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WEEESUIHEE | B
.. AR L ST IRBREE R 1 L B G Sz
APaT All Participants as Treated F T DR
ARDS Acute respiratory distress syndrome R 5B SR
b.i.d. twice daily 1 H2[MH
BQL Below quantitation limit EfE IR
CCso Half-maximal cytotoxicity concentration | 50%l {5 2= B
CDC us) anters for Disease Control and SKER P B v & —
Prevention
cDNA complementary DNA FEAHR) DNA
CES carboxylesterase HIVRELNVT AT T —F
CHKV Chikungunya virus FIT=TIA A
CNT concentrative nucleoside transporter X7 VAT RRDIAB STV AR—H—
COVID-19 Coronavirus disease 2019 il o oA L A RYE
CPE Cytopathic effect AR ZEME RN IR
CTP Cytidine 5’-triphosphate VIS E) R
;‘fgghmme CYP F k21 P4SO
DBT ISJ/II(;ll(l)sre cell line derived from mouse brain o 7 2 S A N S M R
DMSO Dimethyl sulfoxide UAF VAR F YR
DNA Deoxyribonucleic Acid T A XU AR
EBOV Ebola virus TIRTTA A
ECso Half-maximal effective concentration 50%7 Zhike
ECMO extracorporeal membrane oxygenation IRAN BN T il
EEEV Eastern equine encephalitis virus WD~ ik 7 A LA
EMA European Medicines Agency PR [ 3K i T
ENT Equilibrative nucleoside transporter X7 VAV FRVIAB TV AR—F —
EOT End of treatment 1R TR
FDA U.S. Food and Drug Administration KIE AL EIE S
GFP Green fluorescent protein PR HE R AE
HAE Human airway epithelium b NRUE B
hBTEC Human bronchial/tracheal epithelial cells | & MU& &4 Rl
HBV Hepatitis B virus B BFR D A LA
HCV Hepatitis C virus CHRIFFR VAN
hERG Human ether-a-go-go-related gene t b ether-a-go-go PHEIE/L T
HIV Human Immunodeficiency Virus b MUERRET A LA
IAV Influenza A virus AL TN T A LR
IBV Influenza B virus BAlA VTN A LA
ICso Half-maximal inhibitory concentration 50%PH. 2
IPCS International Program on Chemical Safety | [E B b2W/E 22 2P E 5
LOD Lower limit of detection T HH R 5
LUC Luciferase N T x2T—E8
mARC Mitochondrial amidoxime reducing T har Y707 I FAES ABTRS
component
MATE Multidrug and toxin extrusion 2K - B LSRN
MDCK Madin-Darby Canine Kidney A X BgRARE Bk
MDR Multidrug resistance ZFlil
Medical Dictionary for Regulatory o I i = =
MedDRA/J ICH [E| B [= T RRAE A ASFERR
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MERS

Middle East Respiratory Syndrome

Hh AR g AE (R

MERS-CoV MERS-associated coronavirus MERS Bi#l =27 A )L A
MHRA yee;;fgjjyﬁggghhcare products BB - FERELE T
MHV Mouse hepatitis virus ~UAFRTA LA

MOI Multiplicity of infection L EHE

MOV Molnupiravir E/ALXET EL

NA Not applicable EA=192/4%

NG Nasogastric tube o

NHC N-hydroxycytidine L N = e
NHC-TP N-hydroxycytidine 5’-triphosphate N-BE FaxooFor 5-=1 Vg
OECD ;)nrga]t;lés‘,:ggs nt;(;l :Economlc Co-operation SR ) B TR

0G Orogastric tube BOHE

PCR Polymerase chain reaction RN AT — BN

pfu Plaque-forming unit 77 — 7 JeRREAL

P-gp P-glycoprotein P-HE &

PT Preferred Terms FEAGE

RNA Ribonucleic Acid U AR

RT-PCR iz\éet:ir;el transcriptase polymerase chain WHEER Y 25— PR
SARS Severe Acute Respiratory Syndrome FRUE S PR i A
SARS-CoV SARS-associated coronavirus SARS Bifia g ) 7 A )L X
SARS-CoV-2 SARS-associated coronavirus-2 SARS Bl )AL R 2
SD Standard deviation e 7

SEM Standard error of the mean FEHERRE

SI Selectivity index HEPUREL

SpO; Oxygen saturation e S Bl Fi L

TCIDs 50% tissue culture infectious dose 50%FE kb 2 R gL i
TMPRSS2 Transmembrane protease, serine I NAEE@ANEY) T ar 7 —8
UTP Uridine 5’-triphosphate vy =) R

VEEV Venezuelan equine encephalitis virus NARAL T TR T A VA
WHO World health organization SR AR S




I. StEICEI5IEE

1. AROER
SARS Bi#am 7 A /LA (SARS-associated coronavirus : SARS-CoV) &N MERS Bz m ) v
JV A (MERS-associated coronavirus : MERS-CoV) %Z&rant A LA X, =o_Xue—7%F75
RNAUANVATHY, Eict MK OMFERIRRELENET LY, FiloaeF oA LATH
% SARS B 7 1 /LA 2 (SARS-associated coronavirus-2 : SARS-CoV-2) (ZL-»CH &L &
D REGHEIT, 2019 4F 12 A ICHE TR THRE S, £ ORMOHEA~ & SUERIZIRA D | 2020 4
3 4 11 B SR R EEERS  (World health organization : WHO) (2 X D HARAR2 0T v 7 L ESE
FU. SARS-CoV-2 |2 X AERITH M 2 0 F 7 1 )L AEYLE (Coronavirus disease 2019 : COVID-19)
LAk ST, AT TIE, 2020 4 1 F IO TEENRE S, 2020 4£2 1 BIZEGYE
IEIZHD < FBTERRYYIE K O 4 C%’j< BRI Y IR E STz,
SARS-CoV-2 [ E T RMHER e & D PXUEICERT 5 EEZA 0N D, £< OBFEIRIEND 1 BEHEE
FECIRIEIC R 9 23, — D BHET i&‘@é’é ITREETHERTLEEZLN, IHIT, 2RSS
JESEWERE (Acute respiratory distress syndrome : ARDS) (4T 2HBE L H D, SOHETIX, Mmiesk
RAEAS COVID-19 DFHED 1 & EZ B, SERE H2RY 5 5, BEEOERE T&EECIER 2 LD Y
27 RFaHT 2 LDE, COVID-19 OIERIT, PRERIEOHE (Mt K OV PR A A 72
) L BEETTHEIRBEIC X 2 AetES OHE, BB E, KR OHEIR e & OffiLIA DFERIZ £ TR
SIS gl & OVERER R IX COVID-19 @ENE ) ZZ7RFTHY ., FEEHIOKEBIE, &l X
X1 2Ll LD R A A9 5 COVID-19 FBE TRH HAL TN D 0D,
FHTVEY (4 EAXET A LIT, AAD) IKEORFICLDIFEFIFEATH L Drug
Innovation Ventures at Emory University (DRIVE) ,LLC TAI® SNV AX 7 LA K7 e s Th
V. IRBAXT "V EAETLEEENERUANVAETHD N-E FrFxF o rF oy (N
hydroxycytidine : NHC) @ 5'-A YEBET XA T b7 0 K7 v 7 Thd, tRAEGH., AANTRIXO
WECE=RT 7 —BIC LV IKGMESI, NHC & L TRHMEERICBIT LMEMNICERY A7,
MR O b BERIC LY BEHEEREEZAFT 25 N-E FrfxdvF oy 5-=1U Uik (N-
hydroxycytidine 5’-triphosphate : NHC-TP) ([ZE#A X4, U A /L AHKD RNA {KFME RNA AR YU A
T —EOBAMNRMNBREEL 20, HETALA RNA IZRViAEND, TORE, U1 L 25
DBV A T NESTT U HLTRERERNTANVAYT ) MIEE L, VA NVAIZTT—HH A
B EFETHI IRV VANV ADOMIE AR LET S,
AANE, BROFO 7 s FEA & bl LRMEMED S < SARS-CoV-2 D ASRA VEHAE LR
DEBEZ TR WMERMFEZA L TEY, SARS-CoV-2 IZX7 2 invitro TOIGVE, BT T IR
JBanF v AR x T D EER OE T A NV AOREBEBEZ DIZ NI ERRINTND,
AHID SARS-CoV-2 % x5 & L 7= G R B % 1d Ridgeback Biotherapeutics LP & Merck Sharp & Dohme
LLC, a subsidiary of Merck & Co., Inc. (MSD) D##51C L - T 2020 FIZBAsE S v, HIE/L Y XA 7 [H
T%& 1 DL EA T HEIED S FSEIED SARS-CoV-2 12 & D IRYE DIE AP BE & x5l 5 & U ERS 3t
[FiRER (MK-4482-002 i) o PRIMRATHE RFISEES & 2021 4F 11 H 4 BIZHETEEEM « B
B BLHIT  (Medicines and Healthcare products Regulatory Agency : MHRA) ¢ Conditional Marketing
Authorisation Z B3 L, BRINTIX 2021 4F 11 A 19 BIZEKINESE ST (European Medicines Agency :
EMA) 2 X ¥ Regulation 726/2004 Article 5(3)(2 355 < HEM 2B RAEI R Sz, KETIR
2021 4% 12 A 23 HIZKERMEIMF (U.S. Food and Drug Administration : FDA) @ Emergency Use
Authorization & Htf5 L T\ %,
ARTIER, Z77 VAT 7L 200mg (LLT, 19577V A 72N ) &L TEELER
AR EIEE 14 50 3 F 1 HOBEIZIES X | 20214512 H 24 BIZ [SARS-CoV-2 (T & 2 & YLE |
ERNBESUTRNR L T 2R 0IAGR A UG LTz, 2%, EFREFER 02225 15 (FMefE2 A 22
AfE) TE = a0 A )V ZEGUEIZAR DRI 2 52 1 TV D EIEMIZOW Tl AR & 2T



1. BEICBEYHIER

E2 LT DEAICBTLHRFEOIPNZHONWTY IZESE, F57 7 VA 7213202542 A
\ZEF AR EZ T T,

7TV FH TNV OERS I HER O HEIX, SARS-CoV-2 12 X 2 EYYEIZR L TELX
EZE/AELTIHEB0mg A 1 H2ME, 5 AMKEAKRETHY, 0 5% A XADH 7 /L% 1 [H4
7 '/NVIRHAT S, BEORERFOAHEZ HNE L TEAXEZ ELE 400 mg &4 T 58
H (Z7 70 A%E 400 mg (LA, 577V 4%E] ) ) B ESNT, 777U 4% 1
ETFT VA TN 2 BT EABEDFENICRETH D Z &N EYFEHREMERBRIZE - T
RS, ST VIEITIT AT Y Fh v LOFIEBIME LT 202543 H 5 AICARIN
7=

2. BRoAEENEYE
T —HH AN TOFEEICLVIT A NVAERAZRT, SARS-CoV-2 | & B RYE (Bl =
AV AEYLE) IS TAENTHO CTERENZRORYA VAR TH S, (VL 2.

SRANIEEIC RIS HIEE | DIESH)
* SARS-CoV-2 DZERHIZx L THRKKRFEEOT 7 A VAERBED bz (in vitro)
( TVI. 2. SRZHEFRICEETAIEHE ] OESM)

KBRS 182 THICEEH SN TV AR « alpha B8 (B.1.1.7 &#) . beta #f (B.1.351 &#) . gamma
¥R (P.1 %) | delta ¥k (B.1.617.2 5&%t) . lambda £ (C.37 &#) . mu ¥k (B.1.621 &#) O
omicron ¥k (B.1.1.529/BA.1. BA.1.1. BA.2, BA.4 } (X BA.5 %#%)

cELAXETENE NHC O K797 ThY, EHMRFEE~BET LI EERHFH TH 5
NHC ~KGfEE e, WEREE Y S VU oREERURETY U DV RN F U ~RE S,
LTS5, (VI 6. U OESM) )
¢ EAXETENLONHC T EEREDREELE L O N 7 VAR —F —DIETIER <,

TEAREMNEERZ L NN T v AR—2— (26T A EERN SUIFEER 2R S 7w
(in vitro)

« BESE D B HEESE D SARS-CoV-2 12 K 2 Y iE O IEAPLEEE Z %15 & U= E R ILF B (MK-
4482-002,/MOVe-OUT A/ N— ) OHHIfENT T, FERENT CThd 2 RN ClX, EIES
{£29 A B E TOHHEEZMDARWNT XTOABESUISLLEDFRD BT 5RE OEE IXARFIEE 7.3%
(28/385 f5) . 7T EAREE 14.1% (53/377 ) . 7T BAR L DFEIF-6.8% (95%EFEXM @ -11.3,
24) EHEEENRED O (FAIPE : 0.0012, AEAKAE : FH70.0092) ., (V. BEICE
THHEH] OEZHR)

- EREIMER (BEEIG 1%L 1) X, TR EL, FEEDENnTh D,
BRBEWERELTTY 740 7% v — (BEARH) BEsn s, (VL L2t (M
FoEES) T LHEE] OHSM)

3. HAOMFFNRFE
FZTVAREE T TV A e L0 N R ORI E O Z FTREIC L2 AITH 5,
(T, 1. BIREORHE) . TIV. ®WANCET2IEA ] OESR)
FHT N FO TR i LA
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4. BEFERICELTAMT N ERTE

W E B9 2 &M H
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o T B | 74 bl BRES
RMP H 1. 6. RMP O#EE | 0ESM
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TR S AT B FE | BAERTEH
- FGHT Y FCEST SNTIFRET D ARt 0 b B itk &
THEO I IR S F
https://www.msdconnect.jp/lagevrio_pregnant_patient/
(IT. 6. RMP O#i%E] [XII. 2. =D oS
Bl OEZMR)
o HHEE T A N A 4
[Z 77 45 7 v 200mg DR AR 5 BB IE
3z - \ PN
(B PR - 0 R 5 S & DL EIZONT] (BFFf 44 (2022 4) 9 A 16 H

REZ 0916 551 &)
( IX. 14. RGN EOEE] OESHK)

5. RBFHRURE - ERALOFRER

(1) RRBEH

3L U A 7 BT 2 RE D b

WENZEfET D Z &,

) AGRSME TARBIOF 523580 & fIlr S DIER O A% RIZ, & 6oy U BE UIGEE IS
BMER OZEMICET BRI LEL D> THA SN, XBICLIRELZETHLIOTER
Hans kH, ERCRLTEFTL22L, | KO

GRS TEIR S ERSI BRI TR 41 RICESSEROREOMPHFEIX, &R
BHOEFELT6 » ALT5, iz, IBESNZEREICI Y, ABRFHALEF T ILENR
W HNTZGAITIE, EERMEREERFES 74 50 2 F3HICE SRR FEHOL T 2mT 5H 2

EWDHDH T L] DOHIER

FrflAGRIFICIE I T SR BB 28— L. S 54 (2023 4F) 4 7 24 BT FE5EH8IC

T AR DI TR SN2 T2 D,

) FE - ERALOFHBER
L

2023 4 AUGTE IR GE6RR) XVHEIBRLZ,
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I. AMICEISEE

1. BR5E4
m | 2
777 U A ®E 400 mg
Z 77V A%h 7 &L 200 mg

Q@ #* £
LAGEVRIO® Tablets 400 mg
LAGEVRIO® Capsules 200 mg

3) AHDOHAXE
Hriz7e L

2. —fg4

1) MB (F4h%K)
ENXE T EL (JAN)

() #% (8%
Molnupiravir (JAN)

3) RTL (stem)
Pl A NVAA] -vir

3. BEXXERER

4. HFRRUVHFE
452 CisHi9N307
Ly 1 329.31

5. £%#4% (@K XEFE
{(2R,3S5,4R,5R)-3,4-Dihydroxy-5-[(4Z)-4-(hydroxyimino)-2-oxo0-3,4-dihydropyrimidin-1(2H)-yl]oxolan-2-
yl} methyl 2-methylpropanoate (IUPAC)
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6. \EAA. B4, BE.
FILX BT BN
BHIEEL S « MK-4482. EIDD-2801

5&S

<HE>
NHC
BH%&EC 5 : EIDD-1931



Il. ARSI THEE

1. HE{LFREE

(1) 5MR - R
HEDHRTH S
(2) BRE
ws FSRRE (mg/mL) R A

K 39.7 RREET T
FEfg = F )L 3.9 Wiz < v
TER=RFUL 9.0 Wiz < v
tert-7 F /L A F )L —F )b 0.8 & TEEFIZ < W
-7 ) —)u 10.0 wiiz< v
AR )= > 100 I R M
NT L <0.0005 EEAERIT 2D

) RiEtE

AR TRR D H ALY (25°C, FHXHEEE 95%)

@) BR (HRR). BR, RER

162.0°C

(5) BRIGEMMTER

pKa: 22, 10.2,

(6) TEEFRE
logD (pH7)

12.0

1 0.46

(7) TDHDEZRIE(E
pH : 5.8 (/X VT ENLOAIFIKIEIR)

2. ANBRSOEBEHTICEITIREN

R PRAFSRAE PRAFIERE PRA7F I R IR S
RBERY) =F 1L v
FHIR B | 25°C/60% RH () /&EEXR |24 01 HEH
JxF L2 KT A
BRBERY) =F 1L v
Jin sk R g+ 40°C/75% RH () /&EER |6 H HEH
J=F L KT A
120 75 lux * hr LL_Eo#&
e bt MREER Y 200 W = him? | o, SIRITRD b
Y22 T MR . HE A 2 —
HHIERERR | o1 Lo g = | FE5 ot
R F—

TAEHE - vRR, EE, BsE. Ko, Ot

|




I. ESR»ICET 5ER

3. MRS DOERHARE. EEE
ek B IR A~ R VRIETE
Emik Whkra~ o7 40—



V. A9 5IEE

1. Hi#

(1) FlOR7
T TUACEEA00mg . 7 ANV —T 4 VT EE

Z 77 A8 7RIV 200 mg : B 7R ILVE

Q) HADONEE VR
iionea 777 U A ®5E 400 mg
A - T4V b a—T 4 T8, FEEE. RAA
Wl — R Q771
-
S ik
A1 —
£ 134 mm
K& A% 8.2 mm
EX :59mm
B 624.1 mg
W 7E4 Z 77U A®H 7 200 mg
K - i A 72 VAl R RE
sl = — K <32
S ( @ 8 )
£ 21,7 mm
K& L 7.64 mm
BN EE 0
71 7B VNEY OE & 285.7 mg
3) BAa—F
T2 )

