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2. IETVAREWNEED T—TI

21 Z#LRX+FAY L
2FREET (7-14 H)

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% Cl ABCDE
Chen 2020 0 116 0 120 Mot estimahle X ITIT]
Loy 2020 o9 010 Mot estimahle 728097
Total (95% CI) 125 130 Not estimable
Total ewents 0 0
Heterogeneity; Mot applicable ) 1 t |

; ) 0. [IN] 10 100
Testfar overall effect. Mot applicable Favours Favipiravir Favours Control

EREEEEReE (7 BRFR)

Favipiravir Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI ABCDE
Chen 2020 71116 62 120 99.0% 1.18[0.95,1.48] 708078
Lou 2020 2 q 1 10 1.0% 2.221[0.24, 20.57] r22@722
Total (95% CI) 125 130 100.0% 1.19 [0.95, 1.49] -
Total events T3 63
Heterageneity: Taus= 0.00; Chi®= 0.31, df= 1 (P = 0.58); F= 0% :D 2 D:S é 55
Testfor overall effect Z=1.53 (F=0.12) Favours Control Favours Favipiravir

ERFAEER

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
Chen 2020 o 116 0 120 Mot estirriatile 700 @
Total (95% CI) 116 120 Not estimable
Total ewents 0 1}
Heterogeneity; Mot applicable ID 2 DIS é 55
Testfar overall effect. Mot applicable Févours Fai.'ipiravir Favours Control

Risk of bias legend

(A) Randomization process

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

(D) Measurement of the outcome: Adverse events
(E) Selection of the reported results
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£FRAET (14 H)

2 RCT FHle | BT | BT | FE®IC | AL 0/125 0/130 FEHE a4V SR a0O00 EPN

B PN 3l (0.0%) (0.0%) JERICIE

BRPRERRE (T B)
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EOEEMEDOIET X : GRADE 2C)

v BERE/ABNEREVPEETIPEEEE. UO5VICAINRBER KPARED
BELTREEBEICHTEZT77EESELOBREICONTIE, BEATIIHEEEZIERL

7Ly (no recommendation)
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BECHLTE. EELVIHREEFEF L BVHREZ LESAHEST VLS. TOIETUR
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CQ2 COVID19BEICLLTIELEEBETSH?

HESE

vV BEBREEZVELLLEVBEREICHITALATUEILOEREIZDVTIE.
HEERTIEH#REZRRLAL  (no recommendation)

vV BERE/ARNMBREZEVLELTLIHEERE. AL ULICAIHRBFEERE K

FAREDELTHIEEREBICLLATVELDERESZHHET S (BL#
B EOEEEDIET R : GRADE 2C)

BEHA 20209 A 9H

CQ2 [2B8¥ HBMNEH : EIRAER

1. FAIETADRoB YT —

BrOBEDIETURX (RCT) ® RoB % Cochrane g )
RoB2.0 #EAL T LI, MATIETVRIE 2 # e
(Beigel 2020, Wang 2020) T& > 1=, 2 3 . 5 g
WFht ZEERES NI RCT THY. RoB FHEiI<# A
WTKRELBSEIEILEL, {BL Beigel 2020 TIEHEIC H * H ; ?.
B5Y2ERRE Y IOERENEIATEST . T ALL § 2 2 5 ¢
NOBEIZ OV TOBESAF+HTH Y HRRTRST 8 &z 83
HoAFATHD, TDFH. NANRICEET B/ | ©e200|@ |7 16 @|@
7 AIZDULVTIX. some concern & 514 L 7=, wang2020| @ | @ | @ | @ | @




2. TIETVREHEED T—TIL

21 Z4#LR 7OV E
2REFET GEBRHAR P RE 14 H)

remdesivir Control Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDE
Beigel 2020 -0.3867 0.2032 538 521 100.0% 0.70[0.47, 1.04] @000
Total (95% CI) 538 521 100.0% 0.70 [0.47,1.04]

Heterogeneity: Mot applicable
Test for overall effect Z=1.76 {P = 0.08)

2REFET GERHAR P R{E 28 H)

. . )
oo o 1 10 100
Favours remdesivir Favours control

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
Wang 2020 22 158 10 78 100.0% 1.09 [0.54, 2.18] eeéeee
Total (95% CI) 158 78 100.0% 1.09 [0.54, 2.18]
Total events 22 10
Heterogeneity: Not applicable Bor o1 1 10 100

Test for overall effect: Z = 0.23 (P = 0.82)

BRERAERERE (EBFHAR P R{E 28 H)

Favours Remdesivir Favours Control

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% Cl ABCDE
Beigel 2020 334 538 273 521 B1E% 1.18[1.07,1.32] @000
YWang 2020 103 158 45 78 19.4% 113 [0.81,1.41] o008
Total (95% CI) 696 599 100.0% 1.17 [1.07,1.29]
Total events 437 318
Heterageneity: Tau®= 0.00; Chi*= 014, df=1 (P = 0.70), F= 0% b oq 1 s 100

Test for overall effect: £=3.32 (P = 0.0009)

ERFEER

Favours control  Favours remdesivir

Remdesivir Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
Beigel 2020 114 541 141 522  84.6% 0.78 [0.63, 0.97] 02000
Wang 2020 28 155 20 78 15.4% 0.70 [0.43, 1.17) eéeeece
Total (95% CI) 696 600 100.0% 0.77 [0.63, 0.94] ¢
Total events 142 161

. 2 _ . Chi2 = - - S 12 = 09 ; t T t J
Heterogeneity: Tau? = 0.00; Chi’* = 0.13,df = 1 (P = 0.72); 1> = 0% 0ol o1 T 10 100

Test for overall effect: Z = 2.61 (P = 0.009)

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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(95% CI) (95% CI)

