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Agents and Chemotherapy Sep 2020, AAC.01897-20) , FEIRERITRHAZ SRS %
BT HTHAUTHY .. REOFEZROHFERIEKRCQ CTRIARTRETHD, EEF
BUOWEHEET HR, AICAWVWSIENTEET— R (FIRBTFARETH 1=,

2




2. TETVREHEEDT—TIL
21 24 LA RFOY
£RERELT (28 BEFA)

Favipiravir Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl ABCDE
Balykova 2020 0 100 o100 Mot estimable LR
lvashchenko 2020 2 40 i} 20 284% 266[012 5812 = ?? . ?7?
Lou 2021 0 9 /R ] Mot estimahle 22@77
Udwandia 2020 a Ta 1 T8 TOE% 0.33[0.01, 8.20] L . ? . ? .
Zhan 2021 0 3 019 Mot estimable @r@22
Total (95% CI) 260 224 100.0% 1.02 [0.15, 6.80] *
Total events 2 1
Heterogeneity: Chi*= 0.85, df=1 (P = 0.36); F= 0% ID ” 051 150 1DD=
Test for averall effect 2= 002 {F = 0.949) Fé'v'ours Fé'v'ipira'v'ir Favours Contral

BRERAEIRERE (28 B E )

Favipiravir 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
Balykova 2020 27100 15 100  6.0% 1.80[1.02,317] @278
lvaghchenko 2020 36 40 149 20 28.9% 0.95[0.82,1.08] 2 . 7
Lou 2021 a 9 a 10 2.9% 1.11[0.47, 2.60] ?7? . 77
Ruzhentsova 2020 95 112 44 a5 27 6% 1.09[0.93,1.28] .' B . 77
Udwandia 2020 51 53 46 49 346% 1.03[0.94,1.17] @2@7@
Total (95% CI) 314 235 100.0% 1.06 [0.91,1.23]
Total ewents 5 129
Heterogeneity: Tau?= 0.01; Chi*=11.38, df= 4 (P = 0.02); F= 65% ) 1 I 1 |
0.m 01 1 10 100
Testfor overall efiect 2=072 (F = 0.47) Favours Control Favours Favipiravir
o | > ===
KERRERBED TV FHLER
Balykova 2020 10 BEB SO WHO 8 ERIEEEICH T5 2 miEd
lvashchenko 2020 28 HEF R DA TFIRER
. Nof ™
Lou 2020 14 HEE R D NEWS-2 M 2 ALl EDRE. £FER
Ruzhentsova 2020 28 HEFm D WHO 8 EXfSE#IZH T4 1 RiEd
Udwandia 2020 28 BEF R DERKREIREX
ERREER
Favipiravir Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% CI ABCDE
Balykava 2020 3100 o 100 9.6% F.00[0.37,133.749] » .' B . B .
lvashchenko 2020 0 40 1} 20 Mat estimahle 72@7 7
Lou 2021 4 10 4 10 7249% 1.00[0.34, 2.93] | 22@2 7
Ruzhentsova 2020 7 108 0 83 92% 252013, 61 64] + + @@ 7
Udwandia 2020 0 71 1 69 2.3% 0.32[0.01,7.82] ¢ * .' B . & .
Zhao 2021 0 36 019 Mot estirmable @202 72
Total (95% CI) 363 271 100.0% 1.20 [0.48, 2.99] —-*-—
Total ewents 9 i
Heterogeneity; Tau®= 0.00; Chi*= 2.83, df= 3 (P = 0.47); F= 0% ID 2 DIS é 55
Testfor overall effect Z=10.38 (F=0.70 Fé‘murs Fa';'ipira'v'ir Favours Control

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
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CO2 COVID-19EBFEICLLATVELEBET RN
HELE

vV BEBEZEDRELLGVBEREICLLATIELEZEBET S L EHCH
®TD5 (BLHR DOEREDIET VR : GRADE 2B)

vV BEERE/ABRNBELELTIPEEREICLLTVELERETSHC
CEBHRTE (BOHR " POEEENDIET VX : GRADE 2B)

vV AIMRBER KHAREFVELTIEEEEICLATVELEREL
BN EEBHRET DL (BLHREEOERMEDIET VX : GRADE
2C)

BE#H 2022438 29H

CQ2 IZB89 %:BMEH : HIRBER

1. BATIETFVAMRoBH T —

BrOMENDIET VA (RCT) M RoB % Cochrane
RoB2.0 #RALCEHMii Lz, EATETURIL6 4

(Beigel 2020, Wang 2020, Spinner 2020, Pan 2021,
Ader 2021, Robert 2022) T#H-o1=,

Beigel 2020, Wang 2020, Robert 2022 [ZF—EEH#&1k
SN RCTTHY. RBEHHEICEWVWTHLRELESR
HIFEL< ., Low LEFfi L=, Spinner 2020, Pan 2021,
Ader 2021 (A —T U S RILABRTH S, Spinner 2020
DNANRIZEET /34 T RXITDWTIE. ITT A

ENTH BT Someconcerns EFHE L=, F£f=. 7TV k Ader 2021

ALOAFEIZEL THEHEEABIMICEAL TERIESH Beigel 2020

THELITHRRERAECEEETERDHIIHICEET S Pan 2020
ATREME % & L T Some concerns & 5 L 1=, Robert 2022

~ . . . . Bias due to deviation from intended interventions

Robert 2022 (5 EEBEEZXFR E L= RCT THY . A& | Spinner 2020

OO D O @ ®|siasin measurement of the outcome

D OO O ®|® |sias arising from the randomization process
. . . . . . Bias due to missing outcome data

HAFSA VDEEBEICHESND, Tz, 9I9F Y Wang 2020

DD D @ @) ® |Bias in selection of the reported result

REEBEHRRELTHY., DU FUoERBEATE-TE
FABOEKREFERLDZEICHEIIDETHSD, Robert 2022 DHLLTVEILD
BEHMILZ3BAMBTHY. O RCT TIHLLATYEILDERERMIE 10 BETH S,
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2. 7xLAMFAYF
2FEET (14-28 HEFRA)

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 4.8% 0.85[0.38, 1.88] S
Robert 2022 0 279 0 283 Not estimable
Subtotal (95% CI) 940 947 4.8% 0.85 [0.38, 1.88] i
Total events 11 13
Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)
5.1.2 moderate
Ader 2021 24 339 25 344 9.0% 0.97 [0.57, 1.67] b
Beigel 2020 31 402 48 364 12.5% 0.58 [0.38, 0.90] —_
Pan 2020 192 1828 219 1811 27.5% 0.87 [0.72, 1.04] o
Spinner 2020 3 197 4 200 1.5% 0.76 [0.17, 3.36] —
Wang 2020 22 158 10 78 6.0% 1.09 [0.54, 2.18] I
Subtotal (95% CI) 2924 2797 56.4% 0.84 [0.72, 0.98] L
Total events 272 306
Heterogeneity: Tau? = 0.00; Chi® = 3.70, df = 4 (P = 0.45); I’ = 0%
Test for overall effect: Z = 2.19 (P = 0.03)
5.1.3 severe
Ader 2021 10 75 13 74 5.2% 0.76 [0.36, 1.62] 1
Beigel 2020 28 131 29 154 11.2% 1.14[0.71, 1.81] T
Pan 2020 98 254 71 233 22.4% 1.27[0.99, 1.62] bl
Subtotal (95% CI) 460 461 38.8% 1.19 [0.96, 1.47] »
Total events 136 113
Heterogeneity: Tau? = 0.00; Chi? = 1.64, df = 2 (P = 0.44); I* = 0%
Test for overall effect: Z = 1.62 (P = 0.10)
Total (95% Cl) 4324 4205 100.0% 0.94 [0.78, 1.13] ¢
Total events 419 432

e 2 _ B 2 _ _ _ TR, 4 N " L
Heterogeneity: Tau® = 0.02; Chi® = 12.32, df = 8 (P = 0.14); I° = 35% 0.5 o2 4 20

Test for averall effect: Z = 0.66 (P = 0.51)

Test for subgroup differences: Chi’ = 6.87, df = 2 (P = 0.03), I’ = 70.9%
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 [experimental] Favours [control]
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Beigel 2020

Ordinal score

BiE 1: ARROBEDFEHFRELZL, 2: AROBEFGUVLD, FEHFHEHY. £
LLIFBEETHREREZET S, 3: ARZETINERHNAZVLEELLLG
LY,

PEE 4 AIRZEL. BREZVLEL LGV, EEMNALIBETHY ., BWEL >
FrUoTERREZROD, 5: AlRL. BBREE5ZET . 6: AL, FE&E
BHTLEE - SREMRRSEET S,

BE 7: AIHREELLSIEECMO 2E7 5,

Pan 2021

BRIE eI AR

PEE BREERSHY (EREER)
B 2 AIMRER

Ader 2021
WHO Ordinal scale
BE 1: ARROLECEDFIRGZL, 2 ARODERLGLD, FEFIRSH Y
PEE 3: AIRZEL. BREZVEL LGV, EENNAPLETHD,
4: ABEL. BEREZET S,
5: ABtL. FREMTFRER - SRERRREETET S,
BE 6: ATHREEYLLJIXECMO 2E7 %,
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ERERFERAE (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 L
Robert 2022 277 279 268 283  75.4% 1.05 [1.02, 1.08] (1T 11717
Subtotal (95% CI) 279 283 754% 1.05 [1.02, 1.08] ¢
Total events 277 268
Heterogeneity: Not applicable
Test for overall effect: Z = 3.16 (P = 0.002)
5.2.2 moderate
Beigel 2020 336 402 275 364 12.2% 1.11[1.03, 1.19] -
Spinner 2020 174 197 166 200  9.9% 1.06 [0.98, 1.15] r—
Wang 2020 103 158 45 78  1.3% 1.13 [0.91, 1.41] -+
Subtotal (95% CI) 757 642 23.5% 1.09 [1.03, 1.15] L g
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 1.1% 0.96 [0.76, 1.22] —T eeeee
Subtotal (95% CI) 131 154 1.1% 0.96 [0.76, 1.22] e
Total events 63 77
Heterogeneity: Not applicable
Test for overall effect: Z = 0.32 (P = 0.75)
Total (95% CI) 1167 1079 100.0% 1.06 [1.03, 1.08] 4
Total events 953 831
Heterogeneity: Tau® = 0.00; Chi® = 3.65, df = 4 (P = 0.46); I> = 0% 0=5 0=7 + +

Test for overall effect: Z = 4.26 (P < 0.0001)

Test for subgroup differences: Chi* = 2.19, df = 2 (P = 0.34), I = 8.5%

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

XKERRIEREDEER

Favours [Control] Favour's [Remdesivir]

Beigel 2020 | BRI 5. HDWIARPENBIEEOCERNITERIKEL LS L

Spinner 2020 | 7 EM& ordinal scale TEIfTEEAN 5 2 EXFEULEHET H &

Wang 2020 | 6 B[ ordinal scale TEIfTEMN 5 2 BREHE. HAHIWVIEFERRT S &

Robert 2022 | Day28 £ TIZ COVID-19 [CEEEL=ABRZESGEMN o=, HAHLIFETL
ot

ERAEER (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% ClI
Ader 2021 128 406 130 418 31.9% 1.01 [0.83, 1.24] -
Beigel 2020 131 532 163 516 32.4% 0.78 [0.64, 0.95] -
Robert 2022 34 279 25 283  14.3% 1.38 [0.85, 2.25] T
Spinner 2020 10 197 18 200 7.6% 0.56 [0.27, 1.19] e —
Wang 2020 28 155 20 78  13.7% 0.70[0.43, 1.17] —_—
Total (95% CI) 1569 1495 100.0% 0.89 [0.71, 1.11]
Total events 331 356 7

Heterogeneity: Tau? = 0.03; Chi’ = 8.69, df = 4 (P = 0.07); I> = 54%

Test for overall effect: Z = 1.05 (P = 0.29)

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

0.2 05 1

4

5

Favours [experimental] Favours [control]
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3. IETVREHNEEID T—TI (BEEEIDY TS IL—T)
3.1 BEREICHTAIIETUVRENE EIDT—TI
3.1.1GRADE ZEFT>ARX7A774M)L

BRT | 817X Ot | LATYVE
Lok E—Eft | FEEHE | FRE
HFL2 | OYRY (95% Cl) (95% Cl)

LFEERT (BE)

2 RCT | maic | ®macmn | @mae | s | ozl 11/940 13/947 RR 0.85 2fewerper 1000 | OO | =%

LY 3 (1.2%) (1.4%) (0.3810 1.88) (9 fewer to 12 more) FEEIZE

BRRERORE (BIE)

1 RCT | #alT | ®aehw | ®ae | g®ac | wL | 277279 268/283 RR 1.05 47 more per 1,000 PP | =x

AR YA (99.3%) (94.7%) (1.02 to 1.08) (19 more to 76 more) L

ERAESER (SEEEH#RA)

5 RCT | ##lT | ®achw | Bac #wae | mu | 33wiseo | 356/1495 RR 0.89 26fewerper 1000 | OO | =X

AR (21.1%) (23.8%) (0.71to0 1.11) (69 fewer to 26 more) 3

Cl: {E38XM; RCT: S VA L{LLEFRE, RR: YRSk

SPAREIEIRE L. «0.05, &N 80% & LTEHE)

a. Robert 2022 TIEL LTV ENE 3 BMIEE A>T NVD, &z, TV FURBEEEZRARELTEY., 7I9F i
BEOBVATORKEFELI-HDIEBEIL—FFoUE LT,

b. BBFEREEH Y, BWEEREHFIE & FICBT 2ERRMICERDH HEE (RR=0.75. RR=1.25) DEH%
BATWLS ,
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3.2.1GRADE TETFYAR7O774I)

Rt EE

R | LT | MMTR
¥ |1y | oURY i3 =} (95% CI) (95% CI)

LRART (PHIE)

5 | rReT | Bacn | ®macne | @ EIR #L | 2722024 | 30612797 | RRO.84 18fewerper 1000 | PE@AO)| EX
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EGPRAER T (P FHE)
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(BBEH)

28 HRERATOHFANKEREZHESIAIRREREDEA, ICHT HMREEEE TRITTR
¥ RHEEMEF, £E 1000 AdHT=Y 66 ATy (95% ClI - 88 AL 7EV~39 ADELY) T
HY., TETUROBERMET ME] THD.

LLATFYENETSERIZHER, FIROAIFREEOEAZR ST AEENENDH S,

s JA4ALAMTAY R

Remdesivir Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI ABCDE
Ader 2021 60 339 87 344 52.7% 0.70[0.52, 0.94] L (11113
Beigel 2020 52 402 82 364 44.9% 0.57 [0.42, 0.79] s 3 eeeee
Spinner 2020 1 193 4 200  0.9% 0.26 [0.03, 2.30] —_— 2000
Wang 2020 2 150 3 77 1.4% 0.34 [0.06, 2.01] —_— eeeee
Total (95% CI) 1084 985 100.0% 0.63 [0.51, 0.78] ¢
Total events 115 176
Heterogeneity: Tau? = 0.00; Chi® = 1.92, df = 3 (P = 0.59); I* = 0% :D o1 0:1 150 100‘
Test for overall effect: Z = 4.29 (P < 0.0001) 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

 EtD T—7JIL

o | o s EEl

w7 | M7 R
FE—RiE | FEEM | FHRE
v|ouzry & (95% CI) (95% CI)

new need for invasive MV

3 RCT | @@ | B’uT ol | @®m® | #U | 1151084 | 176/985 RR 0.63 66 fewer per 1,000 o000 FX

HL A (10.6%) | (17.9%) | (0.51t00.78) | (88 fewer to 39 fewer) i3

Cl: {E38XM; RCT: 5 U LILLLERER; RR: YRt

SHEBE (BEIEIRE (L. a0.05, #HH 80% & L THHE)
a. 2020 Spinner TIEXREFA SpO2 > 94% (roomair) THY . BEH L LTHRSNEEANEENT LS AEEELH
%o

b. 5%IERR A “BRAL” & “BRKMICERDH HEME (RR=0.75)" &L,
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Ly (29.6%) | (24.5%) | (0.96to 1.47) | (10 fewer to 115 more) 2]
EGPRAE R o= (B E)
1 | RCT |maichu |@aenn | @aicn | @@ | sL | 63131 | 77154 RR 0.96 20fewerper1.000 | AP | X
Ly (48.1%) | (50.0%) | (0.76 to 1.22) | (120 fewer to 110 more) 2]
EREEESR(EEEERXE)
5 | RCT |®achL |@alene | ®ae | ®@ ¢ | L | 331/1569 | 356/1495| RR0.89 26fewerper1.000 | @O | &%
(21.1%) | (23.8%) | (0.71t0 1.11) | (69 fewer to 26 more) &

Cl: {E88XM; RCT: 5 4 LALELEEAER; RR: YRV L
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a. 95WISHER M M RUL” L BRRMIIER D HHEE (RR=1.25) " &L,

b. OIS &=L,

c. MEEEITHRENDL 18%. hFER 68%. BEHN/H LU%EFLA TS,
d. 95%IS BRI SR & “BEERAIIERD H HRAIE (RR=0.75) "E &L,
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E&tE
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L
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SN TULVELY,
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hEFELBECHEDAANEL SN, FEAENICHEOEREREICRIT S LITIR
#Thd, BEL. KHA FSAUNRELIHEE - EEDERIZL DX T ETULRET
LE-#ER. ARMDOERLGIMBEERTTI LN, SENDIETUVRDEREICEY
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CQ3 cCcoVID-19 &Iz Fax o/ oo0x 2859507

HESR

v TRTOEEED COVID-19 BEIT/\ FaXx>osonxozBE5L4END
CEEBRCHETS GRLVER ThOEEEDIE T X : GRADE 1B)

BE#HA 2021 F 7 A 128 (BE#FHEL)

CQ3 B89 %:BMEH : HIRBER

1. BATIETYADRoB YT —
BrOHAENDIETUAX (RCT) M RoB % Cochrane RoB
20 AL TEMEL =, RATET VXX 23# (Abd-
Elsalam 2020, Ader 2021. Amaravadi 2021, Barratt-Due
2021, Cavalcanti 2020, Chen CP 2020, Chen J 2020, Chen
Z 2020, Chen L 2020, Dubee 2021. Gonzalez 2021.
Hernandez 2021, Horby 2020, Lyngbakken 2020, Mitja
2020, Omrani 2020, Pan 2020. Rea-Neto 2021, Reis 2021,
Self 2020, Skipper 2020, Tang 2020, Ulrich 2020) T& o1=
(FD 55, Ader 2021, Amaravadi 2021, Barratt-Due 2021,
Chen L 2020, Chen Z 2020, Dubee 2021, Gonzalez 2021.
Hernandez 2021 M 8 M TFL T VU FRXTH D).
Abd-Elsalam 2020, Chen CP 2020. Chen J 2020, Chen Z
2020, Horby 2020, Lyngbakken 2020. Mitja 2020, Pan
2020. Tang 2020. IF/na FOXxS o OoOxy SiEEABEDH
#. Amaravadi 2021, Dubee 2021, Hernandez 2021, Omrani
2020. Self 2020, Skipper 2020, Ulrich 2020 (/74 FAF o
ARX ETSERDLETH o1z, £z, ChenL 2020,
Rea-Neto 2021 [¥/n1 FRF> o000+, syooxy, 2%
SBEDLEE. Cavalcanti 2020, Omrani 2020 (/N4 KAX L4
AOFDEZERE (T353R . N FaF2 0%+
FORAYA DU EEEEE (T51EK) . N FOXS o O
AX +7oR2OXAT 0 ENA FOFXFS o O00F 0 DHE,
Reis 2021 [3/n« Fafxssoox>, aEFENL/Y MFE
L. TS5 EROLEE. Ader 2021 (R EFEJL/Y) FFEIL, O
EFEIY bFEL+AVE—T AV B-1a, N FBXD

Abd Elsalam 2020

Ader 2021

Amaravadi 2021

Earratt-Cue 2021

Cavalcanti 2020

Chen CP 2020

Chen.l 2020

ChenlL 2020 2

Chen Z 2020
Dubee 2021
Gonzalez 2021
Hernandez 2021
Harby 2020
Lynabakken 2020
Mitjia 2020
Omrani 2020
Pan 2020
Rea-Meto 2021
Reis 2021

Self 2020
Skipper 2020

Tang 2020

Ulrich 2020 | 2

= | Detection bias(Measurerment of the outcorme)

-~ . = | Performance hias{Deviations from intended intervention)

) . = . . « | Reporting bias(Selection of the reported resulty

~ @ ® ® @ | @ |~ |selectonbiasirandamization process)

-

&l
&l

-

Q=

5000 =

20000 ¢«

-~

NOOEE

@~ OO DS O OO OO0 O 6 6 0 6 O ® -tentonbasMssing outcome data)

~ 90 e e oo e e e - e .-

500000 e0-

-~

LIl

&l
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0~ 000 =00 =
0000+ 00

S O0%y CIEERBEDLE. Barratt-Due 2021 [3/Nn FOFx< o o0O%>,
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DEILEIZERBDOEE, Gonzalez 2021 (F/n4 KXo oo0Fx>, ARILAGF
vETSEROLRETH =,

COVID-19 AgEhitz. HDUWIEEE STz 11368 B E L L o1z, TRTAD
HEBEANRELTWIBEDEEE TR FSAVE LIEAESEDEEESFE
[ZAIY . Amaravadi 2021, Mitja 2020, Omrani 2020, Reis 2021, Skipper 2020 (&%
fE. Cavalanti 2020, Chen CP 2020, Chen L 2020, Chen Z 2020, Dubee 2021,
Lyngbakken 2020, Ulrich 2020 [FEfEA 5 HZFfE. Chen J 2020, Gonzalez 2021 (&
% 4E. Abd Elsalam 2020, Horby 2020, Pan 2020, Self 2020, Tang 2020 |X#4E
MBS EHE. Ader 2021, Barratt-Due 2021, Hernandez 2021, Rea-Neto 2021 (4%
EMNDEFRETHD & HIBT LT,

ZLDXHET. AREFVEROEEEICEN>TH Y., M OEEEOEELNE
MESELICTOPELGDI L, EEEILITTY MALZREH L-XBIEDHENI &EH
5, EEECLOERIERET. 2RARTCICELTEEEC LDV TV IL—THE
WMZETof=. M. 2REARTCEWVINWOEREE (BiE. PHFE. B-PEFE. BE) O
YITN—TTHRAHEBIZEVNT/N, FOFI/00FUREAREELLELNEN
SAHRMEE—EL TLV =,

Chen L 2020, Ulrich 2020 (&5 > # b SN -BED 10% LU LIZT—42 RIENH
Y, BICFHEZEDOERIELN G, REEEBICSHT HZNATRYRINBEZ ST,
F =, Lyngbakken 2020 (5 > Z LIEDEMTDRBRKIENATETE LT, NATFTRJR
IhBE SN,

*#EZHFNC, NPPV FREEZEDEEREIAECLICELG>THY., 2%EE. EfE. £H
STEHEHVHAANTVEIHENEFNENGTEET S
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2. TETVREHNEED T—TI
21 Z#LARTOy k 27 TFTOY R
2FREEE (14-90 H : 28 HIZHE+AEVLERTZIEA)

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
Abd Elsalam 2020 G g7 ] 97 0.6% 1.200[0.38, 3.80] —
Ader 2021 11 144 12 148 1.2% 0.94 [0.43, 2.058] . E—
Amaravadi 2021 1] 16 1] 13 Mot estimahle
Cavalcanti 2020 9 221 8 227 09% 1.16 [0.45, 2.94] N —
Chen CP 2020 1] A 1] 12 Mot estimahle
Chen.J 2020 0 14 0 14 Mot estimahle
Chen L 2020 0 18 0 12 Mot estimahle
Dubee 2021 G 124 11 123 0.8% 0.54 [0.21,1.43] —
Gonzalez 2021 2 33 G 7 03% 0.37[0.08,1.73] .
Hernandez 2021 40 106 44 108 B.9% 0.93 [0.66, 1.29] -
Horly 2020 418 1461 788 3145 T4.0% 1.07 [0.97,1.19] [ |
Lynghakken 2020 1 26 1 25 01% 0.96 [0.06, 14.55]
Mitia 2020 a 169 0 184 Mot estimable
Omrani 2020 1] 150 0 147 Mot estimahle
Pan 2020 104 947 84 G906 10.3% 1.18[0.90, 1.56] ™
Rea-Meto 2021 g 29 10 52 1.2% 1.43 [0.64, 3.23] -
Reis 2021 1] 214 1 227 0.1% 0.35[0.01,8.63] *
Self 2020 25 242 @5 237 2.8% 0.98 [0.58, 1.65] I —
Skipper 2020 1 il 1 234 01% 1.01 [0.06, 16.10]
Tang 2020 1] Ta 1] Ta Mat estimahble
Ulrich 2020 7 67 G 1 0.7% 1.06 [0.38, 2.99] e —
Total (95% CI) 4507 6095 100.0% 1.06 [0.97, 1.16] »
Total events 638 1002
Heterageneity: Tau®= 0.00; Chi*=6.22, df=13 (P = 0.94); F= 0% 051 052 DIS é é 150

Testfor overall effect: 2=1.35 (P = 0.18) Favours [hydroxychloroq.uine] Favours [control]
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BRERAEIRTNE (14-28 HEFR)

nydroxycnloroquine Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% CI ABCDE
bd Elsalam 2020 52 ar 33 97 20% 1.58[1.13, 2.20] 72@72 72
Ader 2021 85 145 82 148 51% 1.06 [0.87, 1.28] L L1 B
Cavalcanti 2020 185 221 195 227 20.5% 0.97 [0.90, 1.05] — @2028
Dubee 2021 98 124 93 123 98% 1.05 [0.81, 1.20] e Ll 111 ]
Gonzalez 2021 30 33 34 37T 88% 0.99 [0.86, 1.14] —_— 199082
Harby 2020 941 1561 1982 3155 A% 0.96 [0.91, 1.01] —a— 008 e
Lynghakken 2020 23 26 1 25 43% 1.05 [0.84,1.31] [ EX B ]
Rea-Meto 2021 18 29 W/ 8T 18% 0.90 [0.64,1.26] [T ELE
Self 2020 191 242 185 237 16.5% 1.01 [0.92,1.11] —_— @900
Total (95% CI) 2478 4101 100.0% 1.00 [0.95, 1.05] -
Total events 1623 2661
Heterageneity: Tau®= 0.00; Chi®=11.02, df= 8 (P = 0.20); F= 27% u=85 Dlg 151 152
Testfar overall effect 2= 0.04 (P = 0.97) Favours [control] Favours [hydroxychloroquing]

Ader 2021, Cavalcanti 2020, Dubee 2020, Gonzalez 2021. Horby 2020,
Lyngbakken 2020, Rea-Neto 2021, Self 2020 Tl&. WHO clinical improvement ordinal
scale* 0-2 FZx EH - B ZERKMINE & E&. Abd Elsalam 2020 (FEH 7 E & D RRE &
BOATEEEEZBRARMHELEEZL TS, @, PCRIEMZERHRELERLTLD
Chen CP 2020 (If##f A o BR4 L 1=,

*WHO ordinal scale(for clinical improvement) : X a7 0 (B&FRAIE L < [T 4 ILRZMIZ
REDORENGELY) . 1 CEBHIRAL ; 443K) . 2 CEEIHRHY : 5k . 3 (BEFRLE
L:ABR) . 4 (RRVZLCIEEAXTICKDIEBEFRES) . 5 GEREMBERSKE L
[FNng420—) . 6 (REFERVAIMERERE) | 7 (NAIHFREE+FEE, BRAEBR
i, ECMO) . 8 (Bt.) EFTOKEERLIZELD
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EEEEEZ (14-30 HERA)

hydroxychloroguine Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ader 2021 63 143 57 148 5TT% 1.14[0.87,1.51]
Amaravadi 2021 1 16 0 15 0.4% 2.82[012, 64.39]
Barratt-Due 2021 10 a2 13 ar T.8% 1.29[0.61, 2.72] -
Cavalcanti 2020 3 221 3227 1.7% 1.03[0.21,5.03]  —
Chen CP 2020 1] 21 1] 12 Mot estimahle
ChenJ 2020 1] 14 1] 14 Mot estimahle
Chen L2020 1] 18 1] 12 Mot estimahle
Chen £2020 1] H 1] H Mot estimahle
Duhee 2021 3 124 4 120 2.0% 0.73[017, 317] e —
Harby 2020 1 1561 0 31485 0.4% 6.06 [0.25, 148.71]
Lynabakken 2020 g 27 B 26 3.9% 0.80[0.28, 2.31] T
Mitia 2020 g 1649 12 184 5.8% 0.73[0.30,1.73] 1
Qmrani 2020 1] 150 o 147 Mot estimahle
Reis 2021 11 207 12220 B.9% 0.97 [0.44, 2.16] T
Self 2020 14 242 11 237 4% 1.25[0.58, 2.69] -
Tang 2020 2 Ta 0 a0 0.5% A.70[0.28,116.84]
Ulrich 2020 9 67 g 61 5.59% 1.02[0.42, 2.49] T
Total (95% CI) 3134 ATTT 100.0% 1.11 [0.90, 1.36] *
Total events 130 126
Heterogeneity: Tau?= 0.00; Chi*= 4.57, df= 11 (P = 0.958); F= 0% p =D1 051 150 160

Testfor

overall effect £= 094 (P =0.35)

Risk of bias legend

(A) Sel

ection bias(randamization process)

(B) Performance bias(Deviations from intended intervention)
(C) Attention bias(Missing outcome data)
(D) Detection bias(Measurement of the outcome)

(E) Reporting bias(Selection of the reported result)

Favours [hydroxychloroquine] Favours [control]
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22 BEEH  EEEICLBY T —TRN (2REXTOH)

