Confidential

S5 TVA TV HBRAMMREM [ 1.0 K]

MSD A=t

20234 5A2H

FEHOREGEH T TERAS-<EMVOEALLITET



Confidential

[BR]
O TR - = PP 8
1 S REG D ERE R BB D R i 13
3 2 13
1.2 ﬁ':[iﬁ{'g"' X 1 v PP 13
BENBRDATI IR L e 13
14 R R R B i s 14
1S B R o 15
1.6 HEREEDBEICHITALNZEER EERBEERDEAEDIT v, 16
A A0 = = == =X 17
1.8 tE O EEZKMEFEEEE I CH FAFHERER ..o 18
BRI R I CE T D TR DERTE oo 20
2. ] TR R ET DR oo 20
2.2 R B i e 20
2.3 SHTDIIGEE DB R ..o 20
2.4 R B A e 20
2. TR e 20
0 ST~ =3P 21
2.7 TR D R E D ot 21
BB BT ettt ea e aeaens 23
B D Il L R T Ottt 23
3.2 U R T T AT L 24
3.2 1 MR AN BRI B 24
3.2 2 B L T AR R i 27
3.2.3 DRATITAVILEZ—DEIE coeeeieeieee e 28
3.2, R R i 28
3.3 VUZHANIIRFAV(BILGAHLBMBH AV IEEBERER) [ZETHEEDH] ..... 50
3.4 SRTIYT4vILE1— (BLGDHLBERMBHHOTHEIERER) [RBTHHEEDH]..50
3. TR T D B T oo 50
3.6 AT FVDADEFM [BAET DB E DR et ieaeas 50
3.7 BELEBEORINT—IAZT7F IO ADFER [ZETAIEEDH] .o, 50
3.8 EMMAREDBEEICEBET A ..o 51
T TR D EER oottt aens 55



Confidential

N N 1 0 -~ 55
4.1.1 BRI RO EH AR 55

NN WA = o O G - =2 1 O e PP 56
4. T C E A LT o/ N T A i e 57
4.2.1 B - REMED/INTA—FDFFEM .o 60
4.2.2 QOLAEDEEH ...ovveeeeeieeeie e e e et e e e e e e e et e e e e e e e e e aaaas 61
4.2.3 BRI A=A .« 62

D T R ettt ettt ettt 65
5.1 EXRN(BERAMMNRFMEFEBTRESN =D IRBACLLE0T)DER ....65
5.1.1 ERDTOERER. BANR BIERDRE ... 65

T O 3 - 5 5 66
5.1.3 ST DR DRI, e 71

5. 1.4 TR R DRI oo s 74
5.1.5 MEFBEEDEH [BRETDBEDH] v, 75
5.1.6 HAEDEIZ LT [FRETDIBEDFH] coeeeeieieieeieeeeee e s e 75
5.2 AN EERCEEMIBREZEOAW [ZREBITIBEDH] v, 75
5.3 TOMDAH (BB T DIFE DA ] e 75
6. BB T R D T = e 76
W =317 . 77
ST 5 N 78
F Y 0] o= o Lo [ = P 91
AR 1 SLRI I R R T o 92
AIA 2 SLR2 I AU 2R R T o e 100
AIA 3: SLRB 1AM R R T o e 107
Al 4: SLRA [T UM 2R R T .o e 116
AE 5 BIELEERTFZ (GRIT) D FE M .o 125
B RO L0 IR (=172 %- < I 234



Confidential

B&EE

B&RE EXRE

AE Adverse Events

ATS American Thoracic Society

BMJ British Medical Journal

CADTH Canadian Agency for Drugs and. Technologies in Health

COVID-19 Coronavirus disease 2019

CROI Conference on Retroviruses and Opportunistic Infections

CTRI Clinical Trial Registry of India

DSA Deterministic sensitivity analysis

ECCMID European Congress of Clinical Microbiology and Infectious
Diseases

ECMO Extracorporeal Membrane Oxygenation

ED Emergency Department

EMBASE Excerpta Medica Database

HAS Haute Autorité de Santé

ICER Incremental Cost-Effectiveness Ratio

ICU Intensive Care Unit

IDSA US Infectious Diseases Society of America

ICTRP International Clinical Trials Registry Platform

IQWIG Instituts fUr Qualitat und Wirtschaftlichkeit im
Gesundheitswesen

MAGIC Mutant-Assisted Gene Identification and Characterization

MEDLINE Medical Literature Analysis and Retrieval System Online

MERS Middle East Respiratory Syndrome

MTA Multi Technology Appraisal

MV Mechanical ventilation

NHC B-d-N-hydroxycytidine/N-EFOF L F O

NHC-TP Triphosphate B-d-N-hydroxycytidine/N-EROF L OFOU =) DS

NICE National Institute for Health and Care Excellence

NIH National Institutes of Health

NMA Network meta-analysis

NR Not reported
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PBAC Pharmaceutical Benefits Advisory Committee

PMC NIH PubMed Central

PRISMA Preferred Reporting Items for Systematic Reviews and Meta-
Analyses

PSA Probabilistic Sensitivity Analysis

QOL Quality of Life

RCT Randomized Controlled Trial

RdRp RNA-dependent RNA polymerase/RNA {&K7F % RNA 7R AS5—+

RNA Ribonucleic acid

SARS-CoV-2 | Severe acute respiratory syndrome coronavirus 2

SE Standard Error

SMC Scottish Medicines Consortium

SMR Standardized Mortality Ratio

UPMC University of Pittsburgh Medical Center

WHO World Health Organization

WTP Willingness-to-pay
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0. £

I AREME [1.1 8]

SHEITYA (EILXESE L)

fth ] 0D = = 43 7 T A 442 RS
BTSSR [1.8 &i]

e AF1)X(National Institute for Health and Care
Excellence, NICE) : Multi Technology Appraisal
(MTA) E

e A X)X (Scottish Medicines Consortium, SMC) :
= A

e 775 R (Haute Autorité de Santé, HAS): & 47%L

o KAV (Instituts fir Qualitat und

b=11111
N

Wirtschaftlichkeit im Gesundheitswesen,
IQWIG): 7L

e #7F4 (Canadian Agency for Drugs and
Technologies in Health, CADTH) : 5 &7%L

o F—RAK3!)7 (Pharmaceutical Benefits Advisory
Committee, PBAC) : i &

HBLTHHEE £ [2.1 8]

EEL)RIEFEHT S SARS-CoV-2 [Z LB REPSE
(COVID-19) B#& (18 Ll L)

BL. BMAFEIIL TV, BEE*DEL
COVID-19 &%,
*EEEDOERIIHEIOFTVMILARESESE (COVID-19)
PEOFSIE-F 8.1 RICET S,

gt BR T4 [2.2 &) EHERE
SFDIIHEERDEE NHEEDIE
[2.3 &i] NHEREDH

ERYSHMRER [2.4 8]

BB LEEE (Quality-adjusted life-year, QALY)

RELSHTHIRM [2.5 &)

4E

#5I13 [2.6 ]

BER.REBICEER 2%

SRAFITFAVILE1—D
VOES RS &=V,
[3.1/3.3 ]

Tt A
o SHIUAX/EIXESEIL
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DRATRTAVILEL—D

DUVZHANWVHOTRAFIV
[3.1/3.3 #i]

(#E)

KM

COVID-19 & (4 EDH)

YEaT4/VbOETT/VIR-7831

ROV —/ULTIEI/GS-5734
NFOEYR/Z LU ILE L+ FE L/PF-
07321332
Levovir/Revovir/clevudine/oLJ< Y
Arbidol/umifenovir/37z/E )L
Kineret/anakinra
Lenzilumab/L>PIIL=<T
Bebtelovimab/AJFOE<D
AT-527/R0O7496998

Tixagevimab + cilgavimab/(AZD7442 or
AZD8895) and AZD1061
Bamlanivimab/LY-CoV555//8L5=E<T
Bamlanivimab + etesevimab/LY CoV555 +
LY-CoV016// L5=E<T + ITFtE<TT
/NLEa—kTTY=R
THAIND/HEREYRAD LEIE

a)LEFY

Regdanvimab/CT-P59
FEHV/IFEESE L

ErkOa)LFY Y

IFLTLRZ=VOY
Nitazoxanide/=42Y ¥4 =F
RGLB—TTAOVS LA -1

A =

ADG20

FIZTUN/IN)OF=T
Ensovibep/MP0420

T7EFOY

ILARFHI

MP-0423
Ja—/\/ITUURLUILEIL/S-217622

LT HR

SHEIYA/EILIXESE L ZBRL LR DERE

TIMAL

AU SN REBEORREBICEEST ST IMA
(LLTFZEETH. hIZRELEL, )

- BIEETOHM
- FeRMIEEETOHIRE

- COVID-19 O #i& KR OER D i AR

- DAIIRERGRR/IAILAD) TSV REERT
AETCOHEMRVERLI-BEEDES

- DANWNRE/ DA ILA =
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DRATRTAVILEL—D

DUVZHANWVHOTRAFIV
[3.1/3.3 #i]

(#E)

- (TREDBIEFEICED)EKRDEEERY
TAA—T7VTHDHREDETE
OPulmonary or pulmonary + score
ONational Early Warning Score
OWHO 11-point outcomes score
- 7AB—T7 VTR DBRKMHIEE (WHO ERFRRH
WEEHTIV—RT—IL, T-IIBRK/EBET—4
JCT REv2 [ 9L IV RHEEREIZLDED)
- 2AEFANBY/BIE/E)
- 2RRART (AB/EIE/3E)
- COVID-19 B&E% = (AZ/EE /%)
- AR (ANB/BIE/E)
- ARETOHM
- ICU F=I3— BRI ARLE-EE (A B/E5/
&)
o TEMH
- ARICEETIREER
- JL—F38LV4DFEER
- EEGRESER
- SAEROPLE(FEERRICESLOLE)
HETHIV
o FIIMAELITE I HOEESILLLERE
AL
e 3E:2020/01/01~2022/12/06

e HZAFE:2020/01/01~2022/12/06

SRATFRTAYILEA—ERD
¥IE [3.2/3.4 ]

ERDVYZAIWITRFAVITHRST, VATITYILED
—EEML SMHARSAUIZIT, XERRE THEAIZD
WTI A DR ESN RS EIERFTEEICLS S
MREFTO—RRIZRODIDHEICR>T, BEIZ 2021
F£5 8,5 2022 F£5 AOMIC 3 EEBRLTCLNURATT
FAVILE 2—IZhNZ T, 2022 £ 12 RICHIXXEREE
BOIVRTITAYILEA—DE#HEERELI-, (2021 &F
9R.20224F 5/8.2022 12 AETOMIZ 3 BEIE#HL
=)o

& T DM ENFET BT, X T —FIN—X (&,
Embase, Medline #f£RAL. 4RI TIXESFFEMLX
MIRREEMBL =, F=. TOMDFERREL T, BRKHRD
T—AR—RAPZLWBOBRELT o=, BFESHI=E 4
EDRETRESN-XIMBILTELENEY THD,
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DATITAVILEL—HERD
BE [3.2/3.4 #i]
(=)

5
XHRT —BR—Z 52
Z DD FEHRIR 34
ast 86 (60 FEX)

RSB ORESE [3.7 5]

ZaL

EBMMEREOFEE [3.8 i)

B ENMMEREHY O NEMMAEREZLIHANITSH
BEFHIBTELLY

ERAXMNROAWNAZTORE
[4.1.1 18, 4.2 £i%]

AN TIEL. COVID-19 OHREN SR UL ABETETD
SHTHRE (30 B) ISRERETILERL., TDHO 5 Hr AR
(£E:ETXIE 100 MFET)ISIE 1 Ha49L% 1 F(BL.
MEF2HEEZRRV 11 AR ISRELEZTIILOTETILE
ALz, REARETILTIESEAE GEAR) NSRRI,
COVID-19 OEJELIZHL RERHIITH KD ABRANFEAT
T HAREMEREL =, F=. ABRFPICEIELSISFZELAIL
DT TEIT4TELT 3 LR (—RFHER. ICU, K4+
JRE A THfi (ECMO) XIF A TR 2R (MV) DERZEES
ICUEEEL. ARRZBDEZEDERRELT. TLICEETS
r—Z. BHO®REEZE->TRET 25—, ARHIZE
TI57—REBELI. ARRZEDEFEETIE. BARE
BRI HIEEBEL-, EEFE R (Adverse Events, AE)
FHITARLRBREETHHEEERIL. EAR COVID-19
BHEENRELI- MOVe-OUT R TR LU RUZAMA
BIFThHY. FEROREH LEDBEENBOLNEN -1
. AP TIFEELEL,

ERSIITMAT, —RERBREDT . BENRBREI M. >F
AR HERELIz. BAEOCREED/TA—RIZET—4
A—RAEH SV BEHARER. QOL EICIIXHMIES LUV
BB HRAERROBARNBEE. EROT—RICIE
T—AR—ZARBEOHEREEIFERALT,

HROME [5.1 &]

BEELYRIEFEET S SARS-CoV-2 [Tk B BELE
(COVID-19)EHIZHELT, BEILRXESE L HIELEA R

11
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T HIZERBED (Incremental Cost-Effectiveness
Ratio, ICER) &£ 1,930,637 AH/QALY THY.EEMK
VEREFOERAXNDRFMICBRINTEROEHERK L
F5ICREHDOMEFEDREMENS00 FHLLT (750 5
LUT) IORDITHETEHEEZS, EMELT- PSAIZENT
ICER E#{EM 500 FA%ZTEISHZEIL 100%. 250 A
A% TEISHEIL 93%THY. SLIZAMEEDILIFTDY
FIVADETIZENTICER AEEEED 500 FAZETME
Y, BRI TERMBROERMNRENT,

ICER DR AHEERMAREEL
EEZBHEXE

O
|
O

O

& REIRHDIVIERIF U

500 FALLT (750 FALLTF)

500 FH# (750 FMH#EE)HMD 750 FELT (1125
BELT)

750 FAE (1125 FMA#E)HD 1000 FALT
(1500 FALLT)

1000 FM# (1500 FM)

VENRE (HDIVEBY) . hOBANEL

12
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1. HRELGLIERL- ERBBOHE

1.1 &%

ARFTHB

S5 7)AHhT+)L 200mg

— &8

& :EILXESEIL

74 :Molnupiravir

1.2 RRIEE M

A

200mg 1 A7+)L 2,357.80 0 (2023 £ 4 ABFR)

"EEAR

SR EERAR (D

INE R

EHEMEME (II) (A=10%)

1.3 AERMDROAN=X L

S7TUF (—i% EILXESE L) . VMILRATDIS—HARANATDFEIZEYVIRIAILR
ER%ZERY, BILXESELDEERATHS N-EFAFIOFOU=1) U EE (B-d-N-
hydroxycytidine Triphosphate, NHC-TP) 57 JL X3k RNA {&K7F 1 RNA /R AS—+F
(RNA-dependent RNA polymerase, RARp) [C&Y AL A RNA [CHYRAFENI-HEE.
AIJLRX RNA DRI S—HAEML. VMIILADIEFENRESNS(E 1),

1 AEBRDODAN=XL

NHC:N-EFRFISFO  NHC-TP:N-EFAF O FOU =1 UEE, RARp: RNA (K771 RNA R AS—F

H#: S5 TYAHT )L 200mg 12 R2E1—T+—1(2023 5 4 AkET. % 3 h)

13
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ELXESEILDFTERBTHSD NHC (L. SARS-CoV-2 DHEFEH (USA-WA1/2020

) HERICZOEERTHD B.1.1.7 T (FILI7H) . B.1.351 R (R—4%) . P.1 ik
(A7) .B.1.617.2 R#(TILAHR) . C.37 M (SLFH).B.1.621 R (Sa—H) H&K
U B.1.1.529/BA.1. BA1.1, BA.2. BA.4, BA.5(FA2/0 ) ISR LTRBEORIAILR
ERAZRLI=(K 2), &512, Kawaoka 5D J IL—F(2&Y ., KYFHLLY BQ.1.1 FfrlLl,
XBB.1.5 R#FELPIFICH L THRBEDRVAILRAEANRESN TS,

Bl 2 NHC @ SARS-CoV-2 DZERKITHTHRIMILAER

HE S5 TYAHT )L 200mg FiFTXE (2023 & 4 AHET. % 5 50

1.4 M&KE

ST TVANT IV ORIZER EEOTINDRNEE- IR IF. TSARS-CoV-2 [Tk HRERE | (FTE
20574 )LRRRESE (COVID-19)) THA3, mEAKTH S SARS-CoV-2 [F. SARS +°
MERS OEFALRIL B a0 F V(L ARICHESNABYERIOFT VAL RAEHBALI-MNE
EHVEFELEI D> TUOEN, BEREF-EMNERICE O TRITAEFRMIZEA>TNSHIKIRT
Hd. BERRT, BEE (BERNRRERFEEZEO) MoBK. Lok RELZEDIRIH T
ENBVANAREEALEREX-T7AVIL (FRIALYSHIZINSZKFEEATZIREDHF) DR
ADNEERERREZZAOND, BRH - BREMERARBICOVTIE, BREIEX 1 ~14 BRET

14
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HY. BEND S5 BREETRETDIENBW, FFZL. AIVOVKRITEKEIN 2~3 B, BHE
Ao 7 BURICRET 2ENKBR THHAEDHMENH D, RIERMMORBREMENDHY | FIEH

SELLEVRFHADBREMAT N EATHREDRREL>TEY., SARS ©° MERS EE4LS
BHETHHY, 2023 F 4 A 17 BHEE. BN COVID-19 OEHERIT R 3,360 BA.
REETERIEH 7.4 FATHBO,

3 SARS-CoV-2 [C&5HBREERD#R

HE:EAFBEE 121 MFRIOFT VAL ABREES KT EN(F)—R—F (554 A 19H)

1.5 FRAAZESE

RE5 R

#0

REE-IREHE

BE.ISHULDEHICIX., EILXESELELTLES00mMg
#1B82ME.5BEZOKE5T 5,

MEERIFHRICEET HEE

o BRIREABRICH 1T O XTI S REREMF A . SARS-CoV-2I2&

DREEDEFEILIRIEAFERTHF. FHORENDLE
EEZAONBDBEICEETEHILE, £ REIDHEERRIZD
WTREHOHARSA*2BE(THIL,

e EFEE D ELISARS-CoV-2Ic &5 EERBEICHTHEFH

HEIFHEIIL TLVELY,
* FHARAOF YA L RBRIE (COVID-19) BRDF3IE BE

15
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SARS-CoV-2 [Tk AHREEFEDIERMNFHIL THDR O
B5#xReT 5L BREARICEV T ERER NS 6 HELL
BRI EERMIALI-BEICB T HEMWEERATE5T—2E5E

RERUVRAEICEEYTHIE

SN TULVELY,
EHRGERSEB(H LI

5 8™
HA7ILE)
EHRE5E 1600mg/H

Hi#8: 57 TUAHT 1L 200mg FEIE (2023 £ 4 AHET. % 5 )
1.6 MREBOBRMETILZEXR ERBBOMEST
2023 & 3 AHE. BN COVID-19 OBMHEHILREH 3,348 HA. REFFETHHILH

7.4 A ATHA5], COVID-19 DEEEITE 4 DEY 4 BRFEICHEShTLSH,

4 COVID-19 OEEESH

HE - FHBEOOF DML RESSE (COVID-19) ZEDF5IFE % 9.0 ik

ELRESELEFHEIOF AL RRRSE (COVID-19) ZRDFSIEMD 4. EEESELE
RROAVSDHRTHRERVHAFE [ DEE~DBRENHERESA TS (ES),
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B 5 EEEIIRIAS

HE RN /L RBEESE (COVID-19) ZEDFSIE 5% 9.0 ki

1.7 ELGEBER

ERAREERICEVWTEROoN=ELEMERIE TR, Bl FEMHEOHFEL. B8FE (1%L E5%%
i) THo10l, CNLDEMERICOVWTHRREEZ 21270 BEENROONIGEIZIEEREE
Pt AR EBULGRBEITICLLESNTLSEL, GHE . TBRANBEARSHFOREHZATEE
HRYADRRERICHERL. REFTHIE. RUADMEIC OV THLEIRMICHERTHLIZEW
ELT-%EFEARERE O D RAEHT ([EUNE: 1,06445) T, BIYEAREE|&1£72/1,0614!
(6.79%) THY. 451l E THIBL-EIERIE T HA 264 (2.45%) . HBH641(0.57%) .
FEMHOFELAS](0.47%) . EREH445](0.38%) THoT-. EELRERDRIRIL4H5I
(0.38%) THY. FB. FFHEeRE  COVID-19(E) | BB Mtk R (EE) Tho1=17,

17
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1.8 #hE D EREMTEHMEEE 15 ETMHER

&1 FERICHITAEHEO—EXR

E4% HEI% SHEAER (FEEH) PNl
(RiBEE)
1FYR NICE | - HE3B/JEHESR/ DS E(BAmIC: )
[EDH] (MTA EiE)
C FHBRT—5R: BEA AT UR/IETINZ DM
( )
SMC | &L
IR HAS B S
Ry IQWIG | S%&%L
Hhr5 CADT | &34l
H
A—RLSU7 | PBAC | - HESR/IEHEE/ EHOEHE(BAMIC: )
/D (FR{EF)
2 FMEOERO—E
E4 R4 SR O &
1FYR NICE HY/ tL/ FEEHR(FS Y/ %L)/ TR
SMC HY/ £T i/ < BA
IS5V HAS HY/ £T i/ < BA
s CADTH | &Y/ £T i/ < BA
A—ZSUT PBAC HY/ 1L/ [EHE ) A8
& 3 FmFEROFM
E4 1FYR
e NICE
STfi#E R ) URL 12& https://www.nice.org.uk/guidance/indevelopment/GID-
TA11297
EalipoE £330 EILXESE L
ST N/A(MTA SEffich)
EHAEHEOBEE. | N/AMTA F{fith)
Z D&MD
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il R &R SARS-CoV-2 |2k B IE
FERAZE (%) BE.I8FLULOEEFICIE, EILXESEILELT 1 [E 800mg
#1H2[0E.5BMEO#F5T 5,
LBt R BERR
FTELGESERADREL | N/AMTA FHHiid)
D&
E# F—RRS)T
R PBAC

FHEFER D URL 2 E

https://www.pbs.gov.au/industry/listing/elements/pbac-
meetings/pbac-outcomes/2022-11/covid-19-oral-
treatments-outcome-nov-2022.pdf

EaliPSE 35300 EILXESE L
FHERER i
FHFEHEDGE | LTICRETHIEEHE
(T, ZDEHEOFHH - 70 Bl L (BEREHEEET)
-S50 RULTHEBOEREILIRVAFEE T HEESR
-30 BU LD AR ERTEBODEFEILIRIERFEE T RIES
- 18 BMULTHEE~EEDOREMNFIKEDORES
Rl R &R SARS-CoV-2 [Z&kDREEIE
ERAZE (X) BE.I8HMULDEFICIE, EILXESE/LELT 1 (A 800mg
#1B82ME.5BBO0&E5T 5,
e xtER RERE
FEGESERAMRLE | N/AGHTES)
DfE

19
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2. BRAMBESWICETERIMEHDERTE

2.1 S RETHEH

EREIL)RVEF%EHE T S SARS-CoV-2 [TLBHREESE (COVID-19) BF (18 Ll L) {BL.
AUESNEILLTLVEN O, EEE*DEL COVID-19 BEZMRL £T 5,
*EEEOEREHFEIOS VAL RBELLE (COVID-19) BHEDF5IE-5 8.1 RT3,

2.2 LR

7 ITVAATRIL(UTEILIETE L) DRRERELE>TLDEEERIEISARS-CoV-2 [
KBRELEEITHY . AFILERRICEECIRVRFEE T IEREXIEHHE | DBHICHE
NBMIAMIWAEELTLULTVELBLIUVZILIAUILE L/ FE L EBIRE S E ELTE
AENTWS, LATVELFBREMROERBEIE,S ARNEZEICE VD TRIEIIER
SNTHELT . EICARNTRHWARBROZEDEILIESENNIZE >TIIRBSINGENEEZILN
o —H.ZILRRUILE LM FENIFEILRESE VLR, EICEEILIRIRFEETS
ABNDOEEBETHERAINLIBOETHY  ABELOMLEDITHELL TS (FFRAER -6
FEFEENZVAOBHER I HERENDEECHREENHELZET SRITEILXESE
IWEIFERLD) , o T  REDECAZIILILUILE L/ FE L LB BB fiTEL Tl &
EZoNBELDD. ZILILLILE L/ URFEVIES AR TE DR R TEMAKRINE THYE
A& D REAIZ =18 DT DEEAREH TH 1=,

FOoT. ZDOMICAMNEERETHEANROLNRABINIEBRESNDIELEONFELLELIE
M5, LB BRI (&, MR A G REFT: BILXESE L +HEERE) 1&LT,
2022 £ 11 A 25 HICHfEIn - R SRIRERDBE LSO ERAM S RITMEFHEBEIY
T R ZE1F =, **COVID-19 IS L TARDEG A B HEHERL . SHERE
BE.ZTDEIVIIILELOIEMINES SN FERELVRIEFOLEVEEG CHEASNLH.
LENREEIIEILXESEILEIZELD,

2.3 SOIHEBERADER
DRAARSAVENZBIY | D OILIG ST RMERDILIE &L=, F-. BEROHERITAHE
BROIBICEVWTERIT NELMERE (BEERERE) DEELELT=,

2.4 hREE
DHAARSAVIZEY, SRR IS E R B EFE (QALY) &LT=,

2.5 SHTHARE
DHAARSAVICENY, FHER RRMTOEROHRICELFTRHEELHETHDITH7ITR
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WA T EIRZER (T57=6 . S THARIE—EE GETHLLE 100 FOVLTIAMRWNTDS) &L=,

2.6 #F5|®E

DHAARSAVICENY BRBLUREDLICER 2% TREMEICRISBELTEHEL,

2.7 SHEBDHRTEDERN
AOFIZEIT B HEHD

R4 SMFHDOREDEN

REDENER 4IZTY,

B

HHE

DIHRET HEH

EELVRIEFEET S SARS-CoV-2 [2& 5 BESE (COVID-
19)BF (18 L)

BL. BEHELSHEIIL TR, BEEE*DOFL COVID-19
BEERG
*EEEDOERITHFEIOF VAL RESE (COVID-19) BED
FE|E-E 8.1 RICES S,

LB T HR

A AR GEEX R BILXESE IL+HEEELRE)
*COVID19 [ L THREDBEISNHIER DA, Z00
ROAMIWAEE Z<. SHEEZE

g REREL-EAR

2022 £ 8 A OARKIFHE & B EERFATIE BRICEVLWTHRYA
IWARELTEILRESELDMIZ LATIEILSPZILIMILE
WWINFELDGBRFERREBLLEEMRSZO—RRERE
ELTHERAIN TS, LATYVE LIZEREMAROE RIEREN
5. ABRSNZEICEVTREEERASNTE ST . ZITARNT
ALWAROFEDEILIXESENIZL>TIFRBSNLZLN, —AT. =
JLIERLUILEL/URFELEEILIESE L ERHDOBOETHY.
BELEOEEDFTHAFELLTNS, LIz > T RKDECAH=ILT
FUILEIL/UNFE LA LB BHEfIEL TEHEEZSNDLD
D, ZILTELILE L/ RFE JUIFEE M RIS TEHFIE & AL
2. P OREHIEELEZ SN, Lo T, ZDMICAHIER
RIRTHEALPRBOONKBINSGEREINILONFELEZNS
e, LB BB (XA AR GRE X KRR EILXESE L
HIEERB) LTHIENBLATHD,
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DWOIGEERDER | AMERDIE
DHEREDH
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3. JBmeHE Ak

3.1 DYZHAIWIITRAFIV
HEERIZHTHEMPENE - LBEMERSTEHHDV) AL IIRFavER S5ITR

a—o

%£5 LRTFITAYILEA—DH)=HIIITRAFIv

"E

nE

*REMH

COVID-19 & (S EDH)

TA

UTDBREEDIBVNTNAEED

SHIF/EILRESE L
O+Y—J/AVVERT+HALTETT
YEa1T«/VhAE<T/VIR-7831

ROV —/LLTIEII/GS-5734
R¥OEYR/ZILRLUIILE L+ FE JL/PF-07321332
Levovir/Revovir/clevudine/oL Ty
Arbidol/umifenovir/~37z/E )L
Kineret/anakinra
Lenzilumab/L>P)L<T
Bebtelovimab/AJFOE<J
AT-527/R07496998

Tixagevimab + cilgavimab/(AZD7442 or AZD8895) and
AZD1061
Bamlanivimab/LY-CoV555//8L5=ETT
Bamlanivimab + etesevimab/LY CoV555 + LY-CoV016//\.L
SZEYJ + ITTEeETT
NLEa—NTTYZKR
THAINV/HERBAYN AL LEEE

a)EFY

Regdanvimab/CT-P59
TEAV/I7EEZE L

ErROaLFYY

AFNLTLR=ZVOY
Nitazoxanide/=%2Y ¥4 =F
RGALB—DzAVTLE -1

JLE=vVy

ADG20

AILSTUN NYF=T
Ensovibep/MP0420

T7EFDOY

TILRFHI

MP-0423

Ja—/N\/TUURUILE L/S-217622

LB TR

SHEIYA/EILIXESE L ZBRL LR DERE
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NEREFEDABEZBICEETS7IMALUTESOMN., CNIZERELELY, )
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- FirEEFE TOEM
- COVID-19 D& B UE R D Ff 2R
- DAIIWREREEE/ DA ARIIT SO REERTHETOEHB RV ERLT-
BEDEE
- DANRE/VAIIVABHE
- (FRRDBIEFEICED)ERODEEERVIAA—TVTRDEEDETE
OPulmonary or pulmonary+ score
ONational Early Warning Score
OWHO 11-point outcomes score
TIAL - TAO—Ty T OEERMHRERE (WHO BERNSBEEHTIU—RT—)L,
FITERR/ERER T —3/CT X v /DA IVRKHKEIZLDED)
- REFENBY/BIE/E)
- 2AXT (AF/EIE/ZE)
- COVID-19 BERT (A#/BIE&/EK)
- AR (ANB/EBIE/3E)

- ABRETOHAM
- ICU FE—MRERICARLI-EE (NB/EIG/X)
(Z&4]

- BRICEETSIAEER

- JL—F 38V 40FEER

- EERAEER

- BROBIEFEEFEFRICLDILDEE)

BRTHFI> | FILEFELEE I HOEFEALLLERRR

%3E:2020/01/01~2022/12/06
H#A3E:2020/01/01~2022/12/06

FESTE S

3.2 YRATFITAYvILE1—
EHELEVUZAIWNIGIRFIVIZEDE VRATITAVILEA—%FELT-, ¥#Z TR
ER

3.2.1 fHANELE LRI EE
LUTICHA ANEE LRIV EEEZTEDT-,

%= 6 BERHIROMAANEELIRNELE

=] HAHANEE Bt E e
HREE COVID-19 BE* (SLEDH) ** COVID-19 & & (AfR) **
COVID-19 LISt EE
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oy
Arbidol/umifenovir/m37z/EJL
Kineret/anakinra
Lenzilumab/L > IIL<T
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AT-527/R0O7496998
Tixagevimab +
cilgavimab/(AZD7442 or
AZD8895) and AZD1061
e Bamlanivimab/LY-CoV555//\.,

SZE<D
e Bamlanivimab + etesevimab/LY
CoV555 + LY-CoVO016//\L5=E
<7 + ITkETT
NIVEa—KTTY=K
THAINV/HERZYR AL L EELE
J)LeEFY
Regdanvimab/CT-P59
TEAV/IFEEZE L
EROaLFYY
AFLTLR=ZVOY
Nitazoxanide/=4#Y ¥4 =F
RGALB3—D7zOV5 L5 -1
TLE=VY
ADG20
FILVZTIUN N\ F=T
Ensovibep/MP0420
T7EFOV
TILARFHI
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JaA—N/TOURUILEL/S-
217622

o HAANEEIZERHINT
WEWEMRARE. BT
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BEUUTEED),

o AVvA—7JzAVf

o yRAFxr/EFOXxL Yy
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o BEFEILSUYrFEIL

o FTRATALY

o UTDKIIGIEEMRIABRE,
o EIEHAEEMEE
o EAE
o IEYIEDEE

o FEHMNBEMIDNA

LB TR

SHEITYA/EILIRESE L ZBR{ERDERE

TATEZRSN TG

T oML
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NEEEDBERZBICEAET ST IMAL R
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HE HAHANEE BRopELZE

TR L - COVID-19 D #ix R UMER D F i £

- VAIWRZHERE/ VAR DIT IV REE

BRI A5FETOHBRVERL-EEZDEE

() - VAVRE/ " VAILAEHE

- (FTROAEARZEICED) EROEEERDY

T+O0—TYvTEDHREREBEDEITE
OPulmonary or pulmonary+ score
ONational Early Warning Score
OWHO 11-point outcomes score

- 74A—T7 VIR ORKMHEE (WHO B

RABEEDTI)—R7— )L, FI=ILERK/

EERT—3/CT RX YU/ 74V RBEREIZK

51M)

- 2EF(NBY/BIE/E)

- 2RRART (AB/EIE/ %)

- COVID-19 BER T (A H/EIE/%F)

%k >k

- ABR(AN&/BIG/%F)

- ABRETOHMRE

- ICU F=[E—MRFRICABRLI-EE (AR
Ba/®=)

(Z&4]

- BRICEETIAEER

- JL—F 3BV 40FEER

- EEGEHEERER

- BEOPIEFEEFRICEDILDEE)

R AR 2020 F£ 1 AN 2022 £ 12 AFTH*** 2020 £ 1 A&YHIIZREERSN

=R
W B AAEIEE Nl HOEASLLERE | © RERLHBRTEVOEER

o WHARMEDHER (5 II8FE

THAY F= I35 111 FAERER LURT)
o HAANBEMN 20 BEE
O)E:_Lt,%ﬁ*****
= - sk HIBRAL HIRR7L
SE HESLVBAE ESUNDEE

*COVID-19 OFEEHI(PCR, ZEO—FREIZLS) BLUEELVI EIR® X MREBERLLEICKED)EED, HXP THRER
EREEEHATHREZ T COVID-19 BE | (ARDEHEL) ERBLI-EEHEZEH. [AIREH ITEEEE COVID-
19 BFEICABROEEITH > ERBLIZBFIBRNELz, BRICHERALRERXICOVTIE. BIEF 1. 315 20 BiE 3.
i 4 =58,

RN EBEEIIHTHIENE - REET AN TRESNTOEEE L. ARREERUNEEEXZSOEFALLLERER
FEHBHEELIz SAREBFIZOVTIE, HERFICARLIZIGE DRETHA TR THDH. AIRBEEDEIREFSHHEEL
Tz

*RX TS BON=TIM LD HLERIIALE 2 —DERMNSTHT ., BRSO RO AELT=,

**x*%2022 F£ 5 BICEELI-EFEAM: 2021 £ 5 A ~BRE., Fif-GHEERRIE 2020 F~BREFEREBET 51=0)
2022 £ 12 RICEBLE-EHOHRFRHM: 2022 &£ 5 A ~BE(EHET—IN—XTIEL 2020 £ 1 A~R#*E)

Fo . BEEZRTA-O. AV FHILEEFORRBRICHLT. MIROEELZHRL -,

*)¥kkK 20 AIEDEFEESTSUF LILLLERER (RCT) DY ITJIL—THETT20 AXRBEODEELXTMLE-BE IR E
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3.2.2 FALET—4R—X
EFRTERLIZIVZALIIRFIVICEDE UTFOT—ER—RZAVNTRERET o1, &
RRFIBA 1.BIF 20 31K 3. 505%F 4 (SRE#ELE=.

WXV TEFROT—IR—ATORRERELI-

Medical Literature Analysis and Retrieval System Online (MEDLINE)
Excerpta Medica Database (EMBASE)
EHEE web

ERDRXIRREMTT 5102, FTEEDT —EIN—RIZEVWTHLRKRIERREZEMLT=.

“Living” network meta-analyses (NMAs) published by academic and

government bodies:

o The BMJ-MAGIC-WHO26 (as of 14th June 2022)

o Cochrane-WHO27 (as of 14th June 2022)

Guidelines on treatment of COVID-19 published by academic and

government bodies:

o The BMJ28 (as of 14th June 2022)

o US Infectious Diseases Society of America (IDSA)29 (as of 14th June
2022)

o US National Institutes of Health (NIH)30 (as of 14th June 2022)

Conference proceedings:

o American Thoracic Society (ATS) International Conference 2021, 2022

o Conference on Retroviruses and Opportunistic Infections (CROI) 2020,
2021, and 2022

o European Congress of Clinical Microbiology and Infectious Diseases
(ECCMID) 2020, 2021, and 2022

o Infectious Disease (ID) Week (IDSA) 2020, 2021 and 2022

Clinical trial registries:

o clinicaltrials.gov (as of 28th December 2022)

o WHO International Clinical Trials Registry Platform (ICTRP) (as of 14th
June 2022)

Pre-print database:

o NIH PubMed Central (PMC) preprints (as of 14th June 2022)

Japanese websites:
o KAKEN database (as of 16" December 2022)
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o The Japanese Association for Infectious Diseases (B ARRELZEFS) (as of

16" December 2022)
o National Institute of Infectious Diseases (E L B&EEMZEF) (as of 16t

December 2022)

o The Japanese Respiratory Society (A& 2R¥%) (as of 16" December

2022)

3.2.3 YARTITAYILEL—DRE
ERDIV=ZANIZRAFIVIHST TTRMSG VN EA—B LU TILTHFRANE2L— T—
S NATRYRDFFHEDIEICEEL=e TATDFwHXIZDOWT, 3.1 JJ=AHLYTR
Fav I TEERLEEICR ST, 2 BAMILTLE 2—%4TL), Preferred Reporting Items
for Systematic Reviews and Meta-Analyses(PRISMA) D 7O0—Fv—rZ#ANTHER%
KL= RNV RTFITaVvILE1—% 2021 &£ 5 BIZEML(SLR 1), LItk 2022 £ 12
BAETORIZ3EEFHLI(SLR 2: 2021 F£9 A, SLR 3: 2022 F 5 A.SLR 4: 2022 &
12 A),SLR4 OEMEBRITDHAARSAUPNEIEFRELT=,

R 7 BERETER—ZRBLTIRRHE

ERT—FR—Z ey ESCE ElD
SLR 1 | MEDLINE, EMBASE 2021 4% 5A8 2020 1 A~2021 45 A
SLR 2 | MEDLINE, EMBASE 2021 %9 A 2020F 1 A~2021 %9 A
SLR 3 | MEDLINE, EMBASE 2022 %58 2021 F£5 A~2022 %5 A
SLR 4 | MEDLINE, EMBASE 2022 % 12 A 20225 A~2022% 12 R
EEE web 2022 % 12 A 20201 A~20224% 12 A
3.2.4 RFEHKR

T—AR—ZARUVZDMDIEHREEHTEE 6,174 ¥ EHEIN . V-V T DHER. 86
HHAEIESNTz, B 6 [C PRISMA 7O—RZFAWVWTTAEREBERE T,
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6 PRISMA 70—

*2021 £ 9 AUBINIZARILAYFUICET HREME 1 HEREEL. T—2ZMHE L0, LAL., COVID-19 IZHTH/4R
IWADFL O ELZERIEIRAE WHON Y, FUNEERF I, KEELHEMERIBPIELUVBREELRIYIZ&LoTH
BINTELT AR FUOERAZEMTDIEEART 2L E SN TS =615, Mahmud SOREBEOT—420101(F,
AREZIZEEENTLVAEL,

HE®EELT, PubMed 8&U medRxiv DE—4yMEREIT 1=,

ERIIERBECEEEHRL. BEORRFER (WA, 1 MEOFEH. 2 MEOEH) L&,

MXBLVZEDHDIRFELY . 86 # (60 HER) O XA R ESNT= (K 8 S, SHMILAR
5)HY. EDHTHHEMFIZERELERL TOSERRERARESNGEAN =T &, B R
MREBBETHAEN D, B HERIMOVe-OUTIDT—% (K 9 ICFHMZEEEH) AL TE
megE RAMEREL- (3.8 BMKMERMOEFEICEY HFTEI<EEH) .
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® 8 FELEEBRHAREEX)D—RR

Author
and year

Source

Title

Report
type

Trial

identifier(s)

Phase

Antiviral therapies

Adhikari OVID

Efficacy of
Favipiravir in
treatment of mild &
moderate COVID-19
infection in Nepal: a
multicenter,
randomized, open-
labelled, phase III
clinical trial

Conferen
ce
abstract

Adhikari et al.

2021
favipiravir

Bernal et | OVID
al.

20220171

Molnupiravir for oral
treatment of
COVID-19 in
non-hospitalized
patients

Journal
article

Strizki et | ECCMID
al._ 2022
20220181

Virologic outcomes
from MOVe-OUT, a
randomized,
controlled phase III
trial evaluating
molnupiravir for
treatment of
COVID-19 in non-
hospitalized adults

Conferen
ce
abstract

ECCMID
2022

Guan et
al.
20220191

Impact of
molnupiravir
treatment on
patient-reported
COVID-19
symptoms in the
MOVe-OUT study

Conferen
ce
poster

ECCMID
2022

Johnson
etal.
2022al201

Molnupiravir for
treatment of
COVID-19 in
immunocompromise
d patients: efficacy,
safety, and virology
results from the
phase III MOVe-
OUT trial

Conferen
ce
poster

Johnson OVID
etal.