2RERT GEIF AR+ R{E 14 B)

1 ReT | e | mac | zu< | zae #L 58 % | 521 % HR 0.70 30 fewer per 1,000 opp) | =x
AN L A4 hn& hn&E (0.47 to 1.04) (54 fewer to 4 more) LS
£RRAT GEMAARM D R{E 28 A)
1| RT | mmT | RmT | RmT | sEmIC | 4L | 22158 | 10/78 RR 1.09 12 more per 1,000 e | =x
AN YA YA &Y © (13.9%) (12. 8%) (0.54 to 2.18) (59 fewer to 151 more) &
ERPRAEIK o E R AR 2 E 28 A)
2 ReT | mue | mac | mac | zac f#L 437696 | 318/599 RR1.17 90 more per 1,000 PPDPD | =x
H L H Ly (62.8%) | (63.1%) (1.07101.29) (37 more to 154 more) &
EERESER
2 RCT | e | @®ac | o< | guc #L 142/696 | 161/600 RR 0.77 62 fewer per 1,000 OPPD | =X
A4A A4A A4A A4A (20. 4%) (26. 8%) (0.63 to 0.94) (99 fewer to 16 fewer) =

RCT: 5 & LMbLbEkEAER: Cl: SRR HR: NH— Kt RR: YRS
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b. BNEBRENEELFEDREME RR=0.75) £EATWLS,
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DEAE (RR=0.75) & EELEFDREE (RR=1.25) OEHEEATL S,
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DO,
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vV BRBEELEELGVEEBEICHTSILATVELOREIZOVLTR, BRRTRE
#RZETLAEL  (no recommendation)
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TR : GRADE 2C)
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L2020 D 3N TLTY 2 FRXTH > 1=,

Horby 2020, Chen Z2020. ChenJ 2020, Tang 2020
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BEOLETH -, XRETIEEDEEE(E
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Z2020. Chen L2020 (X EM 5 FFfE. Chen J 2020
[FhZEETH 1=, Horby 2020, Tang 2020 (L%
HETHSH—AHT. Chen 22020, ChenJ 2020, Chen
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2. TETVRAEHNEED T—TI
21 Z#xLAXF7Ov bk
2[REET (28 H)

Hydroxychloroquine 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
Chen ) 2020 0 15 0 15 Not estimable 20@7 2
Chen L 2020 0 28 0 14 Not estimable 02000
Horby 2020 418 1561 788 3155 100.0% 1.07[0.97, 1.19] M @2222
Tang 2020 0 75 0o 75 Not estimable 20020
Total (95% CI) 1679 3259 100.0% 1.07 [0.97, 1.19] el
Total events 418 788
Heterogeneity: Not applicable +—+ + +
. 0.850.9 1.1 1.2
Test for overall effect: Z = 1.34 (P = 0.18) Favours [Hydroxychloroquine] Favours [control]
BRERAEIR (28 B B R)
Hydroxychloroquine 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
Horby 2020 941 1561 1982 3155 100.0% 0.96 [0.91, 1.01] @22272
Total (95% CI) 1561 3155 100.0% 0.96 [0.91, 1.01]
Total events 941 1982
Heterogeneity: Not applicable t u t t J
| 0.01 0.1 1 10 100
Test for overall effect: Z = 1.67 (P = 0.09) Favours [Hydroxychloroquine] Favours [Control]
=
EFHEER (14-28 H)
Hydroxychloroquine 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
Chen L 2020 0 28 0 14 Not estimable 2000
Chen J 2020 0 15 0 15 Not estimable 20@2
Tang 2020 2 75 0 75 100.0%  5.00[0.24, 102.42] L] » 22@02@
Total (95% CI) 118 104 100.0%  5.00 [0.24, 102.42] e —
Total events 2 0
Heterogeneity: Not applicable b + t J
R 0.01 0.1 10 100
Test for overall effect: Z = 1.04 (P = 0.30) Favours [Hydroxychloroquine] 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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22 GRADETEFYRX7RI77A4IL

iR O A

AT @ N =
#axt
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(95% CI) (95% CI)

=5 %

£RAET GBI RfE 28 B)

4 ROT | &l e | muic | ®mT | BRWT | AL | 418/1679 | 788/3259 RR 1.07 17 more per 1,000 | PP | =X
A4 Ly LY (24.9%) (24. 2%) (0.97 t0 1.19) (7 fewer to 46 LS
more)

BRPRAE R R E GBRER M R fE 28 H)

1 RCT | @l e | @mwT | #mc | s | 4L | 941/1561 | 1982/3155 |  RR0.96 25 fewer per 1,000 | @G | &%
A A LY (60. 3%) (62. 8%) (0.91t0 1.01) (57 fewer to 6 LS
more)

ERAEER(BHHRFEFER 14~28 )

3 ROT | mum e | mmc | mmc | Emic [ mL | 2118 0/104 RR 5.00 il T eOO0 | =

A Ly Fl ° (1.7%) (0. 0%) (0.24 to 102.4) FEHITIE

RCT: 5 o4 LbtLEERER: Cl: {S3EXM: RR: YR K

B

a. EHDORBIER (BELEAANSD@ER. 7o bALT—2RE, 77 FHLAIE) TRALHE SN

b. RBFRE OIS BEAEH-ET . VW EHERMNEELFEDEE (RR=0.75) LEELENEE (RR=1.25) OM
FEEATWS,
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2.3 GRADE Evidence-to-Decision +—7JJL
CQ3 COVID-19 &/ FOx>osnoox 28542507

£H: B A COVID-19 2%

T A: N rFoxyooxois

LB BR: BRERR

EEBT7I DL ERART. BRERKHE. EEFEER

YT NEkHDDITAREE

BADBEDRR

N RRF2oR0XY (F5=700) F335 ) 7aREE L TRESNER T, REREER
EHTO-OBCRARBOBRRICLERASN TS, AMTREFUTYTI F—TRG LR
L 2015 F 7 AICBERFEARB SNz, SARS ®MERS #3|EI$IAFT I LRISH L TH
TALRERANRH D EHHBN, SARS-CoV-2 [ZX LTH invito EEEHT S EABESIT
(AT

il

COMBBERETI N ?

