3R : SARS-CoV-2 ZEY(EFREERME (2022.11.3)

1. E15¥EE - SARS-CoV-2 A EAREIETERB R AEARHEAI SARS-CoV-1 B MERS-CoV Z;AEE 48R - BRREAREINAERAE R - B2t SARS-CoV-2
BEMN/NRERIRAE - SWEARNAEMNEY EIEZSTENRBEY ( ribavirin, lopinavir/ritonavir, remdesivir )~ SeE R EIE - 7% 8B ¥ 18 B I ;5 B2 &5 %

/ZHRMEEE, 2] -

2. KFEREHE RABEEREBYRAE T EA) RECOVERY trial - B1 WHO F3E 7 SOLIDARITY trial - RECOVERY trial J& R E11E
lopinavir/ritonavir * dexamethasone * hydroxychloroquine E2 azithromycin FUFEZ£4%) - SOLIDARITY trial Bl €& remdesivir * lopinavir/ritonavir *
lopinavir/ritonavir flll interferon-p 2 chloroquine 3% hydroxychloroquine U4l - MG FEEBIIAMANZSEEZYSE - BriEEER 2% .

PMAXREEREREHBERSS -

. AREYABERBRZSHEENEA—  BFEERBMESEBENRSZEREM - B 2021 &£ 6 A 28 HEMIRIEE - "EEHERE 1 FLIKRE
Pia i ¥4 BB 5t B (randomized controlled trial, RCT)FEfh 2 M AT - TEMEZESHFEZHIATLER - HAEIEHE SARS-Cov-2 ZEEY) ik = (E A%
EYEABMIRSBEY) - REMAETE| - ¥l SARS-Cov-2 EMfMAREIH (thzzy) . BERBIIMN TR AFRTEABMEMAS) - SEAXMREE - EtkHiiEiEs

SEEER DS S E SARS-CoVv-2 BRRIRZEEIGSINS - B2 RFRA " EMRPiiE¥ SARS-Cov-2 BERMEERE . :



— - MWBEY

=Y RIE BIEER BREEHE
Lopinavir/Ritonavir * interferon A2 SN BR o EYNIESIRBEIIIZTEACN lopinavir/ritonavir ¥f SARS-CoV-2 TIBEAER(3] °

ELmES - 1id:s BEEHIERER | @ 99 Z{EFH lopinavir/ritonavir ZEREM (Sp02<94% ) A (>18 5% ) BEEL 100 ZIHEE BB EAALE - MAER
PREZEREH 28 RIFTRIWMAETREZEER - lopinavir/ritonavir JAEATE 13.8%EEIEAME L FAZE 4] -
® 86 H{IER lopinavir/ritonavir & ribavirin B3 IFN-B1b FUEERE - BN 41 BI1EER lopinavir/ritonavir & - BREE
BRIEE (PREREPAIE 7 vs 12 X ) BLEEARER(S] -
®  RECOVERY trial : 1616 1 FH lopinavir/ritonavir Z COVID-19 EFtimE - HHERAS 3424 B¥ERAE - 28 RILTU R EA
SHEEEERE(23% vs 22 %)[6] °
®  SOLIDARITY trial : 1399 4 {# F lopinavir/ritonavir Z COVID-19 E[RE 8 - BN ¥ 84 - 28 RIFEMRIE TR ES
ETRRE AT (9.7% vs 10.3%)[7] °
Remdesivir®* Aesrathe o RIMNHRETRANEREYRS -
(EESi o [ERHKEWMRBENRARSE LXEMFER remdesivir - fa B-EFRAZ[9] -
o REBFERELR 53 BAEBED  SuAERIEIFTRTRE  BEHIFEERBENH 18 RITTEDHI% 18%
B 5%[10] -
=N ® 570 BREBZULEHEAFIHBBIFFRET - A remdesivir BEERRNRAEERRERKRLZ(5vs7 X) - EMAER
B 28 R RERWAREMRTEZE(7.7% vs 14%) - N RERELE 184 ZEIREF remdesivir 2
corticosteroids - B2 158 Z{Z{#F F remdesivir 2% - 8 corticosteroids & B IEZEERIRCL=(aHR 0.77) - 1By#H 28 X
TR EET(8.2% vs 6.3%) [11] °
® 352 ERERMARAG remdesivir B ZRE - B 1347 ZARAEEITRE - AFEA 14 RIFTLTERRIK(4.3% vs

6.7%, HR 0.58, C1 0.34-0.99) - H Ct &> 35 ZLEBIER = (40.6% vs 28.1%)  ;AEAH ¥ BB 7 BIA 79.3% 82 83.3%F 2

WERITAERER[12] -




28855 ZHMEFR M AR remdesivir ;A 2R 8 - 4868 16687 B[R EEETIRCE - A4 14 X(10.6% vs 15.4%, HR
0.76, C1 0.70-0.83)E2 28 X (15.4% vs 19.1%, HR 0.89, Cl 0.82-0.96)FE T-XKMRE - FIRFEEIREAAS - FHE/ESRE
SREEEINFER ECMo ZRBIYBFETEEER[13] °

WE 1% 4 Bl B

158 B remdesivir AEMEEMXER - HEREIRELESE  MAZERANSIREERAEIEREES
(14] -

ACTT-1 trial : 538 F S remdesivir JAENBREMLREE - BRN 521 BEILZHEE  RREBKRIS (RRKS
REPAIZ 11 vs 15 K ) [15] °

397 BEZ AKX remdesivir AENBREMKXFE - REWRERERREEE - MANSERLERERL6) -
SOLIDARITY trial interim : 2743 Z 5 remdesivir JAER) COVID-19 EFE & - MEBNHRA - 28 RIFERILTER
BRetEEER(12.5% vs 12.7%)[7] -

PINETREE : 279 Z3mtHABEEEMEE F coviD-19 FIR2HEE - X =X remdesivir /A& - 1IN 283 BERL
REIE - 28 KIFE coviD-19 EFRe £ IEEFE T X T & 87%(0.7% vs 5.3%, p=0.008) - [l COVID-19 M2 A2 JEEIET
IR PR 81% (1.6% vs 8.6%, p=0.002) - EMAE tRXISERMFEE= W RMABEERE([17, 18] *

Interferon beta-1a plus remdesivir : 487 & X Yt R BRI KRB FEHE R Z COVID-19 FEPfEE - X remdesivir £4[0Y
B IFN beta-1. /8 - 1HEN 482 BIES remdesivir EIZ FIH|E - 28 RILT R W MEE (5% vs 3% - p=0.39) - Hn#HE
iR AREREIIRBAKL9] -

CMAJ : 634 ZFEEER 10 X remdesivir /A& - HEN 648 BEIIZEBEE - MAERIE T (18.7 vs 22.6%)#1 60
RILTH(24.8 vs 28.2%) M ETHREEE - HERWERHAREERE - remdesivir BIEE X FBREHRIE(8 vs 15%, RR
0.53), 28 KAARERAE X ETNERE(15.9 vs 14.2, p=0.006) [20] °

SOLIDARITY trial final : 4146 F#X remdesivir TRBEZ ZKEE - RN 4120 FEIEE QB 7EHRA - FRPIE
TRIEAFTREEZEE(14.5 vs 15.6%, p=0.12) - HIWERSHEERE - remdesivir BUAMREIETZE (42.1 vs 38.6%,

p=0.32) - B INZERFAEEEKRIEEHE - remdesivir O FEIEIE T2 (14.6 vs 16.3%, RR 0.87, p=0.03)[21] °

( Hydroxy ) chloroquine +/-

ReshalhR

A2 SN BB BE7R chloroquine 2 hydroxychloroquine 9B IHmE LA R EFEN ( immune modulation ) 3R - B

hydroxychloroquine AR REE BN ZB N EREELS, 22, 23] °




azithromycin

BRUMR

INRIEIENEM Y IASE BR BEOR - 3SR hydroxychloroquine E2 azithromycin j& 5 2 B8E B E R B 5 RB (24, 25] °

RIFE LR F 7R 52 hydroxychloroquine ( +/- azithromycin ) JABE I B ZERESEESILTE - HIEMEED
HATEA 2

BAEZ EPR[26-29]
XS H = chloroquine B{ &1 azithromycin JBEZ B E - AR SLLAILIRE QT EER ZEIFR[30] -

BB 21 BR A B HEOER B R R HI4E T hydroxychloroquine - i ARMRIEAR X Z S Hm B FFR[31, 32]

(B7%) RECOVERY trial : 1561 %53%5 hydroxychloroquine 32/ #) COVID-19 1EFRfRE - HHEH 3155 TR - 28 KNRTE
EETRARB AR BREER(27% vs 25%)[33] °
SOLIDARITY trial : 947 21%= hydroxychloroquine ;A COVID-19 {Ffeim & - MEMNE IR - 28 RIFEMRIETERR
BT EEZER(10.2% vs 8.9%)[7] °