2022pl21l

Effect of
Molnupiravir on
Biomarkers,
Respiratory
Interventions, and
Medical Services in
COVID-19: A
Randomized,
Placebo-Controlled
Trial

Journal
article

MOVe-OUT

NCT04575597
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Author Source Title Report Trial Phase
and year type identifier(s)
Bosaeed | OVID Efficacy of Journal Bosaeed et al. | NR
et al. favipiravir in adults | article 2022
2022[221 with mild COVID- favipiravir

19: a randomized,

double-blind,

multicenter,

placebo-controlled

clinical trial
Hammon | OVID Oral nirmatrelvir for | Journal EPIC-HR 2/3
detal. high-Risk, article NCT04960202
202210231 non-hospitalized

adults with

COVID-19
EPIC-SR | Pfizer Pfizer Announces Press EPIC-SR 2/3
20220241 Additional Phase release NCT05011513

2/3 Study Results

Confirming Robust

Efficacy of Novel

COVID-19 Oral

Antiviral Treatment

Candidate in

Reducing Risk of

Hospitalization or

Death
Holubar OVID Favipiravir for Journal Holubar etal. |2
et al. treatment of article 2022
20221251 outpatients with favipiravir

asymptomatic or NCT04346628

uncomplicated

COVID-19: a

double-blind

randomized,

placebo-controlled,

phase 2 trial
Gottlieb OVID Early remdesivir to | Journal PINETREE 3
et al. prevent progression | article NCT04501952
202210261 to severe COVID-19

in outpatients
Webb et | CROI Safety of remdesivir | Conferen
al. 2022 vs placebo in non- ce
20220271 hospitalized abstract

patients with

Covid-19
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Author Source Title Report Trial Phase
and year type identifier(s)
Paredes ECCMID | Outpatient Conferen
et al. 2022 remdesivir prevents | ce
2022[281 COVID-19 poster

progression in high-
risk patients when
randomized within
seven days from
symptom onset:
sub-analyses from a
phase III trial
Kumaras | CROI PHASE III trial of Conferen | Kumarasamy 3
amy et 2022 molnupiravir in ce et al. 2022
al. adults with mild abstract | molnupiravir
2022[291 SARS-CoV-2
Infection in India
Painter OVID Reduction in Conferen | Painter et al. 2
et al. infectious ce 2021
2021030 SARS-CoV-2 in abstract | molnupiravir
treatment study of
COVID-19 with
molnupiravir
Fischer clinicaltri | Molnupiravir, an Journal Fischer et al. 2a
et al. als.gov Oral Antiviral article 2021
202110311 Treatment for (pre- molnupiravir
COVID-19 (pre- print) [later portion
print) of trial]
Fischer OVID A phase 2a clinical Journal NCT04405570
et al. trial of molnupiravir | article
20221321 in patients with (publish
COVID-19 shows ed)
accelerated
SARS-CoV-2 RNA
clearance and
elimination of
infectious virus
(Published)
Lowe et medRxiv | Favipiravir, Journal FLARE 2
al. lopinavir-ritonavir article NCT04499677
20223331 or combination (pre-
therapy (FLARE): a | print)

randomized,
double-blind, 2x2
factorial placebo-
controlled trial of
early antiviral
therapy in COVID-
19
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Author Source Title Report Trial Phase
and year type identifier(s)
Lowe et OVID Favipiravir, Journal
al. lopinavir-ritonavir article
2022bl341 or combination

therapy (FLARE): a

randomized, double

blind, 2x2 factorial

placebo-controlled

trial of early

antiviral therapy in

COVID-19
MOONSO | Atea Atea Press MOONSONG 2
NG 2021 | Pharmac | Pharmaceuticals release
[author euticals Provides Update
NR]351 and Topline Results

for Phase 2

MOONSONG Trial

Evaluating AT-527

in the Outpatient

Setting
Ramacha | Clinical Phase III, Journal Ramachandra | 3
ndran et | Trial Randomized, article netal 2022
al. Registry | Double-blind, umifenovir
20221361 | of India | Placebo-controlled CTRI/2020/09

(CTRI) trial of Efficacy, /027535

Safety and

Tolerability of

Antiviral drug

Umifenovir vs

Standard care of

therapy in non-

severe COVID-19

patients
Ruzhents | The Phase 3 Trial of Journal Ruzhentsova 3
ova et al. | BMJ- Coronavir article et al. 2021
20201, MAGIC- (Favipiravir) in (pre- favipiravir
20371 WHO patients with mild printl NCT04501783

to moderate and

COVID-19 publishe

d2)

Yotsuyan | ECCMID | Results from Ph1l Conferen | Yotsuyanagi 2a
agietal. | 2022 and Ph2a studies of | ce et al. 2022 S-
20221381 S-217622 a novel abstract | 217622

3C-like protease
inhibitor as once
daily oral treatment
for SARS-CoV-2
infection
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Author Source Title Report Trial Phase
and year type identifier(s)
Zhao et OVID Favipiravir in the Journal Zhao et al. NR
al. treatment of article 2021
2021039 patients with favipiravir

SARS-CoV-2 RNA NCT04333589

recurrent positive

after discharge: A

multicenter,

open-label,

randomized trial
Khoo et OVID Molnupiravir versus | Journal AGILE CST-2 2
al. placebo in article NCT04746183
20221401 unvaccinated and

vaccinated patients

with early SARS-

CoV-2 infection in

the UK (AGILE CST-

2): a randomized,

placebo-controlled,

double-blind, phase

2 trial
Golan et | OVID Favipiravir in Journal PRESECO 3
al. patients with early article NCT04600895
202210411 mild-to-moderate

COVID-19: a

randomized

controlled trial
Zhao et OVID A trial of arbidol Journal Zhao et al. 4
al. hydrochloride in article 2022 arbidol
20220421 adults with COVID- hydrochloride

19 NCT04260594
McMahon | OVID Favipiravir in early Journal VIRCO 2
et al. symptomatic article NCT04445467
202210431 COVID-19, a

randomized

placebo-controlled

trial
Sirijatup | OVID Early treatment of Journal Sirijatuphat et | NR
hat et al. Favipiravir in article al. 2022
20220441 COVID-19 patients favipiravir

without pneumonia: TCTR2020051

a multicenter, 4001

open-labelled,
randomized control
study
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Author Source Title Report Trial Phase
and year type identifier(s)
Zou et al. | OVID Antiviral Efficacy Journal Zou et al. NR
202210451 and Safety of article 2022

Molnupiravir molnupiravir
Against Omicron ChiCTR22000
Variant Infection: A 56817
Randomized
Controlled Clinical
Trial
Neutralizing antibodies (See section 3.2.21.1.1)
Weinreic | The REGN-COV2, a Journal REGEN-COV 2
h et al. BMJ- Neutralizing article NCT04425629
2020![461 | MAGIC- | Antibody Cocktail,
WHO in Outpatients with
COoVID-19
Weinreic | Identifie | REGEN-COV Journal 3
h et al. d by Antibody Cocktail article
2021al471 | research | Clinical Outcomes (pre-
ers, Study in COVID-19 | print)
outside Outpatients
of the
searches
specified
in
section 2
Weinreic | Identifie | REGEN-COV Journal
h et al. d by Antibody Cocktail article
2021al471 | research | Clinical Outcomes (publish
ers, Study in COVID-19 | ed)
outside Outpatients
of the
searches
specified
in
section 2
Weinreic | OVID REGEN-COV Journal
h et al. Antibody article
2021bl481 Combination and (publish
Outcomes in ed)
Outpatients with
COoVID-19
Gupta et | NIH Early COVID-19 Journal COMET-ICE 3
al. guideline | Treatment With article NCT04545060
20210491 | g SARS-CoV-2 (pre-
Neutralizing print)
Antibody
Sotrovimab
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Author Source Title Report Trial Phase
and year type identifier(s)
Gupta et | OVID Effect of Journal
al. Sotrovimab on article
20223501 Hospitalization or (publish

Death Among High- | ed)

risk Patients with

Mild to Moderate

COVID-19
Gupta et | CROI Effect of serostatus | Conferen
al. 2022 on the efficacy of ce
2022p!511 sotrovimab in abstract

preventing Covid-

19 progression
Shapiro CROI Intramuscular Conferen | COMET-TAIL 3
et al. 2022 sotrovimab is ce NCT04913675
20221521 noninferior to abstract

intravenous

sotrovimab for

COVID-19
Gupta et | Decemb | Safety, Tolerability, | Conferen | COMET-PEAK 2
al. er ID and Viral ce (Parts B and
2022cf531 | Week Pharmacodynamics | abstract | C)

2022 of the IgG NCT04779879

Monoclonal

Antibody

Sotrovimab

Administered via

Intramuscular

Injection for the

Treatment of Early

Mild-to-Moderate

COVID-19
Chen et OvID SARS-CoV-2 Journal BLAZE-1 2
al. Neutralizing article NCT04427501
2020[541 Antibody LY-

CoV555 in

outpatients with

COVID-19
Gottlieb OVID Effect of Journal
et al. Bamlanivimab as article
202110551 Monotherapy or in

Combination with
Etesevimab on Viral
Load in Patients
with Mild to
Moderate COVID-
19: a Randomized
Clinical Trial
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Author Source Title Report Trial Phase
and year type identifier(s)
Dougan OvID Bamlanivimab + Conferen 3
et al. etesevimab for ce
20213af561 treatment of abstract

COVID-19 in high-
risk ambulatory
patients
Dougan OVID Bamlanivimab plus | Journal
et al. Etesevimab in Mild article
2021b[571 or Moderate
COVID-19
Upadhya | CROI Bamlanivimab plus Conferen
ya et al. 2022 etesevimab for the ce
20221581 treatment of Covid- | presenta
19 in pediatric tion
patients
Dougan OVID A Randomized, Journal
et al. Placebo-Controlled article
20221591 Clinical Trial of
Bamlanivimab and
Etesevimab
Together in High-
Risk Ambulatory
Patients With
COVID-19 and
Validation of the
Prognostic Value of
Persistently High
Viral Load
Chen et Clinicaltr | Bamlanivimab and Journal 2/3
al. ials.gov Etesevimab article (Result
2022![601 Improve Symptoms s from
and Associated phase
Outcomes in 3)

Ambulatory Patients
at Increased Risk
for Severe
Coronavirus Disease
2019: Results from
the Placebo-
Controlled Double-
Blind Phase 3
BLAZE-1 Trial
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Author Source Title Report Trial Phase
and year type identifier(s)
Williams | ATS Bebtelovimab, Conferen | BLAZE-4 2
et al. 2021- Alone and Together | ce NCT4634409
20220611 | 2022 with Bamlanivimab | abstract

and Etesevimab, as
a Broadly
Neutralizing
Monoclonal
Antibody Treatment
and a Slow
Intravenous Push
Option for
Ambulatory
COVID-19
Davis et | OVID Pharmacokinetics Conferen | Davis et al. 2
al. and ce 2022
202210621 pharmacodynamics | abstract | casirivimab/im
of casirivimab and devimab
imdevimab in a NCT04666441
dose-ranging study
in outpatients with
COVID-19
Huang et | OVID Effectiveness of Journal UPMC Quality | 4"
al. casirivimab and article Improvement
20211631 imdevimab, and (pre- Review
sotrovimab during print) Committee
Delta variant surge: Project ID
a prospective 3282.
cohort study and University of
comparative Pittsburgh
effectiveness Institutional
randomized trial Review Board
STUDY210220
179
NCT04790786
Chew et | OVID Bamlanivimab Journal ACTIV- 2
al. reduces article 2/A5401
20210641 nasopharyngeal (pre- NCT04518410
SARS-CoV-2 RNA print)
levels but not
symptom duration
in non-hospitalized
adults with
COVID-19
Chew et | OVID Antiviral and clinical | Journal
al. activity of article
20221651 bamlanivimab in a

randomized trial of
non-hospitalized
adults with COVID-
19
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Author Source Title Report Trial Phase
and year type identifier(s)
Boucau OovViD Monoclonal Journal 2/3
et al. antibody treatment | article
20221661 drives rapid culture

conversion in SARS-

CoV-2 infection
Kumaras | CROI Interim results from | Conferen | EMPATHY 2/3
amy et 2022 the randomized, ce NCT04828161
al. controlled EMPATHY | abstract
20221671 phase II/III study

evaluating of

casirivimab and

imdevimab, a DARP

in therapeutic, in

patients with mild

to moderate

COVID-19
Streinu- | OVID Efficacy and Safety | Journal CT-P59 2/3
Cercel et of Regdanvimab article NCT04602000 | (Result
al. (CT-P59): A Phase s from
20220681 2/3 Randomized, phase

Double-Blind, 2)

Placebo-Controlled

Trial in Outpatients

with Mild to

Moderate

Coronavirus Disease

2019
Montgom | ECCMID | Efficacy and safety Conferen | TACKLE 3
ery etal. | 2022 of intramuscular ce NCT04723394
20223af821 administration of abstract

AZD7442

(tixagevimab/cilgavi

mab) for early

outpatient

treatment of

COVID-19: the

TACKLE phase III

trial
Montgom | Clinicaltr | Efficacy and safety Journal
ery et al. | ials.gov | of intramuscular article
2022pbl701 administration of

tixagevimab-
cilgavimab for early
outpatient
treatment of
COVID-19
(TACKLE): a phase
3, randomized,
double-blind,
placebo-controlled
trial
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Author
and year

Source

Title

Report
type

Trial

identifier(s)

Phase

Hobbs et

al._
20221711

Decemb
er ID
Week
2022

Outpatient
Treatment With the
SARS-CoV-2-
Neutralizing
Antibody
Combination
AZD7442
(Tixagevimab/Cilga
vimab) for
Preventing COVID-
19 Hospitalizations
in the Phase 3
TACKLE Trial

Conferen
ce
abstract

STAMP
20221[721

Adagio
Therape
utics
2022

Adagio Therapeutics
Announces ADG20
(adintrevimab) is
the First Monoclonal
Antibody to Meet
Primary Endpoints
with Statistical
Significance Across
Pre- and
Post-exposure
Prophylaxis and
Treatment for
COVID-19 and
Plans to Seek US
Emergency Use
Authorization

Press
release

STAMP

2/3

O’Brien
et al.
2022[73]

OVID

Effect of
Subcutaneous
Casirivimab and
Imdevimab
Antibody
Combination vs
Placebo on
Development of
Symptomatic
COVID-19 in Early
Asymptomatic
SARS-CoV-2
Infection: A
Randomized Clinical
Trial

Journal
article

O’Brien et al.

2022

casirivimab/im

devimab

NCT04452318

Mazzafer
ri et al.
20220741

OVID

Exploratory data on
the clinical efficacy
of monoclonal
antibodies against
SARS-CoV-2
Omicron variant of
concern

Journal
article

MANTICO

NCT05205759
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Author Source Title Report Trial Phase
and year type identifier(s)
Portal- OVID Virologic Efficacy of | Journal Portal-Celhay |2
Celhay et Casirivimab and article et al. 2022
al. Imdevimab COVID- casirivimab/im
20220751 19 Antibody devimab

Combination in NCT04666441
Outpatients With
SARS-CoV-2
Infection A Phase 2
Dose-Ranging
Randomized Clinical
Trial
Kim et OVID A Randomized Journal Kim et al. 3
al. Clinical Trial of article 2022
20221[761 Regdanvimab in regdanvimab
High-Risk Patients NCT04602000
with Mild-to-
Moderate
Coronavirus Disease
2019
Schilling | OVID Pharmacometric Journal PLATCOV 2
et al. assessment of the article NCT05041907
2022771 in vivo antiviral (pre-
activity of print)
ivermectin in early
symptomatic
COVID-19
Interferon (See section 3.2.3)
Feld et The Peginterferon Journal Feld et al. 2
al. BMJ- lambda for the article 2021
2021[781 | MAGIC- | treatment of peginterferon
WHO outpatients with Lambda
COVID-19: a phase NCT04354259
2, placebo-
controlled
randomized trial
Jagannat | The Peginterferon Journal Jagannathan 2
han et al. | BMJ- Lambda-1a for article et al. 2021
2021791 | MAGIC- | treatment of peginterferon
WHO outpatients with Lambda-1a
uncomplicated NCT04331899

COVID-19: a
randomized
placebo-controlled
trial
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Author Source Title Report Trial Phase
and year type identifier(s)
H2 antagonist (See section 3.2.4)
Brennan | OVID Oral famotidine Journal Brennan etal. | 2
et al. versus placebo in article 2022
2022180 non-hospitalized famotidine
patients with NCT04724720
COVID-19: a
randomized,
double-blind,
data-intense, phase
2 clinical trial
Steroid (See section 3.2.5)
Ramakri | OVID Inhaled budesonide | Journal STOIC 2
shnan et in the treatment of | article NCT04416399
al. early COVID-19
20210811 (STOIC): a phase 2,
open-label,
randomized
controlled trial
Yu et al. NIH Inhaled budesonide | Journal PRINCIPLE NR
2021al821 | guideline | for COVID-19 in article ISRCTN86534
s people at higher (pre- 580
risk of adverse print)
outcomes in the
community: interim
analyses from the
PRINCIPLE trial
Yuetal. | OVID Inhaled budesonide | Journal
2021bl831 for COVID-19 in article
people at high risk (publish
of complications in ed)
the community in
the UK
(PRINCIPLE): a
randomized,
controlled,
open-label,
adaptive platform
trial
Selective serotonin reuptake inhibitor (See section 3.2.6)
Lenze et | OVID Fluvoxamine vs Journal STOP COVID 2
al. Placebo and Clinical | article NCT04342663
202084 Deterioration in

Outpatients with
Symptomatic
COVID-19
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Author Source Title Report Trial Phase
and year type identifier(s)
Seo et al. | OVID Fluvoxamine Journal Seo et al. 2
20221851 Treatment of article 2022

Patients with fluvoxamine

Symptomatic NCT04711863

COVID-19in a

Community

Treatment Center:

A Preliminary Result

of Randomized

Controlled Trial
Reis et OVID Effect of early Journal TOGETHER 3
al. 2022 treatment with article NCT04727424
3, fluvoxamine on risk
4[861187] of emergency care

and hospitalization

among patients

with COVID-19: the

TOGETHER

randomized,

platform clinical

trial
Bramant | OVID Randomized Trial of | Journal COVID-0OUT 3
e etal. Metformin, article NCT04510194
20221881 Ivermectin, and

Fluvoxamine for

Covid-19
McCarthy | OVID Fluvoxamine for Journal ACTIV-6 3
et al. Outpatient article NCT04885530
20221891 Treatment of (pre-

COVID-19: A print)

Decentralized,

Placebo-controlled,

Randomized,

Platform Clinical

Trial
Serine protease inhibitors (See section 3.2.7)
Chupp et | OVID A Phase 2 Journal Chupp et al. 2
al. Randomized, article 2022
20220201 Double-Blind, camostat

Placebo-controlled mesylate

Trial of Oral NCT04724720

Camostat Mesylate
for Early Treatment
of COVID-19
Outpatients Showed
Shorter Iliness
Course and
Attenuation of Loss
of Smell and Taste
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Author Source Title Report Trial Phase
and year type identifier(s)
Jilg et al. | CROI A randomized Conferen | CAMELOT 2
20223211 | 2022 controlled trial of ce NCT04583592

camostat in abstract
outpatients with
COVID-19
Jilg et al. | CROI Camostat is not Conferen | ACTIV- 2
2022b!221 | 2022 effective for mild- ce 2/A5401
moderate COVID-19 | abstract | NCT04518410
in a phase 2
Trial of ACTIV-2
Tobback | OVID Efficacy and safety Journal Tobback etal. | 2
et al. of camostat article 2022
2022102931 mesylate in early camostat
COVID-19 disease mesylate
in an ambulatory NCT04625114
setting: a
randomized
placebo-controlled
phase II trial
Anti-inflammatory (See section 3.2.8)
Dorward | OVID Colchicine for Journal PRINCIPLE NR
et al. COVID-19 in the article ISRCTN86534
20220241 community 580 [trial does
(PRINCIPLE): a not appear on
randomized, clinicaltrials.g
controlled, adaptive ov]
platform trial
Tardif et | OVID Colchicine for Journal COLCORONA 3
al. community-treated | article NCT04322682
202110951 patients with
COVID-19
(COLCORONA): a
phase 3,
randomized,
double-blinded,
adaptive, placebo-
controlled,
multicenter trial
Audemar | OVID Efficacy and safety Journal ANACONDA 3
d-Verger of anakinra in article NCT04364009
et al. adults presenting
20221961 deteriorating

respiratory
symptoms from
COVID-19: A
randomized
controlled trial
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are safe and
efficient treatments
for COVID-19
infection: A
randomized
controlled trial for
repurposing
antivirals

and
sofobuvir/ledi
pasvir
NCT04498936

Author Source Title Report Trial Phase
and year type identifier(s)
Antiparasitic (See section 3.2.9)

Rocco et | OVID Early use of Journal Rocco et al. 2
al. nitazoxanide in mild | article 2021
2021271 COVID-19 disease: nitazoxanide
randomized, NCT04552483
placebo-controlled
trial
Rossigno | clinicaltri | Early treatment Journal Rossignol et 3
l et al. als.gov with nitazoxanide article al. 2021
202110281 prevents worsening | (pre- nitazoxanide
of mild and print) NCT04486313
moderate COVID-19
and subsequent Rossignol et
hospitalization al. 2022
nitazoxanide
Rossigno | OVID A randomized Journal NCT04486313
l et al. double-blind article
20220291 placebo-controlled (publish
clinical trial of ed)
nitazoxanide for
treatment of mild or
moderate COVID-19
Mehdat OVID Sofosbuvir/ledipasvi | Journal Mehdat et al. 4
et al. r in combination or | article 2022
202211001 nitazoxanide alone nitazoxanide

*Please note that this is described as a phase 4 (post-marketing) trial; however, patients were
randomized to treatment, rather than assigned according to physician's discretion.
BMJ: British Medical Journal; CROI: Conference on Retroviruses and Opportunistic Infections; CTRI:
Clinical Trial Registry of India; ECCMID: European Congress of Clinical Microbiology and Infectious
Diseases; MAGIC: Mutant-Assisted Gene Identification and Characterization; NIH: National Institutes of
Health; NR: not reported; RCT: randomized controlled trial; RNA: ribonucleic acid;
UPMC: University of Pittsburgh Medical Center; WHO: World Health Organization.
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BT R CEFELLRETH EEZLND,

ERELYRIVEETHBREDARIIIRTIIH T 5EHMMEORIEZEEBMELI-EILXESE
)LD RCT A MOVe-OUT 4Bk & PANORAMIC HERD 2 RERICIESONADZE, MATHEED
RN DELVDEREMECHBDRYLEBEINIL. Chd 2 RBOT7IMNILESUF LR
ETIWVETHETIFERICE O TELXESE LOEBMMERMEEHE T S LERZHTE Y
HOEISBEY THENEEZSNT=, KOT. A TITEMMERMED/NSA—FELTHE—
RCT DF—42%#RAWNBIEEL. FDEIRICH o TIFHZ/SA—ENYTILT—ILRIZEITS
HEMRDTIMAICE>TEXHINDILENHDEEA - BEMEEZTRELIZEMB
%% PubMed X @k % (2023 £ 3 AEHE) 1T o145 R. EILXESE )LD COVID-19 BEEA
EXIEFETICH T H2EMEE X FTHEROBEEHARLSEE INFAL02LI103] 1 DLl ED
EELIRIVEFERETOINEKBEEBOHERREL-BRHARLEL T, KERBEEAREKRD
ERIERT—FN—RXZ AL = Target Trial Emulation j%(2&% COVID-19 A EHIZH
(13EILXESEILOBENEFMICET 55X (Xie, et al. 2023, % 10) hHE—RE N1z
[104], RIBARICH T AERRATIVF U/ O FTEFFHIEE (BEB+30 BEETOARX
FFEE) DFEBFBSEELIESENERAEBET2.7%. EABREET3.8%THY. BAKH
X3 BEIXESE LEDMEX) ZA(E 0.72(95%CI1:0.64, 0.79) &£, MOVe-OUT HE&D
FEFHMEIER IZBHT S time-to-event T TRENFz/\VHF—FK L 0.69(95%CI:0.48,
1.0 WIEHEMIZEL ASYRUKRIT T (2022 £1 B~2022 59 A)DU7ILT—ILK
[ZEVWTEHEILXESEILDFERNARIEFELEY R DIEREREET S EDRENT, F=.
AREDORREHL 1 DL EDEEILIRIEZETHIEARD COVID-19 BEETHY. 2.1
PR RETDEFICRT AN RERLOBELUEER T 5. F-ABRENBEAETHHL
[T, BB DONRFERERICEVTHRARMARE, RTOCR LLATVELFEOFERNERMIC
BEINGENIE, 2.2 HEIBITRT LBt R MZ4E 8% (COVID-19 [T L TakE
DB HDEFIZR. HERE) ITRETIIZEABLOHBEENH D,

LLE&Y, MOVe-OUT HEBRICHEITEEMMELZT LMD T —2EdREHICH THEBMMER

HORIET HILFBREFRTHATREGIE T ADBERELTRLRULEZEZON ., BIES
1t 29 BEFEFTOEHZBMHLNT R TOARIIFETLI-HERE DB SEIERLLIZER
BREQLRICEDFEILXESEILOEMMARESHY LHIELI (K 11)
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& 10 EMMAREOFRICETIELREDOHBE

Xie et al. [104]

PANORAMIC
trial [101]

MOVe-OUT
trial [17]

Study population

People eligible for
molnupiravir

People eligible for
molnupiravir but
did not receive
outpatient COVID-
19 treatment
(including
molnupiravir,
monoclonal
antibodies,
remdesivir or
nirmatrelvir) from
COVID-19 clinic
which may have
resulted in
removal of highest
risk population

COVID-19 non-
institutionalized
patients aged 18
years and older
within 5 days of
onset

Intervention in
treatment

group

Received
molnupiravir as
the only outpatient
COVID-19
treatment

Received
molnupiravir while
other outpatient
COoVID-19
treatment
(including
monoclonal
antibodies,
remdesivir or
nirmatrelvir) was
also allowed

Received
molnupiravir as
the only
outpatient COVID-
19 treatment

Intervention in
control group

No outpatient
COVID-19
treatment

Outpatient COVID-
19 treatment,
including
molnupiravir, was
also allowed

Received standard
of care

Hospitalization or
death rate in
control group

3.8% at 30 days

1% at 28 days

14.1% at 29 days

Death rate in
control group

0.8% at 30 days

0.04% at 28 days

1.3% at 29 days

Age (years) 67.7 56.7 43.0
Baseline 40.6% 8% 11.7%
cardiovascular

disease

Baseline diabetes 40.8% 12% 15.9%
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& 11 SARS-CoV-2 (&5 R4E (COVID-19) BEIZHITHEMEE AL

BERELVRVEFEET S SARS-CoV-2 [TXBHREESE (COVID-19) &

HA8mUL)
{BL. BxELFEILLTLVEL =6, EEE*DOEL COVID-19 £F%
X REM
%(O
*EEEDEEEHEIO0F94)L RBELESE (COVID-19) &N F 5|
E=-E 8.1 RICHKT S,
A A EILXESE L
L& Xt HR T5R (B AR
— At (EEALL 29 BEETOERZEALEVT R TOARXILFELE
LE-HEBEDEAR). R (BEER)
HEMMEREHY O NEMMEREELISHAIWNEIHYEIZHIERT
BN AEREOFE
=AY
O RCTDA47FYJLZX M E—® RCT(MOVe-OUT ER)
H BT DIBRLEAE T
- s O BIRAIEOEREIEMZE O RCT ORIELER
7 O EBHROLE O BEF—2uL
e MOVe-OUT SREREMB/N—bD EELFFTHLAPBETIZH L
T.FEFHEE CTHAHEMEAIL 29 HEETOERAZMLALTAR
EBNMAEREOFE o
TOARXIIFEEL-BEEDE|SIZENT, BEENRIISNT-,
#HIEr L2 B

e MOVe-OUT HERFE M/ N\—FZH T, T2 EALENBLEFREE
Thof-=,
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4. SHF RO

4.1 HHAHE

4.1.1 ERAXMHRORHEE
ARSI TIE, COVID-19 ORENM L 2MEAEMR T ETOSIERM (30 B) IZRERETIL
ERL. FOROSTTHM (EE:BEXE 100 ZFET) IS 1 HA4)0%F 1L F£UBL. DEF
SMHERO- 1L AR ISRELETIILITETIVERALT:,
RERETIIZENTIL, COVID-19 DEEILARURELT, COVID-19 MoK (FEARR) &
EIZBITAABCABEADKEIT. RUABRARBRIZB T5EYBELRT7EyT42 4 [ICU, XK
SR ER A THH(ECMO) X (E A TR 2R (MV) DEAZEHS ICU(ICU+MV/ECMO) I~D#
TEREL-,
BE.ELXEFELFEICHRABRTHVWSGREOETHLIENS, ETILTIEARSBOA
Beik DERDHERHEOERIIEBLTLEWL, SETILOEEEZR 7 ITRT,

B7 9WETILOEE

o= TEE mm o = = =y
— e o o o o .

*EARD S IRE S DREARIMIZEY

DHETIVIE, COVID-19 Do KAEM DS I-AEZEETREL, COVID-19 D E
FEBICHED NENOARANBITT DA REMEERE Lz, Tz, EEELLTARFDICELRELS
B3LANILDTTEYT12T (—hifRE. ICU. ICU+MV/ECMO) B EL. AIREDEED
BIRELT. E2ICBAEY H7— X REIORBEEF - TRIEY 57 —X105) [1061 ARz
RTEY ST —REBELz. S6I2, ARREDEFBETE. BARERRISELLEEL:

[107]
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HEZE R (Adverse Events, AE)F-(XABRLEBAZETHHEEZRIL. IEARB COVID-19
BEZXRELIZ MOVe-OUT HERTHLMNEREEDBEN G o1z KA TIEEE
LAz ot=l108],

ERDITMATUTORESTEIT o=,
o —RESM
BEDANNGA—EOEHNRIFT D ITHERADFZEERET H=DIT TRTD/TA
—RE M HAATRERRLT=,

o MERMBRENI
EARDICH L TE/NTA—FERBFICEILSE TEREL Iz, K/\TA—2D 5% . Briggs
et al (2011)[109][ZHE>T, LLTDEYERLT=,
- BE(ZIR) :~N—35%H
- HERVRZ(BEYEIURRAULDIGEE) A BERSF
- BRAVUISH
- QOL {l:R—4%59%
- ZTOMMDINTA—F: R

o JFUFSH
F-LAEREMEER(TILAHEDR) ORITOVIFUNEMEIZANIZEEBEL-E
HAIEMHLL T, MOVe-OUT HERFE A/ \—tD ad hoc BITIZHITH BB RES LUK
EEMOT 4G 4.2 S THEALI/ASA—428B)ZFRALT. )45 1-3
ZEMLTz, Ff-. COVID-19 BEARRIC KA EEANGFBAEEMIBRZHFER. HEDIL
B\BDIFTIA S 4 BERLT=,
1. MOVe-OUT REED (£5%KH) DB ERF S SWERBRHFEICELH 0
2. MOVe-OUT #HE& (BERFYITEE*) D BEFUS IR EBHFIEICKDAHT

* BYINAL., D Sp02>93%7% <

3. MOVe-OUT HEED (60 U T HIT&H) D BB RHMES JUERBFIEICLDSHH
4, ERDHOBREICEITDHEDIZTONT: ARRICKDEENGFBEELELET

4.1.2 EFIILTHEALEEE
A THEALEZREZUTISRT
o NHHRREHICHEITIAREELLT. BEEFBHELRT -2 HE IO F IV AKLEE
BEOERBRRERVAREEZARREZCETIRAEHRINIS1TS 2022 F
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FEDBEEEHEAREROISEELIZAREE (%) DFHEEREL,

o ARRICBIIBZEREEZE 3LANILDTTEyT127 (—hi&fR#H. ICU, ICU+MV/ECMO) T
&L, HELEREBVEEEICKYEERDEHREL.

o EBIRETFENLEEIINFAETHLLONLIERITHAHI LMD, ABREDEERNRERVIE
KOFHEEFFDEBEEEBLTLVEL,

o AEERADFILITARLREBZETHIEETFRRIEIEHTLAEL,

o B ARRKO AN 7 BREIIIERELT=,

e 413D COVID-19 [ZKBHLEEE 0% EREL =,

o 100 MLAPEDIETHEZEIL 100%I%E LT,

o BARDERIKREIZHNT S QOL EIE—MRFEHRDBERELFLCEREL .

o BERE(SE) I AFTELULMGE. FHED 5% (F 13) X% 10% (5% 14) &LT=,

4.2 W TEALI/IAFA—%

R—RSADEEEME (FEH. THEEER ETHEEHLTE . BLARBISZRO BLVEERY
M (ABRDORNER. ABRBE) [CDOWT ATAHIL-T—2-EP3> (MDV) (N R T 588 T—
AR—X EBM Provider [Z&5FHE (MDV T—2R—RFARE) THLONI=T &AL =,
REOBMEEZR 12 1577 . KRB TE. EHRNREBEZOHAANBEERUBRNEEICE DS
a7 [ 5 (2= 783 FA—) P RESN . TOEHERE/SA—2ELTAL
=5

& 12 MDV 7—AaR—RREDHE

F—2J)—R EBM Provider®
F—AHEAREAE 2019 &£ 7 A"~2022 £ 6 B&L., iR AR
P -t 2020 1 A ~2022 & 6 AIZERTE

* BIERETAMGOROEHEFIT 6 NAZET

SR AAMIC. COVID-19 OHEIEEZH AN HLEE
A ANnELE COVID-19 M EZ (&, ICD10 a—Fk U071 (aRF VAL RREEE
2019, VAL ADREENI=LD)

uﬂd)b\'d’hﬁ\liziél'd’é$%li$n‘f*‘f%7ﬁ\b|¥?%
COVID-19 TORZERMAIZLLATVELDAE N HHEE
PROMEHE « KR 1 THIROEHR A HLEE
« COVID-19 O#E#EEZHBDZUAD 1 ARAT 18 BMKRED
BE
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TERERMED COVID-19 O#IEIZHH#EE BN xEZZRETEEER T E LM
- (1a3—X)EL, ARICESGEIFIINEFIEREARIEEREL, B,
B MEREZE B LY%IC COVID-19 #ilEDBEEF—4h5H 588
. ZDRTEZRKRZZHEL. TNETOHMEE 1 3—XELT =,
R

COVID-19 m#IEEEZHB LR A D 1 BRSO EH

m BERSGIRESE)
NEZERDAHTHRRERAT-BE

m EERXRS(ARESE)

BEEARICBTIEEEIZEDE. BERNEEEL -,
—fRdEAE: A ARRHARIZ ICU MEFEAL. D MV XL ECMO
NDEELHLOESE
ICU: EEARRHAMICICUDEEHY. HD MV XL ECMO @
EELLOESE
ICU+MV/ECMO: EH¥EA[ZHIMEIZ ICU DEEHY. HhD MV X
IXECMO EEHYDEE

B BARHYDESE
HEARBBORKRA NS 60 BLLA®D COVID-19 2 E5H/E LT
DA DHDHEE

B REEHVYDEE

COVID-19 M#EIFEFEZ ¥ B #IZ COVID-19 #EEDHEEZHA M
HBHEE,TH. COVID-19 RBEED EFHIL. ICD10 a—FT U099 (O
AFIA/)L AR 2019 B OFRRE) XL U099 (OB F oA L RBEEIE
2019 #DJFEE. AR &L=,

LI A

EEARDEIFMNFETRRETHD
AR B SRZZEE- AR
) - © o NARRZEH 1 3-ARNOZZEHENVULNEL. REERE
BIREDER BOF— AN HHGEERAZBEHIAIUH)

SEBERAR: 1 3—XROBH. EROFHEHARET S,
HAZZEY: 13—ANOKREZZRKZEHIUL

m AlZHIME
HEARDODWEINLERBETOREEL., BTIZKSBREEENXE
RS

B FARRHME
COVID-19 X EBHB LT HBEARMNGERIRETODAH

T FIAHHTIZIE. MOVe-OUT HERD ad hoc B D T—42%MALV=(% 13), MOVe-
OUT BHEM o+ 27T —2NFoNEA D= Z DD /54— (S K TDIER D FHEEFRE . 51
EZZEH. PEMZZRH. HEHZZEEDEE. RUOKREELBAROEIG. ELE
ABREE D ABREIEZBR 2DV TH, MDV T—4X—RFABTHRLON-T—4EFEALIZ (R
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14), Ff=. LRBOVTIOT—2Y—ZAMobGEoNENER (AREIE . B ABRR O ABTHRE.,
ICU+MV/ECMO DZERERREBEIE) ICOVWTIE, EEFBENSAAIN TS IFERI0IL
XEMEZFERALIII2I(R 13 BLUK 14),

& 13 R—ZASMVDBERFESIWHEBRE

MDV 7—4~R—ZRE MOVe-OUT HE®D
NFA—4 FTREE ad hoc f##f
(EX5H) (FUF5H)
BAERHE
5. % (SE) s 45.3 (0.57)
SEC B AR iR, A% (SE) ] 61 (5.86)
£, % (SE) I 49 (0.02)
ABREIE . % (SE) Bl <(N/A) 9.2 (0.01)
ABRDORR(BERX S
— R % (SE) e 70 (0.06)
ICU. % (SE) ] 17 (0.05)
ICU+MV/ECMO. % (SE) I 13 (0.04)
AR #(BEERD A
— . B (SE) 10 (0.82)
ICU. B (SE) 14 (1.13)
ICU+MV/ECMO. H (SE) 14 (1.33)

BERE (SE)[F. AFTERWGES ., FHED S5%ELz, *EEFBEART—FMHHIOF VAL ARREEE DERE
RRERVAREEZABRBZICEITIRERERL: 2022 FICHTBEEEHEARER(BEARR) MLEHL-2
TOERABEEE (%) DFHE
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& 14 TOHDINSA—5
INGA—E
NERBIUVHEHZDEE
FER DR (S AR . B (SE)

[
ARFBEH, F/T—2(SE) I
I
H

MDV T—4R—X &
E X T E

1 BEFH-YRERZZEHK. B (SE)

HEHZZEE. %

AFBEICBTARADREEREI S (BERSH)

k. % -
—RmHE. % [
ICU. % .
ICU+MV/ECMO. % -[112]
COVID-19 IZ&YBARLI-BEZDEI& (BREX 25
— R, % [
ICU. % -
ICU+MV/ECMO. % -#
BAREOABRSRE. B Jos

¥ BARBIA G-, ETILTIE ICU ERMEZRE; 1RERE (SE)F. AFTELGGA . FHED 10%ELT=.

4.2.1 A RE2HEFO/\F5—2D5H

EILXESE LD ARICH T BHED/NFA—4F(Z1E, MOVe-OUT HERFE MHH/—~(3.2.4
BRFRHER) D post hoc f#TIZFH 1% COVID-19 BEARDFHER RIERAL., ABREDEE
EIZH T BEED/INTA—RIIE, TUF Lkt 29 HE FTIZ COVID-19 IZE&ET HEHT
ABRLT-#ER#E (EILXESE )L 800mg % 55 45 6. T5RE% 58 64 6I) 12D TH
post hoc f##TIZ&H1T BRI RV ERALM= (%K 15),

% 15 MOVe-OUT HEE M/ S—F-EIEIIXESE LD B ThE17]

COVID-19 B&EARBE~D#1T. RR 0.69 [0.47 - 0.98]
Score 6(ICU)~D#4T. RR 0.83 [0.27 - 1.97]
Score 7-9(ANIMERFDEH) ~DHETT. RR 0.76 [0.18 - 2.17]
COVID-19 B#% 1=, RRR 0.84 [0.75 - 0.92]

I HEEEE. 29 HEETO MOVe-OUT RERE MR/ A—FDERBRNSBONT—2, FERICHTIETILOHE
I%. WHO clinical Progression Scale(11 /=) D &xm A7 IZM&FT %, WHO score 4~5 [E—h%fFH&. WHO score 6
[& ICU. WHO score 7~9 [F AR OERAFEELIz, RR: Risk ratio, RRR: Relative risk reduction
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FEAMETILTIE, EBRLEEILRESE ILIZED COVID-19 BEEA RS LU EfE 1L D) [E368
ENLERELT COVID-19 [TRBFELTEYRIMNMER T HEEBE LS, IZEARRICEITS
COVID-19 [CkBETHRELTIE MDV T—AR—RFAETEHINZ TR (EARDH) &
MOVe-OUT ER®D ad hoc @HTICEITEHT—2 (Ao #FERAL. ThEThEBEERX S
AIZEGIRTERERELIZ (X 16), BH. N EREFORTFERIIFEAE TIE TELA 12
=8, 5+ FEBEHD COVID-19 IZEKBETFH(X 0 ERELT=.

# 16 COVID-19 [TkHETE
BERS

MDV T—4R—X A& MOVe-OUT &
(EX 94 ad hoc @1 (O FVA 5 47)
— 3. % (SE) 2.2 (0.022)

ICU. % (SE) s 27.3 (0.134)

ICU+MV/ECMO. % (SE) 62.5 (0.171)
RERE (SE) X, AFTERMGS, FHED 10%&LT =,

ETILORMHREOEFEREICIE. BRADO—BREFADRTHEREE 23 @EGRMNSIG
LERALEDBL 6. COETIVIE 100 mFETEEEEBHT 570, 100 mLUEOFRTEL
100%IZE&EL 1=,

o HEEEMNTLERIZEZSEE(MOVe-OUT RERE N/ S—rD/5A—4ZA V= F
AR IZDNT
INOTIYO MY OMETIE, EEEEFFD COVID-19 AlREEIL. COVID-19 nE
FEIEB FUTED) RINF NI EA RSN TUVA114], [115], [116], T117]  Z dETF LI,
COVID-19 O ARREEITHE LT, FEICBEFRGIE ZLDOEBKENFETDIRY L
SELEOTHREAHIEETTXICEOVT, ARBELFEAREENTE TR L
FERXFLTRAzo KRETILTIE, $Z2# LT L (Standardized Mortality Ratio.
SMR) &L T, BEEDHIFERE (Thbb EEODEAEAE. DMERE. ¥BRKB) ZET S
#a (EEEE oo MOVe-OUT HERICH 1T DHERMA. BT, EEADEE (DT
2 . BEREE. DAE) 28758888 ] 2ERL. ARtHg0EREEICOL
TIEAREELEARBEOMAICBEEDHFEREDEZELEE L1, 2D SMR
[&. MOVe-OUT RERD/\ZA—2ZF AW FUA S ICERINT-,

q-lll-#

4.2.2 QOL fED
AHRRERIZHFTER—R5/> D QOL fEELTERAD—IREFIZH+5 EQ-5D-5L 42
HEEM20FALV=, —AH. BRAD COVID-19 EFDAMEAERT L IVABREOEEIREE
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% RMLTz EQ-5D-5L 0 QOL fEDREE7L Y, ZI T, AHHTITHEL COVID-19 BEED
fZFRIRREICH 175 QOL fEEL T, iBstd QOL FAETI/IoMN = EQ-5D-5L T—419NZ349 %
HAABEBEZERANSIEELT, 215% QOL AEFEED—MRA 500 AZRRIZITHN.
vignette TEiBISN S 8 DOERIRREICEIY 5 EQ-5D-5L HREADRIZFAURES = (Al
7 6 BM) . RUVT, L& QOL AETHELNI= 5 HE 5 KEQEEMS, AL LH/N
Va—tyhERVWTEAARED QOLEZFHL. TDERADSMTERT S 6 DORENKE
[Z&1+5 QOLBIZERILI= (R 17) . 4&H. BARDERREICXY S QOL ENEE
I /- .

#& 17 COVID-19 EHI(=HIT5 QOL {E
2 BRIR A QOL {& (SE) *

BRE - R EE

— SRR

ICU

ICU+MV/ECMO

R DRIERE
RYPDREFETLDEITE
BAR

*ZE QOL F&EIZH1F5 Outpatient (mild), Outpatient (moderate)zF—ILLI=T—4IZ&EI<AAXRA QOL #HE (B

4.2.3 BERDO/S5A—20O M

AR TIEMDV T—AR—RFARICKY DI ELRERBEBEHE L. BRANIA—SLL
TERALT, #EHAZDFHMER 18 [TFRY . 4B AT IN—RAABETHEHEEFRADOR
FOZEEHN (2022 F 4 ARE) RUEHFEMITMEL-BRAKFHLIT LN TRTOA
X5 (—figmHK. ICU, ICU+MV/ECMO, COVID-19 B&EB AR, 3 XTOHE AR [ZHL
T 1 ABRRSHI-YEREDEIHENEIER R EMICE OKEFHEEZRE LB o128 KT
TIRRFHGTIO—FELTRERBRDEFNRBEZEDICHET HEERIRL., AEEE
KR ORFOBMICEOERZFEAL-(BL, EL{GREBENKEMN 7= ICU+MV/ECMO [
DWTIIXXEEZFIA) .

EIXESEILD 1 a—ADOERIE(CDOWNTIE, ST ERE A O ZEM(2,357.8 A)[1222&KD
£.94,312H1 3—R:4 hTEILx2E x5 BH) &L=,
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£ 18 ARBERADHRGE

HHE

RE

BEROHEAE

KHRMREBECRBESN-DRTHARVES. ERESOERES
CIRTOERITADIL, TEEDERICEZEISIEBDEHERE
BRI ORI ORI A RICE SV THE L,

NERAEROER

NEABRUAMTOERELEFNEDAH . BH. HANEDERAIZZ
Z1EGBYDERELTHIERES L=,
Emm%ﬁ%&@&uwjﬁ
s PBERDSA~LNICRYTIHILETOZERMEL. AREER
Uﬂﬂbh\( COVID-19 MAREEFROLNEMHESDARGE
<)
ETHEFIE (BL. BASHIZ COVID-19 DAEEBFZEDOELG
BB AL EERRC)

ABeDE A

ABRHEBEICDOWT, BiIERNISRRE T—40H 5158 (X ARB M SIR
[RBET. BB T—40NEWNSEIIRKRZEZEAETEL, BTSN
DITHYYVEH (FETEARR. BRI ERRD AR, EEAR (MDD 10
—XRA) D—ET—EHNRBILTLNDAR) . ETOEERESEMD
[ZLN B =
%Fﬁ@%ﬁiﬂ.’&'uTkTT
ZEES A~L N IZHRYTI2TOZEBREN(BEL. 4 EZERE
E&Uﬁﬂbb\k COVID-19 MAELEFRDEWLVEMEER S, A
TRESEBBRMTOEINEFICHEILBNEHEENOSELBRENT
BEFHREER
. 2TOEHFIE(BL. BASHAIZ COVID-19 MEELEFEOLEL
BEEILEERC)

HEEARRICHITHEEER:

HEAREDIZE TS 1 E£F 1 AlbH-VOEERED ST, BL.