IR JY—FIETUR

0 Lz COVID-19 R THET B8V FI v 9 LG THY REEML RIS
0 825<. L0k < RAEORLFRBTHE. HAamARN ADBRHBABUEETH TEA
O &€6<. F THY. ZOPTHNS FAF Y AAF UL COVID-19 (23 L THRM R
L ENA NEEMD—DELTREATEICHERASIND L S ICH 2N EDEMEEEE >

THELHY. CQURICHELBRHERNREV BT L,

O &FEEE

O 2ol

ZFLLHE

FHENBLELLHREEOREDLDTTH?

H JH—FIETUR

B HFhH 28 ABAO2 FEECOHRHEEIEE 1000 A=Y 17 AOEM (95%CI: 7 A
m/RIR Bb~46 AHEI) T 1=, 28 B EEHADHKERREOHRIEEIEL, 1000 A
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OsFEEE
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ZFLLGLHE

Lf=1) 25 ADiFEY (95%Cl : 57 AFAd~6 AEiN) THo1z. UED2 D07
FHLOMERHRE (EBERME) &Y. EFELOSROAEEITHITITHD LH
Br L=,

FHEEIEELLBLHRIEZEDEENHLDTIA?

1| JH—FIETUR

OXEW LRARTORRHEEMEIL 1000 ALt 17 ADEM (95%Cl : 7 N ~46 A

O #in) THof=, 28 BB RDRKERTEDHNRHEEMEIL. 1000 AH7=Y) 25

m/pE ADFD (95%Cl : 57 NiFib~6 AEM) THo1=ze UED2DDT I FHLD

Obhehr xR (1000 AZf=Y 42 AOFHEM) &Y., EFLLBVLHRIFE, hELN
LT,

O&xEEFE

O an sy

IETORADEEM

DRICETHEHMEIET O RADHEREFF T A ?

1| JH—FIETUR

O FEHIZE 2RARE., BREKKE. AEFROT7 VI MLICEVWTIET U ADEERM
O g (. Tl HBLE TIEFITE] LHEL-, WFhing Faxoo/noxo(c
W BUETHIBREILGVOFAERF—BLTWSEER. ERMEIET VRO
o= FERMEE Ty LT,

O ZAMELZL

iRk

ARDEELRT I A LEEDEREERT AN ODVTEELTHEREEHY EFIH?

115

JY—FIETUR

OBZLTHEEREFLEES2EHY
O BEZLATHEEREE LTS5 DOEDAEE
EHY
OBZLATHEERFLEES2EFEZ

COVID-19 BEIZHT 5/ FAFL /00X BEICBITS. £7 9 bALIC
BLEE - FEOMEBICET ST —2EHE0, FELTY FALIZDONT, &
F REOMERICEELGAEEEFTLEES DAV ENFEEIRS,
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DTHD, LA >T, 7V hALERICHIZY, 1000 AZif=l 42 NIZELH
BEMD, FIBREFEDNASVRABNA FOF 2o/ 00F VEOENED & #
B L=

COERBKFEZLGHEFFREICE > TREBEDTIMN?
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ZDNAIFERITARETT HV?

IR JY—FIETUR
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1 UH—FIEFUR
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HR(ZRE TSI

j:ﬁ:l

Ha

TRTOEFEED COVID-19 BEIT/NA FOX/ 00X 2B E5LENCEERMHET
5 GEAVER DOHEEEDIETUX : GRADE 1B)

IE4fE

ETDT7 I FALTEFELLGVHNRPEZLVSIRZERI o=, 7V FALERICH-ST
ETUADHERMEE (] THD. BEMITHE L, FREDRNMEEL LT,

B I TIN—TIZET HRHAFE

Tl

£ NyAYY oRY - B E 3]

WSHIMIC K DEFICIS C-BISHIMEEET 2 LD TIEALY,

B4 & 5V

TL

MRELDEBEEE

UTORBICET 2REDVROLNES 5,
HMORMEMET CRAOIA L UEE)EDHAREDZIEICOVTORE
- EREHEMER 2T B COVID-19 REFHHBIZ DN TDEE

- KiR#EH D RoB HMELY RCT DX
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CQ4 COVID-19 BEIZXTOA4 FEEBETEIZMN?
HESE

V BEBREEVREBELLGVBEREICTXVAYYUERELLEVN LZMHE

CHRTD GRLMER PORERENDIET VR :

GRADE 1B)

vV BERS/ARNBRELELTHIPFERE.COVICATTRBEE %
FERMEVELTHIEEBRBICTIVAYY U ZEETH L e R

T35 (BMER " BOEEEOIETVX : GRAD

E1A)

X BRRATIX COVID-19 BEFICH LTRAWSRELGZATOA FOEER

BUICRERZRNT 5-ODERLRMRELL

BB 202059 A9 H

CQ4 [CEi9 %:BMEH : HERAIRRL

1. BATIETVADRoBH T —
BH2OMENDITETURX (RCT) ® RoB % Cochrane
RoB 2.0 #fHALTCEM@E Lz, BEAIETURIE 1 &
(Horby 2020) T. preliminary report Té&% -7, & RCT
TIX COVID-19 MsEhnt=. HHIVIREELZE SN
1= 6425 BHRER EGY . TORNERILERIER 1535 &, F
% 3883 £, FAERE 1007 &2 TH o1z, Open-label X5&
THYFENA T ANBEEINED, M|ESNTWLET
D hAL (EREART) CEBEEILZNEEZLONDS,