PB4 2 B8 ol B REE®

(¥2R9) (1) REMNTRIS %6 EEBE R REEES hydroxychloroquine FABFHIREE - TAFE(E 14 KF COVID-19 fE iR 5
EER[34]
(2) KREREBERTHRAZEENREERES hydroxychloroquine FERAMIREE - I RFRIE 14 KA COVID-19 F&:2
K $UTZER SARS-CoV-2 PCR 514 7 SEMM RS E - INRPRIEMEAM BEEZR(35] -
REA  HeRREBELEELSTEEA UM=K hydroxychloroquine AP MIREE - iE4E 12 & - ARNLEEA - A
B R PEEAERZ SR R AEAR HH AT 2 SARS-CoV-2 Bl B8 AR (36] -

maE D WHO #E 2 HTHER - TEHETA 6059 B2 HENRARINRT - SRER BB RTAEN A T hydroxychloroquine 7 &

(FRF7) SERMEIE TR  (ERRRERSE ORI IR R B B . I SRR hydroxychloroquine KIT S E R
WO E M EEY)[37] -

Ivermectin RE 21 BR 5 B 200 FZ1EF ivermectin B T A NEERE - HEN 200 BEALREZE - EERLSRKE PR EEE(10 vs 12
HATEA 2 A p=0.53)[38] °

WHO I E D TAMARTE 2407 BREBS BN 16 ERE R - AR ivermectin LT - 188 -~ wWHE SR ER

MR AREE BB TEERERE  FAESEHRARSR ZIMBEEF A ivermectin[39] °
I-TECH : 50 B FEBEER 7RO EREBREF —FAANBE DB ES K ivermectin (n=241)S 12285 (n=241) -
28 KIFDRIE 21.6%E2 17.3% R BER S ENE(p=0.25) + 7N ivermectin ¥18E W AR [40] -




TOGETHER : 679 &3 JE T RAAEEEES ivermectin JAE (400ug/kg/day) - THERRN 679 BEILREZE - 28 K ER
NP RWEFA ST REAE EZF(14.7 vs 16.3)[41] °

IVERCOR-COVID19 : 250 & 5% 48 /NFAPI2 MBS ivermectin JAE - &N 251 BESLTREE - EREH 5
7% 5.6%E 8.4% - EFRREMETEAE[42] -

ACTIV-6 : 817 Z R RAFIZREBMEE D ELIES ivermectin ;A - RN 774 LS TREE - EREERER

REMZEFE (12 vs 13 X p=0.91)[43] -

ma DT 27 10 [EREHE R WRASZEBFEERLRE  Hb s AREHRSAEE - £ 1173 BREBREITER -
Ivermectin #A KRB 2 IEE LT (RR 0.37, 0.12-1.13)FH FEFT RE(ZEE 0.72 X+ -0.86-2.29)[44] -
Cochrane : 717 14 BB IR SR - 1478 R {ERx - PIRSRBEFARMEAZEE - 28 RIETZ(RR 0.60, C1 0.14-2.51)
B (0.55, C1 0.11-2.59) * EPTRE((-0.10, CU -2.43-2.23) EE KR IEFEHR T #BE[45] *
Molnupiravir (MK-4822) * E)kY/ i BEERER  FRREE SARS-CoV-2 BIZE 12 /AT MK-4822 - oJilHIKSHE R 46] -




o

PEMEIEREER | @  EETRAAPIREER - BEH 4 T molnupiravir 200mg (n=23) * 400mg (n=62) * 800mg (n=55)8 AMRHE A XHZE

H

RIl(n=62) - 85 =K 800mg #H PCR B4 X EBZE RN LRI (1.9% vs 16.7%, p=0.02) ; EHA XKL HEIAHDNB
11.1%3E &G M - 400mg B 800mg ABIRIERIIE BIED B LIRS 47) -

®  MOVe-OUT Phase Il (interim) : EiZEUWZEBE 90%1I5E — BHEE R RI P OMERET - 385 BRBEAKRA - EVE
—EEiEAREF 2 F92% B OB molnupiravir &% - B 377 BESLEREE - 29 KRS TUREE
B1E(7.3% vs 14.1% ,p=0.0012) - EFAEABAIT - LREARE 8 ATET - WETEF4 REE/R molnupiravir ¥}
Gamma * Delta B2 Mu 2EKI9BENR48] °

®  MOVe-OUT Phase lll (final) : SEEIFRIHEHR 716 BER/OARA - 2O E—ESERREF HAKERE covip-19 &
® 252 % E O AR molnupiravir 800mg JARE - IR 717 BEISLZREE - 29 RIFERIIL T EBEERIE(6.8% vs
9.7%, FB& 31%) - TREEF LR molnupiravir ¥ Gamma * Delta B2 Mu ZEKIIBUR - BEHESITET
molnupiravir #] anti-SARS-CoV-2 H 25 « e EEERAE MR o e A BEZE[49] -

®  MOVe-OUT Phase Ill (secondary analysis) : 701 Z2EAKRA - 2/VE—EEEEKEEFHARERE covip-19 & 2
¥R B molnupiravir J&E - R 701 BEILZEEE - £=XK CRP BMAREBBENE(50] -

®  PANORAMIC : 12821 % 18 A L2 EBE - MW A RAES molnupiravir JBE - BER 12962 ZREWE D ECEERE
SIEAEAEA - 28 REISEPREIE T R ETE(2.8% vs 2.8%) - 1875 B 408 212 87 K K78 (time to first recovery 9 vs 15
K) « WERE SR 94.4% L& = COVID-19 & H - /it {THK% Omicron BA.1 B2 BA.2[51] -

®  AGILE-CST2 : 180 BEBWARNIZMAMEZHEE « 1:1 B D ECIES molnupiravir S LR - HP 50% S #iER
Z/D—T covID-19 & - ABEARFIEE R PCRIZE(8vs 11 KX) - EREFMTHEE - BHRHEELEER molnupiravir
BREBAZHER 75.4% - WARFEMIERIER Z 80%EIE - WEH R T A 50% S % EE /D —HE COVID-19 FH

omicron ;{71 20% [51] -

EEMFRIFRE | e  FEBLLE 1856 A molnupiravir ZRAEEIRIEZ KR 1586 ZULE 2 H 8B4 - JAEMH 28 RILT R 1K(19.98
vs 38.07 per 10000 person-days, p<0.0001) - {EPEELIE T TN ER{E (44.49 vs 69.87 per 10000 person-days, p<0.0001) - [5]

FmE=E NEREM(HR 1.38, p=0.0005) - WZEREBFEEH T MUE % 80.8 5T + 6.2%C 522 TE COVID-19 & [52] °




FHBLEER 4983 FZ1E A molnupiravir ZF952 COVID-19 f&E B2 49234 ZULHE 2 ¥6840 - JAEE4H 28 RIE T REK(HR
0.76, p=0.013) - EFRBEBEEILHERINEE (HR 0.57, p=0.00011) « 1EF PR A ELA T EEZE =2 (HR 0.98, p=0.58) ° U

ZREMHE 88.7%EET KR 60 5% ¢ 16.1% 05022 1EFE COVID-19 & ([53]

Paxlovid®@#

(Nirmatrelvir+Ritonavir)

a1 3 R Al B

EPIC-HR : 1039 BEEAKXRAN - EVE—EEERBEFBERERE coviD-19 BEZFIZRELR
nirmatrelvir/ritonavir 300 mg/100 mg - 1 1046 B LRI ZE - 28 XIF COVID-19 BRAFFREIET R T % 88%

0.8 vs 6.3%)[54, 55] °
( )[54,

PAB3IR Omicron EERZIBEAB R M AT - L8R 3902 B2 nirmatrelvir/ritonavir JA B2 105352 BARER
B 40 LA E coviD-19 FER2 IR R - ARIRRIRIEA NS  BEEREEEEEREERFTMAR coviD-
19 PRSI TRERE - BRBRFH>65 28 FAR covID-19 TR ET IR T 73% (14.7vs 58.9 B+EA
F - aHR0.27) - FET"R T P& 79% (aHR 0.21) - 1BTE 40-64 BEIGRF Z (APl S T R AIEBZE ZR(56] -

EELLE 890 &1 A nirmatrelvir/ritonavir Z R FAEEFRiE2 R E S 890 BULEL 2 #1884 - JAEAH 28 RILT ERK
(10.28 vs 26.47 per 10000 person-days, p<0.0001) - fEFRE N IE T- ZTNE(E(35.04 vs 54.98 per 10000 person-days,
p<0.0001) - EIFFREBE = T PR (HR 1.38, p=0.0005) * WZEFBEERPNES 77.2 5% - 10.5% 52 HE COVID-19 &
B [52] °