@ EBER. PHFEM. FEH

hydroxychloroquine Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
111 EE
Amaravadi 2021 0 16 1] 13 Mot estimahle
Horby 2020 58 362 99 A0 10.1% 1.21[0.90, 1.64] T
Mitja 2020 0 169 o 184 Mot estimable
Omrani 2020 0 140 0 147 Mot estimahle
Reis 2021 0 214 1227 0.1% 0.35[0.01,8.63] ¢
Skipper 2020 1 231 1234 01% 1.01 [0.06, 16.10]
Subtotal (95% CI) 1142 1555  10.3% 1.20 [0.89, 1.61] -
Total events 54 101
Heterageneity: Tau®=0.00; Chi*= 0.58, df= 2 (P=0.75), F= 0%
Testior overall effect Z=1.20 (P =0.23)
1.1.23E
Ader 2021 B 93 5 94 0.7% 1.21[0.38, 3.84] ——
ChenJ 2020 0 148 1] 14 Mot estimahle
Gonzalez 2021 2 33 i ar 0.4% 0.37 [0.08,1.73] 7
Harby 2020 253 eets] 475 1873 52.8% 1.06 [0.83,1.21] L
Subtotal {95% CI) 1079 2019 53.9% 1.06 [0.93, 1.20] L 3
Total events 261 486
Heterngeneity: Tau®=0.00; Chi*=1 .84, df= 2 (P=040); F= 0%
Test for overall effect: £=0.84 (P =0.40)
113 EE
Ader 2021 5 52 7 54 0.8% 0.74[0.25, 2.19] —
Harby 2020 110 261 ME 6327 25.4% 1.04 [0.87,1.24] -
Fan 2020 35 g5 27 g2 5.7% 1.25[0.84,1.87] T
Subtotal {95% CI) 308 668 35.8% 1.06 [0.91, 1.24] L 2
Total events 140 240
Heterageneity: Tau®=0.00; Chi*=113, df=2 (P=057), F= 0%
Test for overall effect 7= 073 (P =0.4R)
Total (95% Cl) 2619 4242 100.0% 1.07 [0.98, 1.18] »
Total events 470 37
Heterogeneity: Tau®= 0.00; Chi*= 4,15, df= 8 (P = 0.84); F= 0% 2 105 052 % 250
Testfor averall eﬁec.t: Z=1.44 (P:_ 0.15) Favours [hydroxychloroquine] Favours [control]
Testfor subaroup diferences: Chi®= 0.60, df= 2 (P=0.74), F=0%

Parasd
Q@ B~EFER. EEM

hydroxychloroguine Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
114 E~—p2E
Ader 2021 3] 93 ] 94 0.6% 1.21[0.38, 3.84] ——
Amaravadi 2021 1] 16 0 13 Mot estimable
Cavalcanti 2020 9 22 g 217 0.9% 116 [0.45, 2.94] —
Chen CP 2020 i} 21 1] 12 Mot estimahble
ChendJ 2020 0 15 1] 15 Mot estimahble
ChenL 2020 0 18 1] 12 Mot estimahle
Dubee 2020 B 124 11 123 0.9% 054 [0.21,1.42] _
Gaonzalez 2021 2 33 B a7 0.3% 0.37 [0.08,1.73] —
Harby 2020 31 1300 A74 2623 54.2% 1.08 (087, 1.23] |
Lynghakken 2020 1 26 125 0% 0.96 [0.06, 14.55]
Mitja 2020 1] 168 o 184 Mot estimable
Qmrani 2020 1] 140 0 147 Mot estimable
Fan 2020 104 947 84  GO06 10.7% 1.181[0.80,1.56] ™
Reis 2021 a 214 1227 01% 035[0.01,863] ¢
Skipper 2020 1 231 1234 01% 1.01 [0.06, 16.10]
Ulrich 2020 T 67 B 51 0.7% 1.06 [0.38, 2.99]
Subtotal {95% CI) 3645 4940 68.6% 1.09 [0.98,1.22] »
Total events 447 BA7
Heterogeneity: Tau®=0.00; Chi*= 4.81, df= 9 (P = 0.88); F= 0%
Testfor averall effect Z=1.59 (P=0.11)
112 FE
Ader 2021 g 52 7 54 0.7% 0.74[0.25,2.19] —
Hortry 2020 110 261 26 532 258% 1.04[0.87,1.24] -
Pan 2020 35 a5 27 a2 5.0% 1.251(0.84,1.87] e
Subtotal (95% CI) 398 668 31.4% 1.06 [0.91, 1.24] >
Total events 140 240
Heterageneity: Tau®=0.00; Chi*=1.13, df= 2 (P=057); F= 0%
Testfor overall effect Z=0.73 (P = 0.46)
Total (95% CI) 4043 5608 100.0% 1.08 [0.99,1.18] »
Total events 547 947

e TR Chit= _ _ R . . \ \

Heterageneity: Tau®=0.00; Chi*= 602 df=12{P =092, F=0% D.'DS 052 é 2'0

Testfor overall effect Z=1.73 (P = 0.08)
Testfor subaroup differences: Chi®= 0.08, df=1 (P =078, F=0%
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22GRADE TEF>A7A774I)

B At NA Fax | IRy

BRT F—R Lih #ist
A ZADY FEE L <34

FL [ 5 (95% Cl) (95% Cl)
- 3 bt

£REAKT GEFHIM 14-30 B)

21 RCT | #zlT | &%IT | BTk | FZTH L 638/4507 | 1002/6095 RR 1.06 10 more per 1,000 | ©OOD EPN

it

A AN IR (Y [ (14.2%) (16.4%) (0.97 to (5 fewer to 26

1.16) more)

ERREERE (GEBFAM 14-28 B)

9 RCT | i®%lT | &< | #RITH | FRITH L 1623/2478 | 2661/4101 RR 1.00 0 fewer per 1,000 | ©OO® EPN

A AN IR (Y [ (65.5%) (64.9%) (0.95 to (32 fewer to 32

it

1.05) more)

EXASWER GERMM 14-30 B)

17 RCT | &zl ® | %< | #&ick | Fa° L 130/3134 126/4777 RR 1.11 3more per 1,000 | @O0 | EX
AR Ly (4.1%) (2.6%) (0.90 to (3 fewer to 9 more) 3

1.36)

Cl: {#RM; RCT: S LLHLEHAR RR URVL

a. BH D RBIER (T—2ORE. HiRlk) TRA LK ST

b. 4> T A AR BEEREDEE (0=0.05, =0.2, RRR=0.25 & L TEE 2062 AF DE) =9 H%. 95%(5
HREASHRLEL". "HELGE (RR>1.25) "2EATWLS

c. 77 NTOY FTATFTRBRITHENARELTLEHN, HEICLKYTY FHLOFRAERIELES . B4 TR
RENTHEWEHELIzd. A2 F7FUDRITEDHLONEZT Y FALN 1 LEOHRA 10 4RFTHY . 770170
v MIEREY

e. 77 L TOY FTETRRICHARSRH ohizLh, EFRRICHIHARLIEREIC weight MEVLDDHTH
Y. RN T RERZ TR E I LT
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2.3 GRADE Evidence-to-Decision +—7JL
CQ3 COVID-19 BEIZ/\/ Fax> v oox 2854507

£H: B A COVID-19 &%

A N rFoxyooxois

HEEeRHR: BERE, TotREE

EEBT7 DL ERART. BRERKHE. EEFEER

tyTaY: NEkHDDITAREE

BADBEDRR

N FAFIH0RFY (FS7IUE) [E5 ) THREEL LTHRESIAERIT. RERASE
A5 5-OECREREDBEICLERAINTE -, AHTELEUTYTIF—TFTREEIC
#t L 2015 £ 7 AICEERSEA AR S Wiz, SARS ¥ MERS #3|ERIFaAF I/ ILRIZHLT
ROAIWRERALH B ENMSN, SARS-CoV-2 IZxt LTH invitro [EEEHT 5 LEhRES
RTWLEA, BRERMGEDERIELE>TLVAEW

%8

CORMBEIFEEBETIN?

H b7 JH—FIETUR

O LWE COVID-19 [FHRDTEEST Z/RXVTFIvI ELE>THYRTEERLIEREICS

O &8F6<. LWLWR . NAEDHILIZEBTH D, HALABEN ADBERRBRIREETE TEA
O &F6<. F0 THEY., FOHTH/NS FOFS -/ 00F2(E COVID-19 (23t L THEMIHAF S
| YA NBEYO—DE LTKETEIZHERASINSLSICHE =N ZDOEMMEIEIEE >

THEHY. CQIARICHRLEBRHERNRE WV EHIT LT,

O &FEEE

O ah s

ZEFELLVHER

FHENILELVHRIZEDEENLDTTA?

H b7 JH—FIETUR

H b¥h 20 DI ETURMKETEE L=, 28 BEADLEEETOMREEE (X

O /& 21 #) (1000 Af=t) 10 AZLY  (95%Cl : 5 A A LV~26 AZLY) TH
2z, Fi=. 28 B ADEKERREOSRHETE (2859 ) (. 1000 A
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O
O XKE=W

OsFEEE
O ah sy

EFRLIGLHR

=Y 0 AZLY (95%CI : 32 ADHEv~32 AELY) THof=o RETV AL
DEAMEERZMEROEASHCELTHRDT I FHLD 1I~5EFLELTE
BSEHE. EROMREEE (REERE) EFHEMRELT1000 A=Y
50 ADEIN~10 AdpN e ofz, WEFNICLTH REEBE NS FEFDY
AOXUICKBFBEERTLOTIEEN Sz, £O2TEFELLHIRE MH3h
EHIE L=,

FHEEIEELLBLHRIEZEDEENHLDTIA?

| 7 JH—FIETUR

OREL 17 HOIET U ARKEFEL:, BERAEFROMBHEEL 1000 AdiY
O 3ABLY (95%CI: 3ADHEN~IABLY) THof=. BELY, ZELIHL
D& L BRIE. ThFh LHKLT.

B HTh

O&EEs

O as sy

IETURDHEEN

DRICETHEHMEIET O RADHEREFFTTA?

1| JH—FIETUR

O FEITE ERARC. BRERKBE. EEFEERDOT YV FHLICETEIET VAN

018 RitlE. ghTh TEl . TE1 . TEl &L,

m H, 2TOT7 I bALIZOHI-2ERDHRHEEE (Net Effect Estimate) DT

mr= FRESIE, BT O LOMEBRDEHHF1ZF LT Possible net harm |
(BFT7 bHLOMEREZREFL LI-HESE) A5 lLikely netharm) (ET7

O JRAsRLL Y HLDMEREMDT Y FHLD 2~5 & LI=1BE) ITEB LI, &4

iRk
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C0O4-1 CoOVID-19 BEIcXTOA FER533HM1?

HESR

v BEBEZDELLHGVEBEREICRTOA FERELENC LM H
®T D5 (EBOHERPOEEEDIET X : GRADE 1B)

vV BERE/ABRNEELELTIPEEBREICRTOAS FERETSHL
ZTRHRT S EOER POEEMEDIET X : GRADE 1B)

v AIMRBER KPARFVELTIEESREICATOA FERET D
CEEBHET S GEVOVERE SOMEMEDIET X : GRADE 1A)

E1:COVID-19 BFICH L TAHWAIRELZRATAM FOEFEL L VICHREEFRK
THAOOEELEMENARESA TSN, BERATE, HEZRERIBICEIE

TUOANRFT+2TH S,
F2: X704 RAALREETESELND

HIH 20219 A 9H

CQ4-1 ICEE 9 5BMEH : BIRABEA

1. FATETYADROB YT —

BE2OMENDIETX (RCT) D RoB %
Cochrane RoB 2.0 A L TFHfi L 1=, HRAITE
TURETF Y ASY > 34 (RECOVERY 2020,
CoDEX 2020, Jamaati 2021) . »*FILTL K=Y
A Y 3% (Metcovid 2020, GLUCOCOVID 2020,
Tang 2021) . E ROaJLFY > 3# (CAPE
COVID 2020, REMAP-CAP 2020, COVID
STEROID 2020) O&&EF9I#HTHY . $T
publish 2hTWV%, WHO 7—F 255 )IL—FI2 &
% AR F7F 1)L XX COVID-NMA O Living
systematic review [ZI RSN TS £ DthDEFHER
T, EEEFHDVEERSFICA LG LERERICD
WTIEEALGEA 1=,

COVID-19 i’&bhnt=. HHWIIEZEH I
7,875 BT ORRELY . TORNRIFERER
1,535 %, HHEIE 4,293 4., BER 2047 BHTH»-
T=o
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BN —EpEME A THEULEER (GLUCOCOVID) MEFEN TS, F1=. Open-label
HBRELEFNTHY., 7O MHALIZK > TIFHEE/NNA TRABFES SN D,
KATAA FIZET BLEEERERICDOINT
FEEULED COVID-19 TEHINHABRE S BKITH LT, AFILITLE=ZY
A > (2mg/kg/day) ETFHYAHY L (6mglday) DIMEFLEE LI= RCT
(https://doi.org/10.1186/s12879-021-06130-7) M 1 H/ES N TS,
5 HEDEBEEDEKIREA 9 BERED WHO ordinal scale TAFIILTL F=vVAOy
B, TXHAYYUBTENREN 402, 5.21 (p=0.002) THY. 10 HETH 2.00,
471 (p=0.001) EAFITLF=VOVHETHERICHEZRL TV, F=. AR
M4 7.43+3.64 B, 1052+547 BERBCTHEIZEN 2 1=,
AFLTLEZVAURTIHA G YOI UBUNTH D LERFMATT TS,
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2. 74#LAFFOY b+
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 a9 501 145 1034 12.0% 1.27 [1.00,1.61] ™
Subtotal (95% CI) 501 1034 12.0% 1.27 [1.00, 1.61] »>
Total events a8 145
Heterogeneity: Mot applicable
Testfor overall effect 2=1.92 (P = 0.05)
4.1.2 moderate
2020 GLUCOCOVID 7 35 g 29 1.2% 1.16[0.41, 3.27] e h—
2020 Meteovid 19 128 19 132 34% 1.03[0.57, 1.86] -t
2020 RECOVERY 298 1278 E82 2604 19.4% 0.89[0.79, 1.00] -
2021 Tang a 43 1 13 0.1% 0.33[0.01, 7.96]
Subtotal (95% CI) 1485 2808 24.2% 0.90 [0.80, 1.01] 4
Total events 324 Tor
Heterogeneity: Tau®=0.00; Chi®*=0.85, df=3(F=0.84);F=0%
Testfor averall effect £=1.86 (P = 0.06)
4.1.3 severe
2020 CAPE COVID 11 7h 20 73 2.8% 0.5831[0.27,1.02] I
2020 CoDEX a5 141 91 148 14.9% 0.921[0.76,1.11] -
2020 COVID STERQID G 16 2 14 0.7% 263[0.63,10.58] ]
2020 Metcovid a3 66 a7 67  17.0% 0.4 [0.81,1.10 -
2020 RECOVERY 95 324 283 BRI 14.8% 0.71 [0.58, 0.86] -
2020 REMAP CAP 78 278 33 1M 9.1% 0.86[0.61,1.20] -
2021 Jaamati 16 25 15 25 56% 1.07 [0.69, 1.65] -1
Subtotal (95% CI) 936 1111 63.8% 0.86 [0.73, 1.01] L
Total events 344 401
Heterogeneity: Tau*=0.02; Chi*=12.88, df=6 (P = 0.045), F=52%
Testfor averall effect Z=1.79 (P =0.07)
Total (95% CI) 2922 4953 100.0% 0.92 [0.81, 1.03] 4
Total events a7 1353
Heterogeneity: Tau®=0.01; Chi®*= 2034, df=11 (P=0.04); F= 46% '0.01 0!1 1'0 100

Testfor averall effect £=1.45 (P =0.15)

Testfar subaraup differences: Chi*=7.81, df= 2 (P =0.02), F=73.4%
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BRERERNE (21-28 HEFRA)

Risk Ratio

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Corticosteroid Control
Study or Subgroup Events Total Events Total
4,3.1 mild
Subtotal (95% CI) 0
Total events 0 0

Heterogeneity: Mot applicahle
Test for averall effect: Not applicable

4.3.2 moderate

2021 Tang 28 43 22
Subtotal (95% CI) 43
Total events 25 22

Heterogeneity: Mot applicahble
Test for overall effect: Z= 065 (F=0.52)

4.3.3 severe

2020 CAPE COMID 43 60 40
2020 CoDEX 54 1481 43
2020 RECOVERY 161 324 268
Subtotal (95% CI) 535

Total events 248 3

0
43 8%
43 8.1%
a7 22.4%
148 11.1%
683 S8.4%
888  91.9%

Heterogeneity: Tau?= 0.00; Chi*= 252, df=2 (P=028);F=21%

Testfor overall effect: 2= 243 (F=0.02)

Total {95% CI) 578
Total events 283 ara

931 100.0%

Heterogeneity: Tau?= 0.00; Chi*= 258, df= 3 (P=046); F=0%

Testfor overall effect: 2= 3.14 (P = 0.002)

Testfor subaroup differences: Chi®=0.04, df=1 (P=084), F=0%

XEEKREKRHEDEE
- Tang 2021 (hEE%E)

Not estimable

1.02[0.81,1.29]
1.23[0.88,1.71]
1.27 [1.10, 1.46]
1.19 [1.03, 1.36]

1.19 [1.07,1.33]

.

0.4

, ,
07 1.5 2
Favours [Control] Favours [Corticosteroid]

14 BEIZEWNT, COVID-19 DEERIEERCIIENRET 5 & G BEHKDIKE. |
RBERNZRICHEST S &, CTEGQTHEHAITY ASREE m:m#%b#k&
ELTWASIE) LEBIMARCPREBERERZLELLLENIE,

- RECOVERY 2020 (E#E)
N e
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ERHEER

Corticosteroid Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 85% Cl
4.5.1 mild

Subtotal (95% CI) 0 0 Not estimable

Total events 0 1]

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

4.5.2 moderate

Subtotal (95% CI) 0 0
Total events 1] 0
Heterogeneity: Mot applicable

Test for overall effect. Mot applicable

4.5.3 severe

2020 CAPE COVID 3 Th a 73
2020 CoDEX 5 151 9 148
2020 COVID STERQID 1 16 1] 14
2020 REMAP CAP ] 278 1 101
Subtotal (95% CI) 521 336
Total events 18 10

Heterogeneity: Tau®= 0.62; Chi*= 4,65, df=3 (P=020); F=

Test for overall effect Z= 065 (F = 0.51)

Total (95% Cl) 521
Total events 18 10

336

Heterogeneity: Tau®= 0.62; Chi*= 4,65, df=3 (P=020); F=

Test for overall effect Z= 065 (F = 0.51)
Test for subgroun differences: Not applicable

14.9%
46.7%
13.5%
24 9%
100.0%

5%

100.0%

5%

Not estimable

6.73[0.35, 128.01]
0.54[0.19,1.59]
2,65 [0.12, 60.21]
3.27 [0.42, 25.49]
1.53[0.43,5.52]

1.53[0.43, 5.52]

_.__
---
—~a———

om 0.1 10

100
Favorous [Corticosteroid] Favorous [control]

XEERTEROE

EIRDELY

- 2020 CAPE COVID, 2020 COVID STEROID, 2020 REMAP CAP

ROEFHEDWNT A EHE=T AR

ERHEELIFRZEHEL

©@O0®e®00o

- 2020 CoDEX
TEREOEHRZEH=TA b

RETICBEELT:
MEIZSMLEEADEGREEN LT

ABRDBEMENH S T=. HHIVWFAREERSE -
BRI H D WK HEEET 2480 -

EFMICERT, EAGEDRETHAS ERFICEHELTWD EBZA oM

@ HEMHDIWVEEMREBENT AR b HAIVWEZDRDKHIGHEEET. A

fREERESEDI VT
@ WEICHARAAT
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3. TIETUVREHNEED T—TI (BEENDTTFTIL—T)
3.1 BEREICHTAIIETUVRENE EIDT—TN
3.1.1GRADE ZEFT>ARX7A774M)L

EE
HERME
i3

| Emen
1K (95% CI) (95% CI)

1 | reT | 2o | 2actn | Bacsn | 21 | L 89/501 145/1034 RR1.27 38 more per 1,000 @@@O EX

(A (17.8%) (14.0%) (1.00t0 1.61) (from O fewer to 86 more) &

Cl: {E38XM); RCT: 54 LMELLERE RR: VRVt
Bl (REEREL. ¢0.05, HHH80%E LTHE)
a. 95%Cl| HERFRMIICERD H HBE (RR=1.25) %<
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3.1.2 GRADE Evidence-to-Decision +— )L
CQ4-1 BRfE COVID-19 BFEICATRAA F&BRETHMN?

£H: A COVID-19 & (8&fF)

A AT0O4 FigE EOHBHNMIFRE) . ELATEAS F/RLREEERS

HEEeRHR: BRERR

EEBT7 DL ERART. BRERHE (EFER) . EEFEER

yTa Y AlREE

BADBEDRR

AT 04 RIFHRAGEBENFETHN. WThOBRBELIFITFLRBICHLTCELERFSL, &<
MLERFEESN TS, COVID-19 NEEILT HHFIX. BEITHRIT LIV L RMERR (H5N1 A
VIII Y, SARS, HINLA VLI oHHE) DL 51T, BEICEVWTREGENBEICEK
TR ETRHRBEENEEZDLETHALHASINTILS, RT04M FRZORELEEENT
HIEEAMNEIRFESh TS,

%8

CORMBEIFEEBETIN?

H b7 JH—FIETUR

O LWE COVID-19 [FEREHME < . EEFDRTEELEFL, -, EEEROLZEEE
O &8F6<. LWLWR E EROAFEHRRICLEREELESIESRILTVWIEEHENA VO +
O &F6<. F0 KEW, 2704 FIZHENHFESNIARTHINZTOEMEEEE>THEDS
[ JFE4A T, CQARICELERNERNIKRENEEZ OND,

O &EEF

O ah iy

ZFLLHR

FHSNIEFLVHNRIZEDEEDNTDTI A ?

F17 JH—FIETFUR

m Hb¥Hh THRHAGYUICETHRCT AN i s hiz, 2 REETICET 2MRHETE
O /&y fEl&. 1000 AZ5f=Y 38 AZ LY (95%Cl : 0 AZ N ~86 AZL)) THoT-. B
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HEICEI ot (BERE)

BEBRSEZXELLLEVEREBREICRTAOA R (FXYAHYY) 2BELAN L Z#L
HRT S GRVLVEHRE DPOEEEDIET X : GRADE 1B)

IEZtE

ZEFELVHRDY [hTh)l LELLBRVHRD [9h o] THEH EXLLHRTE
N7V AL (RRART) OMREEBIEZELN —FNEVERE L THFEEDOH M
MEFRoR, £/, T MHLERICOIZ2IET VROEEKEIE [F] THB, TN
S EFRSERNICHIRT L. s FEHERE & L7,

HBITN—TIZET HRFEIER

TL

ECANDIRAEIR

- BEOBEEEZET L. HAIVEREOBRVFEL EEFICIE C-BECEHHEEET S
D TIEAELY,

- BEAINEZ 1D RCT TlE, 6mg THFHAH YL (BOHSVIEEFHKES) 18 1EOHK
5%, Bisatk 10 B (10 BLIRITEEE L - B&F(TEBREET) £i7oTW 5,

- BB E T COVID-19 BEICH L THWARELGRATAA FOEEL L NITREEZ RN
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Hb.
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3.2 EP%E%%I:%T?Z;I ETREHEEDT—TIL
3.21GRADEIEFYR7AT77A)

IE SO

At vd
Haxt
7Y | ZDY
(95% Cl) (95% Cl)
14| R4
£REET
4 | RCT | R&lT | B&IT | BT | BxT | &L 324/1485 | 707/2808 RR 0.90 28 fewer per 1,000 PPPP | EX
A4 AN B A A4 A4 (21.8%) (25.2%) (0.80 to 1.01) (from 53 fewer to O fewer) =
ERERERHE
1 | RCT | &ZT | R | BT | =° | &L 25/43 22/43 RR1.14 72 more per 1,000 PO | =
AN AN AN (58.1%) (51.2%) (0.77 t0 1.67) (from 118 fewer to 343 more) el

Cl: {288XMH; RCT: 5 V4 LMELLERER; RR: YRV L

Pl (REfERE(L. «0.05 K1 80%E LTEHE)

a. BASINERCTOHIZE, NATRADYRIBPBEZINDLONEENRTNEA, Yo TILH 1 XBEREITDR
. BIREHRELTREEEEAL W EHI L.

b. OIS Zi#t=E 1L,
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3.2.2 GRADE Evidence-to-Decision +— 7L

CQ4-2 HFJE COVID-19 BEFICRTAA FZ&EE5TEHHM?

£H: A COVID-19 & (hZ4E)

A AT0O4 FigE EOHDHWNIFRT). =L LATO4 F/ULREEEZEEAL

HEEeRHR: BRERR

EEBT7 DL ERART. BRERHE (EFER) . EEFEER

yTa Y AlREE

BADBEDRR

AT 04 RIFHRAGEBENFET HH, SETEFLRBICHLTEGERL, G<{HLRFTIAT
V%, COVID-19 AEEILT HHFIE. BEICHITLIZI M JLRMERMK (H5NL A » J)LT U+,

SARS, HIN1 A Y7L IVHHEE) DLSIZ, BEICEVWTREGENBRITREST S TR
BEENBELILTHILHASIN TS, RT0OAM FIZZOREREERINT HIERANEFS
hTL3,

%8

CORMBEIFEEBETIN?

H b7 JH—FIETUR

O LWE COVID-19 [FEREHME < . EEFDRTEELEFL, -, EEEROLZEEE
O &8F6<. LWLWR E EROAFEHRRICLEREELESIESRILTVWIEEHENA VO +
O &F6<. F0 KEW, 2704 FIZHENHFESNIARTHINZTOEMEEEE>THEDS
[ JFE4A T, CQARICELERNERNIKRENEEZ OND,

O &EEF

O ah iy

ZEFELLVHER

FHENILELVHRIZEDEENLDTTA?

H b7 JH—FIETUR

O Hhah RCTHA 4 (TXH AV U1, AFLTLEZVOY3H) HHEIT,

O /pEW 2RERERETICET 23R FEMBIE. 1000 AHf=Y 28 ADELY (95%CI:53 A
HLN~0 ADTEL) THotz. ERIRAERZEIL 1000 AZf=Y 72 AZ LY (95%
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Cl:118 A7V ~343 AZ L)) THoT=o BET Y b A LOERMIEEZ DT
I hHLDIEEENIGE. EEOFRIL 1000 AHT=Y 156 ADELY
(95%Cl: 399 AL 7 ~87 AZLY) THhotz, LIzhoT. ATFHEA FIZ&D
ZFELVHRE T EHBTLT=.

FHEEIEELLBLHRIEZEDEENHLDTIA?

1

JH—FIETUR

O K&
O o

O/hE
OHdh

OsFEEE
LI ney Al

IETURDHEEN

AFILTLRZVOVIZET R RCTA 1l ESh=-A. EEFEERT 14
L|/ESNEGN o=, LEEN-T, [9HSHL] 3BT LE=,

DRICETHEHMEIET O RADHEREFF T A ?

1

JH—FIETUR

O FEEICE
m:
O

L=

OHRAHFELZL

iRk

2RARCICEVTIET VAOBEER E1 . BEKREKHE (EHE 122
LR ETOY b EBE) (BVTE ) THoTz BB, $RTOFTY +
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MEHRZE. fOTH FALEDERMAEE LT, 1-5EORBTRESFL.
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HER IR 9 ofham (P FESRE)

HER

BEBE / ARNBEVLELTIPEEREICRTOA FERET AL EHMCHET D
GEWNVER DOREEMEOIETVR : GRADE 1B)

E&tE

ZFELVHERED T | BEFELLGULHRD (955450 THSHD., AESEHRLEOHR
FVEFLWVNRNLESEZEZ, NTADBETOKBHUTHLEHIB LI, =, 7O A
LERICHIZHAIETUOADOHERERMEE ] THD. TAOZTHREMICHIET L. EUVHEEL
L/f:o

HBITN—TIZET HRFEIER

L
RIEICH DRI ER

-HEOBEEEET 5. HHVRIREOBVFLL EEHICE LERHNEEET 5%
DTIXELY,

CHEASNERCT T, TEHAGY Y, AFILTLFZVAOVIZEBZNAZTOTWNS,
A TIECOVID-19 BFICR L TAHWSARELRATHA FOEELLVICREEE R
T EH-OOEELEBEMEIEI—EITHON TSN, HEFRRTITBIZEIIETUVANRT+HT
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3.3 Eﬁ%%l:ﬁ”‘él ETVREHEEDT—TIL
3.3.1GRADE T EF>RX7A77A)

M T RD st
R F—R | FEEH RATOA R | BERR
YRy (95% Cl) (95% Cl)
] y

£REET
7 | RCT | ®&ITHL | RAT Bt | R’HT | #L 3441936 501/1111 RR0.86 63 fewer per 1,000 DPOPP | EX
AN A4 A4 (36.8%) (45.1%) (0.73t01.01) | (from 122 fewer to 5 more) =)
B8 PRI R o E (A TIEIR 25 8ER5)
3 | RCT | BTty | ZBac ZEZRT | B | L 258/535 351/888 RR 1.19 75 more per 1,000 @@@Q EX
A4A A4 (48.2%) (39.5%) (1.03t01.36) | (from 12 more to 142 more) h
EEETER
4 |RCT | BalTiy | Bl e | BT | ¥ | 4L | 1852 101336 RR153 16 more per 1,000 OO0 | =x
A4 &7 9 (3.5%) (3.0%) (0.43t0552) | (from 17 fewer to 135 more) JEEIZIE

Cl: {S88XM; RCT: 5 4 LALELEEAER, RR: YRV L

5Bl (BoEfEHREIL. «0.05 B 80%E LTHE)

a. PEMN 52% EEmULAS. Thld RECOVERY OH U T A ANKENT LIZIKFEL TS EER D, VTV QK
FEIZHLVT P<0.05 TH D

b. OIS #i#t= L TLVAE L

c. P{EAY 35% & &Ly

d. 95%CI NERERMICERD H S EEDEME (RR=0.75 H5 LML 1.25) #iELC
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3.3.2 GRADE Evidence-to-Decision +— 7L

CQ4-3 EifE COVID-19 BFICATAA F&BRETHMN?

£H: A COVID-19 & (&fF)

A AT0O4 FRE@EOHHVEFHT). ELRATOAM F/NLRAEREEEEFLL
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EELBT bAL: ERERT. BKERKRE (NIIFRHFHEE)  EEAEER

yTa Y AlREE

BADBEDRR

AT 04 RIFHRAGEBENFET HH, SETEFLRBICHLTEGERL, G<{HLRFTIAT
V%, COVID-19 AEEILT HHFIE. BEICHITLIZI M JLRMERMK (H5NL A » J)LT U+,

SARS, HIN1 A Y7L IVHHEE) DLSIZ, BEICEVWTREGENBRITREST S TR
BEENBELILTHILHASIN TS, RT0OAM FIZZOREREERINT HIERANEFS
hTL3,

%8

CORMBEIFEEBETIN?