3 | Deviations from intended interventions

@ | Randomization process

@ | Missing outcome data

@ | Measurement of the outcome
@ | selection of the reported results

Horby 2020|
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2. TIETVREHNL ED T—TI(EEERNDY TITIL—T)
21 BEBEICET3IETUVREHEED T—TI

211 2x LA rTOY b+

£EEEE (714 H)

Dexamethasone usual care Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight 1V, d 95% ClI 1V, d 95% ClI ABCDE
Horby 2020 -0.43 0.12 324 683 100.0%  0.65[0.51,0.82] @666
Total (95% CI) 324 683 100.0% 0.65 [0.51, 0.82] -
ity: i ' ' i }
Heterogeneity: Not applicable 02 G 3 5

Test for overall effect: Z = 3.58 (P = 0.0003) Favours [Dexamethasone] Favours [usual care]
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

ERPRAE RN (7 H B B )
RASN=-RCT TR, FIATES T2 EHFEELAL,

ERHEER
BRASN-RCT Tk, FIATEST—2EHEELLL,

212 GRADE X EF>X7AO774)L

iR O F A

A% #xt

(95% CI) (95% CI)

SFRART (EEH) (BUHHAMPRE 28 A)

1 RT | ®aic | wc | #&wc | ®uc | wL | 3 683 HR 0.65 120 fewer per 1,000 | PP | EX
A4 LY LY LY (0.5110 0.82) (174 fewer to 59 fewer) (23]
=
41.0% 120 fewer per 1,000

(174 fewer to 59 fewer)

RCT: 5 > & LbLEESERER, ClSEXM, HR:/\T—Fib
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2.1.3 GRADE Evidence-to-Decision +— 7L

CQ4-1 EJfF COVID-19 BFICATRHAA F&BRETHMN?

£H: A COVID-19 B4 (EE)

A FTERYAGY USROS D VIEETE)

LB BR: BRERR

EEBT7I DL ERART. BRERKHE. EEFEER

2yTa2Y: AlREE

BADBEDRR

AT OA RIIFAGRENEET 20, TORTEHETFYAS YL (THROVEFE®. TH KA
UE®) &, SEITFELERBISH L THELZERES., 1959 ENSBRFENTLVS, COVID-19 BNESE
LT 2HFIE, BEITRT LIV IWRMERE (H5N1 4 > TILT U4, SARS, HINT A v J)LT
UHIRE) DESIT, BEICSLWTRERENBRICHKET DL TRFEEENREELILETHD
EHATIN TS, RTO04 FRZOGKEGELENT HERAVPMFEIATL S,

)]

COMREFBAEEETIA?

¥ e JH—FIETUR

O Lz COVID-19 [FRENHMNEL< . EEFIDETEIEWN, F. EREROTEER
O &8F6<. WA T, BEROEFBRACHERGELZSISEOLTVWSGERRMA Y b
O &sF5<. F KEV, BR, THIIHTDARBRELLHAREENHHRTOA FIZEHT S CQ
YA} DEEEFIENEER D,

O &FEEE

O 2ol

EF LR

FHINDZLELLHRIZEDEENHLDTTHN?

F b JH—FIETUR

O hbdh RCT A% preliminary report T&H 2 M 1 D2 ITHE S iz, 2 RFARTICET 2R
O /hEby HEMEIX, 1000 AZ7=Y 120 ALY (95%C1174 AD7RLN~59 A7) T
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5L

B EEGFHEREEELRESD2EFHEL

HMRDINT DR

EFELOMREEZFLLBLMRDNS VRABAAL L EBEHBEXFLETH?

IR JY—FIETUR

O HBR A SREECIH L TT 44 Y UBEH, REEOERIHVEERICH LT
O LEXEAESZ 5 B DRHYETIHRETH 7= (HR 0.65, 95%Cl: 0.51~0.82, AR, BE
ONADEBEARLODTNLBATHL | 1000 AH7=Y 120 AEd, 95%Cl : 174 N ~59 AFd) . BEERICEHLT
O &€ 5 <TANERE . RA7VIFHLBEELEZERGLONH S EE—MMICIFEZ S50, L
B AR =0 T2EE LTI TR ANEL) THDHE L1z,
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ZDNAIFERITARETT HV?

FI7 YH—FIETUR
EAIAY A704 FRERF, WVESRIETLRITEAIRETHLEER D,

O&FEL<. LWVA
O&EL<. FWY
[_NEYA

29



OsFEEE
O aMiEL

30




HEICET SRR(EESS)

HER

ALRGBRER KPAREVDELTAIEERFICTI A UERETHEEWHH
B/BYDH BMER/BOERMEDIET VX : GRADE 1A)
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22 FEEBEICHTAIETUORENEED T—T
221 74#LRMFTAOYF
LEEREE (714 H)

Dexamethasone usual care Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup  log[Hazard Ratio]  SE Total Total Weight 1V, d 95% ClI v, d 95% ClI ABCDE
Horby 2020 -0.22 0.07 1279 2604 100.0%  0.801[0.70, 0.92] | ] CEXLXIY]
Total (95% CI) 1279 2604 100.0% 0.80 [0.70, 0.92] L 2
ity: i ' } i }
Heterogeneity: Not applicable o> G 3 3

Test for overall effect: Z = 3.14 (P = 0.002) Favours [Dexamethasone] Favours [usual care]
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

ERPRAE RN (7 H B B )
BRASN=RCT TIE, FIATES T2 EHFELAL,

ERHEER
BRASN-RCT Tk, FIATEST—2EHEELLL,

222GRADE I EFR7A77A)

TN ) P4

Hx #xt

(95% CI) (95% CI)

SRAEC (hHFEH) (GBIHHIRFPRE 28 B)

1 ROT | #mic | #uic | #ac | #®ac | &L | 1279 2604 HR 0.80 44 fewer per 1,000 PDPD | =X
A4 A4 A4 A4 (0.70 to 0.92) (68 fewer to 17 fewer) (43)
=
25.0% 44 fewer per 1,000

(68 fewer to 17 fewer)

RCT: 5 o4 LbELERERER: CLSEXM. HR:NY—Fib
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2.2.3 GRADE Evidence-to-Decision +— 7L
CQ4-2 HhEfE COVID-19 BFICRT0OA FZ&R59T5H5M7?

