3, BEARED 88%DT—4HNRI|LT |Edaafad 2020 2 | @ @7 |2

WB., BEDNATANEFET S
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2. TIETVREHNEED T—TI
21 24 LA RFAy k
2RET (21-28 BE A . in-hospital)

A70A4 FrHNA Rk 5 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Edalatifard 2020 2 34 12 28 100.0% 0.14[0.03, 0.56]
Total (95% CI) 34 28 100.0% 0.14 [0.03, 0.56] i
Total events 2 12
Heterogeneity: Mot applicahle 'D.DDE 0'1 T

Test for overall effect: Z= 2.76 {P = 0.006) Favours [ 70 F'JUI/R] Favour;%‘—‘i%;‘é;ﬁ]

Risk of bias legend

(A) Randomization process (selection bias)

(B) Deviations from intended interventions (Performance bias)
(C) Missing outcome data clinical improvement (Aftrition bias)
(D} Measurement ofthe outcome (Detection bias)

(E) Selection ofthe reported result (Reporting bias)

KEHWHEEIEIE, TAFETI1.6B8, MBHETIT.6BHTHS,

ERPRE R E
FATEST—4%L

EFHEER

A70A4 FrHNA Rk 5 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Edalatifard 2020 2 34 2 28 100.0% 0.82[0.12, 5.48]
Total (95% CI) 34 28 100.0% 0.82 [0.12, 5.48]
Total events 2 2

Heterogeneity: Mot applicahle
Test for overall effect: Z=0.20 {F = 0.84)

0.005 01 1 10
Favours [2 707 FJLA] Favours BESE SR

Risk of bias legend

(A) Randomization process (selection bias)

(B) Deviations from intended interventions (Performance bias)
(C) Missing outcome data clinical improvement (Aftrition bias)
(D} Measurement ofthe outcome (Detection bias)

(E) Selection ofthe reported result (Reporting bias)
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22GRADE T EF R 7OJ774I)L

BE | HETY | "MF7R | —5 | Skl 270
LR
# 1o DYRY g (95% ClI) (95% ClI)

2REET
1 RCT ok | 2= | Euc | ®ue | HL 2/34 12/28 RR 0.14 369 fewer per 1,000 OO0 | =%
% - BL | AL (5.9%) | (42.9%) | (0.03t00.56) | (416 fewer to 189 fewer) EHIZE
EERESR
1 RCT | SEMICE | BT | R@T | #k%IC | HL | 284 | 228 RR 0.82 13 fewer per 1,000 OO0 | =x
%l @ LY H | Rl e (5.9%) | (7.1%) (0.12t0 5.48) (63 fewer to 320 more) FEEIZE

Cl: {E38XM; RCT: U4 LELLEHAB RR: YR

3P (REEREE. «0.05 #®iHH 80%E LTEHE)

a.2 DM RoBIEH (BEELMANSDER. RAT Y FHL) IZHELT High Risk of Bias &#IEiSh, S5I2ZD
#hDIEE £ Some concerns & HIFE SNtz

b. OIS Zi#E =& Ax LY

c. 95%CI DERERHIICERD H S L EDREME (RR=0.75 H5HL\E 1.25) 2EATLD
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2.3 GRADE Evidence-to-Decision +—7JJL

CQ4-2 HhEE/EE COVID-19 BF(CRXTOA4 FNIWAREEZEITON?

£H: A COVID-19 & (hHE/EIE)

TA: AFO4 KL AREE

LB n BR: BRERR

EEBTI LD L: £RART. BRRERKKE. EEFEER

2y Ta2Y: AlREE

BADBEDRR

COVID-19 NEEILT DR IE. BEICHIT LIz A LR (HSNT A 2 T)LT U4,

SARS. HINT A Y TLIUHRE) DL, BEICEVWTREGENBRICHKET 5 & TR
BEENEBEZLILTHIEHASIN TS, AT FIFZOREREEENT HIERANEHFS
hTW3, RT7EA FRLREEE. SAEOXTAA FEE5T 5 SARS I ED A JL AR

KAV ARDS L EBHTERETHITFRALEEFICEVTHRIREF SN TEBEETHD. £

DDA TOA FERELFI—REBEBIABRETHY . FLICEELYDOBRELZBEL-CQZEIE
L1=o

Bl

COMRBIFEBAEBIETCTN?

Skl JY—FIETFUR

O LWz COVID-19 [EREFEAME< . EEFORTELE L, -, EREROLREFHE
O B8ZF5<. LWW& T, BROEFEHRICHLERBERESISEILTLDIHEERSHA 2T LY
O &8F6<, [Fw REW, X704 FRNILRAEESIHDRIPHF NI ABETHINZOEDEILE
[ YA FoTHELT. CQARICEBLERMEZENKENLEEZOND,

O cFESFE

O Ah5hEW

ZFLLVHR

FHINLGLEELVHRILEDEEDLDTEA?

1| JH—FIETUR
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O Hhdh
O hE
O

W XEW

OsFEEE
O an sy

EFRLIGLHR

RCT A1 it &=, CDORCT X, HREBAFEHABREITAZL TS
LODAIFRBZEREZTTELT ., XHA RS54 D OFEITENTITPHE
ISZETHEHM LT,

62 FEFIN A SN, BREFRADEREETOMRHEEREZ 1000 AdHT=Y 369
ADiEL (95%Cl : 416 B N~189 B1ELN) THoT=o BRRERTEIZDONT
FRATEET—FREBRATEEELAEL, MEXYEELLHREF TKE
Ly EHl LT,

FHENBIEELLBLHRIEDEENLDTY A ?

IR JY—FIETUR

OXEWL RCT A1 it S i, BEREEERICET SHRHEMEIE. 1000 A&7=Y 13
O AD Iz (95%Cl: 63 A7V ~320 AZLY) THoT=, LI=A>T, BFELL
O &L BUOBRE ThFh LHIEF LT,

B HTH

O&xEEsE

O an sy

IETUORDIEEMN

PDRICETHEHMETET O RADHERSFFR T, ?

1| JH—FIETUR

W 3EEICE ERERTITEVTIET D ADHERER MERICE] . BRKEKRE (AIF
OE BB [CDOVWTRT—2G L. EEFFERE TFRBICE] THoT=. &2
O T, ML IET O XOEENS TFEEIZE] &L

O

O EAmEL L

liif [k

ARDEELRT I R ALEEDEREERT AN ODVTEELTHEREEHY FIH?

115

JY—FIETUR
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OEELGTHEERELFESD2EHY
OEELGTHEEEELRIESDEDTEE
EHY
OEELGTHEERELRIESD2EEEZ
5L

W EECFHEREELRESD2EFHL

IEJOVAS M S

REMNMET T HCLIFEBE - REFERTHEEA oW, FHEEHLESDOER
BWEEZD, —MBMIZ, BET Y FALICH L TESHARMBERS. 20
ESDEFDBEN ENFEEND,

ZELOVHREEFLLBVHRDNT VD RAFHNADL L ERABEFLEITN?

17

JH—FIETUR

O B R AMEAL

O LB mBAE £ 5 < B
ONADLEBERRL VTN EBETEL
O &% 5 < NALMER

O A AAMBSL

OsFEEE

W oMN5H0

AR

BIKOIET VAN SIEEFEREFETIZ DT 1000 AfHT=Y 369 ADiH
(95%Cl : 416 H 7z N ~189 D7xLY) | BRIRERBEIIDLWTRRT—42%K L. E
BEHEFRITONTIE 1000 AZf=t) 13 A 7Ly (95%Cl: 63 A7 1M ~320 A
ZL\) THD. 7V MHLERICOI-DEKROPRIF,. FCTY MHLDERE
EMOT I CALERFE LI-HE, 1000 AHT-Y 356 ADFEDTHD., LM
L. BAIETVRIE1H#THY ., X704 FOBREELZEHTARIBO AL
FERELEERNHY. TIETURADEENRS [FEICE] THLHIEALPRED

NI DRIZDWTIR THA LI EHBTLT

COERBFEZLGHNEFFREICE > THREBEDTIMN?

1| JH—FIETUR
0wz AT OA FigEFRMACRETREBERE G EZTDMOEEREIITT HX

O&E5<. LA
O&sEs<. FW
[_NEYA

OsFEEE

O sy

SSATRIRENE

Z DN AIFEITARETT HV?

FHEEL LTOREESARBIH SN TE R, £, RESATVWERTOA
FROWDINOEFEL IR MR LTERMTH S, LA >T. 2L LTOHE
AIREME(L TIEL) THB E LT

115

JY—FIETUR
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mEAYAY-4
O&EL<. LA
O&EL<. XL
[_NENA

OsFEEE

O e b7

RT70O4 FRVAEERIE, WAGSRETHLETIIAETHDEER D, =12
L. P4 LAMMREZDLDICH L TIHRRBIENTHSZ EITBET S,
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HERICRE 9 85

BERE /ARNMBEVELTIHEEEE. BoUVICAIHRBER EhEREFVE
ETBEEREFICHTIRATAAS F/ILRERICONTIE, BEATIIHEREZRTLEND

(no recommendation)

E&tE

MBHEEEICSVTIEFEFLOHEN TREL ( BEELLBUVHEDN Thdhl THD
N RAIETUVRE1HOHATHY. 77 MW LLRICHIZAIET O ROERMEE T
BIEl TEHY. DRONTUVRICOVWTIEHEFATH S, XA T7EA R/ULREEITERY
[CEEBFZRRICTONDABRTHIHN., SEFEA SNz RCT ORREEITH 75%H5
REHDIVEIBRERFEEINMTODA TV -hEERENFLTHY ., AFLTLF=VYA
UHE5EE 250 mg/B EART—RMICITHOA TS EEZ SN S 1000mg /HELERLH
%5, UEXKYIETUOROHEEMHDESICHA T, SUZLEOBEEND L. REFRTIEH
BLRHREETHILIETELROEHIB L,

HBITIN—TIZBT R FEIER

TL

RCANDIRFAEER

-BERRTHEERENHERNRE LIZRCT FFELEL,

- BRRASNEZRCT TIEAFILTL F=VOY 250mg/H 3 BEEWSHTAZIToTLSH.
AFTIE 1000 mg/H 3 HEEZERT S &ENELY,
*DAIAEMRED DI L TIERIRESHTHEZ EITBET D,

B A

TL

MELDEFLEE

UTORRICET 2RIV KROLNDIEH S,
« BJE COVID-19 &I T A+0H YU TINHA XEZFLEEDE L RCT D=,
- EBRETHVEFOMORTOA FEDTEDEWIZDLT,
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CQ5 COVID-19 BEIZFYXTTEBRETEM?