BEBLLE 5542 B fE A nirmatrelvir/ritonavir Z P332 COVID-19 R B2 54672 ZBULEL 2 8840 - JAREAH 28 RIELER
{(HR 0.34, p<0.0001) + FREBFBEILHERTRIE (HR0.57, p=0.0083)  EMRRIFEE (HR 0.79, p<0.0001) * WZEE

48758 85.9%FE B AH 60 5% + 33.4% 522 1ETE COVID-19 & [53] ©

mYZE

BIEER

=}

HERE

IL-6 inhibitor
( tocilizumab#/siltuximab/

sarilumab )

BRMMR

INEBE MR - BEESR IL-6 inhibitor(siltuximab);5 %1€ CRP ARZE N & - (BEN = ERIKRZZE[57]
ER SR 179 BEREM X BEME tocilizumab(F FEAIREST) - BB 365 BIESIZHELBESE - LT

REEEIZERETEEE ( 13% vs 20% ) [58] °




HACH RN 419 BRAENEREMARAER tocilizumab FEFRZE - HER 3492 RARHEE - 27 XIFRIETER

TF& 29% (HR 0.71, C1 0.56-0.92)[23] *

WE 1% 4 Bl B

60 Z 1 tocilizumab HERZ (LR B EESTEQBEEMRLE - 14 REHEE AENEREIHL TR ERTREE
FZ(Rate ratio 1.05, Cl 0.59-1.86)[59] °

63 BEAERBRIEEEZHBER tocilizumab JAE - BEESZEQBEEMRLE - 14 REREAERIILTHEEE
BR1E(24% vs 36%, HR 0.58, Cl 0.33-1.00)[60] - 1EERZBEHZE 90 X - R tocilizumab JAFEE 90 RKIETERE (11%
vs 18%, aHR 0.64, Cl 0.25-1.65) » M&JAE CRP=15mg/dL - B 14 RIFHFERER I T 2 AT FBE 82% (18% vs
57%, HR 0.18, C1 0.06-0.59) + 90 K35 T_ @ E7N O] P& 82% (9% vs 35%, HR 0.18, Cl 0.04-0.89)[61] °

161 BFEAERAAMKEZHEEIES tocilizumab JAE - BESLZREEMALL - 28 RIFBEENL T LA EBEEE
2(10.6% vs 12.5%)[62] °

REMAP-CAP : 401 EAfE ICU ZHERZE R - IRAME ICU 24 /NFAEER tocilizumab 3§ sarilumab J&¥E - BRI 402 &
BIREREE 21 ARERERBZREBEZRRE(10vs 11 R vs0 X) - FEFRIETERMBRIK(28% vs 22% vs
35.8%)[63] °

COVACTA : 294 Z1# tocilizumab JABE Z BREMKRBE L LimE - 8 144 RL2RBEIEMBLL - 28 RIFTRWE

(19.7% vs 19.4%)[64] °

65 BRI tocilizumab JEEZ EREREDZ KT © B 64 BEMTEBEEML - 15 KT AREZEERS(OR 6.42,
1.59-43.2) - BRI ALLIRAIA& LE[65] -

RECOVERY trial : 2022 £ HEAERBEZHEEER tocilizumab JAE - 2094 BESEREAE - MARA 2%ERES
dexamethasone J&%& - Tocilizumab ATHEBNEREAEHE - 28 RILTEREK(RR 0.86, C10.77-0.96) - B ELRERRS
(RR 1.23, C1 1.12-1.34)[66] °

WHO meta-analysis : WHO BEIBX# 5T 27 EIREHE L6858 - £ 10930 BImE - BARERER 1L-6 HIHIE
(tocilizumab/siltuximab/sarilumab)® - HHERREFE A SFERBREERN ZIERESE - 28 RIETE TNE(22% vs 25%, OR
0.86, C1 0.79-0.95) - B ¥ AN IR g8 EL BIEE(OR 0.72, C1 0.57-0.90)[67] °

REMDACTA : FEH & H>6L/min 7 BZEERT K& - FERTECHEESZ tocilizumab(n=434) 50227l (n=251) - [E]EFHFH
remdesivir o FI4H H Y ZE 2 e REOT 72 5214 vs 16 K 0 p=0.74) » JETFJN A2 54(18.2 vs 19.7%)[68] -




JAK inhibitor

(Baricitinib*, tofacitinib,

ruxolitinib)

a1 3 R ot B

ACTT-2 trial : HHEE A remdesivir & (n=518) - ¥HE2 % B (n=515) Bt A baricitinib - A NRERLZH—K(7
vs8 K - =0.03) - BZ 15 RIFHRIRCLZSHEEIE N 30% (OR 1.3, 1.0-1.6) - NEN B REWERERIFRE MR
EREERE  WREEE - tNEBAKRLZ/\X(10 vs 18 KX)[69] °
COV-BARRIER : KiAE P m R D ECHER baricitinib(n=764) Z i Hl(n=761) - WX X dexamethasone £ ARIIE
BB - 28 RETLEICTE T IR 38.2%(8.1% vs 13.1%) - BUREREREASREGRAFEREETREHRER
FAZ(HR 0.52, p=0.007)[70] °
COV-BARRIER : IHE A ECMO Z EMERBRITAES IS - BB D ECER baricitinib(n=51)3 22 F{ K (n=50))5 % - /&
BEAH 28 REFEEILTZE T PR 46%(39.2 vs 58.0%, p=0.03) - 60 RILTZIN ~PE(45.1 vs 62.0%, p=0.027)[71] °
STOP-COVID trial : 18 B EEMREZRER - RMEAFFREUTRFNBEESE - FR-RANBEIEESZOR
tofacitinib(n=144)S01Z 25  (n=145) - JAEAH 28 RIFIETSIEE T FE 37% (18% vs 29%, RR=0.63) - {BIE T R mEEZE
Z52(2.8% vs 5.5%, HR 0.49, C1 0.15-1.63)[72] -
RECOVERY : 8156 &2 s B a7 EC 13 barticinib BHZAESHEE - MHEUR 4148 RERIFELEE - 28 RIBHET
F P& 13% (12 vs 14%, aRR 0.87) - fEAIFIRERELILT XA P& 11% (aRR 0.89) « IKINERERER MR 2 DB HITHE
- BEHRIWEBSERAIFREMITRSE 2R BYRERTEE(@RR0.75) - mRIUFERZRERREERE

corticosteroids(95%) * remdesivir(20%)  tocilizumab(23%)[73] °

Corticosteroids

W& H% 49 R ot B

RECOVERY trial : 2104 {3 dexamethasone J& & 8 4321 BT BBAMLL - HNERTERERNEEE - &
A dexamethasone 6mg X O] 73 BIP&E 28 REFEEILT MR 18%E2 36% - BHINERATERERE - BHEHER
FRZEEFRTEERRERTEE74] -

MetCOVID : 194 Zf£F methylprednisolone (0.5mg/kg) Z X Fefm &8 199 HiEFZ L MM EMLL - 28 RILTREFEAR
EHEtEE(75] -

CAPE COVID : 76 2f&£ 3 hydrocortisone 200mg Z AEMNERERERE 73 ZERLZREZMELE - 21 KABERKRUERE
FARERTE(76]

CODEX : 151 &£ dexamethasone 20mg i K8 10mg A K Z HEE B 148 BIREAFE AL - 28 KI5 O fe Bt

K28 K BI85 (6.6 vs 4.0 K, p=0.04)[77] °




REMAP-CAP : EEE & FH[E E % £ (hydrocortisone 50 3% 100mg q6h X - IR7EHEIE (50mg q6h + B R Te i {58 ) 2
REA hydrocortisone ZMIFEREERER @ 21 AKFABIEERNHEMBR EXIFRARBBES T REERERTRE
(78] -

DEXA-COVID-19 : 7 & fEFH dexamethasone 20mg i K& 10mg AR EA 12 BARERZIEERE - 28 RILTREERK
EMETRRE(79)] -

COVID STEROID 2 : 497 {5/ dexamethasone 12mg +X - B2 485 ZEM 6 mg + XRZHEMEH 10U/min LEREESR
FIEERE - MAES 28 KRARREXZ B R PUBIIHERE(22vs20.5 K © p=0.07) - T RNERAREZER

(27.1% vs 32.3%)[80] °

Interferon

B 2 R At B

SOLIDARITY trial : 2050 & {E M interferon fA{ARRREGBEEMLE - 28 RIERIETRIAZTE(12.9% vs