£H: A COVID-19 B&(h )

A FTERYAGY USROS D VIEETE)

LB BR: BRERR

EEBT7I DL ERART. BRERKHE. EEFEER

2yTa2Y: AlREE

BADBEDRR

AT OA RIIFAGRENEET 20, TORTEHETFYAS YL (THROVEFE®. TH KA
UE®) &, SEITFELERBISH L THELZERES., 1959 ENSBRFENTLVS, COVID-19 BNESE
LT 2HFIE, BEITRT LIV IWRMERE (H5N1 4 > TILT U4, SARS, HINT A v J)LT
UHIRE) DESIT, BEICSLWTRERENBRICHKET DL TRFEEENREELILETHD
EHATIN TS, RTO04 FRZOGKEGELENT HERAVPMFEIATL S,

)]

COMREFBAEEETIA?

¥ e JH—FIETUR

O Lz COVID-19 [FRENHMNEL< . EEFIDETEIEWN, F. EREROTEER
O &8F6<. WA T, BEROEFBRACHERGELZSISEOLTVWSGERRMA Y b
O &sF5<. F KEV, BR, THIIHTDARBRELLHAREENHHRTOA FIZEHT S CQ
YA} DEEEFIENEER D,

O &FEEE

O 2ol

EF LR

FHINDZLELLHRIZEDEENHLDTTHN?

F b JH—FIETUR

O hbdh RCT O preliminary report A% 1 #H-hit S iz, 2FRFAETICET 23R HETEMEIL.
H /pELy 1,000 A=Y 44 AD7RLY (95%C168 AV ARLN~17 A 7ELY) THo 1=, BRI
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O&xEEFE B, LEA2T, 2KE LTOHFEAREMEGL NI THDE LT
O an sy

SSATRIRENE
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O&FEL<. LWVA
O&EL<. FWY
[_NEYA

35



OsFEEE
O aMiEL

36




HEICHT SEM(PFERSE)

BEREEVDELTIDEFREICTIVAYYUZBETEIL2MHET S GaLVE
2 E0REHEOIEFT X : GRADE 1A)

IE4fE

ZFELOHREN ThEWV ) EELLKABVHRN NS THEM, ED/NF DV RITDONTIE
ARDEBYNANBRTHD EHIBILT=, . TUMHILERITHEZSIET VADHEE
HIE ISl THD. TENOZTHRARITHIEL., RUMERLE LT,

Y I TIN—TIZET HRHFEE

L

KIS hMH HIRFFE
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BERASNE 1O RCT TIE, 6mg THF Y AH VY (EOHDHVIERIKIEKE) —H—EHOKRE
Z. FRE 10 BFE (10 BURIZERE L-EBETRRET) 27-oTWS, LA L, BERT
(¥ COVID-19 BEICHLTRAWVWSRBELZATOA FOEBERLELWICKREEZTRNT 510D
[EX::324:330 A E AN AN

EER & Fm
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23 BEBEICHISIET UV ARNEED T—TI
231 7+ LA MTOY F
£FERET (7-14 H)

Dexamethasone usual care Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight 1V, 95% ClI v, 95% ClI ABCDE
Horby 2020 0.2 0.14 501 1034 100.0%  1.22[0.93, 1.61] - e2eee
Total (95% CI) 501 1034 100.0% 1.22[0.93, 1.61] -
Heterogeneity: Not applicable 0:2 015 5 é

Test for overall effect: Z = 1.43 (P = 0.15) Favours [Dexamethasone] Favours [usual care]

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

ERPRAE RN (7 H B B )
BRASN=RCT TIE, FIATES T2 EHFELAL,

ERHEER
BRASN-RCT Tk, FIATEST—2EHEELLL,

2.32GRADE I EFR7A77A)

TN ) P4

Hx #xt

(95% CI) (95% CI)

SRAEC (BEH) CEHHRETRE 28 B)

1 RCT T | BuT | ®uT | ®uc | AL 501 1034 HR 1.22 26 more per 1,000 PDPD | =X
L B B (0.93 to 1.61) (9 fewer to 71 more) O
&
1034 26 more per 1,000

(9 fewer to 71 more)

RCT: 5 o4 LbELERERER: CLSEXM. HR:NY—Fib
Bl

a. ISWERERMAVARRMOBEEL T HREME HR 1.25) BT,
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2.3.3 GRADE Evidence-to-Decision +— 7L
CQ4-3 #FJE COVID-19 BFEICRTAA FEHRETIMN?

£H: A COVID-19 8% (8 4E)

A FTERYAGY USROS D VIEETE)

LB BR: BRERR

EEBT7I DL ERART. BRERKHE. EEFEER
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BADBEDRR
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LT 2HFIE, BEITRT LIV IWRMERE (H5N1 4 > TILT U4, SARS, HINT A v J)LT
UHIRE) DESIT, BEICSLWTRERENBRICHKET DL TRFEEENREELILETHD
EHATIN TS, RTO04 FRZOGKEGELENT HERAVPMFEIATL S,

)]

COMREFBAEEETIA?