HER

vV BEBREELELLGVBEEREIINT S VXTI TOBREICOVTIE,

BHERTIEHREZRERLAL (no recommendation)
v BEERES/ABRNMEBEZVELTIFEFEREICI D UITTOREZEL

HRETH (BOHR TOEEREDIET VX : GRADE 2B)

vV AIFRBEE ESPAREFVELTIEEEEFRICHIT S IUIATITON
BEIZOVWTIE, BERTIEHREZIRETLAZL (no recommendation)
EFH 20213 830 H

CQ5 BT 5EMEN : HEIRrIIRHL

11 FAIETADRoB YY) —

BL2OWENDIETR (RCT D RoB) % Cochrane
ROB2.0 #fFRA L CFi L1z HRATET XL HT.
Ver3.1.0 TH7=I1Z 3 #(Veiga 2021, Horby 2021, Gordon
2021) HAEMERE o1,

Rosas 2020 [P HEEHS L UEEFE XK. Stone 2020,
Salama 2020 (FHFEEHEZXRNRE LTS ARMBET
RIEELER T, Gordon 2021 [(XEJERE. Veiga 2021 & U
Horby 2021 (X & ER & &L VEAER. Wang 2020,
Salvarani 2020, Hermine 2020 [ EERHZ & & LT
open-label 5% T#& - 7=, Rosas 2020, Stone 2020,
Salama 2020, Wang 2020, Horby 2021 M i{E& TIZE| Y 117
FFICERESEZ T TOLGVEEN S DEEFEE L.
ZTDIZFETH Sp02 A B%LUT. FiIEMMRER - EERAT
REALTW=2ED D, XAAMFSAVDEEEDFEIC
BlY., ZN5DEEIEPEE & FIBTL =,

Rosas 2020 TIEL PR MY IZEREBE SN TS —EDT Y

FALOBENG . MEBRDERIZCOVWTDNS TR

Gordon 2021
Hermine 2020
Horby 2021
Rosas 2020
Salama 2020
Salvarani 2020
Stone 2020
Veiga 2021

Wang 2020

3 | Deviations from intended interventions(serious adverse events)

4 | Measurment of the outcome(serious adverse events))

-~

-~

=

"~

NOEIE

. . . . . . . . . Randomization process

-~

. . . . . 1 . . . Missing outcome data

o >0 ~ee-=

~ D D O B~ @ @ @ selection of the reported results

DRUDBEZEINS, TOMIC, MRHFHKIC28 HRATOREERASN.E, oA
—ILETRTOA4 FORVAM VARG EDHRABREEZTHENENPOLBIN LD

WTHZEENH S, Wang 2020, Salvarani 2020, Hermine 2020, Veiga 202, Horby

2021, Gordon 2021 (& open-label FHETHY . ERI LIt AN DEGRIZL H/NA4 T

AOT I MO LBEDNATANEZ SN D,
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1.2 FAIET UV RADHAANRE/EEERDT ) — (SEEH)
RERDIEREFEZEET SE. RIEDEEVLHEAE UM IILREPRTOA

K) ORESFR

EICEEL TLWAAIREEMAZEZ o, PO )XY TIZDOVNTOHE

NEL TRERIGSIENEE (COVID-19 LIS OEEN I B E (T A AN D S BR4Y)
MR EL TS, Ff=. Horby 2021, Gordon 2021 TIFRF0OA FEHALTH

BITr D) ATTHRERTFERELE-LEVS Y ITBRTBERIM RESN TS,

ACQTHY LIFLHREDSI L, RTELHVDLERKERKRET 7 FHLZHERT LD
DORAANBESIVEEEROMEEZR1,2(12F7,
1. FATET VAOEAANBEICEFIHIRERG LR OEEER

BH

Horby 2021
Veiga 2021
Salvarini 2020

Stone 2020

Rosas 2020, Salama 2020, Hermine 2020, Gordon 2021 : XfERIGEFICEET 2IEBE L L

CRP27.5 mg/dL

CRP>5 mg/dL. Ferritin> 300 ng/mL, LDH> 1E& EBR{E, D-dimer>1000 ng/mL ® 2 IEE LA £

FE (>38°C) A2 BHLLE, CRP>10 mg/dL(H L < [ZARREED 2 £2)

FE (>38°C) A 72 BERILLE. CRP>5mg/dL. Ferritin> 500 ng/mL, LDH> 250 U/L, D-dimer>1000 ng/mL @ LNF 4Lh

£2 BRAIETUOADBESS

(Elf+Hs CRP fE - REM DA - TLEHFAR)

EIfFEFD CRP (mg/dL) REMNSEFETOEEK (B) HEFEE
Tocilizumab Control Tocilizumab Control Tocilizumab Control
Horby 2021 Median (IQR) Median (IQR) Median (IQR) Median (IQR) Corticosteroid : 82%  Corticosteroid : 82%
14.3(10.7-20.3)  14.4(10.6-20.5) 9 (7-13) 10 (7-14) Remdesivir: 27% Remdesivir: 29%

Gordon 2021

Veiga 2021

Hermine 2020

Salama 2020

Salvarini 2020

Stone 2020

Rosas 2020

Median (IQR)
15.0 (8.5-22.1)
Mean (SD)

16.0 (10.4)
Median (IQR)
11.9 (7.4-21.9)
Median (Range)
14.3 (0.9-377.6)
Median (IQR)
10.5 (5.0-14.6)
Median (IQR)
11.6 (6.7-19.0)
Mean (SD)

16.8 (10.1)

Median (IQR)
13.0 (7.1-20.8)
Mean (SD)

19.3 (28.3)
Median (IQR)
12.7 (8.4-17.1)
Median (Range)
13.6 (0.2-377.6)
Median (IQR)
6.5 (3.2-11.8)
Median (IQR)
9.4 (5.8-14.2)
Mean (SD)

17.2 (11.4)

Median (IQR)*
1.2 (0.8-2.8)
Mean (SD)
10.0 (3.1)
Median (IQR)
10 (7-13)
Median (IQR)
8 (0-36)
Median (IQR)
7 (4-11)
Median (IQR)
9 (6-13)
Mean (SD)

12.1 (6.6)

Median (IQR)*
1.2 (0.8-2.8)
Mean (SD)
9.5 (3.0)
Median (IQR)
10 (8-13)
Median (IQR)
8 (0-36)
Median (IQR)
8 (6-11)
Median (IQR)
10 (7-13)
Mean (SD)

11.4 (6.9)

Corticosteroid : 91%
Remdesivir: 33%
Corticosteroid : 69%
Remdesivir: 7% L
Corticosteroid : 33%
Remdesivir: 7% L
Corticosteroid : 80%
Remdesivir: 53%
Corticosteroid : % L
Remdesivir: 7% L
Corticosteroid : 11%
Remdesivir: 33%
Corticosteroid : 19%

AntiviralsT: 24%

Corticosteroid : 73%
Remdesivir: % L
Corticosteroid : 61%
Remdesivir: 1.5%
Corticosteroid : 88%
Remdesivir: 59%
Corticosteroid : 7% L
Remdesivir: % L
Corticosteroid : 6%
Remdesivir: 29%
Corticosteroid : 29%

Antiviralst: 29%

AN LR ETOEH

t lopinavir—ritonavir, remdesivir, chloroquine, hydroxychloroquine &,
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2 J#LAMFTAYF
2REET (28 HEfA) *Gordon 2021 [Z ARt 3ET

Tocilizumab Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
1.1.1 hEE
Hermine 2020 7 63 8 67 0.7% 0.93 [0.36, 2.42] =
Horby 2021 471 1754 552 1800 58.1% 0.88 [0.79, 0.97] [ |
Rosas 2020 27 181 14 89 1.8% 0.95 [0.52, 1.72] S
Salama 2020 26 249 11 128 1.4% 1.22 [0.62, 2.38] T
Salvarani 2020 2 60 1 63 0.1% 2.10 [0.20, 22.56] r @
Stone 2020 9 161 4 82 0.5% 1.15 [0.36, 3.61]
Veiga 2021 6 54 3 54 0.4% 2.00 [0.53, 7.59] +
Subtotal (95% CI 2522 2283 62.9% 0.89 [0.81, 0.99] |
Total events 548 593

Heterogeneity: Tau® = 0.00; Chi* = 3.09, df = 6 (P = 0.80); I = 0%
Test for overall effect: Z = 2.25 (P = 0.02)

1.1.2 B

Gordon 2021 98 350 142 397 13.7% 0.78 [0.63, 0.97] i

Horby 2021 125 268 142 294 20.6% 0.97 [0.81, 1.15] =

Rosas 2020 31 113 14 55  2.1% 1.08 [0.63, 1.85] —_—

Veiga 2021 8 11 3 10 0.6% 2.42 [0.88, 6.68] T
Subtotal (95% CI) 742 756 37.1% 0.95 [0.75, 1.20] -

Total events 262 301

Heterogeneity: Tau® = 0.03; Chi* = 6.33, df = 3 (P = 0.10); I* = 53%
Test for overall effect: Z = 0.44 (P = 0.66)

Total (95% CI) 3264 3039 100.0% 0.90 [0.83, 0.97] ¢
Total events 810 894

Heterogeneity: Tau? = 0.00; Chi? = 9.47, df = 10 (P = 0.49); I’ = 0%
Test for overall effect: Z = 2.62 (P = 0.009)

Test for subgroup differences: Chi® = 0.22, df = 1 (P = 0.64), I’ = 0%

ERERAERCRE (28 HEFR)