11.0%)[7] °

GM-CSF inhibitors (Otilimab,

lenzilumab, mavrilimumab)

WE 1% 2 Bl B

OSCAR trial : 403 BEFSREESR  FFREMITRRFNIEEWEZ K BREM otilimab - 1HER 403 BEAZ R
28 R EERIEEE(71vs 67%) B 2 IEEITETFE (17 vs 19%)19EE - B 70 R LFE 28 RIFTEEERE
EREAE (66 vs46%)[81] °

LIVE-AIR trial : 261 ZERERERIFEEHFBIES lenzilumab A - BB 259 BERLZEEZE - 28 KIFEAELIR
2B TFE 2R IENN 54% (HR: 1.54, Cl: 1.02-2.31)[82] °

MASH-COVID : 21 BFEFERERHE CRP>5 mg/dL Z &2 B EHES mavrilimumab J& - HERR 19 BERLEEZE
14 R FEB AR ERER 2B RER T RE =T (57 vs 47%)[83] °

236 BHREAGSRERBEREBEZ=H lenzilumab &% - RN 243 BEILRHZE 28 REAFTRAEFEED

Bl A 84%E2 78% (p<0.04) * 94%J% B [EIIF 2 steroids + 72%[EIF1E S remdeivir ;A& - B11F 69%[E I51E 3 steroids &

remdesivir [93] °

Sabizabulin

WE % 2 B Al B

18 M LEREMXU LEE  BESERBEFZHEEZREE - KBS EEES sabizabulin BX 9mg H 21 X5§
Z R - 134 1 sabizabulin ZAAHE R 70 L EHEIAE - 60 REFZIEEIETE T FE 55.2% (20.2 vs 45.1%, p=0.0042) - [F]

5 1R I IR 231 FHZR N R 49% (p=0.0013)  1EFTKE TR 26% (p=0.0277)[84] *




= ~ ¥71 SARS-CoV-2 EEtkIfE

W %18 BIRER BAEEEE

Bamlanivimabzetesevimab BB | e 5 bamlanivimab AR 232 BESHARETFIZFEE - B 1160 BRBDABEML - CRETAETERT

(Ly-Covs55)@ (a%%) #% - bamlanivimab 48 28 FAERRELFET 5 & 60% (OR=0.4, C1 0.4-0.69) - BERY 65 Bl HEB BN - (B/E5E
TR fss (6 EWIETHR . EE S 8117 B RKBTEESS) -

o [EEMRE  EVE—REEERARBEFZHEARE - IREE 10 XAES bamlanivimab (n=2747)5% casirivimab +
imdevimab (b=849);8%% - 28 REMRED RIS 4.34%51 2.83% - ZEIEMTEZE(p=0.05) - EEREWEFRAMRA T2

RlfmAaZE =2 - 55 28 X COVID-19 HHEEFIRER 2.84 vs 1.65% - A FTEAE ZE[86] °

BEFXEIEREHER | @  BLAZE-1, monotherapy : 35 bamlanivimab JA%HY 309 LIk R EIES L RITE AL - mE2 FEREHE - 29 X

(A% (B B B IR B B R (87) -

®  ACTIV-3 : % bamlanivimab AR 163 R xR BEER L BEIZMIL - WMARLSERIWRERE(88] -

®  BLAZE-1, combination : 3= bamlanivimab(309 33) * bamlanivimab + etesevimab(112 35) ¥ Z (156 &) ZFI2 R &
FBLE - bamlanivimab + etesevimab fATEFE +— KR HE =R K[89] °

®  BLAZE-1, phase 3 : ##% bamlanivimab + etesevimab 5[ 511 BESERKREF 7 EPERZHER - BN 258 &

ZRBEAE - EFRETBE 87%[90] -

PEIEEIBREAER | @  BLAZE-2 : 965 BERBMEARMBIFEAS  ZEENEEDEZ ZBUIZRER SARS-Cov-2 MBS L pCR 92 H -
(Fakn) ME#1% = bamlanivimab(n=484)3% % F Ml (n=482)FaFs 14 1% % - FZE4E )\F A4 CoVID-19 BAE kB ZR R R EE(OR
0.43, p=0.00021) - E=FERG 14 FAZER = BB @ F o] T~ B 80% (OR 0.20) - BB BT ETHIR - Z=EE i B.1.1.7

BERETRINEOL, 92]

Casirivimab + Imdevimab BEFSHIEREAER | @ 1 casirivimab B imdevimab BB AR 533 LI E R BB L RIEE AL - BES TRERE 28 KEEMR
(REGN-CoV2)@ () A2 LERBIE[93] -
H AT A R (e ® 275 ZFI2HBEZ AR E casirivimab + imdevimab SN Z /| - BEAFStAHREE NRES - HEESAER

RBER S & 375 SARS-CoV-2 B (seronegative) - JABNREFZE[94] -




BEFEMETFZHEE - ES 1200mg(n=736)3 2400mg(n=1355) casirivimab + imdevimab A + RN ERZR
& (n=748, 1341) - 28 KIET S 1EF7E 5 R FBE 70.4% (p<0.001)E2 71.3% (p<0.001) - B 19012 B N KEREAR L Z(10
vs 14 X+ p<0.0001) « AN ZERB 24% 5 MBS Y - TMERBEEDSEUR(9S, 96] -

803 B2 R B EST ARIB E5FMKE K N E5T casirivimab + imdevimab (1V: 2400/1200/600mg, SC 1200/600mg) - 1HER
RESZREE  SLXEHEINERSBERKR97) -

RECOVERY trial : 4839 B PR EIER casirivimab + imdevimab (IV 4000+4000mg) 3} Z & Fl(n=4946) - W RS2
#F - 28 RIETZRT] NEE 20% (24% vs 30%, RR=0.8) - BHRIWERKIEGH RFIERE - WRRIRERTEZ(98] -

B 3 R At B
(YERR)

753 BEZBMEBZRFEBE Tl =125 - WER PCRIEUBEEAEMR - REEIURAES casirivimab +
imdevimab (SC 1200mg) * 5 752 FLFEIH - MARWEBIIHELEZEBEIME - J8FM 28 RIFBEMREZ X
NP 81.4% (1.5 vs 7.8%p<0.0001) - BAEAMRFERZ NS B BEFE (1.2 vs 3.2 B) - BREEHRIE([99, 100] - EHAER
BOBEMATTE A 2-8 A B XD T 81.6% (p<0.0001) - B AR covID-19 MR - JAEAB SR 7 Al

B 34.5%5 35 2% B It HE B & % 7& covID-19 & Ea[101] »

Sotrovimab

WE % 2 Bl B
(B¥E)

COMET-ICE : 291 REEFEMETFIRZRER BB ARAER sotrovimab A - HHER 292 BESTLREMAE - 5
29 KASEIREIE TR ¥ 85% (1% vs 7%) - EiAEEAH 8 A A{E ICU[102, 103] °

Regdanvimab

W& H% 49 R ot B
(BE)

204 B2 R B ES 40 3 80mg ragdanvimab jAEE - FHEN 103 FESLEEIE - 28 BERS/AERIIETERE
(4.4vs8.7%) - BEERABEFRES AL REELER(5.5vs 12.7%) - BAEAS - RXEWNH FRBEEREE

BT PE 39%[104] -

Tixagevimab + cilgavimab

(EVUSHELD)"@

WE % 2 Bl B
(8RA)

PROVENT : 3441 & 18 mMU L2 VE—ESERGE T - A KFE MR E S —8 300mg tixagevimab + cilgavimab
AP ESH S REBRITRL - AHEUR 1731 BEILZREIE - B E 183 KIS PCR HEFZBEN SARS-CoV-2 BURMERT
& 77%(0.2 vs 1.0%, p<0.001)[105, 106] °

STORM-CHASER : 749 %4 18 R _E B ATEER SARS-CoV-2 TER2 % B i8R )\ RN1ES —H 300mg tixagevimab +
cilgavimab A REEIRES - AER 372 BESILZREZE - B E 183 XK PCR 2B AEAR SARS-CoV-2 ELRMR T

BT EREEE (3.1 vs 4.6%, Cl: -26-65)[105] °




a1 3 R ot B
(AFE)

TACKLE : 452 % 18 pA LR B HETE CovID-19 B 2 B b EFIR2 m B I B8 m £ RS 600mg tixagevimab +
cilavimab —%| - HER 451 RFEZLZHEZE - 28 RIFEAEFHITRMEE 50.5% - BRBEMRBATIARE - WRBE
#[107] -

ACTIV-3 : 710 BRFHERARRR BN ERE T _KRAES 600mg tixagevimab + cilavimab — | - 18E R 707 BIES L
BEZE - 90 RIKEXMAREBREERE BT ERIE 30% - BRFREMRLTAE - QREEE(108] -

Bebtelovimab?