¥ e JH—FIETUR

O Lz COVID-19 [FRENHMNEL< . EEFIDETEIEWN, F. EREROTEER
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O &sF5<. F KEV, BR, THIIHTDARBRELLHAREENHHRTOA FIZEHT S CQ
YA} DEEEFIENEER D,

O &FEEE

O 2ol

EF LR

FHINDZLELLHRIZEDEENHLDTTHN?

F b JH—FIETUR

B H3H RCT O preliminary report A% 1 #H-hit S iz, 2FRFAETICET 23R HETEMEIL.
O /hEby 1000 AZf=t) 26 ALY (95%Cl : 9 ADAELN ~71 AZ L) Thofz, BRERIER
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B EEGFHEREEELRESD2EFHEL

HMRDINT DR

EFELOMREEZFLLBLMRDNS VRABAAL L EBEHBEXFLETH?

IR JY—FIETUR

O HBR A SEEECIH L TT YA YV U REH, BRASELEE LT OBERIH
W LERENEZ 5 B LTHRLGLERIHEETH o= (HR1.22,95%Cl:0.93~1.61, #ExiZh (% 1000
ONALEBHRLOTHEBLTEL [ Af=Y 26 A, 95%Cl : 9 NiFi~71 Afg). HEFRICEAL TE, BWERT
O &€ 5 <TANERE FRIATERST—2EFEABVARTOA FO—RHGEMEROREELSH D ENF
O A ADMEAL BEhd, LEAS>TRAELTE THEHBENESE L KB THHE LT,
OsFEETE

O a7y

A

COERBKFEZLGHEFFREICE > TREBEDTIMN?

F b JH—FIETUR

mERYAY-S AT AA FEEFBMECARMETFREEBERELETOMOEEREICHT 55X
BEZHL, LR BREELE LTOMEEMNRCRE SN TE, o, TIYAY Y VLRI
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HEICET SRR(BESS)

BEREEVELE LLAVEERBICTIVAYYUZBE LGBV EERCHET S GALY
JeHE  DOREMEODIET R : GRADE 1B)

IE4fE

ZFELVHRN ThIh I EELLAGVRRA TS THY ., 7Y MHLERICH=4T
ETUADERMEE (] THD. TN ZHREHITHIET L., SRLEHELE L=,

B I TIN—TIZET HRHAFE
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£ NyAYY oRY - B E 3]

REDREEZET 5. REDEVFERZ EEFICIE CBINHZERET 2D TEERLY,
BRASN- 1O RCT T, 6mg THFHAH VY (BAHDHVEHIKERS) —B—EHOKRE
Z. FR%E 10 B (10 BUAIZERELE-EETRRET) 27T, LAL, BERT
[ COVID-19 BEICKH L THWSARELRATOA FOBELLVICIREEZRMT 520D
EELBBEEZL,
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CQ5 COVID-19 &BEIZFLYXTTEBRETEM?
e 252
v COVID-19 BEIZxT B FLUXTTOBEIZOVLTIL., HE A TITHES

BRLAGLY  (no recommendation)

BEHA 20209 A 9H

CQ5 (BT 5EMEH : ERrIRH

| bt | p2 | D3 TiSKDo;ma]”;ﬁ;am\s D6 | D7 | Overal]
. oo @ O ® © @ @ O O
1. RATETADRoBH <) — e @ @ O © © ©@ © @
BROBENDIETUOR(BREHFE)D RoB 2 (== @ ® & © & @ © O
_ = _ — = canpoctiano 2020 () ® ® 606 C O
Cochrane ROBINS-| [Z& Y &Fffi L f=(RoB T—JJLI& Lm0 000000 @
ROBINS-l D RY—ILT&H A robvis ZTAWLWTHER L "o @ @ @ @ @ @ © @
: aaz | @ @ © O © @ © O
[Luke AMcGuinness, et al. Res Synth Methods 2020 Apr R e © © Iy
26. doi: 10.1002/jrsm.1411.]), sz @ @ @ ©@ ® © @
BAIETURIE 10 4T, Z055 4 4ATL Sy N6 O @ @ & @ 00
> l\EﬁX—G&OT:(b-_Xj y IN D_)LE}F;’L& g 4’ I\)l/ g?m;i;siiuelocunwunding Ju.dggme,m
CRBEATVAHIRLHEN. NEORHORKR, £ Sl e e
Ds: Bias due to missing data. = Moderate
TRAAZEIAR—FARTH o) SHMNATIIEIRIRE 07 2o in seecton ol e reporsd resu ® o

@) No information

BLEODLEETEAREAZZETSIERERETILONR
EL. THIBEREZETIPEERETIORRE
L Tl =,

WFhOMEL., PV TREHEFREHDER
RFOREBENKRETEEF+2THY . KBEFITEX
2RBVNNATANEREND, Ff-. ZLOMATEHE
FIRREA E M AR ERLG > THEY . FEERB/ANA TR
[CKBNATR)RBZBEEIND,
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2. TETVRAEHNEED T—TI
21 Z#xLAXF7Ov bk
LEEREE (7-28 H)