0.2 0.5 2 5
Favours Tocilizumab Favours Control

Tocilizumab Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
1.2.1 h&fE
Hermine 2020 55 63 50 67 10.1% 1.17 [0.99, 1.38] I E— | BX ]
Horby 2021 1044 1754 943 1800 34.0% 1.14 [1.07, 1.20] — 9297
Rosas 2020 132 181 60 89 10.0% 1.08 [0.91, 1.28] —T [ 1 N
Salvarani 2020 54 60 58 63 18.4% 0.98 [0.87, 1.09] — Y
Stone 2020 147 161 72 82 22.6% 1.04 [0.95, 1.14] i — +
Subtotal (95% CI) 2219 2101 95.1% 1.08 [1.00, 1.16] o
Total events 1432 1183

Heterogeneity: Tau? = 0.00; Chi? = 8.69, df = 4 (P = 0.07); I’ = 54%
Test for overall effect: Z = 2.02 (P = 0.04)

1.2.2 i

Horby 2021 49 268 47 294  2.6% 1.14 [0.79, 1.65] — @&7@
Rosas 2020 49 113 22 55 2.3% 1.08 [0.74, 1.60] L1 BN B
Subtotal (95% Cl) 381 349  4.9% 1.12 [0.86, 1.45] [ ==

Total events 98 69

Heterogeneity: Tau? = 0.00; Chi* = 0.04, df = 1 (P = 0.84); I’ = 0%
Test for overall effect: Z = 0.81 (P = 0.42)

Total (95% CI) 2600 2450 100.0% 1.08 [1.02, 1.15] ’
Total events 1530 1252

Heterogeneity: Tau? = 0.00; Chi® = 8.74, df = 6 (P = 0.19); I’ = 31%
Test for overall effect: Z = 2.52 (P = 0.01)

Test for subgroup differences: Chi* = 0.06, df = 1 (P = 0.80), I* = 0%

0.7 0.85 12 15
Favours Control Favours Tocilizumab

Rosas 2020, Stone 2020 : 7-category ordinal scale T® 2 EXFELL_E Dk E, Hermine 2020 ; BRI 5T,
Salvarani 2020, Horby 2021 : (£ 7FiER5.

“Wang 2020 (n=65)IZ 1D & DEE(14 BEFRDER. PCRIZMELE. CTRRREDHE) N KRE(ELD

CE. IETUARNBRINTERLI LML, AYETTIHEAAANG VA E LT,

*7-category ordinal scale: 1, :BFe & 5 WLMEEREATRE; 2, ABR(GEICU, BBERFEEXR L), 3, ABRGEICU, %
FEHY)4,ICU £ LLIEIEICY, HREMBBEBRS ® L < SR =E % (High-flow nasal oxygen: HFNO)
EEJ%; 5ICU, ATFRIBFERE, 6, ICU, ECMO 4 L CIZAIMFRFICMOMESRY R— b &ET HKE
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EFHEER

Tocilizumab Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
1.3.1 REE
Hermine 2020 20 63 29 67 10.5% 0.73 [0.47, 1.16] — 1 @7
Rosas 2020 103 295 55 143 32.2% 0.91 [0.70, 1.18] L . T
Salama 2020 38 250 25 127  10.4% 0.77 [0.49, 1.22] . @~
Salvarani 2020 1 60 2 63 0.4% 0.53 [0.05, 5.64] + + @7
Stone 2020 28 161 12 8  5.6% 1.19[0.64, 2.21] — o+
Veiga 2021 11 67 7 62 2.8% 1.45[0.60, 3.51] r @7
Wang 2020 0 34 1 31 0.2% 0.30 [0.01, 7.22] + + @7
Subtotal (95% CI) 930 575 62.1% 0.89 [0.73, 1.07] e
Total events 201 131

Heterogeneity: Tau? = 0.00; Chi’ = 3.74, df = 6 (P = 0.71); I’ = 0%
Test for overall effect: Z = 1.28 (P = 0.20)

1.3.2 Bff

Gordon 2021 9 353 11 402 2.9% 0.93 [0.39, 2.22]

Rosas 2020 103 295 55 143 32.2% 0.91 [0.70, 1.18] —

Veiga 2021 11 67 7 62 2.8% 1.45 [0.60, 3.51] >
Subtotal (95% CI) 715 607 37.9% 0.94 [0.74, 1.20] -

Total events 123 73

Heterogeneity: Tau? = 0.00; Chi? = 1.02, df = 2 (P = 0.60); I* = 0%
Test for overall effect: Z = 0.49 (P = 0.62)

Total (95% CI) 1283 977 100.0% 0.89 [0.74, 1.07] e 3
Total events 210 142

Heterogeneity: Tau? = 0.00; Chi? = 3.76, df = 7 (P = 0.81); I = 0%
Test for overall effect: Z = 1.28 (P = 0.20)

Test for subgroup differences: Chi® = 0.57, df = 2 (P = 0.75), I* = 0%
Risk of bias legend

(A) Randomization process

(B) Deviations from intended interventions

(C) Missing outcome data

(D) Measurment of the outcome

(E) Selection of the reported results

| | | |
0.5 0.7 1.5 2
Favours Tocilizumab Favours Control

*Rosas 2020, Veiga 2021 [FFfE - PHFEDEET —2 THH=H. MADY T JIL—TICEHE L TRF
L7 (Total &L LTEBEEINTUVE A R FUAFHEERS &L U Riskratio (&, EEZHIBRLI-T—4T
H5) .
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3. IETUVREHNLEED T (BEENDHTHTIL—T)
31 FEEBEICBHA3IETURENEED T—T
311 GRADE TEF>YRXR7O77AMIL

FER{EDOFE

A% Mt

AERR

(95% Cl) (95% Cl)

£RERET (28 AFR)

7 | ReT | mae | muc | ®mmc | #®mT | 4 | 5482522 | 593/2283 RR 0.89 29 fewer per 1,000 | @HBO

A B L L (21.7%) (28.0%) | (0.81t00.99) | (49 fewer to 3 fewer) th

FRPREEIRERNE (28 ARFR)

5 | ReT | ®mue | mac | muc | @< | & | 14322219 | 11832101 RR 1.08 45 more per 1,000 Y11 @)
e L L L (64.5%) (56.3%) | (1.00t01.16) | (0 fewer to 90 more) L
EEHESER
7 | ReT | ®ue | mac | ®uc | ®ac | & | 201930 131/575 RR 0.89 25 fewer per 1,000 Y 11@)
PR e L L (21.6%) (22.8%) | (0.73101.07) | (62 fewer to 16 more) L

RCT: S5 & ALHEHER; Cl: EHERM; RR: YR

B (REEREE. 00.05, B 80%E LTEHE)
a. ¥ DO RoBIEE (BERILENANSDER, 7V FALT—ARE, |EEROREIR) TEAELHE SN

b. REEMEDAHMAMEFIHARICL >TRLE DL, REMFEL (17=0%)

c. EHD RoBIER (BEELENANSDER., 79 FALT—2RIE, 7V FALBIE. REERDORR) THRAEE
s ht=

d. ZEEHEFLA (7=54%) . REFEEOHAEERHRTHS

e.Rosas, Veiga O3k (BELHPHFEERNR) BLUDFERRD S5 HOXH (BEH7H) #xgELL:
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3.1.2 GRADE Evidence-to-Decision +— 7L
CQ5 ®H%fE COVID-19EBEHIZF YRR T#HBETEIMN?

A COVID-19 BE (P EHIE)

o) X TG (ERT)

..... BRELR

£RART. BRRERKKE. EEFEER

BADBEDRR

COVID-19 BEIZEWVWT., 1 v2—0O4AF 26 (IL-6) EELREMRY A bHA L OEEHNEM
L. REETLEET D ENBESATND, IL-6 ZBRERETHDH VAT (TITLA
I®) &, COVID-19 BEICHITHRENY A bH4A OERZINGI L FRERET DRIEELH
HEH L LTHESW., HZOBRBAENTHOATVSA, BHEEET > TLEL,

=8

COMBERBEFATT D ?

| iy JH—FIETUR

O LA COVID-19 FHRAPTHIVEFERMZ L6 LTEY ., NAZOHILIZHETH
O $25<. LhZ 3. BAABA AOBKRBNREETH TEATEY . FYUXTTEEZOD
O 8T, L —DELTHEMTEATNS, ZOREICOVTRIES 5 T & EHRICERR
_JEI WeEZLLS,

O &g

O 8555

ZFELLER

FHENDLELVHREEOREDLDTTH?

| iy JH—FIETUR

mECEE:Y EBERE AR L LTz RCT £4712(2 2 I L 8 D T EF > R BHA & 5HE
mEL Ltz. 28 AEAOLREECICET SMRIEEME FIRM 7 #) %1000 At
O & Y 29 AD7ELY (95%Cl : 49 A 7EL~5 A 7ELy) THY . 28 HEF R DERKRIE
OXEW KEEOHRIETEE (AT 5 #) 11000 AZf=l) 45 AL LY (95%Cl: 0 A
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OsFEEE

O sy

EFRLIGLHR

PDIEN~90 AZLY) THofzo BET7 Y FALOBERHNEERZMDT O A
LD2ELEBELIIEE. EXOMRETEMEIL. HHESRLLT103 AL
(95%ClI : 38 AZULV\~167 AZLY) THY. BFELULHRE T/hE L] & BT
L=

FHENEIEELLBLHRIEDEENTLNDTY A ?

| iy JH—FIETUR

OREL FLURRTOREIZE Y, BRGABEROREEHEMLEL BIRKT #
O 1000 AZf=Y 25 AD7ELY, 95%Cl : 62 A EELN~16 AZBLY) . TDF=H. E
O hEwL FLBLHRE ThTh LUK LT,

B HTH

O&Ess

O sy

IETUORDIEEMN

PDRICETHEHMETET O RADHERSFFR T, ?

1| JH—FIETUR

O FEHIZE BT7VMAWLICETAIETOROBEREE T THY .. THES LSOOI
O & 1B T2 HHEIETORDOMEEMIE b LR LE,

W & 2TODT I MALIZOI-5ERONEETEE (Net Effect Estimate) DLFERES
m= . 7Y C A LDOBEROESTFTZMDT O FHLERE~SELE L5

O EAmEL L

liif [k

BEOWVWFTHIZEWNTE Netbenefit] THofzo TN, FHEESTIEIL—
REDUES . £FMICIE Th) OITETOROEEMELE LT,

ARDEELRT I R ALEEDEREERT AN ODVTEELTHEREEHY FIH?