( TIV. 1. (2) WA DOHNEL K OPELR ) DOESH

) HFOME
L

(5) £Dith
L



V. BE|ICBEY HIEE

2. BANDER
1) EDES GEERS) OSERUHMA
W72 4 777 U A ¢ 400 mg
ANk ETIILXET L
D ELRXE T ENLE LT 400 mg
ERexi e rteiln—2 fEiEElo—2A, JaxhAo—R
RN TR DA, KR, ATT VR~ T AT A, BT R AR —
A REEANT T N, NI TRFL, s, AAFuosay
g Z 77 U A%5 7% )L 200 mg
GED%) ELXETE L
D ELRXE T ENLE LT 200 mg
NEY : B Faexi et leilin—2, f#Ehtle—2x, /el
Vilpsl NAa—AF YA ATT VUV~ TR T A
7N e mAn—A 0 =gk BT x

2) EREFORE
ML

) RE
Y L

3. BNBREAOHBRUERE
BEARRAR

4. N
YL

5. EAT DR D & S MY
BHNIRAT D TRENED & 2 IHEWIE. AR OE TRER M TH 5,
B O EMERBRIZ IV T, R HR O A RITER O BTV 720,

6. HADBEEHTICHITHREN
777 U A ®5E 400 mg

bR PRATZRA: PRAFTEHE PRAFI R AL
- FEER ) =T 24 7 1
EMRAARER 25°C/60% RH LR L (st ) N
BRI
IR 40°C/75% RH ﬁf%;ii% 6 7 /1 BN
120 75 lux * hr LA EORRIREE
2 T MR KON200 W - h/m2 LL - oo#a e ) — ks N
SIESEA B L —
A /) Sz i
ggﬁﬁmﬁ 25°C/60% RH SRS 30 A B

AEIEE - MRIR. R MR, EHVE. BEENE. OKOTEME. Ky, SEAIEEEE
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V. ®FICEY SER

Z 577U A5 7L 200 mg

GV RIS RIFIERE PRI R FER
BB EER
EIMR AR 25°C/60% RH iy ff i ijf“ 36 7 A IR
=R AR R 1
iR 40°C/75% RH ﬁf%%ii? 6 A A
120 77 lux * hr LA EOFARREE
22 MR R K200 W + h/m? LL Foofa FUREIRS — HIEEN
IR B = kL —
A /5] Y o
%%Kﬁm@ 40°C/75% RH B 90 H B

AETHE PRI ER. oM ERY. WP K5

7. RBERUVBRROREM
FERSANR

8. fuHlE DEEEL (MEIFHNEL)
Y LR

9. Bt
777 U A ®HE 400 mg
B R A
GMF  BHE AN R Nk
FER B ICHEG T 5

Z 77V A%h 7 &I 200 mg
R ERE

S AN N S

FER HRICHES T D
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V. ®FICEY SER

10. B3 - aE
1) FENLELRSR - AF. NEASETER - BEICHET A1ER
A MR E 2B A E LTS, BT AT, R Fv v 7 Z2Lom0 FHBEICHL

S (EFEHAELD ) 2|,

<HBE>

F 7V FCOR MR vy T OBT S (H)iE)
https://www.msd.co.jp/healthcare/medicine-product-list/lagevrio-how-to-open/
Z 70 A% RN T 5BE S A ZTRERT M-

https://www.msdconnect.jp/lagevrio-dosing-guide/

vy 7 DRI
O BLEAS
2]EEy

Q) a%
(Z4 7 1) A8 400 mg)
20 52 [, N7 ]

(Z7TUAh Tl 200 mg)
40 7w . 37 ]

Q) PiREE
Y L

) BHEOME
A bL o EEEHRY =F L (HDPE)
Xy Ry oLy

1. BgRHEhSRME
AR L

12. ZDfth
LR L
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V. AREICEET5EB

. PHEEXIEZNR

SARS-CoV-2 [T & B R E

. EXEHRICEET HEE

5. %4 Xmm%(@LTéEa

5.1 FEERBRICE T 2 ERF 5B 4K £ 2. SARS-CoV-2 12X 2 RYLEDEIEILY A7 N+%
BT 5%, KFOBGEPMLELEZ ONHBEICRETHZ L, £, AFIOEGXHGIZHON
TRERFOTA RTA4 BB THZ L, [17.1.1 2]

5.2 FIEE D E\ SARS-CoV-2 (2 & D JEYIE A 12k 2 B 20 HEILMENL L T 7Ly,

(fi7)

5.1 MAEABIITET 5 B LANIZ SARS-CoV-2 (2 X 2 [EYYE DR PIORER 2 R L, BFR MR TR
DHER SN A DIEASRERE 20 RICENLXE T R EE LEBOFME, 2tk OEYy
BB & R I 2 ME A b, 77 BARx . ZhasdiE, —HEMR, F0MHERBRTHDH MK-
M&OM(MN%mH)ﬁ%%mﬁn~h(A~%2>f%w3535w8mmg@ﬁ%ﬁ%@
FEL7-, BEARRBR CIXEERHMEEE TH 5 Day29 £ TIC AR UL LiE 0EE ) 2/
AT DD, 8= F 2 ORBEERE & ABE I EICE S X BEIE(L L90 SARS-CoV-2 |
ié@%ﬁ@iﬁk)x7l%%1ouiﬁ¢6%%ﬁkbkoKﬁ%il@iﬂﬁ%?%é:
s, MERc@ET L EER) A7 RFE2RET H7=0., K[E Centers for Disease Control
and Prevention (CDC) K OXWHO DH A &2 A MO FESEFEICH B0 R R FDHRICRE L., 61
LA b TREMEO N A, BRI, BRI R, B (BMI 30 kg/m? A E) | EERLDL
PR O PR & 5 ﬁbt —J. RBER TN TE, Fiflaa oA Vv AEYE (COVID-
19) ZHROTFH| & TREINDEIELY AT K05 % O 5 EIERY A7 K76 afEIc

HUTOLREEREORNRLE L TEDDLZ ENEK EEE L E -, o, KRNI EEE
%@@HW%»;%?%@\74»x’ﬂ#éﬁ%iE$M®%%l%:%%éné%@?i&
W2 EnD, BIE(RY AT RFLSM O ARE O 7 A L 2 ERPH R K ORI RO ER, OIS
il % DBFEDKT 4> K - Uzy%E%#%ﬁb\ﬁﬂ@&ﬁmmgﬁﬁﬁ_ﬁ@_&ﬁéh
HIEMTEDEIITHE LT,

5.2 MK-4482-001 (MOVe-IN) #ERI%, MEAEZAFIFITHET 10 B ELAIZ SARS-CoV-2 (2 K 2 EYYIE D v
WDIER ZFEBLL | BERAR A CRE DR ST D ABEERE Z XU ELX BT B E R
L7eBE o2k, ZatE R OB E 2 5 T 5 AEA b, 77 A, ZhskdtF, —HE
i, #IMFRER TH D, MK-4482-001 RERFMAH/ S—F (LS— K 1) T, Efﬁ@me%
F &1 SARS-CoV-2 1T K D EYUED APEBEEIZR LT, EALXET EALORENE EOREIT R
W DD R Z R T BT CRATFRO LT, BAXE T EMIL DT A VAR
IERIEL BB L2 A AR Th D aREtE N R SNz, ABERE 254 & L7z MK-4482-
001 #BRTIX SARS-CoV-2 1T K 2 EYE DR BZINCIAE L SN D FTREMER BN 2 &b |
MK-4482-001 RERDFMARS— MIBALE L2 L e oTz, Fio, FEABRBEZGLE LT
MK-4482-002 #BR AR S— & (V3— K 2) TITEIEE D EV SARS-CoV-2 (2 & B JEYE DO HL kR
FRRBRIE L, FIER XL 55> SARS-CoV-2 |2 & BIEYED EIEL Y 27 A+4% 1 2Lk
BT HHBRENPNE LD LD EMFHS—F 3= K 2) OMANEEZHE L, ZhbDZ
EMBERE LT,
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V. ARICEY SEA

3. HERUHE

(1) BERUVREOMBEHR
WE, 18 WM EoBFITIE, EAXETEALLTI1E800mg 2 1 A 2 [, 5 BFEOEET
%

) BEARUVRAEDRTERE - BRI
18 5% LA ED SARS-CoV-2 |2 & 2 YL B 2 x5 & L 7= MK-4482-006 75k, MK-4482-002 FBRES
AR R OBETAR S— & (3= 1 ROS— 1 2) | I ONT MK-4482-001 sRERES HAH/S— K (/3—
N 1) OFERIG, REOENILD A IV ANFE R ORI RIR S, BEER OB BAT
TholeZ &b, FAIOMERUOCHEEZ B, 18 Wl LoOBEITIE, EALXETELE LT
1[H800mg # 1 A 2[H, 5 AMREAHKEGT L) E&ELL,

4. AERUVAERICEET IR
1T RERVAZICEET IR
SARS-CoV-2 |2 X 2 EYIEDIER D FIL L THHHenIc & G2 thT 5 2 &, BERBRICE
WT, JERFEH DS 6 B BUMKICE G- 2B LIZBREICBT 20 E2EMT 57— 21355
Ty, [17.1.1 2#]
(fifEson)
AFNOVEERF (EEERRL O 7 A NV AAF]) (S 8L IERIEHE L RN Y A L 2 OHGE
ZIHIET D2 ENERTH D L EZ B, MK-4482-002 ik N— b 2 TlIt G B & EIE A B
AT S HEAWIZ SARS-CoV-2 (2 X D EYMEDFER A FBL L 72 B & L, ARER VR EMENR ST,
— 7. ERRR T TIZERARENIRLZEET L LIIRNETHLEEZOND 2 D, RELH
E LT,
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V. ARICEY SEA

5. ERERRLIE

) BERT—3NR\y5—2

(Z 57U A®)

RERE B e k5 bR w55k - HEICHEENn
ESPNRT 724N FHA | HEHR 7o B R
ST i & 4
% 148 WEhRE | REEERA VLA, | AFID 400 mg FEx 1 | HpyEhhe,
MK-4482-011 (A% | 64 i 3z e R | F200mg h 7R | Atk
P4 A [ 45 Fr—— | x2 ZRAEE
P, BFO FEH
-2 )N
MR
OBE M
DM
(7T VACH TR
RERE 5 i k5 RER Be b5 51k - WCEEN
[ P9 /g5 FHA | B 7o kB RE R
ST & 44
% /I AH Ao, | B (OS— | E{EAL, | I BIAH (3—
MK-4482-002 | “Z414, F1) D RIE | TR (=R 1) k1)
(P002) TANA | BT HUKN R, TEE| AH 200 mg, LeME B
MOVe-OUT | eyt | o COVID-19 | 400 mg. 800mg X | Pk, A LA
Bl KOS | BB 7T LR 120 | SRR
FHEEDFE | 302 {3 M2 5 BRI
i NE BAH (3—
B (3— ~2)
k2) o 3IE AR ek, BR
MNH 5 HEN (—=1F2) M, AR
» COVID-19 AA| 800 mg XL | FHIzhHE
EIN T RAE 12 B2
HRFEIRAT 775 LIz 5 AR OB
B (HARAN:0 5
%)
SAEHRAT 1433
il (HARANS
B, 5 HAAI
ke 8))
GIELERIR A, FIEMNS TH | EEAL, | AK) 200 mg, ek, 7R
MK-4482-006 | ZAFMK | LNO 77 'A%t 400 mg, 800mg X | PE, AR
(P006) A/ | COVID-193FE |FR, “HE|I1XI7 7R R%E 128 | 20808 (K
5313;3-2801- R | ABREBE " Morics AR | KR
T ROFHM | 204 151 mEEcR
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V. BEICEYT HIER

RERE i k5 VY Be b5 51k - EICEENR
[ P9 g4 FHA | G 7o kB RE R
%1 4H BR[O | BEEEREA Part 1: Part 1: e, Y
MK-4482-004 | XiE# 5 | Part1: 64 il | HIER(L. | A 50 mg, Ehae (Rl
(P004) L7 | Part2: 106 |77 &A% | 100 mg, 200 mg, )
EIDD-2801- | gz4pt | part3 : 561 |W. “HE | 400 mg, 600 mg,
1001 B % 800 mg. 1200 mg.
HEs o O 1,600 mg
FHRE DL Part 2: XIE7 7R EH
i B b, | EROR S
2Hl 7 A
F—,x—_ | Part2:
S AH 200 mg % Hi[E]
B o#s
Part 3:
HEAEL L, | Part3:
7 F & R% | AH 50 mg,
M, —®E5| 100 mg, 200 mg,
b 300 mg, 400 mg,
600 mg, 800 mg X
7T RE 12 K
M= &2 5.5 AMRE
mES SR
% 1M BRI LY | BARAMEEER | ®{EA{L, | Part 1 RN, Y
MK-4482-008 | iiE#E | A 75 AR %t | AH 200 mg, BhE (R
(P008) LB | 65 4l M, —#EE | 400 mg, 800 mg, %)
EWN el Iy 1200 mg, 1600 mg
BN NIZ 7 TR H
O\ ) [ 1 % 5
RE D FTA
Part 2:
A 400 mg,
800 mg XL 77 &
AE 12 I LI
5.5 MO #ESG
SEEH
5 /10 AH BN, FUM (N— | E{EA{L, | AK 200 mg, eV, B
MK-4482-001 | 72244 1) o 77 A%t | 400 mg, 800 mg X | ME, vA LA
(POOT) TANA | FIENSG 10 H |, ZEHE | X7 T EARE 12K | FRORR, K
MOVe-IN EHVHE | N0 " BIZ el s HEE | msee (PR
S KOS | COVID-19 A L AT )
FHEEDFE | B
(i 293 i
B (X—
~2) : FEE
Lotz

16




V. BEICEYT HIER

RERE HE2E k5 VY Be b5 51k - EICEENR
[ P9 g4 FHA | G 7o kB RE R
HITHAE LA Ak, COVID-19 A | #EfE%L, | Part 1: Tl 722 4
MK-4482-007 | AR | brl#E 7 AR %t | AH 200 mg, M= (S
(P007) By Av | BEEF% : |, “FEE5|400mg T7 7k | BF)
P4 ZELHS | 84 1] i AE 12K T LI
O FAH 5 AR DL
Part 2:
AF| 400 mg XL~
2t N P i
Ll 5 B D&
5
Part 3:
A 800 mg X%~
TR A 12 B
LT s AR A&K
5
Part 4 (optional):
AF] 800 mg F T
7T RE 12 K
M= &2 5 Bk
mE =R
51 /1K SN COVID-197F |Z5 140 : % | 55 1 4H : Y~
MK-4482-005 | &, Z4 | ABtEE EZ b, #E | KKl 300 mg, (BT, #
(POOS5) PER O | BESERIEL | ¥EAME | 600 mg, 800 mg X | RIEHRE)
AGILE-CST 2 | sipt o2 | 180 43 W, SR | X7 RE 1 H2
S ffi S : I | [ 10 [ 2
YE&ib. 7 | I :
FRAxt | AHI800mg & 1 H 2
W, B [E15F 10 [BHFE 18 -
CAR EWIRNK | Rk A HAEAL, | AAl 400 mg, ek,
MK-4482-012 | 18#&5-L | 32 f3l 77 A% | 600 mg, 800 mg X | EiRE (HfH
(P012) RO B, “EE| 137788 % 28 | )
1SN Lk, A # 2212 10.5 A
MR O ROy
HYEhE
D FA

$CMK-4482-005 305, MK-4482-007 3RBR 1% 2022 45 1 AR CTHEEH TH - 72728,

R TR L7z, E72. MK-4482-001 3R5R 0O 55 AR RER/ S— MEFEME Lo 7z,
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V. ARICEY SEA

(2) ERERZEIEHER
1) WS TARERER - BHEI R OREHR S (MK-4482-004 3R : SMNEAT—%) 1D
SRE AR (130 #il) 2% L LTEAXE T EAE LLIET I EREAHE (EALXETE
Jb* 0 50~1600 mg) XiE 12 BFfEIAIFE T 5.5 HRHIRIE (B/LX BT BV 0 50~800 mg) %5 L7ZER
DREMEROBEEIM L CRAFTHY | EERAEFZR O ITA N7,
EXET EIL 800 mg KEHGHED | Hl3# 5 4 HHIZRO NI EEERLZORNEHIZED

BB G 2k Lz,

¥ ELXETEADOR MVADERE (R MVAY O REAZ K EME L7 RO NARIE .
25 mg/mL) XIIH 7 L LA

2) EWNE TR - HEI R OERYS (MK-4482-008 7)) 12-19

HARNEERAN (65 f) 2SR ELTEAXET LA FTEALELIIFT T v REHE] (£/LX
E'Z BV 2 200~1600 mg) % 12 KEfEIMKE T 5.5 HREIXE (BAXEZ BV 400 KT 800 mg)

B LIEBoREEROEFEEIM L CRFTHY | BERAEFRGROSETIZALNR ST,
ELXE T EIL 800 mg KEE GHED 1 FIA, #5 4 0 BIZHEI LR EEOHEERZORIER
R VimBEREATIE L, TOMBREIL BRRAT A FERORAE ZAZ I FI2ED 10
H#ZIZEE LTz,

3) WEshEE T AHRRER @ 10.5 HRIEHR S (MK-4482-012 3R : SME AT — %) 9

SMEINfEEER A (32 #) Zxtgil LTEAXET EAD 7L (400~800 mg) XiX7T7ER%E
12 BEfEIEIBR C 10.5 HRIRE RS LB ORZ 2R OB L CTRIFTH Y, HEELRAEEFSR,
AHEFRICEDEGHIER OB TIIA LR ST,

) AFNOAZB I NIRRT R, MEAOCHEIZUTO LB,

4. ST

SARS-CoV-2 1T & % YLiE

6. HEAXUOH =

WHE . 18U EOBFICIE, EAXETE/LLLTIESOmg % 1 H2[E, 5 HEROKEST 5,

3) BRERIGIEFRFAR
DCOVID-19 DIEAPEEE 2%t 5 & U= i s T AHEER  (MK-4482-006 #klR) : SANEIANT—% 1D

18 LA EDOFIEMN S 7 HLAN D COVID-19 FE AR
204 51

ISES

E e e
| TR, A, SHER, TR AR

o v oAV AEGE (COVID-19) @D 18 kL LD AIEABE RS % %51
H 1 A 200 mg, 400 mg 1% 800 mg & 5 L72BED U A L A FERID R K OV 4 %
a4 2
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V. ARICEY SEA