WE 1% 4 Bl B
(BFE)

BLAZE-4 (low-risk) : #EAE1T e B PR (K 7 B P AEPIR2 7 BRI TERZ = R INBEH 7 BC 2 bebtelovimab(n=125)

bebtelovimab + bamlanivimab + etesivimab(n=127)8k Z F{El(n=128) - Bt AR REEHEE 29 XKIFEFR R ER TR
EZ5(1.6vs2.4vs1.6%) - 1B bebtelovimab #H o] EREZEREARLZ=(6 vs 7 vs 8 X - p=0.003)[109] -

BLAZE-4 (high-risk) : EEERRE T 2 & PREPIZHEBRIEZ = KABEE DB bebtelovimab(n=100)

bebtelovimab + bamlanivimab + etesivimab(n=50) - 58 =/F1/t/+— KRB E5E 29 RKIFERR U RATEZE

(3 vs 4 %)[109] «




I - EihzEy)
EmY B BIBEER B EERE
Aspirin ME¥I0RER | @ RECOVERY trial : 7351 Z1E aspirin ZEFAE - B 7541 ZAZAAEAMLE - 28 RIET o IR 28 AR I f =
> Aspirin A2 M 12 34 A REE(4.6% vs 5.3%) - BEE L MBHHERRES(1.6% vs 1.0%) - TRRER AL FFEH
COVID-19 1ER%fm Bk LMWH INER4EF aspirin[110]
Colchicine PERHIPEEI5 | @ COLCORONAtrial : 40 5%l L PCR SUEMRIEZPI2RRE - BARV —BEHRTFAEEZABRETE - BikH AR
EhiEE S e colchicine(0.5mg BHMR x3 X - BH—R x27 R)HLZRE - MAHZ 2253 BREP - BT ERRTEEE(4.7%
vs 5.8%) + 1B colchicine ;A& #H PCR M52 B & 2 5 TS PR 81K (4.6% vs 6.0%, OR=0.75, CI 0.57-0.99) ° ;AFEAERLL
B8R S(13.7% vs 7.3%, p<0.001) - BT R E L KE 5(0.5% vs 0.1%, p=0.01)[111] °
®  RECOVERY trial : 11162 Z1EFEiRk B D BCIEES colchicine FIREAE - YIS AR TRMA 28 RIETEURER
(20% vs 19%, p=0.63) - BT E IR ATAE R UL ZE[112, 113] ©
®  COLCOVID : 1279 Z{EFfm BFEHE D EC R colchicine SUIRAEAER - MAHTESS 28 KIFSE T2 (HR0.88; C1 0.70-1.12)E2
E FEIF IR 23 30 JE T-2E(HR 0.83; CI, 0.67-1.02) 9 AT A E = H[114] -
Fluvoxamine PEHIREIER | @ TOGETHERtrial : 741 R EEEEMPIZKRIES fluvoxamine T RAE - HBRN 756 BEFLTREE - 28 RNATE
HETC R st SRR ERBRIE(11% vs 16%, RR 0.52-0.88) - H i 4B &l B LL AL M\ 2= [115] -
®  COVID-OUT : 3/t RAZ 30-85 BB E AL 22 AR - A& D BC1E 1= metformin(n=630) »
fluvoxamine(n=343) - ivermecti(n=410)SL Z Rl - 14 KA EEFRR(Sp02<93%) ~ ERFZTEE ~ EFea T 2 AR
AL R EE I RAA T B E =5 (116] -
mEDH o  GEHIFEREIERRE - & 2106 BEERE - R fluvoxamine AERAIRS 0.78 (0.58-1.08) - RIEFEIER
164 - fluvoxamine TIfE(E(ERTEIRAITIBEM A 94.1-98.6[117] ©
RN MEEIRER | e 223 RIERWENMBAEYFE - HER 105 BLREA - #AEMAEIEN SARS-Cov-2 MESZERS - 18 30

KISER IR UZEEBI B TET-2R(10.96% vs 11.43%) 1 FEEE([118] °




80 AR 72 NEAEZERIAAE Y 65 B LEER - RN 80 BLEEIA - 5 15 R EREREMKLL
BIEE(16% vs 31, RR=0.52, p=0.03) - BB REHS - ABEMRELF[119] -

PLACID : 235 ZEZRERMB AR ZBREMKULEERSE - MER 229 BEIRERFEE - 28 RAET XU EE
FE(19% vs 18%) [120] °

55 SRESKERMBEAEBREMIU IRERSE - BRI 51 BEIFEREE - 28 RIGHERIESZE(51.9% vs
43.1%, p=0.26)ERIE T_#(15.7% vs 24.0%, p=0.30)19FEE [121]

RECOVERY trial : 5795 & fE AR ERMIB AT ZERRBE - HER 5763 BIEARELEE - 28 RIETXRIEEE
(24% vs 24%, RR 1.00, p=0.95) - mEWERFBREEZED EHEREREERZ(87%)[37] °

C3PO : 257 BRBHFE L RANFEARERNE -  BEESERBRFZMZREE - RN 257 BEFERALEBE - XS
15 KR IBRIEEMER - MBI T 2R HFEF(30.0 vs 31.9%)[122]

REMAP-CAP : 1084 Z AEMNERE ZEAERE - MUE 48 /NFAERKEIRME - R 916 BEFEZITEEAE
E B RABAFREXFREWERTEEZERO KX vs3 X * OR0.97 - 0.82-1.14) ; FERILTHINEERE(37.3
vs 38.4%)[123] -

CONTAIN-COVID : 468 ZfEFHERNIFFEMIFRFE - RBB Tt R ER=RANERKERMS - HER 473
BEIBA - 5 14 RKIFRRNERWAEFRFTHEZEZEZE(COR0.94,0.75-1.18) + 28 KINKRZEH TR (cOR 0.72, 0.46-
1.13)[124] -

592 F 39w )\ RA LA PI2R B S S B (21:320 anti-S antibody) K HRIMIE A 250mL - AR 589 BES L R
MEE - 28 RIFEPEZETFE 54% (2.9 vs 6.3%)[125, 126] -

188 HEEH T RA 50 AL AR B (97% 4 BE) B2 5 B (EUROIMMUN ratio>6) i EHR M A - AHEN 188 &

BESTREE 28 KBERRUERNBEER(12vs 11%) - FEABFRSENERTBEERE - FBWERRM
BMEEBHIEE @ B EERERE S E SN REREER127]
mantt manimHEREEEREHE 111782 BREFEAER - KERHMERAREREILTEM(RR 1.02,0.92-1.12)[91] -

Cochrane review : A& 74T 13 (BB IR R - 3£ 48500 BiRBEN R - HWHEE coviD-19 fFE - WEHIMB
PR ERBIETERIY UETRARTT - EHEENBERTE - WEBMBMNR & EIBIEEE[128] -




@ERHESERMA *CEUSEE DA ZE  #ERIE=E FDA ERERRE(EUA)



ZE R

1.

10.

11.

12.

13.

Momattin, H., et al., Therapeutic options for Middle East respiratory
syndrome coronavirus (MERS-CoV)--possible lessons from a systematic review
of SARS-CoV therapy. Int J Infect Dis, 2013. 17(10): p. e792-8.

Momattin, H., AY. Al-Ali, and J.A. Al-Tawfiq, A Systematic Review of
therapeutic agents for the treatment of the Middle East Respiratory Syndrome
Coronavirus (MERS-CoV). Travel Med Infect Dis, 2019. 30: p. 9-18.

Shen Lin, R.S., Jingdong He, Xinhao Li, Xushun Guo, Molecular Modeling
Evaluation of the Binding Effect of Ritonavir, Lopinavir and Darunavir to
Severe Acute Respiratory Syndrome Coronavirus 2 Proteases. bioRxiv, 2020.
Cao, B, et al., A Trial of Lopinavir-Ritonavir in Adults Hospitalized with Severe
Covid-19. N Engl J Med, 2020. 382(19): p. 1787-1799.

Hung, I.F., et al., Triple combination of interferon beta-1b, lopinavir-ritonavir,
and ribavirin in the treatment of patients admitted to hospital with COVID-19:
an open-label, randomised, phase 2 trial. Lancet, 2020. 395(10238): p. 1695-
1704.

Group, R.C., Lopinavir-ritonavir in patients admitted to hospital with COVID-19
(RECOVERY): a randomised, controlled, open-label, platform trial. Lancet,
2020.

Consortium, W.H.O.S.T., et al., Repurposed Antiviral Drugs for Covid-19 -
Interim WHO Solidarity Trial Results. N Engl ] Med, 2020.