BEEAMRDIERIFENET . BIRENEGREDO AR ORI REAMFPIZFR
BEEDIES|. AfRHAE R ICRIET—20HSEH L EFTT DT RN SRR
7=,

BARIET5AEER:

BARBEPICETE 1 EE 1 ARHEYDERED S EL. &
EABRDGEERCL, ABRBE IR T —25HDEFEEE 3
LRI LTz, ARRBRDREREZDHDARITEELL,

REELRRER

COVID-19 #EBEARMMITH TS 1 5% 1 MABLIOERED
&t

EARZHTTIL, COVID-19 DHEPLCARRICHSIBHRER. RED®RERE KXY COVID-19 (2
FHBARERICMDV T—AX—RRETHoN-T—2EFEALI= (%K 19),
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& 19 AROER

INSA—4

1 BEHYOTHER

NExZZE.M/2—R

HEHZZE.[/E

COVID-19 AlRER (B&ER 7 A

— &R, A/a—X

ICU. H/3—X

ICU+MV/ECMO. H/3—X

BAk. A/3—X

*

®REERRER.A/A

#

* COVID-19 X5 RA LT DBARICE T2E M. #EERRENE- AIRERDOLEVRER/ A OFHIE

FEBAEEMEICOVTIE, 15 RUEDFEAADOIZE T 2021 FFHEDREI2YKY B LA
MEE FHOTHMEBHR. RUVEHRTICLLREHBSEERRAARTISN(SMI4E9A)
[CEDE S5 BERAIOEROTHRESELZAN 1 HH-YDOFHESREEHL (%X 20), C
NOZARICEDELHIFBEERBREEZEEL-HEDIGETOYFIAFHICAL=,

% 20 FRES7 1 BH-YVOENES

FRBER 1 BHEYEHESE(M)
<=19 8,125
20-24 12,665
25-29 15,465
30-34 17,208
35-39 18,747
40-44 20,017
45-49 21,009
50-54 21,776
55-59 22,208
60-64 18,225
65-69 15,634
>=70 13,876
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5. SR

5.1 EXSiT(ERAANMRFMEEFIEBTRESN =GR BEHITLL55H) DRER
TEEDBYERMRIMEREL =,

B EAMRIN BIrERAMRLZEREHTD)
O ZAs/MeSH GIREEFELTERZLKT D)

5.1.1 EXSHORESER. BIMR. BLIBRAMRL

ERXDITOFERER 21 12, BRAORARER 22 27,

FHE R ERIZH TS LB X B DIE

EREICHTBEILXESEILHZEARED 1 EEH-YDESERIL 84,391 A, &5
QALY [% 0.044QALY THot=, fit>T. 5> E AR (ICER)1E 1,930,637 H/QALY T

Hot=,

& 21 EFESTOHER

MR waMR R woRM ICER
(QALY) (QALY) (R) () (F/QALY)
EILXEFE L
. 25.596 0.044 175,291 84,391 1,930,637
+EHEATE
BERR 25.552 90,900
QALY: quality-adjusted life year, ICER: incremental cost-effectiveness ratio
* 22 ERADOAR
- EILREFE N +HIREARR waEam
(M) (M)
1 BEH-YERES 175,291 90,900
MR
= | C
NERD [ |
BENED I I
N> [ |
R 5B — MR o I
R 4331:ICU e e
X4 5:ICU+MV/ECMO . .
B AR [ | |
B A ] ]
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5.1.2 BESH

5.1.2.1 —REE S #H (Deterministic sensitivity analysis, DSA)
FENSA—FIIDNTHE~ADEE

& 23 NTA—EDEE

EIREAT O~ TRESMERME LIz, /\5A—53%E
e HEEE. 4.1.1 ERAMDROELAERICRBEDRBYF/N\IA—F0NHFHEEEEL
HHLT- 95%ERMRMEZ. BI5IFRICODVWTEDHAASAUPNEIELRE 4%, TR%E
0%&ERTE LTz, \TA—BDREDFEMZER 23 27T,

Parameter Base case DSA and PSA
analysis

Input Inclusion | Inclusion C e

value | forDSA | for PSA SE Distribution
Discount rate 2.0% Yes Yes - 0-4%
Patient characteristics
Age at model
ctart B Yes Yes [ Normal
Age at death B Yes Yes [ ] Normal
Female - Yes Yes [ Beta
Disease parameters
Hospitalization o
rate K Yes Yes ] Beta
Proportion in o
general ward K0 Yes ves I
Proportion in
intensive care kG Yes Yes - Dirichlet
unit
Proportion in
mechanical - kG Yes Yes I
ventilation
Length of stay
in general ward, B Yes Yes [ ] Normal
days
Length of stay
in intensive B Yes Yes [ ] Normal
care unit, days
Length of stay
in mechanical B Yes Yes [ ] Normal
ventilation
Symptom %
Juration | Yes Yes [ Normal
Mortality rate in o
general ward K Yes Yes ] Beta
Mortality in
intensive care [ RE Yes Yes [ Beta
unit
Mortality rate in
mechanical - Yes Yes [ Beta
ventilation
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Parameter

Base case
analysis

DSA and PSA

Input
value

Inclusion
for DSA

Inclusion

for PSA SE

Distribution

Number of
outpatient visit

Yes

Yes

Normal

Number of

emergency
department
visit

Yes

Yes

Normal

Proportion with
emergency
department
visit

. %

Yes

Yes -

Beta

Proportion with
increased
mortality

I %

Yes

Yes

Beta

Proportion with
long-term
sequelae,
outpatient

L

Yes

Yes

Beta

Proportion with
long-term
sequelae,
general ward

L

Yes

Beta

Proportion with
long-term
sequelae,
intensive care
unit

L

Yes

Yes

-
—
ves |
—

Beta

Proportion with
long-term
sequelae,
mechanical
ventilation

e

Yes

Yes

Beta

Readmission,
from general
ward

- %

Yes

Yes

Beta

Readmission,
from intensive
care unit

- %

Yes

Yes

Beta

Readmission,
from
mechanical
ventilation

. %

Yes

Yes

Beta

Readmission,
length of stay

Yes

Yes g

Normal

Costs

Cost of
outpatient visit

Yes

Gamma

Cost of
emergency visit

Yes

Yes

ves | N
-

Gamma
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Parameter Base case DSA and PSA
analysis

Input Inclusion | Inclusion C e

value | forDSA | for PSA SE Distribution
Cost of general %
ward I Yes Yes e Gamma
Cost of
intensive care e Yes Yes ke Gamma
unit
Cost of
mechanical e Yes Yes I Gamma
ventilation
Cost of long- %
term sequelae e Yes Yes e Gamma
Cost of %
readmission e Yes Yes e Gamma
Quality of life
Mild/moderate
symptomatic ] Yes Yes ] Beta
Intensive care
unit ] Yes Yes ] Beta
Mechanical
ventilation - ves ves - Beta
Long-term
sequelae [ Yes Yes [ Beta
Recovered (no
long-term ] Yes Yes ] Beta
sequelae)
SMR B Yes Yes - Normal
Effect estimates for molnupiravir
Relative risk
reduction, 0.69 Yes Yes 0.13 Log-normal
hospitalization
Relative risk,
intensive care 0.83 Yes Yes 0.45 Log-normal
unit
Relative risk,
mechanical 0.76 Yes Yes 0.54 Log-normal
ventilation
Relative risk
reduction, 0.8402 Yes Yes 0.04 Beta
mortality
benefit

*SE was assumed to be 5% of mean for these parameters.

#Assumed same as general ward
DSA: deterministic sensitivity analysis; PSA: probabilistic sensitivity analysis; SE: standard error; SMR:
standardized mortality ratio

8IZRT @Y., BEILXESE L +HIBEEEDIZEREE(ICxT S ICER [

B2 488

Foa

MARENERS

DDINFGA—E(E, B5IE, ABREE . A—XF5/4> QOL &, BILXESEILOFERME FEXA
BRRD) . RU—RRETHORTRTH > =,
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8 —RTRESDH

5.1.2.2 FERHBESHT (Probabilistic sensitivity analysis, PSA)

4.1.1 BAMNROEHFARICEHDEY . BRSO L/54A—4% 1,000 EDELTHIL
AL 2alb—avChYBRNRBRESTERME LIz, £/ \5A—2DEEEHHE (LR 23 DEYT
Hd. BEREAMMMOBRELTC. EAMETELOHAE (K 9) BLUVEAMRZ AR
(B 10) 27T, BILXESELNERARN R RIFELGDFERIL, 1QALY Hi-YEEE (ILE
fB%E)% 500 FAELIZIHEEIZ 100%THY . ERAXSRENBATODIHEERAT LI EATRS
nt=,

9 ERMRTELOBHER
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10 ERMNRZFMR

5.1.2.3 o)X G
4.1.1 ERAMMROEHAELSLV 4.2 S THALEZ/NASA=ZIZEWTHRR=4 DDV

FIFIIDNTHHEER-LT=,

217 1: MOVe-OUT HE (£5KH) D BEFES S UERBFEICES 2

BEERBIUR—RFAUTODYRYIZ MOVe-OUT REDLERBOT—2%&FERALI=>FY)
THRMDFERER 24 ITRT . BILXEFE L HEEBBEOFREREICKT S ICER (&

B/ QALY TERRHRIERIFTH 1=,

& 24 MOVe-OUT B (25%KMH) DEEFES SWHRBIFEICKDIAH

- ME BAME T TRy ICER
- (QALY) (QALY) (A) (M) (F1/QALY)
EJLXESE L

L imEa ] I I ] I
REAR ] I
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U4 2:MOVe-OUT BB (BEBE Y THRE) O BERES S URBRHEICI DD
ARSI TIE. MOVe-OUT HERDBEBERHLEDBEEERNT —FEMALV=, R 25I27F
TBY, BALRESE L +EEREEsEaRxT 5 ICER (X [ B/QALY T&mx
MRIFRFTH>T=,

& 25 MOVe-OUT SR (BEBEYIRH) DBERF S JVEREFEICISSH

st DR BahE EH BoER ICER

’ (QALY) (QALY) (M) (M) (M/QALY)
EILXESE L

1B s I I I I
BB I I

3% 3:MOVe-OUT HER (60 MU T YT %KE) O BERHES JURBIHEICLS A
MOVe-OUT FHERD 60 MU T DEERFEZDBEERDT —FERAV ST DBRER
26 IZRT . BLRESE L+BERBRORERRBI<H TS ICER (& [ B/QALY <&
AR IERIFTHOI=.

& 26 MOVe-OUT B (60 LT Y IKRH) OB ERFES S VKRB EEICLDIHH

s R PR E2H wsrER ICER

~ (QALY) (QALY) (M) (F) (F/QALY)
EILXESE L

AERE A I I I ] I
RERR I I

DFIF 4 ERGMOBREICES ITEHEDIIFETOSH

EEXDWTIIONT. AIRBED AR BRICEHEHGFHBEEMBIEZRLI-ARDIL
BTOAMEEMRLT-, & 27 ITRTEY ., BEAXESE L +HRERBRDIRERRICNT D
ICER (% [ P/QALY CERMMRFRIFTH -,

%27 EXDPHOBEICETEHLDIBTON

s HE EHHE -4z EHEM ICER

- (QALY) (QALY) (A) (A) (FH/QALY)
EILXESE L

L ime s I I I B
mean | I

5.1.3 SHTORLMORE
EELELURIEFEZETS 18 mLL LD COVID-19 & (BL. EEEDELY COVID-19 &
EEBROEMTHRERLL, AMERD TSI~ 1= EAMTIZH 0T, SRR (EIL
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XESE )L +HREERHR) O LLESE IR RHER ) (2% % ICER D m#EE B IXE#E{E (500
BA/QALY)ZTEY ., ERXMMENRIF THABRI RSN, Ff= PSA [ZT, ICER MNEH#E
{E 500 BFM/QALY £ TFESHERIL 100%. F1= 250 HF/QALY £ TEIHHERIL 93% TH
Y. ETILICAW -2 TO/NIA— 2D FREEEICKY COBENBEINSHERIBEL /354
—BOEBEHFERNIZH O TIHES, ERD T OERMEATIFINT-, S5 AMERDILIZT
D F)F 573 (MOVe-OUT ME£&KH. 60 BUTXEBREBREY ITRHADAR—RS10T—
SEFER) DETITEWTHEARSTER LS ICER NEEEZ KECTE>FIEM L, HIZE
FIUOUKRUURICHIRY S SARS-Cov2 ZEMMTILAKERFDREMEEZES. HHLIE
TOFUDEMEETENSROBPRRECEELCREZEALIDELGERICONT, +5
[CEBHGLFUAERELIZBEICLERN T ERRICERAMNRNRIFEE I ONT=,

CNETIZITONEN O HTAEEIZKSEILXESEILDERMN DRSO EHELTERE
NICE [Z$1+5 Multiple Technology Assessment i\#% %, ZDH TlE, ABRE&EEIEARR
BHEITHT 5KFE COVID-19 ABEDBRKM S LURFNEHEATH ., EELTRFMET
EDFERICEDE NICE FEEILVRIEETIEARDEFICEILIESE LEZHRELLEWD
EDEEHAFT VREFHHTBHIZESF126], LWL, COEEHAMFVRIZIELUTIZRT LD
DDBENH D, HIZIE. BERFHEIZHTEEEL)RVEFDEZ (McInnes report!1271[Z
HIQIZIZEBOERDEMEEZSE COVID-19 EfEbICBEET ZEELRYRIRFMN
BENLGVIE BERMADMEOIE T RELTERSINT- PANORAMIC SHKER10UTIEEH
SEENROIEYLARELTEREILIRVERTIEBEDREN VIS8 VRATITA
VPLEA—EAFT YD RITRASN BRI RER ORI C(XEEGER KM EE EAROHLNTZ
& TNITHEDL T EIV - EER OO TORAEZTE T 5-HICEEMONINEFE
[CRS TGN EREMNIERTE D, -, BFEMNFHED FiEIE NICE D=7 I/LH5S
(F@EBLI-EH SNz D THoT=1=0 . VIEKELFFHEFIEDOH SN S ETDZE L IR
D5, 512 PSA BMTHALELNMEDYEL T, BRFRIMIBMEDHEEELL TFEL L THIE
FERAREZERELIZDTIADTNTONT-DATHY . TBNSGA—FIDRH DR EEEEEE
[CANFFHEAITTHON TUDNVGENIEN D RETS—DRIYOT I+ ITFHES A TLVE
W HH. ESREEHAF ALK, 340 COVID-19 ABRERR D EIZLS NICE 21T 3
TREBLITOFHEEMNMFEINTESY 2023 F£5 A 2 HOBF R TIEIREMGHERICE-ST
LVELY,

AOFRERISOVTIIUT DBRANETONS, TT . AN THAVW-ERAMDESITOER
(U'B—/\L)ETILIZEAL T, MOVe-OUT SHERHEREFRIET ILEDEERICKHNBIZE 1%
DRI TONHER ., RIFEBRESHERSNATOS, F BADUTILT—ILET—45%
AWEREH7 IO AICET 5 MZ L EORIELRESh . RIFEFRAMENTSA TS
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(T—EDREDE=ORYT IMILIZEEY) . SEFK A AHHICAL=EARET LI NICE
DRFWFHEET IILEFEGY BREDTOEBLADIFIFDINICEY /NS A—EDFHERMEIC
BEEYHIREIS—DBEZNNENENTEIN TSI EN L, B R THATRLGIETY
REAVETILOR Y ETHEREADORIGIZEALTERE, NICE TiThh=FikekR
THERLDZEAENLYBNEEZONSD,

LEROERETIVER—RIZ, UTOT7TO—FICKYBADBBERELEEZRMT Z/354—4%
A AN ETILEBEL-, ETILOEEICKILS, BN COVID-19 AEICEET S
MDV F—4~—X#&E (T—4#1f:2020 £ 1 A~2022 £ 6 A. N[ 7. &
fEFERI COVID-19 BFEE. ERERIA. EEERE. AHAEOTIMLEFICET
B5T—BFINEL. TNOICHET IHIEEET IL/ASA—2ELTHEALT, £f=. COVID-19
BED QOL &L TIFEE TERS NI vignette ZFAL V= EQ-5D-5L D#ERELNILAE
T—=3%FAERAN1—tYMILYTIEL T LIEERL., DFHARSAY O THESN L3
RIFZNEHRITHIGS Bz, BERMAIDMED NS A—F(ZIL, 2022 FIZRSIEDEFETH
% The New England Journal of Medicine 5IZ#8& S = MOVe-OUT RERFE M4/ \—+
DBEMETIMLEERALE YV, ARBRICHAANON BB T EELIRIEETHIEAR
M COVID-19 BETHY. SHMETGEI BV TEESN OIS EEEADERLE—HT
%, F1=. 3.8 BMMEAEOEEICET HFHE TR LB YRHT O KIRIERTHAT T
DT IALHIRENTND, LEDESIC RO TIE DA AR SA D B RICERIZ TR
BCTARINEDTHMEATR T IASA—FELTERADY 7 ILT—)LRT—RIETIZ
QOL fEEMAANT=DMETIVEEBET DHLLELIC. TETUALRNILOEVERKRMIEDED
T—EANALNLN=IEND, EREL TR YLK EREERLTNSELNZ S,

— A KD OVWTIEUTORALNHLHEEZ NS, £F . COVID-19 FiEED ARG
[CEALTIE, BREH, TLLEERMROBRME. WREEE, TIFHEEE, ARELE/KSH
FEFOHZEEZTOIL THEREABL . ST ARSI TIX 2022 £RIRR (FIH/O0U%
ERIFDRAMEET VT B RMER) KT S LEBEL. AREIGELT 2022 F@4F
DFHiEITHS rEmL (& 13). BL. COEFENEREE £ (RELYRIE
FEFELGEWEREZEV) CHTHIARENGELTEIHZALBLEDEZZONDD AR TDOMR
EETHAIEELIRVRBEBEICRELELZBEDARE S XINEYENHLDOTHS AT RENM
MEETELN(BE MDV T—AR—RFAEIZHIT5 2022 £ 1-6 AICEERIZHODEED
Argla o). — 5. ABRLBOEEEANEESS (X 13). HEEREBE SRS
COVID-19 I2&5HBAREA (K 14) FEER(X 16) FITEALTIE MDV T—3X—REE
THoN=ET 2RO TEHEZRANTEY . DIF U EROERCEEKDOHIREICHS
EILERBITIEIRBLTOVEWN-OFEEENE L ChoDIEZRICEL TIET 28R 51 (6
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MAZEKEHE) OEBAAREIS FEICIFEE TN > EITMA . —RRES TR
oI ERADEZEFRENEEZONT= (K 8), =, F-LEEKRDHTIZKY
COVID-19 MEERFMBARNEIL T 2RI ERLGTERMLLTETOND, COREE
ELT. ABRHAIVEIEELEED LRI OGNS HREMEDHAFH-LEREEEERRDRIT
VOOFUNENEICANSIZEERELEBMEY (MOVe-OUT BHABREMFRAEL) 23R E
LIS FUABHEERL. WThDOIFIFITEVTHLEERS T OBERNBLLGNEEHEEL
1=(F 24~% 26),

S FIAMERGT —2OFRRISERT ARFALEToND, BERMIZE. KETILTEET
BHEILXESELDOFEE MOVe-OUT HERE MM/ N— D EBRT I ALIZEIEARX
IFREALTEDOEDIZEDEDICRELTEY. COVID-19 BEICHSZTOMOKRRETR (3F
ABREZEDFR TR, ARBe#ifE. EROFHGRERE. RiEE (BERER) OEEE CRHGHARSF)
ETNLICHT HBRDFEEZRBLTLVEN, T HEDIIZTO L FIF 2 (R 27) T
ABRHEDFBEERBEIDAEERL TS, BEFHP ORBRONELMO @
HEMRRR. BERERICIDIFBEEMIBR. NMEICHTS COVID-19 BEE M. TDith
— R HEBRFETB~NDEZEF. UTILIT—ILFTRIDGALTREL-EZEZAON DU RH
BERENGIZHT HRROFEEEERLTHELT . EIHRBETERSNSEILIESE L
AINLDEEDEEICDELELI R HICIEEF ST AN EZAONDZEM D, HEDIL
BOAMELTIEIBO TRFHLETTO—FTHDEVR D,

5.1.4 SRR OER

& 28 HiTERORR

EREILURIEFE4ET S SARS-CoV-2 [T&BFEHE (COVID-19) &
(18 mU L)
{BL. AL FEILLTLVEL =6, EEE*DEL COVID-19 £F%
NEREM
B&<,
*BEEOEEEHEIO0F94)L RBEESE (COVID-19) 2B N F 5|
=5 8.1 RICET S,
L8 xtHR ZHE AR
ICER ME#(E B EENRE O BBENLELLE
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ICER OFife 9 %5
EHARIENEER
SXMH

O ZEREESHDVDIEFIF U

B 500 SALT (750 AALLTF)

O 500 ZH#EE (750 BHE)HND 750 FHLLT (1125 FALLTF)

O 750 FA#EE (1125 BHE)HD 1000 HHLLT (1500 FALL
T)

0O 1000 FMi#EE (1500 HHAE)

O MEHLFRZF(HHNEEY) . M DERALEL

ZDESITHIETLI=E
==

EEL)RIARFEET S SARS-CoV-2 [C&kBHBEE4E (COVID-19) &
BIZBITHEILXESE L HZERBRDIRERREIIXN I S Incremental
Cost-Effectiveness Ratio (ICER) I% 1,930,637 F/QALY TdhY.
500 GAUTORDICERETHEEAONT-T=0, Ff=. EfELT= PSA
TIX ICER A E£{ED 500 FAE TEISHEZE(L 100% THY., SoITa
BMERDILIZBTOIUFIADTETIZHEWLTICER AV 500 FALUTER
Y, BRI TERBRDIERINRENI=F=80,

5.1.5 MEHABRROEH [ZRYTIEEDH]

ZEaL

5.1.6 flitED3IELIT [ZUTHHEEDH]

ZEaL

5.2 MMNEERCEEMRREZSOLI [RITIBEEOH]

ZEiL

5.3 EDMDSHT [RBTHEEDH]

ZEEL
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B 1: SLR1 [ZHALV-BER

SLR 1: May 2021 (original search)

MEDLINE (Ovid MEDLINE Daily Update and OVID MEDLINE In-Process, In-Data-Review & Other Non-Indexed
Citations) search strategy”, optimized with MeSH terms applicable to EMBASE, used in May 2021 (original

search)
Search Search syntax
line
Population
1 exp Coronavirinae/
2 (coronavirus or covid or covid19 or sars-cov-2 or sarscov2 or Sars-coronavirus-2 or Severe Acute
Respiratory Syndrome Coronavirus 20 or 2019-nCoV).mp.
3 lor2

Interventions/comparators

(Remdesivir or Veklury or GS-5734).mp.

(Prednisone or Deltasone or Prednicot or Rayos or Sterapred or Orasone or AO7EA03).mp.

(Hydrocortisone or Cortef or Plenadren or NSC*10483 or ).mp

(Methylprednisolone or Medrol).mp.

(Favipiravir or Favivir or Favir or Avigan or T-705).mp.

O OV |IN|[O | U |+

(Budesonide or Pulmicort).mp.

(AT-527 or RO7496998).mp.
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Search Search syntax

line

11 (REGEN-COV or REGN-COV or Regeneron).mp.
12 (casirivimab and imdevimab) or (REGN10933 and REGN10987).mp.
13 (VIR-7831 or sotrovimab or GSK4182136).mp.
14 Camostat mes*late.mp.

15 (Nitazoxanide or Alinia).mp.

16 (Colchicine or Colcrys or Mitigare).mp.

17 (Molnupiravir or MK-4482 or EIDD-2801).mp.
18 Bamlanivimab.mp.

19 (bamlanivimab and etesevimab).mp.

20 LY-CoV555.mp.

21 (LY-CoV555 and LYCoV016).mp.

22 ((AZD7442 or AZD8895) and AZD1061).mp.
23 (Regdanvimab or Regkirona or CT-P59).mp.
24 Peginterferon Lambda-1.mp.

25 (Baricitinib or Olumiant).mp.

26 (doxycycline and ivermectin) or (Doxteric or Stromectol).mp.
27 (Famotidine or Pepcid).mp.

28 (Fluvoxamine or Floxyfral or Luvox).mp.

29 PF-07321332.mp.
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Search Search syntax
line
30 4or50or6or7or8o0r9o0rl10orllorl2orl1l3orl14orl150rl16or 17 or 18 or 19 or 20 or 21 or 22 or 23

or 24 or 25 or 26 or 27 or 28 or 29

Included stu

dy design

32 Randomized Controlled Trials as Topic/
33 randomized controlled trial/

34 Random Allocation/

35 Double Blind Method/

36 Single Blind Method/

37 clinical trial/

38 clinical trial, phase i.pt

39 clinical trial, phase ii.pt

40 clinical trial, phase iii.pt

41 clinical trial, phase iv.pt

42 controlled clinical trial.pt

43 randomized controlled trial.pt

44 multicenter study.pt

45 clinical trial.pt

46 exp Clinical Trials as topic/

47 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46
48 (clinical adj trial$).tw
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Search Search syntax

line

49 ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw
50 PLACEBOS/

51 placebo$.tw

52 randomly allocated.tw

53 (allocated adj2 random$).tw

54 48 or 49 or 50 or 51 or 52 or 53
55 47 or 54

Excluded study designs

56 case report.tw

57 letter/

58 historical article/

59 56 or 57 or 58

60 55 not 59

61 3 and 30 and 60

Total hits

62 limit 61 to yr="2020 -Current"

*For further details of the search terms and fields used in MEDLINE please see the OVID Database guide:
https://ospguides.ovid.com/OSPguides/medline.htm#advanced. Search strategy designed to be compatible with EMBASE indexing system - however, all search
strategies were searched in the same 5 key databases (EMBASE, MEDLINE Daily Update, MEDLINE In-Process, In-Data-Review & Other Non-Indexed Citations,
APA PsychlInfo, Econlit), for completeness..

mp: multi-purpose (i.e. mp after a search term will search for references where this term appears across several fields including the title, abstract, subject
heading and author keywords); pt: publication type; tw: text word (i.e. tw after a search term will search for reference where the word appears in the title or
abstract only).
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EMBASE (1974 to 2021) search strategy”, optimized with MeSH terms applicable to EMBASE, used in May 2021
(original search)

Search Search syntax

line

Population

1 exp Coronavirinae/

2 (coronavirus or covid or covid19 or sars-cov-2 or sarscov2 or Sars-coronavirus-2 or Severe Acute
Respiratory Syndrome Coronavirus 20 or 2019-nCoV).mp.

3 lor2

Interventions/comparators

4 (Remdesivir or Veklury or GS-5734).mp.

5 (Prednisone or Deltasone or Prednicot or Rayos or Sterapred or Orasone or AO7EA03).mp.
6 (Hydrocortisone or Cortef or Plenadren or NSC*10483 or ).mp

7 (Methylprednisolone or Medrol).mp.

8 (Favipiravir or Favivir or Favir or Avigan or T-705).mp.

9 (Budesonide or Pulmicort).mp.

10 (AT-527 or RO7496998).mp.

11 (REGEN-COV or REGN-COV or Regeneron).mp.

12 (casirivimab and imdevimab) or (REGN10933 and REGN10987).mp.
13 (VIR-7831 or sotrovimab or GSK4182136).mp.

14 Camostat mes*late.mp.
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Search Search syntax

line

15 (Nitazoxanide or Alinia).mp.

16 (Colchicine or Colcrys or Mitigare).mp.

17 (Molnupiravir or MK-4482 or EIDD-2801).mp.

18 Bamlanivimab.mp.

19 (bamlanivimab and etesevimab).mp.

20 LY-CoV555.mp.

21 (LY-CoV555 and LYCoV016).mp.

22 ((AZD7442 or AZD8895) and AZD1061).mp.

23 (Regdanvimab or Regkirona or CT-P59).mp.

24 Peginterferon Lambda-1.mp.

25 (Baricitinib or Olumiant).mp.

26 (doxycycline and ivermectin) or (Doxteric or Stromectol).mp.
27 (Famotidine or Pepcid).mp.

28 (Fluvoxamine or Floxyfral or Luvox).mp.

29 PF-07321332.mp.

30 4or50r6or7or8or9o0rl10orllorl2orl3or 14 or150r 16 or 17 or 18 or 19 or 20 or 21 or 22 or

23 or 24 or 25 or 26 or 27 or 28 or 29

Included study designs

31

Clinical Trial/

32

Randomized Controlled Trial/
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Search Search syntax

line

33 controlled clinical trial/

34 multicenter study/

35 Phase 3 clinical trial/

36 Phase 4 clinical trial/

37 RANDOMIZATION/

38 Single Blind Procedure/

39 Double Blind Procedure/

40 Crossover Procedure/

41 PLACEBO/

42 randomi?ed controlled trial$.tw.
43 rct.tw.

44 (random$ adj2 allocat$).tw.

45 single blind$.tw.

46 double blind$.tw.

47 ((treble or triple) adj blind$).tw.
48 Placebo$.tw.

49 Prospective Study/

50 31 or 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 or 47 or 48 or

49

Excluded study designs
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Search Search syntax

line

51 Case Study/

52 case report.tw.

53 abstract report/ or letter/

54 editorial/

55 letter/

56 note/

57 51 or 52 or 53 or 54 or 55 or 56
58 50 not 58

59 3 and 30 and 58

Total hits

60 limit 59 to yr="2020 -Current"

*For further details of the search terms and fields used in EMBASE please see the OVID Database guide: https://ospguides.ovid.com/OSPguides/embase.htm.
Search strategy designed to be compatible with EMBASE indexing system - however, all search strategies were searched in the same 5 key databases (EMBASE,
MEDLINE Daily Update, MEDLINE In-Process, In-Data-Review & Other Non-Indexed Citations, APA PsychlInfo, Econlit), for completeness.

mp: multi-purpose (i.e. mp after a search term will search for references where this term appears across several fields including the title, abstract, subject
heading and author keywords); tw: text word (i.e. tw after a search term will search for reference where the word appears in the title or abstract only).
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Bl 2: SLR2 [CAVLVEEERER

SLR2: September 2021 (first update search)

Medline (Ovid MEDLINE Daily Update and OVID MEDLINE In-Process, In-Data-Review & Other Non-Indexed

Citations) search strategy*, optimized with MeSH terms applicable to EMBASE, used in September 2021 (first

update search)

Search Search syntax

line

Population

1 exp Coronavirinae/

2 (coronavirus or covid or covid19 or sars-cov-2 or sarscov2 or Sars-coronavirus-2 or Severe Acute
Respiratory Syndrome Coronavirus 20 or 2019-nCoV).mp.

3 lor2

Intervention/comparators

Baricitinib.mp.

(doxycycline and ivermectin).mp.

Famotidine.mp.

Fluvoxamine.mp.

PF-07321332.mp.

O | [(N|[ojU» |H

sotrovimab.mp.

S-217622.mp.
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Search Search syntax

line

11 MP-0420.mp.

12 ensovibep.mp.

13 ADG20.mp.

14 MP-0423.mp.

15 4or50r6or7or8o0r9o0rl10orllorl1l2ori13or 14

Included study designs

16 Randomized Controlled Trials as Topic/
17 randomized controlled trial/
18 Random Allocation/

19 Double Blind Method/

20 Single Blind Method/

21 clinical trial/

22 clinical trial, phase i.pt.

23 clinical trial, phase ii.pt.

24 clinical trial, phase iii.pt.

25 clinical trial, phase iv.pt.

26 controlled clinical trial.pt.

27 randomized controlled trial.pt.
28 multicenter study.pt.
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Search Search syntax

line

29 clinical trial.pt.

30 exp Clinical Trials as topic/

31 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28 or 29 or 30
32 (clinical adj trial$).tw.

33 ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw.
34 PLACEBOS/

35 placebo$.tw.

36 randomly allocated.tw.

37 (allocated adj2 random$).tw.

38 32 or 33 or 34 or 35 or 36 or 37

39 31 or 38

Excluded study designs

40 case report.tw.

41 letter/

42 historical article/

43 40 or 41 or 42

44 39 not 43

45 3 and 15 and 44

46 limit 45 to yr="2020 -Current"
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Search Search syntax

line

47 limit 46 to yr="2021 -Current"
Total hits

48 remove duplicates from 47

*For further details of the search terms and fields used in MEDLINE please see the OVID Database guide:

https://ospguides.ovid.com/OSPguides/medline.htm#advanced. Search strategy designed to be compatible with EMBASE indexing system - however, all search

strategies were searched in the same 5 key databases (EMBASE, MEDLINE Daily Update, MEDLINE In-Process, In-Data-Review & Other Non-Indexed Citations,
APA Psychlnfo, Econlit), for completeness.

mp: multi-purpose (i.e. mp after a search term will search for references where this term appears across several fields including the title, abstract, subject
heading and author keywords); pt: publication type; tw: text word (i.e. tw after a search term will search for reference where the word appears in the title or

abstract only).

EMBASE (1974 to 2021) search strategy*, optimized with MeSH terms applicable to EMBASE, used in

September 2021 (first update search)

Search Search syntax

line

Population

1 exp Coronavirinae/

5 (coronavirus or covid or covid19 or sars-cov-2 or sarscov2 or Sars-coronavirus-2 or Severe Acute
Respiratory Syndrome Coronavirus 20 or 2019-nCoV).mp.

3 lor2

Intervention/comparators

4 Baricitinib.mp.

5 (doxycycline and ivermectin).mp.
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Search Search syntax

line

6 Famotidine.mp.

7 Fluvoxamine.mp.

8 PF-07321332.mp.

9 sotrovimab.mp.

10 S-217622.mp.

11 MP-0420.mp.

12 ensovibep.mp.

13 MP-0423.mp.

14 ADG20.mp.

15 4or50r6or7or8o0r9o0rl10orllorl1l2ori13or 14
Included study designs

16 Clinical Trial/

17 Randomized Controlled Trial/
18 controlled clinical trial/
19 multicenter study/

20 Phase 3 clinical trial/
21 Phase 4 clinical trial/
22 RANDOMIZATION/

23 Single Blind Procedure/
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Search Search syntax

line

24 Double Blind Procedure/

25 Crossover Procedure/

26 PLACEBO/

27 randomi?ed controlled trial$.tw.
28 rct.tw.

29 (random$ adj2 allocat$).tw.

30 single blind$.tw.

31 double blind$.tw.

32 ((treble or triple) adj blind$).tw.
33 Placebo$.tw.

34 Prospective Study/

35 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32 or 32 or

34

Excluded study designs

36 Case Study/

37 case report.tw.

38 abstract report/ or letter/
39 editorial/

40 letter/
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Search Search syntax

line

41 note/

42 36 or 37 or 38 or 39 or 40 or 41
43 35 not 42

44 3 and 15 and 43

Total hits

45 limit 44 to yr="2020 -Current"

*For further details of the search terms and fields used in EMBASE please see the OVID Database guide: https://ospguides.ovid.com/OSPguides/embase.htm.

Search strategy designed to be compatible with EMBASE indexing system - however, all search strategies were searched in the same 5 key databases (EMBASE,

MEDLINE Daily Update, MEDLINE In-Process, In-Data-Review & Other Non-Indexed Citations, APA PsychInfo, Econlit), for completeness.
mp: multi-purpose (i.e. mp after a search term will search for references where this term appears across several fields including the title, abstract, subject
heading and author keywords); tw: text word (i.e. tw after a search term will search for reference where the word appears in the title or abstract only).
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A% 3: SLR3 [ZALVBER

SLR3 : May 2022 (updated search)

Medline (Ovid MEDLINE Daily Update and OVID MEDLINE In-Process, In-Data-Review & Other Non-Indexed
Citations) search strategy*, optimized with MeSH terms applicable to EMBASE, used in May 2022 (updated

search)

Search line

Search syntax

Population

1 exp Coronavirinae/

2 (coronavirus or covid or covid19 or sars-cov-2 or sarscov2 or Sars-coronavirus-2 or Severe Acute
Respiratory Syndrome Coronavirus 20 or 2019-nCoV).mp.

3 lor2

Intervention/comparators

4 (Remdesivir or Veklury or GS-5734).mp.

5 (Prednisone or Deltasone or Prednicot or Rayos or Sterapred or Orasone or AO7EA03).mp.
6 (Hydrocortisone or Cortef or Plenadren or NSC*10483).mp

7 (Methylprednisolone or Medrol).mp.

8 (Favipiravir or Favivir or Favir or Avigan or T-705).mp.

9 (Budesonide or Pulmicort).mp.

10 (AT-527 or RO7496998).mp.

11 (REGEN-COV or REGN-COV or Regeneron).mp.
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Search line

Search syntax

12

(casirivimab and imdevimab) or (REGN10933 and REGN10987).mp.

13 (VIR-7831 or sotrovimab or GSK4182136 or Xevudy).mp.

14 Camostat mes*late.mp.

15 (Nitazoxanide or Alinia).mp.

16 (Colchicine or Colcrys or Mitigare).mp.

17 (Molnupiravir or MK-4482 or EIDD-2801).mp.

18 Bamlanivimab.mp.

19 (bamlanivimab and etesevimab).mp.

20 LY-CoV555.mp.

21 (LY-CoV555 and LYCoV016).mp.

22 ((AZD7442 or AZD8895) and AZD1061).mp.

23 (Regdanvimab or Regkirona or CT-P59).mp.

24 Peginterferon Lambda-1.mp.

25 (Baricitinib or Olumiant).mp.

26 (doxycycline and ivermectin) or (Doxteric or Stromectol).mp.
27 (Famotidine or Pepcid).mp.

28 (Fluvoxamine or Floxyfral or Luvox).mp.

29 (Paxlovid or (nirmatrelvir and ritonavir) or PF-07321332).mp.
30 (Ensitrelvir or Xocova or S-217622).mp.

31 MP-0420.mp.

32 Ensovibep.mp.
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Search line

Search syntax

33 ADG20.mp.

34 MP-0423.mp.

35 (Kineret or anakinra).mp.

36 Lenzilumab.mp.

37 (Bebtelovimab or LY-CoV1404 or LY3853113)

38 (Umifenovir or Arbidol)

39 (Clevudine or Levovir or Revovir)

40 4or50r6or7or8o0r9o0rl10orllorl2orl13orl14or150r 16 or 17 or 18 or 19 or 20 or 21 or 22 or

23 0or24 or250r 26 or27 or 28 or 29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39

Included study

designs

41

Randomized Controlled Trials as Topic/

42 randomized controlled trial/
43 Random Allocation/

44 Double Blind Method/

45 Single Blind Method/

46 clinical trial/

47 clinical trial, phase i.pt

48 clinical trial, phase ii.pt

49 clinical trial, phase iii.pt

50 clinical trial, phase iv.pt

51 controlled clinical trial.pt
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Search line

Search syntax

52 randomized controlled trial.pt

53 multicenter study.pt

54 clinical trial.pt

55 exp Clinical Trials as topic/

56 41 or 42 or 43 or 44 or 45 or 46 or 47 or 48 or 49 or 50 or 51 or 52 or 53 or 54 or 55
57 (clinical adj trial$).tw

58 ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw
59 PLACEBOS/

60 placebo$.tw

61 randomly allocated.tw

62 (allocated adj2 random$).tw

63 57 or 58 or 59 or 60 or 61 or 62

64 56 or 63

Excluded study designs

65

case report.tw

66 letter/

67 historical article/
68 65 or 66 or 67
69 64 not 68

70 3 and 40 and 69
Total hits
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Search line

Search syntax

71

limit 70 to yr="2021-Current" and deduplicate

“For further details of the search terms and fields used in MEDLINE please see the OVID Database guide:
https://ospguides.ovid.com/OSPguides/medline.htm#advanced

mp: multi-purpose (i.e. mp after a search term will search for references where this term appears across several fields including the title, abstract, subject
heading and author keywords); pt: publication type; tw: text word (i.e. tw after a search term will search for reference where the word appears in the title or

abstract only).

EMBASE (1974 to 2021) search strategy*, optimized with MeSH terms applicable to EMBASE, used in
September 2021 (first update search)

Search line

Search syntax

Population

1 exp Coronavirinae/d

2 (coronavirus or covid or covid19 or sars-cov-2 or sarscov2 or Sars-coronavirus-2 or Severe Acute
Respiratory Syndrome Coronavirus 20 or 2019-nCoV).mp.

3 lor2

Intervention/comparators

(Remdesivir or Veklury or GS-5734).mp.

(Prednisone or Deltasone or Prednicot or Rayos or Sterapred or Orasone or AO7EA03).mp.

(Hydrocortisone or Cortef or Plenadren or NSC*10483).mp

(Methylprednisolone or Medrol).mp.

(Favipiravir or Favivir or Favir or Avigan or T-705).mp.

O (IN[O|u | A

(Budesonide or Pulmicort).mp.

(AT-527 or RO7496998).mp.
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Search line

Search syntax

11

(REGEN-COV or REGN-COV or Regeneron).mp.

12 (casirivimab and imdevimab) or (REGN10933 and REGN10987).mp.
13 (VIR-7831 or sotrovimab or GSK4182136 or Xevudy).mp.

14 Camostat mes*late.mp.

15 (Nitazoxanide or Alinia).mp.

16 (Colchicine or Colcrys or Mitigare).mp.

17 (Molnupiravir or MK-4482 or EIDD-2801).mp.

18 Bamlanivimab.mp.

19 (bamlanivimab and etesevimab).mp.

20 LY-CoV555.mp.

21 (LY-CoV555 and LYCoV016).mp.

22 ((AZD7442 or AZD8895) and AZD1061).mp.

23 (Regdanvimab or Regkirona or CT-P59).mp.

24 Peginterferon Lambda-1.mp.

25 (Baricitinib or Olumiant).mp.

26 (doxycycline and ivermectin) or (Doxteric or Stromectol).mp.
27 (Famotidine or Pepcid).mp.

28 (Fluvoxamine or Floxyfral or Luvox).mp.

29 (Paxlovid or (nirmatrelvir and ritonavir) or PF-07321332).mp.
30 (Ensitrelvir or Xocova or S-217622).mp.

31 MP-0420.mp.
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Search line

Search syntax

32 Ensovibep.mp.

33 ADG20.mp.

34 MP-0423.mp.

35 (Kineret or anakinra).mp.

36 Lenzilumab.mp.

37 (Bebtelovimab or LY-CoV1404 or LY3853113)

38 (Umifenovir or Arbidol)

39 (Clevudine or Levovir or Revovir)

40 4or50or6or7or8o0r9o0rl10orllorl2ori3or 14 or150r 16 or 17 or 18 or 19 or 20 or 21 or 22 or
23 or 24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39

Included study designs

41 Clinical Trial/

42 Randomized Controlled Trial/
43 controlled clinical trial/

44 multicenter study/

45 Phase 3 clinical trial/

46 Phase 4 clinical trial/

47 RANDOMIZATION/

48 Single Blind Procedure/

49 Double Blind Procedure/

50 Crossover Procedure/
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Search line

Search syntax

51 PLACEBO/

52 randomi?ed controlled trial$.tw.

53 rct.tw.

54 (random$ adj2 allocat$).tw.

55 single blind$.tw.

56 double blind$.tw.

57 ((treble or triple) adj blind$).tw.

58 Placebo$.tw.

59 Prospective Study/

60 41 or 42 or 43 or 44 or 45 or 46 or 47 or 48 or 49 or 50 or 51 or 52 or 53 or 54 or 55 or 56 or 57 or 58

or 59

Excluded study designs

61 Case Study/

62 case report.tw.