BERAS
BRI

1. SARS-CoV-2 Gt (MEAEZ{LAT 96 RERILAPICERI S 72 /ifk % AV 7= PCR
HENT KV HEER)

2. JERFEBL D IREREE L 5-BA4A £ C 168 FFLIN & RiAEh b

3. EEVELALER SV T SARS-CoV-2 1T & B EYYEDIER  (FEEA [T MWL 28E
W) ¥ BREEoLnd

4, TRBRIELL H5BRMA D DIRBRIREE 544 T 1 100 H ] OBELT A3 FTHE 72 B4 SUFATHR L
Tk O TIRBRIEE 5B HIRBRIEER 544 T 1% 50 H M OB A3 AT RE 72 2ot
BB B | F S TEEOR X ST, MRIHER - BRI, IR, MEORE A,
T EEINEREEND,

7R
BRoh 2

1. AR aRiEREET D

2. ~NEZ 0 B UAEN BHEOSA 10 g/dL K, KOS 9 g/dL Kl

3. 1/ ER 100,000/uL A ISR 2 L ai 5 5 BAPNIZ i/ Ml i & 52 ) 7= /B
4. FHrF i eGFR A% 30 mL/min/1.73 m? A

5. AST 3% ALT 2SN FEYE(E BRR o 3 £%i88

6. SARS-CoV-2 |Z & D JEYHE D 7= I At dh UL AR = H+ 5

7. BEBOBEERE (7 V7 F=027 U7 72 A 30 mL/min Kjiii) #6755

8. R BDOBEAEEE SUITIEE D B B I 7 A /L A (hepatitis B virus : HBV) X%
CHURFH w7 A A (hepatitis C virus : HCV) OHUREHT 5

9. CD4 7% 200/mm’® Kjifi LI X 7 LAY RT7 a7 THREFO e MuERET A )L
A (human Immunodeficiency Virus : HIV) &3

10. SARS-CoV-2 (2 X DIEYMEICKI T DU 7 F o OEFfEEZ /T 5

R 7 1%

Part 1
AFN 200 mg BEE L IZT T BRBEC 1 1 TEEABSMN L, “HEHEMFTIH?2
B, 5 HRE (GH1ola) &o&b5 Lz,

Part 2-9

AKFN 400 mg BEE L IXF 72 ARRE (Part 2, 3. 4. 8) . XITAHI 800 mg BEL L
LIFZFFvAREE (Part5. 6. 7. 9) 1231 CEEAESML, “ESHMTFCTIH?2
B, 5 HRE (GH1ola) &o&h5 Ui,

wa 5% 28 A (Day28 £T) 74n—7 v 715,

BRI R R O PFHER LA BT T O L B0,
- KRR T a 7GR
* SARS-CoV-2 2k} L CIEMENH 5 AlEME 2 H T 2 3A %k (LaTs vy
b, mEFENL U RMFEAREGA], JouXxr, B Rodrruoagxy, [0
151 AR M A
* SARS-CoV-2 IZxt3 B U 7 I #5fd

fR AT 5
S

MITT (modified intent-to-treat) : fE/EZX b Zdv, 1RBRHEZ 1 FILL ERGSL, 2»
O, BB GG O RT-PCR BARS R (RIHIEHD SWRER) b7z s |1
RF T D V- R s £

LRNERRNT S GAER  BEA L S, TRBREEE 1 [BILL B G ST T oS
FAEM
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V. ARICEY SEA

R IE B A 2hi)
EEFALIE B
e SARS-CoV-2 RNA M[attird 2 £ ToOHAMR

TEFE - BIFTENL WA Z VN 7- RT-PCR Mi#E 123 T, SARS-CoV-2 @ RNA
B2NEE FIR (1,018 copies/mL) R DOHEICEMELE Lz,

(& 4xt)
s AEFL REPILICESTAEFLRE

[F52R]

(F2hE)
T 2EEElE H . SARS-CoV-2 RNA 23 &t b4 % £ TR
SR UWRH O T A /LA RNA DR b3 5 £ TOHBIZ DWW T, AKX 800mg 5 I 7
WERE (FRE 14 B) OFRNT T8 RE2HGIN-HBRE (PRE 15 A) L TEM-
7= (P=0.0128) ,

BEREIRERIAEF SN S RT-PCR EEMNEM & 4 - - RIKFEEN B £ TORR
(RIREES CULMEE)  (MITT £H)

AF AH AF AFIEE 75w RNEE
200 mg #¥ 400 mg #¥ 800 mg ¥ (AEh)

23 451 61 41 53 451 137 fl 61 i

PN & 21 48 49 118 49
(91.3%) (78.7%) (92.5%) (86.1%) (80.3%)
hdefl (H) 22.0 27.0 14.0 15.0 15.0
(95%(ZHEX ) | (15.0,28.0) (15.0, 28.0) (13.0, 14.0) (14.0, 20.0) (15.0,27.0)

P ff* 0.5551 0.7270 0.0128 0.4216

* 2 [Aldift T RT-PCR Ml AR ME DB A X MBS L, A X FEELHIL 1 Bl HIZ RT-PCR #
EAERDEIE L 2 S TERIBEOREE & LTz, 723, RZICERIE I MERIZIB T DA RT-PCR BRA R
D TH - T2 GEITIE, BB OBREURERN A X MREBLIE & LT,

Rl =7 7 | it

(Z24tE)

1R D IRFE R I

AKIEE (200 mg FE, 400 mg FEJZ Y 800 mg ) @ 140 B OV 7 B AHREED 62 HI3 D7 & 1
[ OVRERIE A - S v, BT RERICE iz, AL OHEHRE (90.9%~100.0%) HIE
BRI R EE CED BV EE 10 Bl OTRBREEE 5% %17 7=,

AEFEZ L OEIEH

HEFEGIEBGE I OF ST AKIRE (200 mg, 400 mg K (V800 mg) ~C 140 B 4241 (30.0%) .
7T/ AREET 62 B 18 B (29.0%) . RIVEFHFSBBIE OVEIA IXAAIRE (200 mg, 400 mg Y
800 mg) T 140 FIH 18 il (12.9%) . 7B HREET 62 HlH 8B (12.9%) Th 7=, AHFIBE I
T T RARFETS%L EICA O N AEFRIIAR (FEFS  AFFE2.9%, 77 BHREE6.5%, Fl
YER © AAIRE 2.1% [200 mg £ 2 51, 400 mg B 1 ]]. 77 EAREE 4.8%[3 #1]) TH-o7,
EEZREWER, BHEHIECESTZRWERAROSETITFRO b hroTz,
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V. BEICEYT HIER

AEEZRZRUVEMERDER

AF 200 mg B | AHI 400 mg BE | AAKI 800 mg #E | T EAREE

23 {3 62 1l 55 {3 62 1l
B FEHLES FEHLES FEHLEE

(%) (%) (%) (%)
AEFHZ 1 (47.8%) 20 (32.3%) 11 (20.0%) 18 (29.0%)
EIEHT 4 (17.4%) 13 (21.0%) 1 (1.8%) 8 (12.9%)
HELAEFR 0 (0.0%) 2 (3.2%) 4 (5.4%) 4 (5.4%)
EERRIER" 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
FETS 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
HERZICLHHE5F1E 0 (0.0%) 1 (1.6%) 1 (1.8%) 1 (1.6%)
BRI X 55k 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
ﬁigﬁﬁg%“ié 0 (0.0%) 0 (0.0%) 1 (1.8%) 1 (1.6%)

HELRIEMNC . . o .
Py B [ 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

BB G T 14 AR ETICRO DN AEFRLOEIER
TR EANC LY TRRBGRS Y | LS AEFERE [RIEH) & L,

@COVID-19 DIEABELRFE Zxtg & L EEILREE D TARRE (MK-4482-002 758 &5 I AH/ X —

F (O3%—=11) HAEAT—%) 10
. 18 LA EDOFIEMN S 7 HLAN D COVID-19 FE AP
G
302 44l
bR

e o | TR, BERL, CEEMR. WATHER FLREUR
T

o v oA L RAEGE (COVID-19) @ 18 kLl EDO R ANIEABLERE % x5z
H AH| 200 mg, 400 mg XL 800 mg & ¥ 5 L7=BEOFMNE, LRMER Oy EIRE 4

R 5
F 1. SARS-CoV-2 Bt (ZE{EZALAT 7 BLUAWN (F : 7 B B ORI EELEIA T Y B
WA | ITEER) ICERRENTBAEZ V- PCR BASIC L0 )

2. SARS-CoV-2 |2 X 2 JEYIE DIEWR @ BN BIELILET 7 HLINTH D, 2>
VEZAALEE 2 BT SARS-CoV-2 (2 K 2 REYE (2 BE 9~ B EIR P 23 1 D LA B3R
LN
3. UTOEEIZBIT S, FHAERE T SARS-CoV-2 T L BIEYLE D EFE(L Y A
JIRT % 1 DL EH T HBIERE
SARS-CoV-2 |Z X % JEYIE O HEAE FE ]2
[BE] OROV@ %=1
ORDOTRTHRRDBND
REGHS 20 [B1/45 AT . DAL AS 90 [E/45 K05, SpOa 78 93%7A ©
@&@wfﬂ% REINSY (A
LEEE ST ER D B, PRI R4 @
/32 f)
[FEIE] O~O% T Tz 3
ORDH B, 1 DL ERRD HILD
FAERED B EIAL, FERELDS 20 [B1/43 LA E 30 [1/53 Al L5023 90 [11/43 LA
125 [Bl/45 A5
QWD IH b, w?hﬁ# WD HILD
« SpO, 3 93%4#A ©
- SpO, fEIZ B &9, SARS-CoV-2 |2 L 2 EYLE D 7= 6h |2
5285
OIRDNTIHFRD LA

MObhnERTUTDO LR,

va v ZIRREY | ZlRastERE AR

2 L/min LA F D
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V. BEICEYT HIER

LEREO B, MRS | g v 7 RHEY | SlEsRE R4 P

SARS-CoV-2 IZ & B JEGE D EIE(L Y A7 RFIZLL T D & 3B Y

- 61 Ll k

CAREMEON A [REIHIRCE VTR E DAV A (B - LR

A B ]

- 2 g

o B P FEME AR R

- [FEEIRER AR K D g ke

- JEG (BMI 30 kg/m? PL |)

- EEZROEE (OAS, EEIREER, OHIES)

- SRR IR I ERAE

- BEIRIP
4. BB G TR e 8D 90 HEBEAE2S AlHEZ2 B SUTITIR L TR 6314
SRS G-BAAA N 5 28 B FEIRELEAS rIBE 72 £k

o BRI ZRFER DFLE R L,

Vg MRSENE ., ERPA. SOk, STVERFO RO IR IR EE, A SUT IR ORE A, T, FE
B (38.0°CR) . e, BUW. Bl WErE, TR BREIHK, WK

O SN XIE SARS-CoV-2 12 K % E&YiE LIS O B TR - S TH Y SARS-CoV-2 |2
& B BRYUE O IEIRFE BLLL RIS B S8 AN B ST WD Ze VRIS 38 1T D HUE,

O IFPAE>SROO~D%E 1 DL EET LG4  OK[ENIFE LA TIERLE, @&
Za— L ERAW-ERERFEEE (& 20 L/min 8, BREFE 0.5 L) | OIFREEME
JE#S. @WECMO (extracorporeal membrane oxygenation)

O <va oy ZREE > IGEIINE 90 mmHg A . PEIEHIME 60 mmHg A 1L H LA A E
T 556

D < Ll A4 > PR AR, TSR, B, M. FFRCSUIHRMRRO 1 DLl EICRAX
IEREEA RO B LD BEI O B LIRS ERRAHM L2356

EEVAS 1. ABEP SUTEENE AL 48 BERILANIC SARS-CoV-2 1T K 2 EYLIE D 72 12 AR
BRoMLUE | NN BL L A D Z LN EE SRS BE
2. BHTH X% eGFR 7% 30 mL/min/1.73m? A<
3. [EiT D HIV RNA 7% 50 copies/mL #8313 CD4 73 200 cell/mm? Afiiii > HIV FEHL
=
4. MAEZALAET 6 EUNIALFRIENVLETH - 1= BH
5. GFFEREAY 500/mm? A 0 B
6. H LIRS s Ml Al & =2 7= B
7. HBV XX HCV OREfFEZA L, WA, KEFER, FMEAA, XIEA 7
U —=2 W0 AST # L < 13 ALT 2N EEYEME EIR O 3 [0 B
8. I/ IRELAY 100,000/l A XX BEAE 2 LRl 5 H LA /M i & 52 0 7 FR &
9. MBMERER OB Z AT 5 UL IAIEAALAT 3 7 HLNICBEER THh - 72
10. X—R T A UHREOLAAEL 50 [Bl/53 A (LFHEE)
11. SARS-CoV-2 1T L AEYYEICXIT 5 T 7 F o QR H§ 5B
MR LT 4BEC T 111 TEEBESMN L, —EHEERFoROKSL Lz, BELEIM

RFLZ, JERFE B O MEAEAEIM T B £ COMIM (F  BIEAEI Y RIS 72
V) (5 BREEAT S BHREE) . BEIER Y R 7 [/ 0fF 82 ERIK & L THW
77
- KK 200 mg B 0 ARK| 200 mg 1 BEEAREFOT T VAR 3 FEE 12 FEE (2 K
W) Mkm<Ts HfE GH1omE) &5
- ARHA 400 mg #f 0 AH 200 mg 2 HEE ARFNOT TR 2 BEE 12 K] (£2 K
) R <s B (GF1ola) &5
- KF1 800 mg Bf : AHI 200 mg 4 FEA 12 B (2 BRR) M5 HRE (BF10
[\l 5
- IR AKFOT TR 45EE 12 (2 HE) TS AR GE10
[ml) 5
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V. ARICEY SEA

*EAELY A7 K- s 61 kLA B IREMEO R A [V R E
D2V A (B RIS A) 1R T | BRI . 18 0 B ZE A it
AL I (BMI 30 kg/m? DL E) | BEEAROER (ODAE, mEhiREE XL
SE) | SRR MERSE, BEIRAS

HEAEZ T TR 28 B (Day29 £T) 74 —7 v 745, E6IT, RRIEERK
FGK T H A OR; R TR ITEE T D,

ARERHAM S, CUT OO AR IR SEAI R, 1R S G i BLE 3 2 R A
L7auy,

COVID-19D U 7 « SARS-CoV-2I2%I 5 U 7 F R IL, AR A5 B
F (B HRHNZ DD 5 F) K Day 29F T IL &5,

Z DO COVID- | « {REBRKIEE MR E L7z COVID-19DFEHERHE » (f] : =
19DIEEE JFE | NVTFaxTaA R) WTFFRSND (2721, HYEMS
WS LYW LA, BINTEetE =2 0%
FEhid5),

BE IO T A KT A 2 EIRBRIKEE NRE LT
YEVE R HILAE DS & 2356018, TRBR S0 = R pE B I TR R IK
MEEWET D L,

- JRERUCIEE HME B FTRE 72 COVID-19 D EEHETR#E &
L7t DOERE, COVID-19D1EELX HIY & L1503/
WRIE T EEAEA B LIRS Day 29 T2AIEES N D, B,

TRBRHA M SRR E 2N ABE L 72358 1%, COVID-19D iR
EHIE L2 OMOIEHRE RIELTRIND,

« COVID-19D s /JER D~ % A v b DI= b D FjE
(B AT BB RIER 72 &) XA RETH D,

COVID-19844k @ | COVID-19LAA D 3T D 1R ER 3} ORI FR D B D

LIPS i P 2 B T R30 H LABE, Day 29F THEIE S
5o
fiEfT*t% | MITT (modified intent-to-treat) : ME/EZIZE|I D (1T 72T X TOHERE D 9
H£H B, JRBRIEE 1 BILL BB ST B SR
APaT (All Participants as Treated) : HEfEZR{b SN 7-iRBRIEZL | BILL E&R G S/
T _RTCOWERE
AT EE H (A 2]
= FEF AT 2E H

e Day29 F TIZABE IS L-#BRE OIS

(& 4xt)
c AEFES REDTILICE-SAEHRZE
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V. ARICEY SEA

2!