115

JY—FIETUR

OEELGTHEERELFESD2EHY
OEELGTHEEEERIESDEDTEE
EHY
OEELGTEERELRIESDEEEZ

COVID-19 BEIZHT D F VU AR ITREIZETD. BTV LALIZESESE -
RIEDMERICET 5T —2 340, —HMIC, ECT77 FALICHLTELHA
HOMETE . ZOESDEFDBENIENFEEIND, LHL. HLE T
T7 9 ALICE S HAWGMERE. tOT7 Y FALEDEFIAHALLT
2fEEREL. T -5 EDORBTREMT LI,
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5L

B EECFHEREELRESD2EFHL

IEJOVAS M S

ZELOVHREEFLLABVHNRDONT VD RABHNADL LS ERABEFLEITN?

17

JH—FIETUR

O B R AMEAL

O LB mBAE £ 5 < B
ONMADLEBERRL VTN EBETEL
B 5% 5 NHMALER

O fr ADMERL

OsFEEE

O sy

AR

FMATEGRBRIETVANLIE, £2FREEIZDLVT 1000 AHf=Y 29 NiH
2. BRERIEIRFEICDLVT 1000 AZif=Y 45 AN, EEFESRICONT
1000 Ai7=Y 25 AEATHY. 79 FHLLBICHEZHEDNAS VR (EKk
DOMR)E LTIL 1000 Aif=Y 128 AOFBEHMETHD GFELET Y +HLOIE
BEBREMO 2L LGS 5L LEBEE. COARAKREEDLLAL) . L
Do T, FIMEEDNSURELT A DYRITEREICKDHBELBEDZ LM
RAEND,

COERBFEZLGHNEFFREICE > TREBEDTIMN?

1| JH—FIETUR
mEAYAY-3 2021 &£ 3 ARAEDKR TIE COVID-19 12X T S8k & LTLENEERBTH

O&E5<. LA
W EELSL, FW

O &Ly

OsFEEE

O sy

SSATRIRENE

ZDNAIFEITARETT HV?

Y, BE - REOBADERNGEIHETEDEEZ LMD, NAITHSTR
IR LLRMBE VRGNS (7Y TLSORiEFHEA 400mg : 75198
M) . BRONSREFKHELELTOEAN RO NS,

FIl 7 JH—FIETUR
0Lz 202146 3 AR, P2 UXTIIBE Y I FORARF LR EISHT B4

O&E5<. LA
W EELSL, FW

O &Ly

BELLTEARTERREINTHEY., AFAEETHS, —AT. COVID-19 [TxTF
ZERTEGMERELY . EREENOEESOBECNERICRIFHELSE
ERE REEED) OHLETOEANKRDLND,
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3.2 BEEREICBHTAIETUVREHNEED T—T
321 GRADE TEFRX7OJ774L

FER{EDOFE

A% st

R | FEEE AERR

(95% CI) (95% Cl)

£REET(28 BER)

4 | RCT | @ | B> | BT | B@<T | 4 | 262742 | 301/756 RR 0.95 20 fewer per 1,000 OO0 | =x

L L L | (35.3%) | (39.8%) | (0.75t01.20) | (100 fewer to 80 more) 18

BRRAER T E(28 HFF )

2 | reT | e | ma<c | mac #g ¢ # | 98381 | 69/349 RR 1.12 24 more per 1,000 1100 X
AN AN L | @5.7%) | (19.8%) | (0.861t0 1.45) (28 fewer to 89 more) ;3
EERESR
3 | RCT | ®ale | Balc | ®uc &5 # | 123715 | 73/607 RR 0.94 7 fewer per 1,000 OO EDN
B e L | (172%) | (12.0%) | (0.74 10 1.20) (31 fewer to 24 more) ;3

RCT: 54 LMLLLEEER; Cl: {E%8XM; RRIVR VK

5B (REfERE(L. «0.05 RHEH 80%E LTEHE)

a. BHDO RBER (BRILE=AANLD@EE. KRBTV AL, REBROER) THRAUEHEENT:

b. MEEBEDNHRMAMARICE>TELY ., EEELNEL (12=53%)

c. HHDRoBIEE (BELIAANSDER., RATY AL, 7O FOLAE, BEKROER) TRREHES
=

d. &EFWME (OIS: RR1.25 &£ LTEEF 946 ADE) OEEZF L TLVAELL

e. Rosas, Veiga DXk (B & PHFENR) R Gordon DXk (FEFR) DEF3IHEHRRE LT

f. BEFHE (OIS:RRO.75 & LTHE 1705 AE) OEEZEH L TLVEN
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3.2.2 GRADE Evidence-to-Decision +— 7L

CQ5 Z=MECOVID-19EBEIZFYRXTTEBETEIN?

£H: A COVID-19 B4 (EE)

T A: o) X TG (ERT)

LB n BR: BRERR

EEBTI LD L: £RART. BRRERKKE. EEFEER

2y Ta2Y: AlREE

BADBEDRR

COVID-19 BEIZEWVT. 410 42—0O4 X2 6(L-8)ZELREMY A FhA L DEEMNEML., &K
BETEEET DL ENRESA TN D, IL6 ZERERETHD VAT T (FUTLS®)
I&. COVID-19 BEICHIFTIREMEY A bHA VOERAZINGILFRERET HEREHEL H D EH
ELTHIFESA, BELDERHARIMITHOATLEA, BIEEEE>TULEL,

=8

COMBERBEFATT D ?

| iy JH—FIETUR

O LA COVID-19 FHRAPTHIVEFERMZ L6 LTEY ., NAZOHILIZHETH
O $25<. LhZ 3. BAABA AOBKRBNREETH TEATEY . FYUXTTEEZOD
O 8T, L —DELTHEMTEATNS, ZOREICOVTRIES 5 T & EHRICERR
_JEI WeEZLLS,

O &g

O 8555

ZFELLER

FHENSLFELVHREIEDEEDLDTYA?

FI7 YH—FIETUR

O Hbyh EEEEFEEFRE LI RCT £H=IC 3 MEL 4 O ET o XA EFFE L
W pEL f=o 28 BRROERAFXTICET SRMEEE (FIRH44) (£1000 A=Y
O 20 A7y (95%Cl : 100 A7 ~80 A% L) THY. 28 HEF R DERKRAEIRK
OXEW WEDOHRHETEE AR 24) (L1000 A&f=lY 24 A& L (95%Cl : 28 AL
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OsFEEE
O an sy

EFRLIGLHR

BL~89 ABLTH 1= BTV D LDEHNERERZHDT 7 FHLD
S8, EROMRBHEEMBIT, ARHIRELTE4 ASL
(95%Cl : 125 AD 73 ~253 AZLY) THof=o UELY, EELLHER

2f5&E LTRELS:

TIhNEL] EHIETLT=,

FHENEIEELLBLHRIEDEENTLNDTY A ?

H 7 JH—FIETUR

OXEW o)X TDEEICEY . BEEGHEESROREISEM LAY (B3 4,
O e 1000 AZyf=Y 7 AD7AELY, 95%Cl : 31 AD A v~24 AZLY) , EFL AL
O/MmEn Bk Thdhl LHELTE,

mbHIh

O&FEIFE

O sy

IETUORDIEEMN

PDRICETHEHMETET O RADHERSFFR T, ?

1| JH—FIETUR

W IEEICE 2RERT. BRERRE. EEHEZEROT7Y FHLICBLWTIETVADRE
OE EHX ME] THD, TRESLNDODESTOLAMBIET > ADEEMSE
O MEJ] A Thy THY. ZOAMEMEEMBRLT Tdh) LHBEFLEz, £TOT D
=3 FHLIZH=2ERDSRHETEME (Net Effect Estimate) OFRKEHES(E, BT

O EAmEL L

liif [k

7 b A LOBEBROEA T EMDO TV FHLERE-SBELE LIHEEOLTA

26U TH [Possible net benefit] THH7=8h. ERDIIRUEEBICET T4

HEIF2BETL—FTIEL, REHAEKRLELTOIET ADHEEEZ
TIEEIZE] &LT

ARDEELRT I R ALEEDEREERT AN ODVTEELTHEREEHY FIH?

115

JY—FIETUR

OEELGTHEERELFESD2EHY
OEELGTHEEEERIESDEDTEE
EHY

COVID-19 BFIZHT B Y URARITDBREIZEITS. E7 Y MALIZELE
- REOMERICET 2T —2F R0, —BHMIC, BE7I RALICHLTE
CHAMMEEXEL. ZOELOEFDLBNIENATEEINS, LHL. A
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OEELGTHEERELRIESD2EEEE
5L

B EECFHEREELRESD2EFHL

IEJOVAS M S

[F. BET7 Y FALICE CHERMGMEERE. D7 bhLEDBEREHA
ELT2MBEHREL., F- -5 BDRTRESHT L=,

ZELOVHREEFLLABVHNRDONT VD RAFNANADL L ERABEFLEITN?

17

JH—FIETUR

O B R AMEAL

O LB mBAE £ 5 < B
ONALEBEARL VT NLBATEL
O &% 5 < NALMER

O fr ADMERL

OsFEEE

W oMN5H0

AR

BROIETURADIE, 2FEFEFETIZ DT 1000 A%7=Y 20 AFD. B

FEIREISDULNT 1000 A2f=Y) 24 A, EEFEFFRICOLNT 1000 A=
U7 ABLTHD, TV EHLERICHI-E2HBRD/NT VX (EEOHR)E LT
[F 1000 AZif=Y 71 AOBEHEHNRTH S FETTV FHLOMIERZMD 2 5

ELHE  5BE LGS, COARAMEEDLLL) . LAL, TETY
AORERMET TERICIE] THY. BHRONAFVRIZONTIE THMEAEL &
Filpr L=

COERBFEZLGHNEFFREICE > TREBEDTIMN?

1| JH—FIETUR
mEAYAY-3 2021 &£ 3 ARADKR TIE COVID-19 12X T S8k & LTLENERBTH

O&E5<. LA
W EELSL, FW

O XLy

OsFEEE

O sy

SSATRIRENE

Z DN AIFEITARETT HV?