Wang, M., et al., Remdesivir and chloroquine effectively inhibit the recently
emerged novel coronavirus (2019-nCoV) in vitro. Cell Res, 2020. 30(3): p. 269-
271.

Holshue, M.L., et al., First Case of 2019 Novel Coronavirus in the United
States. N Engl J Med, 2020. 382(10): p. 929-936.

Grein, J., et al., Compassionate Use of Remdesivir for Patients with Severe
Covid-19. N Engl J Med, 2020. 382(24): p. 2327-2336.

Garibaldi, B.T,, et al., Comparison of Time to Clinical Improvement With vs
Without Remdesivir Treatment in Hospitalized Patients With COVID-19. JAMA
Netw Open, 2021. 4(3): p. e213071.

Wong, C.K.H., et al., Clinical improvement, outcomes, antiviral activity, and
costs associated with early treatment with remdesivir for patients with
COVID-19. Clin Infect Dis, 2021.

Mozaffari, E., et al., Remdesivir treatment in hospitalized patients with COVID-
19: a comparative analysis of in-hospital all-cause mortality in a large multi-
center observational cohort. Clin Infect Dis, 2021.



14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

Wang, Y., et al., Remdesivir in adults with severe COVID-19: a randomised,
double-blind, placebo-controlled, multicentre trial. Lancet, 2020. 395(10236):
p. 1569-1578.

Beigel, J.H., et al., Remdesivir for the Treatment of Covid-19 - Final Report. N
Engl J Med, 2020. 383(19): p. 1813-1826.

Goldman, J.D., et al., Remdesivir for 5 or 10 Days in Patients with Severe
Covid-19. N Engl J Med, 2020. 383(19): p. 1827-1837.

Science, G., VEKLURY® (REMDESIVIR) SIGNIFICANTLY REDUCED RISK OF
HOSPITALIZATION IN HIGH-RISK PATIENTS WITH COVID-19. 2021.

Gottlieb, R.L., et al., Early Remdesivir to Prevent Progression to Severe Covid-
19 in Outpatients. 2021.

Kalil, A.C., et al., Efficacy of interferon beta-1a plus remdesivir compared with
remdesivir alone in hospitalised adults with COVID-19: a double-bind,
randomised, placebo-controlled, phase 3 trial. Lancet Respir Med, 2021.

Ali, K., et al., Remdesivir for the treatment of patients in hospital with COVID-
19 in Canada: a randomized controlled trial. 2022. 194(7): p. E242-E251.
Consortium, W.H.0.S.T., Remdesivir and three other drugs for hospitalised
patients with COVID-19: final results of the WHO Solidarity randomised trial
and updated meta-analyses. Lancet, 2022. 399(10339): p. 1941-1953.

Yao, X., et al., In Vitro Antiviral Activity and Projection of Optimized Dosing
Design of Hydroxychloroquine for the Treatment of Severe Acute Respiratory
Syndrome Coronavirus 2 (SARS-CoV-2). Clin Infect Dis, 2020. 71(15): p. 732-
739.

Gupta, S., et al., Association Between Early Treatment With Tocilizumab and
Mortality Amonag Critically Il Patients With COVID-19. JAMA Intern Med,
2020.

Gautret, P, et al., Hydroxychloroquine and azithromycin as a treatment of
COVID-19: results of an open-label non-randomized clinical trial. Int J
Antimicrob Agents, 2020. 56(1): p. 105949.

Gautret, P, et al., Clinical and microbiological effect of a combination of
hydroxychloroquine and azithromycin in 80 COVID-19 patients with at least a
six-day follow up: A pilot observational study. Travel Med Infect Dis, 2020. 34:
p. 101663.

Magagnoli, J., et al., Outcomes of Hydroxychloroquine Usage in United States
Veterans Hospitalized with COVID-19. Med (N Y), 2020.

Geleris, J., et al., Observational Study of Hydroxychloroquine in Hospitalized
Patients with Covid-19. N Engl J Med, 2020. 382(25): p. 2411-2418.
Rosenberg, E.S., et al., Association of Treatment With Hydroxychloroquine or



29.

30.

31.

32.

33.

34,

35.

36.

37.

38.

39.
40.

41.

42.

43.

Azithromycin With In-Hospital Mortality in Patients With COVID-19 in New
York State. JAMA, 2020. 323(24): p. 2493-2502.

Mahevas, M., et al., Clinical efficacy of hydroxychloroquine in patients with
covid-19 pneumonia who require oxygen: observational comparative study
using routine care data. BMJ, 2020. 369: p. m1844.

Borba, M.G.S,, et al., Effect of High vs Low Doses of Chloroquine Diphosphate
as Adjunctive Therapy for Patients Hospitalized With Severe Acute Respiratory
Syndrome Coronavirus 2 (SARS-CoV-2) Infection: A Randomized Clinical Trial.
JAMA Netw Open, 2020. 3(4): p. e208857.

Skipper, C.P.,, et al., Hydroxychloroquine in Nonhospitalized Adults With Early
COVID-19 : A Randomized Trial. Ann Intern Med, 2020. 173(8): p. 623-631.
Mitja, O., et al., Hydroxychloroquine for Early Treatment of Adults with Mild
Covid-19: A Randomized-Controlled Trial. Clin Infect Dis, 2020.

Group, R.C,, et al., Effect of Hydroxychloroquine in Hospitalized Patients with
Covid-19. N Engl J Med, 2020. 383(21): p. 2030-2040.

Boulware, D.R., et al., A Randomized Trial of Hydroxychloroquine as
Postexposure Prophylaxis for Covid-19. N Engl ) Med, 2020. 383(6): p. 517-
525.

Mitja, O., et al., A Cluster-Randomized Trial of Hydroxychloroquine for
Prevention of Covid-19. N Engl J Med, 2020.

Rajasingham, R., et al., Hydroxychloroquine as pre-exposure prophylaxis for
COVID-19 in healthcare workers: a randomized trial. Clin Infect Dis, 2020.
Group, R.C., Convalescent plasma in patients admitted to hospital with
COVID-19 (RECOVERY): a randomised controlled, open-label, platform trial.
Lancet, 2021. 397(10289): p. 2049-2059.

Lopez-Medina, E., et al., Effect of Ivermectin on Time to Resolution of
Symptoms Among Adults With Mild COVID-19: A Randomized Clinical Trial.
JAMA, 2021.

WHO, Therapeutics and COVID-19: Living guieline. 2021.

Lim, S.C.L., et al., Efficacy of Ivermectin Treatment on Disease Progression
Among Adults With Mild to Moderate COVID-19 and Comorbidities: The I-
TECH Randomized Clinical Trial. JAMA Internal Medicine, 2022.

Reis, G., et al., Effect of Early Treatment with lvermectin among Patients with
Covid-19. 2022.

Vallejos, J., et al., Ivermectin to prevent hospitalizations in patients with
COVID-19 (IVERCOR-COVID19) a randomized, double-blind, placebo-controlled
trial. BMC Infectious Diseases, 2021. 21(1): p. 635.

Naggie, S., et al., Effect of Ivermectin vs Placebo on Time to Sustained



44,

45,

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

Recovery in Outpatients With Mild to Moderate COVID-19: A Randomized
Clinical Trial. JAMA, 2022. 328(16): p. 1595-1603.

Roman, Y.M,, et al., Ivermectin for the Treatment of Coronavirus Disease
2019: A Systematic Review and Meta-analysis of Randomized Controlled
Trials. Clinical Infectious Diseases, 2021.

Popp, M., et al., Ivermectin for preventing and treating COVID-19. Cochrane
Database Syst Rev, 2021. 7: p. CD015017.

Rosenke, K., et al., Orally delivered MK-4482 inhibits SARS-CoV-2 replication in
the Syrian hamster model. Nature Communications, 2021. 12(1): p. 2295.
Fischer, W., et al., Molnupiravir, an Oral Antiviral Treatment for COVID-19.
2021: p. 2021.06.17.21258639.

Co., M., Merck and Ridgeback’s Investigational Oral Antiviral Molnupiravir
Reduced the Risk of Hospitalization or Death by Approximately 50 Percent
Compared to Placebo for Patients with Mild or Moderate COVID-19 in Positive
Interim Analysis of Phase 3 Study.

Jayk Bernal, A, et al., Molnupiravir for Oral Treatment of Covid-19 in
Nonhospitalized Patients. 2021.

Effect of Molnupiravir on Biomarkers, Respiratory Interventions, and Medical
Services in COVID-19. 2022. 175(8): p. 1126-1134.

al, B.e., Molnupiravir plus usual care versus usual care alone as early
treatment for adults with COVID-19 at increased risk of adverse outcomes
(PANORAMIC): preliminary analysis from the United Kingdom randomised,
controlled open-label, platform adaptive trial. 2022.