Cf i)

= FEEm I H
MITT ££[MIZ31 5 HAEZ4(L 29 H H £ TIZEBE ZRD e W ABEXIFIE LR O i g o
AVEAHE] 200 mg B HEE, 400 mg $e5HE, 800 mg F HHE, T B RBETENTN 1.4%., 3.9%,
4.1%, 54%ThH-1=,

BRELKEL29BEFTICEAZHOLVARIIIET L-HEBREDE S MITT £H)

WEAAL 29 HH £ TICHE B %2
TR RE %L RO WARRSUIE L Lz | T BAREEE DE P i
BrE OFIEE (%) (95%[E4 X [H) *
AF 200 mg Bf 74 15 1 (1.4%) 4.1 (-12.2. 2.5) 0.1676
AF 400 mg Bf 77 15l 3 (3.9%) -1.5 (9.9, 6.2) 0.6668
AHAl 800 mg A 74 15 3 (4.1%) -1.3 (-9.6, 6.4) 0.7141
75 v AREE 74 15 4 (5.4%)
s " RERE =
TRPRRER D Lk (95% (2 D) P i
A 400 mg vs. AFAl 200 mg 2.5 (3.9, 9.8) 0.3351
A 800 mg vs. Al 200 mg 2.7 (3.7, 10.1) 0.3121
AF) 800 mg vs. AH| 400 mg 0.3 (7.3, 8.3) 0.9342
* . SARS-CoV-2 |Z X 2 JEYLE DFIED ©H ORFE (5 HLLF XL 5 Hif) KO SARS-CoV-2 |2 &
DIBYUE D EIE(L Y X 7 R+ H ® %2 RN+ & L7-JE5 Miettinen and Nurminen %12 LV &
H
Day29 Rf i D AAE DN 2 e 1 3ia R i s Lz,

(Z24tE)
TREBRE DRI
AAKIRE (200 mg B, 400 mg BE K TN 800 mg #) D 225 Bl O T v REED 74 FIn b7 &b 1
BIDOVEERIEZ B 5S4, APaT I8 £z, HHGHIMOVEEIT 44 H~45 HTH Y . KFIRED
94.7% K% N7 Z B ARBED 94.6%73 9 81 3E 10 HI ORI 5% 5% 1) 7=,

A EFEG K OEIEM

B ERESREIGIE N CEIEIIAFIEE (200 mg, 400 mg & N800 mg) T 2256 73 1] (32.4%) .
7T R ARRET 74 il 28 B (37.8%) | RIMEHFEBLHIE L OFIEIXAFEE (200 mg, 400 mg &Y
800 mg) T 225 14 4l (6.2%) . 77 BARET 74 HIH 54 (6.8%) Th o7z, FEARENWEHIX
T CRHAI200 mg BE2 61 (2.7%) . ASHKI 400 mg BE2 1] (2.6%) . AHAI800 mg #E 141 (1.4%)
TR REE2 6] (27%) ) THol,

BHFILICESTZEWEH E LT T 2REET RN 1 HIFRD BT,

WAL, 7 EREET IHICRED b, 1BERIE E OREBERIIEE S L7,
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V. ARICEY SEA

AEZERRUVEIERADER
AF) 200 mg BE | AFHI 400 mg BE | AAI 800 mg #E | T AREE
74 5l 77 % 74 i 74 4l
HHES (%) | BEEE (%) | BEEE (%) | BEEE (%)
AEFRR 25 (33.8%) 19 (24.7%) 29 (39.2%) 28 (37.8%)
BIER" 4 (5.4%) 6 (7.8%) 4 (5.4%) 5 (6.8%)
HE A ERG 1 (1.4%) 3 (3.9%) 4 (5.4%) 4 (5.4%)
HERRITER" 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
A 0 (0.0%) 0 (0.0%) 0 (0.0%) 1 (1.4%)
HEFRIZELHEESPIE 0 (0.0%) 0 (0.0%) 3 (4.1%) 1 (1.4%)
BIVERA I X A &G HIE 0 (0.0%) 0 (0.0%) 0 (0.0%) 1 (1.4%)
ﬁigﬁﬁg%“ié 0 (0.0%) 0 (0.0%) 2 (2.7%) 0 (0.0%)
HERBIERNC LD . . . .
Wy b [ 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
BRI 5T 14 HE £ TSRO bR AEFES L ORIER
CVRBEMEMIC L TRERGEHY | L SN AEESEY (FIEM) &L,

) AHOEKBENTZAEROCHEZUTO LB,
6. MR OV &
WL, 18U EOBREICIE, TAXETEALLTIES0mg %2 1 A2/, 5 AREAHET 5,
(4) BAEMIEAER
1) AMREEEER
DCOVID-19 OIEAPEEF Zxt5 & U ERE LR O/ MAHRS (MK-4482-002 FREREEMAH S —
k (U8—=Fk2)) M

18 WL EDFIEN S 5 B LN G COVID-19 FEABLEE
FREERAT 775 B (HARN @ 0 f)

B AT (H SR REITS BRI 1433 61 (RAA 8B 55
KA 5 5% & Te)
E N A ek o
B 7T AR, EERL, CHER, WATHERM iR
A BAla o v A AEYYE (COVID-19) DA AL BT 2 R ITAH % & 5
L7eBR DG M, Rtk O 4 3 Eh 3 2
T 1. SARS-CoV-2 [ (A2 AT 5 B LAPICERER S v 7o ek Z2 v 72 PCR f A 5%
RPULHE | 12 0 R

2. SARS-CoV-2 |Z X 2 JEYLE DJER @ BN EELALRT S BUNTH D, ok
VEZ AL 12\ T SARS-CoV-2 (T & % BEYSIE 1T B4~ B JER P 23 1 SLL EF80
YA
3. U TFOERICBIT 5., BIEBE ULHPEIERE
SARS-CoV-2 IZ & 5 JEGE O FAEFEE OHIWHIC WO N ERITLL T D LBV,
[B5E] OKV@%ET-7
OWDT RTHRRDHIND
RENRE L3 20 [81/43 AR, DAAEES 90 [81/45 i, SpOa S 93%4i#4 ©
QRDONTINHERD AL

LRI ERF D BT, PERARY | va v 7 RAEY | Zliltéie~a?
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V. ARICEY SEA

[HE)E] O~@% T XT3

O®kDH> B, 1 DL ERBEDLND

FVERED BEIAL, FEWELDS 20 [81/43 LA L 30 [81/43 A . DA% 90 [81/43 DLk

125 [B1/53 A

QRO H>H, WTFNLRRD LD

+ SpO1 7% 93%itA ©

« SpOL EIZEH 53", SARS-CoV-2 IT K B EYED 7212 4 L/min UL F OfE

REHGEETD

@OIDNTILHERD H AL

DO BN, FRAEY | va v 2ikiEY | ZlEisiE R A D
4. KD SARS-CoV-2 |2 X B EYMEDEIENL Y AV K&Vl b —2HT 5

- 61 Ll E

C JEEMEO N A [HREIHSCE W R DRV A (B FEEMAR A)

IEFR< ]

- PR R iR

o 1B B ZE M i R R

- JEG (BMI 30 kg/m? DL |)

- EEALER (OARE, EENIRE R ST OAE)

- BEIRI
5. IRBRIEE G TR 70 < &b 4 HIFREAEDS rTREZ2 B XIHAER L T & FIRER
WG T %D LY 4 HMBEEN Al R 72 £otk

O KRR EIR ORE R L,

D ong . WHEESE. SPH. SOk, HIEREO BEIN TR R, A SUIIR O A, ST, R
#(38.0°C M) . HFE, FENE. E.O, MR, FHI, REHER, BREHEA

¢ BNE XL SARS-CoV-2 |2 & B BYSELIA O TR 5 SN TH Y SARS-CoV-2 (T
& B IRYIE OIEIR FEILIRR I CBR B AN B S LT W ARV IR BB IR 1T B i

O DRPAE>SROO~D% 1 SLL EES 5854 OREWNFEE L O TR, @fmb
—a— LR MW SR EREIEE (& 20 L/min 8. BEEE 05 0L | @IFEEAM
JEHLR., @ECMO

O <a v 7 IREESHIEAIEA BT HGE L ER

0 < BRRAA A > Mgy, JEERAE. B, M. AFIESUT AR RO 1 Ol Rlic A e
IR ENGRD LA BPME O BE LIRS RS HIN LG A L EE

T
BRoh AL e

1. ABE UTEENE AL 48 BERILLNIZ SARS-CoV-2 2 & 2 JEHE D 7= 12 ABt
DB L 705 Z LN EESN D BE

2. BHTH X% eGFR 78 30 mL/min/1.73 m? AJifi

3. [EIUTD HIV RNA 7% 50 copies/mL # X Ti % 6 77 H 235\ T HIV OFEIEERE
NRD bNT=BE

4. T FEREE 500/mm? AT D B

5. HBV XX HCV OBEfEAZ A L, I, KEFER, HFHESAXIZIAZ Y —
= 7D AST #5 L < 1% ALT 2N IEHEME HIR D 3 (5 0 B E

6. IM/IMRELAY 100,000/ul A S MEVE 2L AT 5 B CAPIZ VR if. 2 52 1 7= A8
7. SARS-CoV-2 I L B RYYEIZX T 5 T 7 F o OEfEZ A3 5 84

8. AR ~DOMANE & 72> 72410 SARS-CoV-2 ERIZxT5F /7 a—F
NHURIZ L DRI/ 3 5 B
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V. BEICEYT HIER

UITF28EC 1 1 TEAERRIS L, ZEER T ORAKE Lz, EBIERFIRIC,
JERFEBL D b WAELEIT T B £ CToOMM (F @ BEAEM TS R IEE £
(3 HMLLF,/3 HEE) ZEHIKT L L THWE,

- RFIBE © AFAI 800mg % 12 WifE (2 WefE)) MBS B (B 10 [E) &5

< ITRARRE TR E 12 K] (22 FFE) BRTS B GR10ED) &5

MEVELEIA T 28 AR (Day 29 £C) 7xru—7 v 715, &5, RBREREK
IR E1LK T 1 H OFF S CHEBRE (ST 5,

BRI TP, DAT OFF AR SRR SRR, TRBR S G =R e 4 D B A A
L72uy,
COVID-19D T 7 * SARS-CoV-2{ZXkT 25U 7 F o #fEIL, EIEAEI T

T Al (GRS 220 6 F) KO Day 29% THEIE S
éo

COVID-191Z %49 « HI/ED SARS-CoV2IR Y DIRIED - DE /) 7 1 —F
HE) 70— | MPUROEGIL, EAERET TR O Day 29 TAE I &
RGN nb,

Z DM COVID- |« {REBRIKIEE MR E L7z COVID-19DFEHERHE » (f] : =
19DIEHEE L | VTFaxTaA R) RSN D (FE: BRATERIN
TWDRhEE « R L ZORE « HEICOW T ATRE
ThD), 727120, HYEMNLER & L5GE
X, BINTREMEE=2 Y v SR ERT D,

- VRBRKHEE 2N FTRE 72 COVID-19 DEE HETAHE & Bl
L7=bD&BRE . COVID-19DTEELZ B L LT TREEK
SRR T VR A BT LA Day 29F TR IE S D, 72
B BRI ICHERE D APE L7284 1L, COVID-19
DIERAEZ B L L2 O oIRIRE RELHER S
%
« COVID-19D {5/ FER D~ X A L N DT DI Ff
FVE (B 2 I XREFCTIRIEA 72 &) 1 IEHFTRETH

60
COVID-19LM44 @ | COVID-19LI44+ DT DIRERIE & ORI TR O [EFEikas O
TRHRE i T B A BT T RI30 A LI, Day 29F T IE &
5,
T2 | MITT (modified intent-to-treat) : HE/EAICE D T SN2 T X TOHERE D H
£S5l B, BB A 1 B2 RS S - gisE £
APaT (All Participants as Treated) : fE/EZ L I 72RBRIEL 1 HIUL B G- S T-
T T OWERE
T H (B %hit)
EEFE B

*  Day29 £ TICABEXIFIELT L7 OFIEG

EF  ABRIE, W UT A REmR (B, FERm=E) 2BV T 24 K
Pl EoAMIEREZ T -8/ L EF LI,

et Bk
FENGLCTH DAFN O T T BRIk T 2B E2FHIT 5729, Day 29 £ TIiZ
ABE XIS LT 4B IS 2 oW T, JE B Miettinen and Nurminen 0 55 %

HWCTHET %,
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V. BEICEYT HIER

Ho e f AT 1

HRIENT 3 (X— R 2)  EBIEERRE

28— | 2 DFERGREIELD 30%LL Lo P RIEAT 4 XV B AT Day 29 B8
O TEHEFAME B O EMeREZFAMM L, 2S— b 2 OIEFIEERINT 57200
SEGIE R E X et 5, FfEi7e ERERENITH A VIRIIZEE S <,

HRRNT 4 (0X— b 2) ¢ EEGEME BT E

ARFER T 7B REFEE GO CTHEIE S— F 0K 775 B GRAIEERE DK
50%) OHERE ) Day 29 %58 T L7-HEf T Day 29 & TORENE L G 2% fif
Mrd 2, AP BT, EEEIC L2 BHOBRRPIEZEET L2 L,
B OEENEThU £ LWRER DS D56 12 R O &GE H 3 O rTRENE 2 it
52 ETHD,

XA, T 3 KOV 4 (B, THENT ) IXFERCER S Lz, 4
AT W TR OB EHEEZ M- L2 b, T —4 =2V 7
ZESICL O ARROFHEN R I L OFER /e Sdv, 2021 410 A 2 HLREOHH
FANTF IS, BIE A~ (3= 2) OFEMANWEERELLOAFITH 1550
Bl TH T2, BEIK T 7207720, B N—F (— b 2) O&KERITIE,
1433 5] [ FEARAT IR AL 0D 775 51 J OV RAFEMT 2 ISR A A & AV 7 BN 658 fil] 238 &
iz,

FENZFHE SN PRI WTREIIAEIRIE L ooz Z Ln D AREBRO KD DT
BWEAHIET B ETOTAFEFITH MO EEIFEER OfER L 725, BIEALIN
72T _RT OWERE N DU TH R A 22 AT 2 2206 L 7=,

BRI B
e Day29 % TIZEIF DHED COVID-19 Ol ER (BEHE) OFHeH
72 A8 X3l £ T OB & ONEAL £ T o B
* Day3. Day5 (End of treatment : EOT) . Day 10, Day 15 K (% Day 29 FF &
@ WHO 11-point ordinal scale DEFED A v X

AR RFHMEEE
oYMt SARS-CoV-2 23K H S 7o T 9B E DES
o AMHENEEDT-H DR, Xt COVID-19 B D AM:ITEE D 1= D Fpr
DEE

BT AMERNEE O T D ORPEIL, HAEZEIT T LI Day 29 £ T2, filHh»
DABE (COVID-19 X2 F X v 7 FEO =—XZxHET D 72 DIcEb iz A
R B XIHEFR 2 S e, PE XX BLO SVEITRHE G IC BV T, THERFR]
Wb BT ABE LA o BUaR E ~ DR X2 Ol o Sk TG %
DIz DKBE (BRI D T2 6D D KPE o CVEVERNRR 2 24 2 56 O R R
BEE 2L D kb e Eie) NEAELELAEER L,

(Ze4)
HERES, EE5PIECE s S
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V. BEICEYT HIER

#4221
(A7)
P i

AT S 0 MITT E£FICEB T 2 E/EAL 29 BB £ TICHAZ bR WAR I T 38D
SN E OEISIL. AFEE 73%. 7T BREE 14.1%. 7T R EDEIT-6.8% (95%[EHHEX
M :-11.3,-2.4) . AEXIES Y 2 7R FI3K 50% Tdh - 77,

hRIAMOEEFTHMER KR MITT £H)

#1800 mg AE 75 & REE o
(385f) (37731) %g‘;@ﬁﬁzﬁ ) P fE ™
B (%) B (%) o
VL2290 HE TO 58 53 68
R e NS RN . , - 0.0012
YN 4y A (7.3%) (14.1%) (-11.3,-2.4)
. 28 52
b (7.3%) (13.8%)
A 0 8
(0%) (2.1%)
0 1
=9 (0%) (0.3%)

T SARS-CoV-2 |Z & 5 RRYUE DIERFE B b EAEZEIF T H £ TOHM 3 HELLT /3 Hi##E) % EhlK
F & L7-JE% Miettinen and Nurminen 75, BREAROFE/KUEITAM 2.5% T, PRI X DIRFHE
DL BEMEOFFESF L L LT Gamma family B! (y= —1) OHEEEEAE HW- (BEAKAERM 0.0092)

T AP E,

| EfER L 29 B B OEMPRUS AU RPERE 1T, AMERITICE W T, AT L LTIV R E

i,

HMERL29 HB £ TICRL LT _RTOEMIL, ABKEDOEL TH -7z,

20
7R
E _ X
4a -
E ~1
B ' FEIF
= I
ra
N =
¥ _|
e | I
- .
N 1 =
0+ -— —}‘ 1
X Censored
o 'I_‘- é 1I|:l 1.'-} 29
Number of parthipants at risk s{t%ft'&‘ an#m ! H)
-1 = 185 180 176 181 " -
== -t’,'r:'ag [ i ¥+ 357 328 326 324

IEEEEORMEA R FRBEES (MITT £H)
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V. ARICEY SEA

<apflic

BT % R H 7R AT >
BB SR TS TORERE (1,433 Bl) Z2RRE L THEHNZRMITZ R L2 L 25, ME
246 29 B B & TIZH &2 D 7280 A B SUIFE T 235

LD BT R E DOEIS ITAKIFE 6.8%.,

BAREE 9.7%., TR EDEIX-3.0% (95%FHXM : -5.9, -0.1) | FAXIY 2 7K TIEH 30%
ThHo7-,
2B ITHHERNEHETOTETMEEDOHFER MITT £H)
AFI800 mg 7' Z v REE P
(709151 eoopl) | PR p fit:
B (%) BB (%) RS
MEVEAL290 H £ TO
: 48 68 3.0
B & Rb e g _T . . 0.0218
YN (6.8%) (9.7%) (5.9, -0.1)
. 48 67
b (6.8%) (9.6%)
1 9
e (0.1%) (1.3%)
0 1
=9 (0%) 0.1%)

T SARS-CoV-2 T & 2 BEYYE DFERFEHD O IAEAEI T B £ ToMk G HEUT, /3 HEE) %EilK
+ & L 72 @5 Miettinen and Nurminen £,

TP fE,

| E{EZAL29 B B OWRWUSRAZLGEERE L, AIMEFRITICBWT, ABRXIIETCELTHY > FEan,

¥ EEZ{b 29 H B £ TIZFEL L7c T XTOREMNIL, AP DOIEL TH T,

Bl YR EEATG TE H

- Day 29 FTICHITHHED COVID-19 D#IE A ER (BEHRE) OBHHEMNLEERIREET
DHEEUVECFETOHRE WMITTEHE : /25 1T 2684

COVID-19 Offe K OMER. (BERE) DIF & AT, B mE Ik EO TREMEIZ 7 5
YARDEE &2 T TR E L b ARR G 22 TR E T oo, 72, COVID-19 D%
B R OER (BREHE) izl AT, #1T (B OFREEIX. 77 RoEG 25T -8
B X0 b ARFI G &5 T R E TR o T,

» Day 3, Day 5 (EOT) . Day 10, Day 15 R Uf Day 29 Bsm=d WHO 11-point ordinal scale MTX
E0A YR MTTEH : £6l2H 1T B EH)

WHO 11-point ordinal scale |2 X 5N RZRHAIG 2~ 3B ORIEGIX, 77 BRI b AKRE

T{& <, Day 10 XU Day 15 FFOZER K H K& > 72, WHO 11-point ordinal scale & 57 =2 U —

L0 UEZ L TWewy) | 1~3 R TAEE, BE) | 4~5 (ABE. H5E) . 6~9 (APBE.