Y, BE - REOBADERNGEIHETEDEEZ LMD, NAITHSTR
IR LLRMBE VRGNS (7Y TLSORiEFHEA 400mg : 75198
M) . BRONSVREFKHELELTOEAN RO NS,

FIl 7 JH—FIETUR
0Lz 202146 3 AR, P2 UXTIIBE Y I FORARF LR EISHT B4

O&E5<. LA
W EELSL, FW

O &Ly

BELLTEARTERREINTEY., AFAEETHS, —AT. COVID-19 [T
ZERTEGMERELY . EREENOEESOBECNERICRIFHELS
ERE REEED) 0L ETOEANKRDLND,

82



OsFEEE

O e b

83




HERICRE 9 85

j:ﬁ:l

Ha

v BREBEELELLAVBEREFICNTEZLIUXTITOREICONTIE. BERATHE
#EERRLALY (no recommendation)

v BREBE/ARNBEJLELTINEEREICIVITIOREEZHHETD (5B
LR HOEEEDIET X : GRADE 2B)

v AIRBEE SPARELELTIEERFICHT IV XTIOREIZONT
(X, BEFRATEHERZRRLAL (no recommendation)

EZtE

BREBEFEETRNRE L RCT OREFEBRHRTEGEL, AFEEBFCHLTE, EFLLHER
FEFLLGVHRZLESAEEAB VA, IRORESEREICET SR MEHEL.
BMERE LT, BEEBEBICRHLTIE, 7O FHLERICHES2IET O RDOHERMEN 1EE
[ZIE] THAHo, PEGHEZRTI S LER#IT.

HITIN—TIZET R FEIER

EEERICHREZRT L

KCANDIRFAEER

WSS K DEBICIS LB HMERET SN TELGL, SROIET UV RAEKREITK
DHESEELLGDHAREENH S,
ZLDRCTIZEBVWTRERIGLERZH S BENARRELEOTLVS, —A. COVID-19 LISt D
FEMREEZESHLUEEMNRIS DGR SATEY ., ERICRLTEIEZET 5,
RELGFERABERCRES A I VT OVTOTALIET VRBFREVA, KEOHETIES
COBERITEERRELTRATAS FAKRESATEY ., £A704 FOFHFRAKIZEDY
AR IIBREHTOFRREDARENEL—EOD RCT DY BT THRESATLES I AL, fE
A9 258EFRT704 FEDQHFRIZOVDTREFAAEEL L,

B A

TL

MELDEFLEE

LTORBICET RN ROONEZE 5,
BEIAIVTOMVANRAELOHADRIEIZDONTOHE
-BICEEREFEERRE L. KEEN D RoB AMELY RCT DEE
F RERIGHABETHEVEEZRR E LR
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CQ6 COVID-19EBEIZVHILY=FEEBE5ETEIMN?

HER

v FTRTOEEEDCOVID-19 BEIZHTELHI LY== ROBEIZDOLTIE.

HEEATIEHRELZIETRLAL (no recommendation)

I BHEFRTIE COVID-19 BEHISH LTIV I LY = FEaRETREHRE

TELHDEDEWLIET AN

BFHHE: 2021 1AH27H

CQ6 IZB8Y %:BNEH : EHIRAIIRHL
1. BATET U RAOBREY <) —

2020 £ 12 A 31 BB R THEMNEXIZL
SN TWEHEY Y LY Z FEEDRCT (X EE
Living SR/Guidelines TIXR S igh o 1=, B4k
2. YO LYV ZFEEDES U F LIEFHTDIR

BLRONGMoT,

D=, X CQ TIL, MEDLINE

(PubMed) . CENTRAL. E®#E. medRxiv
THEDBREZEMTIT - BRERE [2.
FRIN-ERERX] S8), TORR. 140
EZHZE (Yamashita 2020) A Sht=

(E1) ,

COBEMETIE, ) U/ BHRIMEOFEE
@ COVID-19 flik BEIZKT S I LYK
DERELIRF ST, TOHR, 55t
23FEHDSI B LY FOERERE (n=11)
TlL. EHREEH (n=12) LEBLTRERE
DHELEHEENFEIZH D LT (18% vs. 83%,
p=0.0033) .

LAOALAEA S, ROBINS-| TN ZFRFHEZ1Tof=& 2 A, XBREFDRELA L
TWHEWEENRLMTRYRINEL ., F=Y U TILY A XELIFEEITINS V=6, IR

64 Records identified
through
database searching
Pubmed (n = 21)
CENTRAL (n=7)
E#EE (n=18)
Medrxiv(n= 18)

Additional records
identified through other
sources
(n=2)

e

Title-Abstract-
Screening
(n=66)

Full-text articles
assessed for
eligibility
(n=23)

Excluded
(n=43)

Excluded with
reasons
(n=22)

Studies included in qualitative
analyses

Observational Cohort Study
(n=1)

1. PRISMA 70—F¥—F

Risk of bias domains

[t [ b2 [ p3 | pa [ D5 [ s [ b7 [overal

>
<)
2

7]

2. SN -BERR D/ 7 AT

DEDBERNOERBITOMREFI LGN (B2) ,

—A. AR TEER - BEBREF IV BZXMRE L= RCT &L T, RACCO Study
(jJRCTs031190269) AMThi. ZDWMEBRD—EATLRAN Y —XEN TS
(XURL #&it) , EDARICE D&, E CT ERIZK S ARtk 8 HBLURNDMHxD
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MERE, VO LYZRFEEH 41 5IF 16 6] (39%) . HEREEE 48 fidh 9 I
(19%) THY. VAV ZE 0.20 (90%EFEXE 0.05-0.36) , JRY Ltk 2.08 (90%
{E%ERXM 1.15-3.75) , p=0.057. p ETHEBIEEKE 10%% FE> Tl V=, L&
Y, AEREFELLERTUILYZFOBRSHET., AEICHRIEENS N EHERIN
TW3,

CDEIZ, RATIHNIZRCT X, YU LV FOEMEEEET SERETE
LTWBH., BELHLLZOMEMENLR L/ E LTRERERSATLEN
(2021 F£1 A 15 BFR) . UE&Y, BEATEBARGHEEORREIFAETHS
EFIET LT=,

% RACCO Study D FL R IJ—R (2021 %1 A 15 HER)
https://www.ncgm.go.jp/pressrelease/2020/20201223 1.html

2. EREhEERK
MEDLINE (PubMed)

#1 "2019 nCoV"[tiab] OR 2019nCoV]tiab] OR "2019 novel coronavirus"[tiab] OR
"COVID 19"[tiab] OR COVID19[tiab] OR "new coronavirus"[tiab] OR "novel
coronavirus"[tiab] OR "SARS CoV-2"[tiab] OR (Wuhan[tiab] AND
coronavirus(tiab])

#2 "nCoV 19"[tiab] OR nCoV19[tiab] OR SARSCoV2[tiab] OR "SARSCoV-
2"[tiab] OR "SARS-CoV2"[tiab] OR "new CoV"[tiab] OR "novel CoV"[tiab] OR
"SARS coronavirus2"[tiab] OR "SARS coronavirus 2"[tiab] OR "coronavirus
19"[tiab] OR coronavirus19[tiab]

#3 “COVID-19’[Mesh]

#4 “SARS-CoV2’[Mesh]

#5 #1 OR#2 OR #3 OR #4

#6 "ciclesonide"[Supplementary Concept] OR "ciclesonide"[tiab] OR

"alvesco"[tiab]

#7 #5 AND #6

CENTRAL

#1 ((2019 novel coronavirus infection) or (COVID-19 pandemic) or (coronavirus
disease-19) or (COVID19) or (2019 novel coronavirus disease) or
(coronavirus disease 2019) or COVID-19):ti,ab,kw
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#2 ((Wuhan coronavirus) or (Wuhan seafood market pneumonia virus) or
(COVID19 virus) or (COVID-19 virus) or (coronavirus disease 2019 virus) or
(SARS-CoV-2) or (SARS2) or (2019 novel coronavirus)):ti,ab,kw

#3 MeSH descriptor: [Coronavirus] explode all trees

#4 MeSH descriptor: [Severe Acute Respiratory Syndrome] explode all trees

#5 #1 OR#2 OR #3 OR #4

#6 alvesco:ti,ab,kw

#7 ciclesonide:ti,ab,kw

#8 #6 OR #7

#9 #5 AND #8

EEEPRMEE

#1 SARSOOF 4 J)LAR-2[THor HE IO F D 4 JLR/TAor SARSOOF A
JLAR-2/TA or SARS-CoV-2/AL

#2 "a0F A )L R AEFERIFEE(2019-nCoV)"/TH or COVID-19/TAor O H
FITA

#3 #1 or #2

#4 Ciclesonide/THor %9 LY = F/TAor ZJLRX/TA

#5 #3 AND #4

medRxiv
#1 COVID-19 AND Ciclesnode
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HREICET o#5m

j:ﬁ:l

Ha

v TRTOEFEED COVID-19 BEIIHT EHL IV LY FOEEIZDOWNTIE, BEFERATIE
HREIRBRLAL (no recommendation)

IE4fE

2020 &£ 12 A 31 HOB A TEE Living SR/Guidelines $ &K UXBBRETIE, ULV =K
[CEE3 BEaFRERER L. 1 B DERMAZE (Yamashita2020) LivlitE ShiEho1=, TOMET
(X, REEFORABNINATOWEWEENSTRAYRIDNEL., 92 TILdA4 XEEEIC
INELY (n=23) 1=, ARDEDHRENSARFBITORREF LGN T, LLEDKREELY ., ]
B R CIXBAR R HRDIRRIETARETH S LI LT,

— A AR TERER-BEBEEZNRE LT RCT & LT.RACCO Study (jRCTs031190269)
DIERD—ENT LR —REN PO LY FOFEHEREZEET IHRETHD LICIEE
BETORENHDEEZOND,

B I TIN—TIZET HREHEE

Tl

KielShhh HIREAEIER

-BEOBRERZET S, HAHAIWVWEIREDRWHLELZ EEHICE C-BCHEEEET 5D
DTIEEL, HIZ. REXWBROAREMICT TITAEZRESIATVSEE. AEOHEE
FllFhb2OWTIE, BELHENEFEN DS,

- AIRBEEFICH LTREZRETHHBEICIE. AR—Y—11 EDWEFHTEHENIVEIC
BHT &L, PEEPNBAC EICLE HFRKEBEEDIRINHH . BREBEICHT 5+
PETTEDBEETDHIELREICBET S,

B4R & P

L

MELDEFLEE

UTORARICET 2REANRDLON D,
-EEEZERAINEL=5 0¥ LML EEER
- RBOFEEARHRHRTOA MIREBZBICHT 2XE0FIM
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CQ7 CoOVID-19 BEFIChHEREEZFITSIN?