H b7 JH—FIETUR

O LWE COVID-19 [FEREHME < . EEFDRTEELEFL, -, EEEROLZEEE
O &8F6<. LWLWR E EROAFEHRRICLEREELESIESRILTVWIEEHENA VO +
O &F6<. F0 KEW, 2704 FIZHENHFESNIARTHINZTOEMEEEE>THEDS
[ JFE4A T, CQARICELERNERNIKRENEEZ OND,
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| JH—FIETUR
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s BE. TRTOT7I MALICHI=2EROMNEHEE (Net Effect Estimate)

O EEmEL L

iRk
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HESR IR 9 ham (BAERH)

AIHERBRER EHhAREFVELTIEFEREICATOA FERET I LEFRHET
5 (BULER"BOEEEOIETUR : GRADE 1A)

IEZtE

EELWLHEN TREW]  BEELLBOLHED Thh THY. 77 b hLEMRIThT:
BIETUADHERMER B THD, TNoZHREMITHETL, RIMEEL LT,

HBITN—TIZET HRFEIER

L

EEICHHhHHRETEIE

ETEOBREREET S, HAVWIREDRBRWVFELZEEMICKE C-BICHMEEET 5
DTIEELY,

CHBAINFE-RCT TIX., THFHAHY Y, AFLTL VOV, EROQLFYVUIZELES
NAZIT-oTLVS,

- BHEFEATIECOVID-19 BF(ICH L TAHWSARELGRATHA FORBELZLUICREEZRE
TEH-ODEELEBAEIEI—IITHNATNEN, HEZRTITBIZFIIETUVANF+HHT
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CQ4-2 dh&EfE /EfE COVID-19 BFICRTAA FNRALRBEEZTIN?
HESE

V BERS/ARMBEEPELTSPEERE. AL PICATTRREEE
EPAREDELIHEREREICHTH5RTOA F/ILREEIZONT
(X, BERTIIHRZERLZL (no recommendation)

HHAB 2021 %9 A9H

CQ4-1 ICB89 5 BMEH : ERVER
1. #ATIETVADROB YT —

BE2OMENDIET X (RCT) @ RoB %
Cochrane RoB 2.0 Z{#H L TFHME L =, ££H
I EF > A& Edalatifard 2020 ® 1 D& TH
2tz WHO D—F 250 )L—TFI2&kBAR7T
F 1) XX COVID-NMA O Living systematic
review [CIRASN TS ZDMOFHER T, EhE
BHRHDVIIERENFICASEVHERIC DT
B LGN DT,

COVID-19 &2iEnt- 62 BARR L
U, KA FSADICTEVWTIEETHFEE L ¥
L7z ATAA R/LRAEBETIE, $75%

AEREHSIVEIERERFREEINMTHOATL
f=o A S M1z Edalatifard 2020 (%, E|{FDIZ
BIEDERM G, BRENFRIESh TG
LY, BEARERD 17%A 70 FaLEEB LT

[selection bias] Randomization process
[Detection bias] Measurement of the outcome
[Reporting bias]Selection of the reported result

. [Performance bias] Deviations from intended interventions
. [Attrition bias] Missing outcome dataclinical improvement

=
=

e

W5, BEARBEHED 88NWDT—IMNRIELT Edalaffard 2020

WB., BEDNATANEFET %
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2. TETUVREHEED T—TN
21 Z#LAFFAv bk
2RETE (21-28 BEFA. in-hospital)

Test for overall effect: Z=0.20 (P =084)

Risk of bias legend

(A) Randomization process (selection bias)

(B) Deviations from intended interventions (Performance bias)
(C) Missing outcome data clinical improvement (Attrition bias)
(D) Measurement of the outcome (Detection bias)

(E) Selection ofthe reported result (Reporting bias)

70

Favours [ 70 Fs{L2] Favours

0
HREES R

Z70OA4 FrN 1E8Eam 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
Edalatifard 2020 2 34 12 28 100.0% 0.14 [0.03, 0.58] 70077
Total (95% CI) 34 28 100.0% 0.14 [0.03, 0.56] el
Total events 2 12
Heterngeneity: Mot applicable } t 1 1
0.002 0.1 10 500
Test for overall effect: 2= 2.76 (F = 0.00E) Favours [ F0- FJULA] Favours REELE]
Risk of bias legend
(A) Randomization process (selection bias)
(B) Deviations from intended interventions (Performance bias)
(C) Missing outcome data clinical improvement (Attrition bias)
(D) Measurement of the outcome (Detection bias)
(E) Selection ofthe reported result (Reporting bias)
N S S S
XEHBEAMIE. NABTI1.68. XMEBHTIT.6ETHS.
.
FRPRAE R E
FMATEST—F7GL
ERAEER
Z70OA4 FrN 1E8Eam 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
Edalatifard 2020 2 34 2 28 100.0% 0.82 [0.12, 5.48] 70077
Total (95% CI) 34 28 100.0% 0.82 [0.12, 5.48]
Total events 2 2
Heterngeneity: Mot applicable 2 IUDS 051 ] 15 250



2.2 GRADE T E A7Aa7274I)L

BE | HETY | "MM7R | —5 | SEERE ATAR bl it
AR
# 1> DYRY & (95% Cl) (95% CI)

£RAET
1 ROT | eI | BalT | #®aT | #®7° | %L 234 | 1228 RR0.14 369 fewerper 1,000 | @OOO | EX
%l @ A4A) A4 (5.9%) | (42.9%) (0.03 to 0.56) (416 fewer to 189 fewer) FEEIE
ERFEER
1 ROT | semiIi® | BT | BT | s | AL 234 | 2028 RR 0.82 13 fewer per 1,000 OO0 | =x
%l - guw | e | e G9%) | (71%) | (012t0548) | (63 fewer to 320 more) FERITIE

Cl: {E38XM; RCT: S VA L{LLEFRE, RR: YRSk

B (REfEREIL. ¢0.05, i H80%& LTEHE)

a.2DOMRoBIEE (BERILFNTAMNSD®EE. KE7 HL) IZHLT High Risk of Bias EfliEsh, E5IZFD
fDEE £ Some concerns EHIE Sz

b. OIS Zif=& il

c. 95%CI MNERREIICERD H 5t & EDRE (RR=0.75$H5HT 1.25) EFA TS
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2.3 GRADE Evidence-to-Decision +—7JL

CQ4-2 HEE/EfE COVID-19 BHICRTAA FNIWRBEZITON?

£H: A COVID-19 & (h%E/EIE)

A AFO4 KL AREE

HEEeRHR: BRERR

EEBT7 DL ERART. BRERKHE. EEFEER

yTa Y AlREE

BADBEDRR

COVID-19 AN EFEIL T DHFFIE. BEITHRIT LIV A LA (HENL 4 > TILT U,
SARS, HIN1 A Y7 I VHHEE) DLIIZ, BEICEVWTREGENBRICREST S TR
BEENBEZLILTHILHASIN TS, AT FIZZOREREERINT HIERANEFS
TS, RT0OA FRLRERIE, SRAEORTAA FEHRET S SARS L EDY A LR MR
KVOARDS HEBHTERETHITFRALEEFICEVTHRIREF SN TEBEETHD. £
DDA T OA FEREEIF—REBEBIARBETHY . FLICEELYDOBREEZBEL-CQ ZIUE
L1=o

%8

CORMBEIFEEBETIN?

H b7 JH—FIETUR

R AYAY-3 COVID-19 [FEEEHME < . EEFDRTELEFL, -, EEREROLAZEE
O B8Z25<. LWz T, BROEFEHRICLZERLBELRESIESEI LTV HREREHA /U R
O &F6<. F0 KEW, 704 RV RERIDRESPFINDIEETHINFTOEMMEEE
[ JF4A FoTHELT. CQAURICEBLEBRMERNIKEVNLEEZIOND,
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OsFEEE
O ah sy

EFRLIGLHR

RCT A1 it &=, CORCT [F, HREFHAEHABREITAZL TS
LODANIFRBHEBEERITTELT . XAA FS514 v ORFEITEWNTIEPHFE
ICEREdHEHBTLT -,

62 EFIAREASH, BIRFROLFERETCONRHETEMEL 1000 AHT=Y 369
ADED (95%CI : 416 D77V ~189 D7ELY) TH o= BRKERBEIZDONT
FRATEET -2 EEBATIHEELEL, UEXYEFELLHREF TKE
L) EfIBTLT=,

FHEEIEELLBLHRIEZEDEENHLDTIA?

H 7 JH—FIETUR

OKEW RCTA 1S hi-, EEEETERICET H2OEHEEMEE. 1000 AKf-Y 13
O ADIELY (95%CI: 63 A7V ~320 AZLY) THot=, LE=>T, EFELL
OmEn BUOHRE Thdhl sHEmLl-,

mbHIh

O&FETE

O as sy

IETURDHEEN

DRICETHEHMEIET O RADHEREFFTTA?

1| JH—FIETUR
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D7 b AhLERFLE LIZHFE. 1000 AHf-Y 356 ADBLTHS, LH
L. BEIETURF1IHTHY . RTEA ROBREBESHTERIEO—BHL
HEHELEZENHY ., TETUADOERNEL MERICE] THLIEHOHRED

NTURIZTDWTIE Mo biElyg &I LT,
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HESZIZRE 9 &5

BERE /ARNBEVDELTIHTEERE. GOoVICAIFHRBER EhERELE
ETHREEREFICHTIATAAS F/RILREEICOWNTIX, WEATIEXHEEZRTLEN

(no recommendation)

E&tE

MEHEEICEVTIEEFTLLELS TKEWV] . EFLLBVMEN ThThl THD
N, BAIETVRE1HOAHATHY., 77 hHALARRICHEDZIET > ROMEEMEE M3
HIZE] TEHY. SIRONSURIZTDVTIEFRHATH D, A7EA F/RNILREERITERM
[CEEBEZRRITITONLARTH LN, SEEA SNz RCT ORRBEILH 75%H 5
REHLIVWEEREBREINMTOA TV hEERENTLTHY., AFLILEF=VA
UEE5EY 250 mg/BEARRT—RMICITHOR TS EEZZA 5N S 1000mg /HELEELH
50 MEEFYIETUOROBEMDESICTMA T, SHURLEMHOBENDE . WA TIEH
BELGHREETHILIETELGLEHIE L,

HBITIN—TIZET HRFEIER

TL

ECANDIREAEIR

-BRATCEIEEREOHERRE LIZ RCT FHFEELEL,

-HERAINERCT TIEAFILIL FZVOY 250mg/E 3 BRIEVSHAZITO>TLSA,
AFBTIEL 1000 mg/B 3 AMERET 5 ENZLY,

s DA AEMRZDIDICH L TIEREECHN THEZ EIZEBET S,

BS R &1

L

MELDEFLEE

« BYE COVID-19 EFIZTA+0HY U TINHA XEFBLEEDE L RCT DX,
- ERETHVEOMORTOAL FEDTEDEWLIZDINT,
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CO5 COVID-19BE[ZrLYXTTERETEM?

HESR

vV BEBREZDELLEVEEBREICHTEFUXTITOEEIZONT
(X, BEFERTIIHRZETRLAZL (ho recommendation)
vV BEERE/ABRNBELELTIPEEREICI VAT TERETSHC
LEBHRET D (BLHRE POEEMEDIET VX : GRADE 2B)
vV AIFRBEE SRAREFVELTIEEREICHTDI I UVIATITON
BEIZOVWTIE, BERTIEIHREZERLAZL (ho recommendation)
FHA 2022 F3 A 29 H

CQS5IZEAY 5BMEH : ERAVIEH

>

1.1 #ATIETYAMDRoB Y —

BL2OWENDIET R (RCT D RoB) % Cochrane
ROB 2.0 ZfHA LTI L=, RATETUXIF 13 4
T. Verd.3.0 T#Hf=IZ 14 (Rosas 2021) ANENE %
271,

Rosas 2020, Rosas 2021 [SHEEHS S UVEEHZ
xt&. Stone 2020, Salama 2020 (I EEEHEHZRE L
7o B_EE#RILEAER. Talaschian 2021 (&
FEBHZNRE L-ZEGHLAER T, Gordon 2021
(FERERF. Veiga 2021 5 & U Horby 2021 (X R
H L VEEEE. Wang 2020, Salvarani 2020, Hermine
2020, Soin 2021, Rutgers 2021 (3 &ERHZ R E L
1= open-label 8% T# - 1=(Soin 2021 (XX TS5 4T
DAIMRFRZEFEBENETENDSD. EEERDEN
FHEEINTELT., PETHI-HREEICEHT),
Rosas 2020, Stone 2020, Salama 2020, Wang 2020,
Horby 2021, Soin 2021, Rutgers 2021 QER TIZE| Y
FIIRFICBRBES T TOWEVWEEN K OHEE
LA, ZDHBAETEH Sp02 AN 93% LT, F=IEMik

Gordon 2021
Hermine 2020
Horby 2021
Rosas 2020
Rosas 2021
Rutgers 2021
Salama 2020
Salvarani 2020
Soin 2021
Stone 2020
Talaschian 2021
Veiga 2021

Wang 2020

=~ | Deviations from intended interventions

=~ | Measurment of the outcome

i =4

~ |~ | @ | @ | @ | selection of the reported results

-c-u.»-a

NOBODEE

-u»-u.»-u

~ 9~ 900 e -

DO -~ DO -~ O ® O ®| @ | randomization process

0 -~ D000 O ~ O ® | O®)mMissingoutcome data

Q> 0e0-

R - BEFTRZBEL TV enb, AAAS FSA VOEFEESRRICAY., Thib

DBEILPFE & HIBT L 1=,

Rosas 2020 TIXL SR MYIZEEHINTWEA—EDT ™I FALOHMEN L . e
HROBRIZODWTODNA TR AR BEEIND, TDMIZ, MEFHIZ28 AFAT
DFRZFEENSZINCE, OV FO—)LETRTOA ROMOAMILRELEDHAEREES
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ZITBEENPOZNEITDONTORENH S, Rosas 2021 TLEEFEFFRICD
WT. SHERBROBRICET 514 7R YR DBERZ SN D, Talaschian 2021 (e
BROBRIZOVWTONSTRAP, AT704 REHASATVWLEEDEENEEHT
BRBZEBEICDODVTOEENH S, Wang 2020, Salvarani 2020, Hermine 2020,
Veiga 202, Horby 2021, Gordon 2021, Soin 2021, Rutgers 2021 (& open-label §£5& T
HY. ERLIZAADSDBRIRICED/NNATRAOT D FALBED/INA T AR

nd,

12 FATIET UV ADHAANBEE/BEEROYT)— (SFEH)
AEFDIERBFEEET L. REDEEVLHAE RVMILREPXTOA
F) OBENEDEICEEL TOWSEEEENEZEZ SN, DU XITITOVTORE
DL TRERGHEDEE (COVID-19 LS DFEENEREFAE (LA AN, 5 BRSY)
NZ EH>TULNS, Fi=. Horby 2021, Gordon 2021 TIZR T 04 FZHRALTESE

BIZr VAT THRERTFERELIZEVWSHIBRFRERARESIN TS,
ACQ THYLIFI-HAENDSE. LBV LEKERRET Y bHLE@BITLE
DDMAANBEES L VBEEZOBMELER 11,2127,

K1 BRATIETUVAOHAANEEICEFNSRERIC LR OBEIEE

BH

Horby 2021
Veiga 2021
Salvarini 2020
Stone 2020
Rutgers 2021

Talaschian 2021

CRP=7.5 mg/dL

CRP>5 mg/dL. Ferritin> 300 ng/mL, LDH> 1E% _EFR{#, D-dimer>1000 ng/mL @ 2 IEE LA E

FH (>38°C) A2 BLLE, CRP>10 mg/dL(® L < [FARREED 2 ££)

H*H (>38°C) A 72 BRI E. CRP>5mg/dL. Ferritin> 500 ng/mL, LDH> 250 U/L, D-dimer>1000 ng/mL @ L\§ hh
Ferritin> 2000 ng/mL (% L < I 20-48 BRI LIAIZ 2 £F)

CRP>10 mg/dL. IL-6>18 pg/mL, ') >/8Bk<1100/uL ®L\Fhh

Rosas 2020, Salama 2020, Hermine 2020, Gordon 2021, Soin 2021, Rosas 2021 : RERGEFICEEYT S2EBRL L
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K2 BATIETUVADEBEEER BIfF CRPIE - RENSDBH - TLHFER)
EfFEFD CRP (mg/dL) REMNSEFETOEE (B) IREN
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

Soin 2021

Rutgers 2021

Talaschian

2021

Rosas 2021

Median (IQR)
13.2 (6.9-20.1)
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)
Mean (SD)

11.1 (10.7)
Median (IQR)
7.5 (4.3-13.2)
Mean (SD)

7.2 (4.9)

RmETL

Median (IQR)
12.9 (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)
Mean (SD)

8.8 (8.1)
Median (IQR)
8.5 (4.8-13.5)
Mean (SD)

6.5 (3.2)

EELTL

Median (IQR)*
1.4 (0.9-3.3)
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)

EELL

Median (IQR)*
1(1-2)

EELL

Mean (SD)

8.8 (4.8)

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)

EETL

Median (IQR)*
1(1-2)

EELL

Mean (SD)

8.9 (4.7)

Corticosteroid : 82%
Remdesivir: 29%
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%
Antivirals': 24%
Corticosteroid : 91%
Remdesivir: 43%
Corticosteroid : 87%
Remdesivir: 21%
Corticosteroid : 29%
Antivirals': 72%
Corticosteroid : 83%

Remdesivirt: 100%

Corticosteroid : 67%
Remdesivir: 26%
Corticosteroid : 73%
Remdesivir: % L
Corticosteroid : 61%
Remdesivir: 1.5%
Corticosteroid : 88%
Remdesivir: 59%
Corticosteroid : 7 L
Remdesivir: % L
Corticosteroid : 6%
Remdesivir: 29%
Corticosteroid : 29%
Antivirals': 29%
Corticosteroid : 91%
Remdesivir: 41%
Corticosteroid : 90%
Remdesivir: 16%
Corticosteroid : 37%
Antivirals' 73%
Corticosteroid : 86%

Remdesivir*: 100%

*AlRMSEIFETORH

t lopinavir—ritonavir, remdesivir, chloroquine, hydroxychloroquine &,

t remdesivir DEREHMHEAANEEIZEFNL TS,

79



2 2+xLAXAFFOY F
£[FREAETE (28 HER)

*Gordon 2021 [X AZHFET

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 PEE
Hermine 2020 7 63 8 67 0.6% 0.93 [0.36, 2.42] @~
Horby 2021 471 1754 552 1800 47.7% 0.88 [0.79, 0.97] L @
Rosas 2020 27 181 14 89 1.5% 0.95 [0.52, 1.72] . . 7
Rosas 2021 50 365 34 188 3.2% 0.76 [0.51, 1.13] T ..
Rutgers 2021 21 174 34 180 2.0% 0.64 [0.39, 1.06] e — 77
Salama 2020 26 249 11 128 1.1% 1.22 [0.62, 2.38] — &>
Salvarani 2020 2 60 1 63 0.1% 2.10 [0.20, 22.56] > @7
Sein 2021 11 91 15 88 1.0% 0.71[0.34, 1.46] I @2
Stone 2020 9 161 4 B2 0.4% 1.15 0.36, 3.61] [ 1 ]
Talaschian 2021 5 17 4 19 0.4% 1.40 [0.45, 4.37] - 7
Veiga 2021 6 54 3 54 0.3% 2.00 [0.53, 7.59] + . ?
Subtotal (95% CI) 3169 2758 58.4% 0.87 [0.79, 0.96] L)
Total events 635 680

Heterogeneity: Tau? = 0.00; Chi* = 6.19, df = 10 (P = 0.80); I* = 0%
Test for overall effect: Z = 2.84 (P = 0.005)

1.1.2 Bff
Gordon 2021
Horby 2021
Rosas 2020
Rosas 2021
Veiga 2021
Subtotal (95% CI)
Total events

317 943 150

125 268 142

31 113 14

28 65 7

8 11 3
1400

509 316

406 21.3%
294 17.0%
55 1.7%
22 1.1%
10 0.5%
787 41.6%

Heterogeneity: Tau? = 0.00; Chi® = 4,85, df = 4 (P = 0.30); I’ =
Test for overall effect: Z = 0.33 (P = 0.74)

Total (95% CI)
Total events

4569
1144

Test for overall effect: Z = 2.63 (P = 0.009)
Test for subgroup differences: Chi’ = 1.68, df = 1 (P = 0.19), I = 40.5%

996
Heterogeneity: Tau? = 0.00; Chi* = 12.70, df = 15 (P = 0.63); I* = 0%

3545 100.0%

18%

0.91[0.78, 1.06]
0.97 [0.81, 1.15]
1.08 [0.63, 1.85]
1.35 [0.69, 2.65]
2.42 10.88, 6.68]
0.98 [0.85, 1.12]

0.91 [0.85, 0.98]
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ERERAERCRE (28 HEFFR)

Tocilizumab Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Rand 95% ClI ABCDE
1.2.1 REE
Hermine 2020 55 63 50 67  7.8% 1.17 [0.99, 1.38] — @@ @
Horby 2021 1044 1754 943 1800 27.1% 1.14 [1.07, 1.20] - 7070
Rosas 2020 132 181 60 89 7.7% 1.08 [0.91, 1.28) —_— @?171@7
Rosas 2021 263 365 131 188 13.9% 1.03 [0.92, 1.16] T @éeeee
Salvarani 2020 54 60 58 63 14.3% 0.98 [0.87, 1.09] — = @270
Sain 2021 58 91 59 B8  5.2% 0.95 [0.77, 1.18) e C R BN
Stone 2020 147 161 72 B2 17.7% 1.04 [0.95, 1.14] —a— L1 11 1]
Talaschian 2021 12 17 15 19 1.8% 0.89[0.61, 1.31] Trr@7
Subtotal (95% CI) 2692 2396 95.5% 1.06 [1.00, 1.12] >
Total events 1765 1388
Heterogeneity: Tau® = 0.00; Chi® = 11.45, df = 7 (P = 0.12); I* = 39%
Test for overall effect: Z = 1.96 (P = 0.05)
1.2.2 B
Horby 2021 49 268 47 294 2.0% 1.14 [0.79, 1.65] ————— @71@e@1@
Rosas 2020 49 113 22 55 1.8% 1.08 [0.74, 1.60] = @r7@7
Rosas 2021 21 65 10 22 0.8% 0.71[0.40, 1.27] 4 I
Subtotal (95% CI) 446 371 4.5% 1.03 [0.81, 1.31] e
Total events 119 79
Heterogeneity: Tau®? = 0.00; Chi® = 2.00, df = 2 (P = 0.37); I = 0%
Test for overall effect: Z = 0.25 (P = 0.80)
Total (95% CI) 3138 2767 100.0% 1.06 [1.01, 1.12] L
Total events 1884 1467

- 2 _ . Chi? = - = 12 = } } + +

Heterogeneity: Tau® = 0.00; Chi® = 13.41, df = 10 (P = 0.20); I* = 25% 07 055 12 15

Test for overall effect: Z = 2.17 (P = 0.03)

Fi Control F Tocili b
Test for subgroup differences: Chi’ = 0.04, df = 1 (P = 0.83), I’ = 0% avours Lontrol Favours Tocizuma

Rosas 2020, Stone 2020 : 7-category ordinal scale T® 2 EXBELL_E DB E, Hermine 2020 ; BRI 5T,
Salvarani 2020, Horby 2021, Talaschian 2021, Rosas 2021 : &£7FiRFk. Soin 2021 : Cytokine release
syndrome grade (ASTCT consensus) T® 1 EXFELL E DR E.

*Wang 2020 (n=65)IXfthDBAFE & DEE(14 B RDOMERR. PCRIEMLE. CTRIROBE)AKRECELD
&L IETURANEBREINTE LI NG, X7 FALICEHEAANG WA E LT,

*7-category ordinal scale: 1, BE#H 5 LNMELEFEAIEE; 2, ARRGE ICU, BEFELL); 3, ABRGEICU, Bk
BEHY) 4, 1CUE LCIEIEICY, SEREMBE#RS E L < ITEREEFR(High-flow nasal oxygen: HFNO)
&Y %; 5 ICU, AIMFRBERE, 6, ICU ECMO 4 L K [FAIFFRHFICMOEHRS R— FEET HIKE

81



ERHEER

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
Gordon 2021 24 947 11 405  3.4% 0.93 [0.46, 1.89] —— CEX 3]
Hermine 2020 20 63 29 67 8.1% 0.73 [0.47, 1.16] — @2@7
Rosas 2020 103 295 55 143 24.8% 0.91[0.70, 1.18] —= @r7@
Rosas 2021 128 429 72 213 29.6% 0.88 [0.70, 1.12] —a eeee
Rutgers 2021 45 174 53 180 14.6% 0.88 [0.63, 1.23] — 1@
Salama 2020 38 250 25 127  8.0% 0.77 [0.49, 1.22] —_— @766
Salvarani 2020 1 60 2 63 0.3% 0.53 [0.05, 5.64] + r @72@7
Soin 2021 18 91 15 89  4.3% 1.17 [0.63, 2.18] e e a— @ e
Stone 2020 28 16l 12 82 4.3% 1.19[0.64, 2.21] —_—t aGeee
Talaschian 2021 3 17 0 19 02%  7.78 [0.43, 140.50] r 72722@
Veiga 2021 11 67 7 62 2.1% 1.45 [0.60, 3.51] > @287
Wang 2020 0 34 1 31 0.2% 0.30[0.01, 7.22] + r @200
Total (95% CI) 2588 1481 100.0% 0.90 [0.79, 1.02] P
Total events 419 282

i . z _ . Y S — — AT } } l l
Heterogeneity: Tau® = 0.00; Chi* = 6.69, df = 11 (P = 0.82); I = 0% 05 07 3

Test for overall effect: Z = 1.60 (P = 0.11)

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

Favours Tocilizumab

Favours Control

*BIE - PEEDREST—4 (Rosas 2020, Veiga 2021, Rosas 2021) Moz A FHAXKENI EHD, E

E - PEEFEOET—2DHDIRRE LT,
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3. TIETUVREHNEED T—TI (BEENDTTFTIL—T)
31 FEEBEICBHTAIETUVREHNE EDD T—TN
3.1.1GRADE ZEFT>ARX7A774M)L

iR O A

Licko) #xt
FE—RiE | FEEH

(95% Cl) (95% Cl)

2£FEREL (28 A H)

11 | RCT | F&* | RAT RET RET % | 635/3169 | 680/2758 RR 0.87 32 fewer per 1,000 Y11 @)

AR A4 A4 L (20.0%) (24.7%) (0.79t0 0.96) | (52 fewer to 10 fewer) 2]

ERPREERRE (28 ARF )

8 | RCT | &l | RAT REIT REIT 7 | 1765/2692 | 1388/2396 RR 1.06 35 more per 1,000 oY1 @)
e LY LY L (65.6%) (57.9%) (1.00to 1.12) (0 fewer to 70 more) &
ERFEER
12 | RCT | &R&° | RAT R4lT R4lT A 419/2588 282/1481 RR 0.90 19 fewer per 1,000 Y 11@)
A4A e A4 L (16.2%) (19.0%) (0.79 to 1.02) (40 fewer to 4 more) &

RCT: SV LILLEHRE,; C: EERRE; RR: YRI L

B (REFEREE. «0.05, B 80%E LTEHE)

a. HHDORBIER (SUALLTOLR, BRILENMANLDREYE) THRUEHEShiz
b. RIEEMBDARMEIITMRICL >TRLEHH, BEMIIEL (17=0%)

c. #HD RoBIER (BEEILENANLD#EE. 7V MALT—ERIELE) TR EHHSh=
d. BEEEEEVN (17=39%) . REFEOHAELEIRHTHS

e. Eff - PEEOHADT—FEET
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3.1.2 GRADE Evidence-to-Decision +— 7L
CQ5 HZfE COVID-19 BHIZF L YXT TEEBET HZMN?

A COVID-19 & (P EHIE)

b)) X TREERT)

..... BRERR

FELGTI AL £RART. BRRERKE. EEAEER

tyTaY: AlREE

BADBEDRR

COVID-19 BEIZE VT, 18— 0O4( %26 (IL-6) EELREMRY A bhA Vo OEEHLEEM
L. RRETLEET L LN RESA TS, IL6 ZERERETCHS VAT (FUTLA
5®) £, COVID-19 BHICHFTIREMY A Fh 4 L OEREMH L FRERET STHMNH
BEF L LTHFE SN, BELOBERARNTHOATNED, AHEEEE>TLAEL,

%8

CORMBEIFEEBETIN?

H b7 JH—FIETUR

O LWE COVID-19 [FHR I THWVEFARZ L6 LTEY. NAZOHEILILIEAHFTH
O &8F6<. LWLWR %, BRIVABNADERZBINIRELETR TEATEY., FPUXTTEZED
O &F6<. F0 —DELTHEBRTEATINS, ZOHEICOVWTHRIT 5 LIFFBICERZR
[ YA WwWeEzohd,

O &EEF

O ah iy

ZEFELLVHER

FHENILELVHRIZEDEENLDTTA?

H b7 JH—FIETUR

O Hdn PEERELERRE LERCT #H-IC 1 HEHEL 12HEOIETF R BIKESTE
WpE fliL7=. 28 B ROERRETICET 2RHEFEE FFRE 11 4) (X 1000 A
O Lty 32 ADAELY (95%CI : 52 AL L~10 AD7ELy) THY. 28 HEEED
O K&z FRRERREDHRHETEME (I3 8 ) (& 1000 AZf=l 35 AZ LN
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OsEEE

O 5oLy

EFRLIGLHR

(95%Cl : 0 AD7EN~T70 ABLY) THot=o RET Y FHLDEMHERMEZ
DT FALD2EERELIBE. EROMREEBIE. ARMRLLT
99 ALY (95%Cl : 44 AZ N ~153 A% L) THY. EFELLHREE [he
Ly EHT L=,

FHEEIEELLBLHREZEDEENHLDTIA?

H 7 JH—FIETUR

OKEW o)X TDEEICKY . EEGHEESRORESEMLU AL (BIZE5k 12 4,
O 1000 A%if=1) 19 A 7Ly, 95%CI : 40 AV ~4 ALY , F0EH, BE
O /i LLBLHRIE Thdhy CHIERLT,

H H3h

OsxEIE

[ ) R=Y Ay A

IETURDHEEN

DRICETHEHMEIET O RADHEREFFTT A ?