FIE) . 10 (FED) ] 12T 5 L. Day 10 BrodslRiiED A4 v XL, I REEL D A

HIFET 1.58 fEminr o7z,
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V. ARICEY SEA

TR PR SRR TE B

- REZE SARS-CoV-2 Mg S~ BB DEIE (NTT £H : £HIZH T 5847

R—R T A RFITEGEME T A VAP ATRE T H o 798 E OB 1T AARE [14.3% (96/671
) 1 77 'AREE [145% (97/670 ) 1 CTRIBRETH -7, YD A L A8 Day 3, Day
5 (EOT) K U\Day 10 RRlZHH S48 12, 7 7 B ABECIEZNZE N 4.7% (30/643 f51) |
1.0% (6/616 f5l) KO 0.2% (1/582 f) ThHo7=DIoxt L, AFIBETIZENZEN 0.5% (3/637
B . 0.0% (0/623 B) KN 0.2% (1/583 B) ThH o7, KA LT T B REEOPTRE RIR
TliX. Day 15 X% Day 29 FRIZEGAME DT A VARSI D 2 &3 ho T,

I @ Day 10 RelZRRGLME 7 A LV A ST ARFIFED 1 HiliX. 20, ~—R T A VEEZIX COVID-19 T
R <EREOE N A ¥ =2 —F U A NV AEGEREDIL (Day 112 SARS-CoV-2 PCR Tidfiand, &
A H =2 —F T A VADKRELNE) | T DO%HIT-IZ SARS-CoV-2 J&IL % FIE L, Day 10 BEZE T A L
ABNODEYNE T A VAR &,

N2 T A RFITEGME T A VAR ST RE D O B AFIHE T Day 3 LA G
74»Xﬁ@méﬂt%$%mw@ﬁotﬁ\77tTﬁTti3[m&6QM%m)]&
U'Day 5 (EOT) [2.2% (2/89 i) ] WRIZIERGANED A L ADKH STz,

- BHHABEDI-HDER. XX COVID-19 BEEDAMHABED-HDEREDEIES MITT £H :
2F2H 1T BB

Day 29 F CIZEBMEHNEE D12 O KPe [AAIHE : 7.2% (517709 #) . 77 BAREE : 10.6%

Cm@9%)]ﬂicmmn9_%@ﬁééﬁﬁﬁﬁmtw@%h[Kﬂﬁ-mm(wmp
F) . 7T EARE10.0% (70/699 fi) 1 N LI-#KERE OIS IX. AFREO I N T TR
BELE»-T,

(ZZatE)  (&HNEBT DT

TRHRIE D W R R

AHNFED 710 Hl R N T Z v AREED 701 BB D72 &b 1 BIORRIEL B S, APaT IZ&
Too BHHIMOFHEIZEFEE S 44 HTHY , KEFED 95.2%K VT 7 EHREED 94.6%70% 9 [A]
X% 10 [ OIRBREEE 5252 T 1=,

AEFRL K ORIEH

HERTGIREBLGIE I OB A XK T 710 il 216 61 (30.4%) . 77 BAREET 701 il 231 4
(33.0%) . RIVEHFEBFIE S OB A IXARIRET 710 B 57 61 (8.0%) . 77 BAREET 701 filH
5961 (8.4%) Th-olo, FREWEMIL TR (KAFE126] (1.7%) . 77 BREE1SH (2.1%) )
L (RAIEE106] (1.4%) . 77 B AREESH (0.7%) KROVZEEMED N RFEE7H] (1.0%) |
7T REESH (0.7%) ) THol,

HEZLBIEHLE LT 7 RBETHERN 1 RO b,
BHHRIEIZE S TZGIWERIZ, AAIEET 4 61 7 48 (T, Bl EH, 57, FEPEO E UV, B,
R L) . T EARBET3IM 6 (EIEEYE. THEA 2 R, MR, RIRIES 1 4F)
ThoT-,

BN, AREBET 2 i, 77 BARRET 12 FICED SN, WTHOFERGHIRERIE L ORE
BRI A E S iz,
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. ARICEY SR

AEZERRUVEIERADER

A 75 & AR
710 % 701 i

HEES (%) FHBEE (%)

AEFRR 216 (30.4%) 231 (33.0%)
BIVEH" 57 (8.0%) 59 (8.4%)
HERAEFRS 49 (6.9%) 67 (9.6%)
HE 72 EIER" 0 (0.0%) 1 (0.1%)
A 2 (0.3%) 12 (1.7%)
HEFRIZELHEESPIE 10 (1.4%) 20 (2.9%)
BIWER I X a5 dik 4 (0.6%) 3 (0.4%)
HELRAERRZICLDBLG P IE 5 (0.7%) 13 (1.9%)
HELRBIER X 5% 5 F 1k 0 (0.0%) 0 (0.0%)

BB G T 14 AR ETICRO DN AEFRLOEIER
TR EAIC LY TRARBGRS Y | LS AEFERE TRIEH) & L,

2) REMHER
LR L

(5) BE - WEAHR
1) COVID-19 D APEEE Z x5 & Lo pshes I,/ THARRER 1©
HEAEZEIT T AT 10 HLANIZ COVID-19 OJER AR BL L | ERRMR A CREGE D MR S iz 18 kbl |
® COVID-19 O AP % %512, AA] (200 mg, 400 mg, 800 mg) XIX7' 7 &A% 12 K] Z &
W1 H20ES BE GE10RED) #5 LEBEORME, ZarE Rk OSSRy Ehie 2 5H N3 2 BIE 47 Z
AR CEERE T MAARRBROSE DARRBR S— b~ (X—=K1) 23 L7,
TERHNE H T 5 EIELEIT 225 Day 29 £ TOFAI72E1E (Day 29 £ THERAE 3 4AF L)
DABE L TV ARUVREE TS LD E LA BRR TRE AR EE) ICF 5 £ TOMR O 1 Ju i 1345
P HAEC 9 HE, Day 29 TORIEHRIL 82%~85% Th V. IGFNREZ R T ML= BT > AT
DL T,
LU AV AFRET, FEERBO RN LG AICA I TH D ARREN R b BN 2 & AVRIE S
NTWD, ABEEE T COVID-19 OFEBHEINEER (LI D ATREMEDN @V 2 & v D, MK-4482-
001 FBREMAR/S— ~ (/N— |k 2) 1 EFEE LT,

I VE 78 B R OVEIA I IARAIRE (200 mg, 400 mg & T 800 mg) C 218 Bih 24 1] (11.0%) . 7
ZEBAREET 75 BiF 16 B (21.3%) Tho7-, EREUWEM Q%LLAE) X ALT #n CRHFIEE 5 4
(2.3%) [200 mg #F 2 f5l (2.7%) . 400 mg #F 2 5l (2.7%) . 800 mg #f 1 f5l (1.4%) 1. 77 A
361 (4.0%) ) . ASTHEIN CARAIFE3 B (1.4%) (200 mgFE 161 (1.4%) . 400 mg#E2 61 (2.7%)
800 mg & 0 B (0.0%) ) . 7 EBAREE2H] (2.7%) ) . KOFH CRAIEE 1] (0.5%) (200 mg
BEOB (0.0%) . 400 mg BE 161 (1.4%) . 800 mgEEO B (0.0%) ) . 7 BREE2H] (2.7%) )
ThoT-,

BeHAIEICE > TZRWERIT®RE STz, BEERRIWEM & L TARAI 200 mg #% 5-8 TEHFRIZ N
BOLNT, ZOWBREF IO 5% R EZ /e LTz, fIREGE B ICHERSARE L, 2
AZICIEE Lz, RAFED 1461 (6.4%) . 77 ERED2H6] (2.7%) BFELE LR, WTiLbia
Bk & ORI EBIRITAE Sz,
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V. ARICEY SEA

) AANOER I NLT-2hEE
4. WEE TR
SARS-CoV-2 IZ K % EYLE
5. ZhRESTAN R BT 2 R ()

5.2 EREE DV SARS-CoV-2 |2 L 5 FEYLE B 1SR 2 A ZhHEITAENT L TU ey,
6. HEMOHE
WL, 18U EOEREICIE, TAXETEALLTIES0mg 2 1 A2, 5 AREOHET S,
7. FER OHEICBE#ET 515
SARS-CoV-2 1T & A RYLE DFERNHEL L T DB E 2T 5 2 &, BRABRICB VT, EIRZ
Bt 6 B BUBRICB G 2B LT BEIZB T 2 EMEZ /AT 27 — 2 13B o TR,

IR, AEROCHERUTO LR,

(6) BFHIER
1) ERAREAE (—REARERE. FECEARERE. ERARRLEEAT) | WERTER
T—ER—RRE. WERFRERSBROAR
FeE iR A () 1

A A AFAETITAEZIFEFICBWCIZZA T U AT 7L 200mg (LLF, &
) & BARNBEA~ZEGEEO R 2N Z AT FE/R IR 0 KGR M& BN HERE L.
BET 5, ok, HEIMEICOWT S EIRAICHERT 5.
LESSES AHN = HG Shi- AARANBE
el 2021 4E 12 H 27 H~ 202345 A2 H
FAAT S S E 5] L RNEREAT I GUE R 3,384 1 (FAA T EEHI%L : 3,000 1)
A IPERERT S GE R 3,177 B
TR 15 Lk T ot
FHIE LT, 7020 T 4 T —F 2IWET D08, KA X E
7RBR Y KRG R 0T — & ZUNE T 2 72 D ZRIFE RS Bl AR H$ 54 B
R UTIER S, BERRTREE 35,
LR [EEREINTY 27 ] BEYE (77 4 7% —%25T)
[EE AN Y 27 ] B EH
B2 A H-BI4A B 226 29 A
TRAETEA BEE R, AAOEGRM, AiERE R OO IR OFH®EE (B
M) o RRURCIREE. B BERDENIC BT D EFAR MR A, SARS-CoV-2 MR, K4
P (FEIERORBBURDLZ2 L) | FoE (&7 7 b L)
WEMEHER | 2RIMEA ORI 186/3,384 # (550%) TH V., FIT TR 59 f)
(1.74%) . 3835 23 B (0.68%) . HL2Y 9 6 (027%) . FEhED &
VB RN 8] (0.24%) . HREEAN 76 (021%) Thoto, HIE
REIER ORI 7 B (021%) THYH ., COVID-19 (HEE) 23 2 fil, F
2. IHEERE . 5 o mtEOAREe, KEERE, SPEMFERAERE 1 f§]T
HoTm,
HOMEEFHER | SCREBEICR T A ARFIB GRS 29 BHE TOARL (BREEARE - R
ANBe72 EOBERINL TEL TV ABRZRLS) XIIFETTIX 492,044 )
(2.40%) ThHoT-,
FMERNT X G 3T D AKI % 5-BRIA% (TR &% 5- 2 Blbh L 7= JE B
56/3,177 ] (1.76%) T&H o7,

2) RBEME LTRBEPEDRNEXRLERE L I-FAE - HROME
Y L
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(7) Dtk
AR L
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VI. EHREICEHISHHEE

2

a

EBPHICEES S LEMRUTILEME
Y L

R
) YEFERGL - ERBFF
FARXETEME, VRXZ LAY RT7FT a7 ThYIKRART MVvaf S 5 EEERNEY A
NWAFITHSH NHC O 5'-A VYR AT LT 0 KT v 7 THY, BOKGOHR T A NVAFITH
be BAXET EERINOBR T AT 7 —BIZ LV IIkSfESi, NHC & L CRHHERICE
179 %, NHC ITMANICEY A E 7%, MIaNO U UEbEEE I X 0 KIS 2 H 3 21515
ThdH =V UL (NHC-TP) IZA# &5 2920, NHC-TP 1%, VA /L AHHKD RNA (K77
RNA RU AT —EBDORKDY RX 7 LAF FIZHT LA 2RBEEE L LTEH L, NHC 5'-
— Ve LTHIAE YA LA RNAICERVIAEILD, NHC O N-b R b U HERITHZS R
MALREZ BT 5728, NHC-TP (X7 7 /v > X7 T /v oronWThnbxta3 5 2 ENAEET
b, FnFhyTF Ty 5=V 8 (cytidine triphosphate : CTP) XIiZ v U Ty 5-=1U g
(uridine triphosphate : UTP) & f{UERIRE T 5 222929, NHC-TP 23 7 A /L A H12k RNA {K 7V RNA
RYAT—BIZLY AL ARNAICED IAENTFER, UANVART ) AT —BHENREMNL,
TANADRENET 2, bbb, TT— B X A Fr T OFE LS BEAOF 2902 2k
A NVADHEFERHE SN D,

DT T—AH AT OFEOEAMFIL, MERS-CoV, ~ 7 A% 7 A /LA (Mouse hepatitis
virus : MHV) 2 RXR X T 7<% A /LA (Venezuelan equine encephalitis virus : VEEV) 29,

AT W A0 A (Influenza A virus : IAV) KM OYB Bl A T HF oA LR
(Influenza B virus : IBV) 9L 572 RNA U A LV A THER SN TEY . NHC OIFELE F CHIGE L 7=
e BYED A NV ABEAREDN K log A L, U A /LA RNA OZERERNAREICHEM LI, £,
NHC IV AT U ENMTHED 2w F 0 A4 L 22 LT, invitro THLY A WV AVER &R LTz 3032,

in vivo IZBWTH, FAXET EJLKENHC @ SARS-CoV-2 K UMD RNA 7 A L AZkT 55
T A NVAVERNEFE T A L A EGLENY) T T L THRERR S iz 20303,

TE) AHN OGRS AT RNEE UKL, [SARS-CoV-2 IT K DIEIUE] Th D,
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VI. EDFEEICEI SHIER

ELRESEIL | "=

A

N

RARpMEHE

k588
TORSwI THESHENILSEIE.
SR oom
MKARTT. NHCELT S BB TS CEY . DAILAD
HRWEWTND
ye
S
RNANGERYiAZ ’
BEACRUAENR:
NHCIZUBExN
ST
RMAICERAENS DL ILZARNADIS—EN0
3 NHCTP 3EERNABIC
BRURENBTEITEY.
IV RNADTS— TS

ELAXETELDOERAER
NHC : N-t Fa ¥ F ¥ (B-D-N*-hydroxycytidine) . NHC-TP : N-t Ko ¥ v F o =1 v

fE{biR, RdRp : RNA K174 RNA RV 2 T —F

-
STEP 1:

NHC-TPH'4 LA ERARpIZLD
U4 LARNAIZCTPRE[FUTP (CTP>UTP) FLTERMIAFNE

RORD s

+gRNA template
O R NN R RN RN RN AR IR R RRRRNNARRNRRRIARARN

—gRNA product

LR EWECE A CPGT U A ATGTGT A C
—gRNA product [FFET e el § U cC U, G

iy

STEP 2 :
4 JLARNAQERTS-HELE

RdRp =

—gRNA template
3,IIII\II|_|III|_|IIIIIII|_|IIIIIII T T TTT

—gRNA template 5 5
+gRNA product / \ € / \ 5

4 JLR RNA ~D1ER

STEP 1

BN XET ELDIEEARIKTH D NHC-TP 1ZFIZTF V=V Vg (CTP) OREIE &

LT, UA/LAHKRNAKIFERNARY 27 —FIZL D 7 A L ARNAICERVIAEND,
STEP2 : CTP & L CTHU Y AE 7= NHC-TP (32 DD 7 A N AERY A J VizB T F Vv
(C©) XiFviIvy (U) orbb b LTHHET S, 77 /vy (G BLXUOTT /v
(A) ODWTNBHET DAREENH D, UA /LA RNA OEREF—2N4EL D,

M:NHC, C: vF2 UV A TTF ), G: XT3
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VI. EMERICEY SRR

(2) EhZxEJfH T HHABRAAE >0
1) In vitro 3EFBEER
DIn vitro ® NHC OHLU A )V AVEH
Vero E6, Huh-7, Calu-3, I NI AS549-ACE2 flifia%E D& RFEOMIE T, NHC i SARS-CoV-
2. SARS-CoV-1 & T* MERS-CoV (Zxt L TIREEKRFRIZR T A L 2 OHHEMHEEN 2= L, £ D
& XD ECs I, 1FIE 1 uM A —% — X pM L FORETH >7-, NHC OHL T A IV AEH
WIS EVE 2 R LHHR L TR B, CCs T W REmEE LY L TEL . K
BBy DFRER TEIRAREL (Selectivity index : SI) i 4 Z# Bz 2 CTH -7,

MK RUYRE FREX - RELEM#MAATOD SARS-CoV-2, SARS-CoV-1 BT MERS-CoV (<

x4 % NHC D1 ILA{ER
P ECso fiE CCso &

A LA B SEEYN (M) (M) SI fi&
SARS.Cov.23D | 2019-nCoV/USA-WA1/2020 ; | Calu-3 2B47 0.08 >10 >125
GenBank Ac. No: MN985325.1 | Vero E6 0.30 >10 >33

SARS-CoV-1 Urbani Vero76 0.49 85 170
SARS-CoV-1 SARS-CoV-GFP# HAE-3D$ <1 >100 >100
SARS-CoV-13" | SARS-CoV-GFP# HAE 0.14 >100 >714
MERS-CoV?3) MERS-nLUC! Calu-3 2B4f 0.15 >10 >67
MERS-CoV?®) GenBank Ac. No: JX8690591 DBT-9 0.56 >200 >357
MERS-Coy | Luman B-COV, Lincage © Vero E6 0.8 20 >25

CCso : 50%HMIa G E . cDNA : ¥ DNA, DBT : Mouse cell line derived from mouse brain tumor (=
7 A2 e e R PR IS ) . ECso : 50%E #hiE . GFP : Green fluorescent protein (ka8 e H
') . HAE : Human airway epithelium (& F53E ERZ) . LUC : Luciferase (b3 7 =Z—+¥) | NHC : N-
EReXorFUr S BFURE

T b Ml BB R

b RREHOEE A E 58 81 SARS-CoV-1

Sob NRUE ERESREET L

I: ¥/ vy 7 =5 —E58l MERS-CoV

1: cDNA H ek
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VI. EMERICEY SRR

B ERZ M TO SARS-CoV-2 2319 5 NHC Dy 4 L X4EH

FULRESS ECsofE (uM) CCsofi (uM) SI fi
1.44 >30 >20.8
. 2.03 >30 >14.8
Vero E6' 123 >30 >24.4
0.97 >20 >20.6
2.08 >40.34 >19.4
Huh-7* 225 >40.34 >17.9
0.691 ND ND