63 abstract report/ or letter/

64 editorial/

65 letter/

66 note/

67 61 or 62 or 63 or 64 or 65 or 66
68 60 not 67

69 3 and 40 and 68

114



Confidential

Search line | Search syntax
Total hits

70 limit 69 to yr="2021-Current"

“For further details of the search terms and fields used in EMBASE please see the OVID Database guide: https://ospguides.ovid.com/OSPguides/embase.htm
mp: multi-purpose (i.e. mp after a search term will search for references where this term appears across several fields including the title, abstract, subject
heading and author keywords); tw: text word (i.e. tw after a search term will search for reference where the word appears in the title or abstract only).
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FliF 4: SLRA [CAHAVLVEEERER

SLR 4: December 2022 (updated search)

Embase and MEDLINE (MEDLINE and Epub Ahead of Print, In-Process, In-Data-Review & Other Non-Indexed

Citations, Daily and Versions) search strategy*, optimized with MeSH terms applicable to EMBASE, used in

December 2022 (updated search)

Search line

Search syntax

Population

1 exp Coronavirinae/

2 (coronavirus or covid or covid19 or sars-cov-2 or sarscov2 or Sars-coronavirus-2 or Severe Acute
Respiratory Syndrome Coronavirus 20 or 2019-nCoV).mp.

3 lor2

Intervention/comparators

4 (Remdesivir or Veklury or GS-5734).mp.

5 (Prednisone or Deltasone or Prednicot or Rayos or Sterapred or Orasone or AO7EA03).mp.
6 (Hydrocortisone or Cortef or Plenadren or NSC*10483).mp

7 (Methylprednisolone or Medrol).mp.

8 (Favipiravir or Favivir or Favir or Avigan or T-705).mp.

9 (Budesonide or Pulmicort).mp.

10 (AT-527 or RO7496998).mp.

11 (REGEN-COV or REGN-COV or Regeneron).mp.
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Search line

Search syntax

12 (casirivimab and imdevimab) or (REGN10933 and REGN10987).mp.
13 (VIR-7831 or sotrovimab or GSK4182136 or Xevudy).mp.

14 Camostat mes*late.mp.

15 (Nitazoxanide or Alinia).mp.

16 (Colchicine or Colcrys or Mitigare).mp.

17 (Molnupiravir or MK-4482 or EIDD-2801).mp.

18 Bamlanivimab.mp.

19 (bamlanivimab and etesevimab).mp.

20 LY-CoV555.mp.

21 (LY-CoV555 and LYCoV016).mp.

22 ((AZD7442 or AZD8895) and AZD1061).mp.

23 (Regdanvimab or Regkirona or CT-P59).mp.

24 Peginterferon Lambda-1.mp.

25 (Baricitinib or Olumiant).mp.

26 (doxycycline and ivermectin) or (Doxteric or Stromectol).mp.
27 (Famotidine or Pepcid).mp.

28 (Fluvoxamine or Floxyfral or Luvox).mp.

29 (Paxlovid or (nirmatrelvir and ritonavir) or PF-07321332).mp.
30 (Ensitrelvir or Xocova or S-217622).mp.

31 MP-0420.mp.

32 Ensovibep.mp.
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Search line

Search syntax

33 ADG20.mp.

34 MP-0423.mp.

35 (Kineret or anakinra).mp.

36 Lenzilumab.mp.

37 (Bebtelovimab or LY-CoV1404 or LY3853113)
38 (Umifenovir or Arbidol)

39 (Clevudine or Levovir or Revovir)

40 or/4-39

Included study

design

41

Randomized Controlled Trials as Topic/

42 randomized controlled trial/
43 Random Allocation/

44 Double Blind Method/

45 Single Blind Method/

46 clinical trial/

47 clinical trial, phase i.pt

48 clinical trial, phase ii.pt

49 clinical trial, phase iii.pt

50 clinical trial, phase iv.pt

51 controlled clinical trial.pt
52 randomized controlled trial.pt
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Search line

Search syntax

53

multicenter study.pt

54 clinical trial.pt

55 exp Clinical Trials as topic/
56 or/41-5

57 (clinical adj trial$).tw

58 ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw
59 PLACEBOS/

60 placebo$.tw

61 randomly allocated.tw

62 (allocated adj2 random$).tw
63 or/57-62

64 56 or 63

Excluded study design

65 case report.tw
66 letter/

67 historical article/
68 65 or 66 or 67
69 64 not 68

Total hits

71 3 and 40 and 69

“For further details of the search terms and fields used in EMBASE please see the OVID Database guide: https://ospguides.ovid.com/OSPguides/embase.htm
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mp: multi-purpose (i.e. mp after a search term will search for references where this term appears across several fields including the title, abstract, subject
heading and author keywords); tw: text word (i.e. tw after a search term will search for reference where the word appears in the title or abstract only).

ICHUSHI search strategy used in December 2022

Search line | Search syntax

Population

1 (A0F 94 J)LAF/TH or a0+ 24 JLAE/AL)

2 (a0F 94 JLA/TH or a0+ o4 JLA/AL or Coronavirus/AL or aEwk/AL or Covid/AL or COVID-19/TH or
COVID-19/AL or aEwk-19/AL or aEYR-FA>F4—> /AL or SARS 20} 4 JLX-2/TH or SARS-COV-
2/AL or SARSCOV2/AL or SARS-Coronavirus-2/AL or EfESMFRIFEZEFIOFDAILR 2/AL or 2019-
nCoV/AL or Novel/AL and (3@+ 4 JLA/TH or Coronavirus/AL) or & a0+ 4 J)LX/AL)

3 #1 or #2

Intervention/comparators

4 (Remdesivir/TH or LATEJL/AL or Veklury/AL or RX49)JL1)—/AL or GS-5734/AL)

5 (Prednisone/TH or Prednisone/AL or 7L K=Y >/AL or Deltasone/AL or FJL%Y > /AL or Prednicort/AL or 7
L K=a—k/AL or Rayos/AL or L1474 X/AL or Sterapred/AL or XTS5 7L K/AL or Orasone/AL or 5> /AL or
AO7EAOQ3/AL)

6 (Hydrocortisone/TH or Hydrocortisone/AL or EFOaJLFY /AL or Cortef/AL or aJ)L77/AL or Plenadren/AL
or 7LF KL>/AL or "NSC 10483"/AL)
(Methylprednisolone/TH or Methylprednisolone/AL or *F)L7L K=Y O>/AL or Medrol/AL or AFO—)L/AL)
(Favipiravir/TH or Favipiravir/AL or 27EESE JL/AL or Favivir/AL or Z7EEJL/AL or Avifavir/AL or 7EZ7E
JU/AL or Avigan/AL or 7E# > /AL or T-705/AL)

9 (Budesonide/TH or Budesonide/AL or 7Y =K/AL or Pulmicort/AL or /X)L=a—k/AL)
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Search line

Search syntax

10 AT-527/AL or RO7496998/AL

11 (REGEN-COV/AL or REGN-COV/AL or Regeneron/AL or #i{dHho T ILE%/AL)

12 (Casirivimab/TH or Casirivimab/AL or h>JE<J/AL) and (Imdevimab/TH or imdevimab/AL or 1 LTE<T
/AL) or ((Casirivimab/TH or REGN10933/AL) and (Imdevimab/TH or REGN10987/AL)) or (Casirivimab-
Imdevimab/TH or AJERT A LTE<TT/AL)

13 (Sotrovimab/TH or Y+OE<J/AL or VIR-7831/AL or GSK4182136/AL)

14 (Camostat/TH or "Camostat mesylate"/AL and AERZYRA JLEEIE/AL)

15 (Nitazoxanide/TH or Nitazoxanide/AL or =4% &4 =K/AL or Alinia/AL or 7'J=7/AL)

16 (Colchicine/TH or Colchicine/AL or 3JLEF> /AL or Colcrys/AL or Mitigare/AL)

17 (Molnupiravir/TH or Molnupiravir/AL or E£JLXESE JL/AL or MK-4482/AL or EIDD-2801/AL)

18 (Bamlanivimab/TH or Bamlanivimab/AL or /NA5=E<7J/AL)

19 (Bamlanivimab/TH or Bamlanivimab/AL or /SA5=E<7J/AL) and (T7+E~<J/AL or etesevimab/AL)

20 LY-CoV555/AL

21 LY-CoV555/AL and LYCoV016/AL

22 (AZD7442/AL or AZD8895/AL) and AZD1061/AL

23 (Regdanvimab/AL or LT &> E<J/AL) or (Regkirona/AL or L~y¥074/AL) or CT-P59/AL

24 Peginterferon Lambda-1/AL or R A A—DJzAVS LA -1/AL

25 (Baricitinib/TH or Baricitinib/AL or /\)>F=7J/AL or Olumiant/AL or #JLSTk/AL)

26 ((Doxycycline/TH or Doxycycline/AL or F&x<4441)>/AL) and (Ivermectin/TH or Ivermectin/AL or AL A

2F2/AL)) or ((Doxycycline/TH or Doxteric/AL or 2 X71)w%2/AL) or (Ivermectin/TH or Stromectol/AL or
ZROAZR—)L/AL))
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Search line

Search syntax

27 (Famotidine/TH or Famotidine/AL or Z7EFZ> /AL or Pepcid/AL or XTI yK/AL or RTK/AL)

28 (Fluvoxamine/TH or Fluvoxamine/AL or ZJLAR¥F+H32 /AL or Floxyfral/AL or ZB%<23)L/AL or Luvox/AL or
JLIRY I X /AL)

29 (Nirmatrelvir/TH or =JL<kLIJLEJL/AL or PF-07321332/AL)

30 (Ensitrelvir/TH or ¥3—/\/AL) or (Ensitrelvir/TH or T>< kL JLEJL/AL) or (Ensitrelvir/TH or S-217622/AL)

31 MP0420/AL

32 Ensovibep/AL

33 ADG20/AL

34 MP-0423/AL

35 (Anakinra/TH or Kineret/AL) or (Anakinra/TH or anakinra/AL)

36 Lenzilumab/AL or L>2IL<J /AL

37 (Bebtelovimab/TH or Bebtelovimab/AL) or (Bebtelovimab/TH or XJ5FOE<YJ/AL) or (Bebtelovimab/TH or
LY-CoV1404/AL) or (Bebtelovimab/TH or LY3853113/AL)

38 (Umifenovir/TH or Arbidol/AL) or (Umifenovir/TH or umifenovir/AL) or (Umifenovir/TH or 37z /EJL/AL)

39 Levovir/AL or Revovir/AL or (Clevudine/TH or clevudine/AL) or (Clevudine/TH or L2 /AL)

40 #4 or #5 or #6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or

#18 or #19 or #20 or #21 or #22 or #23 or #24 or #25 or #26 or #27 or #28 or #29 or #30 or
#31 or #32 or #33 or #34 or #35 or #36 or #37 or #38 or #39

Included study designs

41

(S5 Lb L83 E&/TH or RCT/AL) or ((((T% LMELLBEAER/TH or 24 LE/AL) or (S5 LE|fF+/TH or
S5 LME/AL)) or (T4 LML ELEERER/TH or #E{EA{E/AL) or (524 LE|fFI1+/TH or #E&{EA1{E/AL))) and
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Search line

Search syntax

(LLERERBR/AL or *HREXER/AL))

42 SUATA4X/AL and avka—JL/AL and S/ F7IL/AL

43 (5% Ls/AL or EEA/AL) and EY{HH/AL

44 (ZEE®E/TH or ZEG#H#/AL)

45 B1&/AL

46 (EGERERER/TH or BREREXER/AL)

47 (BRPREAER/TH or BGEREXER/AL) and (5 1 48/AL or % 1 #8/AL or 7z—X 1/AL or 7z—X I/AL)

48 (BREREAER/TH or BGEREXER/AL) and (% 11 48/AL or % 2 #8/AL or 7x—X 2/AL or 7xz—X II/AL)

49 (B&ERERER/TH or ERERERER/AL) and (5 III #8/AL or % 3 #8/AL or 7xz—X 3/AL or 7x—X III/AL)

50 (B&ERERER/TH or ERERERER/AL) and (5 IV #8/AL or % 4 #8/AL or 7=z—X 4/AL or Z7z—X IV/AL or HER#%/AL)

51 tEERER Eﬁsﬁ/AL

52 ("S5 LIEELEERER"/TH or "randomized controlled trial"/AL)

53 ZHEE%/AL and E&/AL

54 ("ESEREXER"/TH or "clinical trial"/AL)

55 PVZ=HhILES47IL/AL

56 #41 or #42 or #43 or #44 or #45 or #46 or #47 or #48 or #49 or #50 or #51 or #52 or #53 or #54 or
#55

57 21)=hHJL/AL and FSA4T7IL/AL

58 (single/AL or double/AL or trebe/AL or triple/AL) and ((fREEZE&/TH or blind/AL) or (¥X%/TH or
mask/AL))

59 (F5tR/TH or F5+R/AL)
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Search line | Search syntax

60 (F5+t7R/TH or placebo/AL)

61 randomly allocated/AL

62 Sv4 L/AL and 7R —k/AL

63 #57 or #58 or #59 or #60 or #61 or #62

64 #56 or #63

Excluded study designs

65 (r—ZA/AL or #iEffl/AL) and (L7R—K/AL or (F#%%/TH or BFZ%/AL))
66 (Z#/TH or letter/AL) or L2—/AL or #E#Rk/AL

67 EXRJAIL/AL and (F2Z/AL or (EMTERX/TH or §®3C/AL) or (F1%E/TH or #3E/AL))
68 #65 or #66 or #67

69 #64 not #68

70 #3 and #40 and #69

Total hits

71 #70 and DT=2020/01/01:2022/12/06

124



Confidential

A 5: FELI-FREBIE (BHiS) DEf

Table 1. Study characteristics of RCTs for antiviral therapies

Author and year, trial

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

Adhikari et al. 2021 favipiravir

Nepal

>  Placebo (mild infection)
> Remdesivir (moderate
infection)

18-80 years)
with COVID-19
confirmed with
RT-PCR

identifier(s), enrollment, comparator endpoint(s)
location
Adhikari et al. 202116] >  Favipiravir >  Patients (aged > Clinical NR

improvement or
treatment failure

[Note: Not stated as
primary endpoint]

Bernal et al. 2022[17]
MOVe-OUT
NCT04575597

Multinational

> Molnupiravir: Oral
administration, 800 mg
total delivered as four
200 mg capsules, BID
for 5 days

>  Placebo: Oral
administration, 800 mg
delivered as four 200
mg capsules, BID for 5
days

> Non-hospitalized
adults with mild
or moderate
COVID-19 with
lab confirmed
SARS-CoV-2
infection no
more than 5
days prior to
study
randomization

> At least one
developed sign
or symptom of
COVID-19 and at
>1 risk factor
related to severe
progression of
COVID-19

> Incidence of
hospitalization
for any cause
(defined as 224
hours of acute
carein a
hospital or any
similar facility)
or death at Day
29

[Note: The incidence of
adverse events was the
primary safety end point]

>  WHO 11-point clinical
progression scale and
patient reported signs
and symptoms
through Day 29

>  The time to sustained
resolution or
abatement of signs or
symptoms
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Author and year, trial

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

identifier(s), enrollment, comparator endpoint(s)
location
Johnson et al. 2022b!?!! > Molnupiravir: Oral >  Non-hospitalized >  The use of NR

administration, 800 mg

patients (aged

respiratory

MOVe-OUT every 12 hours for 5 218 years) with interventions,
days laboratory (including
NCT04575597 >  Placebo: Oral confirmed mild- conventional
administration, every 12 to-moderate oxygen therapy,
06/06/2021-02/10/2022 hours for 5 days COVID-19 a high flow
(Bernal et al 2022)1 heated and
humidified
Africa, Asia-Pacific region, device, non-
Europe, Latin America, North invasive
America mechanical
ventilation, and
invasive
mechanical
ventilation),
acute care visits,
and COVID-19-
related acute
care visits (mITT
population)
Bosaeed et al. 2022[22] >  Favipiravir: Oral >  Patients from >  Time from start > Time to symptom
administration, 1800 mg community of treatment to resolution,
Bosaeed et al. 2022 favipiravir (nine tablets) BID as a settings who had viral clearance, hospitalization
loading dose on Day 1, been diagnosed defined as > Need to use antibiotics
Saudi Arabia followed by 800 mg with mild conversion of within 15 days after
(four tablets) BID as a CoVID-19 SARS-CoV-2 RT- starting the medicine
maintenance dose for a PCR results from > ICU admission
total duration of 5-7 positive to >  Adverse events
days of therapy negative within >  28-day mortality
>  Placebo: Oral 15 days

administration, 1800 mg
(nine tablets) BID as a
loading dose on Day 1
followed by 800 mg
(four tablets) BID as a
maintenance dose for a
total duration of 5-7
days of therapy
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Author and year, trial

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

identifier(s), enrollment, comparator endpoint(s)

location

Hammond et al. 2022[23] > Nirmatrelvir/ritonavir: Confirmed >  Percentage of >  Primary comparison
300 mg of nirmatrelvir SARS-CoV-2 patients with analyzed similarly

EPIC-HR

NCT04960202

Multinational

plus

100 mg of ritonavir

every 12 hours for 5

days (10 doses total)
>  Placebo: Administered

every 12 hours for 5

days

infection and
symptom onset
no more than 5
days prior to
randomization
At least one sign
or symptom of
COVID-19 on the
day of
randomization
At least one
characteristic or
coexisting
condition
associated with a
high risk of
progression to
severe COVID-
19

COVID-19-
related
hospitalization
or death from
any cause
through Day 28
in the two
groups

among patients whose
treatment began
within 5 days after the
onset of COVID-19
signs and symptom
[Note: Key endpoint]
>  Detection and
quantification of
SARS-CoV-2 viral load
in NP swabs by RT-
PCR assay

EPIC-SR 202214

> Nirmatrelvir/ritonavir:
Oral administration,
every 12 hours for 5
days (10 doses total)
>  Placebo

Patients (aged
>18 years) with
confirmed SARS-
CoV-2 infection 5
days prior to
randomization;
initial onset of
COVID-19
signs/symptoms
within 5 days of
randomization

Self-reported
sustained
alleviation of all
symptoms for 4
consecutive days

>  Hospitalizations or
deaths

> Viral load

> Adverse events
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Author and year, trial

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

identifier(s), enrollment, comparator endpoint(s)
location
Holubar et al. 2022[25] >  Favipiravir: 1800 mg Asymptomatic or >  SARS-CoV-2 Incidence of
BID on Day 1, then 800 symptomatic shedding hospitalization or
Holubar et al. 2022 favipiravir mg BID on Days 2-10 adults without cessation, emergency

>  Placebo: 1800 mg BID respiratory defined as time department visits
NCT04346628 on Day 1, then 800mg distress who had from enrollment Adverse events graded
BID on Days 2-10 a positive SARS- to the first of for severity
us CoV-2 reverse two consecutive
transcription negative nasal
polymerase RT-PCRs
chain reaction
assay (RT-PCR)
collected within
72 hours of
enrollment
Gottlieb et al. 20221261 > Remdesivir: IV Patients testing > COVID-19 The composite of
administration, 3-day positive for related COVID-19-related
PINETREE course, 200 mg Day 1 COVID-19 within hospitalization medically attended
and 100 mg Days 2-3 4 days of the or death from visits or death from
NCT04501952 >  Placebo: Same as start of study any cause by any cause by Days 14

Denmark, Spain, UK, and US

intervention

OR

with symptoms
for 7 days or less
Aged 12 years or
older with at
least one risk
factor related to
severe
progression

Aged 60 years or
older with or
without a risk
factor linked to
severe
progression

Day 28

and 28
COVID-19-related
hospitalization by Days
14 and 28

The time-weighted
average change in NP
SARS-CoV-2 viral load
from baseline to Day 7
The time to alleviation
of baseline COVID-19
symptoms as
compared with those
reported on the
baseline FLUpro Plus
questionnaire
completed before the
first infusion
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Author and year, trial

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

identifier(s), enrollment, comparator endpoint(s)

location

Kumarasamy et al. 2022[2°] > Molnupiravir plus SOC: > Adults with mild > Rate of >  Proportion with a 2-
800 mg BID of SARS-CoV-2 hospitalization point improvement in

Kumarasamy et al. 2022 molnupiravir plus SOC infection up to Day 14 WHO 11-Point Clinical

molnupiravir

India

for 5 days
> SOC

Progression Scale

>  Rate of SARS-CoV-2
RT-PCR negativity in
naso/oropharyngeal
swab at Days 5, 10
and 14

> Incidence of adverse
events

Painter et al. 2021[30]

Painter et al. 2021
molnupiravir

us

> Molnupiravir: 200 mg
BID of molnupiravir for
5 days

>  Placebo: BID for 5 days

>  Patients with
signs and
symptoms of
COVID-19 within
7 days of
enrollment, and
a positive PCR
test within 4
days of
enrollment

>  Viral load
change (rate of
positive viral
culture at Days
3 and 5)

NR

Fischer et al. 202131
Fischer et al. 2021
molnupiravir [later portion of
trial]

Fischer et al. 2022321

Fischer et al. 2022
molnupiravir

NCT04405570
19/06/2020-25/01/2021

us

> Molnupiravir 200 mg:
Oral administration, 200
mg BID for 5 days

> Molnupiravir 400 mg:
Oral administration, 400
mg BID for 5 days

>  Molnupiravir 800 mg:
Oral administration, 800
mg BID for 5 days

>  Matching placebo

>  Outpatients
(unvaccinated
adults) with
signs and
symptoms of
COVID-19 within
7 days of
enrollment, and
a positive PCR
test within 4
days of
enrollment

>  Time to viral
RNA clearance,
as measured by
gRT-PCR,
defined as viral
RNA <1,018
copies/mL (limit
of quantification)

>  Time to infectious
virus elimination by
study end

> Viral RNA change from
baseline on Days 3, 5,
7,14, and 28

>  Severity and duration
of self-reported
COVID-19 symptoms

>  Adverse events that
were grade 3 or higher
and those that led to
early treatment
discontinuation
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Author and year, trial
identifier(s), enrollment,
location

Intervention(s) and
comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Lowe et al. 2022a!33]
FLARE
NCT04499677

UK

>  Favipiravir plus
lopinavir-ritonavir: 1800
mg BID on day 1
followed by 400 mg four
times daily on Days 2-7
plus lopinavir-ritonavir
(400 mg/100 mg BID on
Day 1, followed by 200
mg/50 mg four times
daily on Days 2-7)

>  Favipiravir plus placebo

>  Lopinavir-ritonavir plus
placebo

>  Placebo

>  Qutpatients with
early COVID-19

> SARS-CoV-2
viral load at Day
5, accounting for
baseline viral
load

>  The proportion of
participants with
undetectable viral
loads at Day 5

>  Rate of decrease in
viral load during the 7-
day treatment course

>  Duration of fever,
proportion of
participants with
medication-
related toxicity at
Days 7 and 14

>  The proportion of
participants admitted
to hospital or intensive
care, or dead due to a
COVID-19 related
illness
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Author and year, trial

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

identifier(s), enrollment, comparator endpoint(s)
location
Lowe et al. 2022b!34! >  Favipiravir plus >  Patients (aged > Viral load > Proportion of

FLARE
NCT04499677
06/10/20-04/11/21

UK

lopinavir-ritonavir:
Favipiravir administered
at a dose of 1800 mg
BID on Day 1, followed
by 400 mg 4 times daily
from Day 2-7;
Lopinavir-ritonavir given
at a dose of 400 mg/100
mg BID on Day 1,
followed by 200 mg/50
mg 4 times daily from
Day 2-7

18-70 years)
who had recently
(within the last 5
days) developed
symptoms of
COVID-19, or
who had tested
positive for
SARS-CoV-2 by
PCR and were
within 7 days of
symptom onset,

measured by
gPCR performed
on saliva
samples at Day
5, accounting for
the
pretreatment
Day 1 viral load

participants with
undetectable viral
loads at Day 5

>  Rate of decrease in

viral load during the 7-
day treatment course

>  Duration of fever

>  Proportion of
participants with
medication-related

toxicity at Days 7 and

14

>  Favipiravir plus or who were >  Proportion of
lopinavir-ritonavir asymptomatic participants admitted
placebo but had tested to hospital, intensive
>  Favipiravir placebo plus positive by PCR care of dead due to
lopinavir-ritonavir within the COVID-19-related
>  Placebos only previous 48 iliness
hours
MOONSONG 2021[35] > AT-527: 550 mg BID > Adult mild or >  Reduction from NR
> AT-527: 1100 mg BID moderate baseline in the
MOONSONG COVID-19 amount of
patients SARS-CoV-2
>  High-risk virus
patients with
underlying

health conditions
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Author and year, trial

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

identifier(s), enrollment, comparator endpoint(s)
location
Ramachandran et al. > Umifenovir: Oral >  Asymptomatic, >  For mild- > Time from

20221361

Ramachandran et al. 2022
umifenovir

CTRI/2020/09/027535

India

administration, 800mg
BID (2 x 400 mg) for 14
days

Placebo

mild, or
moderate
patients (aged
18-75 years) at
the time of
signing an
informed
consent form
with a positive
NP swab test

asymptomatic
patients, the
primary
endpoint was
time from
randomization to
nasopharyngeal
swab negativity
by two RT-PCR
tests, for SARS-
CoV-2 antigens,
taken 24 hours
apart

>  For moderate
patients, the
endpoint was
time to
improvement by
one category
from
randomization
on the WHO 8-
category ordinal
scale

randomization to
clinical recovery or
deterioration,
assessed at Days 0, 7,
14, 21, and 28 on the
WHO 8-category
ordinal scale

>  The proportion of
patients to clinical
recovery or
deterioration, at Days
0, 7,14, 21, and 28
on the WHO defined 8-
category ordinal scale
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Author and year, trial
identifier(s), enrollment,
location

Intervention(s) and
comparator

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

Ruzhentsova et al.
20200371 **

Ruzhentsova et al. 2021
favipiravir

NCT04501783
23/05/2020-30/06/2020

Russia

>  Favipiravir: Oral

administration at a

loading dose of 1800 mg

BID (with a 12-hour

interval) on Day 1,

followed by a

maintenance dose 800

mg BID on Days 2-10

> SOC:

o Umifenovir plus
intranasal interferon
alpha 2b: 200 mg
umifenovir and
10000 IU/mL of
interferon alpha 2b
(3 drops in each
nasal channel five
times a day)

OR

o Umifenovir plus
hydroxychloroquine:
200 mg umifenovir
and 400 mg BID on
Day 1 followed by
200 mg BID or 200
mg BID on Day 1
followed by 100 mg
BID of
hydroxychloroquine

[Note: Both SOC groups were
treated for 10 days, and the SOC
treatment depended on the
severity of the condition of the
patient]

>  Patients (aged
18-60 years)
with confirmed
mild-to-
moderate
COVID-19 with
signs and
symptoms of
COVID-19 within
6 days of
enrollment

endpoint(s)
>  Time to clinical
improvement
> Time to viral
clearance

[Note: Both from
randomization to Day 28]

>  Rate of clinical
improvement at Days
7 and 14

>  Rate of viral clearance
at Days 3, 5, 7, 10,
14, 21, and 28

> Time to body
temperature
normalization

>  Rate of resolution of
lung changes on CT at
Day 14

>  WHO 8-Category
Ordinal Scale at Days
7 and 14

>  The time to resolution
of the main disease
symptoms

>  The rate of
hospitalization for
outpatients

>  The rate of artificial
lung ventilation use

>  The rate of transfer to
ICU

> The death rate
through Day 28

>  Safety endpoints

[Note: Key secondary
endpoints were the rate of
clinical improvement at Day 7
and the rate of viral clearance
at Day 5]
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Author and year, trial
identifier(s), enrollment,
location

Intervention(s) and
comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Yotsuyanagi et al. 2022[38]

Yotsuyanagi et al. 2022 S-
217662/ensitrelvir

> S-217622 (ensitrelvir):
375/125 mg

> S-217622 (ensitrelvir):
750/250 mg

>  Placebo

NR

> Virological
response by viral
infectious titer

>  Pharmacokinetics
>  Safety outcomes

Zhao et al. 20215
Zhao et al. 2021 favipiravir
NCT04333589

China

>  Favipirivir: Orally
administered, 1600 mg
(BID) on the first day,
and 600 mg (BID) from
Day 2-7. After that, the
researchers decided
whether to continue
favipiravir according to
the patient’s condition,
but no more than 14
days of treatment

>  Other drugs: Patients
assigned to the control
group received drugs
other than favipiravir
and treatment according
to the needs of the
disease

>  Patients positive
for COVID-19 via
sputum, NP
swabs, blood,
feces, or other
samples

> The primary
outcome was
time to achieve
a consecutive
twice (at
intervals of more
than 24 h)
negative RT-PCR
result for SARS-
CoV-2 RNA in NP
swab and
sputum sample
from the start of
the study
treatment

>  Changes of blood
routine and C-reactive
protein

>  Count and proportion
of
T lymphocyte subsets
in peripheral blood

> Changes in cytokines

134



Confidential

Author and year, trial
identifier(s), enrollment,
location

Intervention(s) and
comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Khoo et al. 20221401

AGILE CST-2
NCT04746183
18/11/2020-16/03/2022

UK

> Molnupiravir: Oral
administration, 800 mg
BID (every 12 h, in the
morning and evening
with water) for 5 days
on Days 1-5 (or Days 1-
6 if the first dose was
given in the evening),
totaling ten 800 mg
doses

>  Placebo: Oral
administration, BID
(every 12 h; in the
morning and evening
with water) for 5 days
on Days 1-5 (or Days 1-
6 if the first dose was
given in the evening),
totaling ten doses

>  Adult outpatients
(aged =18
years) with PCR-
confirmed, mild-
to-moderate
SARS-CoV-2
infection, who
were within 5
days of symptom
onset

>  The time from
randomization to
a negative
SARS-CoV-2
PCR test

> 11-point WHO Clinical
Progression Scale for
COVID-19 at Days 15
and 29

>  32-item NEWS2 score
(UK Royal College of
Physicians, 2017),
measuring acute
illness, at Days 15 and
29

>  FLU-PRO (version 1.2)
questionnaire of the
presence and severity
of influenza-like
symptoms across six
domains at Days 15

and 29

> Overall survival and
mortality

> Time to hospital
admission,

hospitalization rates,
duration of mechanical
ventilation, duration of
oxygen use, oxygen-
free days, and the
incidence of peripheral
capillary oxygen
saturation of <92%

>  Safety
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Author and year, trial

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

identifier(s), enrollment, comparator endpoint(s)
location
Golan et al. 20221411 >  Favipiravir: Oral Adult patients > Time to Proportion of patients
administration, 1800 mg (aged =18 sustained clinical with COVID-19
PRESECO BID on Day 1, followed years) with at recovery, progression, defined
by 800 mg BID on Days least 2 moderate calculated as the as requiring
NCT04600895 2-10 or severe number of days emergency
>  Placebo: Oral COVID-19 from start of department visit or
01/11/2020-01/10/2021 administration, 9 pills symptoms study medication hospitalization
BID on Day 1, followed First positive RT- to sustained Time to undetectable
US, Mexico, Brazil by 2 pills BID on Days PCR or Rapid symptom SARS-CoV-2 load in
2-10 Antigen assay alleviation saliva assays
within 3 days of
enrollment
First symptoms
within 5 days of
enrollment
Zhao et al. 2022042 >  SOC plus arbidol: Oral Patients (aged > Negative Viral clearance rate in
administration, 200 mg 18-65 years) conversion of the second week
Zhao et al. 2022 arbidol per time, 3 times a day with confirmed SARS-CoV-2 Overall viral negative

hydrochloride
NCT04260594

Patients enrolled by
19/02/2020

China

for 14 days

> SOC: Oral
administration, 3 times
a day for 14 days

severe acute
respiratory
syndrome SARS-
CoV-2 infection

within the first
week, defined as
the percentage
of viral negative
changes
detected in
pathogen nucleic
acid on Day 7
after
administration

conversion rate
Clinical recovery rate
Alleviation of clinical
symptoms
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Author and year, trial

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

identifier(s), enrollment, comparator endpoint(s)
location
McMahon et al. 20221431 >  Favipiravir: Oral >  Adults (aged > Time to >  Progression of disease
administration, 1800 mg >18 years) with virological cure, severity
VIRCO BID on Day 1 followed PCR confirmed defined as 2 >  Symptom resolution
by 800 mg BID COVID-19 on NP successive >  Safety
NCT04445467 >  Placebo: Oral or combined swabs negative
administration, BID nose and throat for SARS-CoV-2
31/07/2020-19/09/2021 swab and onset by PCR
of COVID-19
Australia related
symptoms (one
or more of:
fever, cough,
sore throat,
shortness of
breath, fatigue,
myalgia) in the
prior 5 days
Sirijatuphat et al. 20221441 >  Favipiravir: Oral >  Patients (aged >  Time to clinical > Viral load and time to
administration, 1800 mg >18 years) with improvement, detectable load of
Sirijatuphat et al. 2022 BID for 1 day (9 tablets PCR-confirmed defined by a SARS-CoV-2
favipiravir per dose) and 800 mg SARS-CoV-2 NEWS of <1 >  Safety
BID (4 tablets per dose) infection with
TCTR20200514001 thereafter until clinical mild-to-
improvement or saliva moderate
12/2020-06/2021 RT-PCR became symptoms,
negative (min-max of 5- without
Thailand 14 days) pneumonia
>  Symptomatic therapy

(placebo): 1V fluid
administration, oxygen
therapy, and medication
(e.g., antipyretics,
antihistamines,
antitussives, etc.) as
required by each patient
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Author and year, trial

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

identifier(s), enrollment, comparator endpoint(s)
location
Zou et al. 20221451 >  Molnupiravir plus basic Patients (aged >  The time of viral Percentage of patients

Zou et al. 2022 molnupiravir
ChiCTR2200056817
03/03/2021-21/03/2022

China

treatment: Oral
administration, 800 mg
BID for 5 days in the
hospital plus basic
treatment (vitamin C,
lianhuagingwen granule,
and nasal irrigation)
Basic treatment

>18 years and
<80 years) who
tested positive
for SARS-CoV-2
Omicron variant
and had initial
onset of
symptoms for
<5 days prior to
the day of
treatment

RNA clearance
measured using
RT-PCR analysis
of pharyngeal
swab

negative for SARS-
CoV-2 on Days 5, 7
and 10
Safety

BID: twice daily; CT: computerized tomography; CTRI: Clinical Trial Registry of India; FLU-PRO: InFLUenza Patient-Reported Outcome; ICU: intensive care unit;
IU: incidence units; IV: intravenous; mg: milligram; mITT: modified intention-to-treat; NEWS: National Early Warning Score; NP: nasopharyngeal; NR: not
reported; PCR: polymerase chain reaction; RT-PCR: reverse transcription polymerase chain reaction; qPCR: quantitative polymerase chain reaction; RNA:
ribonucleic acid; RT-PCR: reverse transcription polymerase chain reaction; RT-qPCR: reverse transcription-quantitative polymerase chain reaction; SCT: standard
care treatment; SOC: standard of care; UK: United Kingdom: US: United States; WHO: World Health Organization.
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Table 2. Patients baseline characteristics for RCTs for antiviral therapies

Adhikari et al. 2021
favipiravir

>  Overall: 70

>  Favipiravir: 38

>  Placebo: 32
Moderate cases

>  Overall: 20

Author and year, trial Number randomized Age (years) Sex Time to symptom
identifier(s) onset (days)
Adhikari et al. 202161 | Mild cases NR NR NR

>  Favipiravir: 11
>  Placebo: 9
Bernal et al. 20220171 > Overall: 1433 Median (range) Female, n (%) <3 days, n (%)
>  Molnupiravir: 716 >  Overall: 43.0 (18-90) > Overall: 735 (51.3) > Overall: 684
MOVe-OUT >  Placebo: 717 >  Molnupiravir: 42.0 >  Molnupiravir arm: (47.7)
(18-90) 384 (53.6) >  Molnupiravir:
NCT04575597 >  Placebo: 44.0 (18-88) >  Placebo arm: 351 342 (47.8)
(49.0) >  Placebo: 342
(47.7)

Johnson et al.
2022b21

MOVe-OUT

NCT04575597

>  Molnupiravir: 716
>  Placebo: 717

Median (range)
>  Molnupiravir: 43 (18-
90)
>  Placebo: 44 (18-
88)

Female, n (%)
>  Molnupiravir: 380
(53.5)
>  Placebo: 345 (49.2)

Median (range)
>  Molnupiravir: 4
(1-5)
>  Placebo: 4 (1-
5)

Bosaeed, 2022[22]

Bosaeed et al. 2022
favipiravir

>  Favipiravir: 112
>  Placebo: 119

Median (IQR)
>  Favipiravir: 37 (31.5-
45)
>  Placebo: 36 (32-44)

Male, female, n (%)
>  Favipiravir: 72
(64.2), 40 (35.7%)
>  Placebo: 83 (69.7),
36 (30.2)

Median (IQR)
> Overall: 3
(2-4)

Hammond et al.

>  Overall: 2246

Median (range)

Male, n (%), female, n (%)

> 3 days (mITT

20221231 > Nirmatrelvir-ritonavir: > Overall: 46.00 > Overall: 1148 (51.1), population
1120 (18.00-88.00) 1098 (48.9) only)
EPIC-HR >  Placebo: 1126 > Nirmatrelvir-ritonavir: >  Nirmatrelvir-ritonavir:
45.00 (18.00-86.00) 566 (50.5%), 554
NCT04960202 >  Placebo: 46.00 (49.5)
(18.00-88.00) > Placebo: 582 (51.7),
544 (48.3)
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Author and year, trial Number randomized Age (years) Sex Time to symptom
identifier(s) onset (days)
EPIC-SR 2022024 Interim analysis NR NR >  Within 5 days

>
>

Nirmatrelvir-ritonavir: 333
Placebo: 329

Follow-on analysis

>
>

Nirmatrelvir-ritonavir: 428
Placebo: 426

Holubar et al. 2022[25]

mITT population

Mean (SD), mITT population

Female, mITT population, n

Median (IQR), mITT

>  Favipiravir: 59 >  Favipiravir: 43.4 (%) population
Holubar et al. 2022 >  Placebo: 57 (12.8) >  Favipiravir: 28 >  Favipiravir: 5
favipiravir smITT population >  Placebo: 43.4 (12.8) (47.5%) (3-7)
>  Favipiravir: 65 Mean (SD), smITT population >  Placebo: 29 (50.9%) > Placebo: 5 (4-
NCT04346628 >  Placebo: 70 > Favipiravir: 42.9 Female, smITT population, n 6)
(12.3) (%) Median (IQR), smITT
>  Placebo: 42.8 (12.6) >  Favipiravir: 32 population,
(49.2%) >  Favipiravir: 5
>  Placebo: 37 (52.9%) (3-7)
>  Placebo: 5 (4-
7)
Gottlieb et al. 20221261 > Overall: 562 Mean (SD) Female, n (%) >  Within 7 days
> Remdesivir: 279 >  Overall: 50 (15) >  Overall: 269 (47.9)
PINETREE >  Placebo: 283 > Remdesivir: 50 (15) > Remdesivir: 131 (47)
>  Placebo: 51 (15) >  Placebo: 138 (48.8)
NCT04501952
Kumarasamy et al. >  Overall: 1218 NR Male, % NR
20221291 > Molnupiravir plus SOC: 608 > Overall: 65
> SOC: 610 [Note: both arms were >  Molnupiravir plus
Kumarasamy et al. 2022 balanced for age] SOC: NR
molnupiravir > SOC: NR
Painter et al. 2021301 > Overall: 173 NR NR Median (range)

Painter et al. 2021
molnupiravir

> Overall: 4.62
(1.40-7.54)
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Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom
onset (days)

Fischer et al. 202131 > Molnupiravir 200 mg: 23 Median (range) Female, n (%) Median (range)
> Molnupiravir 400 mg: 62 >  Molnupiravir 200 mg: >  Molnupiravir 200 mg: >  Molnupiravir
Fischer et al. 2021 > Molnupiravir 800 mg: 55 32.0 (19-65) 11 (47.8) 200 mg: 4.00
molnupiravir [later >  Placebo: 62 > Molnupiravir 400 mg: >  Molnupiravir 400 mg: (1.8 to 7.0)
portion of trial] 42.5 (19-82) 32 (51.6) >  Molnupiravir
> Molnupiravir 800 mg: > Molnupiravir 800 mg: 400 mg: 4.85
Fischer et al. 2022032 42.0 (18-68) 27 (49.1) (2.5t0 7.1)
>  Placebo: 39.0 (19-71) >  Placebo: 34 (54.8) > Molnupiravir
NCT04405570 800 mg: 4.60
(1.4 to 7.1)
>  Placebo: 4.55
(1.8 to0 7.5)
Lowe et al. 2022al33] >  Overall: 240 Mean (SD) Male, female, n (%) <5 days, >5 days, n
>  Favipiravir plus >  Overall: 40.6 (12.2) > Overall: 123 (51.2), (%)
FLARE lopinavir-ritonavir: 61 > Favipiravir plus 117 (48.8) >  Overall: 157
>  Favipiravir plus placebo: 59 lopinavir-ritonavir: >  Favipiravir plus (65.7), 82
NCT04499677 >  Lopinavir-ritonavir plus 40.3 (13.1) lopinavir-ritonavir: 31 (34.3)
placebo: 60 >  Favipiravir plus (50.8), 30 (49.2) >  Favipiravir plus
> Placebo: 60 placebo: 40.3 (12.1) >  Favipiravir plus lopinavir-
>  Lopinavir-ritonavir placebo: 32 (54.2), ritonavir: 43
plus placebo: 38.6 27 (45.8) (70.5), 19
(11.5) >  Lopinavir-ritonavir (29.5)
>  Placebo: 40.6 (12.2) plus placebo: 29 >  Favipiravir plus
(48.3), 31 (51.7) placebo: 39
>  Placebo: 31 (51.7), (66.1), 20
29 (48.3) (33.9)

>  Lopinavir-
ritonavir plus
placebo: 38
(63.3), 22
(36.7)

> Placebo: 37
(62.7), 22
(37.3)
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Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom
onset (days)

Lowe et al. 2022b!34]
FLARE

NCT04499677

> Overall: 240

>  Favipiravir plus lopinavir-
ritonavir: 61

>  Favipiravir plus placebo: 59

>  Lopinavir-ritonavir plus
placebo: 60

>  Placebo: 60

Mean (SD)

> Overall: 40 (12.2)

>  Favipiravir plus
lopinavir-ritonavir:
40.3 (13.1)

>  Favipiravir plus
placebo: 40.3 (12.1)

>  Lopinavir-ritonavir
plus placebo: 38.6
(11.5)

>  Placebo: 40.6 (12.2)

Male, female, n (%)

> Overall: 123 (51.2),
117 (48.8)

>  Favipiravir plus
lopinavir-ritonavir: 31
(50.8), 30 (49.2)

>  Favipiravir plus
placebo: 32 (54.2),
27 (45.8)

>  Lopinavir-ritonavir
plus placebo: 29
(48.3), 31 (51.7)

>  Placebo: 31 (51.7),
29 (48.3)

<5 days, >5 days, n
(%)

> Overall: 157
(65.7), 82
(34.3)

>  Favipiravir plus
lopinavir-
ritonavir: 43
(70.5), 18
(29.5)

>  Favipiravir plus
placebo: 39
(66.1), 20
(33.9)

>  Lopinavir-
ritonavir plus
placebo: 38
(63.3), 22
(36.7)

> Placebo: 37
(62.7), 22
(37.3)

MOONSONG 20210351

MOONSONG

Prespecified subgroup analysis
> AT-527 550 mg: 7
> Placebo: 11
Exploratory subgroup analysis
> AT-527 1100 mg: 7
> Placebo: 11

Mean
>  Overall: 37

NR

NR
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Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom
onset (days)