1| JH—FIETUR

O EHITE B7VMALICETAIETOROBERMEE T THY .. THESLSNOERS
O & 1B T2 HMEIET O RDOMHEEMEIE b L$ERLE,

[ 2TODT I FALIZOI-5EKROMEEFEE (Net Effect Estimate) DIRFEHES
0= &, BE7Y FHLOMEBROEAT T EMDT I FHLEREF-SEE LIS

O EEmELZ L

iRk

BEOWLWFTHIIZEWNTE Netbenefit] THofzo TN, FHEESTIEI L—
REDUES . £FMICIE Th) OTETOROBEEREE LT,

ARDEELRT I A LEEDEREERT AN ODVTEELTHEREEHY EFIH?

115

JY—FIETUR

OEBELGTEEREBESD2EHY
OEELGTEEEERIESDEDOTEE
EHY
OBELGTREEEFLEES2TFEE

COVID-19 BEIZHT D FVURAITREIZETE. BTV LALIZESEE -
RIEOMELRICET 5T —2 E7E0, —fEMIC, ETT7V FALICRHLTECHE
MIEEES <. ZOESD2EFDLNIENFRIND, LHL, EAE T
T7 9 bALILE CARNEEERZ. tOT7 Y bHLLOEMMEHAE LT
2BEHREL. T2 1-5EDRTRENTLI-.
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5L

B EEGFHEREELRESD2EFHEL

MRDNFUR

ZELOVHREEFLLBVHRDONS VD RAFNAMASL LS ERHABEFLEIN?

1

JH—FIETUR

O B BRAMEAL

O LLBxdBAE £ 5 < B
ONABLEBERRLVTNEBATEL
O&Z 5 <MALER

B T ALMEL

OsFEEE

[ ) R=Y Ay A

A

FMATEGRBRIETVANGIE, £2FRFEEEIZDLVT 1000 AHf=Y 32 N
. BRERAEIRERE(CDLVT 1000 A2if= Y 35 AN, EEFEBRICONT
1000 A&5f=Y 19 ABALTHY . 7V FHLERRICHIZE3BED/NS VX (EK
DER)E LTIE 1000 A=Y 118 NDFEMRTH S FETT 7 FALOME
BEEEMO2fE& LI-5E  SEELEBEL. COARAKREEDLAL) . L
D> T, FIMEEDNSVRELT LD YRITEREICKDRELED LM
RAEND,

COERBKFEZLGHEFFREICE > TREBEDTIMN?

1| JH—FIETUR
O LWz 2022 5 3 ABRAEDKR TIL COVID-19 [ZxT BAEE LTLEANERIETH

O&E5<. LA
B EELSL, FW

O &Ly

OsFEEE

Iy E=Y Ay A

SSATRIRENE

Z DN AFEITARETT H?

Y, BE - FEOBEADEANSIEIHFBETESLEEZAONDA, MAICESTR
FEIRFLERMEFIWZLRWN=O (TH T LS CaEESEM 400mg : 75198
M) . BIRONSVREIKHELEZLTOFERANRDON S,

H b7 JH—FIETUR
mEAYAY-3 FoURITEBHELEBEFI I FPOBRARFIVFEREICHT HABEBELLT

O&sEs<. LA
O&sEs<. FW
L_NENA

AIPTERINATEY ., AFARETHo7=A%, 2022 £ 1 AIZ SARS-CoV-2 IZ&
SRS LTRATAAS FEDFFRZRTIRE L TEEERE SN,
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32 BERBEICBTAIETUVRAEHNE EIDT—TN
3.2.1GRADE TEF>ARX7A774M)L

kol

A% et
FE—RiE | FFEEE

(95% Cl) (95% Cl)

2FREL(28 BEFH)

5 | reT | mae | mac #uc | < # | 50911400 316/787 RR 0.98 8 fewer per 1,000 dppO | =x

AR Ly A4 L (36.4%) (40.2%) (0.85t01.12) | (60 fewer to 48 more) i

BRRAER T E (28 B )

3 | ReT | muc | mac | mmc =y o 7 119/466 79/371 RR 1.03 6 more per 1,000 OO | =%
B i L (26.7%) (21.3%) | (0.81t01.31) | (40 fewer to 66 more) 1€
EERESER
12 | RCT | &% | BRAT RET RE%lT % | 419/2588 | 282/1481 RR 0.90 19 fewer per 1,000 o000 | =x
AR 7ELve YA L (16.2%) (19.0%) (0.79 to 1.02) (40 fewer to 4 more) L

RCT: 5 4 LILHEER; CI: EHRXM; RR1URIE

Bl (REfERE(L. «0.05 K1 80%E LTEHE)

a. EHO RBIER (ERILIENAAN D@, RBIT7D AL, BERBROFER) TREEHH SN

b. REEEEOARMENRZZMENH L. BEEIFEL (12=18%)

c. D RoBIEE (BEILFEAANSDEE. RETV MAL, 7O MOLBEGE) TREEHIES NI
d. HEFERE (OIS: RR1.25 & L THEEE 946 ALE) OEEERELTLVEW

e EfE - FEEOEADT—REET
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3.2.2 GRADE Evidence-to-Decision +— )L
CQ5 Eff COVID-19 BEIZFI ) XTI TEBETEIMN?

£H: A COVID-19 B (&)

A b)) X2 THREFT)

HEEeRHR: BRERR

EEBT7 DL ERART. BRERKHE. EEFEER

yTa Y AlREE

BADBEDRR

COVID-19 BFIZBEWT, 1 V4 —0O4 %XV 6(IL-6)E BT REMH A Fh4A L DEEMNEML, &
BETLEEET D EMNRESN TS, IL-6 ZRRERETHD VAT (TITLI®)
[&. COVID-19 BEIZHTHREMEY 1 FhA D OERZINGI L FHRERET DAIREMEHNH 5 EH
ELTHIFESA., BELDBERHARITORTLEA, BMEEEE>TULEL,

%8

CORMBEIFEEBETIN?

H b7 JH—FIETUR

O LWE COVID-19 [FHR I THWVEFARZ L6 LTEY. NAZOHEILILIEAHFTH
O &8F6<. LWLWR %, BRIVABNADERZBINIRELETR TEATEY., FPUXTTEZED
O &F6<. F0 —DELTHEBRTEATINS, ZOHEICOVWTHRIT 5 LIFFBICERZR
[ YA WwWeEzohd,

O &EEF

O ah iy

ZEFELLVHER

FHENILELVHRIZEDEENLDTTA?

H b7 JH—FIETUR

O H3h EREEEZNRELERCTZ 1E7Y ITF— L5 HDIET U RKEETR
H/hE L1z, 28 HEERDOERRARTICET 2MRHEE (BAERH 5 4) £ 1000 A=
O & U 8 ALY (95%CI : 60 AD7HELN~48 AZ L) THY . 28 HEFADEEKRELK
O K&z HEODVRHETE (FEH3H) (31000 AZ=Y 6 AZLY (95%CI : 40 A4
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OsEEE
O an sy

EFRLIGLHR

B ~66 AZL)TH 2T BLT7 Y FALDHEAMIEERZMD T FHLD

2f5L LTRELBE. EHROHREEMBES. ABHRELT22 AZL
(95%CI : 98 A7V ~142 ALY THoT=. UELY, BEELLHRE
ThEL] EHIETLT=,

FHEEIEELLBLHREZEDEENHLDTIA?

H 7 JH—FIETUR

OKEW o)X TDEEICKY . EEGHEESRORESEMLU AL (BIZE5k 12 4,
O th 1000 A%f=1) 19 ALY, 95%CI : 40 ADARv~4 AZLY) , EELLHELD
O/h&EL Bk Thdh LHELI,

H H3h

OsxEIE

[ ) R=Y Ay A

IETURDHEEN

DRICETHEHMEIET O RADHEREFFTT A ?

1| JH—FIETUR

W EEICE ERARC. BRERBE. EEFEERDT VU FHLIZEVTIET VAN

O EEE HED 2D T THY ., TRESLUSNOBAITOEENLIETVAD

O HEMIE ) THofo ETOT Y FHLIZHI-ZEKROHRHEEME (Net

mir= Effect Estimate) DOTHEHES (L, ETT Y A LOMIEROEAF (T EMDT 2
FAOLERE-S5fEE LEZBEEOLTNIZELTE lPossible net benefit] T#H %

ORAHFELZL =8, EROMREEMBICET HIFBERSFE 2EEIL—FEo0E L. &REY

iRk

BEKRELTOIET O ROEER MFEICE] &L

ARDEELRT I A LEEDEREERT AN ODVTEELTHEREEHY EFIH?

115

JY—FIETUR

OEBELGTEEREBESD2EHY
OEELGTEEEERIESDEDOTEE
EHY
OEELGTEERERBESD2EEEZ

COVID-19 BFIZHT B P URXIRITDBREIZEITS. E7 Y MALIZELE
- REOMESICET 2T —2E R0, —BHMIC, BFE7I rALICHLTE
CHAMMETEL. ZOELO2ZFFDLBNIEATEEINS, LHL. HA
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5L

B EEGFHEREELRESD2EFHEL

MRDNFUR

[F. BET7 Y FALICE CHARHGHEERE. D7D bhLEDBERBEHA
ELT2MFEHEL., F- 1-5BORTRESTLT =,

ZELOVHREEFLLBVHRDONS VD RAFNAMASL LS ERHABEFLEIN?

1

JH—FIETUR

O B BRAMEAL

O LEBABLASE S B
ONALEBEARLVITNLBATEL
B 5% 5 NALER

O frAAEAL

OsFEEE
O as sy

A

BROIETURADIE, 2FEFEFETEIZ DT 1000 A=Y 8 AFd. BEKRAE
KHFITDULVT 1000 A=Y 6 A, EEFEFRICDOLNT 1000 A& Y
O ANBLTHD. 77 RHLERITHEZE2HRO/NS DR (EEKOFRE)E LTI
1000 AZf=Y 41 AOFHHNRTH S GRET7 V0 A LOMIER D 2E& L
-13E& 5L L-mEL. COARKREEDLLLEL) , LIA-T, FIFELE
DNFVRELT DY RXITEEIZLDFENBLATREELAH D,

COERBKFEZLGHEFFREICE > TREBEDTIMN?

1| JH—FIETUR
O LWz 2022 5 3 ABRAEDKR TIL COVID-19 [ZxT BAEE LTLEANERIETH

O&E5<. LA
B EELSL, FW

O &Ly

OsFEEE

Iy E=Y Ay A

SSATRIRENE

Z DN AFEITARETT H?

Y, BE - FEOBEADEANSIEIHFBETESLEEZAONDA, MAICESTR
FEIRFLERMEFIWZLRWN=O (TH T LS CaEESEM 400mg : 75198
M) . BIRONSVREIKHELEZLTOFERANRDON S,

il JY—FIETUR
mEAYAY-3 PRI TEBHELEBEFI IIFPORARFIVFEREICHT HABEBELELT

O&sEs<. LA
O&E<. EW
[_NEYA

AIPTERINATEY ., AFARETHo7=A%, 2022 £ 1 AIZ SARS-CoV-2 [T &
SRS LTRATAAS FEDFFRZRTIRE L TEEERRE SN,
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HESZIZRE 9 &5

j:ﬁ:l

Ha

v BREBREEFQELLLGVEBEREICHT I FVATITOREIZOVNTE., BHRTHE
HEEIRR LAY (no recommendation)

v BREBEE/ABGRMBELBEETINEFEBEICI VAT TOREEZHIHETD (B
WER TP OREERDOIET VR : GRADE 2B)

v  AIFRBEER SSPAREVELTIEEREICHNT S UXTTOREIZONT
(X. REFRTEHERZIRRLAL (no recommendation)

IEZtE

BREBEEZNRE L RCT OREFEFEBEFHRATEGL, PEEBFCHLTEH. EFLLHE
FEFLLGVHRZLESAEEAT VA, IRORESERESICET SR MEHEL.
BIMERE LT, EEBEBICRHLTIE, 7O FHLARRICHOEZ2IET O RDOHERMEN TFEE
[CIE] THH=o, AEGHEZIRTI S ETEITT=,

HBITIN—TIZET HRFEIER

BEEERICHREZRR L.

ECANDIRAEIR

BUSHIMTIC & BERICIE CT-BEHIMZEET 2 LD TR AL, SEOIETURERICE
YHRIERLGRLAAREENH D,
ZLDORCTIZEVWTRIERIGERZH S BENRREG>TLVS, —A, COVID-19 LIS D
FEMBRLEEFSHLIEMNEZDEEICHRIASNATEY., Y4 Fha o OIMHEICK Y B
LEDERISIIFE S, RENENDAEEMELH L0, ERIEL TEEETET 5,
REGERABECEREIA I VTITOVTOTABRIETUVRAFAEVS, REOHAETIES
CDBEICEEREL LTRTAAS FNEESATE Y., £HLX704 FOFABFIZFDY
AR THREBRTOFRBEDTRMENA—ED RCT DY TR TRESA TS EMND., #
AT 258EX 704 FEDQHAICOVWTRENEELLY,

BS R &1

L

MELDEFLEE

UTORRICEYT 2READROONEES S,
BEAASIVTORVANAEEDHADREICOVNTDRE
NYOFZITREDMORRIERE LLBAR & LI-1RE
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CO6 COVID-19 BEICVHILY=FEBETEIN?
HESE

v TRTODEEED COVID-19 BEITHT HLI LY FO®EIZDOWNT
(X, BWEERATIIHEREZRRLAEL (no recommendation)

F IREERTIE COVID-19 BEICHLTYU I LY FEBRSTRENRMTH-OD
BOEWLWIETURAEL
B#HH:2021F 1278 (BHEL)

CQ6 IZEA9 %:BINEH : EIRENL e e

1. FATETVRADEREYT) — oomes (ne 22) Aadtonal records

2020 £ 12 A 31 AOBATHEMNER (<4 | =eo |7l
SN TWEYI LY Z FEAEDRCT (. XE -1
Living SR/Guidelines TIER b A o 1=, Bk oo [ ke
2. YO LY FEEDES V4§ LEFROR T
BLELNaM o1, E W T
ZMt=%. & CQ Tl¥. MEDLINE ‘“T” e

Studies included in qualitative
analyses

(PubMed) . CENTRAL. EfiE. medRxiv
THEDKREZEMTIT = BEKXIE 2.
FRINE-RER] B8K), TOHER. 140D

Observational Cohort Study
(n=1)

FIZHZE (Yamashita 2020) ASHH S ht= 1. PRISMA 7 & —F % — b
(E1) .
COBERRTIE, U 2/ BHRAE N HRFIE RN R

® COVID-19 ffikBHEIZHT S I LYK
DEBRELIRF ST, TOHEE, A5
2BEHDS5BL9 LYY= FOEREE (n=11)
TlE, EHREEH (n=12) LEBLTRERE
DREESEENEEIZHLD L= (18% vs. 83%, B0 2. S 2B DN A4 7RG
p=0.0033) & B

LM L%A 5. ROBINS-| TS 7 RFHMI 21T o1& 2 AH. RBEFDRENSL
TWEWEENRSTRYRIDEL ., FH o TILSFA XELFEREICPS N =H, HR
DEQOEHEAI LERKBIORELF LM (B2) ,

—A. NP TEER - BEBRF IO RENRE LI RCT & LT, RACCO Study
(JRCTs031190269) M Thh. TOMEHLRO—FMATL R J—RXEINTLS
(XURL %) , TORRIZK D &, HE CTERICK 5 ARk 8 HELUKNODM#AD

MERG, VO LY RRERH 415t 16 ] (39%) . *HESEEE 48 Hidh 9 4l
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(19%) THY. YR % 0.20 (90%{SFEXR 0.05-0.36) , 'J X7tk 2.08 (90%
S8R 1.15-3.75) , p=0.057. p fEIFMEAIFEKE 10%Z FE> TV, BEK
Y. REFEHEEATYI LY Z FOBRSHT, ARICHRBEEN SV EHRIN
T3,

SOESIT. ARBTIONIZRCTIE. YU LY FORMEZEET SHERETR
LTWBA, EERALZOMEBRALIK BRI E L TRERRSA TGN
(2021 1 A 15 ARRA) . BE& Y, RERATIIARGHERORREITAETHS
EHIMT LT,

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

2. ERAThEHERNX
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
coronavirusftiab])

#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

#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 (SARS?2) or (2019 novel coronavirus)):ti,ab,kw
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https://www.ncgm.go.jp/pressrelease/2020/20201223_1.html
https://www.ncgm.go.jp/pressrelease/2020/20201223_1.html

#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

EF R R

#1 SARSTIHOF A J)LR-2[THor HE O F 4 JLR/TAor SARSORAF A
JLA-2/TA or SARS-CoV-2/AL

#2 "20F U4 IIL AR HMEREREE(2019-nCoV)"/TH or COVID-19/TAor O A
FITA

#3 #1 or #2

#4 Ciclesonide/THor &9 LY = FITAor ZJLRX/TA

#5 #3 AND #4

medRxiv

#1 COVID-19 AND Ciclesnode
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HERZICEET S #5Em

j:ﬁ:l

Ha

v T RTOEFED COVID-19 BHICHT LI LYY= FOBEIZOWNWTIE, BERTIE
HEREIRTLAL (no recommendation)

IE4fE

2020 £ 12 A 31 BOE A TEE Living SR/Guidelines 8 K UXFRETIX, YL Y=F
[CEE3 BEaRRERER (L. 1 HDERMAZE (Yamashita2020) LB ShiEnh 1=, TOMET
(X, RREFORABNINATOWEWEENSTRAYRIDNEL ., Yo TILv4 XL FEEIC
INELY (n=23) 1=, ARDEDBREN L AXFBITORREF LGN T LEDKREELY ., ]
B R CIEBA L HRDIRRIITARETH D L FIMT LT,

— A AR TERER-BEBEEZNERE LT RCT & LT.RACCO Study (JRCTs031190269)
DIERD—ENT LAY —REN DI LY FOFEHEREZEET IHRETHDZ LICIEE
BT ORENHDHEEZALOND,

B I TIN—TIZET HRHFE

TL

£ NyAYY oX-Y - B E 3]

- RHEDOBREEZET S, HAHAVFREOBWNFELEEHICH CELBEISHRZEET S
DTIFEL, FIZ, REXMEBEDAREMICI TICRAEZRESNTVSEE. REDEE
FrEHPLEZOWTE, EEGHEALEND,

 AIHRBRBEICH LTREEZRET HBRICIE. AR—F -G EDRHREHBABEIC
BB &, PEEPANBA C EITEDTRIREBED YR IAH L &, BEEEICHT S+
NETTERLEETDHILEREIZBET B,

BifR & 5T

L

MELDEFLEE

UTORRICET 2BEANRDON D,
-EEEZERBAINE L5 0¥ LMELEEER
- RBOFEEARHIRHRTO0M MREBZBICHT 2XE0FIMN
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CQ7-1 CovID-19 BFEIChEREEEZITOMN?

HESE

vV BERSEZDELLGVEEREICHEREL 1 Z1ThENCEEBH
®T D (BLHRNEOHEENDIET X : GRADE 2C)

vV BERE/ARNBREZLELTLIHEERE. GOVICAIRRBER
EPARBREVDELTHEEREICHARRE 275 L 2mHRETS

(good practice statement)

F1:B5E (PHIRGE. ABRREE) DAL
BEEHA :20224F 3 A29H

CQ7-1 ICBE 9 5BMEH : BIRABE
BEREICHT SMAERREREEBICET SV —HILIITARFIV
1. FEHAIETVADROBYT) —

2022 £ 2 A 25 B O R TEAE COVID-19 BEIZXT 5
UEEBEZREITLIZRCT &, 54 L. FHESERUY
BEESEFHBRLUEZRN 1H Q983 L)DHTHoT-,
EH2OMEDIE T RD RB % RoB 2.0 Z{# M L T
L7z EREETRTDMES N2 b, 45 BLUADEEE
B~DZZ (allcause), BLUVETHHIMMA N> D RoB
il (L. £ARDIHEEEN I5%EETHY . REOE-HE
BAAPUEEIERAIC L HHIMEHETH >1-7=8€. "Bias due
to missing outcome data”%"some concern” & ¥IEF L=, £

Bias arising from the randomization process

~ | Bias due to missing outcome data

. Bias due to deviation from intented interventions

@ | Bias in measurement of the outcome

DENDEBIZBVTENAATRAEL EHB LIz, LinL | Comos20 @]

@ | Bias in selection of the reported result

AARIZEITIREZEZDEENLADROBIZEZ HFEIL
INEWEHIBTL, £/AD RoB (X7 L &HIBT L 7=,
BHE.BEASNEZIETURICEVT., FHESEERTAERRSEDERIEILUTOEY
& LT,
(UERER ARG A E]
FHEEE (TRHLLIEENICET 2 L1EH)
- 7EFXH/N>1[A] 25mgl H 2 [H
BEREE (TRELLIEZTNIZET IE LTEH)
- 7EXY/\> 1 5mgl H 2 [E

99




2. IETVREHNEEDT—TIL

21 Z24# LA MFAYF
2RERCEUDOEAR B

Anticoagulants  No treatment
Study or Subgroup Events Total Events Total

Weight M-H, Random, 95% CI

Risk Ratio

M-H, Random, 95% CI
T

Connors 2021 3 278 1 136 100.0%
Total (95% CI) 278 136 100.0%
Total events 3 1
Heterogeneity: Not applicable 011 1 t 100*
Test for overall effect: Z = 0.33 (P = 0.74) Favours [anticoagulants] Favours [no treatment]
- S
45 BUADERMBI~NDFZES (all cause)
Anticoagulants  No treatment Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Connors 2021 21 278 7 136 100.0%
Total (95% CI) 278 136 100.0%
Total events 21 7
L b A i i
est for overall effect: Z = 0.91 (P = 0.37) Favours [anticoagulants] Favours [no treatment]
S s
ZTOHMARY b
Anticoagulants  No treatment Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Connors 2021 21 278 3 136 100.0%
Total (95% CI) 278 136 100.0% i
Total events 21 3
Heterogeneity: Not applicable o1 10 100

Test for overall effect: Z = 2.02 (P = 0.04)

Favours [anticoagulants] Favours [no treatment]



SEEH (BEEZLDI74 LA MTOYE)
FHHEE vs. BELL
2RERCEUDOEAR B

Prophylaxis dose No treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI d 95% CI
Connors 2021 1 135 1 136 100.0% 1.01[0.06, 15.94]
Total (95% CI) 135 136 100.0% 1.01 [0.06, 15.94]

Total events 1
Heterogeneity: Not applicable

|
R _ 0.0 100
Test for overall effect: Z = 0.01 (P = 1.00) Favours [prophylaxls dos] Favours [No treatment]
- S
45 HRLN D ERBEI~DZES (all cause)
Prophylaxis dose No treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI d 95% CI
Connors 2021 8 135 7 136 100.0% 1.15 [0.43, 3.09]
Total (95% CI) 135 136 100.0% 1.15 [0.43, 3.09]
Total events 8 7
Heterogeneity: Not applicable ]0 o1 100]
Test for overall effect: Z = 0.28 (P = 0.78) Favours [Prophylaxls dos] Favours [No treatment]
2TOHIMA A2
Prophylaxis dose No treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI | 95% ClI
Connors 2021 9 135 3 136 100.0% 3.02 [0.84, 10.92]
Total (95% CI) 135 136 100.0% 3.02 [0.84, 10.92]
Total events 9 3
Heterogeneity: Not applicable ]0 o1 t 100]
Test for overall effect: Z = 1.69 (P = 0.09) Favours [Prophylaxls dcs] Favours [No treatment]
BRREE BEI
=] 5‘5 VS. 5‘& L
© = S S
2REFCERTLOES R b
Treatment dose  No treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Rand 95% CI
Connors 2021 2 143 1 136 100.0% 1.90[0.17, 20.74] f
Total (95% CI) 143 136 100.0% 1.90 [0.17, 20.74]
Total events 2 1
Heterogeneity: Not applicable ]O 01 1 t 100]
Test for overall effect: Z = 0.53 (P = 0.60) Favours [Treatment dose] Favours [No treatment]
- S
45 HR\N D ERBEI~DZES (all cause)
Treatment dose  No treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, d 95% ClI
Connors 2021 13 143 7 136 100.0% 1.77[0.73, 4.29] —
Total (95% CI) 143 136 100.0% 1.77 [0.73, 4.29] i
Total events 13 7
Heterogeneity: Not applicable ]0 o1 t t 100]
Test for overall effect: Z = 1.26 (P = 0.21) Favours [Treatment dose] Favours [No treatment]
2TOHIMA A2
Treatment 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
Connors 2021 13 143 3 136 100.0% 4.12 [1.20, 14.15]
Total (95% Cl) 143 136 100.0% 4.12 [1.20, 14.15] ——
Total events 13 3
o . | ' ' |
Heterogeneity: Not applicable o1 o1 0 100

Test for overall effect: Z = 2.25 (P = 0.02)
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22 GRADE TETYRFA27AL

kol

LicPol #ext

(95% CI) (95% CI)

ERARTCRVLMES R

#ac | gac | #mT 3/278 1/136 RR 1.47 3 more per 1,000 Y 1'@)
1 RCT #7 ° TL BX
A4 A4 A4A (1.1%) (0.7%) (0.15 to 14.0) (6 fewer to 96 more) i

45 BUROEREE~DZZ (all cause)

24 more per 1,000
REIT REIT RE%T 21/278 7/136 RR 1.47 Y 1'@)
1 RCT &7 @ Tl (19 fewer to 122 EPN
LY LY A4 (7.6%) (5.1%) (0.64 t0 3.37) LS
more)

ETOHMA R +

REIT RET RElT 21/278 3/136 RR 3.42 53 more per 1,000 Y 1'@)
1 RCT 7 ° Tl BX
A4 A4 A4A (7.6%) (2.2%) (1.04t0 11.3) | (1 more to 227 more) h

Cl: {S3ERfE; RR: YARY L

SHBA (BEIEIRE (L. 00.05, A1 80%E LTEHE)
a. RRR25%&EE LI-BROREEREOIS)EEZH- ML,
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SEEH (BEELODIETRATOT7AIL)
FPHEBEEE vs. |ELHL

kol

LicPol #ext

HL4Y | DYRY i3 (95% Cl) (95% CI)

ERARTCRVLMES R

#ac | gac | #mT 1/135 1/136 RR 1.01 0 fewer per 1,000 Y 1'@)
1 RCT 7 ° TL BX
A4 A4 A4A (0.7%) (0.7%) (0.06 to 15.9) | (7 fewer to 110 more) i

45 BUROEREE~DZZ (all cause)

8 more per 1,000
REIT REIT RE%T 8/135 7/136 RR 1.15 Y 1'@)
1 RCT &7 @ Tl (29 fewer to 108 EPN
LY LY A4 (5.9%) (5.1%) (0.43 to 3.09) LS
more)

ETOHMA R +

gzt | g | #mT 9/135 3/136 RR 3.02 45 more per 1,000 | OO
1 RCT 7 ° Tl BX
A4 A4 A4A (6.7%) (2.2%) (0.84t0 10.9) | (4 fewer to 218 more) h

Cl: {S3ERfE; RR: YARY L

SHBA (BEIERE (L. 00.05, #HH 80%E LTEHE)
a. RRR25% & B 7 L - IR D REFRE(OIS) R E LML,
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AERBREE vs. #5HGL

kol

LicPol #ext

(95% CI) (95% CI)

ERARTCRVLMES R

#ac | gac | #mT 2/143 1/136 RR 1.90 7 more per 1,000 Y 1'@)
1 RCT #7 ° TL BX
A4 A4 A4A (1.4%) (0.7%) (0.17t0 20.7) | (6 fewer to 145 more) i

45 BUROEREE~DZE (all cause)

40 more per 1,000
REIT REIT RE%T 13/143 7/136 RR 1.77 Y 1'@)
1 RCT &Yl e L (14 fewer to 169 EX
LY LY A4 (9.1%) (5.1%) (0.73 to 4.29) LS
more)

ETOHMA R +

REIT RET RElT 13/143 3/136 RR 4.12 69 more per 1,000 Y 1'@)
1 RCT 7 ° Tl BX
A4 A4 A4A (9.1%) (2.2%) (1.20to 14.2) | (4 more to 291 more) h

Cl: {S3ERfE; RR: YARY L

SHBA (BEIEIRE (L. 00.05, A1 80%E LTEHE)
a. RRR25% & E%7E LR D REFRE(OIS)EE LML
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2.3 GRADE Evidence-to-Decision T— 7L

CQ7-1 HE COVID-19 BFICED &L S LhBEREEITIN?

£H: A COVID-19 £ (84E)

A NRBEEEREY S

HEEeRHR: NREZEERELEL

EELBT bAL: EREFRCRCDMEAS N b, 45 BUAOEREE~DZEZ (all cause), £ THOHIMA R +

tyFaY: HhREBEE

BADBEDRR

COVID-19 [FV A L RABEIZHSMERFICL2HREARENFEN 1 2ELTEALATWVS, M
ENRORMEHETEEDIC, SETEFLRARFAEAL, EHIZEYA FAASA VR =L
EQRIEICEET ZERMNEHICEAE L, MR ELBIRELLS, COVID-19 ORED 1D
[CHERECRETENZF O, TOMBRMEEFHT 5 EABEFERBICOANDI LN
HFESATHS Y, COVID-19 BEICHT 2REARAERENZR SN TS, AIEIETORFTIE, &
EBE T PRBEAREOBRERVZOFEERI Lz RCT [CEALTHRITREHT HI AT
Motz LAL., SEOBRETEVDTHITEE COVID-19 EEHICHT 2MAEREERE LI
RCT A& STz, £oT. ACQ EIAELT,

fiRE

CORMBEIFEEBETIN?

|7 JH—FIEFUR

O LWz COVID-19 [FREZEHNHEL . EEFIDELERELFL, T, EREROTEEE
O &8F6<. LWLWR T EROEFEHRRICHLERLGEEESISEILTVWSIHEEHEHA VT + L
O &F6<. F0 KEWV, MBRBRREINRSPFSNIBETHINZTOEMEEIEE>TEDL
[ JF4A T, CQARICELERNERNIKRENEEZ OND,

O &FEEE

O ah iy

ZFLLVHR

FHINLGLELVHRIEDEEDLDTTA?