Tocilizumab Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI ABCDETFG
1.1.1 B
Ip 2020 62 134 231 413 12.7% 0.68 [0.46, 1.00] — LK BN N )
Rojas-Marte 2020 43 96 55 97 11.9% 0.62 [0.35, 1.09] — [ 3 O © 96
Somers 2020 14 78 27 76 11.1% 0.40[0.19, 0.84] — o0 ® 0o @ ec
Subtotal (95% CI) 308 586 35.7% 0.61 [0.45, 0.82] L 3
Total events 119 313
Heterogeneity: Tau? = 0.00; Chi? = 1.56, df = 2 (P = 0.46); I> = 0%
Test for overall effect: Z = 3.29 (P = 0.0010)
1.1.2 REE }
Campochiaro 2020 5 32 11 33 8.6% 0.37[0.11, 1.23] —_— o @00
Capra 2020 2 62 11 23 6.6% 0.04[0.01, 0.19] +——— L 00
Colaneri 2020 5 21 19 91  9.0% 1.18 [0.38, 3.64] —t o0 ® 0 @
Garcia 2020 8 77 17 94 10.2% 0.53[0.21, 1.29] —_— ‘. & 0@
Klopfenstein 2020 5 20 12 25 8.2% 0.36 [0.10, 1.30] —_— o0 000
Martinez-Sanz 2020 61 260 120 969 12.9% 2.17 [1.54, 3.06] - |19® ® 0 6
Mikulska 2020 4 29 23 66 8.8% 0.30 [0.09, 0.96] I — o000
Subtotal (95% CI) 501 1301 64.3% 0.46 [0.17, 1.23] ’»
Total events 90 213
Heterogeneity: Tau? = 1.46; Chi = 45.64, df = 6 (P < 0.00001); I> = 87%
Test for overall effect: Z = 1.54 (P = 0.12)
Total (95% CI) 809 1887 100.0% 0.52 [0.29, 0.94] ‘
Total events 209 526
Heterogeneity: Tau? = 0.67; Chi? = 57.58, df = 9 (P < 0.00001); I* = 84% 50 o1 051 150 1005
Test for overall effec_t: z=218 (P_= 0.03) Favours [Tocilizumab] Favours [control]
Test for subgroup differences: Chi? = 0.29, df = 1 (P = 0.59), I> = 0%
.
B RO (28 HEFR)
Tocilizumab Control 0Odds Ratio 0Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI ABCDETFG
Campochiaro 2020 22 32 20 33 100.0% 1.4310.51, 3.98] eooo0e0e0 o0
Total (95% CI) 32 33 100.0% 1.43 [0.51, 3.98]
Total events 22 20
Heterogeneity: Not applicable 50 o1 051 T 150 1005
Test for overall effect: Z = 0.69 (P = 0.49) Favours [control] Favours [Tocilizumab]
ERAEER
Tocilizumab Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Campochiaro 2020 8 32 9 33 19.8% 0.89[0.29, 2.69] — 0000 OO -
Colaneri 2020 0 21 0 97 Not estimable o0 @@ e@C
Ip 2020 18 134 44 413 27.8% 1.30[0.72, 2.34] T 00000 O C
Rojas-Marte 2020 16 96 26 97  26.0% 0.55[0.27, 1.10] — = e 20 @
Somers 2020 42 78 20 76 26.4% 3.27 [1.66, 6.43] — P ®®:
Total (95% CI) 361 716 100.0% 1.23 [0.56, 2.68]
Total events 84 99

001 0.1 1 10 100
Favours [Tocilizumab] Favours [control]

Heterogeneity: Tau? = 0.48; Chi® = 13.45, df = 3 (P = 0.004); I> = 78%
Test for overall effect: Z = 0.51 (P = 0.61)

Risk of bias legend

(A) Bias due to confounding

(B) Bias in selection of participants into the study

(C) Bias in classification of interventions

(D) Bias due to deviations from intended interventions
(E) Bias due to missing data

(F) Bias in measurement of outcomes

(G) Bias in selection of the reported result
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22GRADE T EF>AX7A774I)l

iR O F A

Licko) #xt

(95% CI) (95% CI)

£FRAET (-28 H)

10 | &2 | extremely | ®m<wn | @®m | @@ | 4 | 200800 | 5261887 OR 0.52 111 fewerper 1,000 | OO0 | &%

HR serious ° (AN ¢ T L (25.8%) (27.9%) (0.29t0 0.94) | (178 fewer to 12 fewer) JEEICIE

ERAREERHE (-28 B)

1| B | extremely | muen | mu | %3 | 5 | 22132 20/33 OR 1.43 gtmoreper1,000 | OO | &%
HE | serious ° 0 o ® | L | 688%) | (60.6%) | (0.51t03.98) (166 fewer to 254 EEIIE
%l ¢ more)
EERESER
5 | mE | extremely | mmc | mm | 2 | n | sa3s1 99/716 OR 1.23 27 more per 1,000 OO0 | =%
WE | serious ® <t | 1=E | L | (233%) | (13.8%) | (0.56t02.68) | (56 fewerto 162 more) FEHITIE
Ly 7 ¢

Cl: {E3RXM: OR: #v Xtk

Bl

a. FITH+DEHEEFDIFEIZLS confounding bias. immortal time bias 2% selection bias (ROBINS-1)

b. B TILRLTHEREMEMNMELY), PHEETIHFZNEEMENFTL=87%). WTNOGESLRENETIE T XOREEE
[FMIERICEIEED

¢. Co-intervention # Y (Hydroxychloroquine, azithromycin, steroids 7£&)

d. REFHRE(OIS:RR 1.25, 2 0.05. 1R 80%TIEH B 144 ARBE)EEL ST EBERMDIEAEL

e. BEMNELC=78%)., HIGHDHDERBAL DML
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2.3 GRADE Evidence-to-Decision +— 7 /L

CQ5 COVID-19 BEIZrIYW X2 ITZHBETHIM?

£H: B A COVID-19 2%

T A: PO X TEESEFEHDVIZRTE)

LB BR: BRERR
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BADBEDRR

EJE COVID-19 BFIZEWT, 41 2 —0O4 % 6(IL6)EETLREMY A Fha D OEEAEM
L. REETLEAET D EMABESATNDS, IL-6 ZBRERETHD VAT (FUTLA
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EH & LTHRFSN, B2 LOBERARNMTHOA TS, AIELEEE > TLEL,

il

COMHBEFEEEETT A ?