Ramachandran et al. >  Umifenovir: 60 Mean (SE) Male, female, n (%) No more than 7 days
20221361 o Mild/asymptomatic: 40 > Umifenovir: 46.08 > Umifenovir: 48 (80), (for mild cases)
o Moderate: 20 (1.93) 12 (20)
Ramachandran et al. > Placebo: 63 o Mild- o Mild-
2022 umifenovir o Mild/asymptomatic: 42 asymptomatic: asymptomatic:
o Moderate: 21 42.35 (2.38) 31 (78), 9 (23)
CTRI/2020/09/027535 o Moderate: 53.55 o Moderate: 17
(2.61) (85), 3 (15)
>  Placebo: 47.35 (1.96) >  Placebo: 44 (70), 19
o Mild- (30)
asymptomatic: o Mild-
45.50 (2.45) asymptomatic:
o Moderate: 51.05 28 (67), 14 (33)
(3.71) o Moderate: 16
(78), 5 (24)
Ruzhentsova et al. >  Favipiravir: 112 (83 Mean (SD) Male, n (%) Mean (SD), <3 days, 4
20200371 ** outpatients) >  Favipiravir: 41.7 >  Favipiravir: 63 (56.2) | to 6 days, n (%)
> SOC: 56 (44 outpatients) (10.6) > SOC: 26 (46.6) >  Favipiravir: 3.5

Ruzhentsova et al. 2021
favipiravir

>  SOC: 42.0 (10.4)

(1.4), 53
(47.3), 59
(52.7)

NCT04501783 > SOC: 3.6 (1.4),
24 (42.9), 32
(57.1)
Yotsuyanagi et al. >  Overall: 46 NR NR NR
20221381 >  Ensitrelvir 375/125 mg: 23
>  Ensitrelvir 750/250 mg: 23
Yotsuyanagi et al. 2022
S-217622/ensitrelvir [Note: Numbers reported assume
no participants discontinued the
study]
Zhao et al. 202113°] >  Overall: 55 Mean (SD) Female, male, n (%) NR

Zhao et al. 2021
favipiravir

NCT04333589

>  Favipiravir: 36
>  Control: 19

>  Overall: 55.7 (13.6)

>  Favipiravir: 55.8
(14.2)

>  Control: 55.5 (12.6)

> Overall: 30 (54.5), 25
(45.5)

>  Favipiravir: 20
(55.6), 16 (44.4)

>  Control: 10 (52.6), 9
(47.4)
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Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom
onset (days)

Khoo et al. 2022[40]

AGILE CST-2

NCT04746183

>  Overall: 180
Molnupiravir: 90
>  Placebo: 90

\%

Median (IQR)
>  Overall: 43 (28-55)
>  Molnupiravir: 45 (31-
55)
>  Placebo: 43 (28-54)

Male, female, n (%)
>  Overall: 77 (43), 103
(57)
>  Molnupiravir: 38
(42), 52 (58)
> Placebo: 39 (43), 51
(57)

Median (IQR)
> Overall: 3.0

(3.0-4.0)
> Molnupiravir:
3.5 (3.0-4.0)
>  Placebo: 3.0
(3.0-4.0)

Golan et al. 202241
PRESECO

NCT04600895

>  Favipiravir: 599
>  Placebo: 588

Aged <60 years, n (%)
>  Favipiravir: 506
(84.5)
>  Placebo: 506 (86.1)
Aged =60 years, n (%)
>  Favipiravir: 93 (15.5)
>  Placebo: 82 (13.9)

Male, n (%), female, n (%)
>  Favipiravir: 282
(47.1), 317 (52.9)
> Placebo: 261 (44.4),
327 (55.6)

Median (min-max)
>  Favipiravir: 3
(0-6)
>  Placebo: 3 (0-
7)

Zhao et al. 2022042 >  Overall: 97 Mean (SD) Male, n (%) NR
>  SOC plus arbidol: 64 >  Overall: 46.51 > Overall: 44 (45.4)
Zhao et al. 2022 arbidol > SOC: 33 (11.23) >  SOC plus arbidol: 27
hydrochloride >  SOC plus arbidol: (42.2)
46.16 (11.21) > SOC: 17 (51.5)
NCT04260594 > SOC: 47.18 (11.42)
McMahon et al. >  Favipiravir: 99 Median (IQR) Male, n (%) NR
20220431 >  Placebo: 100 >  Favipiravir: 36.0 >  Favipiravir: 55 (55.6)
(28.0-49.0) >  Placebo: 54 (54.0)
VIRCO >  Placebo: 35.0 (27.5-
52.5)
NCT04445467

Sirijatuphat et al.
20221441

Sirijatuphat et al. 2022
favipiravir

TCTR20200514001

>  Favipiravir: 64
>  Placebo: 32

Median (IQR)
> Favipiravir: 32 (27-
39)
>  Placebo: 28 (25-35)

Male, n (%)
>  Favipiravir: 21 (33.9)
>  Placebo: 12 (38.7)

Median (IQR)
>  Favipiravir: 0
(0-7)
>  Placebo: 0 (0-
6)
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Author and year, trial Number randomized Age (years) Sex Time to symptom
identifier(s) onset (days)
Zou et al. 20221451 > Molnupiravir plus basic Median (range) Male, n (%) <5 days prior to the day
treatment: 80 > Molnupiravir plus > Molnupiravir plus of treatment
Zou et al. 2022 >  Basic treatment: 36 basic treatment: 39 basic treatment: 43
molnupiravir (20-63) (55.8)
>  Basic treatment: 42 >  Basic treatment: 17
ChiCTR2200056817 (22-61) (54.8)

CTRI: Clinical Trial Registry of India; IQR: interquartile range; mg: milligram; ITT: intention-to-Treat; mITT: modified intention-to-treat population; NR: not
reported; RCT: randomized controlled trial; SD: standard deviation; SE: standard error; smITT: symptomatic modified intention-to-treat population; SOC:
standard of care; US: United States.
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Table 3. Results from RCTs assessing antiviral therapies; primary outcome(s)

Author and year, trial
identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Adhikari et al. 202116]

Adhikari et al. 2021 favipiravir

Mild cases
>  Clinical improvement, n (%):
o  Favipiravir: 30 (78.9)
o Placebo: 27 (84.4)
>  Treatment failure, n (%):
o Favipiravir: 8 (21.1)
o Placebo: 5 (15.6)

Moderate cases
>  Clinical improvement, n (%):
o Favipiravir: 9 (81)
o Placebo: 8 (88.9)
>  Treatment failure, n (%):
o Favipiravir: 2 (18.2)
o Placebo: 1 (11.1)

Patients who experienced an AE, n (%)
>  Favipiravir: 3 (6.12)
> Remdesivir: 0 (0.0)
>  Placebo: 0 (0.0)

Bernal et al. 2022[17]
MOVe-OUT

NCT04575597

Number of hospitalizations or deaths through Day 29 in
all-randomized sample, n (%)

>  Molnupiravir: 48/709 (6.8)

>  Placebo: 68/699 (9.7)

>  Difference: -3.0% (95% CI: -5.9 to -0.1)

Participants who experienced =21 AE, n (%)
>  Molnupiravir: 216/710 (30.4)
>  Placebo: 231/701 (33)
>  Estimated Difference: -2.5

Participants who experienced =1 SAE, n (%)
>  Molnupiravir: 49/710 (6.9)
>  Placebo: 67/701 (9.6)
>  Estimated Difference: -2.7

Johnson et al. 2022b[2°]
MOVe-OUT

NCT04575597

Proportion of patients requiring all respiratory
interventions (mITT population), n (%)
> Molnupiravir: 42 (5.9)
>  Placebo: 63 (9.0)
> RRR (95% CI): 34.3% (4.3-54.9)

Proportion of patients requiring all respiratory
interventions (hospitalized mITT population), n (%)
>  Molnupiravir: 31 (64.6)
>  Placebo: 55 (82.1)
> RRR (95% CI): 21.3% (0.2-38.0)

NR
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Author and year, trial
identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Bosaeed et al. 2022[22]

Bosaeed et al. 2022 favipiravir

Time (days) to viral clearance within 15 days, median
(IQR)
>  Favipiravir: 10 (6-12)
>  Placebo: 8 (6-12)
> HR: 0.87 for the favipiravir group (95% CI:
0.571-1.326; p=0.51)

[Note: Endpoints for hospitalization or death are also
available in the DEF]

NR

Hammond et al. 2022[23]

EPIC-HR

NCT04960202

COVID-19-related hospitalization or all-cause mortality by
Day 28 (interim analysis), n (%)
> Nirmatrelvir plus ritonavir: 3/389 (0.77)
>  Placebo: 27/385 (7.01)
> Difference: -6.32% (95% CI: -9.04 to -3.59;
P<0.001)
> RRR: 89.1%

COVID-19-related hospitalization or all-cause mortality by
Day 28 (final analysis), n (%)
> Nirmatrelvir plus ritonavir: 5/697 (0.72)
> Placebo: 44/682 (6.53)
>  Difference ([95% CI], p-value): -5.81
percentage points ([-7.78 to -3.84], P<0.001)
> RRR: 88.9%

[Note: Further endpoints for hospitalization or death are
available in the DEF]

Patients who experienced an AE, n (%)
>  Nirmatrelvir plus ritonavir: 251/1109 (22.6)
>  Placebo: 266/1115 (23.9)

Patients who experienced a SAE, n (%)
> Nirmatrelvir plus ritonavir: 18/1109 (1.6)
> Placebo: 74/1115 (6.6)

EPIC-SR 2022[%4

Incidence of hospitalization or death (interim analysis), n
> Nirmatrelvir plus ritonavir: 2/333
>  Placebo: 8/329

Incidence of hospitalization or death (follow on analysis),
n
> Nirmatrelvir plus ritonavir: 3/428
>  Placebo: 10/426
> Reduction: 70%, p=0.051

Patients who experienced a TEAE, %
>  Nirmatrelvir plus ritonavir: 22
> Placebo: 21

Patients who experienced a SAE, %:
> Nirmatrelvir plus ritonavir: 1.4
> Placebo: 1.9
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Author and year, trial
identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Holubar et al. 2022[25]
Holubar et al. 2022 favipiravir

NCT04346628

Time (days) until shedding cessation, median (IQR)
>  Favipiravir: 14 (9-21)
>  Placebo: 13 (9-14)
>  Adjusted HR: 0.76 (CI: 0.481.20; p=0.24)

[Note: Endpoints for hospitalization are also available in
the DEF]

Occurrence of AEs through Day 28, n
>  Favipiravir: 27
> Placebo: 15

Gottlieb et al. 2022261
PINETREE

NCT04501952

COVID-19-related hospitalization or all-cause mortality by
Day 28, n (%)
>  Remdesivir: 2/279 (0.7)
>  Placebo: 15/283 (5.3)
>  Risk reduction: 87%
> HR ([95% CI], p-value): 0.13 ([0.03-0.59],

Occurrence of AEs, n (%)
> Remdesivir: 118/279 (42.3)
>  Placebo: 131/283 (46.3)

Occurrence of SAEs, n (%)
> Remdesivir: 5/279 (1.8)

p=0.008) >  Placebo: 19/283 (6.7)
Kumarasamy et al. 2022[2°] Proportion of patients requiring hospitalization by Day 14, | Patients who experienced a mild and self-limiting AE, %
n (%) >  Molnupiravir plus SOC: 4.8

Kumarasamy et al. 2022
molnupiravir

> Molnupiravir plus SOC: 9 (1.5)
> SOC: 26 (4.3)

> SOC: 2.6

Patients who experienced a SAE, %
>  Molnupiravir plus SOC: 0
> SOC:0

Painter et al. 2021[30]

Painter et al. 2021 molnupiravir

Patients receiving molnupiravir were more likely to have a
negative viral culture versus placebo at Day 3 (p=0.56)
and Day 5 (p=0.001)

[Note: Total patients analyzed n=78]

NR
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Author and year, trial
identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Fischer et al. 2021311

Fischer et al. 2021 molnupiravir
[later portion of trial]

Fischer et al. 2022321

NCT04405570

Time (days) to viral clearance, median (95% CI)
Molnupiravir 200 mg: 22 (15.0-28.0)
Molnupiravir 400 mg: 27 (15.0-28.0)
Molnupiravir 800 mg: 14 (13.0-14.0)
Placebo: 15 (15.0-27.0)

V V V V

Molnupiravir 800 mg was significantly superior to placebo
(p=0.013), and the placebo was non-significantly
superior to molnupirvir 200 mg and 400 mg (p>0.5)

Patients who experienced an AE, n (%)
>  Molnupiravir 200 mg: 11 (48)
>  Molnupiravir 400 mg: 20 (32)
>  Molnupiravir 800 mg: 11 (20)
>  Placebo: 18 (29)

Patients who experienced any AE leading to death, n
>  Molnupiravir 200 mg: 0
> Molnupiravir 400 mg: 0
> Molnupiravir 800 mg: 0
> Placebo: 1

Patients who experienced a SAE, n (%)
>  Molnupiravir 200 mg: 0 (0)
>  Molnupiravir 400 mg: 2 (3)
>  Molnupiravir 800 mg: 1 (2)
>  Placebo: 1 (2)

Lowe et al. 2022a!33]
FLARE

NCT04499677

Undetectable viral load (logio) at Day 5 (ITT population)
accounting for baseline viral load, coefficient ([95%
CI], p-value)
>  Favipiravir plus lopinavir-ritonavir: 0.59 ([-0.32
to 1.50], p=0.20)

>  Favipiravir plus placebo: -0.57 ([-1.21 to 0.07],
p=0.08)

>  Lopinavir-ritonavir plus placebo: -0.18 ([-0.82 to
0.46], p=0.58)

Undetectable viral load (logio) at Day 5 (ITT population)
accounting for baseline viral load, coefficient ([95%
CI], p-value)
>  Favipiravir plus lopinavir-ritonavir: 0.65 ([-0.33
to 1.63], p=0.19)

>  Favipiravir plus placebo: -0.59 ([-1.29 to 0.11],
p=0.10)

>  Lopinavir-ritonavir plus placebo: -0.18 ([-0.87 to
0.51], p=0.61)

Patients who experienced 21 related AE, n (%)
>  Favipiravir plus lopinavir-ritonavir: 53 (87.9)
>  Favipiravir plus placebo: 27 (45.8)
>  Lopinavir-ritonavir plus placebo: 56 (93.3)
> Placebo: 21 (35.0)

Number of related AEs, n (%)
>  Favipiravir plus lopinavir-ritonavir: 108 (67.9)
>  Favipiravir plus placebo: 44 (47.3)
>  Lopinavir-ritonavir plus placebo:116 (65.9)
>  Placebo: 27 (29.3)
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Author and year, trial
identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Lowe et al. 2022b!34]
FLARE

NCT04499677

Change in viral load at Day 5 (ITT population) accounting
for baseline viral load, coefficient ([95% CI], p-value)
>  Favipiravir plus lopinavir-ritonavir: 0.59 ([-0.32
to 1.50], p=0.20)

>  Favipiravir plus placebo: -0.57 ([-1.21 to 0.07],
p=0.08)

>  Lopinavir-ritonavir plus placebo: -0.18 ([-0.82 to
0.46], p=0.58)

Change in viral load at Day 5 (mITT population)
accounting for baseline viral load, coefficient ([95%
CI], p-value)
>  Favipiravir plus lopinavir-ritonavir: 0.65 ([-0.33
to 1.63], p=0.19)

>  Favipiravir plus placebo: -0.59 ([-1.29 to 0.11],
p=0.10)

>  Lopinavir-ritonavir plus placebo: -0.18 ([-0.87 to
0.51], p=0.61)

Patients who experienced 21 AE, n (%)
>  Favipiravir plus lopinavir-ritonavir: 55 (90.1)
>  Favipiravir plus placebo: 38 (64.4)
>  Lopinavir-ritonavir plus placebo: 59 (98.3)
>  Placebo: 39 (65.0)

Patients who experienced 21 related AE, n (%)
>  Favipiravir plus lopinavir-ritonavir: 53 (87.9)
>  Favipiravir plus placebo: 27 (45.8)
>  Lopinavir-ritonavir plus placebo: 56 (93.3)
>  Placebo: 21 (35.0)

Occurrence of SAE, n
>  Favipiravir plus lopinavir-ritonavir: 1
>  Favipiravir plus placebo: 1
>  Lopinavir-ritonavir plus placebo: 1
> Placebo: 0

MOONSONG 20210351

MOONSONG

Reduction in SARS-CoV-2 viral load from baseline to Day
7 (logio)
> AT-527 550 mg: 0.5
> AT-527 1100 mg: 0.5

Patients who experienced an AE, %
> AT-527 550 mg: 20
> AT-527 1100 mg: 27
> Placebo: 20

3 non-drug related SAEs in each of the treatment groups

Ramachandran et al. 2022[3¢]

Ramachandran et al. 2022
umifenovir

CTRI/2020/09/027535

Proportion of patients with NP swab negativity on Day 5, n
(%)

> Umifenovir: 29/40 (73)

>  Placebo: 17/42 (40)

>  Difference: 32%, p=0.002

[Note: the primary efficacy endpoint was "“time from
randomization to nasopharyngeal swab negativity by two
RT-PCR tests, for SARS-CoV-2 antigens, taken 24 hours
apart.” However, this was presented in a figure in the
publication and not reported clearly]

Patients who experienced an AE, n
> Umifenovir: 7
> Placebo: 7
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Author and year, trial Primary efficacy outcome(s) Safety outcome(s)
identifier(s)
Ruzhentsova et al. Time (days) to clinical improvement for outpatient Patients who experienced an AE, n (%)*
20200371 ** participants, median (IQR) >  Favipiravir: 6/83 (7)
>  Favipiravir: 6 (4-12) > SOC: 14/44 (38)
Ruzhentsova et al. 2021 > SOC: 14 (5-28)
favipiravir > HR: 1.65 (95% CI: 1.08-2.52; p=0.019; Patients who experienced a SAE, n (%)?
significant improvement) >  Favipiravir: 2/83 (2)
NCT04501783 >  SOC: 0/44 (0)

Time (days) to viral clearance for outpatient participants,
median (IQR)
>  Favipiravir: 3 (3-3.5)
> SOC: 3 (3-7)
> HR: 1.11 (95% CI: 0.76-1.61; p=0.46; non-
significant)

[Note: Endpoints for hospitalization are also available in

the DEF]
Yotsuyanagi et al. 2021138] Viral titer reduction compared with placebo on Day 4: NR
>  Ensitrelvir 375/125mg: -3 logio (TCIDso/mL) (-
Yotsuyanagi et al. 2021 2.42 logio (TCIDso/mL) compared to baseline)
ensitrelvir >  Ensitrelvir 750/250mg: -1.54 logio (TCIDso/mL)
Zhao et al. 20211391 Time (days) to achieve negative NP and sputum swab, Occurrence of AEs, n
median >  Favipiravir: 12
Zhao et al. 2021 favipiravir >  Favipiravir: 17 >  Control: 7
>  Control: 26
NCT04333589 > HR: 2.1 (95% CI: 1.1-4.0; p=0.038; significant)

* During the third update a discrepancy between report and reference was found. Results reported in referencel. Ruzhentsova, T., et al., Phase 3 trial of coronavir
(favipiravir) in patients with mild to moderate COVID-19. Social Science Research Network Preprint Repository, 2020, 2. Ruzhentsova, T.A., et al., Phase 3 trial
of coronavir (favipiravir) in patients with mild to moderate COVID-19. Am ] Transl Res, 2021. 13(11): p. 12575-12587. for patients who experienced an AE:
80/108 and 33/55 for favipravir and SOC, respectively. Results reported for total population.

** During the third update a discrepancy between report and reference was found. Results reported in referencel. Ruzhentsova, T., et al., Phase 3 trial of coronavir
(favipiravir) in patients with mild to moderate COVID-19. Social Science Research Network Preprint Repository, 2020, 2. Ruzhentsova, T.A., et al., Phase 3 trial
of coronavir (favipiravir) in patients with mild to moderate COVID-19. Am ] Transl Res, 2021. 13(11): p. 12575-12587. for patients who experienced a SAE:

2/108 and 1/55 favipravir and SOC, respectively. Results reported for total population.
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Author and year, trial
identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Khoo et al. 2022[40]

AGILE CST-2

NCT04746183

Time (days) from randomization to a negative SARS-CoV-

2 PCR test, median (95 CI%)

> Molnupiravir: 8 (8-9)

>  Placebo: 11 (10-11)

>  Molnupiravir group versus placebo group log-rank p-
value: 0.074

>  Molnupiravir group versus placebo group Breslow-
Gehan-Wilcoxon p-value: 0.032

Patients who experienced an AE, n (%)
> Molnupiravir: 73 (81)
>  Placebo: 68 (76)

Patients who experienced a SAE, n (%)
>  Molnupiravir: 0 (0)
>  Placebo: 4 (4)

Occurrence of treatment discontinuation, n
> Molnupiravir: 1
> Placebo: 0

Golan et al. 2022[41]
PRESECO

NCT04600895

Time (days) to sustained clinical recovery (mITT
population), median (95% CI)
>  Favipiravir: 7 (7-8)
>  Placebo: 7 (6-8)
>  Favipiravir group versus placebo group p-value:
0.8

Patients who experienced an AE, n (%)
>  Favipiravir: 84 (13.8)
>  Placebo: 89 (14.8)

Patients who experienced a SAE, n (%)
>  Favipiravir: 12 (2.0)
>  Placebo: 14 (2.3)

Patients who experienced a CTCAE Grade 3 or 4 TEAE, n (%)
>  Favipiravir: 2 (0.3)
>  Placebo: 1 (0.2)

Occurrence of treatment discontinuation due to AE, n (%)
>  Favipiravir: 7 (1.2)
>  Placebo: 9 (1.5)

Zhao et al. 20221421

Zhao et al. 2022 arbidol
hydrochloride

NCT04260594

Negative conversion rate of SARS-CoV-2 within the first
week, n (%)
>  SOC plus arbidol: 45 (70.3)
> SOC: 14 (42.4)
>  Difference ([95% CI], p-value): 27.9% ([7.7-
48.1], p=0.008)

Patients who experienced an AE, n
>  SOC plus arbidol: 18
> SOC:5

Patients who experienced a SAE, n
>  SOC plus arbidol: 0
> SOC:0

Occurrence of treatment discontinuation due to AE, n
>  SOC plus arbidol: 0
> S0OC:0
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Author and year, trial
identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

McMahon et al. 2022[43]

VIRCO

NCT04445467

Difference in time to virological cure for favipiravir group
versus placebo group
> Log-rank p-value: 0.6

Patients who experienced 21 AE, n
>  Favipiravir: 63
> Placebo: 65

Patients who experienced a related AE, n
>  Favipiravir: 24
> Placebo: 27

Occurrence of a SAE, n
>  Favipiravir: 14
> Placebo: 9

Sirijatuphat et al. 2022044

Sirijatuphat et al. 2022
favipiravir

TCTR20200514001

Time (days) to sustained clinical improvement by NEWS,
median (range)
>  Favipiravir: 2 (1-28)
>  Placebo: 14 (1-28)
>  Favipiravir group versus placebo group p-value
<0.001

Proportion of patients with clinical improvement by NEWS
by Day 14, n (%)
>  Favipiravir: 49 (79.0)
>  Placebo: 10 (32.3)
>  Favipiravir group versus placebo group p-value
<0.001

Occurrence of AEs, n
>  Favipiravir: 36
> Placebo: 10

Occurrence of discontinuation due to AE, n
> Overall: 1

Zou et al. 202251
Zou et al. 2022 molnupiravir

ChiCTR2200056817

Time (days) for viral clearance, median (95% CI):
>  Molnupiravir plus basic treatment: 9 (7-9)
>  Basic treatment: 10 (9-11)
>  Molnupiravir group versus basic treatment group
p-value=0.0092

Patients who experienced a grade =3 AE, n (%)
> Molnupiravir plus basic treatment: 0 (0.0)
>  Basic treatment: 0 (0.0)

Occurrence of treatment discontinuation due to AE, n (%)
>  Molnupiravir plus basic treatment: 0 (0.0)
>  Basic treatment: 0 (0.0)

AE: adverse event; ALT: alanine transaminase; AST: aspartate transaminase; COVID-19: Coronavirus disease 2019; CI: confidence interval; CTCAE: common
terminology criteria for adverse events; CTRI: Clinical Trial Registry of India; DEF: data extraction form; HR: hazard ratio; mITT: modified intention-to-treat; mg:
milligram; mL: milliliter; NEWS: National Early Warning Score; NP: nasopharyngeal; NR: not reported; IQR: interquartile range; ITT: intention-to-treat; RRR:
relative risk reduction; SAE: Serious Adverse Event; SARS-CoV-2: severe acute respiratory syndrome coronavirus 2; SOC: standard of care; TEAE: treatment
emergent adverse event; UK: United Kingdom; US: United States; WHO: World Health Organization.
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Table 4. RCTs assessing neutralizing antibodies

Ambulatory Patients With COVID-19 and Validation of the
Prognostic Value of Persistently High Viral Load

Author and Source Title Report Trial identifier(s) Phase
year type
Weinreich et The BMJ- REGN-COV2, a Neutralizing Antibody Cocktail, in Journal REGEN-COV 2
al. 20201461 MAGIC-WHO Outpatients with COVID-19 article NCT04425629
Weinreich et Identified by REGEN-COV Antibody Cocktail Clinical Outcomes Study in Journal 3
al. 2021a471 researchers, COVID-19 Outpatients article
outside of the (pre-print)
searches
specified in
section 2
Weinreich et OVID REGEN-COV Antibody Cocktail Combination and Outcomes Journal
al. 2021b!*8! in Outpatients with COVID-19 article
(published)
Gupta et al. NIH guidelines Early Covid-19 Treatment With SARS-CoV-2 Neutralizing Journal COMET-ICE 3
20211491 Antibody Sotrovimab article NCT04545060
(pre-print)
Gupta et al. OVID Effect of Sotrovimab on Hospitalization or Death Among Journal
2022a!501 High-risk Patients with Mild to Moderate COVID-19 article
(published)
Shapiro et al. CROI 2022 Intramuscular sotrovimab is noninferior to intravenous Conference | COMET-TAIL 3
20221521 sotrovimab for COVID-19 abstract NCT04913675
Gupta et al. December ID Safety, Tolerability, and Viral Pharmacodynamics of the IgG | Conference | COMET-PEAK (Parts B 2
2022c!53] Week 2022 Monoclonal Antibody Sotrovimab Administered via abstract and C)
Intramuscular Injection for the Treatment of Early Mild-to- NCT04779879
Moderate COVID-19
Chen et al. OVID SARS-CoV-2 Neutralizing Antibody LY-CoV555 in Journal BLAZE-1 2
20201541 outpatients with COVID-19 article NCT04427501
Gottlieb et al. OVID Effect of Bamlanivimab as Monotherapy or in Combination Journal
202110551 with Etesevimab on Viral Load in Patients with Mild to article
Moderate COVID-19: a Randomized Clinical Trial
Dougan et al. OVID Bamlanivimab + etesevimab for treatment of COVID-19 in Conference 3
20214af55] high-risk ambulatory patients abstract
Dougan et al. OVID Bamlanivimab plus Etesevimab in Mild or Moderate COVID- Journal
2021bf571 19 article
Dougan et al. OVID A Randomized, Placebo-Controlled Clinical Trial of Journal
202215°1 Bamlanivimab and Etesevimab Together in High-Risk article
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Author and Source Title Report Trial identifier(s) Phase
year type
Chen et al. Clinicaltrials.gov | Bamlanivimab and Etesevimab Improve Symptoms and Journal 2/3 (Results from
20221601 Associated Outcomes in Ambulatory Patients at Increased article phase 3)
Risk for Severe Coronavirus Disease 2019: Results from the
Placebo-Controlled Double-Blind Phase 3 BLAZE-1 Trial
Williams et al. ATS 2021-2022 | Bebtelovimab, Alone and Together with Bamlanivimab and Conference | BLAZE-4 2
20221611 Etesevimab, abstract NCT4634409
as a Broadly Neutralizing Monoclonal Antibody Treatment
and a Slow
Intravenous Push Option for Ambulatory COVID-19
Davis et al. OVID Pharmacokinetics and pharmacodynamics of casirivimab Conference | Davis et al. 2022 2
20221621 and imdevimab in a dose-ranging study in outpatients with abstract casirivimab/imdevimab
CoVID-19 NCT04666441
Huang et al. OVID Effectiveness of casirivimab and imdevimab, and Journal UPMC Quality 4
20211631 sotrovimab during Delta variant surge: a prospective cohort | article Improvement Review (Please note that
study and comparative effectiveness randomized trial (pre-print) Committee Project ID this is described
3282. as a phase 4
University of (post-marketing)
Pittsburgh Institutional | trial; however,
Review Board patients were
STUDY210220179 randomized to
NCT04790786 treatment, rather
than assigned
according to
physician's
discretion.)
Chew et al. OVID Bamlanivimab reduces nasopharyngeal SARS-CoV-2 RNA Journal ACTIV-2/A5401 2
20211641 levels but not symptom duration in non-hospitalized adults article NCT04518410
with COVID-19 (pre-print)
Chew et al. OVID Antiviral and clinical activity of bamlanivimab in a Journal
20221651 randomized trial of non-hospitalized adults with COVID-19 article
Boucau et al. OVID Monoclonal antibody treatment drives rapid culture Journal 2/3
20221661 conversion in SARS-CoV-2 infection article
Kumarasamy et | CROI 2022 Interim results from the randomized, controlled EMPATHY Conference | EMPATHY 2/3
al. 20221671 phase II/III study evaluating ensovibep, a DARPin abstract NCT04828161
therapeutic, in patients with mild to moderate COVID-19
Streinu-Cercel OVID Efficacy and Safety of Regdanvimab (CT-P59): A Phase 2/3 Journal CT-P59 2/3 (Results from
et al. 20221681 Randomized, Double-Blind, Placebo-Controlled Trial in article NCT04602000 phase 2)

Outpatients with Mild to Moderate Coronavirus Disease
2019
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Author and Source Title Report Trial identifier(s) Phase
year type
Montgomery et | ECCMID 2022 Efficacy and safety of intramuscular administration of Conference | TACKLE 3
al. 20224a!%°] AZD7442 (tixagevimab/cilgavimab) for early outpatient abstract NCT04723394
treatment of COVID-19: the TACKLE phase III trial
Montgomery et | Clinicaltrials.gov | Efficacy and safety of intramuscular administration of Journal
al. 2022pl7°] tixagevimab-cilgavimab for early outpatient treatment of article
COVID-19 (TACKLE): a phase 3, randomized, double-blind,
placebo-controlled trial
Hobbs et al. December ID Outpatient Treatment With the SARS-CoV-2-Neutralizing Conference
20221711 Week 2022 Antibody Combination AZD7442 (Tixagevimab/Cilgavimab) abstract
for Preventing COVID-19 Hospitalizations in the Phase 3
TACKLE Trial
STAMP 20221721 | Adagio Adagio Therapeutics Announces ADG20 (adintrevimab) is Press STAMP 2/3
Therapeutics the First Monoclonal Antibody to Meet Primary Endpoints release
2022 with Statistical Significance Across Pre- and Post-exposure
Prophylaxis and
Treatment for COVID-19 and Plans to Seek US Emergency
Use Authorization
O’Brien et al. OVID Effect of Subcutaneous Casirivimab and Imdevimab Journal O’Brien et al. 2022 3
20221731 Antibody Combination vs Placebo on Development of article casirivimab/imdevimab
Symptomatic COVID-19 in Early Asymptomatic SARS-CoV-2 NCT04452318
Infection: A Randomized Clinical Trial
Mazzaferri et OVID Exploratory data on the clinical efficacy of monoclonal Journal MANTICO 3
al. 2022174 antibodies against SARS-CoV-2 Omicron variant of concern article NCT05205759
Portal-Celhay OVID Virologic Efficacy of Casirivimab and Imdevimab COVID-19 Journal Portal-Celhay et al. 2
et al. 20221751 Antibody Combination in Outpatients With SARS-CoV-2 article 2022
Infection A Phase 2 Dose-Ranging Randomized Clinical Trial casirivimab/imdevimab
NCT04666441
Kim et al. OVID A Randomized Clinical Trial of Regdanvimab in High-Risk Journal Kim et al. 2022 3
20221761 Patients with Mild-to-Moderate Coronavirus Disease 2019 article regdanvimab
NCT04602000
Schilling et al. OVID Pharmacometric assessment of the in vivo antiviral activity Journal PLATCOV 2
2022[771 of ivermectin in early symptomatic COVID-19 article NCT05041907
(pre-print)

BMJ: British Medical Journal; COVID-19: COVID-19: Coronavirus disease 2019; MAGIC: Making GRADE the Irresistible Choice; NIH: National Institutes of Health;

SARS-CoV-2: severe acute respiratory syndrome coronavirus 2; US: United States; WHO: World Health Organization.
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Table 5. Study characteristics of RCTs for neutralizing antibodies

Author and year,

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

2020!461

REGEN-COV (phase 2
portion)

NCT04425629
16/06/2020-13/08/2020

us

casirivimab/imdevimab:
IV administration, 250
mL of 2.4 g ReGN-COV2
(casirivimab/imdevimab
in equal doses) over
one hour on Day 1
(single dose)

> 8g
casirivimab/imdevimab:
IV adminstration, 250
mL of 8 g ReGN-COV2
(casirivimab/imdevimab
in equal doses) over
one hour on Day 1
(single dose)

> Placebo: IV
administration, 250 mL
of saline placebo over
one hour on Day 1
(single dose)

years) with
confirmed SARS-
CoV-2 infection
(positive test <72
hours before
randomization and
symptom onset <7
days before
randomization),
non-hospitalized,
and oxygen
saturation 293% of
room air

through Day 7
>  Physician visit rate
through Day 29

trial identifier(s) comparators endpoint(s)

enroliment,

location

Weinreich et al. > 24g Patients (aged =18 > Viral load change NR
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Author and year,

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

trial identifier(s) comparators endpoint(s)

enroliment,

location

Weinreich et al. > 1.2g >  Patients (aged =218 >  Proportion of > Proportion of patients with

202114711481
REGEN-COV (phase 3
portion)

NCT04425629
24/09/2020-17/01/2021

US, Chile, Mexico,
Romania

casirivimab/imdevimab
(low dose): IV
administration, 250 mL
of 1.2 g ReGN-COV2
(casirivimab/imdevimab
in equal doses) over
one hour on Day 1
(single dose)

> 249
casirivimab/imdevimab
(high dose): IV
administration, 250 mL
of 2.4 g ReGN-COV2
(casirivimab/imdevimab
in equal doses) over
one hour on Day 1
(single dose)

> Placebo: IV
administration, 250 mL
of saline placebo over
one hour on Day 1
(single dose)

years) with
confirmed SARS-
CoV-2 infection
(positive test <72
hours before
randomization and
symptom onset <7
days before
randomization),
non-hospitalized,
and oxygen
saturation 293% of
room air

patients with =1
COVID-19-related
hospitalization or
all-cause death
through Day 29

>

>

>1 COVID-19-related
hospitalization or all-cause
death from Day 4 through
Day 29

Time to COVID-19
symptoms resolution (19
of the 23 recorded
symptoms)

Safety
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Gupta et al. 2021[4°]

COMET-ICE
NCT04545060
27/08/2020-04/03/2021

US, Canada, Brazil, and
Spain

Gupta et al. 2022a1>
COMET-ICE
NCT04545060
27/08/2020-08/04/2021

Brazil, Canada, Peru,
Spain, and US

>  Sotrovimab: IV
administration, single
500 mg, over 1 hour at
day 1

> Placebo: IV
administration, single
dose over 1 hour at day
1

Patients (aged =18
years) with
confirmed SARS-
CoV-2 infection,
symptom onset <5
days before
randomization, and
high risk for COVID-
19 progression
Exclusion criteria
included being
currently
hospitalized, likely
to require
hospitalization, and
symptoms
consistent with
severe COVID-19

>  Proportion of
patients with
hospitalization for
more than 24 hours
or death, due to any
cause, through Day
29

Proportion of
patients with
progression to
severe or critical
respiratory COVID-
19 requiring
supplemental
oxygen (severe
disease) or
mechanical
ventilation (critical
disease) through
Day 29

All-cause mortality
at Day 29

Mean change in
FLUpro score
Changes in viral load
from baseline to Day
8 using a
quantitative RT-PCR
test

Shapiro et al. 20221521

COMET-TAIL
NCT04913675
06/2021-08/2021

us

>  Sotrovimab IV: IV
administration, single
500mg dose

> 500 mg sotrovimab IM:
IM administration,
single 500mg dose

> 250 mg sotrovimab IM:
IM administration,
single 250mg dose
[discontinued early due
to a greater number of
hospitalizations seen]

Patients (aged =12
years) with a high
risk of disease
progression

>  The efficacy of 500
mg IM versus 500
mg IV sotrovimab in
preventing
hospitalization for
>24 hours for acute
management of
illness due to any
cause or death

NR
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Gupta et al. 2022c¢!53]

COMET-PEAK (Parts B and
9]

NCT04779879
02/2021-07/2021

Multinational

>  Sotrovimab IV: IV
administration, single
dose of 500 mg
sotrovimab

>  Sotrovimab IM: IV
administration, single
dose of 500 or 250 mg
sotrovimab

>  Adult patients (aged
> 18 years) with
early mild-to-
moderate COVID-19

> Compare the
virologic response to
sotrovimab IM to 1V,
with an endpoint of
mean AUC of SARS-
CoV-2 viral load, as
measured by RT-
gPCR from day 1 to
day 8 (AUCpp1-g)) in
NP swabs and
predefined 90% CI
limits of 0.5-2.0
indicating
equivalence

>  Safety

Chen et al. 20204
BLAZE-1

NCT04427501
17/06/2020-21/09/2020

us

>  Bamlanivimab: IV
administration, single
dose of either 700,
2800 or 7000 mg of LY-
CoV555 (bamlanivimab)
over approximately 1
hour

> Placebo: IV
administration of
placebo over 1 hour

>  Patients with
confirmed SARS-
CoV-2 infection and
>1 mild-or-
moderate symptoms

>  Exclusion criteria
included oxygen
saturation <93%,
respiratory rate =30
per minute, heart
rate 2125/ minute,
or requires (or
anticipated
impending need for)
mechanical
ventilation

> Change in viral load

>  Safety assessments

>  Patient reported
symptom burden

> COVID-19-related
inpatient
hospitalization, a
visit to the
emergency
department, or
death
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Gottlieb et al. 2021551
BLAZE-1
NCT04427501

17/06/2020-03/09/2020

us

>  Bamlanivimab: IV
administration, single
dose of either 700,
2800 or 7000 mg of
bamlanivimab

>  Bamlanivimab/etesevim
ab: IV administration,
single dose of 2800 mg
bamlanivimab and 2800
mg etesevimab

> Placebo: IV
administration of
placebo over 1 hour

Patients (aged =18
years) with
confirmed SARS-
CoV-2 infection, =1
mild-to-moderate
symptoms, and a
positive test <3
days before
treatment

Exclusion criteria
included oxygen
saturation <93%,
respiratory rate =30
per minute, heart
rate 2125/ minute,
or requires (or
anticipated
impending need for)
mechanical
ventilation

>  Effect on viral load
from baseline to Day

11 (% 4 days)

> Time to viral
clearance

>  Proportion of
patients with viral
clearance at Days 7,
11, 15, and 22

>  Viral lead area under
the curve at Day 29

> Change in symptom
score at Days 7, 11,

15, and 22

> Time to symptom
improvement

> Time to symptom
resolution

>  Proportion of
patients with a
COVID-19-related
hospitalization,
emergency
department visit, or
death at Day 29
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Dougan et al. 20214a!5¢!

BLAZE-1
NCT04427501
04/09/2020-08/12/2020

us

>  Bamlanivimab/etesevim
ab: IV administration,
single dose of 2800 mg
bamlanivimab and 2800
mg etesevimab

>  Placebo: 1V
administration of
placebo over 1 hour

>  Outpatients with
confirmed SARS-
CoV-2 infection, =1
mild-to-moderate
symptoms, and a
positive test <3
days before
treatment

>  Exclusion criteria
included oxygen
saturation <93%,
respiratory rate =30
per minute, heart
rate 2125/ minute,
or requires (or
anticipated
impending need for)
mechanical
ventilation

>  Proportion of
patients with
COVID-19 related
hospitalization or
any cause death by
Day 28

NR
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Dougan et al. 2021b!57]

BLAZE-1
NCT04427501
04/09/2020-08/12/2020

us

>  Bamlanivimab/etesevim
ab: IV administration,
single dose of 2800 mg
bamlanivimab and 2800
mg etesevimab

>  Placebo: 1V
administration of
placebo over 1 hour

>  Outpatients with
confirmed SARS-
CoV-2 infection, =1
mild-to-moderate
symptoms, at least
one for severe
COVID-19 risk
factor, and a
positive test <3
days before
treatment

>  Exclusion criteria
included oxygen
saturation <93%,
respiratory rate =30
per minute, heart
rate 2125/ minute,
or requires (or
anticipated
impending need for)
mechanical
ventilation

> Overall clinical
status of the
patients, defined as
COVID-19-related
hospitalization
(acute care for =224
hours) or death from
any cause by Day 29

> Composite of
COVID-19 related
hospitalization, a
visit to an
emergency
department, or
death from any
cause at Day 29

> Time to sustained
patient reported
resolution of
symptoms

> A reduction in the
SARS-CoV-2 viral
load from baseline
to Days 3 and 5

> Time to viral
clearance

> The area under the
response-time curve
for the viral load
through Day 7

> Thetimetoa
reduction and
resolution of
symptoms

>  Safety
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Dougan et al. 2022[5°]

BLAZE-1
NCT04427501
09/12/20-07/01/21

us

Bamlanivimab and
etesevimab: IV
administration, single
dose of 700 mg
bamlanivimab and 1400
mg etesevimab
Placebo: IV
administration, single
dose

Non-hospitalized
patients (aged =212
years) with mild-to-
moderate COVID-19
symptoms and =1
risk factor for
progressing to
severe COVID-19
and/or
hospitalization

Proportion of
patients
experiencing COVID-
19-related
hospitalization (=24
hours of acute care)
or any-cause death
by Day 29

Change in SARS-
CoV-2 viral load
from baseline to
Days 3, 5, and 7
(£2 days)

Time to viral
clearance
Percentage of
patients with PHVL
at Day 7 (£2 days)
Time to sustained
symptom
improvement and
resolution

Safety

Chen et al. 2022[5°!
BLAZE-1

NCT04427501
09/12/2020-07/01/2021

us

Bamlanivimab and
etesevimab: IV
administration, single
dose of 700 mg
bamlanivimab and 1400
mg etesevimab
Placebo: IV
administration, single
dose

Adolescent (aged
12-17 years) and
adult (aged =18
years) patients with
>1 risk factor for
progression to
severe COVID-19

Time to sustained
symptom resolution,
symptom resolution,
sustained complete
symptom resolution,
and symptom
improvement

Time to first
sustained resolution
for each symptom
presented
(excluding loss of
appetite, loss of
taste, and loss of
smell)
COVID-19-related
hospitalizations
through Day 29
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Williams et al.
202246!61

BLAZE-4
NCT4634409

05/2021-07/2021

Open-label population:
> BEB 175 mg
> BEB 175 mg + BAM
700mg + ETE 1400 mg

> IV administration over
30 seconds

>  Patients with a
laboratory diagnosis
within 3 days of
randomization

NR

[note: the reported primary
outcome was safety]

>  The proportion of
patients with
persistently high
viral load (log viral
load >5.27) on Day
7

> Time to sustained
symptom resolution

> COVID-19
hospitalization and
all-cause mortality
through Day 29

Davis et al. 20221621

Davis et al. 2022
casirivimab/imdevimab

NCT04666441

>  Casirivimab/imdevimab
IV: IV administration,
single dose of 300 mg,
500 mg, 1200 mg, or
2400 mg of
casirivimab/imdevimab

>  Casirivimab/imdevimab
SC: SC administration,
single dose of 600 mg
or 1200 mg casirivimab/
imdevimab

>  Outpatients (aged
>18 years and <50
years) with mild to
moderate COVID-
19, SARS-CoV-2
PCR-positive and
seronegative

>  Efficacy, safety, and
tolerability

NR
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Huang et al. 2021531

UPMC Quality
Improvement Review
Committee Project ID
3282.