AR

vV BERBREZLEL LGVERESEICHT AHEEREICOVTIE. BEA
TIEHREZIERTLAL (no recommendation)

vV BERE/ARNBREDELTHIHEERE. TOVICATERFBER/E
FABREZVELTIEREREICRERBREZIT O CLEHHET S (B
WHR BEOHEEEODIET VX : GRADE 2C)

I BRKRTIL COVID-19 BHEICH LTRAWSRELGHABRROERL S

RICBEEZRFT 5-OD+TRBIETUORIEEN, -, EEREED

AERRELERRDIDLEL, PFELEEZRA LRI TSR,
BB 20213 A30H

CQ7 B9 %:8MMEH : HEERAIIRHL

1. fATETVADRoB YT ) —
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n
-
o
o
1
-

o D2 B3 D4 D5 D& D7 |Cvorall
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TH-o1=. &2 T. KCQ TIIEHEME% g | 2 00 © © ® @ O

x5 & L 1= systematic review % 1 L #t © ® ® ® ® ® ®
BEETRTBISE o1, e
BROWENDTE TR (BERHE) O - o

RoB % ROBINS-I Z{#F L TEHfi L 7=,

FRAIETUREHEERVERED COVID-19 BHICE T2 FHIREELH/ELLD
LEEETIE 16 ¥ (15848 &), BEBRESELREL LOLETIEI 114 (7554 &2)TH-

o BRETIMHLTHDEERETEE VIEIZH TS RoB EHAEIZEWNTIX, 7

FALIZHT ZRERF TRESN TV VDHAREIX critical & LTBR L., Eo-HE
THRMEEZEH L=, TOHER. KBAFICET 5/34 7 X(E moderate & ##f

Lizo ZDIEMN. NANSDEREICKDNA T RERBT—RIZK D/34 7 XIZ1ER
FRZERBOEMN., TN LTINS TR L EHIETLT=,
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2. FRAShERRR
MEDLINE (PubMed)

#1

heparin[Title/Abstract] OR enoxaparin[Title/Abstract] OR
clexane[Title/Abstract] OR Fondaparinux[Title/Abstract] OR
LMWH[Title/Abstract] OR apixaban[Title/Abstract] OR
rivaroxaban[Title/Abstract] OR NOAC[Title/Abstract] OR “Novel oral
anticoagulants”[Title/Abstract] OR nafamostat[Title/Abstract] OR
warfarin[Title/Abstract] OR edoxaban[Title/Abstract]

#2

thrombo—prophylaxis[Title/Abstract] OR thromboprophylaxis[Title/Abstract]

#3

anti—thrombotic[Title/Abstract] OR antithrombotic[Title/Abstract] OR
anticoagulant*[Title/Abstract] OR anticoagulat*[Title/Abstract] OR anti—
coagulantx[Title/Abstract] OR anticoagulat*[Title/Abstract] OR
antithrombotic[Title/Abstract] OR “VTE treat*”[Title/Abstract]

covid—19[Title/Abstract] OR SARS-cov2[Title/Abstract] OR “novel
coronavirus” [Title/Abstract] OR “COVID 19”[Title/Abstract]

#5

“case control”[Title/Abstract] OR “case—control”[Title/Abstract] OR
retrospective*[Title/Abstract] OR prospectivex[Title/Abstract] OR
trial[Title/Abstract] OR randomized[Title/Abstract] OR cohort[Title/Abstract]
OR relative—risk[Title/Abstract] OR “relative risk”[Title/Abstract] OR odds—
ratio[ Title/Abstract] OR “odds ratio”[Title/Abstract] OR hazard

ratio[ Title/Abstract] OR “hazard-ratio”[Title/Abstract] OR
associat*[Title/Abstract] OR observational[Title/Abstract]

#6

#1 OR #2 OR #3

#7

#4 AND #5 AND #6

CENTRAL

#1

heparin OR enoxaparin OR clexane OR Fondaparinux OR LMWH OR
apixaban OR rivaroxaban OR NOAC OR "Novel oral anticoagulants" OR
nafamostat OR warfarin OR edoxaban

#2

Thrombo-prophylaxis OR thromboprophylaxis

#3

anti-thrombotic OR antithrombotic OR anticoagulant* OR anticoagulat* OR
anti-coagulant* OR anticoagulat® OR antithrombotic OR "VTE treat™

#1 OR#2 OR #3

#5

COVID-19 OR SARS-cov2 OR "novel coronavirus" OR "COVID 19"

#6

#4 AND #5 (Limit to trials)
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3. PEERUVEEREICHISIIET UV RAENEED T—TIL
31 Zx LA MOy b+

311 FHEEE vs. 5L L

2REAIET (in-hospital)

Risk Ratio Risk Ratio
Study or Subgroup __log[Risk Ratio] SE_Weight 1V, Random, 95% Ci v, Random, 95% €1
Filip 2020 -1.02165125 0.22700446 13.8%  0.36 [0.23, 0.56] ——
Filippo 2020 -0.51082562 0.1225984 21.3%  0.60 [0.47, 0.76] —=—
Girish 2020 ~0.61618614 0.05588101  25.8%  0.54 [0.48, 0.60] -
Hsu 2020 -0.73396918 0.50437824  4.7%  0.48 [0.18, 1.29] —
Jose 2020 -1.17118298 0.34935899  8.2%  0.31[0.16, 0.61] —_—
Rentsch 2020 -0.28768207 0.04775805 26.2%  0.75 [0.68, 0.82] -
Total (35% CI) 100.0%  0.54 [0.43, 0.68] -
Heterogeneity: Tau® = 0.05; Chi® = 31.54, df = 5 (P < 0.00001); * = 84%
0.1 0.2 0.5 2z 5 10
Test for overall effect: Z = 5.13 (P < 0.00001) Favours [prophylaxis] Favours [no treatment]
Risk Ratio Risk Ratio
Study or log[Risk Ratio] SE_Weight IV, R: 95% C1 IV, Random, 95% C1
Charles 2020 -0.15082289 0.0149225 68.5% 0.86 [0.84, 0.89] [E]
Yuan 2020 -0.82098055 0.40787138 31.5%  0.44 [0.20, 0.98] — |
Total (95% CI} 100.0%  0.70[0.38, 1.28] il
Heterogeneity: Tau? = 0.14; Chi® = 2.70, df = 1 (P = 0.10); I = 63% o o o5 ) t 0
Test for overall effect: Z = 1.16 (P = 0.24) Favours [prophylaxis] Favours [no treatment]
EEGHm
{Prophylaxis dose]  [No treatment] Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ahmad 2020 11 672 2 25 8.0% 0.20 [0.05, 0.87]
Auallah 2020 2 158 8 164 7.6% 0.26 [0.06, 1.20] -
Daughety 2020 3 99 1 13 5% 0.39[0.04, 3.51] —
Filip 2020 46 2121 20 361 12.3% 0.39 [0.23, 0.65] —_—
Filippo 2020 16 1890 15 604  11.5% 0.34 [0.17, 0.69] ——
Girish 2020 33 1959 29 1530 12.4% 0.89 [0.54, 1.46] .
Hanny 2020 9 354 5 11 10.5% 0.06 (0.02, 0.14] —
Hsu 2020 10 393 o 27 3% 1.49 [0.09, 24.81]
Jose 2020 22 611 2 79 8.1% 1.42 [0.34, 5.93] —r—
Massimo 2020 2 40 o 10 3.5% 1.34 0.07, 25.95]
Nancy 2020 8 198 1 55 5.7% 2.22 [0.28, 17.39] ——
Rushad 2020 0 359 2 20 3.4% 0.02 [0.00, 0.34] +———
Salisbury 2020 5 239 2 9  7.8% 0,09 [0.02, 0.42] —_—
Total (95% CI) 9093 2917 100.0% 0.35 [0.18, 0.66] el
Total events 167 8
Heterogeneity: Tau” = 0.82; Chi” = 46.79, df = 12 (P < 0.00001); I = 74% Bo1 o1 10 100
BESETOE VR Rl Atfect: Zim A2 1 E = (L 00 Favours [prophylaxis] Favours [no treatment]
> = f~
S| =
31.28BKBEE vs. 5L
£[RAT (in-hospital)
Risk Ratio Risk Ratio
Study or Subgroup  log[Risk Ratio] SE Weight IV, Rand 95% Cl IV, Randi 95% Cl
Filip 2020 -1.86711999 0.25021154 28.0% 0.15 [0.08, 0.24] —
Girish 2020 -0.56211892 0.07208341 35.6% 0.57 [0.49, 0.66] -
Ishan 2020 -0.12783337 0.01760022 36.4% 0.88 [0.85, 0.91] L]
Total (95% CI) 100.0%  0.46 [0.27, 0.79] —~l—
Heterogeneity: Tau’ = 0.21; Chi® = 82.66, df = 2 (P < 0.00001); I’ = 98% t f + . : t
Test for overall effect: Z = 2.84 (P = 0.005) R z A
Favours [treatment] Favours [no treatment]
EEGHm
I3 d~
Treatment dose No treatment Risk Ratio Risk Ratio """’,",’h .
Study or Subgroup __ Events __ Total Events _Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ® T‘ F. .'T ®
Ahmad 2020 19 191 2 25 7.6% 1.24 [0.31, 5.02] "
Atallah 2020 5 24 8 164 10.6% 4.27 [1.52, 11.99] ® e
Daughety 2020 6 55 1 13 4.5% 1.42 [0.19, 10.79] - ® ® @ ®
Filip 2020 81 998 20 361 16.8% 1.46 [0.91, 2.35] f— ® ® ® @ ®
Girish 2020 27 200 29 1530 16.3% 1.58 [0.94, 2.66] =
Hanny 2020 5 35 5 11 10.5% 0.31[0.11, 0.89] —_— . 4 L I 3K ) °
Hsu 2020 7 48 0 27 2.6%  8.57[0.51, 144.49] S S S— ® ® ® @ *®
Ishan 2020 15 786 38 1987  15.4% 1.00 [0.55, 1.80] —r [ ] [ 2K N J [
Nancy 2020 11 102 1 55 4.6% 5.93 [0.79, 44.74] - @ ® @ @ ®
Rushad 2020 1 151 2 29 3.5% 0.10[0.01,1.02] ¥ ® ®
salisbury 2020 6 53 2 9 7.4% 0.51[0.12, 2.14] — ® ® ® ® 4
Total (95% CI) 3343 4211 100.0% 1.23 [0.75, 2.01) - & 2 @ @ @
Total events 183 108 -
Heterogeneity: Tau® = 0.32; Chi? = 24.20, df = 10 (P = 0.007); I = 59% kY]