1| b7 JHY—FIETUR
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H HIhH
O /pEL
m

OXEW

OsFEEE
O am sy

ZFLLBLHR

PUSERAICBET 5 RCT (X, £2RERCRULDMES AT b, ZLT45 BUN
DEEHE~DZZ (@ cause)D 7 FALIZEVWTEREHY EB54 L EHHE
LE=HZA 1 i S hiz, 2REECRTDOES Y FMZBELTERSHY &
B LELE L-REEMEE 1000 A=Y 3 AZLY (95%Cl: 6 AD7aLy
~96 AZ V) THoT-, Ff=. 45 BUNDOEEKE~DZZ(all cause)lZB L T
‘’EHY EHREL LELR LR MEEMEE, 1000 A& 24 A% (95%Cl :
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154 ABTEWN~94 AB L) THo =, LI T RELZLIZHT B1EHY DH
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DIEARY b7 FHLOBERICEATTER TV FHLOMEREREL
LIBENSRTET Y MO LDEERE”MOT Y FHLD 5 FETHRE LS
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X, #5HY LHBELLELR LI-HEOHEIMHREL 1000 ALzl 53 AZLY
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CNETITHFERVEE COVID-19 BEHITHE (T HHUEEREICET 5 RCT HMEH
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EEBEDIRS SN TUVEL,
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vV BERE/ARNBREZLELTLINEEREITAEREEOAEREE
IT5CELEBHETS (BLHERE BOEEHDIET VX : GRADE
2C)

vV AIRRBEE SPABEEVIELTIEEREICPTHREROHEERE

BETICEEBHET S (BOHER POEERENIET VR :
GRADE 2B)

BE#H 2022438 29H

CQ7-2 ICEAT 5:BMEH : ERAERL
1. #EAIETYADOROB YT —

2022 &£ 2 B 25 HOEF R T COVID-
19 BEICHT SMEBEREZRT L=
FRQRCT X, FPHREELARIREE
EHRLESHYHY . TOXNREE
[XEEt 4433 B TH 1=, MABRREDE
EHYIGLELBELIZRCTIERSN
Bh o=, COMIZFIHZREGE &R
BEE (PHREELARESEDTM)
FHEBRLEMEN 248 H =0, &

-5 | Bias due to deviation from intented interventions

FREEDEENMUOHED TS

ACTION 2021

%@E%‘:E§% LT:T:&)sZK:/Zj_-?j_- Lemos 2020

-~

W 3 [ L =
1 7 l/ t - -C [j: I:Fl Fﬂﬁ ?X’q_'i % % BE REMAP-CAP, ACTIV-4a, ATTACC Investigators 2021_1

BREEELTHESZEEL, COMES REMAP-CAP, ACTIV-4a, ATTACC Investigators 2021_2

D D @D @@ |sias arising from the randomization process
D D O @@ |sias due to missing outcome data

NERVATITA VI LEaA—DSK Sholzberg 2021

. . . . . Bias in measurement of the outcome

D D @ @@ |sias in selection of the reported result

sL7T=,

BL2OMEDIET X (RCT) MO RoB % RoB 2.0 A L TFHfi L=, HRATE
TUORIPEEREEZNRE LIZHAETIEIH D (3310 48). EEEEERNRE LI-H
BTIE2H*9(11238)THoT=. HAELT YV FHLTHSLIREEIF L. Organ support
free at day 28 day. Organ support-free days up to day 21 HELUVEELZEMIZHS TS
RoB FHfiIcE WL TIE. RIRENz 5 HETICEVWTAREICHI-2EBEREERVESE
ADIRAFUTFEINTWEN Tz, LA L. 79 MO LFHEE CHREBEFEICTT S
TRAXTVUITNREINTULV=Z &M B, " Bias due to deviation from intended interventions”
%Z"some concern"&FIBT LTz, ZDIENIDEBIZEWVWTIENA TR L EHIBT LT,
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2. IETVREHEED T—TIL

21 7# LR 7Oy + GAEREBREE vs. PHIRSE)
2.1.1 hEFEHRE

2REET

treatment prophylaxis Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, d 95% ClI M-H, d 95% ClI
ACTION 2021 35 310 23 304  36.2% 1.49[0.90, 2.46]
REMAP-CAP, ACTIV-4a, ATTACC Investigators 2021_1 86 1171 86 1048 52.0% 0.89[0.67, 1.19]
Sholzberg 2021 4 228 8 237 11.8% 0.52 [0.16, 1.70]
Total (95% CI) 1709 1589 100.0% 1.01 [0.64, 1.58]
Total events 125 117

0.01 0.1 1 10 100
Favours [treatment] Favours [prophylaxis]

Heterogeneity: Tau? = 0.08; Chi* = 4.18, df = 2 (P = 0.12); I* = 52% t
Test for overall effect: Z = 0.04 (P = 0.97)

EEERAE PRSLZE (Organ support-free at day 28 day)

treatment prophylaxis Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, 95% CI M-H, d 95% ClI
REMAP-CAP, ACTIV-4a, ATTACC Investigators 2021_1 932 1175 789 1046 100.0% 1.05[1.01, 1.10]
Total (95% Cl) 1175 1046 100.0% 1.05 [1.01, 1.10] S 2
Total events 932 789
. } | } }
Heterogeneity: Not applicable o7 0.85 ] s

Test for overall effect: Z = 2.18 (P = 0.03) Favours [propi«ylaxis] Favours [treatment]

EEREER (ESLHm)

treatment prophylaxis Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, d 95% CI M-H, d 95% CI
ACTION 2021 26 310 7 304 40.1% 3.64 [1.61, 8.27] —
REMAP-CAP, ACTIV-4a, ATTACC Investigators 2021_1 22 1180 9 1047 42.0% 2.17 [1.00, 4.69] |
Sholzberg 2021 2 228 4 237 17.9% 0.52 [0.10, 2.81] L B
Total (95% CI) 1718 1588 100.0% 2.07 [0.90, 4.78] T
Total events 50 20

itv: Tau? = . Chi? = _ _ 2= ! ; ; |
Heterogeneity: Tau® = 0.28; Chi* = 4.21, df = 2 (P = 0.12); I’ = 53% 501 o1 t 100

. 10
Test for overall effect: Z = 1.70 (P = 0.09) Favours [treatment] Favours [prophylaxis]
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212 BERE
2RERET

treatment prophylaxis Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, d 95% ClI M-H, d 95% CI
Lemos 2020 2 10 5 10 23.6% 0.40 [0.10, 1.60]
REMAP-CAP, ACTIV-4a, ATTACC Investigators 2021_2 199 534 200 564 76.4% 1.05 [0.90, 1.23]
Total (95% CI) 544 574 100.0% 0.84 [0.37, 1.87]
Total events 201 205

Heterogeneity: Tau? = 0.21; Chi? = 1.84, df = 1 (P = 0.17); I> = 46%
Test for overall effect: Z = 0.43 (P = 0.66)

0.01 0.1

10 100

1
Favours [treatment] Favours [prophylaxis]

EEERAE PRSHZE (Organ support-free days up to day 21)

Adjusted Odds Ratio Probability of Probability of Probability
Study treatment prophylaxis
(95% Credible Interval) Superiority Futility of Inferiority
REMAP-CAP, ACTIV-4a,
1(-1to 16)* 4 (-1to 16)* 0.83 (0.67 to 1.03) 5.0 % 99.9 % 95.0 %
ATTACC investigators 2021_2
* median no (IQR)
~
ERAEER (ERLHMm)
treatment prophylaxis Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, d 95% ClI M-H, d 95% ClI
Lemos 2020 4 10 2 10 18.3% 2.00[0.47, 8.56] R
REMAP-CAP, ACTIV-4a, ATTACC Investigators 2021_2 20 539 13 562 81.7% 1.60 [0.81, 3.19] i
Total (95% CI) 549 572 100.0% 1.67 [0.90, 3.11] >
Total events 24 15
Heterogeneity: Tau? = 0.00; Chi? = 0.07, df = 1 (P = 0.79); I> = 0% I } } {
Test for overall effect: Z = 1.62 (P = 0.11) 0.01 0.1 10 100

Favours [treatment] Favours [prophylaxis]
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22GRADE IEFTYRAFOT774) GAEEEE vs. PHIREE)
221 hEERE

kol

LicPol #ext

(95% CI) (95% CI)

#at | BT | BAT 125/1709 | 117/1589 RR 1.01 1 more per 1,000 Y 1'@)
3 RCT &z ° TL BX
A4 e A4A (7.3%) (7.4%) (0.64t0 1.58) | (27 fewer to 43 more) i
Organ support-free at day 28
REIT REIT RE%T 932/1175 | 789/1046 RR 1.05 38 more per 1,000 Y 1'@)
1 RCT #z 0 Tl BX
A4 A4 A4A (79.3%) (75.4%) (1.01 to 1.10) (8 more to 75 more) LS
BRI
REIT RET RElT 50/1718 | 20/1588 RR 2.07 13 more per 1,000 Y 1'@)
3 RCT &7 ° Tl BX
A4 LN © A4A (2.9%) (1.3%) (0.90 to 4.78) (1 fewer to 48 more) h

Cl: {S3ERfE; RR: YARY L

SHBA (BEIERE (L. 00.05, #HH 80%E LTEHE)
a P=52%THAM. T+ LA TRy FOBERRMOELZYEEVASF—BHEEE AL,
b. RRR25% & B2 L 1-FR D REIFEHRE(CIS)HEZ MW=L,

C. P=53%THHN, 74 LR +TO0Y FOEERBOELZYESLNSIFE—BMHETEOEHETLT,
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322 EERE

iR O A

LicPol #ext

(95% CI) (95% CI)

2FRAET
57 fewer per 1,000
REIT RElT REIT RElT 201/544 205/574 RR 0.84 DODODD
2 RCT Tl (225 fewer to 311
LY Ly 2 LY Ly (36.9%) (35.7%) (0.3710 1.87) ERIZE
more)

Organ support-free days up to day 21

Z3hg Z3hg 1 4
1 RCT » » L - * -
LY LY (-1to 16) (-1to 16)
EELHM
18 more per 1,000
#ac | BT | RuT 24/549 15/572 RR 1.67 Y 11@)
2 RCT & © Tl (3 fewer to 55
LY LY LY (4.4%) (2.6%) (0.90 to 3.11) LS

more)

Cl: {S3ERfE; RR: YRY L

Bl (REfERE(L. «0.05 KA1 80%E LTEHE)

a. P=46%THAHHN, I+ LA +TOY FOEERBOELYESVOSE—FHITHNEHIBTLT,
b. X TRINTWEAT—FEHRETHLDICEHTELE,N o,

c. RRR25% & 3R5E L =R DR IEME(OIS)BE Eilif- S
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2.3 GRADE Evidence-to-Decision F— 7L
2.3.1 h&EERE

CQ7-2 HhEfE COVID-19 BHICED & S5 T BEEEZTOIN?

£H: B A COVID-19 &%

T A: NRBREEABRRSETREY S

HEEeRHR: NREREFHREETERET S

FEBT7I AL 2REJET. Organ support-free at day 28, EE 7 H M

yTa Y AlREE

BADBEDRR

COVID-19 [FV A L RABEIZHSMERFICL2HREARENFEN 1 2ELTEALATWVS, M
ENRORMEHETEEDIC, SETEFLRARFAEAL, EHIZEYA FAAS VR =LA
EQRIEICEET ZERMNEHICEAE L, MR ELBIRELLS, COVID-19 ORED 1D
[CHERECRETENZF O, TOMBRMEEFHT 5 ENBEFERBCOANDI LN
PHFSHTEY. COVID-19 BFICHT HNBERZENERSN TS, FUREREIC (MR
BOFHREE L MZICHT HAHBRIZESED 2 DOBREHENHK SN TS, RIEIE TORET TIL.
RBABRBREDHEFEERE LIz RCT ICEALTHRITRHT 5 enTERA o f2h, SEDHKET
THEICFHBEELABBEELLBRLIEHO RCT 2XMRELTREEOLRETS &M
AlEE o= &2 T, KCQ EIUELT=,

fiRE

CORMBEIFEEBETIN?

|7 JH—FIEFUR

O LWz COVID-19 [FREZEHNHEL . EEFIDELERLFL, T, EREROTEEE
O &8F6<. LWLW& T EROEFEHRRICHLERLGELESISEILTVWSIHEEHEHA VT +E
O &F6<. FW KEWV, MBRBRREINRSPFSNIBETHINZTOEMEEIEE>TED
[ JF4A T, CQARICELERNERNIKRENEEZ OND,

O &FEEE

O ah iy

ZFLLVHR

FHINLILELVHRIEDEEDLDTTA?
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O K=

OsFEEE
O am sy

ZFLIBLHE

PURERAICBET 5 RCT (. ZRERTEDO 7V FALICEVWTAREEE L FH
BE5E8 4B L-EM 34, Organ support-free at day 28 D77 A LTI 1
HoOMELSHHEN, ERAXCICET SARREELTHREEEHKLE
PHRMEEMEIF 1000 A&V 1 AB LY (95%Cl: 27 ADAEN~43 AZLY) THD
f=. F1=. Organ support-free at day 28 [ZRHT HAERIKEEL FHIESEFLE
L= RHEFMBIE. 1000 A=Y 38 AL LY (95%Cl: 8 AZLV~75 ALY T
Hot=. BERESED Netbenefit FLREFETT Y b HLOBEHHEREZHD
TIrALD2fEEL LTHRELIBE . EROHREEME T HEHE L L T1000
AZf=Y) 36 ABLN95%CI : 42 ADTEN~114 AZBL)TH Tz, LT, F
RS EICHT 2ARREEORHAEREICLDIEELOHRE IS &3
L7,

x5, SEOBRTLY ., BRERBEOT7 Y FHLELTVIEIZRDY, &Y
FERAYICEE L% % 515 Organ support-free [ZZEE L 1=, Organ support D E &
. MbhmERS L [ERRSHROYR— b & LT,

FHSNEIEFLLBLHREEDEEDEDTY M ?

F1) by VY—FIETURX

oxXEL PEBEREICET S RCT (K. EELGHMICEVWTARREEL FHIREEFLE

O LEBRN 3 B Shi=z, AERREELFHREELLBELEHRICETSE

O/MhEL BAHmMICREYT 23REEMEE. 1000 ALty 13 ALY (95%Cl : 1 A%

mbHhIh ~48 AZLY) THoIz, LA > T, MBEREICLDABRBEENDEELLA
WHRIE Thdhy &Lt

O3FETE

O amniy

IETURADEEM

DRICETHEHMEIET O RADHEREFFTTA?

F1) by JY—FIETUR

O EEITE 2TOT7 Y bhi (£RFAETE, Organ support-free at day 28 £ &K U EE 47 H )
[ R:3 ICBT5TRESLUNDIET U ROMEKEE, ABREEELFTHEREEDOLHEK
O e IZBWTTIEI THL=e ETHDT Y FHALICHE-2EKRDOMEHTEE (Net Effect
=) Estimate) OFBERES (X, BT D b HLADMIERICEAFFTERET I FHLD
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O EEmELE L

iiff=R 32

MEREREL LIGENORET I b HLDOMEREMOT I bHLD 5 FFE
THELEHEE. £TIZHLT MPossible netbenefit] TéHh o1z, &> T, ERIE.
RET Y FALICE S HEGNMERE. ROT7 ™V FHLEDOEFMZIAESE LT,
15 fEDETEREM L. REMICEROFIZEICEL TRHELTT 2 bH LOHEN
MEEMZ 2FICHEL. TRES T 2BEOIL—F Y %L, £oT.
RHRIICIE ME] OTETVRDHEEMEE L,

ARDEBLBT I FALEEDEREERT AN OVTERZLTERRREHY FITM?
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EELOWVIREEF LLBLHRDNT VRAFAAD L ERABEIFLETN?
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JY—FIETUR

O et BRAMRAL

O LEBABLASE 5 B
ONALEBEARLOVITNLBATEHL
W 5% 5 NALER

O A ADMBSL

OsFEEE

O 3Ly
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ERERTICN L TRERERS FARREEL FHRSELLR L-HRDHE
MPRIFLFEREELET 1000 AZf=Y 1 ABLY (95%Cl : 27 AD7AEL~43 A%
L\) THo1=, Organ support-free at day 28 [FABRBREE L FHIRSELHEL
F-RARDMILIR L 1000 AZif=Y 38 ABLY (95%Cl: 8 AZLV~75 AZLY) T
Hot-. ERELGHMICEAL T, BEREELFHEEEZLE L -HEDES
BEIEL 1000 ALY 13 AZLY (95%Cl : 1 ADEL ~48 ABLY) THo1=, B
B 5 20 Net benefit (X2 REFIET. Organ support-free at day 28, E&E 4 H M
DEEE# 2.1:1 & L1548, 1000 A%t Y 23 AZLY (95%CI : 58 A7V~
104 AZBL)THoTzo LN >TLRARELTIE IBZLNALER THDE
LT
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vV BEREE/AGRNEEVELTITEEREICABRBRSEEORBREREEZITICLES
SHRTD (BOHRMEOEEMODIET VR : GRADE 20)
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EFELLHMRN ThEW I EFELLAVHRN ThThl THY., 7V FALEEICH-5T
ETADHEEMED HE] THD. ThoZREMITHIETL, BLMEEL LT,

HITJN—TICET HREEIR
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£ NaVY oY E = 2L

"HEDCBEEREZEIT . HAVEREDBVAEL EEHICE L-BECHIMEEET S0
TIE%ELY,

RSN RCTICETAMABEEDERIFLELTHY . WEFRTIE COVID-19 BHIC
¥ L TAHWAREBLGIEREDEEZRMT 500+ LEIET VRN,

- AT OHUEEEN RO A B OB ERERIERD D 44 v—(EICLSBALITRETE
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232 EERE
CQ7-2 EJfE COVID-19 BFICED & S HhBEREEITIN?

£H: B A COVID-19 &%

T A: NRBREEABRRSETREY S

HEEeRHR: NREREFHREETERET S

FEBT7I AL 2REJET. Organ support-free days up to day 21, EE4HIM

yTa Y AlREE

BADBEDRR

COVID-19 [FV A L RABEIZHSMERFICL2HREARENFEN 1 2ELTEALATWVS, M
ENRORMEHETEEDIC, SETEFLRARFAEAL, EHIZEYA FAASA VR =L
EQRIEICEET ZERMNEHICEAE L, MR ELBIRELLS, COVID-19 ORED 1D
[CHERECRETENZF O, TOMBRMEEFHT 5 EABEFERBICOANDI LN
PHFSHTEY. COVID-19 BFICHT HNBERZENERSN TS, FUREREIC (MR
BOFHFREE L MZICHT HAHBRIZSED 2 DOBREHENHK SN TS, RIEIE TORETTIL.
RBABRBREDHEFEERE LIz RCT ICEALTHRITRHT 5 enTERA o f2h, SEDHKET
THEICFHBEELABEBEELLBRLIEHO RCT 2XMRELTHREEOLRETS &M
AlEE o= &2 T, KCQ EIUELT=,
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CORMBEIFEEBETIN?
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EEREICEEYT 45 RCT (X, £2TO7 7 bh L (£IRESELE. Organ support-free
days up to day 21) IZEWVWTABRSELFHESEFLE LA 2 ikl
Entz, 2REARCICEAT HAREEELFHBREEL LB LEDRETEERD
1000 A#fz Y 57 AD7ELY (95%CI : 225 AP 7 Lv~311 AZ L) THolz. F
f=. Organ support-free days up to day 21 (B89 BAEEEEL FHIREE%LT
RLEBRIZ 1 HOHT, HRNPRIE (1B vs. 4 B : 3 BEMTRESATL
LEOICHBRETENHEIRETH LN, XMTRIA TS FHIEEZICH
¥ %A% 520 Adjusted Odds ratio (95% Credible Interval)(Z 0.83 (0.67 to 1.03)
THhot= (R4 st . Organ support-free days up to day 21 D77 b H LlLE
BMEHRTHY . D OPRIETRINTS 2., EROZRH#EEED Tl ILEE
Thotz. &> THHETEZERERTICLT., FTHEERICHT DABRBEED
RREREICEPEELLVARE NS &HBTL -,

¥ H. SEORETLY ., BKERREOT I FHLELTVIEIZRDY., &Y
FERRAIICEE L% % 5N 5 Organ support-free days [ZZE8 L 1=, Organ support
DEHF, DOERD L IFFRFROYR—b] & LT,

FHSNBIEFLLBLHREEDEEDEDTY M ?

|y JY—FIETUR

OXEW PUBRERAICET 5 RCT (&, EELRHMICE VW TABRRSEL FHIRS5E 2 HE

O LEBIEN 3 B Shi=, AEREELFHREELLBRLEMRICETSE

O/MhE EAHmICREYT 23REEMEL. 1000 Aty 18 AZLY (95%CI : 3 AL AL

| ok ~55 AZL\) THof=o LI >T, ERREICLDARREEDEFELLLA
WHIRIEE Thdhl LT,

O3FETE

O ooy

IETURADEEM

DRICETHIEHMEIET O RADHEREFF T A ?

F1) by JY—FIETUR

O EFEITE LREEETE., EELGHOOT Y FHAIZE T 32FEESLUNOIET U ADEE
O & I, AERRE5EBLETFHREEOLRICENT B THof=, FOHDTH
[ Jes) #14s (Organ support-free days up to day 21)D 7~ b h LOTFEEERMEICEA L Tl
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iiff=R 32

T AL PRETREIATWSLOICFHETEGMh o1z, TDH. £TH
T R ALIZHI-ZEROHRIEEE (Net Effect Estimate) DFFERES DFFEL
R#gTHor=., THETEELT Y FALDIET U ROHEERZTICHT 5 &.
BRMICIE Th) OIETUROBEETHD LM LT,

ARDEBLBT I FALEEDEREERT AN OVTERZLTERRREHY FITM?

FII

JY—FIETUR

OEBELGTEEREBESD2EHY
OEELTHEEMEERFESDE D4
EHY
OEELTHEERFLEIESD2EEET
5L
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REMNMETT B LIFEE - REFERTHEEA 0N, TEERPLEISDEE
BWEEZD, —MMIC, BET Y FALICH L TEHARMBEERS <. 20
ESD2EFFDBNENFEEIND,

EFELOWVIRELF LLBLHRDNT VRAFAAD L ERABEIFLETN?
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ONALEBEARLOVITNLBATEL
O &% 5 < NALMER
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OsFEEE
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AR RetE

ERERTICHN L THARERS IARREEBEETFTHRSEZHR L RO
SIMRIFEFERAI T T 1000 AEF=Y 57 AD7AELY (95%CI : 225 A 74iLv~311
A%L\) TH-ot=, Organ support-free days up to day 21 LB DARKREE L
FHRSBELBELEHRL L HEOH T, HEMNHRIEQL B vs. 4 B : 3 BIEMK)
TRENTVSEHICHREFEOFMIRHETHLHA, XHTRENTLSF
%5 &3 5 AE% 580 Adjusted Odds ratio (95% Credible Interval)(& 0.83
(0.67t01.03) TH o= (N1 Xffit) . ERGHMICEAL T, BRESELTH
BESELE L-HAROER R 1000 AZf=Y 18 ALY (95%CI : 3 ADH
LV\~55 AZ L)) THo71=, Organ support-free days up to day 21 D7 k h Ll
EBHEERTHY . M OPRETRIATVSSH. EROMNEHETEEDFEELE
BThHo=. PHREBLLEBL TARREEICL > TERARCOREEREE
A LA, ZOEERMBILEL, —7A. Organ support-free days up to day 21 &
FUEELGHMEARIESEICL L TPHREEOALDRESHAFSN, MOE
BREALHED, FoTHATELHEMETICLT, 24 ELTIE THERENS
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HRICET o85R (BESE)

HER

v AIFRBREE  SEhARELELTIEEREICFHEBREREORBEBREZTSI L
ZBHHET S (BNHE/POEEREDTIET VX : GRADE 2B)

IE&tE

EFELLHMRN ThEW I EFELLAVHRN ThThl THY., 7V FALEEICH-5T
ETADHEEMED (] THD, ThoZREMITHIETL, BLMEEL LT,

HITJN—TICET HREEIR

L

£ NaVY oY E = 2L

"HEDCBEEREZEIT . HAVEREDBVAEL EEHICE L-BECHIMEEET S0
TIE%ELY,

RSN RCTICETAMABEEDERIFLELTHY . WEFRTIE COVID-19 BHIC
¥ L TAHWAREBLGIEREDEEZRMT 500+ LEIET VRN,

- AT OHUEEEN RO A B OB ERERIERD D 44 v—(EICLSBALITRETE
TLVLY,

- SERASN RCT EVWTAERKOT—2THY . XFICH T2 EHE FHERE
BL) [FREKICERDGVEDORELHY .. BNICE THERZEOMRITSEORERET
H5b,
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CO8 COVID-19 BEIzN)F=—J%BETHIMN?
HESE

V BREEE/ARNEESEL LEVEBERECRT I OF=J0Bs

DWW TlE, BEHESATEHEREZRRLAL
(no recommendation)

V BERS/ARNMBEDELTSPEERECNYSFTEHRETSHC
LE, BHRT S (BLOHENEOHERENDIET VR : GRADE 2C)

vV AIFRBEE SPAREFVELTIEESEFITNVIOFIERET
B, BHRET D (BULiHER BOEEMHODIET VX : GRADE
2C)

BE#HE :2022%F2H9H

CQ8 IZE89 %:B8MEH : HIRBR

1. #ATIETYADROBH <) —
BL2OWENDIETR (RCT) M RoB %
Cochrane RoB 2.0 #fFRA L CFHfi L= EATET
> A% Kalil 2021 (ACTT-2) . Marconi 2021 (COV-
BARRIER) . Ely 2021 (COV-BARRIER
addendum) @ 3#TH>7=, Ely 2021 (COV-
BARRIER addendum) (7L 7 > FAXTH D,
Kalil 2021 (ACTT-2) Tlf. EES LV EE
COVID-19 & Zid - 1033 2R TH B, L LA
TUELEHRTEZN)OF=2TD, LLATIEL
BRESIIHT2AMMEERFALEARTHD, K

- | [Selection bias] Randomization process

MEICHITHAEEARAETEINIOFZIEELUVLLA Ely 2021
FEILSD COVID-19 BEE (RT0OA KZ2& Kalil 2021

-~ . ‘ [Reporting bias] Selection of the reported result

. . . [Performance bias] Deviation from intended interventions
. . ‘ [Detection bias] Measurement of the outcome

. . . [Attrition bias] Missing outcome data

d:;) liﬁﬁb‘%h’cb‘fih‘o %;hl%fho) p)"r:/‘:d% Marconi 2021

WWTIE. T Low risk of bias & #|#r = f-,
Marconi 2021 (COV-BARRIER) (. 1 DU EDREY—H—DLENHZHEHE
COVID-19 LM E Ntz 1525 BINFRTH 5. ZERBIIMAN) OF2TDLEHE
MREA-T 7R EBOARTH D, BERBETIE. 79%ICRTAA K, 19%IZL
LTYELLARANLNTNS, BRERRESIVEERAEERICOVTOEFIDE

EZDREL A ONT ., BIRWIEDATEEMED 5 Some concerns & L 1=,
Ely 2021 (COV-BARRIER addendum) [& COV-BARRIER M##i& & L T study A%
e, AIFEREES L <L ECMO M&EE S Ni-EfE COVID-19 L2 Ehf- 101
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EMNRTH S, Marconi 2021 RI¥k, BEBEICMANY O FZTDLEREMREH
75 REBOMETH D, 1ZEAETIE. 86%ICXTAA K, 2%ICLLTVE
ILHARWLLNA TS, BIfOERIEICOVWTRE LA ONT ., BN 7 ADETHEN
M Some concerns & L1=,

AITIX, COVID-19BEEL LTARATOA FIFELEbhTHY., NYSF=T
FLLTLENLGRATTESRAENINTNS, WTNDORCTIZEWLTEH, ZTOER
ENADPOELG>TVWS-OBROBRICITIEZET D,
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2. Z# LR FOY K
£[FREAEE (28 HER)

Baricitinib 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
3.1.1 b5
Kalil 2021 12 461 25 461 104% 0.48 [0.24, 0.94] eee
Marconi 2021 62 764 100 761 52.6% 0.62 [0.46, 0.83] —— ®ee
Subtotal (95% CI) 1225 1222 63.0% 0.59 [0.45, 0.78] -
Total events 74 125
Heterogeneity: Tau? = 0.00; Chi? = 0.45, df = 1 (P = 0.50); 1> = 0%
Test for overall effect: Z = 3.74 (P = 0.0002)
3.1.2 5
Ely 2021 20 51 29 50 27.5% 0.68 [0.45, 1.02] —
Kalil 2021 12 54 12 57 9.5% 1.06 [0.52, 2.14] -
Subtotal (95% CI) 105 107  37.0% 0.77 [0.51, 1.15] -~
Total events 32 41
Heterogeneity: Tau? = 0.01; Chiz=1.17,df =1 (P = 0.28); 1= 14%
Test for overall effect: Z = 1.28 (P = 0.20)
Total (95% CI) 1330 1329 100.0% 0.65 [0.52, 0.81] L 2
Total events 106 166
Heterogeneity: Tau? = 0.00; Chi? = 2.74, df = 3 (P = 0.43); I?= 0% #0 > 055 2 5#
Test for overall effect: Z = 3.89 (P = 0.0001) Favours [Baricitinib] Favours [Control]
Test for subgroup differences: Chi?=1.11, df =1 (P =0.29), I?=9.7%
Risk of bias legend
(A) [Selection bias] Randomization process
(B) [Performance bias] Deviation from intended interventions
(C) [Attrition bias] Missing outcome data
(D) [Detection bias] Measurement of the outcome
(E) [Reporting bias] Selection of the reported result

s
ERPRAERTNE (15-28 HEFR)

Baricitinib Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgrou Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
3.2.1 S
Kalil 2021 411 461 385 461 48.0% 1.07 [1.01, 1.12] (IT1T 1]
Marconi 2021 613 758 604 754 49.6% 1.01[0.96, 1.06] eeee-
Subtotal (95% Cl) 1219 1215 97.6% 1.04[0.98, 1.10]
Total events 1024 989

Heterogeneity: Tau? = 0.00; Chi? = 2.41, df = 1 (P = 0.12); I> = 58%
Test for overall effect: Z=1.31 (P = 0.19)

3.22 B

Ely 2021 23 51 15 50 1.1%
Kalil 2021 22 54 21 57 1.3%
Subtotal (95% CI) 105 107 2.4%
Total events 45 36

Heterogeneity: Tau? = 0.00; Chi? = 0.74, df = 1 (P = 0.39); I = 0%
Test for overall effect: Z=1.34 (P =0.18)

Total (95% CI) 1324 1322 100.0%
Total events 1069 1025
Heterogeneity: Tau? = 0.00; Chi? = 4.36, df =3 (P = 0.23); I?=31%
Test for overall effect: Z=1.52 (P = 0.13)

Test for subgroup differences: Chi? = 1.25, df = 1 (P = 0.26), 1> = 19.9%
Risk of bias legend

(A) [Selection bias] Randomization process

(B) [Performance bias] Deviation from intended interventions

(C) [Attrition bias] Missing outcome data

(D) [Detection bias] Measurement of the outcome

(E) [Reporting bias] Selection of the reported result

1.50 [0.89, 2.53]
1.11[0.69, 1.77]
1.27 [0.90, 1.80]

1.04[0.99, 1.10]

u
0.5

. 0.7 15 2
Favours [Control] Favours [Baricitinib]
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XERFRAER R E D E &
Kalil 2021 (ACTT-2)

Ordinal scale M1 MWD 3DWNWTFhMNHED T & (BTEIE 4 LI EIZHEST S)

Marconi 2021 (COV-BARRIER)

Ordinal scale ® 1 gl EDkE. £ L < ITEFER,

Ely 2021 (COV-BARRIER addendum)

Ordinal scale ® 1 mUlEDekE. ¥ L < IFEFER,

Ordinal Scale

ABRDBELFEHIRE L,

ARDBEIGVAFBFHBRLHS. HEHIVIEHETHRRREEZET S,

ABRZEET DHERMNTAZBELE LG,

-hwl\)—kx

WLy T UTEREEERD S,

ABRZZLBEAREZLEL LGVAERMNALLETHY

Al LBERIRE5EET S,

AR LIEREMITRERE - SRERIRSEET S

AIFFREES L IFECM0 ZET 5,

(o= NI N« B &

A

EEREER (2EREEHE)

Baricitinib 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
Ely 2021 25 50 35 49 21.6% 0.70[0.50,0.97] ——®+——— 20006
Kalil 2021 81 507 107 509 34.3% 0.76 [0.59, 0.99] — 0060606
Marconi 2021 110 750 135 752 44.0% 0.82 [0.65, 1.03] —a— @008~
Total (95% Cl) 1307 1310 100.0% 0.77 [0.66, 0.90] -
Total events 216 277

ity: Tau? = 0.00: Chiz = —o(P= 2= 09 ! | | |
Heterogeneity: Tau? = 0.00; Chi? = 0.61, df =2 (P = 0.74); 1= 0% 05 07 1 15 2

Test for overall effect: Z = 3.34 (P = 0.0009)

Risk of bias legend

(A) [Selection bias] Randomization process

(B) [Performance bias] Deviation from intended interventions
(C) [Attrition bias] Missing outcome data

(D) [Detection bias] Measurement of the outcome

(E) [Reporting bias] Selection of the reported result
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3. TIETUVREHEED T (BEENDHTTITIL—T)
3.1 FEEBREICHTAIETUVREHNE EDT—T
3.1.1 GRADE It‘-‘r’yzj’u77«r)b

FER 1 O EFAH
NATFR FDHD | Bariciti
FEREN | FRE
DYRY nib (95% ¢I) (95% ¢I)
EREET
2 | RCT | BaT | @aTHy | B | #zL | 741225 | 125/1222 [ RRO0.59 42fewerper1,000 | OO | =X
7z (6.0%) (10.2%) | (0.45t00.78) | (56 fewer to 23 fewer) 3
BREREIRHE
2 | RCT | e | ®aTHy | B | #ac #zL  |1024/121 | 989/1215 | RR 1.04 33moreper1,000 | AAOO | BX
AR 9 (84.0%) | (81.4%) |(0.98t01.10) | (16 fewer to 81 more) L34
ERFEER
2 | RCT | male | ®aTHy | B | #Ac #zL | 191/1257 | 242/1261 [ RRO0.79 40fewerper 1,000 | OO | =X
AR (15.2%) (19.2%) | (0.67t0 0.94) | (63 fewer to 12 fewer) L3

SOC: AR, Cl: E1XM; RCT: 7 v X LLLLEEHSR; RR: ) 271

A (RERM=EIL. «0.05, #®HH80%E LTEHE)

a. Kalil 2021(ACTT-2) TIF, WBEZLLTIELELTEY., X704 FEELZTOHO COVID-19 ABREFER
L TULVZELY, Marconi 2021 (COV-BARRIER) (FAZEEARBICHEVCLLTVELZFEALTLAEIEE 2 BIRETH
%, KBTI, X704 FRELERASATEY ., N OFZTRLATVELHANLETHLEEEERT D
& RASNEHREZDOERERLG > TH Y, FEEEE—BRETIF .

b. OIS Zdf=&74Ly,

c. BERAENFRCT® 1> (COV-BARRIER) I&. RoB IHE (FREFERDFER) THERZI LHIET S =,

131



3.1.2 GRADE Evidence-to-Decision +— 7L

CQ8 W& COVID-19 BEIT/NY OF=T#EBE5TEH5M?