University of Pittsburgh
Institutional Review Board
STUDY210220179

NCT04790786
14/07/2021-29/09/2021

us

>  Casirivimab/imdevimab
(dosage NR)

>  Sotrovimab (dosage
NR)

>  Patients (aged 12-
120 years) who
received mAb
treatment at UPMC
infusion centers and
emergency
departments

> Hospital-free days <
28 days

>  Mortality at Day 28
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Chew et al. 20211641

ACTIV-2/A5401
NCT04518410
19/08/2020-15/11/2020

us

> Bamlanivimab: IV
administration, single
dose of 7000 or 700 mg
bamlanivimab

> Placebo: IV
administration, single
dose

Patients with
documented SARS-
CoV-2 infection by
an FDA-authorized
antigen or nucleic
acid test from a
sample collected
within 7 days prior
to anticipated study
entry

No more than 10
days of COVID-19
symptoms at time of
anticipated study
entry

Ongoing symptoms
(not including loss of
taste or smell)
within 48 hours prior
to study entry
Resting peripheral
oxygen saturation
levels 92%, and
without the need for
hospitalization

>  Detection of NP
SARS-CoV-2 RNA at
Days 3, 7, 14, 21,
and 28

> Time to
improvement of all
of 13 targeted
COVID-19
symptoms by daily
self-assessment
through Day 28

>  Grade 3 or higher
TEAEs through Day
28

[Note: Additional primary
outcomes reported on

clinicaltrials.gov]

>  Quantitative NP
SARS-COV-2 RNA

> Composite all-cause
hospitalizations and
death

>  Area under the
curve of symptom
scores from Day 0
through Day 28

> Plasma
bamlanivimab
concentrations

> Plasma and serum
inflammatory
biomarkers

>  Safety through week
24

[Note: Additional secondary
outcomes reported on

clinicaltrials.gov]
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Chew et al. 20221651

ACTIV-2/A5401
NCT04518410
12/10/20-17/11/20

us

Bamlanivimab: IV
administration, single
dose over a 1-hour
period, 7000 or 700 mg
of bamlanivimab
Placebo: IV
administration, single
dose over a 1-hour
period

Non-hospitalized
patients (aged =218
years) with
documented SARS-
CoV-2 infection by
an FDA-authorized
antigen or nucleic
acid test from a
sample collected
within 7 days prior
to anticipated study
entry

>  Detection of SARS-
CoV-2 RNA from NP
swabs at Days 3, 7,
14, 21, and 28

>  Duration of targeted
COVID-19-
associated
symptoms from Day
0

All-cause
hospitalization and
death

Quantitative NP
SARS-CoV-2 RNA
levels

AUC of symptom
scores from Days 0-
28

Progression of 1 or
more COVID-19-
associated
symptoms to worse
status than recorded
at study entry
Safety

Boucau et al. 2022[66]

ACTIV-2/A5401
NCT04518410
19/08/20-17/11/20

us

Bamlanivimab: IV
administration, single
dose of 7000 mg
(n=20) or 700 mg

(n=10) of bamlanivimab

Placebo: IV
administration, single
dose

Non-hospitalized
participants with
positive SARS-CoV-2
antigen or nucleic
acid test within 7
days and less than
10 days of COVID-
19 symptoms

> Viral culture
dynamics (viral load
by gPCR and viral
culture)

NR
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Kumarasamy et al.
20221671

EMPATHY
NCT04828161
US, Hungary, India,

Netherlands, Poland,
South Africa

>  Ensovibep: IV
administration, single
dose of 75, 225, or 600
mg, given over 60
minutes

> Placebo: IV
administration, single
dose given over 60
minutes

>  Patients (aged > 18
years) positive for
COVID-19 and the
presence of =2
COVID-19
symptoms and onset
within 7 days prior
to dosing

> Time-weighted
change from
baseline in logio
SARS-CoV-2 viral
load in NP swabs to
Day 8

>  Proportion of
patients with
hospitalizations
and/or ER visits
related to COVID-
19, or death from
any cause to Day 29

> Time to sustained
clinical recovery
based on resolution
or improvement in
clinical symptoms
(patient reported
outcome) with no
worsening up to Day
29

>  Safety
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Streinu-Cercel et al.
20221681

CT-P59
NCT04602000
07/10/2020-18/12/2020

South Korea, Romania,
Spain, and US

> Regdanvimab: IV
administration, single
dose of 40 or 80 mg/kg
regdanvimab re-
constituted in 250mL of
0.9% sodium chloride,
given over 90+15
minutes (Day 1)

> Placebo: IV
administration, single
dose of re-constituted in
250mL of 0.9% sodium
chloride, given over
90+£15 minutes (Day 1)

Patients with mild-
to-moderate disease
as defined by the
WHO criteria with
oxygen saturation
>94% on room air,
not requiring oxygen
support, onset of
symptoms within 7
days before study
drug administration,
and presenting with
symptoms 2 days
prior to
randomization

> Time to conversion
to negative NP swab
specimen based on
RT-gPCR (negative
titer threshold of
2.33 logio
copies/mL) up to
Day 28

>  Time to clinical
recovery up to Day
14

>  The proportion of
patients with clinical
symptoms requiring
oxygen therapy or
hospitalization due
to COVID-19 up to
Day 28

>  The proportion of
patients achieving
conversion to
negative RT-qPCR
result

> The proportion of
patients with
hospital admission

> The proportion of
patients requiring
supplementary
oxygen

> The proportion of
patients with
mechanical
ventilation use

>  The proportion of
patients requiring
rescue therapy

> The proportion of
patients with ICU
admission

>  The proportion of
patients with all-
cause mortality
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Montgomery et al.
202243591

TACKLE

NCT04723394

> Tixagevimab/cilgavimab
: IM administration,
single dose 600 mg of
two injections of
AZD7442
(tixagevimab/cilgavima
b; 300 mg of each))

> Placebo: IM
administration, single
dose

>  Non-hospitalized
adult patients (aged
>18 years) with
mild-to-moderate
COVID-19 and
dosed < 7 days from
symptom onset

>  Severe COVID-19 or
death from any
cause through
Day 29

>  Safety

Montgomery et al.
2022p!79]

TACKLE
NCT04723394
28/01/21-22/07/21

US, Latin America,
Europe, and Japan

> Tixagevimab-
cilgavimab: IM
administration, single
dose of two consecutive
3 mL injections of 300
mg tixagevimab and
300 mg cilgavimab

> Placebo: IM
administration, single
dose given as two
consecutive 3 mL
injections

> Non-hospitalized
patients (aged =218
years) with
laboratory-
confirmed SARS-
CoV-2 infection,
determined by RT-
PCR or an antigen
test, from a sample
collected 3 or less
days before
enrollment

>  WHO Clinical
Progression Scale
score of >1 to <4

>  Mild-to-moderate
COVID-19, receiving
the study drug <7
days from self-
reported symptom
onset

>  Proportion of
patients with severe
COVID-19 or death
from any cause to
day 29, with severe
COVID-19 being
defined as a
minimum of either
pneumonia (fever,
cough, tachypnoea
or dyspnea, and
lung infiltrates) or
hypoxaemia (oxygen
saturation <90% in
room air, severe
respiratory distress,
or both), plus a
WHO Clinical
Progression Scale
score of 5 or more

> Incidence of
respiratory failure,
levels of SARS-CoV-
2 RNA in nasal
swab, and
progression of
participant-reported
COVID-19-
associated
symptoms through
Day 29

> Death from any
cause or
hospitalization for
COVID-19
complications or
sequalae to Day 169

>  Safety
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Author and year,
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enroliment,
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Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Hobbs et al. 2022711

TACKLE
NCT04723394
28/01/2021-21/08/2021

Multinational

> Tixagevimab/cilgavimab
(AZD7442): IM
adminstration, single
dose of 600 mg (two
consecutive injections,
300 mg of each
tixagevimab and
cilgavimab)

> Placebo: IM
administration, single
dose of two consecutive
injections

>  Non-hospitalized
adults with mild to
moderate COVID-
19, dosed <7 days
from symptom onset

> Severe COVID-19 or
death from any
cause through Day
169, defined as a
minimum of either
pneumonia (fever,
cough, tachypnea,
or dyspnea, and
lung infiltrates) or
hypoxemia (SpO2
<90% in room air
and/or severe
respiratory distress)
and a WHO Clinical
Progression Scale
score of 5 or higher

[Note: Severe COVID-19
definition from
clinicaltrials.gov]

>  Safety

STAMP 2022[72]

STAMP

>  Adintrevimab: IM
administration, single
dose of 300mg of
adintrevimab

> Placebo: IM
administration, single
dose

>  Patients with mild-
to-moderate COVID-
19

> COVID-related
hospitalization or
all-cause mortality
at Day 29

[note: primary endpoint not
specified]

NR
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Author and year,
trial identifier(s)
enroliment,
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Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

O'Brien et al. 2022[73]

O’Brien et al. 2022
casirivimab/imdevimab

NCT04452318
13/07/2020-28/01/2021

US, Romania, Moldova

>  Casirivimab/imdevimab:

SC administration,
single dose of 1200 mg
(1200 mg/mL) of
casirivimab and
imdevimab (four
injections of 2.5mL
solution) (Day 1)

> Placebo: SC
administration, single
dose (four injections of
2.5mL solution) (Day 1)

> Adult participants
(aged =18 years)
(irrespective of
weight) at the
signing of informed
consent
OR
>  Adolescent
participants (aged
>12 to <18 years)
OR
>  Pediatric participants
(aged <12 years at
the signing of the
assent
(parent/guardian
signs the informed
consent))
OR
>  Asymptomatic
household contact of
someone who has
tested positive for
COVID-19 and has
been judged by the
investigator to be in
good health

>  Proportion of
participants who had
a positive RT-gPCR
result at baseline or
during the 28-day
efficacy assessment
period and who
developed signs and
symptoms of
COVID-19 within 14
days of the positive
RT-gPCR result

>  The number of
weeks of
symptomatic SARS-
CoV-2 infection

>  The number of
weeks of high viral
load (>4 logio
copies/mL)

[Note: The full list of
secondary endpoints is
available in the
supplementary materials]
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Intervention(s) and
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Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Mazzaferri et al.
20221741

MANTICO
NCT05205759

Patients enrolled from
09/12/2021

Italy

>  Bamlanivimab and
etesevimab: IV
administration, single
dose over a 1-hour
period, 700 mg of
bamlanivimab and 1400
mg of etesevimab

>  Sotrovimab: IV
administration, single
dose over a 1-hour
period, 500 mg dose

>  Casirivimab and
imdevimab: IV
administration, single
dose over a 1-hour
period, 600 mg of
casirivimab and 600 mg
of imdevimab

>  Outpatients (aged
>50 years) with a
positive test (direct
antigen or nucleic
acid SARS-CoV-2)
and mild-to-
moderate COVID-19
symptoms within 4
days of the onset

> COVID-19
progression, defined
as hospitalization,
need of
supplemental
oxygen therapy, or
death from any
cause through Day
14

> Emergency
department visits
through Day 28, all-
cause mortality
through Day 28,
duration of
supplemental
oxygen therapy, and
rate and duration of
non-invasive
ventilation and
mechanical
ventilation

> Time to sustained
patient-reported
symptom resolution

Portal-Celhay et al.
2022[75]

Portal-Celhay et al. 2022
casirivimab/imdevimab

NCT04666441
15/12/2020-04/03/2021

us

>  Casirivimab/imdevimab
IV: IV administration,
single dose of 300, 600,
1200 or 2400 mg

>  Casirivimab/imdevimab
SC: SC administration,
single dose of 600 or
1200 mg

>  Placebo: IV or SC
administration, single
dose

>  Patients (aged =218
years) with a
positive SARS-CoV-2
diagnostic test from
a sample collected
within 72 hours prior
to randomization

> Time-weighted
average daily
change from Day
1/baseline to Day 7
in viral load in NP
swab samples
(measured by RT-
gPCR)

>  Evaluation of
additional virologic
efficacy and
tolerability

>  Safety
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Author and year,
trial identifier(s)
enroliment,
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Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Kim et al. 2022[7¢]

Kim et al. 2022
regdanvimab

NCT04602000
18/01/2021-24/04/2021

US, European Union, and
Asia

> Regdanvimab: IV
administration, single
dose over 60 = 15
minutes, 40 mg/kg
reconstituted in 250 mL
of 0.9% sodium chloride

> Placebo: IV
administration, single
dose over 60 = 15
minutes, reconstituted
in 250 mL of 0.9%
sodium chloride

Patients (aged =18
years) with COVID-
19 confirmed by
rapid antigen kit or
RT-PCR, with =1
COVID-19-
associated symptom
with onset <7 days
and 21 pre-specified
symptom <48 hours
before drug
administration
Oxygen saturation of
>94% on room air
and did not require
supplemental
oxygen

>  Proportion of
patients with
disease progression
up to day 28 in
high-risk patients,
defined as meeting
at least 1 of the
following COVID-19
events:
hospitalization,
oxygen therapy, or
mortality due to
SARS-CoV-2
infection

> Disease progression
up to Day 28

>  Time to clinical
recovery up to Day
14

>  Safety

Schilling et al. 2022!771

PLATCOV
NCT05041907

Patients enrolled from
30/09/2021

Thailand

>  Casirivimab/imdevimab:
IV administration, single
dose of 600 mg of
casirivimab and 600 mg
of imdevimab

> No study drug

[Note: Ivermectin group was not
assessed in this report]

Patients (aged 18-
50 years) presenting
to the Acute
Respiratory
Infections outpatient
clinic for COVID-19,
with early
symptomatic
COVID-19
(symptoms for no
more than 4 days),
oxygen saturation
>96%, and
unimpeded in
activities of daily
living

>  The rate of viral
clearance
(expressed as a
slope coefficient and
presented as a half-
life)

>  All-cause
hospitalization for
clinical deterioration
until Day 28

>  Safety

AE: adverse event; AESI: adverse event of special interest; AUC: area under the curve; BAM: Bamlanivimab; BEB: Bebtelovimab; Ct: cycle threshold; ED:
emergency department; ETE: Etesevimab; FDA: Food and Drug Administration; ICU: intensive care unit; IM: intramuscular; IV: intravenous; mAB: monoclonal
antibody; mg: milligram; mL: milliliter; NP: nasopharyngeal; PCR: polymerase chain reaction; PHVL: persistently high viral load; gPCR: quantitative polymerase
chain reaction; RT-PCR: reverse transcription-polymerase chain reaction; RNA: ribonucleic acid; RT-gqPCR reverse transcription-quantitative polymerase chain
reaction; SAE: serious adverse event; SC: subcutaneous; TEAE: Treatment Emergent Adverse Events; US: United States; WHO: World Health Organization.
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Table 6. Patients baseline characteristics for RCTs for neutralizing antibodies

Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset

(days)

Weinreich et al.

>  Overall: 269

Median (IQR)

Male, n (%)

Median (range)

20201461 > 2.4 g casirivimab/ > Overall: NR > Overall: 134 (49) > Overall: NR
imdevimab: 92 > 2.4 g casirivimab/ > 2.4 g casirivimab/ > 2.4 g casirivimab/
REGEN-COV (phase 2 > 8 g casirivimab/ imdevimab: 43.0 imdevimab: 46 (50) imdevimab: 3.5 (0-7)
portion) imdevimab: 90 (33.5-51.0) > 8 g casirivimab/ > 8 g casirivimab/
>  Placebo: 93 > 8 g casirivimab/ imdevimab: 38 (42) imdevimab: 3.0 (0-8)
NCT04425629 imdevimab: 44 > Placebo: 50 (54) >  Placebo: 3.0 (0-8)
(36.0-53.0)
> Placebo: 45.0
(34.0-54.0)

Weinreich et al.
2021[471,[48]

REGEN-COV (phase 3
portion)

NCT04425629

>  Overall: 3088
> 2.4 g casirivimab/
imdevimab: 1355

>  Placebo (2.4 g portion):

1341
> 1.2 g casirivimab/
imdevimab: 736

>  Placebo (1.2 g portion):

748

Median (IQR)

>

2.4 g casirivimab/
imdevimab: 50.0
(39.0-60.0)
Placebo (2.4 g
portion): 50.0
(37.0-58.0)

1.2 g casirivimab/
imdevimab: 48.5
(37.0-57.5)
Placebo (1.2 g
portion): 48.0
(35.0-57.0)

Male, n (%)

> Overall: 1977 (48.7)

> 2.4 g casirivimab/
imdevimab: 656
(48.4)

> Placebo (2.4 g
portion): 633 (47.2)

> 1.2 g casirivimab/
imdevimab: 364
(49.5)

> Placebo (1.2 g
portion): 352 (47.1)

Median (range)

>

2.4 g casirivimab/
imdevimab: 3.0 (2-5)
Placebo (2.4 g
portion): 3.0 (2-5)
1.2 g casirivimab/
imdevimab: 3.0 (2-5)
Placebo (1.2 g
portion): 3.0 (2-4)
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Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset
(days)

Gupta et al. 2021[°]

COMET-ICE

NCT04545060

Gupta et al. 2022a!5°!

COMET-ICE

NCT04545060

Interim analysis
>  Overall: ITT, 583;
Safety, 868
>  Sotrovimab: ITT, 291;
safety, 430
>  Placebo: ITT, 292;
safety, 438

Final analysis
>  Overall: 1057
>  Sotrovimab: 528
>  Placebo: 529

Interim analysis
Median (range) (ITT

population)
>  Overall: 53.0 (18-
96)
>  Sotrovimab: 53.0
(18-96)
> Placebo: 52.5 (18-
88)

Final analysis
Median (IQR), =65 years,
>70 years, n (%)
>  Sotrovimab: 53
(41.5-62), 105
(20), 56 (11)
> Placebo: 53 (43-
63), 108 (20), 56
(11)

Interim analysis
Male, n (%) (ITT population)
>  Overall: 266 (46)
>  Sotrovimab: 135
(46)
> Placebo: 131 (45)

Final analysis
Female, male, n (%)
> Overall: 572 (54),
485 (46)
>  Sotrovimab: 299
(57), 229 (43)
> Placebo: 273 (52),
256 (48)

Interim analysis
NR

Final analysis
Within the prior 5 days
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Author and year, trial Number randomized Age (years) Sex Time to symptom onset
identifier(s) (days)
Shapiro et al. 20221521 >  Overall: 754 >65, % NR <7 days (according to
> 500mg IV sotrovimab: >  Overall: ~25% clinicaltrials.gov)
COMET-TAIL 378 > 500mg IV
> 500mg IM sotrovimab: sotrovimab: NR
NCT04913675 376 > 500mg IM
sotrovimab: NR
Gupta et al. 2022c!53! Part B: Part B, median: NR NR
> Overall: 166 > Overall: 47
COMET-PEAK (Parts B and >  Sotrovimab 500 mg IV: >  Sotrovimab 500
O 84 mg IV: NR
>  Sotrovimab 500 mg IM: >  Sotrovimab 500
NCT04779879 82 mg IM: NR
Part C Part C, median:
>  Overall: 157 >  Overall: 52
>  Sotrovimab 500 mg IV: >  Sotrovimab 500
79 mg IV: NR
>  Sotrovimab 250 mg IM: >  Sotrovimab 250
78 mg IM: NR
Chen et al. 202054 >  Overall: 452 Median (range) Female, n (%) Median

BLAZE-1

NCT04427501

700, 2800 or 7000 mg

bamlanivimab: 317

Placebo: 150

>  Overall: NR

> 700, 2800 or 7000
mg bamlanivimab:

45 (18-86)

> Placebo: 46 (18-

77)

>  Overall: NR

> 700, 2800 or 7000
mg bamlanivimab:
171 (55.3)

> Placebo: 78 (54.5)

>  Overall: NR

> 700, 2800 or 7000
mg bamlanivimab:

>  Placebo: 4

4
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Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset
(days)

Gottlieb et al. 2021551

>  Overall: 592
> 700 mg bamlanivimab:

Median (IQR)
>  Overall Mean

Female, n (%)
> Overall: 315 (54.6)

Within 4 days (median)

BLAZE-1 104 (SD): 44.7 (15.7) > 700 mg
> 2800 mg bamlanivimab: > 700 mg bamlanivimab: 63
NCT04427501 109 bamlanivimab: 39 (62.4)
> 7000 mg bamlanivimab: (31-58) > 2800 mg
104 > 2800 mg bamlanivimab: 51
> 2800 mg bamlanivimab bamlanivimab: 45 (47.7)
and 2800 mg (31-56) > 7000 mg
etesevimab: 114 > 7000 mg bamlanivimab: 58
>  Placebo: 161 bamlanivimab: 46 (57.4)
(34-55) > 2800 mg
> 2800 mg bamlanivimab and
bamlanivimab and 2800 mg
2800 mg etesevimab: 58
etesevimab: 44 (51.8)
(30-60) >  Placebo: 85 (54.5)
>  Placebo: 46 (35-
57)
Dougan et al. 2021a!55] > Overall: 1035 Mean (SD) Female, n (%) Within 3 days of laboratory
> 2800 mg bamlanivimab >  Overall: 53.8 > Overall: 538 (52) diagnosis
BLAZE-1 and 2800 mg (16.8) > 2800 mg
etesevimab: 518 > 2800 mg bamlanivimab and
NCT04427501 > Placebo: 517 bamlanivimab and 2800 mg
2800 mg etesevimab: NR

etesevimab: NR
>  Placebo: NR

>  Placebo: NR

Dougan et al. 2021b!57! > Overall: 1035 Mean (SD) NR Median (range)
> 2800 mg bamlanivimab > Overall: 53.8 >  Overall: 4 (0-29)
BLAZE-1 and 2800 mg (16.8) [Note: Conference abstract > 2800 mg
etesevimab: 518 > 2,800 mg states- female: 538 (52%)] bamlanivimab and
NCT04427501 >  Placebo: 517 bamlanivimab and 2800 mg etesevimab:
2,800 mg 4 (0-29)
etesevimab: 54.3 > Placebo: 4 (0-13)
(17.1)
> Placebo: 53.3
(16.4)
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Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset
(days)

Dougan et al, 2022[5°]

> Balmanivimab/etesevima
b: 511

Median (range)
>  Balmanivimab/

Male, n (%)
>  Balmanivimab/

Median (range)
>  Balmanivimab/

BLAZE-1 >  Placebo: 258 etesevimab: 57 etesevimab: 247 etesevimab: 4 (0-19)
(12-93) (48.3) > Placebo: 3 (1-15)
NCT04427501 > Placebo: 55 (13- > Placebo: 114 (44.2)
89)
Chen et al. 2022169 >  Overall: 769 Median (min-max) Male, n (%) Median (min-max)
> Balmanivimab/etesevima > Overall: 56 (12- > Overall: 361 (46.9) > Overall: NR
BLAZE-1 b: 511 93) > Balmanivimab/ >  Balmanivimab/etesevi
> Placebo: 258 >  Balmanivimab/ etesevimab: 247 mab: 3 (1-15)
NCT04427501 etesevimab: 57

(12-93)
> Placebo: 55 (13-
89)

(48.3)
> Placebo: 114 (44.2)

> Placebo: 4 (0-19)

Williams et al. 20221611

BLAZE-4

NCT4634409

Open-label population
>  Bebtelovimab: 100
>  Bebtelovimab (BEB)+
Bamlanivimab (BAM) and
etesevimab (ETE): 176

[Note: the BEB + BAB + ETE
population presented here were
using the expanded CDC criteria
for high-risk]

NR

NR

Randomization <3 days from
symptom onset

Davis et al. 2022621

Davis et al. 2022
casirivimab/imdevimab

NCT04666441

NR

NR

NR

<7 days (according to
clinicaltrials.gov)

180




Confidential

Author and year, trial

Number randomized

Age (years)

Sex

Time to symptom onset

identifier(s) (days)
Huang et al. 20211631 >  Casirivimab/imdevimab: Mean (SD) Female, n (%) Mean

2454 >  Casirivimab/imdev >  Casirivimab/imdevi >  Casirivimab/imdevima
UPMC Quality >  Sotrovimab: 1104 imab: 54 (18) mab: 1320 (54) b: 4.5
Improvement Review >  Sotrovimab: 53 >  Sotrovimab: 599 >  Sotrovimab: 4.6
Committee Project ID (18) (54)

3282.

University of Pittsburgh
Institutional Review Board
STUDY210220179

NCT04790786
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Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset
(days)

Chew et al. 2021541
ACTIV-2/A5401

NCT04518410

> Overall (7000 mg): 94

Overall (700 mg): 223

>  Bamlanivimab (7000
mg): 48

\%

>  Bamlanivimab (700 mg):

111
>  Placebo (7000 mg): 46
>  Placebo (700 mg): 112

Median (IQR)

>

>

Overall (7000
mg): 44.5 (30.0-
56.0)

Overall (700 mg):

47.0 (35.0-55.0)
Bamlanivimab
(7000 mg): 45.5
(33.5-57.5)
Bamlanivimab
(700 mg): 46.0
(35.0-54.0)
Placebo (7000
mg): 42.0 (28.0-
54.0)

Placebo (700 mg):

48.5 (36.0-55.0)

Female, male, n (%)

>

>

Overall (7000 mg):
49 (52.1), 45 (47.9)
Overall (700 mg):
113 (50.7), 110
(49.3)
Bamlanivimab
(7000 mg): 26
(54.2), 22 (45.8)
Bamlanivimab (700
mg): 57 (51.4), 54
(48.6)

Placebo (7000 mg):
23 (50.0), 23 (50.0)
Placebo (700 mg):
56 (50.0), 56 (50.0)

Median (IQR)

>  Overall (7000 mg): 6
(4.0-7.0)

> Overall (700 mg): 6
(4.0-8.0)

>  Bamlanivimab (7000
mg): 6 (4.0-8.0)

>  Bamlanivimab (700
mg): 6 (4.0-8.0)

>  Placebo (7000 mg):
5.5 (4.0-7.0)

>  Placebo (700 mg): 6
(4.0-7.0)

Chew et al. 20221651
ACTIV-2/A5401

NCT04518410

>  Bamlanivimab (7000
mg): 48
>  Placebo (7000 mg): 46

> Bamlanivimab (700 mg):

111
>  Placebo (700 mg): 112

Median (IQR)

>

>

Bamlanivimab
(7000 mg): 45.5
(33.5-57.5)
Placebo (7000
mg): 42.0 (28.0-
54.0)
Bamlanivimab
(700 mg): 46.0
(35.0-54.0)

Placebo (700 mg):

48.5 (36.0-55.0)

Male, female, n (%)

>

Bamlanivimab
(7000 mg): 22
(45.8), 26 (54.2)
Placebo (7000 mg):
23 (50.0), 23 (50.0)
Bamlanivimab (700
mg): 54 (48.6), 57
(51.4)

Placebo (700 mg):
56 (50.0), 56 (50.0)

<5 days, >5 days, n (%)

>  Bamlanivimab (7000
mg): 17 (35.4), 31
(64.6)

>  Placebo (7000 mg):
17 (37.0), 29 (63.0)

>  Bamlanivimab (700
mg): 41 (36.0), 70
(63.1)

>  Placebo (700 mg): 41
(36.6), 71 (63.4)

Boucau et al. 2022[66]
ACTIV-2/A5401

NCT04518410

>  Bamlanivimab: 30
>  Placebo: 39

Median (range)

>

>

Bamlanivimab:
50.5 (25-73)
Placebo: 50 (20-
71)

Female, n (%)

>

>

Bamlanivimab: 15
(50)
Placebo: 24 (62)

Median (range)
>  Bamlanivimab: 5 (3-
8)
> Placebo: 4 (1-10)
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Author and year, trial Number randomized Age (years) Sex Time to symptom onset
identifier(s) (days)
Kumarasamy et al. >  Ensovibep (75 mg): 101 NR NR <7 from symptom onset to

20221671
EMPATHY

NCT04828161

>  Ensovibep (225 mg):
100

>  Ensovibep (600 mg):
100

>  Placebo: 99

dosing

Streinu-Cercel et al.
20221681

CT-P59

NCT04602000

> Regdanvimab 40 mg/kg:

105

> Regdanvimab 80 mg/kg:

111
>  Either dosage of
intervention: 216
>  Placebo: 111

Median (IQR), =260 years,
<60 years
> Regdanvimab 40
mg/kg: 51.0 (42-
60), 27 (25.7), 78
(74.3)
> Regdanvimab 80
mg/kg: 51.0 (40-
60), 28 (25.2), 83
(74.8)
>  Either dosage of
intervention: 51.0
(40-60), 55
(25.5), 161 (74.5)
>  Placebo: 52.0 (41-
61), 30 (27.0), 81
(73.0)

Male, n (%)

> Regdanvimab 40
mg/kg: 59 (56.2)

> Regdanvimab 80
mg/kg: 59 (53.2)

>  Either dosage of
intervention: 118
(54.6)

>  Placebo: 48 (43.2)

Median (IQR)
>  Overall: 3.0 (2-4)

Montgomery et al.
202243591

TACKLE

NC04723394

>  Overall: 903
> AZD7442: 452
>  Placebo: 451

> Overall: 46
> AZD7442: NR
>  Placebo: NR

Female, %
> Overall: 50
> AZD7442: NR
>  Placebo: NR

NR
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Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset
(days)

Montgomery et al.
2022p!79]

>  Overall: 903

> Tixagevimab/cilgavimab:

452

Mean (SD)
> Overall: 46.1
(15.2)

Male, female, n (%)
>  Overall: 448 (50),
448 (50)

Mean (SD)
>  Overall: 5.0 (1.6)
> Tixagevimab/cilgavim

TACKLE > Placebo: 451 > Tixagevimab/ > Tixagevimab/ ab: 4.9 (1.6)
cilgavimab: 46.3 cilgavimab: 213 >  Placebo: 5.0 (1.6)
NCT04723394 (15.4) (47), 239 (53)
>  Placebo: 45.9 >  Placebo: 216 (48),
(15.0) 235 (52)
Hobbs et al. 20221711 > Overall: 903 NR NR <7 days from onset of
> Tixagevimab/cilgavimab: symptoms
TACKLE 452
> Placebo: 451
NCT04723394
STAMP 2022[72] >  Overall: 336 NR NR NR
>  Adintrevimab: 169
STAMP >  Placebo: 167 [Note: Subgroup treated
within 3 days of symptom
onset]
O'Brien et al. 20221731 >  Overall: 207 Mean (SD) Female, male, n (%) Within 4 days

O’Brien et al. 2022
casirivimab/imdevimab

NCT04452318

>  Casirivimab/imdevimab:
101
>  Placebo: 106

>  Casirivimab/
imdevimab: 39.2
(17.7)

>  Placebo: 42.5
(18.3), 11 (10.4),
39 (36.8)

>12 to <18, =50, n (%)
>  Casirivimab/
imdevimab: 15
(14.9), 31 (30.7)
> Placebo: 11
(10.4), 39 (36.8)

>  Casirivimab/
imdevimab: 50
(49.5), 51 (50.5%)

>  Placebo: 63 (59.4),
43 (40.6)

184




Confidential

Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset
(days)

Mazzaferri et al.
20221741

MANTICO

NCT05205759

Total, Delta variant, Omicron
variant
> Overall: 319, 141, 170
>  Sotrovimab: 107, 43, 61
>  Bamlanivimab/etesevima
b: 106, 48, 57
>  Casirivimab/imdevimab:
106, 50, 52

Median (IQR) [range]
(Delta variant)
>  Sotrovimab: 65.8
(16.4) [50-90]
>  Bamlanivimab/
etesevimab: 68.6
(11.8) [50-92]
>  Casirivimab/imdev
imab: 63.2 (12.0)
[50-89]

Median (IQR) [range]
(Omicron variant)
>  Sotrovimab: 64.2
(15) [50-90]
>  Bamlanivimab/
etesevimab: 64.8
(14.6) [50-86]
>  Casirivimab/imdev
imab: 65.3 (14.8)
[50-86]

Male, n (%) (Delta variant)

>  Sotrovimab: 22
(51.16)

>  Bamlanivimab/
etesevimab: 21
(43.75)

>  Casirivimab/
imdevimab: 26
(52.00)

Male, n (%) (Omicron
variant)
>  Sotrovimab: 36
(59.02)
>  Bamlanivimab/
etesevimab: 30
(52.63)
>  Casirivimab/
imdevimab: 35
(67.31)

Within 4 days
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20221751

Portal-Celhay et al. 2022
casirivimab/imdevimab

NCT04666441

300 mg IV: 80

>  Casirivimab/imdevimab
600 mg IV: 68

>  Casirivimab/imdevimab
1200 mg IV: 72

>  Casirivimab/imdevimab
2400 mg IV: 62

>  Casirivimab/imdevimab
600 mg SC: 75

>  Casirivimab/imdevimab
1200 mg SC: 73

>  Pooled placebo: 77

>  Casirivimab/imdev
imab 300 mg IV:
33.8 (8.90)

>  Casirivimab/imdev
imab 600 mg IV:
33.9 (9.16)

>  Casirivimab/imdev
imab 1200 mg IV:
34.1 (10.51)

>  Casirivimab/imdev
imab 2400 mg IV:
36.3 (9.16)

>  Casirivimab/imdev
imab 600 mg SC:
33.5 (9.18)

>  Casirivimab/imdev
imab 1200 mg SC:

Author and year, trial Number randomized Age (years) Sex Time to symptom onset
identifier(s) (days)
Portal-Celhay et al. >  Casirivimab/imdevimab Mean (SD) Male, female, n (%) NR

>  Casirivimab/imdevi
mab 300 mg IV: 33
(41.3), 47 (58.8)

>  Casirivimab/imdevi
mab 600 mg IV: 39
(57.4), 29 (42.6)

>  Casirivimab/imdevi
mab 1200 mg 1V:
29 (40.3), 43 (59.7)

>  Casirivimab/imdevi
mab 2400 mg 1V:
28 (45.2), 34 (54.8)

>  Casirivimab/imdevi
mab 600 mg SC: 36
(48.0), 39 (52.0)

>  Casirivimab/imdevi
mab 1200 mg SC:

33.5 (10.88) 35 (47.9), 38 (52.1)
>  Pooled placebo: >  Pooled placebo: 31
35.1 (9.97) (40.3), 46 (59.7)

Kim et al. 2022[7¢]

>  Overall: 1315

Median (IQR)

Male, female, n (%)

> Regdanvimab: 656 > Overall: 48.0 (38- > Overall: 674 (51.3), >  Overall: 4.0 (3-5)
Kim et al. 2022 >  Placebo: 659 59) 641 (48.7) > Regdanvimab: 4.0 (3-
regdanvimab > Regdanvimab: > Regdanvimab: 347 5)
49.0 (38-59) (52.9), 309 (47.1) >  Placebo: 4.0 (3-5)
NCT04602000 >  Placebo: 47.0 (37- >  Placebo: 327
58) (49.6), 332 (50.4)

Median (IQR)

Schilling et al. 2022!771

PLATCOV

NCT05041907

>  Casirivimab/imdevimab:
40
> No study drug: 45

[Note: mITT population for
casirivimab/imdevimab and no
study drug were 10 and 41,
respectively]

Median (range)
>  Casirivimab/
imdevimab: 26.5
(3.7-7.8)
> No study drug: 27
(20-43)

Male, %
>  Casirivimab/imdevi
mab: 20
> No study drug: 44

Reported symptoms for no
more than 4 days

CDC: Centers for Disease Control and Prevention; g: gram; IM: intramuscular; IQR: interquartile range; ITT: intention-to-treat; IV: intravenous; kg: kilogram;
mg: milligram; mITT: modified intention-to-treat; NA: Not applicable NR: Not reported; SC: subcutaneous; SD: standard deviation; UPMC: University of

Pittsburgh Medical Center.
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Table 7. Results from RCTs assessing neutralizing antibodies; primary outcome(s)

Author and year,
trial identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Weinreich et al. 2020!4¢!

REGEN-COV (phase 2 portion)

NCT04425629

Time-weighted average change from baseline in viral load at Day 7
versus placebo group, LSM (95% CI)
> 2.4 g casirivimab/imdevimab: -0.25 logio copies/mL (-
0.60 to 0.10)
> 8.0 g casirivimab/imdevimab: -0.56 logio copies/mL (-
0.91 to -0.21)

Patients with at =1 COVID-19-related medically attended visit
within 29 days versus placebo group, difference (95% CI)
> 2.4 g casirivimab/imdevimab: -3 percentage points (-18
to 11)
> 8.0 g casirivimab/imdevimab: -3 percentage points (-18
to 11)

Patients who experienced a SAE, n (%)
> 2.4 g casirivimab/imdevimab: 1 (1)
> 8.0 g casirivimab/imdevimab: 0 (0)
>  Placebo: 2 (2)

Patients who experienced an AE of special
interest*, n (%)
> 2.4 g casirivimab/imdevimab: 0 (0)
> 8.0 g casirivimab/imdevimab: 2 (2)
>  Placebo: 2 (2)

*No SAE of special interest was reported across
the treatment groups

Weinreich et al. 2021[471,[48]

REGEN-COV (phase 3 portion)

NCT04425629

Proportion of patients with >1 COVID-19-related hospitalization or
all-cause death through Day 29
> 2.4 g REGN-COV2: 18
>  Placebo (2.4 g REGEN-COV2 group): 62
> Difference, % ([95% CI], p-value): 71.3 ([51.7-82.9],
p<0.0001), significant difference

Proportion of patients with >1 COVID-19-related hospitalization or
all-cause death through Day 29
> 1.2 g REGN-COV2: 7
>  Placebo (1.2g REGEN-COV2 group): 24
> Difference, % ([95% CI], p-value): 70.4 ([31.6-87.1],
p=0.0024), significant difference

[Note: 8.0g REGEN-COV2 arm was discontinued at protocol
amendment and not analyzed for efficacy; demographic data are
provided in the Supplementary material]

Patients who experienced an AE, n (%)
> 1.2 g casirivimab/imdevimab: 59/827

(7.1)

> 2.4 g casirivimab/imdevimab: 142/1849
(7.7)

> 8.0 g casirivimab/imdevimab: 85/1012
(8.4)

>  Placebo: 189/1843 (10.3)

Patients who experienced a SAE, n (%)
> 1.2 g casirivimab/imdevimab: 9/827 (1)
> 2.4 g casirivimab/imdevimab: 24/1849
(1)
> 8.0 g casirivimab/imdevimab: 17/1012
(2)
>  Placebo: 74/1843 (4)

Poatients who experienced a grade 3 or 4 AE, n
e > 1.2 g casirivimab/imdevimab: 11/827 (1)
> 2.4 g casirivimab/imdevimab: 18/1849
> élc)) g casirivimab/imdevimab: 15/1012
> I(Dlla)cebo: 62/1843 (3)
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Author and year,
trial identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Gupta et al. 2021[°]

COMET-ICE
NCT04545060
Gupta et al. 2022al%%
COMET-ICE

NCT04545060

Interim analysis:
Proportion of patients hospitalized >24 hours or death for any
cause, n (%)
>  Sotrovimab: 3/291 (1)
>  Placebo: 21/292 (7)
> RR ([95% CI], p-value): 0.15 ([0.04-0.56], p=0.002),
significant difference

Final analysis:
All-cause hospitalization >24 hours for acute illness management
or death due to any cause through Day 29, n
>  Sotrovimab: 6/528
> Placebo: 30/529
> RR ([95% CI], p-value): -4.53 ([-6.70 to -2.37],
p<0.001), threshold defined as P <0.2758)

Patients who experienced an AE, n (%)
>  Sotrovimab: 73/430 (17)
>  Placebo: 85/438 (19)

Patients who experienced a SAE, n (%)
>  Sotrovimab: 7/430 (2)
>  Placebo: 26/438 (6)

Shapiro et al. 2022[52]
COMET-TAIL

NCT04913675

Proportion of patients hospitalized for >24 hours for acute
management of illness due to any cause or death, n (%)
> 500 mg sotrovimab IV: 5/378 (1.3)
> 500 mg sotrovimab IM: 10/376 (2.7)
>  The 3.5% non-inferiority margin was met. Adjusted risk
difference, % (95% CI): 1.07 (-1.25 to 3.39)

Disease-related AEs were balanced between
treatment groups

Total SAE was ~1% and was considered unrelated
to treatment
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Author and year,
trial identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Gupta et al. 2022c!53!