A549-ACEZ 0.672 ND ND
2.66 >36 >15.5
2.03 >36 >17.7
A549-ACE2! 2.16 >10 >4.62
28.98 >36 >1.24
1.44 >36 >25.0

0.32 ND ND

0.94 4.62 491

Vero E6-TMPRSS2T 1,087 19.3 17.9
1.14 >10 >8.77

0.49 439 8.96

Vero E6H 0.78 >100 >130

ACE2 : 7 U ¥4 T v U HEESR 2. CCso : S0%MINEEFEIRE, ECso : 50%A 2R, ND : HHET,

NHC : N-& Fefx v v F v SI: #HUR%, TMPRSS2 : Transmembrane protease, serine 11 (11 5 5 i

M) o Far 7 —=%)

o 3ABR (213 Vero E6 i} (Y SARS-CoV-2 (USA_WAI1/2020 %) % v 7=,

t: 3BRIZ 1 Huh-7 # i & OY SARS-CoV-2 (hCoV-229E ¥k) % 7=,

§ 0 BBRITIE AS49-ACE2 #llAd & OF N-luciferase-derived SARS-CoV-2 (USA_WA1/2020 #) % v 7=,

I: FRBRICIE A549-ACE2 A K O 2019-nCoV/USA_WA1/2020 ¥k W& =2 BFET&H 5 mNeonGreen
SARS-CoV-2 (icSARS-CoV-2-mNG #k) % v 7=,

1 ABRIZIX Vero E6-TMPRSS2 #ll i 2 T8 2019-nCoV/USA_WAL1/2020 ¥k O W@ EBRKTH D
mNeonGreen SARS-CoV-2 (icSARS-CoV-2-mNG ¥k) % Fiv 7=,

T 3RBRICIL 384 YLD L— R &2 W,

: 3RBRIZIX Vero E6 Ml & TN SARS-CoV-2 (USA-WA1/2020 £8) % v iz,
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VI. EMERICEY SRR

A Calu-3 #fif@ T® MERS-CoV MIAEE (%) B vero A TD SARS-CoV-2 DIEEE (%)

100 - 100 100 - 100
R 75 L75 @ Q75 +75 @
.................................... ) 50 B Loy B
50 ECo=015uM [50 2 44 50 50
o o5 g o L5 §@
o 25 58 B 5 8
+ 0 T O _E_E__a__a__ﬁ__' 0 HF ¢ 0 B r 0 H:'F
-25 F-253 =25 : : : —F-253
0001 001 01 1 10 = 0001 001 01 1 10 7

NHC (M) NHC (uM)

C Calu-3 #ifd T SARS-CoV-2 DEEMDIET Calu-3 #f2 T®D SARS-CoV-2 DEEZE (%)

g 6 150+
ﬁK ~_
3 > _100-
e £ =
~ e 4 <
% 2— {iﬂ- Loy LT ECEU= 0.08 HM
si-y o
% = 2] 24 B T P
&
1 . . T , -50 : . ; ,
00 02 04 06 08 10 _Qg\ S o % O
NHC (M) o NHC (uM)
D Calu-3 #il T?D SARS-CoV-2 4/ LDET Calu-3 $8R T SARS-CoV-2 DIAEHE (%)
il 150-
A~
NEs 31001
4= >
il B
oy, 7 i ECso = 0.09 uM
S i
Y QA oo morers v A R i
58
%‘ d 5 I 1 T L) T I I I 1 _50 1 ¥ ¥ !
< 012345678 & O g B ol
NHC (M) & NHC (kM)

Vero B U Calu-3 i #k T SARS-CoV-2 XU MERS-CoV IZxt9 % NHC Do A LA {EH
ECso : 50% A #hE, MOI : multiplicity of infection (J&Y:Z HJE) . NHC : N-b Ru X v F U pfu:
plaque-forming unit (77 — 7 2k BAAT)

FRERTIE] MDA 7% CellTiter-Glo VEIZ L W HIE L7z, /Sxb A F /vy 7 =5 —BFKIL MERS-
CoV (MERS-nLuc ££) % MOI =0.08 TREYL S (n=3) | WBREWFETE T C 48 BFfIES % L7z & & @ Calu-
3 AT MERS-CoV DEEFHIZ %2 BHE SR Kk OIIaEE M, MERS-CoV DHZ VY 7 =7 —ED3H
WL VEIE LTz, 7%V B : Vero filaIZ SARS-CoV-2 D EGR S BiERE (2019-nCoV/USA-WA1/2020#k) % MOI
=0.05 CREESE (n=2) . Hx OREOHFBRIEMFIE T T 48 FiEIR5#E %, CellTiter-Glo {£IZ L 5 Hifimod
AAFHEIZE Y SARS-CoV-2 OHFHZRIE L, MRS E M % FRE G Ia & FERIC R 2 L CIIE Lz, 73rb
C: MOI=0.1 T30/t S (n=3) . #BEEMAFIE T C 72 BEfilH548 L7 & % @ Calu-3 fillld T SARS-
CoV-2 OISO T (£K) KROMESR (FX) ., SARS-CoV-2 DG li% 77— 7 EIc L W IE LT,
NIV D XL C DR TOREE EIEND U A VA RNA ZHEEL7- & &0, SARS-CoV-2 D7/ - RNA
DIET (EX) ROHEER (FX) , 7/ LAab—Kz2iaERY) A 7 —PHE#HRGEEZ AW THIE LT,
WTINOARFLTYH, SRITEHEEZ, =7 — " — [ EEREZ R,
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VI. EEFEE(CRHT HIER

0%

1 2 8
T 10
3_|
= E
R 2 =
% 210
S o
3 100
T oo o
>

10'

| | | |
10 0.1 0.01 DMSO
NHC (uM)

E FSRE LR TO SARS-CoV-2 12349 % NHC D94 L X{EF
DMSO : YA F )L ALARF T K, MOI : YL EE, NHC : -k Ra X vFPr pfu: 77 —7 BkHE
fiL, SARS-CoV-2 : FJEAMMNIHEMEEE a2 o v A /LR 2
(FRER7E] B MRGE ERMIREIZ SARS-CoV-2 DERK B2 MOL=0.5 T 2 FFf@&R & (n=2) | fix
DILFEDOYWBRIKMATFAE T C 48 RS E L, BT O U A VA% 77 — 7 B K D JIE Lz, KT
FRITERIME A, & IS U =L ORI A 7R, BEARKHIRIZIZ DMSO 2N L7z,

<HE>

NHC (34 MMtk L O e M 5GE EROHMEREGH 7 /LT, ABRICHW 2 F o«
YINT PG A VAT LT H SHEA 64 DL L & RFRAYZRHTY A L 2 Z 7R L7z, NHC
FTATA TNz (FEMEROANCT I v 7)) Bk BRA 7 PR IO @A
P£ H5N1 #& K OV HIN9 #RICK LT HEH Y A L AEH 2R LTz 3039,

F7. NHC Z N UANVAROT VT 7 UANABTHLXIRX AL T TSR T A LA
(VEEV) 29, HHE w7~ M4 7 1 /LA (Eastern equine encephalitis virus : EEEV) K ONF 27 7
=7 v A LA (Chikungunya virus : CHKV) | WNZTZAR T U A LAk L THH Y A LV ALE
MazmRLUTz,
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MIEERUVMIRE FREX SELEMBETD
ABRBUBRAVIINIVHFGASLIILRAIZXT S NHC DI ILRAEA

k% ECSO 1@ CC50 1@:

7 A LA P L REZS (uM) (M) SI {0
IAV HINI1 Ca/07/2009 MDCK 1.24 68 55
IAV HIN13% WSN/33 MDCK 1.1 299.8 275
IAV HIN13® WSN/33 #14& hBTEC 5.4 - -
IAV H3N2 Perth/16/2009 MDCK 0.88 52 59
IAV H3N23% Ohio/sw-10-132/2010 MDCK 3.2 299.8 94
IAV H5N1 Duck/MN/1525/81 MDCK 1.28 27 21
IAV H5N13% Vietnam/1203/2004 MDCK 0.14 299.8 2143
IAV H7N9*® Anhui/1/2013 MDCK 0.13 299.8 2308
IBV Florida/4/2006 MDCK <0.4 76 >190
IBV3Y Brisbane/60/08 MDCK 0.006 299.8 50000
IAV HIN139 Ca/07/2009 HAE-3Df 0.08 137 1713
IAV H3N239 Wisconsin/67/2005 HAE-3Df 0.08 137 1713
IBV3? Brisbane/60/08 HAE-3Df 0.06 137 2283

CCso : S0%HINEMGEHEE . ECso

50% 2%, HAE : & h&JE B, hBTEC : & FRE X K& M

Ja, IAV: A Blf oo Z IBV:B Bl 70 P&, MDCK : A X B R
R HR, NHC : N-bB RaxioF 0, ST BHRE., - #2473 L
o b MRUE LS EET L

Vero #ifA¥TD F HH A ILRIZxET B NHC DIt A L RER

A LA IS RS ECsofi. (uM) CCso fili (uM) SI fff
VEEV®) TC-83 Vero 0.437 >200 >465
VEEV TC-83 Vero76 1.92 32 17
EEEV FL39-939 Vero76 1.08 84 78
CHKV S27 (VR-64) | Vero76 1.8 96 53

CCso : 50% M SR ECso : 50% A ZNERE, VEEV : "R A5 U< de 7 A /LA, EEEV : Wi~
WX T ANVA, CHKV : 7 7 =T A/ A, NHC : N-t Kux v vF T pfa: 77— 7 BREHE
fZ. ST : ERARAR%EL

T RRYZEE =20 pfuiifa, Y 24 FFRL

Vero MK TODIRST DA IILAIZxT S NHC DI 1 ILRER

A LA S UL RN ECso i€ (uM) CCso fE. (uM) SI i
EBOV Zaire Vero 4.7 >100 >21
CCso : 50%AMNR =R A, EBOV : =R T U A /LA, ECso: 50%AIRE, NHC : -t Frf v vy

>y ST RHREL

@NHC ® SARS-CoV-2 DERRIZHT HH VA NV AEH
NHC X Vero E6 il & F 7= Ml 5528 52 © SARS-CoV-2 (USA-WA1/2020 %) 1Zxf L CHI A
WAERZ R L, 50% A 0% (ECsofi) 1% 0.78~2.03 pmol/L T -7z,
NHC (% SARS-CoV-2 DRI CTH % alphatk (B.1.1.7 %) . betakk (B.1.351%%) . gamma
R (P.1R#) | deltafk (B.1.617.25%%%) . lambda ¥k (C.37%%%) . mukk (B.1.621 %) I
ONZ omicron £ (B.1.1.529/BA.1, BA.1.1, BA.2 (X BA.4 %&fK) (X L CH VA L AEH 2R
L. ECso fEDOHIFHIIMEARE (USA-WA1/2020 #£) TIE 0.63~2.26 pmol/L, ZHKTIE 0.92~
5.5 umol/L TH Y, FREDOH Y A WVAERZ R L7 (Vero E6 ffifd) . F7-. NHC X SARS-
CoV-2 DR TH % omicron £ (B.1.1.529/BA.4 K N BA.5 Zft) Tkt LCTHIZ AV AEM %
7R L. ECso DA IXREHKKE TIE 0.65~0.93 pmol/L, LTI 0.28~0.71 pmol/L TH Y |
FREEDOHL Y A WV AER %2~k LTz (Vero E6-TMPRSS2 #ifid)
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NHC @ Vero E6 #ifaZ AL =Ml E MRS T HMHEERIC L YRS L 1=
SARS-CoV-2 DEEKRICHT SV M ILAER

ECso i (uM)
o USA-
R WA1/2020 B.1.617.2 B1.1.7 B.1.351 P.1
(RE k) (delta #k) (alpha ¥k) (beta ££) (gamma ¥k)
NHC 1.41 1.68 1.59 1.77 132
LAT VB
(E%éi/f%; 1.07 1.08 0.91 0.96 0.59

B.1.1.7 : SARS-CoV-2 @ hCoV-19/USA/CA_CDC_5574/2020 ¥k, B.1.351 : SARS-CoV-2 ® hCoV-19/South
Africa/KRISP-EC-K005321/2020 £, B.1.617.2 : SARS-CoV-2 ™ hCoV-19/USA/PHC658/2021 £k, ECso : 50%
FHEJRE, NHC : N-& R ¥ vF T P.1: SARS-CoV-2 @ hCoV-19/Japan/TY7-501/2021 #£, WAL :
SARS-CoV-2 @™ USA-WA1/2020 £k (fiE3kik)

KERHEMT V7 B GraphPad Prism 8.0 &2 VT, 4 /35 2 — X ORFESUS AR S ECso fE & FiH Lz,

100 - WA1
= B.1.17
= B.1.351
y = P.1
> - B.1.617.2
=
0 1

NHC /=2 (Log uM)

NHC O SARS-CoV-2 MZEE#% B.1.1.7 (a¥k) . B.1.351 (B#) . P.1 (y#)

RUB.1.617.2 (3%) 12T B4 IILR{EH

WAL : SARS-CoV-2 @ USA-WAI1/2020 #. B.1.1.7 : SARS-CoV-2 @ o £k X% SARS-CoV-2 ® hCoV-
19/USA/CA_CDC_5574/2020 ¥&. B.1.351 : SARS-CoV-2 @ B #k X % SARS-CoV-2 @ hCoV-19/South
Africa/KRISP-EC-K005321/2020 ¥k . B.1.617.2 : SARS-CoV-2 @ & ¥k X i SARS-CoV-2 @ hCoV-
19/USA/PHC658/2021 ¥k, CPE : #fAZE M) %, NHC : -t Rk o F 2 P.1: SARS-CoV-2 @ y ¥k X
< SARS-CoV-2 @ hCoV-19/Japan/TY7-501/2021 #, SEM (standard error of the mean) : IEVEFAZ:
BAE13FER L 7= SARS-CoV-2 DB ZEREKICKTT 2 NHC O CPEHER (%) DOFHfE +SEM 2757, SARS-
CoV-2 DERM B.1.1.7 (a k) . B.1.351 (B#K) KUPI (yER) 1OV TIXFEKFHIHE L, B.1.617.2 (54k)
IZOWTIEBNCENE LTz,
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EILXETEILRUNHC @ SARS-CoV-2 NDZEEMIZHT 291 L REH

B&K;ﬁ\:*ﬂi /Yﬁ‘fyiﬁ %HH@HE NHC ECso 1@ (HM)

Assay 1 Assay 2

Vero E6 1.41 NA

Vero E6 0.63 1.10

TEARRR Vero E6 2.0 2.26

(USA- A R Vero E6 1.31 1.06

WA1/2020 1) Vero E6 2.2 2.2

Vero E6-TMPRSS2 0.83 0.93

Vero E6-TMPRSS2 0.65 0.67

alpha &k B.1.1.7 &kt Vero E6 1.59 NA

beta £ B.1.351 %t Vero E6 1.77 NA

gamma £ P.1 #t Vero E6 1.32 NA

- Vero E6 1.68 NA

delta B.1.617.2 &4k Vero E6 NA 110

lambda A% C.37 R#t Vero E6 0.98 0.92

mu #§ B.1.621 &#t Vero E6 1.94 1.05

B.1.1.529/BA.1 Vero E6 1.06 1.12

B.1.1.529/BA.1.1 Vero E6 3.35 1.86

B.1.1.529/BA.2 Vero E6 2.5 34

omicron B Vero E6 5.2 5.5

B.1.1.529/BA.4 Vero E6 1.40 1.15

Vero E6-TMPRSS2 0.34 0.28

Vero E6-TMPRSS2 0.47 0.40

B.1.1.529/BA.5 Vero E6-TMPRSS2 0.63 0.71

NA : not applicable

® nsp12 (RNA {KFEHE RNA R A5 —F) Xinspld (XY X7 L7 —F) 27 I BEK
ZEA L7BED SARS-CoV-2 L7V a2 1Zxtd % NHC OFER 39303038
SARS-CoV2 D LR —2 —%HT HIFEGMEL 7Y 2 Dnspl2 (RNAKIFHERNAR Y AT —
¥) XiTnspld (=% Y X7 L7 —F8) 27 2/ BEREZEALZEEO NHC OER % in vitro
ThEt L7,
B2 R TOMMAFEBR CRE SN 7z nspl2 O L AT 2 EJLEREEZ B (nspl2-F480L,
nsp12-D484Y . nspl12-V557L, nspl2-E802A. nspl12-E802D % TN nspl2-F480L-V557L) % Mat L
7o A, NHC 1L nspl2 (VAT VU EAMMEICE G327 2/ BEREEA LV T Y v
WZxt LT, FREEDOIEM (ECsofl <1.6 %) & L7o,
Flo, EAXET ENLNORGED & 2 HERFE TR LIz nspl2 W nspld O 7 I/ BEEWRT
& % nsp12-T7391, nspl4-A220S. nspl14-A220T, nspl4-A220V. nspl14-S503L, nspl14-S503P (2D
WTHBF L7, o7 I 7 BERIL, FIERRTELXE T EAz&E ST 3 FIL
OB O BIRTER VR ORI TRIE &z, NHC (ZELXE T ELOEFEIZL VAT
7oZb nspl2 KO nspld OT IV BEE#HEZFEA LV Y aizxt LT, FREOEH

(ECsofil <1.6 %) Zm L7,
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nspl2 Xi& nspl4 27 S/ BEBEREEALIZL T aVIZHRT 5 NHC DIEFA