Iy JH—FIETUR

SRV COVID-19 IR THVERARE L5 LTHY . NAXORIERETH
O &6, LA 5. BRTABRNADCBERABIRAEETH THEATEY. FURTTEED
O &€6<. F —DELTHEMTFOATNS, TOHEICOVWTHRIEY 5 EFFEICERR
YA WEEZ BN D,

O &FEEFE

O sl

ZFLLHE

FHENBLELLHREEOREDLDTTH?

H JH—FIETUR

0 b HEEH oz aR— MK 10 KIE. T & LTHEE~BEREEHRE LELOD
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s BIEUNOE%CI < 178 ADN~12 ADHLY) THY . 28 BHADBHKERSRE
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DINRHEFEMEE 1000 AZF=Y 81 AL LVN95%CI : 164 AD7ELv~254 A& LN)T
Hot=e UEEY, EELWVERIE T EHIBTLT=,

FHEEIEELLBLHREZEDEENHLDTIA?

| 7 JH—FIETUR

Ox&EL HBEG o AR— MR 5 ATIE, T & L THFIEMEBRE (% - BME) I
O DUTOERAETERABESNTHY . TONRHEMEL 1000 A7y 27 A
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O b3 ¥ L=,
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O an sy
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1| JH—FIETUR
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1
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O teaxtBRAMRAL

O LEBABLASE 5 B
ONALEBERARLOVITNLBATEL
B 5% 5 NALER
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A
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LTrIYRRTEREICKDZABELNELIZENRAENDD, ERMLEIETY
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EDTHDIZEITEFENDLETH D,
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O&FEEE
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SSATRIRENE
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Iy JH—FIETUR
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TEHELAERETHY., BE - FEOBEAORENHETELEEXI LMD,
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B EELL, FW
O e

O&FEEE

2020 £ 8 AR, b ) XX TFBIE ) 7R FORARFIVIRL LI 558
RELTHRIBTREINTEY ., AFARTHS, —H T, COVID19 23T HfE
RITESMER G Y, EREENOERAROBEISIMERICFRLFRE LEER
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Ha
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LY (no recommendation)

IEZtE
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TL
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5. £t

(1) BEBROIETUREFR:(MEDLINE T 2020 £ 7 A 27 B&R®R)
Search: ((COVID-19[tiab]) AND (((((Tocilizumabl[tiab]) AND (((ae[sh] OR co[sh] OR de[SH]) OR (safe[tiab]
OR safety[tiab] OR side effect*[tiab] OR tolerability[tiab] OT toxicity[tiab]) OR (adverse effect*[tiab] OR
adverse reaction*[tiab] OR adverse ecent*[tiab] OR adverse outcome*[tiab)))) AND ((english[la]) AND
(hasabstract[tw]))) NOT (animals[MeSH Terms] NOT humans[MeSH Terms])) AND (("2018"[Date -
Publication] : "2020"[Date - Publication])))) NOT (biography[pt] OR case reports[pt] OR comment[pt] OR
directory[pt] OR editorial[pt] OR festschrift[pt] OR interview[pt] OR lecture[pt] OR letter[pt] OR news[pt] OR
newspaper article[pt] OR patient education handout[pt] OR consensus development conference[pt] OR

consensus development conference, nih[pt])

39 FDXXERAEY LAY, ROV—ZU T OFER. IR NEFLCHR T Mo T,

(2) KFHNSEXH
1) Zhang C, Wu Z, Li JW, et al. Cytokine release syndrome in severe COVID-19: interleukin-6 receptor
antagonist tocilizumab may be the key to reduce mortality. Int J Antimicrob Agents. 2020;55:105954.
2) Capra R, De Rossi N, Mattioli F, et al. Impact of low dose tocilizumab on mortality rate in patients with
COVID-19 related pneumonia. Eur J Intern Med. 2020;76:31-35.
3) J Martinez-Sanz, A Muriel, R Ron, et al. Effects of Tocilizumab on Mortality in Hospitalized Patients with
COVID-19: A Multicenter Cohort Study. medRxiv. 2020.06.08.20125245.
4) Somers EC, Eschenauer GA, Troost JP, et al. Tocilizumab for treatment of mechanically ventilated patients
with COVID-19. Clin Infect Dis. 2020. Online ahead of print.
5) Ip A, Berry DA, Hansen E, et al. Hydroxychloroquine and Tocilizumab Therapy in COVID-19 Patients —
An Observational Study. medRxiv. 2020.05.21.20109207.
6) Colaneri M, Bogliolo L, Valsecchi P, et al. Tocilizumab for Treatment of Severe COVID-19 Patients:
Preliminary Results from SMAtteo COvid19 REgistry (SMACORE). Microorganisms. 2020;8:695.
7) Mikulska M, Nicolini LA, Signori A, et al. Tocilizumab and steroid treatment in patients with severe COVID-
19 pneumonia. medRxiv. 2020.06.22.20133413.
8) Rojas-Marte GR, Khalid M, Mukhtar O, et al. Outcomes in Patients with Severe COVID-19 Disease
Treated with Tocilizumab - A Case-Controlled Study. QJM. 2020. Online ahead of print.
9) EM Garcia, VR Caballero, L Albiach, et al. Tocilizumab is associated with reduced risk of ICU admission
and mortality in patients with SARS-CoV-2 infection. medRxiv. 2020.06.05.20113738.
10) T Klopfenstein, S Zayet, A Lohse, et al. Tocilizumab therapy reduced intensive care unit admissions
and/or mortality in COVID-19 patients. Med Mal Infect. 2020;50:397-400.
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