COMET-PEAK (Parts B and C)

NCT04779879

Ratio of least square geometric mean viral load AUC(p1-s) for
sotrovimab IM group vs IV group, LS geometric mean (90% CI)
> Part B: 1.04 (0.98-1.09)
> Part C: 1.02 (0.94-1.11)

Occurrence of injection site reactions, n (%)
> Part B 500 mg IV: 0 (0)
> Part B 500 mg IM: 10 (12)
> Part C 500 mg IV: 0 (0)
> Part C 250 mg IM: 4 (5)

Occurrence of grade 3 SAEs, n
Part B 500 mg IV: 1
> Part B 500 mg IM: 2
> PartC500mglIVv: 0
> PartC250 mg IM: 1

Vv

Occurrence of grade 4 SAEs, n
> Part B500 mglIV: 0
> Part B 500 mg IM: 2
> PartC500mglIVv: 0
> PartC250 mg IM: 1

Occurrence of grade 5 SAEs, n
> Part B500 mgIV: 0
> Part B 500 mg IM: 0
> PartC500mglIVv: 0
> PartC250mgIM: 1

Chen et al. 20201541
BLAZE-1

NCT04427501

Mean change in viral load from baseline at Day 11 for
bamlanivimab group versus placebo group, difference ([95% CI],
p-value)
> 700 mg bamlanivimab: -0.2 ([-0.66 to 0.25], p=0.38), no
significant difference
> 2800 mg bamlanivimab: -0.53 ([-0.98 to -0.08],
p=0.02), [assumed] significant reduction
> 7000 mg bamlanivimab: 0.09 ([-0.37 to 0.55], p=0.7),
no significant difference

[Note: Endpoints for hospitalization are also available in the DEF]

Patients who experienced an AE, n (%)
700 mg bamlanivimab: 24 (23.8)
> 2800 mg bamlanivimab: 23 (21.5)
> 7000 mg bamlanivimab: 22 (21.8)
>  Placebo: 35 (24.5)

Vv

189



Confidential

Author and year,
trial identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Gottlieb et al. 2021551
BLAZE-1

NCT04427501

Mean change in viral load from baseline at Day 11 for
bamlanivimab groups versus placebo group, difference ([95% CI],
p-value)
> 700 mg bamlanivimab: 0.09 ([-0.35 to 0.52], p=0.69),
no significant difference
> 2800 mg bamlanivimab: -0.27 ([-0.71 to 0.26], p=0.21),
no significant difference
> 7000 mg bamlanivimab: 0.31 ([-0.13 to 0.76], p=0.16),
no significant difference
> 2800 mg bamlanivimab and 2800 mg etesevimab: -0.57
([-1.00 to -0.14], p=0.01), significant difference

Change in hospitalizations from baseline to Day 29 for
bamlanivimab groups versus placebo, % ([95% CI], p-value)
[No deaths reported]
> 700 mg bamlanivimab: -4.8 ([-8.9 to -0.6], p=0.09), no
significant difference
> 2800 mg bamlanivimab: -3.9 ([-8.4 to 0.6], p=0.21), no
significant difference
> 7000 mg bamlanivimab: -3.8 ([-8.3 to 0.8], p=0.21), no
significant difference
> 2800 mg bamlanivimab and 2800 etesevimab: -4.9 ([-8.9
to -0.8], p=0.49), no significant difference

[Note: Change in hospitalizations was not the primary endpoint
but was included here for reference]

Patients who experienced 21 TEAE, n (%)
> 700 mg bamlanivimab: 27 (26.7)
> 2800 mg bamlanivimab: 26 (24.3)
> 7000 mg bamlanivimab: 22 (21.8)
> 2800 mg bamlanivimab and 2800
etesevimab: 19 (17)
> Placebo arm: 42 (26.9)

Dougan et al. 2021a!55]
BLAZE-1

NCT04427501

Hospitalization rate due to COVID-19 or any cause death with
bamlanivimab/etesevimab group versus placebo group by Day 28
> 70%, p=0.0004; significant reduction with
bamlanivimab/etesevimab group

Patients who experienced an AE, n (%)
>  Bamlanivimab/etesevimab: 69 (13.3)
>  Placebo: 60 (11.6)

Dougan et al. 2021b!571

BLAZE-1

NCT04427501

Number of COVID-19-related hospitalizations or deaths through
study Day 29, n

>  Bamlanivimab/etesevimab: 11/518

>  Placebo: 36/517

> Reduction rate: 70%, p=0.001

Patients who experienced an AE, n (%)
> Bamlanivimab/etesevimab: 69/518
(13.3)
>  Placebo: 60/517 (11.6)

Patients who experienced a SAE, n (%)
> Bamlanivimab/etesevimab: 7/518 (1.4)
>  Placebo: 5/517 (1)
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Primary efficacy outcome(s)

Safety outcome(s)

Dougan et al, 2022[5°]

BLAZE-1

NCT04427501

Overall reduction in COVID-19-related hospitalization or all-cause
death by Day 29, %
> Balmanivimab/etesevimab group versus placebo group:
87

Proportion of patients who experienced COVID-19-related
hospitalization or all-cause death by Day 29, n (%)
> Balmanivimab/etesevimab: 4 (0.8)
>  Placebo: 15 (5.8)
> Difference, % ([95% CI], p-value): -5.0 ([-8.0 to -2.1],
p<0.001)

Patients who experienced a SAE, n (%)
>  Balmanivimab/etesevimab: 6 (1.2)
>  Placebo: 2 (0.8)

Patients who experienced a TEAE, n (%)
>  Balmanivimab/etesevimab: 46 (9.0)
>  Placebo: 25 (9.7)

Chen et al. 2022169
BLAZE-1

NCT04427501

Time to key symptom endpoints for balmanivimab/etesevimab
group versus placebo group, p-value

>  Sustained symptom resolution: p=0.009

>  Symptom resolution: p=0.016

>  Sustained complete symptom resolution: p=0.01

Time (days) to symptom improvement, median
>  Balmanivimab/etesevimab: 7
> Placebo: 9
>  p-value: 0.009

Proportion of patients demonstrating key symptom endpoints by
Day 11 for balmanivimab/etesevimab group versus placebo

group:
>  Sustained symptom resolution: 57.8% vs 47.7%,
p=0.008

>  Symptom resolution: 61.8% vs 50.8%, p=0.004
>  Symptom improvement: 52.7% vs 40.7%, p=0.002

NR

Williams et al. 2022%61]

BLAZE-4

NCT4634409

The primary endpoint was safety

[Note: Endpoints for hospitalization and death by day 29 are also
available in the DEF]

Patients who experienced a TEAE, n (%)
>  Bebtelovimab: 20/100 (20)
>  Bebtelovimab/bamlanivimab/etesevimab:
8/50 (16)

Patients who experienced a SAE, n (%)
> Bebtelovimab: 18/176 (10.2)
> Bebtelovimab/bamlanivimab/etesevimab:
2/176 (1.1)
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Author and year,
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Safety outcome(s)

Davis et al. 202262

Davis et al. 2022
casirivimab/imdevimab

NCT04666441

All 6 casirivimab and imdevimab dose groups showed comparable
virologic reduction through Day 7 versus placebo

Comparable safety for all dose groups

Huang et al. 20211631

UPMC Quality Improvement Review
Committee Project ID 3282.
University of Pittsburgh Institutional
Review Board STUDY210220179

NCT04790786

Number of patients with 28 hospital-free days, n (%)
[No deaths]
>  Casirivimab/imdevimab: 2163/2454 (88.1)
>  Sotrovimab: 964/1104 (87.3)

Patients who experienced an AE, n (%)
>  Casirivimab/imdevimab: 17/2163 (0.5)
>  Sotrovimab: 6/1104 (0.5)

Patients who experienced a SAE, n (%)
> Casirivimab/imdevimab: 7/2163 (0.2)
>  Sotrovimab: 4/1104 (0.4)

Chew et al. 202154
ACTIV-2/A5401

NCT04518410

Detection of NP SARS-CoV-2 RNA at Day 3 (logio copies/mL)
>  Bamlanivimab 7000 mg: 2.2
>  Placebo 7000 mg: 3.4
o P=0.07; significant difference
> Bamlanivimab 700 mg: 2.9
>  Placebo 700 mg: 3.9
o P=0.002; significant difference

[Note: Detection of NP SARS-CoV-2 RNA at Days 7, 14, and 21
were also primary endpoints]

Time (days) to improvement of all of 13 targeted COVID-19
symptoms (by self-assessment through Day 28)
> Bamlanivimab: 24
> Placebo: 20.5
o Difference: 3.5, p=0.08; no significant difference

[Note: Endpoints for hospitalization or death are also available in
the DEF]

Patients who experienced a grade 3 AE, n (%)
>  Bamlanivimab 7000 mg: 6/48 (12.5)
>  Placebo 7000 mg: 6/48 (13.0)
>  Balanivimab 700 mg: 10/111 (9.0)
> Placebo 700 mg: 6/112 (5.4)

Patients who experienced a grade 2+ AE, n (%)
>  Bamlanivimab 7000 mg: 18/48 (37.5)
> Placebo 7000 mg: 14/48 (30.4)
>  Balanivimab 700 mg: 41/111 (36.9)
>  Placebo 700 mg: 25/111 (22.3)

Patients who experienced a SAE, n (%)
>  Bamlanivimab 7000 mg: 2/48 (4.2)
> Placebo 7000 mg: 4/48 (8.7)
>  Balanivimab 700 mg: 4/111 (3.6)
>  Placebo 700 mg: 3/111 (2.7)
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Chew et al. 20221651
ACTIV-2/A5401

NCT04518410

Detection of SARS-CoV-2 RNA from NP swabs at Days 3, 7, 14, 21,

and 28, n (%)

> Bamlanivimab (7000 mg): 8 (17.4), 11 (23.9), 24 (52.2),
32 (69.6), 34 (72.3)

>  Placebo (7000 mg): 8 (18.2), 10 (23.3), 28 (66.7), 32
(80.0), 33 (78.6)

>  Bamlanivimab (700 mg): 8 (7.6), 13 (12.5), 35 (35.0),
66 (64.1), 70 (72.2)

>  Placebo (700 mg): 7 (6.5), 17 (16), 33 (32.4), 56 (53.8),
66 (64.1)

Patients who experienced a grade 3 or higher
TEAE, n (%)
>  Bamlanivimab (7000 mg): 6 (12.5)
>  Placebo (7000 mg): 6 (13)
>  Bamlanivimab (700 mg): 12 (10.8)
>  Placebo (700 mg): 7 (6.3)

Patients who experienced a SAE, n (%)
> Bamlanivimab (7000 mg): 2 (4.2)
>  Placebo (7000 mg): 4 (8.7)
>  Bamlanivimab (700 mg): 4 (3.6)
>  Placebo (700 mg): 3 (2.7)

Boucau et al. 2022[66]
ACTIV-2/A5401

NCT04518410

Proportion of patients that were culture-positive at Days 1, 2, 3
and 7, n (%)
> Bamlanivimab: 0 (0.0), 0 (0.0), 0 (0.0), 0 (0.0)
> Placebo: 16 (41.0), 7 (17.9), 8 (21.6), 1 (2.7)
o p-value of bamlanivimab group versus placebo
group at Day 1 was <0.0001, significant
difference

NR

Kumarasamy et al. 20221671

EMPATHY

NCT04828161

Participants achieving sustained clinical recovery by Day 8, %
>  Ensovibep 75 mg: 30
> Ensovibep 225 mg: 20
> Ensovibep 600 mg: 10
> Placebo: 10

[Note: the primary efficacy endpoint was "time-weighted change
from baseline in logio SARS-CoV-2 viral load in nasopharyngeal
swabs to Day 8, versus placebo”, however, this was shown within
a figure in the publication and not reported clearly]

[Note: Endpoints for hospitalization are also available in the DEF]

Patients who experienced a TEAE, %
> Pooled ensovibep: 41.7
>  Placebo: 51

No SAEs were observed
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Safety outcome(s)

Streinu-Cercel et al. 2022[68]

CT-P59

NCT04602000

Time (days) to negative RT-gPCR for regdanvimab groups versus
placebo group, median ([95% CI], p-value), significant threshold
of p=0.05

Regdanvimab 40 mg/kg: 12.8 ([9.0-12.9], p=0.06)

> Regdanvimab 80 mg/kg: 11.9 ([8.9-12.9], p=0.21)

>  Either dosage of intervention: 12.7 ([9.0-12.8], p=0.08)
>  Placebo: 12.9 (12.7-13.9)

Vv

Time (days) to Clinical Recovery up to Day 14 for regdanvimab
groups versus placebo group, median ([95% CI], p value),
significant threshold of p=0.05

> Regdanvimab 40 mg/kg: 5.3 ([4.0-6.8], p=0.01)

> Regdanvimab 80 mg/kg: 6.2 ([5.5-7.9], p=0.04)

>  Either dosage of intervention: 5.7 ([5.2-6.8], p=0.01)

> Placebo: 8.8 (6.8-11.6)

[Note: Endpoints for hospitalization or death are also available in
the DEF]

Patients who experienced a TEAE, n (%)

> Regdanvimab 40 mg/kg: 31/105 (29.5)

> Regdanvimab 80 mg/kg: 27 (24.5)
> Placebo: 34/110 (30.9)

Patients who experienced =21 grade 3 TEAE
(related to study drug), n (%)
> Regdanvimab 40 mg/kg: 1/105 (1.0)
> Regdanvimab 80 mg/kg: 0/110 (0.0)
>  Placebo: 0/110 (0.0)

Montgomery et al. 2022a!5°]
TACKLE

NCT04723394

Relative reduced risk of developing severe COVID-19 or death
through Day 29, %
> AZD7442: 4
> Placebo: 9
>  Risk reduction, % ([95% CI], p-value): 50 ([15-71], p =
0.010)

Patients who experienced an AE, %
> AZD7442: 29
>  Placebo: 36

Patients who experienced a SAE, %
> AZD7442:7
> Placebo: 12

AEs of special interest were balanced between
treatment groups

[Note: These safety outcomes were also primary

endpoints]
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Montgomery et al. 2022b!7°]

TACKLE

NCT04723394

Proportion of patients with severe COVID-19 or death from any
cause through Day 29 (mITT population), n (%)
> Tixagevimab/cilgavimab: 18 (4)
>  Placebo: 37 (9)
> RRR, % ([95% CI], p-value): 50.5 ([14.6-71.3],
p=0.0096)

Patients who experienced an AE, n (%)
> Tixagevimab/cilgavimab: 132 (29)
>  Placebo: 163 (36)

Patients who experienced a SAE (including death),
n (%)

> Tixagevimab/cilgavimab: 33 (7)

> Placebo: 54 (12)

Patients who experienced an AE of special
interest, n (%)
> Tixagevimab/cilgavimab: 15 (3)
> Placebo: 15 (3)

Hobbs et al. 2022711
TACKLE

NCT04723394

Incidence of death or hospitalization for COVID-19 complications
or sequalae through Day 169, n (%)
> Tixagevimab/cilgavimab: 20 (5.0)
>  Placebo: 40 (9.8)
> RRR, % ([95% CI], p-value): 49.1 ([14.5-69.7],
p=0.0009 (for Tixagevimab/cilgavimab group versus
placebo group)

Patients who experienced an AE, %
> Tixagevimab/cilgavimab: 38.5
>  Placebo: 43.5

STAMP 2022[72]

STAMP

Incidence of hospitalization or death through Day 29, n (%)
>  Adintrevimab: 8/169 (4.7)
>  Placebo: 23/167 (13.8)
>  Standard risk difference, % ([95% CI], p-value): -8.6%
([-14.65 to -2.57], p=0.0052)
> RRR: 66%

Occurence of AEs, including SAEs, was lower in
the adintrevimab group versus the placebo group
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O’Brien et al. 2022[73]

O’Brien et al. 2022
casirivimab/imedevimab

NCT04452318

Proportion of participants (seronegative) who developed signs and
symptoms of COVID-19 within 14 days of a positive RT-gPCR
result at baseline or during the efficacy assessment period, n (%)
>  Casirivimab/imdevimab: 29/100 (29.0)
>  Placebo: 44/104 (42.3)
>  Adjusted OR ([95% CI], p-value): 0.54 ([0.30-0.97], p =
0.04),
>  Absolute risk difference, % (95% CI): -13.3 (-26.3 to -
0.3)

[Note: Endpoints for hospitalization or death are also available in
the DEF]

Patients who experienced 21 TEAE, n (%)
>  Casirivimab/imdevimab: 52/155 (33.5)
>  Placebo: 75/156 (48.1)

25.8% of the casirivimab/imdevimab group
experienced COVID-related TEAEs

Mazzaferri et al. 2022[74]

MANTICO

NCT05205759

Proportion of patients that experienced COVID-19 progression
through Day 14 (Delta variant), n (%)

>  Sotrovimab: 0 (0.0)

> Bamlanivimab/etesevimab: 0 (0.0)

>  Casirivimab/imdevimab: 0 (0.0)

Proportion of patients that experienced COVID-19 progression
through Day 14 (Omicron variant), n (%)

>  Sotrovimab: 0 (0.0)

> Bamlanivimab/etesevimab: 2 (3.51)

>  Casirivimab/imdevimab: 0 (0.0)

[Note: Data regarding emergency department visits, all-cause
mortality, duration of supplemental oxygen therapy, and rate
and duration of non-invasive ventilation and mechanical
ventilation are also available in the DEF]

NR
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Portal-Celhay et al. 2022!75]

Portal-Celhay et al. 2022
casirivimab/imdevimab

NCT04666441

Time-weighted average daily change from baseline in viral load
(logio copies/mL) to Day 7 for casirivimab groups versus matched
placebo group, LS mean difference ([95% CI], p-value)

>

Casirivimab/imdevimab 300 mg IV: -0.57 ([-0.88 to -
0.25], p<0.001)

Casirivimab/imdevimab 600 mg IV: -0.66 ([-0.99 to -
0.34], p<0.001)

Casirivimab/imdevimab 1200 mg IV: -0.56 ([-0.89 to -
0.24], p<0.001)

Casirivimab/imdevimab 2400 mg IV: -0.71 ([-1.05 to -
0.38], p<0.001)

Casirivimab/imdevimab 600 mg SC: -0.56 ([-0.88 to -
0.24], p<0.001)

Casirivimab/imdevimab 1200 mg SC: -0.56 ([-0.87 to -
0.24], p<0.001)

Occurrence of AEs, n

>

V V V V V

>
>

Casirivimab/imdevimab 300 mg IV: 115
Casirivimab/imdevimab 600 mg IV: 114
Casirivimab/imdevimab 1200 mg IV: 116
Casirivimab/imdevimab 2400 mg IV: 115
Casirivimab/imdevimab 600 mg SC: 114
Casirivimab/imdevimab 1200 mg SC:
114
Placebo (1V): 57
Placebo (SC): 58

Patients who experienced a TEAE, SAE, n (%):

>

>
>

Casirivimab/imdevimab 300 mg IV: 10
(8.7), 0 (0.0)

Casirivimab/imdevimab 600 mg IV: 16
(14.0), 0 (0.0)

Casirivimab/imdevimab 1200 mg IV: 22
(19.0), 1 (0.9)

Casirivimab/imdevimab 2400 mg IV: 9
(7.8), 1 (0.9)

Casirivimab/imdevimab 600 mg SC: 5
(4.4), 0 (0.0)

Casirivimab/imdevimab 1200 mg SC: 12
(10.5), 0 (0.0)

Placebo (IV): 10 (7.5), 0 (0.0)

Placebo (SC): 6 (10.3), 0 (0.0)

Kim et al. 2022[7¢]

Kim et al. 2022 regdanvimab

NCT04602000

Proportion of patients with disease progression up to Day 28 (ITT
High-risk patients), n (%) [95% CI]

>
>

Regdanvimab: 14 (3.1) [1.9-5.2]
Placebo: 48 (11.1) [8.4-14.4]

Proportion of patients with disease progression up to Day 28 (ITT),
n (%) [95% CI]

>
>

Regdanvimab: 16 (2.4) [1.5-3.9]
Placebo: 53 (8.0) [6.2-10.4]

Patients who experienced a TEAE, n (%)

>
>

Regdanvimab: 198 (30.4)
Placebo: 202 (31.1)

Patients who experienced a grade 23 TEAE, n (%)

>
>

Regdanvimab: 61 (9.4)
Placebo: 69 (10.6)

Patients who experienced a TESAE, n (%)

>
>

Regdanvimab: 4 (0.6)
Placebo: 1 (0.2)
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Schilling et al. 20221771 Time to viral clearance for casirivimab/imdevimab group versus no | Patients who experienced any grade =23 AE, n
study drug group >  Casirivimab/imdevimab: 0

PLATCOV > 52.3% faster (95% CI: -7.0% to 115.1%) > No study drug: 2

NCT05041907 Patients who experienced a SAE, n

>  Casirivimab/imdevimab: 0
> No study drug: 2

*Events were grade 2 or higher hypersensitivity reactions or infusion-related reactions. tResults for the double-blinded low-risk population for Williams et al.

2022 are not presented here but can be found in the DEF.

AE: adverse event; CI: confidence interval; DEF: data extraction form; COVID: Coronavirus disease; COVID-19: Coronavirus disease 2019; g: grams; ITT:
intention-to-treat; IV: intravenous; kg: kilogram; LS: least squares; LSM: least squares mean; mg: milligram; mL: milliliter; NP: nasopharyngeal; OR: odds ratio;
RNA: ribonucleic acid; RR: relative risk; RRR: relative risk ratio; RT-qPCR: reverse transcription-quantitative polymerase chain reaction; SAE: severe adverse
event; SARS-CoV-2: severe acute respiratory syndrome coronavirus 2; SC: subcutaneous; TEAE: treatment emergent adverse event; TESAE: treatment emergent
serious adverse event; TRAE: treatment-related adverse event.
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Table 8. RCTs assessing interferons (interferon lambda)

Author and year Source Title Report type Trial identifier(s) Phase
Feld et al. 20211781 The BMJ- Peginterferon lambda for the treatment of Journal article Feld et al. 2021 peginterferon | 2
MAGIC-WHO outpatients with COVID-19: a phase 2, lambda
placebo-controlled randomized trial NCT04354259
Jagannathan et al. The BMJ- Peginterferon Lambda-1a for treatment of Journal article Jagannathan et al. 2021 2
20211791 MAGIC-WHO outpatients with uncomplicated COVID-19: a peginterferon Lambda-1a
randomized placebo-controlled trial NCT04331899

BM3J: British Medical Journal; COVID-19: Coronavirus disease 2019; MAGIC: Making GRADE the Irresistible Choice;

Table 9. Study characteristics of RCTs for interferons (interferon lambda)

WHO: World Health Organization.

Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Feld et al. 2021781

Feld et al. 2021
peginterferon lambda

NCT04354259
18/05/2020-04/09/2020

Canada

>  Peginterferon
lambda: SC injection,
180 ug single dose

>  Placebo: SC injection
of saline placebo,
single dose

Individuals with SARS-
CoV-2 infection
confirmed by NP swab,
within 7 days of
symptom onset (or first
positive test if
asymptomatic)

Patients were excluded if
hospitalization was
required

>  Proportion of
individuals with a
negative mid-
turbinate swab for
SARS-CoV-2 at
Day 7

> Time to undetectable
SARS-CoV-2 RNA

>  Quantitative change
in
SARS-CoV-2 RNA
over time

>  Anti-SARS-CoV-2 IgG
antibody positivity

> Incidence and
severity of adverse
events

>  The proportion of
patients admitted to
hospital by Day 14

[Complete list of secondary
endpoints outlined in the
appendix]
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Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Jagannathan et al.
20216791

Jagannathan et al. 2021
peginterferon Lambda-
la

NCT04331899
24/04/2020-17/07/2020

us

>  Peginterferon
lambda: SC injection,
180 pg (0.45 mL),
single dose

>  Placebo: SC injection
of saline placebo
(0.45 mL), single
dose

> Adults (aged 18-65
years) RT-PCR positive
for SARS-CoV-2 within
72 hours from swab to
the time of enroliment

>  Symptomatic individuals
were eligible given the
presence of mild to
moderate symptoms
without signs of
respiratory distress

> Asymptomatic individuals
were eligible if infection
was initial diagnosis of
SARS-CoV-2 infection

>  Excluded criteria
included current or
imminent hospitalization,
respiratory rate >20
breaths per minute, and
room air oxygen
saturation <94%

> Time to first of
two consecutive
negative
oropharyngeal
tests for SARS-
CoV-2 by RT-PCR

> Time to alleviation of
all symptoms, defined
as the first day where
no symptoms were
reported

> SARS-CoV-2
oropharyngeal viral
RNA levels over time

> SARS-CoV-2
oropharyngeal viral
RNA area under the
curve

> Incidence of
emergency
department visits or
hospitalizations within
28 days of initiation
of treatment

IgG: Immunoglobulin G; mL: milliliter; NP: nasopharyngeal; RNA: ribonucleic acid; RT-PCR: reverse transcription-polymerase chain reaction; SARS-CoV-2:
severe acute respiratory syndrome coronavirus 2; SC: subcutaneous; US: United States; pg: microgram.
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Table 10. Patients baseline characteristics for RCTs for an interferon (interferon lambda)

Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset (days)

Feld et al. 20211781

Feld et al. 2021

>  Peginterferon
lambda: 30
>  Placebo: 30

Median (IQR)
>  Peginterferon
lambda: 48 (30-

Female, n (%)
>  Peginterferon
lambda: 18 (60)

Mean (SD)

>

Peginterferon lambda: 4.3
(1.7)

peginterferon lambda 53) >  Placebo: 17 (57) >  Placebo: 4.7 (1.7)
>  Placebo: 39 (33-
NCT04354259 55)

Jagannathan et al.
2021791

> Overall: 120

Median (range)

Female, n (%)

Median (IQR)

>  Peginterferon > Overall: 36 (18- > Overall: 50 (41.7) > Overall: 5 (3-6)
lambda: 60 71) >  Peginterferon >  Peginterferon lambda: 4 (3-
Jagannathan et al. 2021 >  Placebo: 60 >  Peginterferon lambda: 24 (40.0) 6)
peginterferon Lambda-1a lambda arm: 37 > Placebo: 26 > Placebo: 5 (3-5)
(18-66) (43.3)
NCT04331899 > Placebo arm: 34
(20-71)

IQR: interquartile range; NR: not reported; SD: Standard Deviation.
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Table 11. Results from RCTs assessing interferons (interferon lambda); primary outcome(s)

Author and year,
trial identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Feld et al. 20211781

Feld et al. 2021
peginterferon lambda

NCT04354259

Undetectable SARS-CoV-2 RNA for peginterferon lambda group versus placebo
group at Day 7, OR ([95% CI], p-value)
> 2.32([0.74-7.81], p=0.15), no significant difference

Undetectable SARS-CoV-2 RNA for peginterferon lambda group versus placebo
group at Day 7 after adjusting for baseline viral load, OR ([95% CI], p-
value)
> 4.12 ([1.15 to 16.73], p=0.029), significant increase

Undetectable SARS-CoV-2 RNA for peginterferon lambda group versus placebo
group at Day 7 for patients with baseline viral load =108 copies per mL, OR
([95% CI], p-value)

> 6.25([1.49 to 31.06], p=0.012), significant increase

[Note: Endpoints for hospitalization or death are also available in the DEF]

Patients who experienced an AE, n (%)
>  Peginterferon lambda: 2 (7)
> Placebo: 1 (3)

Patients who experienced a SAE, n (%)
>  Peginterferon lambda: 1 (3)
> Placebo: 1 (3)

Jagannathan et al.
2021791

Jagannathan et al. 2021
peginterferon Lambda-
la

NCT04331899

Viral shedding cessation for peginterferon lambda group versus placebo group,
aHR ([95% CI], p-value)
> 0.81 ([0.56-1.19], p=0.29), no significant difference

[Note: Endpoints for hospitalization are also available in the DEF]

Patients who experienced an AE, n (%)
>  Peginterferon lambda: 25 (42)
> Placebo: 21 (35)

Patients who experienced a SAE, n (%)
>  Peginterferon lambda: 2 (3)
>  Placebo: 2 (3)

AE: adverse event; aHR: adjusted hazard ratio; BMJ: British Medical Journal; CI: confidence interval; DEF: data extraction form; OR: odds ratio; RNA: ribonucleic
acid; SAE: serious adverse event; SARS-CoV-2: severe acute respiratory syndrome coronavirus 2.

Table 12. RCT assessing the H2 antagonist, famotidine

Author and year Source Title Report Trial identifier(s) Phase
type
Brennan et al. OVID Oral famotidine versus placebo in non-hospitalized patients Journal Brennan et al. 2022 2
20221801 with COVID-19: a randomized, double-blind, data-intense, article famotidine
phase 2 clinical trial NCT04724720

COVID-19: Coronavirus disease 2019.
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Table 13. Study characteristics of the RCT assessing famotidine for the treatment of COVID-19

Author and year,
trial identifier(s)
enroliment, location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Brennan et al.
20221801

Brennan et al. 2022
famotidine

NCT04724720

01/2021-04/2021

us

Famotidine and placebo
(microcrystalline
cellulose)

Patients with a laboratory
confirmed SARS-CoV-2 test
less than 72 hours prior to
randomization and at least
three symptoms of moderate
severity

Time to symptom
resolution (by Day 28)

The impact of earlier symptom
resolution of famotidine on an individual
symptom level

SARS-CoV-2: severe acute respiratory syndrome coronavirus 2; US: United States.

Table 14. Patient baseline characteristics in RCTs of famotidine for the treatment of COVID-19

Author and year, trial Number randomized Age (years) Sex Time to symptom onset
identifier(s) (days)
Brennan et al. 20228 >  Overall: 55 Mean (SD) Male, female, n (%) Median (IQR)
>  Famotidine: 27 >  Overall: 35 (20) >  Overall: 29 (36.4), > Overall: 4 (2)
Brennan et al. 2022 famotidine >  Placebo: 28 > Famotidine: 35 35 (63.3) >  Famotidine arm: 4
(18) >  Famotidine: 10 (3)
NCT04724720 >  Placebo: 31.5 (13) (37), 17 (63) >  Placebo arm: 4 (2)
> Placebo: 13
(35.7), 18 (64.3)

IQR: interquartile range; SD: standard deviation.
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Table 15. Results from RCT assessing famotidine for the treatment of COVID-19

identifier(s)

Author and year, trial

Primary efficacy outcome(s)

Safety outcome(s)

NCT04724720

Brennan et al. 20228

Brennan et al. 2022 famotidine

Time (days) to 50% symptom resolution by study Day 28, estimated time
(95% CI)
> Famotidine: 8.2 (7-9.8)
> Placebo: 11.4 (10.3-12.6)

Time to symptom resolution by Day 28 famotidine group versus placebo
group
> ITT population: p=0.4 (0.05 threshold)
> PP population: p=0.3 (0.05 threshold)

[Note: Endpoints for hospitalization or death are also available in the DEF]

Patients who experienced an AE, n
>  Famotidine: 3
>  Placebo: 2

Patients who experienced a SAE, n
> Famotidine: 3
>  Placebo: 2

AE: adverse event; CI: confidence interval; DEF: data extraction form; ITT: intention-to-treat; PP: per-protocol; SAE: serious adverse event.

Table 16. RCTs assessing steroids (budesonide)

trial

Yu et al. 2021b!83]

OVID

Inhaled budesonide for COVID-19 in people at
high risk of complications in the community in the
UK (PRINCIPLE): a randomized, controlled, open-
label, adaptive platform trial

Journal article
(published)

Author and year Source Title Report type Trial identifier(s) Phase

Ramakrishnan et OVID Inhaled budesonide in the treatment of early Journal article STOIC 2

al. 20211811 COVID-19 (STOIC): a phase 2, open-label, NCT04416399
randomized controlled trial

Yu et al. 2021a!82] | NIH guidelines Inhaled budesonide for COVID-19 in people at Journal article PRINCIPLE trial NR [Appears
higher risk of adverse outcomes in the (pre-print) ISRCTN86534580 to be phase
community: interim analyses from the PRINCIPLE 3]

COVID-19: Coronavirus disease 2019; NIH:

National Institutes of Health; NR: not reported; UK: United Kingdom.
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Table 17. Study characteristics of RCTs for steroids (budesonide)

Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Ramakrishnan et al. 20211811

STOIC

NCT04416399

16/07/2020-09/12/2020

UK

>  Budesonide: dry
powder inhaler
at a dose of 400
Hg per
actuation; two
puffs BID; total
dose 1600 pg
daily

> Usual care
(symptomatic
treatment
according to
NHS advice)

>  Adults (aged =218
years) with
symptoms of
COVID-19 (new
onset cough and
fever or anosmia,
or both) within 7
days

>  Patient requiring
hospitalization at
time of study
consent were
excluded

> COVID-19-
related urgent
care visits
including
emergency
department or
hospitalization

>  Self-reported time to
symptom resolution

>  Viral symptoms measured
by the CCQ and the FLUPro

> Blood oxygen saturation and
body temperature

> SARS-CoV2 viral load
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Author and year,
trial identifier(s)
enroliment,
location

Intervention(s) and
comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Yu et al. 20214a!82]
PRINCIPLE trial

ISRCTN86534580 [trial does not
appear on clinicaltrials.gov]

27/11/2020-25/03/2021 [cut-
off date for presented data]

UK

Yu et al. 2021b!83]
PRINCIPLE trial
ISRCTN86534580
27/11/2020-31/03/2021

UK

>  Budesonide plus
usual care:
Budesonide
inhaled 800 pg
BID for 14 days

> Usual care
(undefined but
likely focused on
management of
symptoms, as
per UK National
Health Service
(NHS) practice)

> People (aged 265
years, or =50 years
with comorbidities)
in the community
with ongoing
symptoms from
PCR-confirmed or
suspected COVID-
19 which started
within the past 14
days

>  Exclusion criteria
included being
currently
hospitalized or
admitted to hospital
and already taking
inhaled or systemic
corticosteroids

Within 28 days of
randomization:
> Time to first
reported
recovery
>  Hospitalization
or death
related to
COVID-19

>  Binary outcome of early
sustained recovery

>  Daily rating of how well
participants feel

> Time to initial alleviation of
symptoms

> Time to sustained alleviation
of symptoms

>  Time to initial reduction of
severity of symptoms

>  Contacts with health service

Hospital assessment without

admission

Oxygen administration

ICU admission

Mechanical ventilation

Adherence to study

treatment
>  WHO-5 Wellbeing Index
> Reports of new household

infections

[Full list of secondary outcomes

listed within supplementary

appendix]

Vv

V V V V

BID: twice daily; CCQ: Common Cold Questionnaire; COVID-19: Coronavirus disease 2019; FLUPro: InFLUenza Patient Reported Outcome; ICU: intensive care
unit; NHS: National Health Service; PCR: polymerase chain reaction; SARS-CoV-2: severe acute respiratory syndrome coronavirus 2; WHO: World Health
Organization; UK: United Kingdom; pg: microgram.
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Table 18. Patients baseline characteristics for RCTs for steroids (budesonide)

Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset (days)

Ramakrishnan et al.
20211811

STOIC

NCT04416399

>  Budesonide:
70
>  Usual care: 69

Mean (range)
>  Budesonide: 44 (19-
71)
>  Usual care: 46 (19-
79)

Female, n (%)
>  Budesonide: 39 (56)
>  Usual care: 41 (59)

Median (IQR)
>  Budesonide: 3 (2-5)
> Usual care: 3 (2-4)

Yu et al. 2021a!82!
PRINCIPLE trial
ISRCTN86534580 [trial

does not appear on
clinicaltrials.gov]

Yu et al. 2021b!83]

PRINCIPLE trial

ISRCTN86534580

>  Budesonide:
1032

>  Usual care:
1943

>  Budesonide:
1073

>  Usual care:
1988

<65 years, =265 years, n (%)
> Budesonide: 277
(34.4), 528 (65.6)
>  Usual care: 456
(41.5), 644 (58.5)
[in COVID-positive analysis
population]

Mean (SD), <65 years n (%),
>65 years n (%)
> Budesonide: 64.7
(7.3), 297 (36), 536
(64)
>  Usual care: 63.8
(7.8), 475 (42), 651
(58)

Male, n (%)
>  Budesonide: 390
(48.4)
>  Usual care: 528
(48.0)
[in COVID-positive analysis
population]

Female, male, n (%)
> Budesonide: 429
(52), 404 (48)
> Usual care: 586 (52),
540 (48)

Median (IQR)
> Budesonide: 6.0 (4.0-9.0)
> Usual care: 6.0 (4.0-9.0)
[in COVID-positive analysis
population]

COVID: Coronavirus disease; IQR: interquartile range; NR; not reported; SD: standard deviation.
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Table 19. Results from RCTs assessing steroids (budesonide); primary outcome(s)

Author and year,
trial identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

20211811
STOIC

NCT04416399

Ramakrishnan et al.

Rate of hospitalization for budesonide group versus usual care group, difference
(95% CI)
> 0.131 (0.043-0.218)
>  p=0.004; significant reduction difference

Proportion of patients with symptom resolution at Day 14 for budesonide group
versus usual care group, difference (95% CI)

> 0.10 (-0.04 to 0.24)

> p=0.166; no significant difference

Patients who experienced an AE, n (%)
> Budesonide: 5 (7)
> Usual care: NR

Yu et al. 2021a!82!
PRINCIPLE trial
ISRCTN86534580 [trial
does not appear on
clinicaltrials.gov]

Yu et al. 2021b!3!
PRINCIPLE trial

ISRCTN86534580

Benefit in time (days) to first reported recovery for budesonide group vs usual care
group, median (95% BCI)
> 3.011 (1.124-5.410)
>  probability of superiority = 0.999%*; significant improvement

Estimated benefit in patients hospitalized or dead at Day 28 for budesonide group
vs usual care group, % (95% BCI)

> 2.1(-0.7 to 4.8)

>  probability of superiority = 0.928%*; not significant

Time (days) to first reported recovery (outpatient cohort), median (95% BCrI)
> Budesonide: 11.8 (10.0-14.1); probability of superiority >0.999*
>  Usual care: 14.7 (12.3-18.0); probability of superiority >0.999*
> HR/OR: 1.21 (1.08-1.36); probability of superiority >0.999*

Patients hospitalized or dead at Day 28 (outpatient cohort), (%)
>  Budesonide: 6.8
>  Usual care: 8.8
>  Estimated benefit, % (95% BCI): 2 (-0.2 to 4.5)
> HR/OR: 0.75 (0.55-1.03); p=0.963

*Predefined superiority threshold of 0.975

Patients who experienced a SAE, n (%)
>  Budesonide: 2/70 (7)
> Usual care: NR

AE: adverse event; BCI: Bayesian credible interval; BCrl: Bayesian credible interval; CI: confidence interval; HR: hazard ratio; NR: not reported; OR: odds ratio;

SAE: serious adverse event.
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Table 20. RCTs assessing a selective serotonin reuptake inhibitor (fluvoxamine)

Platform Clinical Trial

Author and year Source Report title Report type Trial identifier(s) Phase
Lenze et al. 202084 OVID Fluvoxamine vs Placebo and Clinical Deterioration in Journal article STOP COVID trial 2
Outpatients with Symptomatic COVID-19 NCT04342663
Seo et al. 20221851 OVID Fluvoxamine Treatment of Patients with Symptomatic Journal article Seo et al. 2022 2
COVID-19 in a Community Treatment Center: A fluvoxamine
Preliminary Result of Randomized Controlled Trial NCT04711863
Reis et al. 202218611871 OVID Effect of early treatment with fluvoxamine on risk of Journals article TOGETHER 3
emergency care and hospitalization among patients NCT04727424
with COVID-19: the TOGETHER randomized, platform
clinical trial
Bramante et al. OVID Randomized Trial of Metformin, Ivermectin, and Journal article COVID-OUT 3
20221881 Fluvoxamine for Covid-19 NCT04510194
McCarthy et al. OVID Fluvoxamine for Outpatient Treatment of COVID-19: A | Journal article ACTIV-6 3
20221891 Decentralized, Placebo-controlled, Randomized, (pre-print) NCT04885530

COVID-19: Coronavirus disease 2019.
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Table 21. Study characteristics of RCTs for a selective serotonin reuptake inhibitor (fluvoxamine)

Trial report,
trial identifier(s)
enroliment,

Intervention(s) and comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary
endpoint(s)

location
Lenze et al. >  Fluvoxamine: 50 mg first >  Adult outpatients | Clinical deterioration within >  Clinical deterioration on
2020184 dose; two days at 100 mg living in the 15 days of randomization;

STOP COVID trial
NCT04342663

10/04/2020-
05/08/2020

us

BID as tolerated; 100 mg
three times daily as tolerated
through Day 15

>  Matched placebo: Same as
intervention

community (aged
>18 years) with
SARS-CoV-2,
confirmed by PCR
testing

>  Symptomatic
within 7 days of
the first dose of
study medication

>  Excluded
characteristics
included
hospitalization,
oxygen
saturation >92%,
and requiring
home oxygen

defined as both:

>  Shortness of
breath or
hospitalization for
shortness of
breath or
pneumonia

>  Oxygen saturation
less than 92% on
room air or need
for supplemental
oxygen to achieve
oxygen saturation
of 92% or
greater)

a Likert-type scale
1. Oxygen saturation <92%
but no supplemental
oxygen requirement
2. Oxygen saturation <92%
plus supplemental oxygen
requirement
3. 2 plus hospitalization
related to dyspnea or
hypoxia
4. 3 plus ventilator support
needed for <3 days
5. 3 plus ventilator support
needed for >3 days
6. Death
>  The number of days
requiring supplemental
oxygen, hospitalization,
or ventilator support
>  Symptomatic severity
during the 15 days of
the trial using a
continuous scale of each
patient’s most severe
baseline symptom on an
11-point scale
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Trial report,

trial identifier(s)
enroliment,
location

Intervention(s) and comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary
endpoint(s)

Seo et al. 20221551

Seo et al. 2022
fluvoxamine

NCT04711863

15/01/2021-
08/02/2021

South Korea

>  Fluvoxamine: Oral
administration, 50 mg on Day
1 followed by 100 mg BID for
approximately 10 days

>  Matched placebo
(ursodeoxycholate): Same as
intervention

Patients with
mild symptoms
associated with
COVID-19
admitted to a
community
treatment center
Onset of
symptoms
consistent with
COVID-19 within
7 days of
randomization
Had a laboratory
confirmed SARS-
CoV-2 test within
72 hours of
randomization

Definition of clinical
deterioration:

> Decrease in
oxygen saturation
(Sp0O2 <94%) on
room air

>  Supplemental
oxygen required
to maintain an
oxygen saturation
294%

>  Aggravation of
pneumonia with
dyspnea: clinically
devastating
condition judged
by clinician plus
increased
infiltration of
chest X-ray or
minute respiratory
rate over 25

>  WHO Clinical
Progression =4
including
intubation and
death)

>  All the categories of
clinical deterioration
described as primary
endpoints and days to
clinical deterioration
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Trial report,

trial identifier(s)
enroliment,
location

Intervention(s) and comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary
endpoint(s)

871
TOGETHER
NCT04727424

02/06/2020-
09/09/2021
(enrollment for the
fluvoxamine group
began on
20/01/2021)

Brazil

Reis et al. 2022[86),
7

>  Fluvoxamine: Oral
administration, 100 mg BID
for 10 days

> Matched placebo: Same as
intervention

OR

Outpatients with
an acute
condition
consistent with
COVID-19
(beginning within
7 days of
screening)

Positive rapid
test for SARS-
CoV-2 done at
the time of
screening with a
positive test
within 7 days of
symptom onset

>  Medical admission
to a hospital
setting due to
COVID-19-related
iliness defined as
COVID-19
emergency setting
visits with
participants
remaining under
observation for
more than 6
hours

OR

>  Referral to further
hospitalization
due to the
progression of
COVID-19 within
28 days of
randomization

NR
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Trial report,
trial identifier(s)
enroliment,

Intervention(s) and comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary
endpoint(s)

location
Bramante et al. >  Metformin active: Metformin Patients (aged > Severe COVID-19 >  Daily symptom severity
20221881 and placebo, metformin and 30-85 years) through 14 days, >  Drug discontinuations
ivermectin, or metformin and with a BMI defined as
COVID-OUT fluvoxamine associated with composite of
o  Metformin: Oral overweight or hypoxemia,
NCT04510194 administration, increase obesity emergency
dose over 6 days to 1500 Proof of SARS- department visit,
30/12/2020- mg/day for 14 days CoV-2 infection hospitalization, or
28/01/2022 >  Metformin control: Placebo within the past 3 death
alone, ivermectin alone, or days and an
us fluvoxamine alone onset of

o Matched placebo
> Ivermectin active: Metformin
and ivermectin or ivermectin
alone
o Ivermectin: Oral
administration, 390-470
ug/kg/day for 3 days
> Ivermectin control: Placebo
alone or metformin alone
o Matched placebo
>  Fluvoxamine active:
Metformin and fluvoxamine or
fluvoxamine alone
o  Fluvoxamine: Oral
administration, 50 mg
twice daily for 14 days
>  Fluvoxamine control: Placebo
alone or metformin alone
o Matched placebo

symptoms within
7 days before
randomization
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Trial report,

trial identifier(s)
enroliment,
location

Intervention(s) and comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary
endpoint(s)

McCarthy et al.
20221891

ACTIV-6
NCT04885530

06/08/2021-
27/05/2022

us

>  Fluvoxamine: Oral
administration, 50 mg daily
for 10 days

> Placebo: Oral administration
for 10 days

>  Patients (aged
230 years) with
confirmed SARS-
CoV-2 infection
<10 days, and
experiencing =2
COVID-19
symptoms for <7
days from time of
consent

> Time to recovery,
defined as the
third of 3
consecutive days

without symptoms

>  Hospitalization or death
by Day 28

>  Time unwell

> COVID-19 Clinical
Progression Scale score
on Days 7, 14, and 28

>  Mortality, urgent or
emergency care visit, or
hospitalization through
Day 28

BID: twice daily; BMI: body-mass index; COVID: Coronavirus disease; COVID-19: Coronavirus 2019; kg: kilogram; mg: milligram; NR: not reported; PCR:
polymerase chain reaction; SARS-CoV-2: severe acute respiratory syndrome coronavirus 2; SpOz: peripheral capillary oxygen saturation; US: United States;
WHO: World Health Organization; pg: microgram.

Table 22. Patients baseline characteristics for RCTs for a selective serotonin reu

take inhibitor (fluvoxamine)

Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset (days)

Lenze et al. 2020841
STOP COVID trial

NCT04342663

>  Fluvoxamine:
80
>  Placebo: 72

Mean (IQR)
>  Fluvoxamine: 46
(35-58)

>  Placebo: 45 (36-54)

Female, n (%)

>
>

Median (IQR)
Fluvoxamine: 56 (70) >  Fluvoxamine: 4 (3-5)
Placebo: 53 (74) >  Placebo: 4 (3-5)

Seo et al. 20221851

Seo et al. 2022
fluvoxamine

NCT04711863

>  Fluvoxamine:
26
>  Placebo: 26

Median (IQR)
>  Fluvoxamine: 54
(44.0-60.3)
>  Placebo: 51.5 (42.0-
59.3)

Male, n (%)

>

>

Median (IQR)
Fluvoxamine: 18 > Overall: 1 (0-1)
(69.2)
Placebo: 13 (50)
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TOGETHER

NCT04727424

741
>  Placebo: 756

(%)
>  Fluvoxamine: 379
(51), 327 (44), 46
(6)
>  Placebo: 368 (49),
328 (43), 49 (6)

>  Fluvoxamine: Female:
409 (55%) Male:332
(45%)

>  Placebo: Female: 453
(60%) Male: 303
(40%)

Author and year, trial Number randomized Age (years) Sex Time to symptom onset (days)
identifier(s)
Reis et al. 2022[861,[87] >  Fluvoxamine: <50, =50, not specified, n n (%) 0-3 days, 4-7 days, unspecified, n

(%)
>  Fluvoxamine: 328 (44),
239 (32), 174 (23)
>  Placebo: 310 (41), 267
(35), 179 (24)

Bramante et al.