Wong, C.K.H., et al., Real-world effectiveness of early molnupiravir or
nirmatrelvir-ritonavir in hospitalised patients with COVID-19 without
supplemental oxygen requirement on admission during Hong Kong's omicron
BA.2 wave: a retrospective cohort study. Lancet Infect Dis, 2022.

Wong, C.K.H., et al., Real-world effectiveness of molnupiravir and nirmatrelvir
plus ritonavir against mortality, hospitalisation, and in-hospital outcomes
among community-dwelling, ambulatory patients with confirmed SARS-CoV-2
infection during the omicron wave in Hong Kong: an observational study.
Lancet, 2022. 400(10359): p. 1213-1222.

FDA, FACT SHEET FOR HEALTHCARE PROVIDERS: EMERGENCY USE
AUTHORIZATION FOR PAXLOVIDTM. 2021.

Hammond, J., et al., Oral Nirmatrelvir for High-Risk, Nonhospitalized Adults
with Covid-19. 2022.

Arbel, R,, et al., Nirmatrelvir Use and Severe Covid-19 Outcomes during the
Omicron Surge. 2022. 387(9): p. 790-798.



57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

Giuseppe Gritti, F.R., Diego Ripamonti, lvano Riva, Francesco Landi, Leonardo
Alborghetti, Marco Frigeni, Marianna Damiani, Caterina Mico, Stefano
Fagiuoli, Roberto Cosentini, Ferdinando Luca Lorini, Fabrizio Fabretti,
Jonathan Morgan, Benjamin M.J. Owens, Karan Kanhai, Jim Cowburn, Marco
Rizzi, Fabiano Di Marco, Alessandro Rambaldi, Use of siltuximab in patients
with COVID-19 pneumonia requiring ventilatory support. medRxiv, 2020.
Guaraldi, G., et al., Tocilizumab in patients with severe COVID-19: a
retrospective cohort study. Lancet Rheumatol, 2020. 2(8): p. e474-e484.
Salvarani, C., et al., Effect of Tocilizumab vs Standard Care on Clinical
Worsening in Patients Hospitalized With COVID-19 Pneumonia: A Randomized
Clinical Trial. JAMA Intern Med, 2020.

Hermine, O., et al., Effect of Tocilizumab vs Usual Care in Adults Hospitalized
With COVID-19 and Moderate or Severe Pneumonia: A Randomized Clinical
Trial. JAMA Intern Med, 2020.

Mariette, X., et al., Effectiveness of Tocilizumab in Patients Hospitalized With
COVID-19: A Follow-up of the CORIMUNO-TOCI-1 Randomized Clinical Trial.
JAMA Intern Med, 2021.

Stone, J.H., et al., Efficacy of Tocilizumab in Patients Hospitalized with Covid-
19. N Engl J Med, 2020. 383(24): p. 2333-2344.

Investigators, R.-C., et al., Interleukin-6 Receptor Antagonists in Critically Il
Patients with Covid-19. N Engl J Med, 2021.

Rosas, I.0., et al., Tocilizumab in Hospitalized Patients with Severe Covid-19
Pneumonia. N Engl J Med, 2021.

Veiga, V.C,, et al., Effect of tocilizumab on clinical outcomes at 15 days in
patients with severe or critical coronavirus disease 2019: randomised
controlled trial. BMJ, 2021. 372: p. n84.

Group, R.C., Tocilizumab in patients admitted to hospital with COVID-19
(RECOVERY): preliminary results of a randomised, controlled, open-label,
platform trial. medRxiv, 2021.

Shankar-Hari, M., et al., Association Between Administration of IL-6
Antagonists and Mortality Among Patients Hospitalized for COVID-19: A
Meta-analysis. Jama, 2021. 326(6): p. 499-518.

Rosas, I.0., et al., Tocilizumab and remdesivir in hospitalized patients with
severe COVID-19 pneumonia: a randomized clinical trial. Intensive Care
Medicine, 2021. 47(11): p. 1258-1270.

Kalil, A.C., et al., Baricitinib plus Remdesivir for Hospitalized Adults with Covid-
19. N Engl J Med, 2020.

Vincent C. Marconi, AV.R., Stephanie de Bono, Cynthia E. Kartman,



71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

Venkatesh Krishnan, Efficacy and safety of baricitinib in patients with COVID-
19 infection: Results from the randomised, double-blind, placebo-controlled,
parallel-group COV-BARRIER phase 3 trial. medRxiv, 2021.

Ely, EW., et al., Baricitinib plus Standard of Care for Hospitalised Adults with
COVID-19 on Invasive Mechanical Ventilation or Extracorporeal Membrane
Oxygenation: Results of a Randomised, Placebo-Controlled Trial. 2021: p.
2021.10.11.21263897.

Patricia O. Guimardes, M.D., Ph.D., Daniel Quirk, M.D., M.P.H., Remo H.
Furtado, M.D., Ph.D., Lilia N. Maia, M.D., Ph.D., José F. Saraiva, M.D., Ph.D.,
Murillo O. Antunes, M.D., Ph.D., Roberto Kalil Filho, M.D., Ph.D., Vagner M.
Junior, M.D., Tofacitinib in Patients Hospitalized with Covid-19 Pneumonia.
The New England Journal of Medicine, 2021.

Group, R.C., Baricitinib in patients admitted to hospital with COVID-19
(RECOVERY): a randomised, controlled, open-label, platform trial and updated
meta-analysis. Lancet, 2022. 400(10349): p. 359-368.

Group, R.C,, et al., Dexamethasone in Hospitalized Patients with Covid-19 -
Preliminary Report. N Engl J Med, 2020.

Jeronimo, C.M.P,, et al., Methylprednisolone as Adjunctive Therapy for
Patients Hospitalized With COVID-19 (Metcovid): A Randomised, Double-Blind,
Phase IIb, Placebo-Controlled Trial. Clin Infect Dis, 2020.

Dequin, P.F,, et al., Effect of Hydrocortisone on 21-Day Mortality or
Respiratory Support Among Critically Il Patients With COVID-19: A
Randomized Clinical Trial. JAMA, 2020. 324(13): p. 1298-1306.

Tomazini, B.M.,, et al., Effect of Dexamethasone on Days Alive and Ventilator-
Free in Patients With Moderate or Severe Acute Respiratory Distress
Syndrome and COVID-19: The CoDEX Randomized Clinical Trial. JAMA, 2020.
324(13): p. 1307-1316.

Angus, D.C,, et al., Effect of Hydrocortisone on Mortality and Organ Support in
Patients With Severe COVID-19: The REMAP-CAP COVID-19 Corticosteroid
Domain Randomized Clinical Trial. JAMA, 2020. 324(13): p. 1317-1329.
Group, W.H.O.R.E.A.f.C.-TW,, et al., Association Between Administration of
Systemic Corticosteroids and Mortality Among Critically Ill Patients With
COVID-19: A Meta-analysis. JAMA, 2020. 324(13): p. 1330-1341.

Group, T.C.S.T., Effect of 12 mg vs 6 mg of Dexamethasone on the Number of
Days Alive Without Life Support in Adults With COVID-19 and Severe
Hypoxemia: The COVID STEROID 2 Randomized Trial. JAMA, 2021.

Patel, J., et al., A Randomized Trial of Otilimab in Severe COVID-19 Pneumonia
(OSCAR). medRxiv, 2021: p. 2021.04.14.21255475.



82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

Temesgen, Z., et al., LENZILUMAB EFFICACY AND SAFETY IN NEWLY
HOSPITALIZED COVID-19 SUBJECTS: RESULTS FROM THE LIVE-AIR PHASE 3
RANDOMIZED DOUBLE-BLIND PLACEBO-CONTROLLED TRIAL. medRxiv, 2021.
Cremer, P.C., et al., Mavrilimumab in patients with severe COVID-19
pneumonia and systemic hyperinflammation (MASH-COVID): an investigator
initiated, multicentre, double-blind, randomised, placebo-controlled trial.
Lancet Rheumatol, 2021. 3(6): p. e410-e418.

Barnette, K.G., et al., Oral Sabizabulin for High-Risk, Hospitalized Adults with
Covid-19: Interim Analysis. 2022. 1(9): p. EVID0a2200145.

J Ryan Bariola, M., Erin K McCreary, PharmD, Richard J Wadas, MD, Kevin E
Kip, PhD, Oscar C Marroquin, MD, Tami Minnier, MSN, RN, Stephen Koscumb,
BS, Kevin Collins, BS, Mark Schmidhofer, MD, Judith A Shovel, BSN RN, Impact
of bamlanivimab monoclonal antibody treatment on hospitalization and
mortality among non-hospitalized adults with SARS-CoV-2 infection. Open
Forum Infectious Diseases, 2021.