£H: A COVID-19 & (hZ4E)

A NYyoF=J

HEEeRHR: BRERR

EEBT7 DL ERART. BRERKHE. EEFEER

yTa Y AlREE

BADBEDRR

COVID-19 D EfEILIF, BELGRECEN—ETHIEEND, TOEREREEERL. Y1 b5
A VR =LA ADEREFHT 5 EIRBRRBBOBECDENDEEZ LMD, NI F=T
T, BARSAREAVIA X+ —HE 1 L 20DERHUBEEFETHS, N OFZITFHA A1 2D
MBEROSTFTILINR I T4 EMFHT 52T, BRGREGEEZIMH T S, 2021 F4 A 23 H.
BEEFBERFINYIFTIZ, BRBRAZES S HEaOFISLSME) ISHLLATVELE
BRICEWVTHREEME R L=,

%8

CORMBEIFEEBETIN?

Sl JH—FIETFUR

O LWE COVID-19 [FEEEHME < . EEFDRTELEFL, -, EEREROLAZEE
O &8F6<. LWLWR E EROAFEHRRICLEREELESIESRILTVWIEEHENA VO +
O &F6<. F0 KEW, NYSFZIEHREPYPFESINIBERTHINZTOEDEIELEE>TH
[ YA 59, CQIEIZBRLEBRMEENKRENEEZI LN S,

O &EEF

O ah iy

ZEFELLVHER

FHENILELVHRIZEDEENLDTTA?

Al VY—FIETFUR

O Hdh RCT M2 i s hi=, 28 BEADERERTICH T 3R H#EEENX 1000
O /pEW AH1=Y 42 ADFL (95%CI : 56 AL 7ELN~23 AD7ELY) THhotz, ERKIE
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W
O XELW

OsFEEE
O ah sy

EFRLIGLHR

RBE TR T DHRHETEMEE 1000 AdH7=Y 33 ADEM (95%Cl : 16 A7

~8lAZW) THotzo RET YV b A LDOHEMHMEZLZMD T b HLD 3 1EF

E L1568, EROMBHEER. AHIHR L LT 1000 AH1=Y 159 ADFED
(95%Cl: 228 AD7EN~90 ADHELY) THD, LA >T, BEELLHRIT
Teh) &L=

FHEEIEELLBLHRIEZEDEENHLDTIA?

H 7 JH—FIETUR

OKEW RCTA 2 S hi-, EERATERICET H2ORHEEEE. 1000 A&V 40
O ADIELY (95%Cl: 63 AV LN~12 ADHELY) THY . EEFEERORLEL
OmEn EMLAZWL, LEA-T, EELLAELSERGE MHhFnl LT,

mbHIh

O&FEITE

O as sy

IETURDHEEN

DRICETHEHMEIET O RADHEREFF T A ?

1| JH—FIETUR

O FEEICE 2HEAFETICEVWTIET O ROBERMEE ME] . BKRERBEEL ME . T8
| R:3 HESBRIE ME) THofzo TRESLUNDTERIZEITEILEAMBEIETORD
O HEMEIL. TOAMMEEZMKL T ME] & LT,

o8 TARTDT I b ALICHI-SEROMNEHETEE (Net Effect Estimate) DR FERE

O EAmELZ L

iRk

SE. BET7 7 FHLDMERDEADFIZK 5T [Netbenefit) THozo %
D=, FHEESTIXITL—FEHUET, REHLBIET D AOEEKE
ME] &L=,

ARDEELRT I A LEEDEREERT AN ODVTEELTHEREEHY EFIH?

115

JY—FIETUR

OEBELGTEEREBESD2EHY
OEELGTEEEERIESDEDOTEE
EHY

RENBEDT HCLIEEBE - KEFERTHEEZA 0N, FHEEHLESDERE
BWEEZ D, —MBMIZ, BET7Y bALICH L TESHASHBERS. 0
ESDEFDBNENFEEND,
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OEBELGTHEERE RIS D2EEEE
5L

B EEGFHEREEELRESD2EFHL

MRDNFUR

ZELOVHREEFLLBVHRDONS VD RAFNAMASL LS ERHABEFLEIN?

1

JH—FIETUR

O B BRAMEAL

O LLBxdBAE £ 5 < B
ONADLEBERARLVWTNEBAETEL
O &% 5 < NALMER

B T ALMES

OsFEEE
O as sy

A

BROTETUORMBIE. ERARTOSREHEFEMEIE 1000 AHT=Y 42 ADHFE
4 (95%CI : 56 AL ALV ~23 AD7AELY) | BRERERBEIZ DLV TIE 1000 AdH
=Y 33 ADEM (95%Cl : 16 AV L~8L AZLY) | BEEHESERICHTS
MERMEMBIT, 1000 A&7z 40 AD7ELY (95%Cl: 63 AP LN~12 AR
L) THD.
T RALERITOESERDMRIE. BETV MALOEEEZMOT I M5
LD 3fEL LI-HBE. 1000 AHT=Y 199 ADEL (95%Cl: 273 AL 7L ~125
ALV THY., EADTELEVNGELAAERIRLCTHS, LE=AoT,
TAADMERL] &I LT,

COERBKFEZLGHEFFREICE > TREBEDTIMN?

1| JH—FIETUR
O Lz 2022 & 1 AR, COVID-19 ITxt¥ HiaRITLBEAEEETHY . BE - K
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O&E<. EW
L NENA

OsFEEE
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SSATRIRENE

Z DN AFEITARETT H?

DEEANSFHFETEEHLEFEAONED, RBLLREFITEIHW O (FLITY
b 4mg: 5275 ) . BHITDOWCT KK REFLI-ETOEANEFELL, 2k
L COEFAREEMEIL NI ThdE LT,

H b7 JH—FIETUR
mEAYAY-3 NYOFZTEHFEIOF94ILA (SARS-CoV-2) IZ& BMtikIoxtd 5 amEE
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ELTHEBTERRBEINTEY .. AFTHETHD, FLHEATILLTVELR,
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HERICEH I S5am (P FE)

BEBE / ARNBEVLELTIPFEEREIC, N)VOFJEBRETILEHHE
T3 (BLEREOEEEODIET VX : GRADE 20)

E&tE

EFELWLWHRE M1 EFELLBVHRE ThodThl THY. 77 FHLERITHIS
IETUVRADHERKED ME] THD. TNOEHREHITHETL, BUHEREE L1,

HBITN—TIZET HRFEIER

L

KEICH MO IREFIE

AR TREANYOFZIE, LATYVEILOHRAIZE T COVID-19 AEE L L ThEEEM
ERBINTLS,

‘3F (WNYLF=T, LATVEL, ATAAR) 2HALEGEOMRIZONTIE, RE
RTIEEHE S TLMRLY,

N OFZTEBEREERXIIKRPESRLE (eGFR<L15mI/min) OEFICIX, BEZEH-T

W5,

BS R &1

TL

MRELDEBEEE

UTORRICET 2READROLNEES S,
- PEREERARE LERBRGY LTIV A X%EF LT RCT OXENE
- REZHET S EDRBELMAALE D EANFIMNLEKIRETT S RCT
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32 BEREICHTAIIETUVRENE EIDT—TI
3.2.1GRADE TEF>ARX7A774M)L

BE | HAET | S 17X ZO0ft | Baricitini
E—RiE
¥ |1 | OURY (95% CI) (95% CI)

EREET
2 | RCT | B®ET | BT #al® #®ae | B 32105 | 41/107 RR 0.77 gafewerper 1,000 | ®AOO | =x
7z 7zl (30.5%) (38.3%) | (0.51to 1.15) | (188 fewer to 57 more) 3
BREREIRHE
2 | RCT | Zalch | BaT #al® #®a e | B 45/105 36/107 RR 1.27 91moreper1,000 | @AOO | &%
Ly 7zl (42.9%) (33.6%) | (0.90to 1.80) | (34 fewer to 269 more) L3
ERFEER
2 | RCT | @mlch | BaTH | SEBICHER | ##° | 4L | 106/557 | 142/558 | RR0.74 66 fewerper 1,000 | OO0 | =%
W W be (19.0%) | (25.4%) | (0.601t00.90) | (102 fewer to 25 fewer) |  JE%IZ{E

SOC: 2B Cl: (EHEXE; RCT: 7 v X L{bHEaRE:; RR: U R 7 1

BB (RERHREIL. «0.05, #®HH80%& LTEHE)

a. OIS =&ALy, 95%ERMEMAERKIIICELRD HHEE (RR=0.75) =&,

b. Kalil 2021(ACTT-2) TI, WMBEZLLTIELELTEY., X704 FEELZTOHD COVID-19 ABREFER
L TULMVELY, Ely 2021 (COV-BARRIER addendum) [FARAEBFICMA /N S F O LRENREH-HRTH DA
BEARARELTLLATVELZFERLTVAEEEFDLDTMN 2% THY, £-RATHS FEFERALTLSEIAIT86%
THd, FATIR, 2704 FRELERSNTE Y, LNV FIRLLTVELGANLETHD L%
ERTHE, BASN-HREIZTOERLEL>TH Y., FEEEEZ—BRET.

c. Ely 2021 (COV-BARRIER addendum) 19 RTEEHITHAHA. Kalil 2021 (ACTT-2) TIF, BEF 1EIDHTH S,

d. OIS Z@Ef=&4L, 95%IERMEMAERKMICELRD H HEE (RR=1.25) &L,

e. OIS Z@mf=&ily,
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3.2.2 GRADE Evidence-to-Decision +— 7L

CQ8 EfE COVID-19 BEICN) S F=_T%BE5T5mM?

£H: A COVID-19 & (&fF)

A LLTVELNEHBT BN OF=D

HEEeRHR: BRERR

EEBT7 DL ERART. BRERKHE. EEFEER

yTa Y AlREE

BADBEDRR

COVID-19 D EfEILIF, BELGRECEN—ETHIEEND, TOEREREEERL. Y1 b5
A VR =LA ADEREFHT 5 EIRBRRBBOBECDENDEEZ LMD, NI F=T
T, BARSAREAVIA X+ —HE 1 L 20DERHUBEEFETHS, N OFZITFHA A1 2D
MBEROSTFTILINR I T4 EMFHT 52T, BRGREGEEZIMH T S, 2021 F4 A 23 H.
BEEFBERFINYIFTIZ, BRBRAZES S HEaOFISLSME) ISHLLATVELE
BRICEWVTHREEME R L=,

%8

COMEIFBEBETTN?

F JH—FIETUR

O Lz COVID-19 [FREFENAEL . EEFORTERIF, F-. EREROTEEE

O &sE5<. LWVE E. EROEERRNICLERLGERESIESREI LTV HGERRNA VT b

O &<, FW REW, LATVELEHATIN)SFoIEMRNARINDARTHIN

(0 ZTOEMERFELE>TELY . CQUEICRLEBRMERNKRENEEZ SN
%o

O 3FESTE

O HhBHED

ZEFELLVHER

FHENILELVHRIZEDEENLDTTA?

I JY—FIETFUR

O H3h RCT M2 i S ht=, 28 BB EANERAFLLEOMNER#ETEEEL 1000 AdH 1=
O & Y 88 ADEA (95%Cl : 188 AL HELN~57 AZLY) Thot=, BRRERBED
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TR HETENEIL 1000 AdoT= Y 91 ADHM (95%CI : 34 A1 LA~269 ABLY)

THote, BT MO AOHEMNMEEROT S FHAD 3 EE LEBE, E
ORI, ARMREE LT 1000 ABHHY 355 ADFD (95%Cl: 752

ABBN~A2 ABLY) Thh, LEAo>T, BE LLMRE TAEL L4
Ltz

FHEEIEELLBLHRIEZEDEENHLDTIA?

I JH—FIETUR

OKEW RCT M2 fhiti s hi-, EEEEBRICET 2R HETEMEIL. 1000 ALY
O 66 ADFL (95%CI: 102 A1 v~25 ADHLY) THY ., EEFEBR0OH
OmEn EEIEMLAEL, LiN>2T, BEELLBWLSRIX ThIh LfEFLE,
mbHIh

O&FEITE

O as sy

IETURDHEEN

DRICETHEHMEIET O RADHEREFF T A ?

1| JH—FIETUR

O EHIZE IETUOROEEREIL. ERCHLIVBRERSECEVT HE . EEFE
[_[R1:3 ERIZBWT MEEITE] THD. COEHLEANBIET O ADOEEMEIE
O MEl &3 LT,

o8 TARTDT I FALIZOHI-HERDNREEE (Net Effect Estimate) DAHE

O EAmELZ L

iRk

BEIE, BET7Y FHLOMEHEDEHSDIHIZL 5T Net benefit] THo7=,
ZFD1=H, FRESTEIL—REY 08T, BERMEIETAOEEKEE
ME] &L=,

ARDEELRT I R ALEEDEREERT AN ODVTEELTHEREEHY EFIH?
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OBELGTREEEFLEES2TFEE
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B EEGFHEREELRESD2EFHL

MRDNFUR

RENBEDT HCLIFERE - KEFERTHEEA N, TEEHLELSDER
BWEEZ D, —MBMIZ, BET7Y ALK LTELHARMBERS. 0
ESD2EFFDBN ENFEEIND,

ZELOVHREEFLLBVHRDONS VD RAFNAMASL LS ERHABEFLEIN?

1

JH—FIETUR

O B BRAMEAL

O LLBdBAEZ 5 < B
ONADLEBERRLVWTNEBAETEL
O &% 5 < NALMER

B T ALMEN

OsFEEE
O as sy

A

BROTETUORMBIE. ERARTOSREHEFEMEIE 1000 AHT-Y 88 ADHE
4 (95%CI : 188 A7 LN~57 A& LY) | BRERAERBIEIZ DLV TIE 1000 Adpf=
Y 91 ADIEAN (95%CI : 34 Ab7ELV~269 AE L) Thotz, BEEAFTERIC
BT SR HEMEEL. 1000 AZfzY 66 A4 (95%Cl: 102 AL ~25 Ad
HW) THoTze 77 MALERITHEZSEKROUMEIEL. EET Y FALOMEX
REEZMO T FHLD 3 & LI=BA. 1000 AHT=Y 421 ADED
(95%Cl: 820 A7 v~22 AD7ELY) THoTFzo TV MALERKITHIZEHIE
TURADFEERMIE TE] THY. $IRONT VRIZDVTIE THADELLL &
#rL 7=,

COERBFEZLGHEFREICE > THREBEDTIMN?
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HEZICEH I S g (BIE)

HER

AIFGBREE, ShAREVELTIEEBREINYOF_IJERETELE, BL
#RT S (BLHE M EOEEMEDIET VX : GRADE 2C)

E&tE

EFELLWHRE TKEW THY ., BEFELLLBUVHRE Thdhl THof=o FIET
DADHERET E] THSH. TNOZHRERICHIM L, SBULHEE LT,

HBITN—TIZET HRFEIER

Tl

EIEIMDDEREITEIR

CARTIEINYDFZTE. LATVELOGRICE T COVID-19 855 &£ L THREEM
ERBEINTL S,

‘3F (WNYLF=T, LATVEL, ATAAR) 2HALEGEOMRIZONTIE, RE
RTIFFFHE S TULAEL,

- £ &1 Ely 2021 (COV-BARRIER addendum) [&, 1288 & LT 2%DH L LT
VELDALLATEY. BATORRAELEL>TVDI I LICBET ZLEN DD,
N OFITEBHBERIEIKRYABELRL (eGFR<L15mImin) OBFIZ(X, BREHE-T
W5,

BS R &1

TL

MRELDEBEEE

UTORRICET 2READROLNEES S,
- BEERRE LIEKRELGY Y TILY A4 X&H LIz RCT DEME
- REZHET S EDRBELBAELE D EANFIMNLEKIRETT S RCT
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CQ9-1 coVID-19 BHICTHIIERTALTERT 5T 5N ?
HESE

vV BEBEZERELLHEVBEBREICHAIVIERITALTERTZ2BE5T 3
CEEBMHET S GEVVEER POEEMEDIET X : GRADE 1B)
V BEREEZVELTHIHEERE. ATRRBEEREZETHIEERSEIC
HTBIHAIVERITALTERTDREIZOVTIE, BERTIIHRERIR
K& L7ZLY (no recommendation)
1 ERRICKE CTHRNERGSAREENH S,

BE#HE 2021 F9H9H

CO ICBE9 %5 EBMEH : BIRABHL

2. RATIETYVAMDROBYTI)—
BrOMENDIET VA (RCT) M RoB % Cochrane
RoB2.0 #ERAL Tl Lz, AT ETURIL3H
(Horby P 2021, Weinreich 2021, O’Brien MP 2021)
TETILTY U FRXTH S, Horby P 2021 (FH Y
EXJIA4 LTET T LIZHERBEDLLE. Weinreich
2021, OBrien MP 2021 7S5 REDLEBETH - 1=,

COVID-19 g nt=. HALIIZHINnT=- 14278 & Harby P 2021

= | @ | Randomization process(selection bias)

HRBEL ST, THERORBATRE LTLSEE | onir s

. . = | Measurement of the outcome(detection bias)
= | @ | @ | selection ofthe reported resultireporting bias)

® | ® | @ | Deviations from intervention(perfarmance bias)
= | @ | @ | missing outcome data(atiention hias)

-3

DEEEFAHTA K51V OEEEMEIY. e

Weinreich 2021, O’Brien MP 2021 [#24E. Horby P 2021 (3B~ &Eff (BRIR5Z W
BELLGVARBEIIEEL 75 3L,

Horby P 2021 (& open label SAERTH Y . BRIRHBEDT U b A LD T DEEEZ (T
SAIEEMED S & FIBT L detection bias IZB§ L T some concerns & L 1=, Weinreich
2021 (F—EEBRHBRTHEHHD. FUFLELEYFTICET HEEN TGN L, T—
RORENERICEEEZRIFIAREEAHSIE. ABRELLERTEVS T A
LOEIDEETIEREINTLVEMN -T2 £ EEE L. selection bias, attention
bias, reporting bias [ZE§ L T some concerns & L 1=, O'Brien MP 2021 Tl&, S 4
LAEEIY {FFIBE T B EEEM AL & H 5 selection bias IZBJ L T some concerns
& LT,
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2. Z2#xLARAFFOY F
£[FREAEE (28 HER)

Casirivimab/imdevimab  placebo or usual care 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 mild
Horby P 2021 31 332 44 309 28.7% 0.66[0.43,1.01) —— oseee
Weinreich 2021 2 2091 4 2089 3.0% 0.50[0.09, 2.72] B B @
Subtotal {95% CI) 2423 2308 31.7% 0.64 [0.42, 0.98] i
Total events 33 48

Heterogeneity: Tau®= 0.00; Chi*=0.09, df=1 (P=0.76), F=0%
Testfor overall effect Z= 2.05 (P = 0.04)

1.1.2 moderate to severe

Horby P 2021 913 14507 932 4637 B8.3% 0.96 [0.88, 1.04) ] e0eee
Subtotal (95% CI) 4507 4637 68.3% 0.96 [0.88, 1.04] 4

Total events 13 a8z

Heterogeneity: Mot applicahle

Testfor overall effect. Z=1.08 (P = 0.28)

Total (95% CI) 6930 7035 100.0% 0.84 [0.62, 1.14] -

Total events a46 1030
Heterogeneity: Tau®=0.03, Chi*= 337, df=2 (P=019); F=41%
Testfor overall effect Z=1.13 (P = 0.26)

Testfor subgroup differences: Chi*=3.28, df=1{P=0.07), F= 695%

O'Brien MP 2021 [FHARRHEEZEDH LARTT YV bW LDEEN GBI E L (MEHICBVTREE

\ \ \ |
o0z 05 H 510
Favours [Casirivimab/dmdevimab] Favours [control]

L) o
o
FRERAERNE (28 HEFR)
Casirivimab/imdevimab  placebo or usual care 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 mild
‘Wieinreich 2021 2086 2091 003 2089 551% 1.03[1.02,1.04] E 3 1@1@®7
Subtotal (95% CI) 2091 2089 55.1% 1.03[1.02, 1.04] L J
Total events 2086 2003

Heterogeneity: Mot applicable
Testfor overall effect: 2= 5.85 (P = 0.00001)

1.2.2 moderate to severe

Hoathy P 2021 3101 4507 367 4637 44.9% 1.01 [0.98, 1.04] t @000
Subtotal (95% CI) 4507 4637  44.9% 1.01 [0.98, 1.04]
Total events 3101 3167

Heterogeneity: Mot applicable
Testfor overall effect Z=0.52 (P = 0.60)

Total (95% Cl} 6598 6726 100.0% 1.02 [0.98, 1.06]
Total events 5167 5170
1

Heterogeneity: Tau= 0.00; Chi*= 7.55, df=1 (P = 0.006); F= 87% 05 DIQ 1=1 1 21
Testfor overall effect Z= 0.96 (7 = 0.34) Favours [control] Favours [Casirivimab/imdevimab]
Testfor subgraup differences: ChiF= 2.26, df= 1 (P = 013}, F= §5.7%

BEBEIARZELLGWNVMEELZVEEZONS I ML, EFEBRETIMALELTHFELLAGL
EHIET L. BRAE (Weinreich 2021) TOEGKMISREZ 28 B R TOI AR, FERTE Lz, BEEMDS
EJE (Horby P 2021) IZEWTIEX 28 BRERTOAFRREEHRRMBEL LTS,
EEREER (28 HER)

REGEN-CoV placebo or usual care 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 mild
O'Brien MP 2021 1} 155 4 1466 1.5% 0.11[0.01, 2.06] 4
‘Weinreich 2021 a0 3688 T4 1843 98.5% 0.34 [0.24, 0.48]
Subtotal {95% CI) 3843 1999 100.0% 0.33 [0.23, 0.47]
Total events a0 7e

Heterogeneity Tau®= 0.00; Chi*= 055 df=1 {P= 046 F=0%
Testfor overall effect: Z=6.14 (P = 0.00001)

Total (95% CI) 3843 1999 100.0% 0.33[0.23,0.47] -~
Total events a0 T8
Heterogeneity: Tau®= 0.00; Chi*= 0.55, df=1 (P = 0.46); F= 0%
Testfor overall effect: Z=6.14 (P = 0.00001)

Testfor subgroup differences: Mot applicable

Risk of bias legend

(A) Randomization process(selection bias)

(B) Deviations from intervention{performance bias)

(C) Missing outcome data(attention bias)

(D) Measurement of the outcome(detection bias)

(E) Selection of the reported result{reporting bias)

02 05
Favours [Casirivimab/lmdevimab] Favours [control]
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3. TETUVREHE EtD 7= (BEEIDHTITNL—T)
3.1 ﬁﬁ%%l:%ﬁ'é: ETVREHE EtD T—T
3.1.1 GRADE T E A7Fazr74I1L

L4 At v d AYUER | F5ERE

BRT F—R Lih #ist
A 2D TIALTE | LLIFE#E

FL [ 5 (95% Cl) (95% Cl)
# Y s

£REET (GEBFHM 28 B)

2 RCT | &zlT | &&T &7 &% ° L 33/2423 48/2398 RR 0.64 1000 AHEY 7 A | @000 | EX
7 7 (1.4%) (2.0%) (0.42~0.98) | HEzLVyA2 A ERLN &

~0 A7)

ERREER = (BRI 28 B)

1 RCT #F e | BT | BTl | BEITe Tl 2066/2091 | 2003/2089 RR 1.03 1000 ABH1=Y 29 | @O EPN
7 (A (A (98.8%) (95.9%) | (1.02~1.04) | AZLM19 AB LN~ th

38 ABLY)

ERARWER GEMM 28 B)

2 RCT | ®ZT | &zlT il Tl 50/3843 78/1999 RR 0.34 1000 Ad1=Y 26 | @000 | EX

¥
ﬁ
=

A4 A4 (1.3%) (3.9%) (0.24~0.48) [ ADZELN30 AD 7 &

L ~20 A 7ELY)

Cl: E3RM; RCT: S VA LIELEHR RR YRt

SREA : BoEIEHRE (OIS) 1 a=0.05. p=0.2, RRR=0.25 & L T#HE

a. Weinreich 2021 [2E T 2BREEZE DY T H IL— TR T 1200 gE IS VW THLLRERCEZHFRICETSES
EENBOHLN TS EDD., Horby P 2021 Tl& 8000 mg. Weinreich 2021 Tl AFED#) 65%H% 2400 mg& E
NTOEFAETH S 1200mgdD 2 FLULEOEREENTAEICHWLNTE Y., FEEEXRZ EHIELT,

b. HUTILYA XEREFHRE (OIS) OEEEHI- ALY,

c. FUHLEL, T—HDORE. 7O LHLDOEBFREICLDL SHMBESHHBYNATRAD) RV EFEZ EHBTLT=,

d. Weinreich 2021 Tl& 1200 mEIcEWVWTHARE LLIIRTEZHEICTET S EIHENSRO oM TH Y EEEMHE
FEITRWE I LT,

e. NAHEDOHB0WAENTOHFEAE (1200mg) &Y ZLVE (2400 £ L <& 8000meg) BALSATHE Y., FEEN
(LRI & il LT,

3.1.2 GRADE Evidence-to-Decision ¥—7JL
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CQo BMEEPELLALAUVEEE COVID-19 BEIZAS)ERTMLTET T
53507

£H: A COVID-19 & (8&fF)

A HYVERTIMLTERITHRE

HEEeRHR: BERE, TotREE

EEBT7 DL ERART. BRERKHE. EEFEER

tyTaY: NEkHDDITAREE

BADBEDRR

T/ Y B—FILRK (mAbs) (F, E—DHRFEREECK L TEWMFEREERMEZH OR—OH
ATHY. RS VMILADREFH LIRS HMBEREE, T/ LRAERE~OREE L AHH
NRENTWD, AVYERTMLTERT (AFTY—T®) &, 220R4LZE/ 7O0—FL
PUAT. ThENA SARS-CoV2 /31 V BEHDZEKRESHEE LOELIEHICHES LHREH
ET2LENATLDIO0, BRMEEMEZEE >TULAL,

%8

COMEIFBEBETTN?

FIl 7 JH—FIETUX

O Lz COVID-19 AT TREST 510 TI vy EH-THYREEHLIFRICS

O&z5<. LLZ . NAEORILE2HETHD, ATAC K (CQ4) . LLTVEI (CQ2) .