R ) ECsofH (nM) | $&(7F¥IH +SD
) H{¥-Hu-1 nsp12-F480L | nspl12-D484Y | nspl12-V557L | nsp12-T7391
NHC! 822 + 86 1080 + 75 1290 + 121 369 + 86 850 + 145
(n=7) (n=8) (n=28) (n=4) (n=4)
NHC! 897 + 201 1030 + 74 1310 £135 437 = 58 825 + 166
(n=26) (n=10) (n=10) (n=3) (n=4)
o 15.7+ 4.0 393+3.8 25.6+28 27.8+5.7 19125
.
VAT HE) (n=9) (n=8) (n=8) (n=4) (n=4)
ECso i (nM) | (i V-34fE + SD
BN nspl2-E802A | nspl2-E802D | "P {,25'5;‘5“' nsp14-A220S | nsp14-A220T
NHC! 1050 + 148 616+ 57 231 <28 805 + 67 1190 + 203
(n=4) (n=4) (n=3) (n=23) (n=4)
NHC! 956 + 146 648 + 24 241 £ 25 672 + 89 1190 + 103
(n=4) (n=15) (n=5) (n=4) (n=15)
e 178+14 37.4+238 26.1+5.7 210+ 1.8 217+27
VATV EL (n=4) (n=4) (n=4) (n=4) (n=4)
N ECsofi (nM) . S FHIfE +SD
nspl4-A220V | nspl14-S503L nsp14-S503P
1030 + 164 1280 + 109 761, 847
T >
NHC (n=4) (n=4) (n=2)
1040 + 95 1290 + 126 872 £ 59
.
NHC (n=15) (n=35) (n=4)
e 17.6+3.3 185+ 1.4 17.0+£0.9
L AF S EL () o) ()

ECso : 50% A0, NHC : N-t RKu ¥ F > nsp : non-structual protein, SD : #ZUE(F
TI/BOIXTFRIL A TI7=2V D TARTIX VR, E: JVXIVR F: 7=2=1T7 7=, 1:
Ay, L:iafvr P: 7l S: &, T: hbAd=r V:RJ Y:Fuav
BRI 1T HEK 293T Mifm % 7=,
TLRRD20o0ny FERBRICHWZ, T—H A L TR,
Fon<3 ThHHH, KEEZTT,

@ONHC IZxt 3 ATHHESBER L ATV EAREZ v F 74 L2 (MHV B SARS-CoV-1) 2%
THH YA NVAER
NHC (Z%f9~ 5 SARS-CoV-2 Dtttk

NHC DOfF(E F T SARS-CoV-2 (USA-WA1/2020 #£) % Vero E6 LG #3212C 30 kT2
ZLIZ XY NHC (233 DMt OB 2 gt L2 fE SR, ECso EOZE bIL 2 R TH Y | it
PERRIZHHEL L 2205 72,

30 [EIf#EAL L 72 SARS-CoV-2 TIL NHC OEMBEFIC S E, 7/ A BRIZVA NV AEREDT
2 BEHREOEMAED b, NHC (2L A NVAD LT U I —FO@In1HEMITE
N7 R BERT, WTRLEROEETIIALNT, T X LA THY, NHC Ittt
5327 2 7 BERITER SN0 5T,
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NHC (Zxt9" 5 MHV } () MERS-CoV O i #% & 29

A > MHV & O° MERS-CoV % fiflals 2% CHER 32 2 12 X W . NHC ([Zx3 2 itk 0%
Bz fEt L. MHV &KUY MERS-CoV % 30 [EIfkfR L 728 [H 0> NHC (2t % Jsse ik 4 5kl L 72,
NHC OFFEE FC 30 [mfkfd 25 Z L2k Y. MHV KT MERS-CoV C NHC (2% % &% oD
DTNRIET (ECoofEDKI 2 5D 258D H7=23, NHC 774E F CHES L7 MHV @ 2 &
MOBREEI I AR O MHV X0 B 1K - 7=,

VATV ENMEa a7 A VA (MHV } Y SARS-CoV-1) (2% 3 B 51T A /v AVEH 293237
Lasvericdsant oA L A00MEIE, aet vV ATHS MAHV K
SARS-CoV-1 ® RNA {KfEME RNA R U A 5 —FB D7 3/ E{E# (F476L 1Y V553L) Ik 0
AN, ECsoflAS S5 ICHENNT 5, SARS-CoV-2 & dTe )74 )L ATlEL, RNAKTIENERNA
RNY AT —BORIIZEEIZREINLTNS

T ANVADMIEEER T, 2 DOV AT UV ENLDOMMELER TH D FA4T6L KO V553L 12X D,
NHC 12X} 3 222 ZMMEIRFE I N2 o7z, WIS, 2 DOMmMMEZ F o B TH 72 LY
NHC DO FHEIZH 5 ME2 8 L 7=,

A B
Conserved resistance motifs 1 P G0N
F476L Vs53L 8 O = poi
PDCoV DKYLEPY ARTVAGY = -1 { o
229E ARYFDCY ARTVGGV &, |
NL63 YKYFEIY ARTVAGV E‘;‘ e
0C43 YKYFEIY ARTVAGV & —31
MHV NKYFEIY ARTVAGY & _—4{ © WT
HKU1 YKYFEIY ARTVAGY B | —a Fa76l
MERS NKYFEIY ARTVAGV 3 @ V553L
HKU3-HKU1 DKYFDCY ARTVAGY ¥ 6] F476L + V553L
SARS-CoV-2 DKYFDCY ARTVAGY T _5 ; : ; ,
HKU3 DKYFDCY ARTVAGV 0 1 2 3 4
SARS-CoV DKYFDCY ARTVAGV NHC (uM)

SHCO014 DKYFDCY ARTVAGV

F480L SARS-CoV-1 V5571 SARS-CoV-1

20F DA ILADLLATVELMHEERR U NHC ITxT 5=
DBT #ifil : Mouse cell line derived from mouse brain tumor (= v A 2 ILEFEVERMEEM) . MHV : <~
ZRFR T A VA MO @ BEYSERE, NHC : N-t Ru X o F D pfu: 77— 27 RENL, WT @ B4R
TI)B—FHH F: 7==AL7 7= L:uaAfr, VN
REFV A aaF AN AD L LT VeSS BB ORI LR T 07 X/ BEElFI %779, SARS-
CoV-1 TIE F480L (X V557L TH 5, /SK/V B: L AT YV EIVICHT DA R A3 5/ 2 MHV (2
K9 A A OYRED NHC IZ L 5 U A L ATEGAl O T OfERE2 77,

[FRBR 1] RNAKTFME RNA R U XA 7 —ETO L AT U ENMMEER TH D FAT6L KON V5531 OH X
IG5 E2F9 5L A7 2 EITE MHV K OWE# L2 WT MHV @ MHV-A59 #f (GenBank accession number
AY910861) Zxtd AFE~ OYEED NHC O ANV AEREZRI L, BEER -7 ar 71y b
72 DBT HIfLIZXIZ /R $ 0 A /LA % MOI=0.01 pfu/fif C 37°C 12T 1 B S8 72, vA A AE Gt LK
ZREH, KUORTIREO NHC 2 BTk & g U, Y 24 e I2h538 R A8 L7, DBT flifa%
AW 7T —73kicI v, BYAMiZHE Lz, NHC (2L 5% 7 A L ADREh O L2 RT, 2ENE
WT 7 A LR L LTz & & OFFHENAEX 42T (Mann-Whitney B 7E)

Vero E6-ACE2 il T SARS-CoV-2 D L AT 3 EILMHMERRIC KT 5 EAL X BT ELOH 7 A
NWAVER Z MG L72, SARS-CoV-2gngn % Vero E6 Al T, L AT v ELZEIN L7851 13 IE
I CHREMRET R U7oRE R THE R O T D 7 A L Z LM 345 H A7z, SARS-COV-2Engn
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(ENRETELDOICHMEITAIBI2 uM) & H#e LT, L AT ¥ ELiPER Td 5 Rem2.5p13.5
T HEALRXE T ELD ICs HEOEALIZTD TN TH o720 (ICs EIZK 9.14 uM) |
Rem?2.5p13.5 ¥RIZx4 % L AT L B [Cso I 2~2.5 fF 12 L 7=,

150=

100 = ’(J ges o al B BT .

FAEE (%)
&
1

- xi:a”

-50 T T T 1 -50 I T r '
0.01 0.1 1.0 10 100 0.01 0.191\“** 1{31, : IVI)10 100
MOV (M) T u

-e - Mediap13.1 DMSOp13.2 -#-Rem1p13.1
-e- Mediap13.4 DMSOp13.5 -e-Rem1p13.5
-o=Rem2.5p13.5 -e=SARS-CoV-2

L LTS EILTittE SARS-CoV2 IZRT HEILXETEILDIT A IILRER

MOV : EAXET EL, pfu: 77— 7 BEEAL, SARS-CoV-2 : HESVEMER SHEMREREE 2 v A L
Z 2, TMPRSS2 : I EE @Mt Y v 777 —+8

[RERAIE] £ U AV A% 8400 pfu/mL TR S, iy AV AEH M Lz, £ @ Vero E6-ACE2-
TMPRSS2 #lifd T SARS-CoV-2 D L AT v ELAiFERE (Rem2.5p13.5 #%) K UF SARS-CoV-2 IZxi9 % E/V
XETENLDOMRER (%) ., AK : AS49NPro-ACE2 il fd T SARS-CoV-2 O L AT I LML

(Rem2.5p13.5 ¥E) KT SARS-CoV-2 IZHTAENLIXETEALDHER (%) , FBUANLAKTHD
Mediap13.1, Mediap13.4, DMSOp13.2 & OF DMSOp13.5 #, WNZ L AT ¥ BT BB MESK T Lz
A VAT H % Remlpl3.l J O Remlpl3.5 BRIk HHER (%) HoRd

== Rem2.5p13.5 =% SARS-CoV-2

) ARANOAGE ST IHE T RIT,  TSARS-CoV-2 IZ X B EYiE] TH D,

O% g & OB W FE B KM 03~ 2 MBS 5% CD NHC DOMfaEEMH
t b FhE K Huh-7 X OV HepG2, B R VU 7R HIK CEM, b Ml H K BxPC-3, b MRISZR
JEHOR PC-3, b MEGERGA NIk A204, B MAfFEHIR AS49, & b EEHIRHEp-2, 7 v M
ik H9e2, BV >k Vero, W NI A X B g >k MDCK Mtk z T, NHC Offifi
GEMABE U7z, B Lol Cidia g Etidss -7, [CCso fE 7.5~>100 uM &, in
vitro "COAFEMINEIE T SARS-CoV-2 IZXf T HH1 T A W AVE @ ECso i (0.32~2.66 uM) &
Db tamrola]

HELAEMAAKIC X9 5 NHC OMFEGEEM (CCsfE)
iR CEM | HepG2 | PC-3 | A204 | A549 |BxPC-3|Huh-7| H9¢2 | Vero | HEp-2 | MDCK
CCsofi (uM) | 75 423 | 267.1 | 84 46 48 | 1655| 81 53 | 2724 | 299.8
CCso : 50% MG EREE, NHC : N-& Rrd oo Foyv

EKVX (b hifiEEE) . SF268 (b MHp#EfBIEE) . CCD1072SK (bt b IE B 6l R S HEEA/mAm) |
Hela (b bFESEEME) . CEM-SS (B~ T U /R3EERK) | USTMG (bt hRfRJBIEE) |
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MRC5 (bt BV RRE VEARAEZEMAD) . AS49 (b RAfifE) . SKNAS (b bR ZEH
) . Huh7 (B M) © 10 FEOMBK 3T 5 in vitro TOE/LXE T BV KT NHC O
MRFEME A2 L2, BAXE T EME 100 M £ T, WP oMK LT b st %
RE ot (CCso fE > 100 uM) , CCD1072SK, HeLa MO USTMG HifidiZx4% NHC O
CCsoflI%. ZNZH 88.5, 96.5 KN 953 uM Th o7z, 7D D 7 SO TIL, NHC 1T
faAEfF 3% 50%LL FAK T &89, CCsofIE 100 pM B To o 72,

®3 bay RY 7HHEOFHE 3
I b= KUY 70 DNA KFME RNA R Y A 5 =825 5 NHC-TP D3 k=1 KU 7 RNA ~D
BOABSNHIL, RRDTF VU 5-= 1 UEEE IR L T1/740 TH Y | invitro TIXI b= R
TR O R EE L RS R T,

@t MEERROFRFRSE 2 2 =—BRMEIIET 5 ELX T ELORE

BE A F L — A A AW T, b b ARIFERCR K OVE B R AT ESHI O BEFH 2 K IE 3
NRETENDOEBELZM LIz, T/AXE T EME 20 KO 50 pM THREFER R BiTERHI L 00 25
ZEEIL . 5. 100 20 KO 50 pM CTH BRI O A I LTz, 2D & EDENALXE T
L O IR FER R AT O HEFEIZ %32 1Cso I 24.9 uM., B #fi 5 RTBRHI AR O BEFHIZ 3 LTI
77 uM Thotz, TALXE T ELOMHENER D 1Cs I, FRIFERRRIERMIE & bl U CE
AHIBRAIL T/ NS o7z, BMEHIRIETH S -7 4 u v T 2 iy o RT3 L
THHGEIMEER 2R Lz, fime LT, EAXETEALLZHMKRRBELY SEWRET 14 H
MIREE S5 2 &IT XV | FRIFERR K OV B 5 BTBEAR AR O BEFEANH 2358 80 B, £ 5 1Csofl
1%, BRRHETH 5 800 mg & 12 KM RIIR TG L7EBRDENL X BT EILD Chua fEE (0.026 uM)
D, TIEI 296 (F K958 5 Th o7,

2) BEHEMNEMHEEERSR
LU AN AERIZRIET I O OFH D52 %
SARS-CoV-2 (ZxtF 28T A W AERIZ RIE T I OO H OB % G 272912, in vitro TD
2HEMOPFHRBRZ T L7z, NHCEZHME NI I TV TATENL, = AR HE | b
Faexvr7oufxr, XV74FEN, LATVENL, UNREY L, YERATENLIIT /HE
I DOFE 2 OYRFE L OFH L TR L7z, &% Vero Hifld T SARS-CoV-2 D HHIEZ 42 F D 4] &
FEHE L LC. B3 o B KL OPF D SARS-CoV-2 IZ% 257 A Vv A1EH Z Gt L=, NHC,
KNT 4T ENLVKRRL LTV ENLVORMTOH Y A )V AEH D ECs flEIX. ZHZ4 1, 0.7 K
1.7uM Th oz, EiRE CHIREGEMENGRD bz (CCs E = 11 uM) V7 4 T ELZERL
WO G | BB LI RE CIiREEE 2 R S 2o 72 (CCso i > 20 uM) , NHC % 7
STV TARAIENL, TARNIIUHFEY, BERaxiready . XA T 4 FENL, LATY
L, UNRBEY . YRATEARITT /REAEHH LS. SARS-CoV-2 1257 % in vitro
FLU AV AERNCHE R L OEIUER TR b e o7z,
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SARS-CoV-2 BREMAIEERTOMVAM IV RERICRETENOHRADEER
Vero E6 #ll i
et st | I iR ORI O
(e
- CCso fiEl ECso fiEl *H%{«%ﬁﬁf fie {\‘%W/FZ .
(uM) (aM) )ﬂ@?‘*—?ﬂ? ﬁH@T*—ﬂiﬂi (RS
A2 O | A2 Fo%

N(Iglrfﬁ% >20 1 0/11 0/11 NA
FITV >20 >20 0/0 0/0

TNT L >20 >20 0/0 0/0

TAR)UHEY >20 >20 0/0 0/0

i ﬁ pmEv7RH 20 20 1/0 1/0 FTR T O
S . TERIIZED 5
VT 4T EL 11 0.7 0/2 0/0

— R InoTe

L AT VB >20 1.7 0/0 0/0

VAN =) INS >20 >20 0/0 0/0

VIRAT E L >20 >20 0/0 0/0

T )R EL >20 >20 0/0 0/0

CCso : 50%MNaIEEWEEE . ECso : 50% A AL, NA : 324 # 9, NHC : N-t Re¥ I o F T SARS-

CoV-2 : FHIEAMEMR SHEMREIEEa n F U A LR 2

2 Vero E6 FMAaIZ kb3 2 4 B o0 Ml 45 S5k

t: SARS-CoV-2 [EYMiflats 2% % COIEMBEMO T Y A /L A{EH

$:42 OFHT—2 05 b, HEER (RYOMH) UIHETHER Q@ FHOME) OF —¥ KA1 v FOH,
ABliss ® z 22370, >3 XiF<3 OfE, TNEHEXIF/IEMA L EXE Lz, ZOMEIZIESRERL
OIS LTEREZEIE L T p<0.01 Z/RT, T—HIZERENRL, A 2 BN LT afaett:
N D=, NHC 1Zxt LT NHC #0fH L7c kiR L2 AT, BREMEOBELRE Lz, HEib2

oz &,

I e ERE (50%2 B A2 5 AEFROET) 2RV (R OM) SUIFEFUER 2 FHOMH) ©

T2 RA DO

12 NHC {Z%f L C NHC % Wi < & CTOFAH L7z fatExt o s R

) FVT 4 F eI VR AT EVEIARF CIERGE T Ik
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VI. EMERICEY SRR

3) In vivo ZEIBERER
Ot FikEgEBAE~ 7 2 TOD SARS-CoV-2 [Zx B ENLX BT EA DT R OIEERE O

ENLRXE T ETEG N~ 7 2 O fifik T SARS-CoV-2 DM A L 2 B &
BRI SH T,

EAXET E/L (500 mgkg) XIXBEAZ v AR~ 7 212 SARS-CoV-2 % bk fifH A
\CEPRERE T S 12 WEIAT, TR 24 Rl fe s L < I3 48 iR L v kG- 2BtE L, 20tk
I$ 1 B 2B 2 HEMEO®EE Uiz, B UTEG OB 48 REFZ IR Z /M L, SARS-
CoV-2 DEYAMi 2T LTz, EAXE T EMTEYRTO PR G-, W ONT Y% O TR # 50
WP ThH, w7 A0S L7 HiifEik T SARS-CoV-2 DIEYNE ™ A )L 2B 24 B2 &

w7,
f 100~ P=0.0002 B e T f jfq  PZ00002  qpe. P = 0.0068 f jooy P=2056x10¢
o 10°4 2 10° e 2 10° & 2 10° o
3 2 o 32 3 2
8 1074 2 1074 2 107+ 2 1074 2
1= 10’5— 1= 105— =t 1OE- o 106- =
s 10° . & 107 & 10°4 F 10° & #
Rl - B 404 B 900+ B 40+ b
% 10°4 % 10° % 10° o) :é 10°+ %
Q 1024 Q 1074 Q 102 O 102 o
2 1014 £ 1014 2 1014 2 101 Y
& 100 T & 100 5 100 55 100 I
sk MOV E MOV & MOV gk MOV #k MoV