>  Metformin

Median (IQR)

Female, n (%)

Mean (SD), <4 days, n (%)

20221881 active: 663 >  Metformin active: 46 >  Metformin active: 359 >  Metformin active: 4.8
>  Metformin (38-55) (54.1) (1.9), 298 (45.6)
COVID-OUT control: 660 >  Metformin control: >  Metformin control: >  Metformin control: 4.8
>  Ivermectin 45 (37-55) 382 (57.9) (1.9), 305 (47.5)
NCT04510194 active: 410 >  Ivermectin active: > Ivermectin active: > Ivermectin active: 4.6
>  Ivermectin 46 (39-55) 216 (52.7) (1.9), 199 (49.0)
control: 398 >  Ivermectin control: >  Ivermectin control: > Ivermectin control: 4.8
>  Fluvoxamine 45 (37-56) 226 (56.8) (1.8), 174 (44.5)
active: 334 >  Fluvoxamine active: >  Fluvoxamine active: >  Fluvoxamine active: 5.0
>  Fluvoxamine 46 (38-53) 170 (50.9) (2.2), 147 (44.5)
control: 327 >  Fluvoxamine control: >  Fluvoxamine control: >  Fluvoxamine control: 4.7
43 (37-55) 188 (57.5) (1.8), 146 (45.3)

McCarthy et al. 2022![8°1

ACTIV-6

NCT04885530

>  Overall: 1288

>  Fluvoxamine:
674

> Placebo: 614

Median (IQR)
> Overall: 47.0
>  Fluvoxamine: 47.0
(37.0-56.8)
>  Placebo: 48.0 (39.0-
58.0)

Female, male, prefer not to
answer, n (%)
>  Overall: 734 (56.99),
551 (42.78), 3 (0.23)
>  Fluvoxamine: 387
(57.42), 286 (42.43),
1 (0.15)
>  Placebo: 347 (56.51),
265 (43.16), 2 (0.33)

Mean (range)
>  Overall: 4 (2-5)
>  Fluvoxamine: 4 (2-5)
>  Placebo: 4 (2-5)

IQR: interquartile range; NR: not reported.
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Table 23. Results from RCTs assessing a selective serotonin reuptake inhibitor (fluvoxamine); primary outcome(s)

Trial report,
trial identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Lenze et al. 2020!84]
STOP COVID trial

NCT04342663

Absolute difference in proportions with clinical deterioration for fluvoxamine
group versus placebo group (95% CI, survival analysis for clinical
deterioration using a log-rank test)
> 8.7 (1.8-16.4)
> p=0.009; significantly lower with fluvoxamine group versus placebo
group

[Note: Clinical deterioration was ranked using the WHO ordinal scale for
COVID-19 trials, which includes hospitalization]

Patients who experienced a SAE, n
>  Fluvoxamine: 1
>  Placebo: 6

Patients who experienced a “other” AE, n
>  Fluvoxamine: 11
>  Placebo: 12

Seo et al. 20221851

Seo et al. 2022 fluvoxamine

NCT04711863

Clinical deterioration (absolute difference is a difference in proportions), n (%)
>  Fluvoxamine: 2/26 (7.7%), p>0.99
>  Placebo: 2/26 (7.7%), p>0.99
>  Difference ([95% CI], p-value): 0 ([-17.37 to 17.37], p>0.99)

Occurrence of drug related AEs linked to
termination of treatment, n

>  Fluvoxamine: 10

> Placebo: 1

Reis et al. 2022[861,[87]
TOGETHER

NCT04727424

Proportion of primary outcome events and RR of hospitalization defined as
either retention in a COVID-19 emergency setting or transfer to tertiary
hospital due to COVID-19 for patients allocated fluvoxamine versus placebo, n
(%)
> ITT analysis:
o  Fluvoxamine: 79/741 (11)
o Placebo: 119/756 (16)
o RR (95% BCI): 0.68 (0.52-0.88); probability of superiority:
99.8%*
> mITT analysis:
o Fluvoxamine: 78/740 (11)
o Placebo: 115/752 (15)
o RR (95% BCI): 0.69 (0.53-0.90); probability of superiority:
99.7%
*Surpassed prespecified superiority threshold of 97:6% (risk difference 5.0%)

Patients who experienced a TEAE (Grade 1,
2,3,4,5),n (%)
>  Fluvoxamine: 20 (3), 72 (10), 38
(5), 21 (3), 18 (2)
>  Placebo: 11 (1), 81 (11), 50 (7), 20
(3), 26 (3)
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Trial report,
trial identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Bramante et al. 2022[88]

>
COVID-OUT >
NCT04510194

>

>

>

Rate of severe COVID-19 through Day 14 (mITT population), n (%)

Metformin active: 154 (23.6)
Metformin control: 179 (27.4)

o Adjusted OR for active group versus control group ([95%

CI], p-value): 0.84 ([0.66-1.09], p=0.19)
Ivermectin active: 105 (25.8)
Ivermectin control: 96 (24.6)

o Adjusted OR for active group versus control group ([95%

CI], p-value): 1.05 ([0.76-1.45], p=0.78)
Fluvoxamine active: 79 (24.0)
Fluvoxamine control: 80 (24.9)

o Adjusted OR for active group versus control group ([95%

CI], p-value): 0.94 ([0.66-1.36], p=0.75)

Patients who experienced total

(%)

Metformin active: 201 (30.3)
Metformin control: 164 (24.8)
Ivermectin active: 92 (22.4)
Ivermectin control: 156 (26.9)

VV V V VYV

Fluvoxamine active: 117 (35.0)
Fluvoxamine control: 156 (26.9)

interruption/discontinuation of treatment, n

McCarthy et al. 2022[8°]

>
ACTIV-6 >

NCT04885530

Time to recovery (mITT population), median (IQR)

Fluvoxamine: 12 (12-13)
Placebo: 13 (12-13)

Patients who experienced an AE, n (%)
>  Fluvoxamine: 32 (5.2)
>  Placebo: 35 (6.2)

Patients who experienced a SAE, n (%)
>  Fluvoxamine: 3 (0.49)
> Placebo: 5 (0.88)

AE: adverse event; BCI: Bayesian credible interval; CI: confidence interval; COVID-19: Coronavirus 2019; ITT: intention-to-treat; IQR: interquartile range;

mITT: modified intention-to-treat; OR: odds ratio; RR: relative risk; SAE: serious adverse event; TEAE: Treatment emergent adverse event.

Table 24. RCTs assessing the serine protease inhibitor, camostat mesylate

Author and year Source Report title Report type Trial identifier(s) Phase
Chupp et al. 202299 OVID A Phase 2 Randomized, Double-Blind, Placebo-controlled Trial | Journal article | Chupp et al. 2022 2
of Oral Camostat Mesylate for Early Treatment of COVID-19 camostat mesylate
Outpatients Showed Shorter Iliness Course and Attenuation NCT04724720
of Loss of Smell and Taste
Jilg et al. 2022a!°1] CROI A randomized controlled trial of camostat in outpatients with Conference CAMELOT 2
2022 COVID-19 abstract NCT04583592
Jilg et al. 2022b'°% CROI Camostat is not effective for mild-moderate COVID-19 in a Conference ACTIV-2/A5401 2
2022 phase 2 Trial of ACTIV-2 abstract NCT04518410
Tobback et al. OVID Efficacy and safety of camostat mesylate in early COVID-19 Journal article | Tobback et al. 2022 2
20221931 disease in an ambulatory setting: a randomized placebo- camostat mesylate
controlled phase II trial NCT04625114

COVID: Coronavirus disease; COVID-19:

Coronavirus 2019; CROI: Conference on Retroviruses and Opportunistic Infections; RCT: Randomized controlled trial.
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Table 25. Study characteristics of RCTs assessing camostat mesylate for the treatment of COVID-19

Author and year,

Intervention(s) and

Patient characteristics

Primary (efficacy)

Secondary endpoint(s)

trial identifier(s) comparators endpoint(s)
enroliment, location
Chupp et al. 20221°°] > Camostat mesylate: Patients with a first >  Reduction of 4-day Change in logio NP viral

Chupp et al. 2022 camostat

Oral administration,
camostat mesylate

positive RT-PCR for
COVID-19 within 3

logio NP swab viral
load by 0.5 logio

load from baseline
(Day 0), Day 2 and

mesylate 200 mg 4 times a days before compared to Day 6 post-
day for 7 days enrollment with at placebo randomization
NCT04353284 >  Matching placebo least one COVID-19 PRO daily
compatible self-scoring tool
06/2020-04/2021 COVID-19 symptom (FLUpro) (symptom
severity scoring
us system)
Jilg et al. 2022a!°1] > Camostat mesylate: Patients (aged =18 >  Hospitalization or Positivity for SARS-
Oral administration, years) with death within 28 CoV-2 by PCR on mid-
CAMELOT two 100 mg tablets laboratory days nasal turbinate swabs
(200 mg total) taken confirmed mild or on Days 7 and 15
NCT04583592 four times daily for moderate COVID- compared to baseline
14 days, plus SOC 19 infection (SpO:2
08/11/2020-31/03/2021 >  Placebo plus SOC >94% at screening) [Note: An extensive list can be

us

with =1 risk factors
for severe illness

found on clinicaltrials.gov]
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Author and year,
trial identifier(s)
enroliment, location

Intervention(s) and
comparators

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Jilg et al. 2022b'°2!

ACTIV-2/A5401
NCT04518410

us

> Camostat mesylate: Oral
administration, 200 mg
every 6 hours for 7 days
>  Placebo

>  Laboratory
confirmed
COVID-19 infection

> Treatment <7 days
of symptom onset

> One or more
symptom within 24
hours of
participating

> Oxygen levels of
>92% obtained at
rest

> COVID-19 symptom
duration (Phase 2)
[Time Frame: Up to
Day 28]

> Quantification of
SARS-CoV-2 RNA
(Phase 2) [Day 3, 7,
and 14]

>  Proportion of
participants with
new AE > Grade 3
(Phases 2 & 3)
[Through Day 28]

>  Cumulative
incidence of death
due to any cause or
hospitalization due
to any cause (Phase
3) [Through Day
28]

[Note: reported on
clinicaltrials.gov but not
within abstract]

NR

[Note: An extensive list can be

found on clinicaltrials.gov]

Tobback et al. 2022
camostat mesylate

NCT04625114

04/11/2020-06/2021

Belgium

Tobback et al. 20221931

> Camostat mesylate:
Oral administration,
three 100 mg
tablets, 3 times daily
for 5 days

>  Placebo: Oral
administration, 3
tablets, 3 times daily
for 5 days

>  Patients (aged =18
years) with
confirmed COVID-
19 infection by RT-
PCR showing Ct
value below 30

> Change in the
shedding of the
SARS-CoV-2 virus
as measured by Ct
obtained from NP
swabs on Days 1
and 5

> Time to clinical
improvement
>  Safety

AE: adverse event; COVID-19: Coronavirus 2019; CROI: Conference on Retroviruses and Opportunistic Infections; Ct: cycle threshold; FLUPro: InFLUenza Patient
Reported Outcome; mg: milligram; NP: nasopharyngeal; NR: not reported; PRO: patient reported outcome; RNA: ribonucleic acid; RT-PCR: reverse transcription-
polymerase chain reaction; SARS-CoV-2: severe acute respiratory syndrome coronavirus 2; SOC: standard of care; SpOz: peripheral capillary oxygen saturation;

US: United States.
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Table 26. Patient baseline characteristics of RCTs assessing camostat mesylate for the treatment of COVID-19

Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset

Chupp et al. 2022199

>  Overall: 70

Mean (range)

Female, n (%)

The mean time from

CAMELOT

NCT04583592

>  Placebo: 101

> Camostat: 52 (17)
>  Placebo: 51 (18)

> Camostat: 108
(55.7)
>  Placebo: 61 (60.4)

> Camostat: 35 >  Overall: 44.1 (20.6- symptom onset until
Chupp et al. 2022 camostat > Placebo: 35 78.2) > Total: 28 (40) enrollment was not
mesylate > Camostat: 44.1 > Camostat: 13 (37.1) | prospectively determined but
(23.2-78.2) > Placebo: 15 (42.9) was generally in the 2-to-3-
NCT04353284 >  Placebo: 44.1 (20.6- day range
69.4)
Jilg et al. 2022a°1 > Camostat: 194 Mean (SD) Female, n (%) 76% were randomized <5

days from symptom onset

Jilg et al. 2022b'°2!

ACTIV-2/A5401

NCT04518410

>  Overall: 215
> Camostat: 108
>  Placebo: 107

Median
>  Overall: 37
> Camostat: NR
>  Placebo: NR

Female, %
> Overall: 54
> Camostat: NR
>  Placebo: NR

47% were randomized <5
days from symptom onset

Tobback et al. 2022931

Tobback et al. 2022 camostat
mesylate

NCT04625114

>  Overall: 96
Camostat: 66
>  Placebo: 30

\%

Median (IQR)
>  Overall: 40 (25-53)
> Camostat: 38 (25-
53)
>  Placebo: 37 (22-51)

Female, n (%)
> Overall: 49 (54.4)
> Camostat: 33 (54.1)
>  Placebo: 16 (55.2)

Median (IQR), days
>  Overall: 3 (1-4)
> Camostat: NR
>  Placebo: NR

IQR: interquartile range; SD: Standard Deviation.
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Table 27. Results from RCTs assessing camostat mesylate for the treatment of COVID-19

Author and year, trial
identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Chupp et al. 202299

Chupp et al. 2022 camostat
mesylate

NCT04353284

Reduction in viral load at Day 4 (logio)
> Camostat: -2.0
>  Placebo: -2.8
>  Difference in means ([95% CI], p-value): 0.74 ([-0.03 to
1.51], p = 0.06)

Patients who experienced an AE, n (%)
> Camostat: 11/35 (31.4)
>  Placebo: 6/35 (17.1)

Patients who experienced a SAE, n (%)
> Camostat: 1/35 (0.03)
> Placebo: 1/35 (0.03)

Jilg et al. 2022a!°1]

CAMELOT

NCT04583592

Hospitalization/death at Day 28, %
> Camostat: 5.3
> Placebo: 6.1
> No significant difference

Patients who experienced an AE, %
> Camostat: 8.7
>  Placebo: 13.1

Jilg et al. 2022b°%
ACTIV-2/A5401

NCT04518410

Days to symptom improvement, median (IQR)
> Camostat: 9 (5-20)
>  Placebo: 9 (6-19)
> No significant differences in the proportion of participants with
NP SARS-CoV-2 RNA

[Note: Endpoints for hospitalization or death are also available in the
DEF]

Patients who experienced a = Grade 3 AE, %
> Camostat: 7.4
>  Placebo: 6.5
> No significant difference

Tobback et al. 2022931

Tobback et al. 2022 camostat
mesylate

NCT04625114

Difference in the mean change in Ct between Day 1 and 5 for camostat
group versus placebo group
> 1.183 (p=0.511)

Patients who experienced an AE, n (%)
> Camostat: 59 (96.7)
>  Placebo: 23 (79.3)

Discontinuation of treatment, n (%)
> Camostat: 5 (7.6)
> Placebo: 1 (3.3)

AE: adverse event; CI: confidence interval; Ct: cycle threshold; DEF: data extraction form; IQR: interquartile range; NP: nasopharyngeal; RNA: ribonucleic acid;
SAE: serious adverse event; SARS-CoV-2: severe acute respiratory syndrome coronavirus 2.
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Table 28. RCTs assessing anti-inflammatory therapies
Author and year Source Report title Report Trial identifier(s) Phase
type
Dorward et al. OoVID Colchicine for COVID-19 in the community Journal PRINCIPLE NR
20220°41 (PRINCIPLE): a randomized, controlled, adaptive article ISRCTN86534580 [trial does
platform trial not appear on
clinicaltrials.gov]
Tardif et al. 2021!°5] OVID Colchicine for community-treated patients with COVID- | Journal COLCORONA 3
19 (COLCORONA): a phase 3, randomized, double- article NCT04322682
blinded, adaptive, placebo-controlled, multicenter trial
Audemard-Verger et OoVID Efficacy and safety of anakinra in adults presenting Journal ANACONDA 3
al. 20221°61 deteriorating respiratory symptoms from COVID-19: A | article NCT04364009
randomized controlled trial

COVID-19: Coronavirus 2019; NR: Not Reported.
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Table 29. Study characteristics of RCTs for anti-inflammatory therapies

Author and year, trial
identifier(s)
enroliment,

Intervention(s) and
comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

location
Dorward et al. >  Colchicine: Inhaled Patients (aged =65 > Time to first >  Binary outcome of early
2022094 colchicine 500 ug years, or 50 to 65 years self-reported sustained recovery
daily plus usual with comorbidities) with recovery >  Daily rating of how well
PRINCIPLE care for 14 days ongoing symptoms from (defined as the participants feel
>  Usual care: Usual PCR-confirmed COVID- first instance > Time to initial alleviation of
ISRCTN86534580 [trial care or usual care 19 or suspected COVID- that participant symptoms
does not appear on plus other 19, which started within reports feeling >  Time to sustained
clinicaltrials.gov] interventions for 14 14 days of the study recovered) alleviation of symptoms
days >  Admission to >  Time to initial reduction of
02/04/2020- hospital/death severity of symptoms
26/05/2021 related to >  Worsening of symptoms
COVID-19, >  Contacts with healthcare
UK within 28 days service
> Hospital assessment
without admission
>  Oxygen administration
> ICU admission
>  Mechanical ventilation
>  Adherence to study
treatment
>  WHO-5 Wellbeing Index
>  Serious adverse events
>  All-cause death or urgent,
non-elective hospital
admission
>  Reports of new household

infections

[Full list of secondary outcomes
listed within supplementary
appendix]
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Author and year, trial
identifier(s)
enroliment,

location

Intervention(s) and
comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Tardif et al. 2021[°5]

COLCORONA
NCT04322682

23/03/2020-
22/12/2020

US, Brazil, Canada,
Greece, South Africa,
Spain

>  Colchicine: Oral

administration, 0.5
mg colchicine BID

for the first 3 days
and then once daily

for 27 days
thereafter
>  Placebo: Orally

administration, BID
for the first 3 days
and then once per

day for 27 days
thereafter

[Note: Study medication was

delivered at the

patient’s house within 4

hours of enrollment]

Patients (aged =40
years) who received a
diagnosis of COVID-19
within 24 h of
enrollment

Not currently being

treated in hospital and

not under immediate
consideration for
hospital treatment or
admission

Presented =1 high-risk

criteria

The diagnosis of COVID-

19 was made by local

laboratories using PCR

testing on a NP swab
specimen:

o Diagnosis was also
accepted as an
epidemiological link
with a household
member who
received a positive
NP test result for
patients with
symptoms
compatible with
COVID-19, or by a
clinical algorithm in
a symptomatic
patient without an
obvious alternative
cause, as per official
guidelines

> Death or
hospital
admission
because of
COVID-19
infection in the
30 days after
randomization

> Death
>  Hospitalization for COVID-
19

>  The need for mechanical
ventilation in the 30 days
after randomization

>  Pneumonias and other
serious adverse events

> Non-serious adverse events
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Author and year, trial

identifier(s)
enroliment,
location

Intervention(s) and
comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Audemard-Verger et

al. 202216
ANACONDA
NCT04364009
27/04/2020-6/10/2020

France

> Anakinra plus
0SO0C: 1V
administration, 400
mg/day (100 mg
every 6 hours) for 3
days, then 200
mg/day (100 mg
every 12 hours) for
7 days - total
duration of 10 days
of treatment

> 0SOC: including
antiviral drugs,
hydroxychloroquine,
corticosteroids,
anticoagulants,
hydration, nutrition,
extra-renal
purification, oxygen
therapy and
vasopressive drugs

>  Patients (aged 218
years) with confirmed
SARS-CoV-2 infection,
confirmed with RT-PCR
and/or typical chest or
computed tomographic
scan of COVID-19
pneumonia and required
oxygen therapy

Treatment
success at Day
14, defined as
a patient being
alive and not
requiring either
of the
following:
invasive
mechanical
ventilation or
extracorporeal
membrane
oxygenation

Treatment success assessed
with the WHO Clinical
Progression Scale, NEWS,
and biological parameters,
at Days 3, 10, 14 and 28
Overall survival

Time to hospital discharge,
ICU admission, ventilatory
support, and oxygen supply
withdrawal over the 28-day
follow-up

Safety

BID: twice daily; COVID-19: Coronavirus 2019; ICU: intensive care unit; IgG: Immunoglobulin G; mg: milligram; NEWS: National Early Warning Score; NP:
nasopharyngeal; 0SOC: optimized standard of care; PCR: polymerase chain reaction; RNA: ribonucleic acid; RT-PCR: reverse transcription-polymerase chain
reaction; SARS-CoV-2: severe acute respiratory syndrome coronavirus 2; UK: United Kingdom; US: United States; WHO: World Health Organisation; ug:
microgram.
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Table 30. Patients baseline characteristics for RCTs for anti-inflammatory therapies

Author and year, trial
identifier(s)

Number randomized

Age (years)

Sex

Time to symptom onset
(days)

Dorward et al. 20224
PRINCIPLE
ISRCTN86534580 [trial does

not appear on
clinicaltrials.gov]

>  Overall: 2293

>  Colchicine: 212

>  Usual care:
2081

Mean (SD)
>  Overall: 60.5
(10.2)
>  Colchicine: 48.5
(13.2)
>  Usual care: 61.7

(9.0)

Female, male, other, n (%)

>

Overall: 1,216 (53.9), 1039
(46.1), 1 (0.0)

Colchicine: 98 (47.6), 107
(51.9), 1 (0.5)

Usual care: 1,118 (54.5),
932 (45.5), 0 (0.0)

Median (IQR)
> Overall: 6.0 (4.0-
9.0)

Tardif et al. 2021!°5] >  Overall: 4488 Mean (IQR) Female, n (%) NR

>  Colchicine: >  Overall: NR >  Overall: NR
COLCORONA 2235 >  Colchicine: 53.0 >  Colchicine: 1238 (55.4)

>  Placebo: 2253 (47.0-61.0) > Placebo: 1183 (52.5)
NCT04322682 >  Placebo: 54.0

(47.0-61.0)
Audemard-Verger et al. > Overall: 71 Mean (SD) Female, n (%) Median (IQR)
20221 >  Anakinra plus >  Overall: NR >  Overall: NR >  Overall: NR
0SOC: 37 >  Anakinra plus > Anakinra plus 0SOC: 9 (24) >  Anakinra plus
ANACONDA >  0SOC: 34 0SOC: 71 (15) > 0SOC: 10 (29) 0SOC: 9 (7-11)
> 0SOC: 70 (14) >  0SOC: 9 (7-11)

NCT04364009

IQR: Interquartile range; NR: Not reported; 0SOC: optimized standard of care; SD: standard deviation.
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Table 31. Results from RCTs assessing anti-inflammatory therapies

Author and year, trial
identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Dorward et al. 20224
PRINCIPLE
ISRCTN86534580 [trial does

not appear on
clinicaltrials.gov]

Days to first reported recovery, median
>  Colchicine: 15
> Usual care: 14
>  Benefit ([95% BCI], p-value): 1.14 ([-1.86 to 5.21], p=0.241)

Patients hospitalized or dead at Day 28, n (%)
>  Colchicine: 6/156 (3.8)
> Usual care: 4/133 (3.0)
> OR, % ([95% BCI], p-value): -0.4 ([-2.7 to 2.4], p=0.714)
o Prespecified superiority threshold 0.99; therefore,
insignificant

Patients who experienced a SAEs, n
>  Colchicine: 1
> Usual care: 1

Tardif et al. 2021[°5]

COLCORONA

NCT04322682

Odds of composite endpoint (mortality or hospitalization) by Day 30 with
colchicine group versus placebo group, odds ([95% CI], p-value)
> 0.79 (]0.61-1.03], p=0.081)
o not significant [however, significant in subgroup with
confirmed diagnosis of COVID-19]

0Odds of mechanical ventilation with colchicine group versus placebo group,
odds (95% CI)
> 0.53(0.25-1.09)

Patients who experienced a TRAE, n (%)
Colchicine: 532 (24.2)
Placebo: 344 (15.5)

Patients who experienced a SAEs, n (%)
Colchicine: 108 (4.9)
Placebo: 139 (6.3)

Audemard-Verger et al.
20220961

ANACONDA

NCT04364009

Patients with treatment success at Day 14, n (%)
> Anakinra plus 0SOC: 26 (70)
> 0SOC: 31 (91)
>  Risk difference, % ([95% CI], p-value): -21 ([-39 to -2],
p=0.027)

Patients who experienced =1 AE, n (%)
> Anakinra plus 0SOC: 32 (87)
> 0SOC: 22 (65)
> p=0.016

Patients who experienced =1 SAE, n (%)
> Anakinra plus 0SOC: 19 (51)
> 0SOC: 18 (53)
> p=0.89

AE: adverse event; BCI: Bayesian confidence interval; CI: confidence interval; COVID-19: Coronavirus 2019; oSOC: optimized standard of care; OR: odds ratio;

SAE: serious adverse event; TRAE: treatment-related adverse event.
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Table 32. RCTs assessing antiparasitic (nitazoxanide)

nitazoxanide alone are safe and efficient
treatments for COVID-19 infection: A randomized
controlled trial for repurposing antivirals

nitazoxanide and
sofobuvir/ledipasvir
NCT04498936

Author and year Source Report title Report type Trial identifier(s) Phase
Rocco et al. 2021°7] OVID Early use of nitazoxanide in mild COVID-19 Journal article Rocco et al. 2021 2
disease: randomized, placebo-controlled trial nitazoxanide
NCT04552483
Rossignol et al. 202181 | clinicaltrials.gov | Early treatment with nitazoxanide prevents Journal article Rossignol et al. 2021 3
worsening of mild and moderate COVID-19 and (pre-print) nitazoxanide
subsequent hospitalization NCT04486313
Rossignol et al. 2022[°°1 | OVID A randomized double-blind placebo-controlled Journal article Rossignol et al. 2022 3
clinical trial of nitazoxanide for treatment of mild or | (published) nitazoxanide
moderate COVID-19 NCT04486313
Mehdat et al. 2022[100] OoVID Sofosbuvir/ledipasvir in combination or Journal article Mehdat et al. 2022 4

COVID-19: Coronavirus 2019.
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Table 33. Study characteristics of RCTs for antiparasitic (nitazoxanide)

Trial report,

trial identifier(s)
enroliment,
location

Intervention(s) and
comparator

Patient characteristics

Primary (efficacy)
endpoint(s)

Secondary endpoint(s)

Rocco et al. 2021!°7]

202201001

plus SCT: Oral
administration, 400
mg (sofosbuvir) and
90 mg (ledipasvir)

with a COVID-19 diagnosis
based on positive RT-PCR
testing for SARS-CoV-2 NP
swab

clearance by
serial RT-PCR
testing on NP
swab

>  Nitazoxanide: Oral >  Consecutive adult patients > Complete Reduction in viral
administration, 500 (aged =18 years) who symptom load on NP swab
Rocco et al. 2021 mg (20 mg/mL, 25 presented with clinical resolution after specimens
nitazoxanide mL) taken three symptoms of COVID-19 5 days Improvement in
times a day for 5 (defined for the purposes of laboratory
NCT04552483 days this trial as dry cough, fever parameters
Placebo: Oral and/or fatigue) of no longer Incidence of
08/06/2020-20/08/2021 administration, color- than 3 days’ duration hospital admission
matched, 25 mL three Adverse events
Brazil times daily
Rossignol et al. Nitazoxanide: Oral >  Outpatients (aged 212 years) > Time from the The rate of
20211981 administration, two presenting within 72 hours of first dose to progression to
300 mg tablets (600 onset of symptoms of mild or sustained severe COVID-19
Rossignol et al. 2021 mg per dose) with moderate COVID-19 response illness
nitazoxanide food BID, for 5 days > Minimum symptom (TSR), a
Placebo requirements were: measure of
NCT04486313 o At least two respiratory meaningful
symptom domains (head, within-subject
18/08/2020-08/01/2021 throat, nose, chest, change in
cough) with a score of 22 symptoms
US and Puerto Rico as determined by scoring
the FLUpro questionnaire
Rossignol et al. administered at screening
2022191 (only one domain score
required to be =2 if pulse
Rossignol et al. 2022 rate =90 beats per
nitazoxanide minute)
OR
NCT04486313 o Respiratory rate 216
breaths per minute), with
no improvement in overall
symptom severity from
the prior day
Mehdat et al. Sofosbuvir/ledipasvir >  Patients (aged =18 years) >  Confirmed viral Mortality

ICU admission
Development of
serious adverse
events
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Trial report, Intervention(s) and Patient characteristics Primary (efficacy) Secondary endpoint(s)
trial identifier(s) comparator endpoint(s)
enroliment,
location
Rocco et al. 2021°7] > Nitazoxanide: Oral >  Consecutive adult patients > Complete >  Reduction in viral
administration, 500 (aged =18 years) who symptom load on NP swab
Rocco et al. 2021 mg (20 mg/mL, 25 presented with clinical resolution after specimens
nitazoxanide mL) taken three symptoms of COVID-19 5 days > Improvement in
times a day for 5 (defined for the purposes of laboratory
NCT04552483 days this trial as dry cough, fever parameters
>  Placebo: Oral and/or fatigue) of no longer > Incidence of
08/06/2020-20/08/2021 administration, color- than 3 days’ duration hospital admission
matched, 25 mL three >  Adverse events
Brazil times daily
Mehdat et al. 2022 daily, plus SCT, for 14
nitazoxanide and days
sofobuvir/ledipasvir >  Nitazoxanide plus
SCT: Oral
NCT04498936 administration, 500
mg four times daily,
07/2020-10/2021 plus SCT, for 14 days
> SCT: Oral
Egypt administration for 14
days

BID: twice daily; COVID-19: Coronavirus 2019; FLUPro: InFLUenza Patient-Reported Outcome; ICU: intensive care unit; mg: milligram; mL: milliliter; NP:
nasopharyngeal; PaO2/FiO2: the ratio of arterial oxygen partial pressure to fractional inspired oxygen; RT-PCR: reverse transcription-
polymerase chain reaction; SARS-CoV-2: severe acute respiratory syndrome coronavirus 2; SCT: standard care treatment; SpO::
peripheral capillary oxygen saturation; TSR: time to sustained response; US: United States.
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Table 34. Patients baseline characteristics for RCTs for antiparasitic (nitazoxanide)

nitazoxanide and
sofobuvir/ledipasvir

NCT04498936

SCT: 77
SCT: 73

>  Nitazoxanide plus SCT:
44.32 (8.43)
> SCT: 45.35 (5.59)

38 (54.3)

>  Nitazoxanide plus
SCT: 27 (35.1), 50
(64.9)

> SCT: 41 (56.2), 32
(43.8)

Author and year, trial Number randomized Age (years) Sex Time to symptom onset
identifier(s)
Rocco et al. 2021!°7] >  Nitazoxanide: 238 n (%) Male, n (%) Median (IQR), days
> Placebo: 237 > Nitazoxanide: >  Nitazoxanide: 101 > Nitazoxanide: 5
Rocco et al. 2021 o 18-39 years: 115 (52) (4-5)
nitazoxanide (59) >  Placebo: 83 (42) >  Placebo: 5 (4-5)
o 40-59 years: 68
NCT04552483 (35)
o 60-77 years: 11 (6)
>  Placebo:
o 18-39 years: 113
(57)
o 40-59 years: 74
(37)
o 60-77 years: 11 (6)
Rossignol et al. 20211981 >  Overall: 379 Median (IQR) Male, n (%) Mean (SD), hours
> Nitazoxanide: 184 >  Overall: 40.0 (27.0- >  Overall: 165 (43.5) > Overall: 43.6
Rossignol et al. 2021 >  Placebo: 195 51.0) > Nitazoxanide: 83 (15.56)
nitazoxanide >  Nitazoxanide: 38.0 (45.1) >  Nitazoxanide:
(26.0-50.5) >  Placebo: 82 (42.1) 42.7 (15.25)
NCT04486313 >  Placebo: 42.0 (29.0- >  Placebo: 44.6
51.0) (15.83)
Rossignol et al. 2022[°°]
Rossignol et al. 2022
nitazoxanide
NCT04486313
Mehdat et al. 2022![100] >  Sofosbuvir/ledipasvir | Mean (SD) Male, female, n (%) NR
plus SCT: 70 >  Sofosbuvir/ledipasvir >  Sofosbuvir/ledipasvir
Mehdat et al. 2022 >  Nitazoxanide plus plus SCT: 45.04 (8.14) plus SCT: 32 (45.7),

IQR: Interquartile range; SCT: standard care treatment; SD: Standard deviation.
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Table 35. Results from RCTs assessing antiparasitic (nitazoxanide)

Trial report,
trial identifier(s)

Primary efficacy outcome(s)

Safety outcome(s)

Rocco et al. 2021!°7]

Rocco et al. 2021
nitazoxanide

NCT04552483

Rate of complete resolution of symptoms (dry cough, fever, and fatigue) did not
significantly differ between the nitazoxanide and placebo after 5 days of therapy
(p=0.277)

Proportion of patients with complete symptom resolution (dry cough, fever, and
fatigue) after 5 days of therapy

> Nitazoxanide: 135

> Placebo: 146

> p=0.277; no statistical difference

NP swab RT-PCR viral load logio copies/mL
> Nitazoxanide: 3.63
> Placebo: 4.13
> p=0.006; patients with nitazoxanide had significantly lower viral load
than patients with placebo

Patients who experienced an AE, n (%)
> Nitazoxanide arm: 60 (30.9)
>  Placebo arm: 60 (30.3)

> p=0.913; no significant difference

Patients who experienced a SAE, n (%)
> Nitazoxanide arm: 1 (0.5)
>  Placebo arm: 1 (0.5)

> p=0.999; no significant difference

Rossignol et al. 202181

Rossignol et al. 2021
nitazoxanide

NCT04486313

Rossignol et al. 20221991

Rossignol et al. 2022
nitazoxanide

NCT04486313

Time (days) from the first dose to sustained response in all patients, median
(IQR)
> Nitazoxanide: 13.28 (6.26 to >21)
>  Placebo: 12.35 (7.18 to >21)
> p=0.88; no statistical difference

Time (days) from the first dose to sustained response with nitazoxanide in the
mild subgroup, median (IQR)

> Nitazoxanide: 10.3 (6.2 to >21)

>  Placebo: 13.4 (7.4 to >21)

> p=0.10; no statistical difference

[Note: Endpoints for hospitalization or death are also available in the DEF]

Patients who experienced an AE, n (%)
> Nitazoxanide: 63 (13.3)
>  Placebo: 75 (16.2)

Patients who experienced a SAE, n
>  Nitazoxanide: 2
>  Placebo: 7

Mehdat et al. 2022![100]

Mehdat et al. 2022
nitazoxanide and
sofobuvir/ledipasvir

NCT04498936

Proportion of patients with confirmed viral clearance at Days 5, 8, 11, 14, %
>  Sofosbuvir/ledipasvir plus SCT: 42.90, 70.00, 80.00, 85.71
>  Nitazoxanide plus SCT: 0.00, 2.60, 32.47, 36.63
> SCT: 0.00, 1.37, 15.07, 16.44

NR

AE: adverse event; DEF: data extraction form; IQR: interquartile range; mL: milliliter; NP: nasopharyngeal; NR: not reported; RT-PCR: reverse transcription-

polymerase chain reaction; SAE: serious adverse event; SCT: standard care treatment.
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Bias assessment
The quality of each publication included in the SLR was assessed using the Cochrane risk of bias assessment tool (RoB2) for
randomized trials.84 A total of 86 publications were assessed for bias.
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Al 6: QOL fEQDEFHH

Health-related quality-of-life studies

Vignettes utilised in the de novo utility study

Description S1: Baseline (pre-infection)

The patient does not have COVID-19.

The patient has an underlying health condition that makes them more likely
to get severely ill from COVID-19. You do not need to consider the impact of
this underlying health condition on the patient’s health, only that this condition
makes the patient more likely to get severely ill from COVID-19.

Description S2: Outpatient (mild)

The patient has COVID-19.

The patient is not in hospital.

The patient is not using any devices that supply extra oxygen to the lungs.
The patient has a normal breathing rate and is not out of breath.

The patient has a normal heart rate at rest.

The patient has a fever — their body temperature is over 38°C. They feel
hotter than usual (particularly on their chest and back), have chills and are
shivery.

The patient has a dry cough and is coughing more than they usually do.

The patient feels extremely tired and finds daily activities (such as walking up
the stairs, getting out of bed, daily chores) difficult.

The patient has a headache that is moderately to severely painful, feels
‘pulsing’, ‘pressing’, or ‘stabbing’, occurs across both sides of the head and
lasts more than three days.

The patient’s muscles are sore, particularly their shoulders and legs. The area
feels sore to the touch and can prevent the patient from carrying out daily
tasks without pain.

The patient has lost their sense of smell, they are unable to smell as they
usually would, including strongly scented things like coffee or flowers.

The patient has a blocked, stuffy, or bunged-up feeling in their nose.

The patient has an underlying health condition that makes them more likely to
get severely ill from COVID-19. You do not need to consider the impact of this
underlying health condition on the patient’s health, only that this condition
makes the patient more likely to get severely ill from COVID-19.

Description S3: Outpatient (moderate)

The patient has COVID-19.

The patient is not in hospital.

The patient is not using any devices that supply extra oxygen to the lungs.
The patient experiences shortness of breath on exertion, for example, when
walking up the stairs.

The patient has a high heart rate at rest.

The patient has a fever — their body temperature is over 38°C. They feel
hotter than usual (particularly on their chest and back), have chills and are
shivery.

The patient has a dry cough and is coughing more than they usually do.
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The patient feels extremely tired and finds daily activities (such as walking up
the stairs, getting out of bed, daily chores) difficult.

The patient has a headache that is moderately to severely painful, feels
‘pulsing’, ‘pressing’, or ‘stabbing’, occurs across both sides of the head and
lasts more than three days.

The patient’s muscles are sore, particularly their shoulders and legs. The area
feels sore to the touch and can prevent the patient from carrying out daily
tasks without pain.

The patient has lost their sense of smell, they are unable to smell as they
usually would, including strongly scented things like coffee or flowers.

The patient has a blocked, stuffy, or bunged-up feeling in their nose.

The patient has an underlying health condition that makes them more likely to
get severely ill from COVID-19. You do not need to consider the impact of this
underlying health condition on the patient’s health, only that this condition
makes the patient more likely to get severely ill from COVID-19.

Description S4: General hospital ward (severe)

The patient has COVID-19.

The patient is in hospital on a general ward.

The patient is using a device in which oxygen is delivered through a tube
through the nose, allowing the air into their lungs.

The patient is short of breath at rest.

The patient’s heart rate is very high.

The patient has a fever — their body temperature is over 38°C. They feel
hotter than usual (particularly on their chest and back), have chills and are
shivery.

The patient has a dry cough and is coughing more than they usually do.

The patient feels extremely tired and finds daily activities (such as walking up
the stairs, getting out of bed, daily chores) difficult.

The patient is withdrawn and less responsive to the world around them, they
forget to go to the toilet when they need to and stop eating and drinking.

The patient’s muscles are sore, particularly their shoulders and legs. The area
feels sore to the touch and can prevent the patient from carrying out daily
tasks without pain.

The patient has an underlying health condition that makes them more likely to
get severely ill from COVID-19. You do not need to consider the impact of this
underlying health condition on the patient’s health, only that this condition
makes the patient more likely to get severely ill from COVID-19.

Description S5: High dependency unit (severe)

The patient has COVID-19.

The patient is using supplemental oxygen through a face mask.

The patient is in a high dependency unit of a hospital, where patients are
cared for more extensively than a general ward, but not to the point of
intensive care.

The patient is short of breath at rest.

The patient’s heart rate is very high.
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The patient has a fever — their body temperature is over 38°C. They feel
hotter than usual (particularly on their chest and back), have chills and are
shivery.

The patient has a dry cough and is coughing more than they usually do.

The patient feels extremely tired and finds daily activities (such as walking up
the stairs, getting out of bed, daily chores) difficult.

The patient is withdrawn and less responsive to the world around them, they
forget to go to the toilet when they need to and stop eating and drinking.

The patient’s muscles are sore, particularly their shoulders and legs. The area
feels sore to the touch and can prevent the patient from carrying out daily
tasks without pain.

The patient has an underlying health condition that makes them more likely to
get severely ill from COVID-19. You do not need to consider the impact of this
underlying health condition on the patient’s health, only that this condition
makes the patient more likely to get severely ill from COVID-19.

Description S6: ICU (critical)

The patient has COVID-19, they cannot breathe on their own and will die if not
treated.

The patient is in an intensive care unit in a hospital.

The patient has a breathing tube inserted into their windpipe to allow a
machine to breathe for them.

The patient is unable to breathe on their own.

The patient has multi-organ dysfunction/failure of more than 1 of the following
organ systems: respiratory (lungs), cardiovascular (heart and blood vessels),
kidney, liver, and/or central nervous systems (brain and spinal cord) and
requires organ support.

The patient is unconscious.

The patient has an underlying health condition that makes them more likely to
get severely ill from COVID-19. You do not need to consider the impact of this
underlying health condition on the patient’s health, only that this condition
makes the patient more likely to get severely ill from COVID-19.

Description S7: Recovered (no long-term sequelae)

The patient has had COVID-19 and has now recovered without any long-term
health issues.

The patient has an underlying health condition that makes them more likely to
get severely ill from COVID-19. You do not need to consider the impact of this
underlying health condition on the patient’s health, only that this condition
makes the patient more likely to get severely ill from COVID-19.

Description S8: Recovered (long-term sequelae)

The patient has had COVID-19 and is now suffering from long-term health
issues as a result.

The patient has an underlying health condition that makes them more likely to
get severely ill from COVID-19. You do not need to consider the impact of this
underlying health condition on the patient’s health, only that this condition
makes the patient more likely to get severely ill from COVID-19.
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e The patient feels extremely tired and finds daily activities (such as walking up
the stairs, getting out of bed, daily chores) difficult.

e The patient is short of breath and feels as though they cannot get enough air
in their lungs. They find it difficult to inhale and exhale. They have a tight
chest.

e The patient’'s muscles and/or joints are sore, particularly their shoulders and
legs. The area feels sore to the touch and can prevent the patient from
carrying out daily tasks without pain.
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Table 36. Proportion of participants reporting each level of the EQ-5D-5L for each domain

Domain

Health state

Level

Mobility

No problems

Slight problems

Moderate problems

Severe problems

Unable to walk about

Self-care

No problems

Slight problems

Moderate problems

Severe problems
Unable to wash or dress

Usual activities

No problems

Slight problems

Moderate problems

Severe problems

Unable to do usual activities

Pain/discomfort

No pain/discomfort

Slight pain/discomfort

Moderate pain/discomfort

Severe pain/discomfort

Extreme pain/discomfort

Anxiety/depression

Not anxious/depressed

Slightly anxious/depressed

Moderately anxious/depressed

Severely anxious/depressed

Extremely anxious/depressed

Footnotes: The health states were as follows: S1, Baseline (pre-infection); S2, Outpatient (mild); S3, Outpatient (moderate); S4, General hospital ward
(severe); S5, High dependency unit (severe); S6, ICU (critical); S7, Recovered (no long-term sequelae); S8, Recovered (long-term sequelae). The blue
highlighting indicates the level that was most commonly reported by participants for each domain.
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Table 37. Summary of EQ-5D-5L utility scores of vignettes by prior
COVID-19 infection status (N = [l *

Prior COVID-19 infection, mean
Health state (SD)

ves (nll)

S1: Baseline (pre-infection)
S2: Outpatient (mild)
S3: Outpatient (moderate)

S4: General hospital ward

(severe)

S5: High dependency unit
(severe)
S6: ICU (critical)

S7: Recovered (no long-term

sequelae)

S8: Recovered (long-term

sequelae)

Footnotes: *One participant reported 'Prefer not to say’ and was removed from this
analysis. **Significance was calculated using independent t-test or Wilcoxon rank sum test.
Abbreviations: ICU: intensive care unit; N: total number of respondents; n: subset number

of respondents; SD: standard deviation.