O &<, FW NYDF=T (CQ8) HFEMERRAERICKL YMRENBGON DAL S EHIBT S

YA N, ERTOEEZETHLLATVSA, WThOBERELBRELELTD
FEELENFROEFNTH S, AN TILEETHEN LY ERTIA LT

O xFEEE EXJI3EBREVHEL LA COVID-19 BEREICK L THRSME I IEY

O #h5hL0 ELT2021 %7 A 19 HIZENTHHIER SNz, LHL., TOEMMEEHEL
LTWBEREARY. CQIAEICR LERRMEBRNSRE N EHIB LT,

ZFELLOHR

FHENHLELVHRGEOREDLDTT A ?

¥ JHY—FIETUR

0 b 2HOTET U RBAETEL T, 28 BHAOLREECONRMEE FHEH
W /hEW 2#) 1£1000 A&af=Y 7 AD7ELy (95%CI = 12 AD7E L ~0 ADTELY) TH
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O XKE=W

OsFEEE
O ah sy

EFRLIGLHR

2fz. Ff:=. 28 BRERORKERTEDRHETEE (BFRE14) (L. 1000 A
=Y 29 ALY (95%Cl : 19 AZ1V~38 AZLY) THOf=o ECTV AL

DENHMEEMEMEROEADHFICELTHOT I FHLD 1~5FELTE
BSEHE. EROMREEE (REERE) FHEEMRELT1000 AHY
3B ABL~64NBNERY, WThOSEETLREEEELTAYYETT/A
LTFERTICLBRENTEREN-, BELVHRIT NS &HIBTL

FHEEIEELLBLHRIEZEDEENHLDTIA?

1| JH—FIETUR

OXREL 2HDIET UV ABKETE L. EREFETETROMNRHEREIZL 1000 AdpT=Y
O 26 A 7ELY (95%CI : 30 A7z~ 20 A7) THoT=o UEKY ., EFL
O/hELy CHVLHRE. Thehl &HEmLi.

mHTH

O&ETE

O an sy

IETURDHEEN

DRICETHEHMEIET O RADHEREFF T A ?

1| JH—FIETUR

O JFEICE ERERT., BKERRE, EEFEFROTY MAICETEZIET VX0

O EEF, ThEh ME) . Td) . HE) &HBTL

m B, ETOT 7 FALICHI-5ERDOEHTEE (Net Effect Estimate) DR

o= FRHESE, BET7 Y A LOMERDEAHT T EMDO TV b7 LOHEEIZIFAIE
ELTI~5EDETERESMTLTL. Netbenefit] & LTEEIRH LY

O ARG L Motz UE&Y, THESTOITL—REDUEENEFIERLT-, F-. &7

iRk

D RALIZEFEZEEEA—BLTWS I END, FHEESZROV:=-2KDIE
TUORADERMEE Ty CHELIz, &->T. REMLEIETOROEREE
My & L1,

ARDEELRT I R ALEEDEREERT AN ODVTEELTHEREEHY EFIH?
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JH—FIETUR
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OEBELGTEEREBESD2EHY
OBELGTEEET XTS5 DOEDAEE
EHY

B EECTHEEEEFES2EFEZ
5L

O BZLTHEESEFEES2EFLL

MRDNFUR

COVID-19 BEIZRT 2 ALY ERITALTERITREIZETD. BT I AL
B BE - REOEERICET 2 T—2E 40, =L, —MRMICRELE, £7
B, EEGEESRICECHEMNMERSVEEZ SN, B8 - REOMESR
[CEBELGTEEEELRIESDSEHENIEAFEING,

ZELOVHREEFLLBVHRDONS VD RAFNAMASL LS ERHABEFLEIN?

1

JH—FIETUR

O et BRAMRAL

O LEBABLASE S B
ONALEBEARLOVITNLBATEL
O&Z 5 <NMALER

B T ALMES

OsFEEE

[ ) R=Y Ay A

A

FARREAREDIET AN 51k, 2FEEFETIL 1000 A=Y 7 AL, B
PRIERBE 1T 1000 AZif= 1) 32 AiEin, BEELFEERIL 1000 ALl 26 A
OO THofze RET I b HLOEFWEEE X EEROEH DIHIZHE L T
DT I LALDLI~5EELTEBSERECA, FHUMEL LT 1000 AHT-
U, 62~90 ADEMEE T, WTHDFEITEVWTEASYERIIMLTE
RITDEHEMEMNTRESN, WP VERITIALTEYITHREDEIEES L FIETL
1=

COERBKFEZLGHEFFREICE > TREBEDTIMN?

Iy JH—FIETUR
mEATAY-3 HhYERITIALTERT (A+FY—T®) [, COVID-19 2+ B EFELLY

OsEs<. LA
B EELSL, FW
O e

O&ETE

Iy E=Y Ay A

SSATRIRENE

Z DN AFEITARETT H?

RVEFEAL. BRBRSERSHVBE~OFEANBOHON TS, =L,
LED K ORREH/BEFELOESH, HREREEOH THREICE SRS &
hBITENDL, BELGITRTOBREBICH L TERATERVAEENH D, —
B DRONS VR TRASBEL Lz, UEKY ., £FGEFEEE
HE TBEEL<. X THHEHW LT,

I JY—FIETFUR
mEAYAY-3 2021 7B 19BIZHYUERTIIALTFERT (A+FTY—T®) (FEELLY

O&sEs<. LA
B EELSL, FW

R EFETHHREEEEILLCOVID-19 BEE~NDOFEANBERNTHRE I,
Ff-. FRICEALTE. BEFBEINCOEETOERELVWSCLTERORE
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O (&L T, —AH. BERETRERZERGIIRETHY . FERIBNSIVRIZELT

OsFEEE [T, ETAIREMISOVWTIEBEAE S, Lo T, ETAREMR B, &
O ah sy Ly &L 1=,
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HEEICEE T SR

HESR

- BRBESEVEL LAEVEE COVID-19 BEICHASYVERITIA LTEY T2 5
THELERBRSHRT S (RVOHRE/DOEEMEODIET VR : GRADE 1B)

IEE

BE : EFELOHRIE TIhELy) . EFELCEBVSRIE ThIdl THY. TDNFTURIC
DWTIE, FIEALELSEEZON. NTABENBHTHSEHIB LIz, £, BIEICTENT
BERGTIMALERDNDEBRKRMHEE (FEARR, FRLE) HHAZNICHERCEMLTL
528, TYONHLEBIZHEDZIET U RAOHEEEMN ) THHZEEHFZ. B2TA
BEMEICOVTOPREENELILDD, BEDBRVERLE LT,

HIJIL—TIET SRHAFE

O’Brien MP 2021 [IEBEZEEBEEZXNRE LTE Y., EBERMEEEFRL - 2RCT(Horby P
2021, Weinreich 2021) %AW -RES M EITo1=H. SIRDAMME. SRHEEEEL HICKSE
BEREEH NGO,

£ VY oY i = S

@ SARS-CoV-2 BEZEICHITAHEELLYRAIVAFRVAFT T —TDERERRIZDONT

A7) —7J ®OFMAXEIZH T ISARS-CoV-2 [CKEBRLEDEELLY RVRAFEH
L. BREBEZELLHVEFZHRICEEETS52 L) LORHLHY . FEILYRIIZD
WTLTFIZR#ET 5,

Weinreich 2021 IZH T 5 EHEIED U R VEFE LT, 50 L. BMI=Z30kg/m?, ®MilE
ZEODMERS, WEZSOBUMES, 12 2ERE. SF8E8Z280BHERRS
&, BHENESR. AENFHBFLSZTFOoATWVS (AFTU—T *ORMAXEIZELERBEOA
BB INTWNDS) , -, BEEFBHE (BEEFBHEFE IOF VA )L REEER RHEE
AER) MO DEHER VUTEHER)IZIX,. LEED Weinreich 2021 (ZH T B EFELLY XY
AFICmz. TEZEOF5IE] (F 52 R CHETHEELEL)RVAF (65 RULLOFER
. BitiER. BHAEMMZKB(COPD), BEERE. 2BER%E. BOE. BEREE.
B#(BMI30 UE) | BYE @ ERREBBHEERORETE | EEREH) RU. kB BRaME
FAEFE (EUA) I2BIT2EEIL) RVEF : 2021 £ 6 Akm (BMI>25 Z0OMEG. ik
., BHEBRS. BRE. RENHESED L EREMHNECHEED, DOEERBGER
HOEEZESD)L L{EEMmME. BEMESR. SRFMIRE, HEREREEL L JEERL
DEMMZ L -5 THOKE, EREHTADERFREBEEVRN,. BE. COVID-19 IESEL
BUOBEBRSPLEE) LVRIVAFELTERESNDLDRELH D, TDH. ThodD
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WFhhEET S COVID- 19 BERENOF T —TREICETIRRBECEELEZ LN
% (BEEEDYRVEFOFHRIIBHER VESROIL) &

—A. BHER V., THEORIRENAHEIRETHDZHD. RAUNRER
WEICART 2BEICROND] LORBELHY . BHRATLEREEZH-TIRTOEEAD
BREIR#ETHDEEZOND (BFHEHKD 2021 £ 8 A 25 BT —ERKIE VTIX. THIst &
LT. ARZEMOCEROEHOERMBRICAEM T TOEWVERETEBELTWSETH
>TH, —EDEHER/-TIHEELALNARELAVET, | LORHEMNEMEIIATEY., —
EDEYH (LEEBFSEDOI L) Ziiztld. HETOREZITSILLAETHD)

F o BHEREICREHRICHRESATEY . RFOBERESBTHIENLELL,

Q@ ZTOHOERICEHHREBIEIZDINT

(i) BRRCTICHITAREEE. ARELEHICELT

SEO A ZEFIZAWNERED S B, Horby P 2021 (& COVID-19 ARE#H. Weinreich
2021 [& COVID-19 DERHEEMN S 7 ALIN, BEBEEN S 72 BN TERELLY X (LR
SE)%E 1 DU LEHT SHAEIRM COVID-19 41 kB E. O'Brien MP 2021 (XEZHiHEE & 96 B
LINDOBEFRMEEEEZRREL TS,

®. Weinreich 2021 Tl&Hh ) ER J/A4 LT E T DOER(1200mg % L < [& 2400mg)I<
&Y. TIERELEKLTCOVID-19 2L D ARRUETAZNEN, 72.0%. 50.0%:H
Lfz&andh (BEELEEZARELLERTEEETDHE 7L.0%DRELD) . HETHEFR
YR FLE (RRR) THY. xRV FEDPE (ARR) [FZNEh 2.8%. 0.096% (FEfE
1 2.9%) £4b, SOTEND, 7O MHLERESEL-HDABRLESH (NNT) [FA
Be. BET=. EEICEWTENEN 35, 1042, 34 THot=, Ft=. FEHIZ O'Brien MP
2021 THEMARMERZFICEWTHIYERIIMLTERITREICKYBENRZZELL
FARDERGFELNRBOOSNTULED, EIBIFEICDLENSI(HPVETTIALTE
T JE0/100 Avs TS5 tRE6/104 N), ULEDZ EHFERICHI-2TEEITRENE LN
A A

(i) #E5EITDT

NAEIZEIT2/EE (BEARE) LLTE AYVERIAMLTEYD (858) &L
T. Horby P 2021 TIl& 8000mg &:¥. Weinreich 2021 TI& 1200~8000mg #:¥. O'Brien
MP 2021 [& 1200mg R FETH D, EATOHRSE( 1200mg #F LTS, (EFOD
gL LTE, TE+FJ)—JR@E# Ty 300 RU MO+ —JTR#EETEEY +
1332] M2 DMEEN 2021 F7 A 19 HIZHFIRRB S TWLSA, HEOMIE MIor+J)—
TEiEsTItEy F1332) QEIZRESD 2400 g2 ST HF) OHA, WNREBRMEEIZEH
TIhdEDNZED)

(iii) Znh
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Weinreich 2021, O'Brien MP 2021 Tl&, 9V FUEEBEBEFIBRINA S TEY (Horby P
2021 TIEHBENA SN TWGRWLD, B ITVIL—THENETOERGL) | DU FUBBERZICS
(T2EMMHICE L TIXEMNTIEARL, Ff=. Horby P 2021 Tlk, 4TS IL—TRFTIEHS
M. SARS-CoV2 HifKREED COVID-19 BHEIZHEWT, IRTHEEETHIIERI/A L
TEXITREIZEZENUATEINTNE NG, MKEEDEES, IEFEULDESE
TLBREICLDUNENBEONDIAEENELH D, HICE, APV ERTMLTEITREIZK
YURENEEEZEMBECOREFHIENROOND LT IMRIELHY. §ERTDLSK
HEADEAVREIF SN ENE LA,

B8 & 5

Tl

MRLDEBEEIE

LTOREICET AN ROONDIZE 5,

-BOOERAEELYEET GIRNMFLALT L) BEXREFAORRE

- DO F UERBREICE T EMEDTE

- MARMREICETIEEES EOBMMEOTME (ZAEE TO 1200 mg 50 HXM)
- ATAA R, LATYVEIL, NYSOFZTEDOHRAIZKBZUMEIZONT
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3.2 PEE~EERBEICHTIIETVOREHNHE ED T—TIL

3.2.1GRADE TEFYAR7O774I)L

FEEE | EEfE

A (b4 Av)EZ | F5tHH
E—8
D) FEEREE | AR TIALTE | LL TR
5 (95% CI) (95% CI)
<7 bt 3

2RAET (B 28 B)

1 RCT | Rzl | &&lT Fge | BT Tl 913/4507 982/4637 RR0.96 | 1000 Ad1=Y 8 A | ®®dO | EX
A A A (20.3%) (21.2%) (0.88~1.04) [ DHELV25 ALY 2]
~8 AZLY)

FRAREER R GRBRYIRA 28 A)

1 RCT | Rzl | FzlT #gle | BRTR gL 3101/4507 | 3167/4637 RR1.01 | 1000 Ad=Y 7 A | @®O | EX
A4 e A (68.8%) (68.3%) | (0.98~1.04) | BLV(14 A AN~ 2]

27 ABLY)

Cl: {#RM; RCT: S LLLLEHAR RR URVL

SHER - BoEfERRE (OIS) (X 0=0.05, B=0.2, RRR=0.25 & L T&#E
a. Horby P 2021 Tl 8000mg L ERNTHHEAETH S 1200 mgD 2 fELU L DBREEANTARICAVLNTHY ., EEE
HEILEZ & FIET L=,
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3.2.2 GRADE Evidence-to-Decision +— )L
CQ9 HFEELLUICELE COVID-19 BHEIZHIVVERITIALTERTZERET

M7
£H
N A:

Jad ol

A COVID-19 EE (hEAE~FE)

HYVERTIMLTERITHRE

BERE, TotREE

EEBT7 DL ERART. BRERKBE. EEFEER

yTa Y AlREE

BADBEDRR

T/ Y B—FILRK (mAbs) (F, E—DHRFEREECK L TEMFEEERMEZHOR—OH
ATHY. RS VML ADREFH LIRS HMBEREE, T/ LAERE~OREE L AHH
NRENTWD, AVYERTMLTERT (AFTY—T®) &, 220R4LZE/ 7O0—FL
PUAT. ThENA SARS-CoV2 /31 V BEHDZEKRESHEE LOE L IEHICHRES LHREH
ET2LENATLDIO0, BRMEEMEZEE >TULAL,

%8

CORMBEIFEEBETIN?

H b7 JH—FIETUR

O LWE COVID-19 [FHRDTEET 2RV TFI v  ELE>THYRTEERLIEREICS

O &<, LL'X O NAEOHILIBRBTHD. AW I TILERETHEHPYERTIALT

B oL, Fn EX JIEEEEMHEL LA COVID-19 BEREITH L TOBEET 2021 £ 7 B
O &L 19 RICERTHEHAIRE Sz, LAL. PHEECEEICHSIT2EMMEIXRIEN
O &FESFE THAINTNEEIEZWZT, CQIAEICELERMESNLEF D KELEHIN
O Hh 574 L7

ZEFELLVHER

FHENILELVHRIZEDEENLDTTA?

H b7 JH—FIETUR

H b¥h 1EDIETORBEETM L=, 28 HRADLEERT-DOMBEHEEE WHFEHK
O /pEW 14) L1000 A&7=1) 8 ADELY  (95%CI : 25 ADELV~8 AZLY) THo
O fzo £z, 28 B ADRKEKRREOHRMETERE (FFFRE 1 4) (. 1000 A
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OxXEw
OsFEEE
O an sy

EFRLIGLHR

U 7 AZLY (95%CI : 14 AD#~27 AZLY) THoTz, EETT FHLD
HRWEEEEEEROEADFICELTHOT D FHLD I~515E LTEH
SEinE, EROMREEE (REEE FHRPFL LT I1000 AH=Y 15
ABWVW~AT AZWNETE STz, &2 T, BEELWLHRE Todhl LHELT,

FHEEIEELLBLHREZEDEENHLDTIA?

51| iy JH—FIETUR

OxXEw PEENSEEBECREL-EEFEZRICEL TH/R-S TS RCT [FEBH%
O Mofze &oT. EFELLLBVHRE Moh oA EHBTLT=.

O/hELy

O b

OxFEEE

LI ey Al

IETURDIHEEN

DRICETHEHMEIET O RADHEREFFTTA?

H 7 JH—FIETUR

O E&EIZIE 2FEEEE. BRERBEDOT Y FHLICETIIETORADEREE, FhF
[ R:3 Ty, Toi) L=, LA > TRBEIUNDBAZENT, $XT
O DIETURDOFEREE Tdh) LHET L=,

o8 B, ETOT7I FHLIZH-2EROSEHTENE (Net Effect Estimate) DOF

O EEmEAE L

iRk

BESE. BTV FHLOMEBROEATE L5 EICEBSIETE.
lLikely net benefit] & L TEEIERBD OGN Tz, TN, FHEESTL
TJL—F&o e L, REMICIE TME] OTETORDOMERMESE L=,

ARDEELRT I A LEEDEREERT AN ODVTEELTHEREEHY EFIH?
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JY—FIETUR

OEBELGTEEREBESD2EHY
OEELGTEEEERIESDEDOTEE
EHY

B EECTHEEEELRES2TFEZ

COVID-19 BEIZRT B2 ALV ERTALTERITREIZETS, BT AL
B BE - REOEERICET 2 T—2E 40, =L, —MRMICELE, &7
B, EEGEESRICBECHEMNMERSVEEZ SN, B8 - REOMEER
[CEELGTEEEELRIESDSEHENI LTRSS,
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5L

O BZLTHEEEFLEESD2EFLL

MRDNFUR

ZELOVHREEFLLBVHRDONS VD RAFNAMASL LS ERHABEFLEIN?

1

JH—FIETUR

O teaxtBRAMRAL

O LEBABLASE S B
ONALEBEARLOVITNLBATEL
O&Z 5 <AMALER

O A ADMESL

OsFEEE
LIy ney syl

A

FATHRAREOIET VAN SIE. £FREELIL 1000 A=Y 8 NiFd. B
FREERZEL 1000 A=Y 7 AIBIN. THof=. RTETV FHLOERHEE
HEEMERDEADFICELCTHOT I FHLD 1I~5 5L LTEBSEE
B, AEMBELTI000 ABHI=Y., 15~47 ADIEMER 1=, AHEEEELT
FVWFTINDOBEIZEVWTEHAIVERTALTERTOERENTEEINDD
DO, —HEBEREOTRE L TIE, 1000 AHfzY 11~38 ADFEHRHMNED
ONBAEEELNH L L. EEFEBRICOVTOFENZ I TLVELZ &M
SIFMBEDNFTURIE Thh bkl EHIETLT,

COERBKFEZLGHEFFREICE > TREBEDTIMN?

1| JH—FIETUR

ARV HPYERTIALTERT (AFTY—T®) (&, COVID-19 [Z#1+ B EfELY
O&FL<. LWVA RVERFEHL, BRESEBESHVEZE~OEROANBHLN TS, F

O&EL<. EW f=. LEGK DMRERBIIHE LN ESH, FRERBEOA THKRIEICEDERE
O 1&L RDENBESTATVD, TORH. BRERATEAFE~EEEFICAVSLE
O&ETE R#THDEATHEID, UELY, SERMGHRFEREE TR TH

I TS Ay A

SSATRIRENE

Z DN AFEITARETT H?

SEHIELT=,

FI| e JY—FIETUR

[_IAYAYS AVVERITIALTERT (BFTY—T®) BEELYRVEEHTIBERSE
O&sZEn<. VX EESQZLNCOVID-19 BEANDFEASENTEREINEY . PHE~EEBE~
O&EL<. FWY OEAFBELIMERE LD, iz, HBEOMEDLH Y PFECEE~DFERER
O 1Fy HRTR#ETHLEEZADND, &> T, BRETOERTARERE TLWWWA] T
OsFEEE HdH eI LT,

Iy E=Y Ay A
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HESZIZRE 9 &5

- BEBEEVELIHIPHFERE. GoVICAIRREEZVLELTHEESE
2T BHVERTALTERTERERBERRATEIHEREZRTLEL (no

recommendation)

E&tE

PEELZLCICEE : EELVHRIE ThIhl THDHI L., Fo EFLLABVHRICH
LTIET—2D G ERBEATIE, SIRONSVRIZELTHAREE LLEIHEELNEE LI
WWERBWI E, RUSEORBAHEN 1 DO RCTDHATHY SEDEREDH THEMNL
CERFVWAGWLWEWL RN D, BRRTIHEEZRRILGLE L,

HBITIN—TIZET HRFEIER

TL

ECANDIRAEIR

SEIOAZBITICAWNHED S5 S, Horby P 2021 [£ COVID-19 AlREEZxH E LT
%5, BRERNTIE, OFT)—T °OFMFXETIL. TSARS-CoV-2 [Z&k BRELEEDEAEL
DRVEFZEAEL. BRESZELLGVEEZ JHRICKEZETSII L] LahTWbI L.,
F-. THEAOHORENGHRIENAERTHY . BEBTOERIITRERKEICART %
BERBICREONS] LTIEEFEHENSOEHERY £HY. dEE. EEBE~DE
BFDGC LI BEBRATERETHLIEZZAbND,

NABRICET2BREE (BE5AZE) LTI, hYVERIIALTERT (&FHE) &L
T. Horby P 2021 TI3 8000mg #:x¥TdH b, ENTOHREE(T 1200mg #iFL I TS,
(REIOFEELTE, TAFTY—TREsEty k3001 XU MO+ 7Y —JmifsE
v F1332] D2 DONBEEN 2021 E 7 B 19 BIZEFIRRIATWSA ., YEOMIE MO
FF)—TmiEEEE Y b 1332] Q2 EEESD 2400 mgEETHE]) OAHM. HREEH
MicREaShdlnl L),

f#. Horby P 2021 TIET Y F UEBEICETHERE LS. DI F U BEBEEICET5E
MBI L TIXEMNTIEA L, Fi=. Horby P 2021 Tld. 4 7Y IL—TBFTIEH D,
SARS-CoV2 ifkfEfE D COVID-19 BEIZEWT, IRTHEEETHIIET I/A LTE
VIBREICKBZAEDUENTRIATVNE I END., RIAENEDOSE. PEEULOEETE
BEICEDMBENGONDAREMNH D,

BS R &1

157



L

MRELDEBEEE

LTOREICET AN ROONDIZS 5,

-BOOERAEELYEET GIRNMFLADLT L) BEXREFAORRE

- DO F UERBREICH T 5EMEDE

- MARMEREICETIEEES EOBMEDOTM (ZAEE TO 1200 mgE 50 H M)
- ATAA R, LATYVEL, NYOFZTEDOHRAIZKBDZUMEIZONT

RSN RCT USNDSE K

1) MFHBEI0FVAINRBEREICS THPRMARE THhPJETITRVALTER
T OEBRBE~NDEMIOVWT (BERLEEDEILE - BiN) 1 (2021F8A25H—}
@1E) https://www.mhlw.go.jp/content/000823678.pdf

2) O'Brien MP, Forleo-Neto E, Musser BJ, et al. Subcutaneous REGEN-COV Antibody
Combination for Covid-19 Prevention. medRxiv. 2021.06.14.21258567.
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https://www.mhlw.go.jp/content/000823678.pdf

CQ9-2 COVID-19 BEIzY rOERTZBETAMN?

HESE

vV BERSZVELLGVBEREICY FOETIZRET S LTHMHE
RVYTDH (RVHER/POHEEDIET VX : GRADE 1B)

vV BERSZVELTIPEERE. AIRRJIEE SPAREZVELT
HEERFICHTSY FOETTDERESICONTIE, REEATIEHELZIR

=~ L7ZLY (no recommendation)

I EERRICE O THREMNERLSAREMENH D,
BEHA 20214 11 A 16 B

CQ9-2 ICEE 9 5BMEH : BIRABEA

1. #AIETYADROB 41— g
Mt S = RCT £, Gupta 2021 D 1HTHY . 5 : i
Cochrane RoB 2.0 ZRAWTEHii L 7=, RJES5 BUR . 3 g 3
OHFREEESHVEEILE YR BEERREL I B
175 RABoEERILHBTHY . SpO2 94%5L s £ E T og
EDBEOHDIMAANDNTNGZ EMD, KA ‘; 2 ; E :
PS4 OEEESEICAYBEBEERRE L g &g ¢ 3
RCT & ¥$1¥ L 1=, ¢ 8 = = 3
S A LEDBE, 7Y M hAREEEsnT, | om0 @2 |@8)@

BHONGNSATANH D EFER LGN o1,

—AT. ZRAFRTPEEKRERIET D LA LIZDULTIE, Intention to treat f&#T &
LTHRESINIA, EEFFERICTOLTIEL, per protocol i THRE SN TV, %
DFFMFIZ DT, supplementary file THRESINTHE Y. KELNASTATIEGWE
Ezonfzp, BERLEAALSD@&EBMN %L H/\14 7R E LT some concerns &
i L1=. Gh. ERERT. BRERRET YV FHLTEH, BERILEAANLDR
BB HE L 534 7 RI&, low risk & 5 L 1=,
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2. Z# LR FOY K
£FEEAEE (29 HER)

Sotrovimab 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 mild
Gupta 2021 0 291 1 292 100.0% 0.33[0.01, 8.18] 00000
Subtotal (95% Cl) 291 292 100.0% 0.33 [0.01, 8.18]
Total events 0 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.67 (P = 0.50)

Total (95% CI) 291 292 100.0% 0.33 [0.01, 8.18]
Total events 0 1

Heterogeneity: Not applicable

Test for overall effect: Z = 0.67 (P = 0.50)

Test for subgroup differences: Not applicable

0.01 0.1 1 10 100
Favours [Sotrovimab] Favours [control]

ERERAERCE (29 HEFFR)

Sotrovimab 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 mild
Gupta 2021 284 291 270 292 100.0% 1.06 [1.02, 1.10] eeeee
Subtotal (95% CI) 291 292 100.0% 1.06 [1.02, 1.10]
Total events 284 270

Heterogeneity: Not applicable
Test for overall effect: Z = 2.83 (P = 0.005)

Total (95% CI) 291 292 100.0% 1.06 [1.02, 1.10]
Total events 284 270

Heterogeneity: Not applicable

Test for overall effect: Z = 2.83 (P = 0.005)

Test for subgroup differences: Not applicable

Gupta 2021 [IBEBEZRRELEMETHY . CQI-1 LRMFICEEKRERKENTERZIL 29 AR T
JEARRS L UIERTEE LT,

001 0.1 1 10 100
Favours [Control] Favours [Sotrovimab]

EEREER (29 HKER)

Sotrovimab 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 mild
Gupta 2021 7 430 26 438 100.0% 0.27[0.12, 0.63] t @a72668
Subtotal (95% CI) 430 438 100.0% 0.27 [0.12, 0.63]
Total events 7 26

Heterogeneity: Not applicable
Test for overall effect: Z = 3.08 (P = 0.002)

Total (95% CI) 430 438 100.0% 0.27 [0.12, 0.63] -
Total events 7 26
Heterogeneity: Not applicable

Test for overall effect: Z = 3.08 (P = 0.002)
Test for subgroup differences: Not applicable

0.01 0.1 10 100
Favours [Sotrovimab] Favours [control]

EEGATEROERR. BEFRDOILUTOVITMIDEEZH-TLDET B,
a.BEICES, b ABMICEDHY S5, ¢ ABEBRELEET S, d HRMFLFERGREEZET. e
ERHEEZHL-0T. . TOMOEZMICERLTRKR,

Risk of bias |egend

(A) Randomization process(selection bias)

(B) Deviations from intervention(performance bias)
(C)Missing outcome data(attention bias)

(D) Measurement of the outcome(detection bias)
(E) Selection of the reported result{reporting bias)
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3. TIEFVREHEEDT—TIL
31 BEBAEICHTAIIETUVREHEED T—TI
3.1.1GRADE ZEF>R7O77A)

iR O A

Hx #xt

(95% CI) (95% CI)

2RERXE (74 0—7 v 7:29 A)

1 RCT LT BT 2 | ®mae | mL 0/291 1/292 RR 0.33 2 fewer per 1,000 o0 | =x

A4 A4 (0.0%) (0.3%) (0.01to0 8.18) ( 3 fewer to 25 more) &

BRRRER®E (74 0—7 v 729 A)

1 RCT #alc | ®uc #ge | ®mme | #L 284/291 2701292 RR 1.06 55 more per 1,000 o0 | =x

A4 A4 (97.9%) (92.5%) (1.02 to 1.10) (18 more to 92 more) &

EEEEER (740—7 v 729 A)

1 RCT B’ B’YT #ue | ®ue | HL 71430 26/438 RR 0.27 43 fewer per 1,000 @OOO BX

AR (1.6%) (5.9%) (0.12t0 0.63) | (52 fewer to 22 fewer) JEHIIE

Cl: {E3XM; RCT: 5 U4 LLLERE, RRIUR I

S (REEHMEIL. 00.05, #HiF80%. Relative Risk Reduction 0.25 & L TEHE)

a. WARBELARBOBFRE RN H D (RIBTIIRALGERKREEZEFTHEFICOVT, REHLS 1 BHEBREETO
RAZTUTTORENERBEINTSH, Gupta 2021 TIEEMESCRETS. BHEEEFLLEOBHIFFEEL
THELT. FL-RES BLADBEICRENARONTIVD, F=, T FUEBEEIHAANISKRASTATNSD) &
bt FILY A IOV EBIEIREZ (B L TULVELY,

c.RoB O—HIDIER T, FZI &St
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3.1.2 GRADE Evidence-to-Decision +— 7L
CQ9-2 HRJE COVID-19 B&HICY bOER TEHBETEH?