Test for overall effect: 7 = 0.83 (P =

0.1 10
Favours [treatment] Favours [no treatment]
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3135Z8H . AERKRS5E vs. THERSE
2[REI T (in-hospital)

Risk Ratio Risk Ratio
Study or Subgroup _log[Risk Ratio] SE_Weight 1V, Random, 95% CI 1V, Random, 95% Cl
Hsu 2020 0.04879016 0.33187105 22.6%  1.05 [0.55,2.01] —
John 2020 -0.23572233  0.3204697 23.2%  0.79[0.42, 1.48] —
Jonmarker 2020 -1.10866263 0.48493846 15.4%  0.33 [0.13, 0.85]
Muoi 2020 -0.94160854 0.30346532 24.2%  0.39[0.22,0.71] —
Fasqua\e 2020 ~1.17118298 0.50615596 14.7% 0.31[0.11, 0.84] .
Total (95% CI) 100.0%  0.54 [0.33, 0.88] g

Heterogeneity: Tau® = 0,

16; Chi* = 8.71, df = 4 (P = 0.07); I* = 54%

0.1 0.2 0.5 2 5
Testfor.overalleffiect: 2.~ 2045 (P=0.01) Favours [treatment] Favours [prophylaxis]
Risk Ratio Risk Ratio
Study or Subgroup  log[Risk Ratio] SE Weight IV, , 95% Cl v, 95% Cl
Atallah 2020 -0.84397007 0.74963619 100.0% 0.43 [0.10, 1.87] —.__
Total (95% CI) 100.0%  0.43 [0.10, 1.87] e
Heterogeneity: Not applicable o1 o2 o's 5 T To

Test for overall effect: Z = 1.13 (P = 0.26)

EEGHm

Treatment dose

Prophylaxis dose

Study or Subgroup Events Total Events
Ahmad 2020 13 191 11
Atallah 2020 5 24 2
Filip 2020 81 998 46
Giampiero 2020 1 26 0
Girish 2020 27 900 33
Hanny 2020 5 35 |-,
Hsu 2020 7 48 10
John 2020 5 46 4
Jonmarker 2020 0 37 3
Muoi 2020 51 161 17
Nancy 2020 11 102 8
Pasquale 2020 2 89 2
Raffaele 2020 8 84 8
Rushad 2020 1 151 0
Salisbury 2020 6 53 5
Xavier 2020 1 8 1
Total (95% CI) 2953

Total events 230 159

Total
672
158

2121
59
1959
354
393
95
67
83
198
361
240
359
239
49

7407

Favours [treatment] Favours [prophylaxis]

Heterogeneity: Tau” = 0.18; Chi® = 29,17, df = 15 (P = 0.02); F = 49% t
Test for overall effect: Z = 7.05 (P < 0.00001)

Risk Ratio Risk Ratio
Weight M-H, Random, 95% CI M-H, Random, 95% CI
9.6% 6.08 [2.94, 12.55] —
3.6%  16.46 [3.38, 80.11] -
14.3% 3.74[2.63,5.33] S
1.1%  6.67 [0.28, 158.43]
12.4% 1.78[1.08, 2.94] ——
6.6% 5.62 [1.99, 15.84] —_—
7.6% 5.73 [2.29, 14.36] ——
5.0% 2.58[0.73, 9.16] sp———=
1.2% 0.26 [0.01, 4.82]
12.6% 1.55 [0.96, 2.50] ——
7.9% 2.67 [1.11, 6.43] i
2.6% 4.06 [0.58, 28.40] —]
7.3% 2.86[1.11, 7.37] i =
1.1%  7.11[0.29,173.44] *
5.8% 5.41[1.72, 17.07] —_—
1.5% 6.13 [0.42, 88.37]
100.0% 3.39 [2.41, 4.75] -
0,05 : S
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32GRADE T EF>AXA7AO774I)l
3.21 FHBREE vs. BELGL

Lk S0k

ik #axt
(95% Cl) (95% Cl)
2REERET
749/3271 105 fewer per 1,000
22.9% 131 fi to 73 f
B #u | mac | mac | u | isaesto | OO RR 0.54 (31 fewerto73fewen) | (OO
6 I EX
B3R b 7zl 7z L 16.1% 0.43 10 0.68 &
> ¢ ¢ (16.1%) 253% | ) 116 fewer per 1,000
(144 fewer to 81 fewer)
VTE
119/508 70 fewer per 1,000
23.4% 145 fi to 66
wme | wmc | ga | e | wmc | w | 2us | B4 RR 0.70 (45fewerto 86 more) | O
2 EX
B3R #Y © d 7zl EE e L 3.7% 0.38t0 1.28 FEEIE
- z ¢ * ¢ ) ( ) 69 fewer per 1,000
23.1%
(143 fewer to 65 more)
BEEQHM
87/2917 20 fewer per 1,000
3.0% 25 f to 10 f
wme | #mc | #a | muc | mac | # | temeoss | OO RR 0.35 (@stewerto10fewen) | YOO
13 EX
® b7 7zl 7zl L 1.8% 0.18 to 0.66 HIZIE
B R K ¢ ¢ ( ) ( ) 20 fewer per 1,000 I
3.0%
(25 fewer to 10 fewer)

Cl: {S3ERfE; RR: YRt

T AR—RSA VYR O—LEDOT I FHLFEERD A ZBITEYHEH LT,

A AN DNI=HRICE T S RBEAFRERMORH DK
HHAAANLNIHRICE T 2 RBEFREROMREEEEHE LTz, Ty XEONYF— FETRENTOEHRR
R LHIZEBRLTHE L=

A (REEREL. «0.05 #%HH80%& LTEHE)

a. EFENBHEDE4LD RoB A% T moderate TH371=&
b. 12=84% L #iFtFMLEBEHNKEL
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c. BENSHAEDE LD RoB HET serious TH D=8

d. P=63% &L #FEH PG REMAREN

e. 5%IEEREIABREDN L FREF-E, F1- 0IS (RBEFRE) EH-S4L
f. EENDHEDE <D RoB ML T critical TH D=

9. P=T74% L MFEH PG REMAREN

3.2.2 AEEREE vs. BELL

Lk S0k

A% st

(95% CI) (95% Cl)

2RERET
894/3905 124 fewer per 1,000
3]
22.9% 167 fi to 48 f
B | FHC guc | mac | u | esoorz | B RR 0.46 (167fewerto 48 fewer) | (OO
3 < EX
wE | Fu e L L L 25.2% 0.27 t0 0.79 15
> * s ¢ ¢ (25.2%) ( ) 107 fewer per 1,000
19.9%
(145 fewer to 42 fewer)
BEEQHM
108/4211 7 more per 1,000
2.6% 8 fi to 29
B | FHC FHT | 1ssaz | 0% RR 1.23 (@fewerto29more) | OO
11 3 &7 ¢ EX
wmE | Bz A L (5.6%) (0.75t0 2.01) FEHITE
7 more per 1,000
3.0%
(8 fewer to 30 more)

Cl: {S3ERME; RR: YRt

T AR—RSA VYR30 FO—LEDOT I CHLFEERDA ZBITEYHEH LT,
HAAANDNI=HRICE T S RBEFRERMORH DK
HHAAANONIEHRICE T 2 RBEFRBROMREEEEHE LTz, Ty XEONYF— FETRENTOEHRR
YR LHIZEBRmLTHE L=

5Bl (REfERE(L. «0.05 RN 80%E LTEHE)
a. BFENS{E <D RoB A serious #&L

b. 8% M RoB gAY, critical DIAEDHTH S

c. ’=59% L ifFtFHMTRERNKE L

d. 95%{E B RMHERRIIBMED EREF =<
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3.23 AEBR5E vs. THIEEE (SBEM)

Lk S0k

A% st

(95% CI) (95% Cl)

2REERET
891/5168 79 fewer per 1,000
17.2% 115 fi to 21 f
B 70 | BaT | soz100 | 77 RR 0.54 (Msfewerto2tfewen) | OO
5 I &7 © EX
B3R b 7zl L 27.0% 0.33100.88 FEHEIZE
> ¢ (27.0%) ( ) 170 fewer per 1,000
37.0%
(248 fewer to 44 fewer)
VTE
17/158 61 fewer per 1,000
3]
10.8% 97 f to 94
BE | FHC wac | #¥wc | & 4124 (10:8%) RR 0.43 @7fewertosdmere) 1 OO
1 Th EX
R 4 A A &7 ° L 16.7% 0.10to 1.87 FEEIE
- * w ¢ z ( ) ( ) 62 fewer per 1,000
10.8%
(97 fewer to 94 more)
BEEQHM
159/7407 50 more per 1,000
3]
2.1% 30 to 79
BE | FHC guc | mac | u | 20 | O RR 3.39 (Bomoreto79more) | )
16 Th EX
54 B A LN L (7.8%) (2.41 t0 4.75) FEHITE
0w 53 more per 1,000
2.2%
(31 more to 83 more)

Cl: {S3ERfE; RR: YRt

T AR—RSA VYR O—LEDOT I FHLFEERD A ZBITEYHEH LT,
HAANDN=HRICE T S REEFRERMORH DK
HHAAANLNIHRICE T 2 RBEFREROMREEEEHE LIz, 7y XEONYF— FETRENTOHRR
R LHIZEBRLTHE L=

5B (REfEREL. «0.05 RHEH 80%E LTEHE)

a. BENLHEDELD RoB A2 T moderate TH B =8

b. P=54 % & #REHFHIRBEENKE N

c. B5%IEHXMMFIRICET HEELTRES RRO2%) £FR<
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d. {82 M RoB M%£ TAH serious TH B
e. BWIEERMEMNFIZEICEAT HHELULARES RRO2DY%) ZF-F, £ OIS (REIFEHRE) H-S4H0
f. EFNDERDHAED RoB MIFIFL T critical THD
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3.3 GRADE Evidence-to-Decision +—7JJL

CQ7 HEERUELRE COVID-19 EEICHEBEEREZTSIMN?