Ganesh, R,, et al., Real-World Clinical Outcomes of Bamlanivimab and
Casirivimab-Imdevimab Among High-Risk Patients With Mild to Moderate
Coronavirus Disease 2019. The Journal of Infectious Diseases, 2021.

Chen, P, et al., SARS-CoV-2 Neutralizing Antibody LY-CoV555 in Outpatients
with Covid-19. N Engl J Med, 2020.

Group, A-T.L-C.S., et al., A Neutralizing Monoclonal Antibody for Hospitalized
Patients with Covid-19. N Engl J Med, 2020.

Gottlieb, R.L., et al., Effect of Bamlanivimab as Monotherapy or in
Combination With Etesevimab on Viral Load in Patients With Mild to
Moderate COVID-19: A Randomized Clinical Trial. JAMA, 2021. 325(7): p. 632-
644.

Lilly's bamlanivimab and etesevimab together reduced hospitalizations and
death in Phase 3 trial for early COVID-19.

Janiaud, P, et al., Association of Convalescent Plasma Treatment With Clinical
Outcomes in Patients With COVID-19: A Systematic Review and Meta-analysis.
JAMA, 2021.

Cohen, M.S,, et al., Effect of Bamlanivimab vs Placebo on Incidence of COVID-
19 Among Residents and Staff of Skilled Nursing and Assisted Living Facilities:
A Randomized Clinical Trial. JAMA, 2021.

FDA, Fact sheet for health care providers emergency use authorization (EUA)
of casirivimab and imdevimab. 2020.

Weinreich, D.M., et al., REGN-COV2, a Neutralizing Antibody Cocktail, in
Outpatients with Covid-19. N Engl J Med, 2021. 384(3): p. 238-251.



95.

96.

97.

PHASE 3 TRIAL SHOWS REGEN-COV™ (CASIRIVIMAB WITH IMDEVIMAB)
ANTIBODY COCKTAIL REDUCED HOSPITALIZATION OR DEATH BY 70% IN NON-
HOSPITALIZED COVID-19 PATIENTS.

Weinreich, D.M., et al., REGEN-COV Antibody Combination and Outcomes in
Outpatients with Covid-19. N Engl J Med, 2021.

FDA, DIVISION OF ANTIVIRAL PRODUCTS (HFD-530)

CLINICAL VIROLOGY REVIEW.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

Group, R.C,, Casirivimab and imdevimab in patients admitted to hospital with
COVID-19 (RECOVERY): a randomised, controlled, open-label, platform trial.
medRxiv, 2021.

PHASE 3 PREVENTION TRIAL SHOWED 81% REDUCED RISK OF SYMPTOMATIC
SARS-COV-2 INFECTIONS WITH SUBCUTANEOUS ADMINISTRATION OF REGEN-
COV ™ (CASIRIVIMAB WITH IMDEVIMAB).

O’Brien, M.P, et al., Subcutaneous REGEN-COV Antibody Combination to
Prevent Covid-19. New England Journal of Medicine, 2021.

REGENERON, NEW PHASE 3 ANALYSES SHOW THAT A SINGLE DOSE OF
REGEN-COV® (CASIRIVIMAB AND IMDEVIMAB) PROVIDES LONG-TERM
PROTECTION AGAINST COVID-19. 2021.

FDA, U., Coronavirus (COVID-19) Update: FDA Authorizes Additional
Monoclonal Antibody for Treatment of COVID-19. 2021.

Gupta, A., et al., Early Treatment for Covid-19 with SARS-CoV-2 Neutralizing
Antibody Sotrovimab. 2021.

EMA, CONDITIONS OF USE, CONDITIONS FOR DISTRIBUTION AND PATIENTS
TARGETED AND CONDITIONS FOR SAFETY MONITORING ADRESSED TO
MEMBER STATES FOR UNAUTHORISED PRODUCT Regkirona (regdanvimab).
2021.

USFDA, FACT SHEET FOR HEALTHCARE PROVIDERS: EMERGENCY USE
AUTHORIZATION FOR EVUSHELD™ (tixagevimab co-packaged with
cilgavimab). 2021.

Levin, M.J,, et al., Intramuscular AZD7442 (Tixagevimab—Cilgavimab) for
Prevention of Covid-19. 2022.

Montgomery, H., et al., Efficacy and safety of intramuscular administration of
tixagevimab-cilgavimab for early outpatient treatment of COVID-19 (TACKLE):
a phase 3, randomised, double-blind, placebo-controlled trial. Lancet Respir
Med, 2022.

Group, A.C.--T.fL.w.C.-S., Tixagevimab-cilgavimab for treatment of patients
hospitalised with COVID-19: a randomised, double-blind, phase 3 trial. Lancet
Respir Med, 2022.



109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

FDA, FACT SHEET FOR HEALTHCARE PROVIDERS: EMERGENCY USE
AUTHORIZATION FOR BEBTELOVIMAB. 2022.

Group, R.C., Aspirin in patients admitted to hospital with COVID-19
(RECOVERY): a randomised, controlled, open-label, platform trial. medRxiv,
2021.

Tardif, J.C., et al., Colchicine for community-treated patients with COVID-19
(COLCORONA): a phase 3, randomised, double-blinded, adaptive, placebo-
controlled, multicentre trial. Lancet Respir Med, 2021.

group, R.c., RECOVERY trial closes recruitment to colchicine treatment for
patients hospitalised with COVID-189.

Group, R.C., Colchicine in patients admitted to hospital with COVID-19
(RECOVERY): a randomised, controlled, open-label, platform trial. Lancet
Respir Med, 2021.

Diaz, R, et al., Effect of Colchicine vs Usual Care Alone on Intubation and 28-
Day Mortality in Patients Hospitalized With COVID-19: A Randomized Clinical
Trial. JAMA Network Open, 2021. 4(12): p. e2141328-e2141328.

Reis, G., et al., Effect of early treatment with fluvoxamine on risk of
emergency care and hospitalisation among patients with COVID-19: the
TOGETHER randomised, platform clinical trial. Lancet Glob Health, 2021.
Bramante, C.T,, et al., Randomized Trial of Metformin, Ivermectin, and
Fluvoxamine for Covid-19. 2022.387(7): p. 599-610.

Lee, T.C., et al., Fluvoxamine for Outpatient Management of COVID-19 to
Prevent Hospitalization: A Systematic Review and Meta-analysis. JAMA
Network Open, 2022. 5(4): p. e226269-e226269.

Simonovich, V.A,, et al., A Randomized Trial of Convalescent Plasma in Covid-
19 Severe Pneumonia. N Engl ) Med, 2020.

Libster, R., et al., Early High-Titer Plasma Therapy to Prevent Severe Covid-19
in Older Adults. N EnglJ Med, 2021.

Agarwal, A., et al., Convalescent plasma in the management of moderate
covid-19 in adults in India: open label phase Il multicentre randomised
controlled trial (PLACID Trial). BMJ, 2020. 371: p. m3939.

Li, L., et al., Effect of Convalescent Plasma Therapy on Time to Clinical
Improvement in Patients With Severe and Life-threatening COVID-19: A
Randomized Clinical Trial. JAMA, 2020. 324(5): p. 460-470.

Korley, F.K., et al., Early Convalescent Plasma for High-Risk Outpatients with
Covid-19. New England Journal of Medicine, 2021.

Investigators, W.C.f.t.R.-C., Effect of Convalescent Plasma on Organ Support—
Free Days in Critically Ill Patients With COVID-19: A Randomized Clinical Trial.



124.

125.

126.

127.

128.

JAMA, 2021.

Ortigoza, M.B., et al., Efficacy and Safety of COVID-19 Convalescent Plasma in
Hospitalized Patients: A Randomized Clinical Trial. JAMA Internal Medicine,
2021.

Sullivan, D.J., et al., Randomized Controlled Trial of Early Outpatient COVID-19
Treatment with High-Titer Convalescent Plasma. 2021: p.
2021.12.10.21267485.

Sullivan, D.J., et al., Early Outpatient Treatment for Covid-19 with
Convalescent Plasma. 2022.

Alemany, A., et al., High-titre methylene blue-treated convalescent plasma as
an early treatment for outpatients with COVID-19: a randomised, placebo-
controlled trial. The Lancet Respiratory Medicine, 2022.

Piechotta, V., et al., Convalescent plasma or hyperimmune immunoglobulin
for people with COVID-19: a living systematic review. Cochrane Database Syst
Rev, 2021. 5: p. CD013600.