A COVID-19 & (E4E)

v hOEXTJ#E

..... BRERR
FELGTI AL £RART. BRRERKE. EEAEER
YTV NEHDVITIARESE
BADBEDRR

Y FBETTJIE, SARS-COV-2 R/ VA VN EDRERIES KA L LD ACE2 RBRKES

B & (TR HEMGLICHEE LT, SARS-CoV-2 [T 2HFMERAERTE/ V A—FILIAKRTH

%, AEHIL. SARS-CoV-2 & SARS-CoV-1HEFL TS, REMEDEVIE F—T&#EML
LTWB71=%., ZEKRICIUNREZRIBET LI LMVHAFINTEY ., EEFEBEIEL 2021 F9 A 27

HIZEZ% COVID-19 (29 2iARE L L THAIRE L=,

%8

CORMBEIFEEBETIN?

H b7 JH—FIETUR

O LWE COVID-19 &, EREBRDOLVWEFETH>THLEELLT I LHAHY. GHh
O &sF5<. LW DEENHLCELTV., NEE~NRHITEBRANAZITI CETEEEDOFHMN
O &F6<. F0 TEnE, HRPOBRELITTHLZLD—BRHRICE>TEENDIDEES
[ YA FTHHL, CQIAELLTESFIRENEEZ LN,

O &EEF

O ah iy

ZEFELLVHER

FHENILELVHRIZEDEENLDTTA?

| JH—FIETUR

O H3h RCT A1 it S ht=, 2REETICHT 2RHEFEMEL. 1,000 AHT=Y 2 A
WpE DALY (95%CI : 3 ADEELN~25 A1) | BRERERSE (29 ABATOIEA
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O
O XKE=W

OsFEEE

Iy RS Ay A

EFRLIGLHR

BRE L VIERE) IS DHMBEHEMEIL. 1000 AdHT=Y 55 ALY (95%CI :
18 AZLV~92 AZLY) THOT=,

RETY M ALOHEMMEEEZ@BEROEADHICELTHROTI LD
~5fF L LCEBSE-I5E. EROMRETEFTHEENRE L T 1000 AHf=
Y57 AZBL~65 AW\ EHoTz, &2 T, EELLHRIE IhELy L HIETL
f=o

FHEEIEELLBLHRIEZEDEENHLDTIA?

H 7 JH—FIETUR

OKEW HEIN-1HORCT TlE. EEFEEROMEHEMEE 1000 AHT=Y 43 A
O DL (95%CI : 52 ADTEN~22 AD7ELY) THot=, BlEKY, EFELLLR
O &y WHIRIE, Th3hl &HEFLi,

H H3hH

O&FEETE

[ ) R=Y Ay A

IETURDHEEN

DRICETHEHMEIET O RADHEREFFTTA?

1| JH—FIETUR

O FHIE ERERT., BRERKKE. EREFFTEROTY M AICETZIET U ADHE

;] EEF, ThEh ME) . HEL . T3EEBICE] &HBL,

m ERMNEIET VAOHEEEFITHES UNOBAITENTIE M) id TE)

o= THY., TOHAAEEM/RL T M) EHBTLI=, T, ETOT Y FALITHT:
SZERDHMEHTEEOFREESL. ETT Y FHLOBEROEH T EMDT

ORAHFELZL 2 b ALOWERHAEELE LTI~5EORTRESHLTEH,. Netbenefit] &

iRk

LTEBRIBOH LGNSz, ZDT=H, THEESTREIL—FEI 8T, &
BHMGEIET U RDHERER TP &L

ARDEELRT I R ALEEDEREERT AN ODVTEELTHEREEHY EFIH?

115

JH—FIETUR
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OEBELGTEEREBESD2EHY
OBELGTEEET XTS5 DOEDAEE
EHY
OBELGTREEEFLEES2TFEE
<L

B EEGFHEREELRESD2EFHL

MRDNFUR

COVID-198FIxT Y FOEX THREIZEITEH. BTV MHLICECEE R
ROMESRICET 5T —2(F %0 FELTYFALIZDONT, BF - RKEOIE
ERICEELTFEESE RIS DEFHEN EATESNS,

ZELOVHREEFLLBVHRDONS VD RAFNAMASL LS ERHABEFLEIN?

1

JH—FIETUR

O et BRANME L

O LLBdBAEZ 5 < B
ONADLEBERRLVWTNEBAETEL
O&Z 5 <AMALER

B T ALMEL

OsFEEE

[ ) R=Y Ay A

A

HESIN-HEEH 5 I1F. 2FREFLEILL000A 2= Y 2 NiFid . BRRAE KK E L1000
AZf-Ys5 A8, EEGHEERERILI000A - YBADRHLTH 1=,

T FALERICETZEROMEICONTI, BETY FHLOHERWEEY
EREBROEH DFICELTHOT Y FALDLI~5EE LTEESEEC A,
BHEMREL LTI000AHT=Y, 100~108 ADEME LTz, DFEY . LWThDE
BIZBVWTHRAMEEITY FAETTOBEREATESNIZT2H. HRED/NFY
A& THALGEBEL & LT,

COERBFEZLGHEFREICE > THREBEDTIMN?

Iy JH—FIETUR
mEATAY-3 2021F10A %, AEFDFERICEHLD IR ML, ZREEFIEZALZVIOD, &

O&E5<. LA
B EELSL, FW

O &Ly

OsFEEE

Iy E=Y Ay A

SSATRIRENE

ZDNAFEITARETT H?

BRIELLD, TDEDH. BE - REOHRRANLRBEZLHBRTEDEEADL
nd, 2L, LESKOMRERBIIE LV ESh, SRERBEOH TKIE
[CEDEMHA/SND AL, BEAIRTOBEICH L THEATELAEEMSE
b, LEA>T, 2KELTOHFRRARERE MBE5<. [Eh &L

115

JY—FIETUR
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mEAYAY-4
O&E5<. WX
B BELSL, [E

O &Ly

OsFEEE

O 2o b7

2021F9A27RICY bEER T (FEaT 1) BEELY RV EZHT HBHRRS
FEILGVEELCETFEET HCOVID-19EHIZH L TOAERNTHRREINT - E
RAIZE->TEHELSERF. REBICK TN b=0. BE. EREEICEL
SRFNEEEEMTH D,

—AT. BRBETEIREHBEEETHY . FEHBNS VRIZE> TR, Ef7
AIREMEIC DVVTIXEBENTE D, Ko T, EITAREMEE THEE 5 <, (T &3BTL
f=
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HERZICEET S #5Em

j:ﬁ:l

i

v BERBREEVPELLOVEESREICY POETIEZRET I LE/MMET S W
HR/POREEEDIET VR : GRADE 1B)

v BREBEEVELTIDEERE. A\IFRBEE $SPARELELTIERREIC
¥95Y FAETITOREIFX. BRRTITHREZRFLAL (no recommendation)

E&tE

BERSEZVEL LAMVERIZHT SY FOEITDREIF, EELVSHEIK MIhELy) |
BELLBVSHERE ThThl THY ., DRONSVRENANBRE KL, TETVRAD
FEEMIE Ty LHESNz, REMNLGHRBOBATRSRITEL120. RTAREMEEE
FEAHVLOD, BEERHEETHLEVSIHERE T,

—AT. BERSZLELTHPHFE. AIHRKZZLELTLIEPEREBFZRELE
RCT &, fiHEahd . HERTERGDLET,

B I TIN—TIZET HRHFEE

7L

KEIZhMI D HIRFFE

@ SARS-CoV-2BEZIEICHITHEELVRVAFRUVIOETTDHRERRIZDONT
FEDBEGIE. FMXETHLRHESIN TS LI, [SARS-CoV-2IZ & 5 REREAED EAE
EVRVEFZEL. BREBESZELLGVER] L. EREBEINLLERBEEFTZERIC

BEINBIENEDHLINTLD,
EEEVRIVAFIZONTIE, 1. SEIORCT (Gupta 2021) TOHOHAANEEIZEITS
LY RVRAF. 2. KEDEUA (Emergency Use Authorization) [ZH WLVTHITREATLY
2EECYRIAF. 3. EAED MFHFEaO0F 94 IILRBELEE (COVID-19) ZENFES|
E1 (B53M) ITETFBEELVRIVEF. UEIDOVThAEHT S ENEEFHBE
FYRESh TS,
UESDDEEILYRIDEEIZONTIE, UTESBINTLY,
1. 55mELLE. EWAEREET HERAE. IBE (BMI 30kg/m?i8) . BHEBREE (eGFRM
60mML/43/1.73m2KiE) . 5 -MHEDLARE (NYHADEEESEI SR T ULE) | 1@HEFAEMER
RE (BUSEX X, EBUAESMEBEXEIFEROFRE#EZFESMRIE) . PHFEHDS
BEEOHRE BRI FO—LOEHICIRARTOA FEET HZRIFEANBILELRICEOD
ATAA FALASAhTINSE)
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2. 65 E. BEE(BMI25 LlL), iR, 1EHEEREK. FBRE. RENGIEREFE(ERED
FFORNR. DOMEKRE. SOE. EEFRFEER, SRKFOKE. HEFREEST (F - K
HRE) FIEXERLOEREEEL-5T ZOMDIKE (Bl BEEMNF - (ETRBGER
B, EEOAXRMREE) . EEREEORMMLEKFEZELTCLS (Bl KEVM. BE. 5
E#5 (COVID-19[FEERLY) ) o

3. 5MULDEHE. EMES. BHFAEMEMAECOPD) | EBHBIEA. 2 BHERRK.
SME. BEERE. IBEBMI30 Ut) | BE EREBHREERORETS. FiREDH

@IV YERTIALTERTEY FEERTDFEVAIHHAIZONT

AVYERTALTERTEREDENDFIZONT, BEFBENSODTLRY Y—X
T, MEXZRH LE-BREAROBEAANEEN, ThTh—BEL-TVWEHILRFERS
NTWED (ALY ETTIALTETTIEE0EUETH DI LT, YV FAET JIE55
BULETHof) . BAELGEVDFIZTOVTIEER SN TULVELY,

(https://www.mhlw.go.jp/content/000836895.pdf SBE2021FE10H15R)

Ft=. YV EOER T EMOPHREDOHAICOVNTIX, EDBRKRBTRIISATWS
N BEFEHENSDT LR —XTIEEKRICER SN TULVL,

EER &5

TL

MRELDEBEEE

- K YKRELY D TILY A XTDH RCT DEE

- DY F V%O COVID-19 BEICH T HMREDRE
- EEKRITHT 2RO

s HWIYERIIALTER T EDLLERE
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CO10 COVID-19 BEIZEILXESELERETEZMN?
S

v BEBSEDEL LEVBEREICEILXESELEBRBETRLEHEL
HRET D (BULHE A EOEEMEODIET>X : GRADE 2C)

vV BEBRE/ABRNBRELELTHIHEFERE. GoUVICAIFREFTE
EPAREQRELTHIEEBREICHTIEILXESELOBREIZONT
(X, BERTIIHRZERLZL (no recommendation)

HHHE 2022 F 3 A 29 H

CQ10 [CE99 % BinEH - ERIIEHL

1. BATIETVAD RoB Y1) —
BROMENDIET X (RCT) M RoB &
Cochrane RoB2.0 Z{ERA L CFHliL =, AT
ET>XRIE 14 (Angélica2021) THo 1=,

Angélica 2021 1% 20 » E. 107 R TERES
nt-. ZEERIERCT THY. RoBFHHEIZH
WTHREFLBEBETEL ., Low &LFHEL
t=o COVID-19 &LEHEh, BERITEOARE
BIBVWBENRRELG Tz, MREREPLRT
A4 FOFERAFHFRESINTLSN, T F %
BEOPHMRADMDOIIMIILAEEZFERALT
WBEFEIBRN SN TS, KAS KS10D
BEREESBICEBL LELE. BEREFLHIML
f=o F1=. primary endpoint (& day29 TO AL LLIE, BETHof=. TD=6H.
AAAFSAVTHEASNTWS3DD7V FALD1DTHD. BRKEKHEIZD
WTIE Tday29 £FTICARZES LGN -Tfz] EFEE LT

@ | Bias arising from the randomization process

. Bias due to deviations from intended interventions
@ | Bias in measurement of the outcome)

@ | Bias in selection of the reported result)

@ | Bias due to missing outcome data

Angélica 2021
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2. 74LAFFTOY
£FEEEE (29 HER)

Molnupiravir 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
Angélica 2021 1 709 9 699 100.0% 0.11 [0.01, 0.86) —— [TYIXIX)
Total (95% CI) 709 699 100.0% 0.11 [0.01, 0.86] e
Total events 1 9
Heterogeneity: Not applicable 0.005 o1 T 200

Test for overall effect: Z = 2.10 (P = 0.04) Favours [Molnupirvir] Favours [control]
Risk of bias legend

(A) Bias arising from the randomization process

(B) Bias due to deviations 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)

EREEFEIRSE (20 BEFR)

Molnupiravir 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
Angélica 2021 664 709 635 699 100.0% 1.03 [1.00, 1.06] Il eeeee
Total (95% CI) 709 699 100.0% 1.03 [1.00, 1.06] -
Total events 664 635
Heterogeneity: Not applicable 0&s 09 1 %)

Test for overall effect: Z = 1.97 (P = 0.05) Favours [control] Favours [Molnupravir]
Risk of bias legend

(A) Bias arising from the randomization process

(B) Bias due to deviations 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)

KEERERBEDER
Angélica 2021 : BB PICHTET. ARELGLHEMADIzZ &

ERFEER

Molnupiravir 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
Angélica 2021 49 710 67 701 100.0% 0.72 [0.51, 1.03] — FEEEE
Total (95% CI) 710 701 100.0% 0.72 [0.51, 1.03] -
Total events 49 67
Heterogeneity: Not applicable o'z NG b &

Test for overall effect: Z = 1.81 (P = 0.07) Favours [Molnupiravir] Favours [control]
Risk of bias legend

(A) Bias arising from the randomization process

(B) Bias due to deviations 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)
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3. IETVREHNEEID T—TI (BEEEIDY TS IL—T)
3.1 BEREICHTAIIETUVRENE EIDT—TI
3.1.1GRADE ZEFT>ARX7A774M)L

0t | ELRE | avka
SEL (95% Cl) (95% Cl)

£REET
1 RCT &zl RElTi R 3 L 1/709 9/699 RR 0.11 11 fewer per 1,000 oOOO BX
T A &7 2 (0.1%) (1.3%) (0.01 to 0.86) (13 fewer to 2 fewer) FEEIZE
EREREER D=
1 RCT ZZT FATH EEIC | FRTHL L 664/709 | 635/699 RR 1.03 27 more per 1,000 o000 EX
A4A A w72 (93.7%) | (90.8%) (1.00 to 1.06) (0 fewer to 45 more) 1B
EEARER
1 RCT ZZT FATH B EH° L 49/710 67/701 RR 0.72 27 fewer per 1,000 o000 EX
A4A A w72 (6.9%) (9.6%) (0.51 t0 1.03) (47 fewer to 3 more) FEEIE

Cl: {E38XM; RCT: S VA L{LLEFRE, RR: YRSk

SPAREIEIRE L. «0.05, &N 80% & LTEHE)

a RMEETVFURBEEICIREL TS0, BEEN SONERBRDIATOBRKE IFEL L, BEAREG-T-E
EDUARIVEAFDO—DELTRFEN 10MULELD, 0 ZEHASEHELLAED1TWTH S,

b. RBEEREF M- LN,
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3.1.2 GRADE Evidence-to-Decision +— 7L
CQ10 BERfE COVID-19 BEITEIRESELEZEBETEIMN?

£H: A COVID-19 & (8&fF)

NA: ELXESEILEZRE

HEEeRHR: T teREE

EEBT7 DL ERART. BRERKHE. EEFEER

yTa Y AlREE

BADBEDRR

VANADEEERET HEHTH S,

ELXESEIL (55TUA® &, N-hhydroxycytidine DIERXFX I LA KTORKSYTTH
Y. SARS-CoV-2 #[E L& LE=RNA DA LRIz L TiEREZEH D, SARS-Cov-2 B EIZHITS
RNA dependent RNA polymerase ST 52 L2k Y. I/ ILXA RNA DEFIIZEEFEAL,

[l "8

COMBIEEXREETIN?

F b JH—FIETUR

ARV EILXEFELIE COVID-19 TR L THRB SNz, NIRABRETHS, 2021

O &8F5<. LWZ F£11B4BICAFIRT, HATUHTERITEKRB SN, AIPTEH MEHHIARE

O s8F5<.0 FW FIEI IT&Y 2021 FE 12 B 24 BIZHE OO T D/ L RABREEADABRELLT

| WFEA AEENT-, EELYRIOHAHFHIOFIMNLABEOREELEHE. A
BROFELED YR EEFBT 5 LOBKRUERIIREN, £, BONBRETH

O SFESE Y, BLOBBICNATES, LELY, CQURICELEBRMERNKREL

O Sh5AEL EZbnd,

EFELLWVHE

FHENIZLELLDRIZEDEENLDTTA?

1 i VY—FIETFUR

O Hdh BEBREEWMRE L= RCT (Angélica 2021) A1 #ERAES =, 2RHEFETI

xR ®TBIBHEFMIE. 1000 ALF=Y 11 ADAELN(95%CL: 13 AL N~2 A7

O LYo BERIERKEICRET 2EMTEMEE. 1000 A=Y 27 ABLV(95%CI: 0 A

OXREL DIE~45 AZWY), BT A LOEMMMEEZEMOT Y EHLOD 1-5 5L
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O&FEITE
O ShsiLy:

EFRLIGLHR

LTEHSEGE. EROMNREEBIT. BREHEE LT 1000 AHT=Y 38
ABWN~B2ABNERY, WTHDBHETHLEILIXES ELITK BRI RE
Enfz, EELOHRE NS EHBTLT=,

FHEEIEELLBLHREZEDEENHLDTIA?

IR JY—FIETUR

OKEW SEEEEERICHL T, BERFEEXRE L1z RCT (Angélica 2021) Y1 4%
O Axhf, EAXESELEREICLYEEFESERORESEE 1000 AHfzY
O/hELy 27 NIy (95%CI: 47 AV N~3 A% THof-o EFLLHEVLSEIE
H H3h THhdh EHIErLT=,

O&FEETE

[ ) R=Y Ay A

IETURDIHEEN

DRICETHEHMEIET O RADHEREFFTTA?

1| JH—FIETUR

O E&EIZIE 2HRRAET. BREREE. EEFEZROTREEELSNOT Y FHLIZET S
[ R:3 IETFURADEREIF. TRTOT7IRHLT HE] THY. THEESLUNDOE
O DICBTEZEENLBIETOROEERMEE E) LHELIz, ETOT7I AL
O& IZh -2 EROREHTEE (Net Effect Estimate) DFREFES (X, BT b A

O EAmEAE L

iRk

LOMERDEATTEEBSETEL (RET Y b HLOMERZMDT ™ b5
L& 1-58ICLT-1BETH)
AoV L—FEY, 2BRHLIET U ROEEMEG ME] &L,

[Net benefit] THo1=. ZTDF=H. THEESTIK

ARDEELRT I A LEEDEREERT AN ODVTEELTHEREEHY EFIH?

115

JY—FIETUR

OEBELGTEEREBESD2EHY

B ERLFHEREELRES DEDOAEE
EHY
OBZLTHEERFLEES2EFEZ

COVID-19 BEICHT 2 ELXESELEEIZETE. E7Y FHLIZELE
E - REOEERICET 5T -2 340, BESBETHECEMEVRIE THE
ERETHILICELT. BF - REOMERCERLTEEEEFEL DS
DERERIEH D,
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5L

O BZLTHEEEFLEESD2EFLL

MRDNFUR

ZELOVHREEFLLBVHRDONS VD RAFNAMASL LS ERHABEFLEIN?

1

JH—FIETUR

O B BRAMEAL

O LLBxdBAE £ 5 < B
ONABLEBERRLVTNEBATEL
O &% 5 < NALMER

W T ADMEAL

O&FETE
O ahdiL:

A

LRARELERERFECONT, BEFREEKRT L LLCHRNRAFE
hd, BEF 1000 ALY DHRE LTEFERETIE 11 A7, ERRRAEIR
EFZ27 A, EEAFEERERIZ 27T ADBVTHf=. 2FY. 2TOTYH
NLEZEEL-ERORIEL. 1000 AZf=Y 65 AOFIHETHD (BT7 0 +AL
ICELMABEZRILE LIZBE) . &= RETV FHLDEZEEOEHFITIC
&oTH, TOFAERFEDLSEN ST, T, FIREEDNTVRE, £
LR ESELESDORELED &HIET LT,

COERBKFEZLGHEFFREICE > TREBEDTIMN?

1| JH—FIETUR
mEATAY-3 2022 F 2 ABRE. 577U CIEESBRKE (2021 F 12 A 24 BEFFIER) sh

O&E5<. LA
B EELSL, FW

O &Ly

OsFEEE

Iy E=Y Ay A

SSATRIRENE

Z DN AFEITARETT H?

TWaHH, EEFBEEEDL LERBBCRFERICRESATVS (BREL
BohTWL3) . X METIE. COVID-19 AEEL LTRASEABAEEL
BN, STTVF BB UE—ICBRTDHENRELLH-TEY . EREE
EOREEFEET 5, (AFHEICET #MIERE COVID-19 ZEDFS
EEBROL) REROBEVBEBFERRELTVEGN, ARRTHURV %
BRTEEILE2EADE. BE - FEOEAOBRANSFHEETLEES5,

I JY—FIETFUR
mEAYAY-3 2022 F 2 ABRE. 577U CIEEBRE (2022 5 12 A 24 BEFFIER) sh

BEELL. LA
O&E<. EW

O &Ly

TWHH, BEEFBEEEDD LABRTRERE L TEREECHFIER R4t
ENTLD, TLIRRITHELREL, BEDOA T/ 0 VKRITTTREFLA
BRMICBATEY., STTVAHA+RERETELNILBBESLD L
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OsEEE

O 2o b7

EHETHE.

Y=

=T

ATREMEIFIELY,

PROF5EESROC L)

(ERAAEICET 55#MILEFHE COVID-19
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HESZICRE 9 Sham (BRAERH)

j:ﬁ:l

i

vV BEREBEEVIELLEVEBEREICEAIESELEBETACLEHBHETS (F
WMER BEOEEEOIET VX : GRADE 2C)

E&tE

COVID-19 A RBHEICH LT, ZELVHRFEZFLLBVSRZLERY., TOIETURAD
MEEMIX TE) THotzo ALK RCT TRV FUERBEIIBRASATEY., 79 F Ui
EMN 80% %X ZARDBKREERLS, LML, BREKZRXELTCARERND L
(. BRI IEFEARFANEZDFZEFIKEN, T ZHREMICTHIBTL, BULVMHEREL LT,

HBITN—TIZET HRFEIER

TL

ECANDIRAEIR

FIGFIETIC K YEEBIZIE C-@BICHIMEBET 5 LD TIEALY,

RALIZRCT TIEI Y FUERBEEIBRASATE Y., dPARARCLLATVELOHAZEL
LTW3,

BRALEZRCTORRELG STZEEDYRIVAFD—D2& L TREED 70%LL LE 8. 60 &%
EFHASEWMETEED 17%TH D,

BALERCTTREAIVOVEAEFENTELT ., I/ 0 VKICRHTIMRERIET DL
DTIEAEL,

PEE - BEEICBVTRALEIET VR AL, BEE - EEICHTAHELIRRTTENL
LY,

B 1R &S

L

MRELDEBEEE

UTORRICET 2READROLNEES S,

- DIV A ILRE E DLEERET
CHORRIERREDHRABREDHRIZONVTORE
- AR L DFADHRIZ DOV TOIRE
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CO11 COVID-198BFIZ=ILTKFLIEL/) FFELEZEBRETEN?
S

V BEBSEPEL LAVBESEIC. LT RLILELSY FFELER
BET3LEBIHETZ (BOHRE BEOREEDIETUR
GRADE 2C)

V BEBE/ARNEEVELTIHESERE. AIFRBEE SdiaR
FNBELITEZEEREICTHTHIZIRILILEIL/Y) FFELDOEREIZD
WTIE., BEERTIIHEREZRRLAEL (no recommendation)

BE#H 2022438 29H

CQ11 ICEg9 % BinEH - ERAIIEHL
1. #ATIETVADROB YT —

BE2OHENDIEFURX (RCT) M RoB % 5
Cochrane RoB 2.0 ##HA L CFMfi L 7=, AT ET g =
> Z (% Hammond 2022 (EPIC-HR) @ 1#T#% > g ;&

Hammond 2022 (EPIC-HR) [%. % 5 B LMD g2t 2
fE COVID-19 L BMi & iz, T4 F UkEETEELL
R 188 B RBE 2246 BARETHD. KHA EREE
RSA vicki+d. hEE - EREICHST HEERHIC £ 8% s 2
BT 57— 2550, SERD S5 6.2%(E, £/ 5

" s : T 6 & £ 8 g
I:I—7')11151.17\1(9%#’é’%ﬂ‘ﬂﬂ.é1’1,7“‘:'75‘\’~ ZTDFETH- Hammond2022|.|.|.|.|.|
f=o 3T Low risk of bias & flrSht=,
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2. Z# LR FOY K
£[FREAEE (28 HER)

Nirmatrelvir+ritonavir Placebo Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI ABCDE
Hammond 2022 0 1039 121046 100.0% 0.0410.00,0.68] 2022 LTI T
Total (95% CI) 1039 1046 100.0% 0.04 [0.00, 0.68] ——
Total events 0 12

Heterogeneity: Not applicable

Test for overall effect: Z = 2.23 (P = 0.03) 0.01 0.1 1 10 100

Favours [Nirmatrelvir+ritonavir] - Favours [Placebo]

Risk of bias legend

(A) [Selection bias] Randomization process

(B) [Performance bias] Deviation from intended interventions
(C) [Attrition bias] Missing outcome data

(D) [Detection bias] Measurement of the outcome

(E) [Reporting bias] Selection of the reported result

ERERFEIRLE (28 BHFR)

Nirmatrelvir+ritonavir Placebo Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Hammond 2022 1031 1039 980 1046 100.0% 1.06 [1.04, 1.08] 2022
Total (95% Cl) 1039 1046 100.0% 1.06 [1.04, 1.08] ‘
Total events 1031 980

Heterogeneity: Not applicable

Test for overall effect: Z = 6.78 (P < 0.00001) 085 09 11 12

Favours [Placebo] Favours [Nirmatrelvir+ritonavir]

Risk of bias legend

(A) [Selection bias] Randomization process

(B) [Performance bias] Deviation from intended interventions
(C) [Attrition bias] Missing outcome data

(D) [Detection bias] Measurement of the outcome

(E) [Reporting bias] Selection of the reported result

XEEKREKRBEDEE
NEBETIH. ARZFELABMIBZWNWEEZONDZ EM S, Hammond 2022
(EPIC-HR) 2B WWTIX, 28 BRF R THI AR - IR T EFBIREKRBIELEEZ LT,

ERHEER (8i)

Nirmatrelvir+ritonavir Placebo Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI ABCDE
Hammond 2022 18 1109 74 1115 100.0% 024[0.15,041 2022 —— [ITIIY)
Total (95% Cl) 1109 1115 100.0% 0.24[0.15, 0.41] i
Total events 18 74
Heterogeneity: Not applicable 052 + + t

0.5 2
Test for overall effect: Z = 5.43 (P < 0.00001) Favours [Nirmatrelvir+ritonavir] Favours [Placebo]
Risk of bias legend
(A) [Selection bias] Randomization process
B) [Performance bias] Deviation from intended interventions
C) [Attrition bias] Missing outcome data
D) [Detection bias] Measurement of the outcome

(
(
(
(
(E) [Reporting bias] Selection of the reported result
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3.1.1GRADE ZEF>R7O77A)

nirmatrelv
WE | FRT | 4T R % Dt Li:bol Mt
F—HiE | EEEEH ir/ritonav placebo
|1 | 0IVRY (95% CI) (95% CI)
ir

EREET
1 | RCT | B#T | ®Elchw | EEIC | B | GL 0/1039 12/1046 RR 0.04 11 fewerper 1,000 | OO0 | Ex
A4 &7 @ (0.0%) (1.1%) (0.00t0 0.68) | (11 fewer to 4 fewer) JFEEIZIE
BREREIRHE
1 | RCT | BET | #alciw | % | #alc | 4L [1031/1039 | 980/1046 RR 1.06 56 more per 1,000 | DO | X
A4 &7 @ A4 (99.2%) (93.7%) (1.04t0 1.08) | (37 more to 75 more) &
ERFEER
1 | RCT | HalT | ®Elchu | sE#ic | #w@® | 4L | 181100 74/1115 RR 0.24 50 fewer per 1,000 | OO | Ex
A4 &7 @ (1.6%) (6.6%) (0.15t0 0.41) | (56 fewer to 39 fewer) JEEIZIE

SOC: BRI, Cl: (EHERKM; RCT: S5 U4 LALHERAER: RR: YRSt

BB (RERHR=EIL. «0.05, &7 80%& LTEE)

d BRASINWLEIETUVATHE, HEBBERXIVIFUORBBHEICREL TV, ABOTY FUEEROS S EEEL
FEEMEE 2 BET =,
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3.1.2 GRADE Evidence-to-Decision +— 7L

CQl1l B COVID-19 BEICZIT FLILENL/Y FFENLZRET ZH?

£H: A COVID-19 & (8&fF)

NA: ZIR RLILELSY FFEL

Bt HR: ISR

EEBT7 DL ERART. BRERKHE. EEFEER
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BADBEDRR

NFOEY R/ T (ZUT FLILELSY FFEL) [, FEIOFDAIILR (SARS-CoV-2)
DIAINRAEHITFARTH DA TATT7—E Mpro) ZBEETIHNREHFTH=IAT LI
ElE, ThzERHT S 0PIM ZEELEVNOFRELZHIFTI0REZET S FFELOEH
THd. BEFELIVRINHLEZFORREBELEH SO ENFFEIN, M OBIELYSZCDEEIC
NADNTELRAZTHLIAEFDBERREFNEEZ LN, COFHORCAEFIRELT,

%8

CORMBEIFEEBETIN?
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RCT A\ 1 ¥l Sz, 28 BEF AN LREETICKT 2R #EEEIL 1000
ABHT=Y 11 ADED (95%CI : 11 AD7EN~4 ADEW) THot= BRKER
BEICHT HHRETEEIL 1000 AdHT=Y 56 ADEM (95%CI : 37 AZL\~75
AL THoT=,
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