£H: B A COVID-19 2%

T A: NERBEEZREYT S (FHREED LJXEARIRSE)

LB n BR: HREZEERELEL

EFELBT I bAL: 2REET. VIE, EELGHIM

2y Ta2Y: AlREE

BADBEDRR

COVID-19 [V A LAREIZH S MEEFICL HREERENRED1D2ELTEALN TS, M
ENEORMBEETEEBIC, SESEFLHRERFMEAL, S5ITEHA FASA VR =LK
EDRIEICEHET ZERMNEHICRAEL, MRNELBLIKRELLES, COVID-19DEERD 1D
[CHERENZF SN, TOMBREBEFHT A ENBEFRREICDEND ZEMNHFIAT
HY. COVID-19 BEICHT DIEEREKENBFE SN T D, MEREEIC(TmMEHED TR
EE8LMRICHT HARBEEDN 2 DO/REFENRINTHEY ., BE2LEHTREBREER
DEMEEBRHTIERMNERSKRENLEEZLN, KCQFIELT,

Bl

COMBEIFEBESBETIN?

H) by JH—FIETUR

O Lz COVID-19 [ZREE N . BEEFORTERELEEL, T, EREROTEFE
O B8ZF5<. LWW& T, BROEFEHRICHLERBERESISEILTLDIHEERSHA 2T LY
O &8F6<, F KEWV, UBREREIHENHGFEFSNIARTHINTOEMEEEE>THEDS
[ YA T, CQARICELERNEERNKRENEEZ SN D,

O &FEEF

O ah iy

ZELLVIR

FHINLGLEELVHRILEDEEDLDTEA?

1| JH—FIETUR
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a bhyh NAERREICET SXBEFEREL-AEHARIE. £RERTIZEVTFHE

O /pEy EELBRERLELBELEHREN 6 4. BRREELBRE A LELRLEHREN
O 3 I NS, T, VIEICBLWTRFHREE LIRS G LELR LEHREN
mREW 2 Ehtz. ERARCICET 2 FHREELREL L ELRL-HREE
&I 1000 AZ71=Y 116 AL 7Ly (95%CI : 144 ADEELN~81 ALY | B
OsFEEE BIREELHREL LELR LR EEEE 1000 AZf=Y 107 A% (95%
O o sy Cl: 145 AD7g W ~42 AD7EWN) THo1=. VIEIZET S FHREELRER

L& L3R HEEEL. 1000 AZf=Y 69 ADALY (95%Cl : 143 AD 7L
~65 A%V THotz, FHIEEED Net benefit (ELREETT 2 b H LD

HUEBEEFMOT I FHLD 2L LTHRE LGS, EROMRETEEL.

BHEMEE LT 1000 A=Y 301 ALY (95%Cl : 423 ADEELN~179 A

BN THol=, BEIZREEND Net benefit FLRRAFET-NDHTHSH. £REAE

T7Y FHLOEMUEEEEMOT I FHLD 2EL LTHRELZBE. ELK
DIRHEEMEE 1000 AHTF=Y 214 A7 (95%Cl - 317 AD TR~ 111 A
BN THotz. LA 2T, REERE (PHIXFERTARREE)CL2E
FLOSREFHEEERWARBREELLIC TREL] LHELE, 0T,

EHRELTIE TREL &LT

ZFLLGLHE

FHEINBIEELLBLHREEDEENTLDTY A ?

1| JH—FIETUR
OXEw RREREICEY PHEMRE., EEGCHNICBEWVTTHREELRELLER
O 8 LI-BRZRAS 13 #F, AR5 B E RS LR LIZFI%A 11 (il S h
O &L too PHBSBERSHLELB LLHRICS T2 ERALMICET 2HREE
m HIHh fElX. 1000 AZ7= U 20 A 7Ly (95%CI : 25 AD7ZELN~10 ADTELY) TH o
-, ABBRERLBSE LERB LTRSS T ZERGHNISET 2 HRHERE
OxFEFE fElX. 1000 A&7=U 7 AZLY (95%Cl : 8 A7 LN~30 AZLY) THoF=. L
O sy =2 T, MEREAREICLKDABRBREEDEFE LLAVHRIET Mooy |
FHIZEEOEE L BVHRIE ThFh) LHLz, Lo>TREALELTE
Thdhl &L,

IETORADEEM

DRICETH2HMETET O RADHERSFF T, ?

1| JH—FIETUR
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O 3ERICE
W
O

m=

O EAmELE L

{mfE#

2RARCDT Y FHLICEBFETETVRAOEERER, FHitEELBR54L
DLEIZHENT ME] | BARREELRELLOLKIZENT HEl THo 1=,
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GIN-McMaster GDC(*1) GIN-McMaster RG(*2) 2020 4£ | 2020 4E | 2020 £ | 2020 £ | 2020 £
58 6 A 78 8 A 9AR
M@\, PHE. #E. G5UITFL—= |[step1 RGERICFIATZ 2MME., SR 4
v GDC NEXREEEHT 5.
Organization, Budget, Planning and | step 2 RG Y 2 REREEFIREERT 5,
Training RGOTFYIL—hrEERT S, BEICE
HREERET D, TEILEHFRIRRILE
BEHET S
BEIRCIDHE step-3 RG 801+ 2 EHRMRIEERT S v
Priority Setting (Bl - BHEBERARDRITLE. RR/E
RAKRGEICETEHLLVIETVR)
step-4 —BMELEBRROAA LT ANBEMNE
SHhERY EIFS,
HARSATIN—TDAIN—1ER | step-5 HA RSA VEBZERICHREESMS v
Guideline Group Membership 5%,
step-6 HARS4 VEBREREREHRIT DBICH

KT BEMPFLIC. FEVIEREBDE
FARDT—2R—REERT S,
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4 | HA RSATL—TTOADHEL | step-7 B4 LS4 UPENMESIE. Web 255 v
Establishing Guideline Group (BRFELIIRERRE) OFEANIRHS
Processes nd,

5 | RHEEDOREEL FE Y DERR step-8 ) —RYBENZ, FRFEEICRG EM5 Ve
Identifying Target Audience and €5,
Topic Selection

6 | HEBRLNERHREORES None NA
Consumer and Stakeholder
Involvement

7 | FIZEHER (COLl: conflict of interest) step-9 RG A K5 A UARR/ SR ILIE. FIISHER v
ICET HRHBR R S—E XY 2-HDRELE TOER
Conflict of Interest Considerations ERBELTHEHEENHD.

8 (PICO X D) EEFDAERK step-10 | RG IZBSh =D CQ #H]Y LIFZHE v
(PICO) Question Generation nHd.

9 | PYORHLERADEEM, HOUIT | step-11 | K PICODT Y FHLDOELIERTHTO v
HER. BR. HRECRE CRARERTHINETHD.
Considering Importance of
Outcomes and Interventions, step-12 | EFEOMERCERICET 21ERIE. BEM NA
Values, Preferences and Utilities Xk e RERERR G EOBADTIATH

IENTES,
10 | BATSHIIETURADRE, BHUIC |step-13a | ZHMLEL1—2ERT 2 TOEREES v

IETUVRDBRE

T ARBENOFIATRRG) V—R (B
MeEESOMA) ERETH. Ra—EY
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Deciding what Evidence to Include

and Searching for Evidence

TERIFRRLEa—ITk Y., BEEELEL
BEIBLATNEMENEHZELH D

11 | TETVRDEH., B5UITEMMIE | step-14 | EFIRMOROON-BEET L ETERAEL
WORE IETUR%EHEMAL T, Evidence -to-
Summarizing Evidence and Decision T—JILIZE I+ TEMER]
Considering Additional Information LBHMTESHEENH D,

X : GRADE ADOLOPMENT

12 | TEFVRBEDH., BS, F=IEHE | step-13b | step13
SR D+
Judging Quality, Strength or
Certainty of a Body of Evidence

13 | #EOER, BOVICHEDHRSOR | step-15 | FFREL Web RBEHEAL T, BER
£ Developing Recommendations 70X EREILLT B,
and Determining their Strength ;£ : GRADE ADOLOPMENT

14 | #REFELSWITRT - RITATHEME - | step-16 | /SRLREHIC, BROGEZEENXE

AFHICET SRHAFHONTHEAS
hERB

Wording of Recommendations and
of Considerations of
Implementation, Feasibility and

Equity

EREMSE D,
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HfE2ERT HIVLENHD. RC EIERT
BHRIE. BEHAFSAUDBEESND
BitEEERT HRENDH D,

15 [ #{ELEF7LEa— step-17 | TIETURABEESATINS LHETShi=
Reporting and Peer Review BRICERINS O EEEL. EH
BIIZELERT o
step-18 RG DHREE L UHNEL Ea—Df-H DR
BUEA T a vERFTILENSHY, A
BETHDHEEZOLNDHEIE. RGIZHL
TETDTOERE@HRT IHENH D,
16 | ERERT step-19 | RG E{THEEIL. PICO D% RIRT ~
Dissemination and Implementation ETHD
step-20 RG [X. ETICEEL CORBEMLES £
FHLEIY EITHARENH D,
17 | Rl & BERR None NA
Evaluation and Use
18 | E¥r step-21 YEHA RS UEERT D EEE. RG
Updating FLIEBEIA PS4 URLRETRT S

*1 GDC: Guideline Development Checklist (https://cebgrade.mcmaster.ca/guidecheck.html)

*2 RG: Rapid guidelines: Development of rapid guidelines: 3. GIN-McMaster Guideline Development Checklist extension for rapid recommendations (RL Morgan, |

Florez, M Falavigna, et al. Health Res Policy Syst. 2018; 16: 63.)
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