Invivo TO SARS-CoV-2 BZEIZHT HEILXESELDFHRERTEBENDR

MOV : EAXET /L, pfu: 7T — 7 B EAL, SARS-CoV-2 : BJEZMEIFIE SEMRER#E = 1 7 1 L
22

YR 24 ] (O L a) XUE 48 HEf (XL b) RBRICEAX VT B ITBAROE G 254 Uizt Ffikl
W~ A0 MliffkT O SARS-CoV-2 DIERA 2/~ (n=28) . & 2 KRN DELXE T BV
XITEEAROR G5- 2B Lo b MM~ A0RERZ 2 BFEKEL (%R n=28) . b M+ o
SARS-CoV-2 DERAf 2 HBIC (X% e) UIPFA LT (X% d) 7~7, Bz Mann-Whitney oD i {
FRE CHBR Uiz, ACERR R OMREARL, &2 SfE & OWE o hr i & 7~ 9,

@7 =Ly NERYET L TOD SARS-CoV-2 IZxT BH 7 A L Z4EH 4
SARS-CoV-2 [ERD 7 =L v hET/LEZHNT, EALXETELEROLEE LD, SARS-
CoV-2 DKL KT 2 RN I K OMBHE & B3 2 0 B2 Wit L7z,
7 = L v bIZ SARS-CoV-2 (2019-nCoV/USA-WA1/2020 ¥k) @ 1 x 10° pfu & S ERNIEYL S 5
TRk BEERN OV E L UL D SARS-CoV-2 B &N S, ZOmEm LDy A
NNAZ KD RET NV CHEHEEMICL D VANV ADEERRDO NS, Y7 =Ly MIEL
XEZENEZ1IH2REET S 22X, EXJETO SARS-CoV-2 DU A L ABNE EITK
T L., EFDEGHEMB~D T A NV ADERHEN RIS SNz, BT = by FO &K
WEEEHR T O 0 A NV AERAME DT OB GRE (Y 12 BRI S HLL<IE 15mgkg O 1 H
2 [ G- BAG U7 E, ST 36 FERIHIC 15me/kg D 1 H 2 A% G 2BE L7-#E) THE
VX E T ELORGRIG 12 FEF NI B Lic, SBAO 7 A LA RNA TG 4 H#
THRMATEE T > 72y, YR AP A REICED L, EALXETELORGIZL D5 Y
A NV AVER D MR S =,
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VI. EMERICEY SRR

A B C 3
3 g
= ©

559 s
- s 33) - a
g E“ 10* 107 g g g
] " =] ] T I

= L 3 < g 1 &y 'Iv

5k = # g 10° R i

s g £2

g3 g o =80

®E ¥ 3 o F

# 3 & B g 8 8 € 4 10°

KB o s 3 3 B q

g o 8 HE ® = g

%ﬁ 1o’ A T— 10' T T T

(n=3) %] S (n=3) ) ) >
‘%? o S ‘:\Q\" ‘(\Q'\ ‘.agr ‘3 Q:\ o2
nk N qr P
BT » & .e> >
A o R b b ,\-
i A _0 7‘Q Q_‘O o 0 C)O
= S (§4§ 3 “9} vy &
o ‘36&§ hé‘ "Oé\g "0 4:. Q\" v_)&
—g— MOV (5mgikg. b.id. 12hp.i) i aS (T
9 53 0\\ O R O\\
MOV (15 mg/kg, bid., 12hpi) e L s

—=— MOV (15 mg/kg. b.id.. 36 hpi.)

Ty FEEETILTD SARS-CoV2 [THTHELAXESELDEOREICK DEEDR
bid.: 1 H2[E, h: K], LOD (Limits of detection) : fRHFRESA, MOV : EAXETE L, pfu: TTF—7
TERCHAL, pi. : BEYet4. SARS-CoV-2 : EIE MR IHEMEHEE 2 ;v A LR 2
7= Ly MZ1x10° pfu @ SARS-CoV-2 (2019-nCoV/USA-WA1/2020 k) % SMEPIEY: S# ., BEARSUTE L
XTI 1B 2E, ERY 12 K% (5 mgkg XX 15 mgkg) XITEEYE 36 FEM% (15 mg/kg) XL V&EAO
Peh U7z, SPENTEEREZ | B 2 B, ELE, 2SR AICEEET = Ly hOBIENTESERT O 7 A LA
B2 RS, WTNOEARXE T EARETHIREML 12 FBEINIZ T A )V ARG A ZIAER T Lz,
ZOCHE B HT K OY Dunnett O % B BCFEIRE & AV THEGGHENT & 5250 L7, JRY 4 Elfié@rwwi
Ly b OBRN TORYIKI RO A /LA RNA 2 E—E, ZTh %L B RUVSKRL CITRT,
TEELE 5 W0 HT M OF Dunnett 0 2% B GRS IR E 2 O CREEHIENT 2 F5/i L 72, RIZIZ P EZRT, &R0
FEEYOMEE . TR T T 7 IR 2R HERFEZ RS (OSKV A) o 7 T 713 SRR EE R T

(R B KOV C)

BMORBR T, EAXETELOROKRGICEVEGET =Ly b OSFES WY T O SARS-
CoV-2 D7 A )V ARG U, FESED e GHERREYIC 532 0 A VA DARHEE & #1ifi] L 7=,
SARS-CoV-2 #7277 = Ly MI, Y 2% LV EALXE T ELOD 5 mgkg XITME
%@152@@&5%%%Lt0@%30ﬁﬁﬁ\%@%7:v/h%2E®#@%#%%&
HgEfEy) L RE S, FE 3 B RICRGEEEY 2 R S8, EilEsmaREEL., X 5Ic
4 HREBLE Uiz, BEHARZ G U7 YsREY b A e S S - @i < ik, [R/ERME 20 BEELL
Nk Y SARS-CoV-2 DHEH NI BTz, EAXE T EALZHE L ELFE Y & FESE7-3F
P GRERREN TIX, A LA (YR L OV A LA RNA) I3 S e o7,
EAXET ENOEGIZ X0 EGRENY) T O S T D SARS-CoV-2 D 7 A )b A JEYLAT 23
B U, YR EY & E Y 2 EHIREE S S b b 59, JERM G lEi Y~
DT A IV ADAREE Z Il Lz,
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VI. EMERICEY SRR

A s B C
107 10 S
a = 10° < 10 & & g
% 3 Cj%o Zg10°q o T
i % 810°1 e © © R 08 =
£ 3 Ed Eo
®E # 510" 4 B 510"+
i‘l’l; = k) :5 e | 3 |
B E & B10° 4 z &y 10 =
£ B B 10?4
B B 10° B - 10"
* } Lon 107 L S
& e 5 e
RN o o’% NN
B L e % B O
—o— BREE® (MRS, n=3) @0‘3’ ot o° g -m& ot & av
—o— MM CERRSDMEDRE. n=6) &g S ¥ & %ﬁ ®
—5— BREEM (MOVIES. n=3) & oF 5 5 & oF 5 &
#EDH (MOV 5B & OFRE. n=6) N 6«5‘%\5" & 4?;-@\

SARS-CoV2 D7z Ly FEZEETILTOEMGEIZHT S
ELXESELOROFZRSIZK DHEHHE

LOD : KRR, pfu: 79— 7 B, MOV : E/A-X BT /L, SARS-CoV-2 : FAE A M: WL S8 RE i
oo AL A2

7 = Ly MZ 1x10° pfu @ SARS-CoV-2 (2019-nCoV/USA-WA1/2020 ¥k) 7% SJEpNseds &8, Y 12 R
KBRS Smgkg DEAXEZELEZ 1 H 2B, BOEE Lz, Y30 Re#IC, FELREWY % 2
VE D FESE YIRS B Gt & RS S8 7z, |FENEEEE 1 B 18, IR LU, [FE3 B %ICEYEE)
WA ST, BB AR L, S5IC4AMBIE L, SRV A L BEAXE T ELEERE U EGR
i LTI 5-B4A 12 BRI AP IC LR 8 & el U C o A VAN A B T L2 (P=0.0003) .
PR GRS & O BB X, RUEBIAA 20 BEREILIN X D SARS-CoV-2 OHEHA A L=, — okl
BT & Of Sidak D 26 B LB A IRE & WV CHRERHIENT 2 F20 U 7o, IR &L OV O BB ) 5 %
ZIRBRBALG 4 L OV 8 BRI Lz BB A TR ERL 75 % SRV BT, U A /LA RNA O B —# %
PREIV CIZART, —ToRLE s i o T B O Sidak D 2% 5 LS L MRE & VO CREFHIRMT 2 5266 L 7=, KIZIL P
B2, 7R B ClIBim@hiy O BRI Lk T P<0.0001, 7<% /b C TIREYLREN M OB o BER EL
BT, FHFHP=0.0002 LTP<0.0001 ThHoi
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VI. EMERICEY SRR

@I U T NI RE —RYET L TONHERE TD SARS-CoV-2 D7 A /L X RNA BR T A LR
RRGLAif 4
SARS-CoV-2 DEG K ORI U T U NKAY —FET LT, B XE T % TR OTEER
5452 2k, BYPEBABOMTO T A /LA RNA J OUEYME 7 A L A BN Lz, ik
Yetb \Z U 72 AR O R B PR Tk, B L L CEAXE T EALERE L
728 T SARS-CoV-2 DX 7 LA J1 7 ROHURE DA 72K T e OB OB A 5 4T,

A T T T T T T T T N
1| -12 2 -0 +12 24 +36 +48 +60 +72 +84>
s 5
OpEm it fiR
B C . B i
I[mmm o B @14 ‘ -
HE o 39 alls 4 , v W HE ¥ _oge § . Y
1 T R b N 3 e TH #R e e
a o L] ] - Y
5‘35 | - e
NG 2y 24 L L™ A
2 e ~ N ¥ Okt &
‘:—EW & gj 4 e 2
LB T T 8 2
Day 2 Day 4 0

DT UNLRRE—BPEETILTD SARS-CoV-2 D74 JLA RNA DHEHE.
HOICHHRB TD I 1 LR RNA E R U

I: &Y, N: #, RT-PCR : W ERY X Z —FBHEEHL, S: AT TH 7L, SARS-CoV-2 : EIERAM
MRS EERER o D A L X 2, T : #5-. TCIDso : S0%HHMks 28 s &
N A B FE, NAAZ—IZ SARS-CoV-2 & EERNEY X H7-, TG TITELXET ELERK
e 12 ROV 2 BEMIRICEES U, 1RRERG IR R % LV & 5286 L2, WTIho®E5#ETH 1 H?2
|, REKE T E T3 BAMNERYS Uiz, Day 4 [ZEMW A L2450 X8, B AOREL O Y A LV ARAED
T DI 2R Lo, ARFHIEGRT, BPIERBOAEZ RS, 7L B AENO U A LA RNA k]
., Day 2 HON4 (AN AT 724 L., 7 A L ADHEH % RT-PCR i (7 LKW 74 7 2 RNA O
X VFH T RBET) ICEVHEE L, 2% C: fif#kT o7 A L 2 RNA &, TR FHE
LA NV ABE RT-PCRIE (7 DRV 747 ) ARNA DX T LA 7Y RiEfa+) (L VHlELE,
NV D REEET O T A L A G, AR Z AT A X L. Vero E6 filaEZHWTER L7, Reed-
Muench %% A T & LT TCIDso fEZ FH L=, HFEWNLZNEN 2 DDOIEARZHE L (=
12) o 73R/ B~D : @IFEAARE, WX TRE G, ATREEERE RS, FREEY 7L offiz, K
SERIE ST ESE Z T, B OZEOREICIE, — i E o4, Kruskal-Wallis #E K O5HEO & 5
Wilcox fiE & FEii L7z, * : P<0.05, **:P<0.008
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VI. EMERICEY SRR

@YY T UNBARL—RYLET L TD SARS-CoV-2 DERKDBEHMIIRIETELXE T EALD
-7 Bl
SARS-CoV-2 ® B.1-G (BEMR) | B.1.1.7 (a#k) XIELB.1.351 (B#K) DOZEFEEKD 1x10° TCIDso %
P S22 U T UNB AL —TEAXE T EAD 200 mgkg/lal% 1 A 2 [H, &AO%E5T25 2
EIZE D, AR 1mg M-V DT A LA RNA O E—ERFHaENIcAFBEICED Lz, &
7o, ERREBRKOFEEIIH»D LT, i TO T A VA EGRNH A BT Lz, Ffk
O BRI P A AT IZVTROEALIE S EABETHLAEICHKEL, B.1-G (REKkK) |
B.1.1.7 (a0 &) X% B.1.351 (B #£) OFEEKOR a7 ORIl £ Ei 95 706 5.3
(P=0.0004) . 7.8 5 52 (P=0.001) . 8.0 /2543 (P=0.013) 2P L7z, ELXETE
JVRED FAELAR CIERE M RIT 72 W FEFIZIRBEI T 0 | M 8 P O RIEIT 72 W DR JF Y
Th, MEEAOEEXA NN T,

A i TD2 M ILARNAE B AT O™ A LA R
10— * . = . * 64
_ I ] : I ] I 1 EEEL ] : T . ek e
A : : 2 I 1 } & |
HE . . . .
=) 9] : v o = 54 : y
E ® 2 : o : i
£l > : - : & : :
S 84 —_— : 3 44 : :
o oe® " ] o : :
= : '_‘: . & - -
2 @ . | . S ® . .
3 71 ? o .' ? Ef 3 @ :
i = : e = o ol
< - 4 - . —_—
z 6 ol %’g 2 ®
X @ 5 ‘
2 54 < 14 '.*%
&
i : : °© : -
4 T T - T T - T T 0 { T '\ ". . I\ I\
\r@ -\5@ -\J.D -«:‘.\ r\"’.:""\ \‘BQ \‘C‘) \,C';‘ r\f‘"\ '\)-:'\ {bb \r,‘O
@@ oM M QN o @ @ eV @ @M oM
g & 6T 8 2 & & T
FOW @& ¢ N AR S

DY T UINLR R —BETE T )L TOD SARS-CoV-2 DEEHDITHRBTD 1 JLR RNA 2 & VR
MOV : B/ X EZ EJL, SARS-CoV-2 : HERAMEMWEEFEIERIH 2 7 U A LR 2, TCIDso : 50%KHLkR7
NIV A SARS-CoV-2 @ B.1-G (FEM) . B.1.1.7 (afk) XIiEB.1.351 (B#E) @ 1x10° TCIDso % &Y &
VTNDAS =TT E LR E T BV (200 mg/kg/lBlZ2 1 H 2 [8]) 25 L E & ORYE 4 A% ONMR
D 1mg B2V D7 A LA RNABO a4 (Logi 2 ¥—4) . KW OREHELOFRIEE R, ~
L B : SARS-CoV-2 DEEEIED 1 x 10° TCIDso & [EYe SH /o N LAY — TR TEL X ET BNV 5
L&Y 4 HEOMMEED 1 mg B720 O U A )L 2 &Gl (Logio TCIDso) . 45 B O JIE i K Y
%789, WT 1L Mann-Whitney U BE % 5506 L 72,

*: P<0.05, ****:P<0.0001, 2 BIOEROEREHA Lz, BEABERNELIE T EAOBYEIL. <
NENRIEEOVI0ETH- T,
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VI. EEFEE(CRHT HIER

®SARS-CoV-1 & T MERS-CoV 3V
SARS-CoV-1 X% MERS-CoV ZJ&YL & H7-~ 7 RTE/NRX VT ELZ2 PR UTIEEKR 5T %
ZolZkY, MR UEL L bIiC, KEBDKOT A LV AOERMET L,
C57BL/6 ¥~ U A THix DM EZ L Lo TH#HGRBRTIL, EA4XETELD 50, 150 KT
500 mg/kg XIEMEAA %A . SARS-CoV-1 (SARS-MAIS5 #E) O &Yy 2 BERI AT & OV D% 1T 12
W] & & ITYetk 5 A4S L=, SARS-CoV-1 DN ¥ A /L A B ITEEARRE (6.5 x 10* pfu/mL)
EHE L TEALXE T EAD 150 mgkg BE (2.5 x 10° pfu/mL) % Of 500 mg/kg & (50 pfu/mL)
THEERGFWICERIZED Lz, TAXET ETIBARRE L el L <, IRERD 2B &I
il (50 mg/kg) SUEPHIEL (150 & OF 500 mg/kg) . Al & A& ICHED &7 (500 mg/kg) .
C57BL/6 ¥ 7 A TOBMFER TlL, /A X E T E/LD 500 mg/kg Z SARS-MA15 KD 1 x 10* pfu
DR 2 REfEIRT, XX 12, 24 H LT 48 K LV, ZO%IF 12 R T L ITY 5 Hig %
TEELE, WTILOEALXE T EARETS, BAREEE el LTI Y A v 2 DA EITH
DUz, YR 2 BERIRTOE 12 RERIME ORI X 0 . BEREE & ik U Ca B 2R AR o Jii
Jifi 1. D el e OVfidSBE DUGE R iz, BAVTE G- 4 Mis (24 X 48 KefH) L7c%6
T, EYLENY) T ORE D K Ol M2 63 5 2 RIERER Th - 72,
hDPP4288/330 ~ 7 A C, ~ 7 A|Zi)i S 72 MERS-CoV DY 2 BT LV ELXE T L
(50, 150 K& TN 500 mg/kg) #HF5-32 2 L2k 0, BHRREL EE L C~ 7 RO REBAD, fifi
HUML K OV A L 2088 (P < 0.0001, J&Y: 5 A1) 2AE S, BEELE T, WTho
TEHEBALAREM CHIEYL 6 HEZLOMIN T A VA BEPKRHBAR £ THEIZIC T L7=, MERS-CoV &
Yett 12 FERICALN O B OWGEBME TIE, B X E T BT X 0 R K O H 23507 &
niz,
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- EMERICEY SEA

A BASKBEAE (%) B itim C oA L AR
110 : = L 5 = 8% E=
. . O 4 E
Tl — o =
£ Hh!g : h g Faﬂ B
o % 5 B +12hr =)
£ 90 i ] ki
iy i 1 +24hr —»» = e 03
& 80 E a ] . aghr— ol HI 2 0 ]
z _m
70 '1'%,: P DO‘\;@ & b
0 1 2 3 4 5 oS A Bt ol AS A4S B g
e N N '{Lx&xq’b‘xb‘% ad ’Lx@qu'xb‘%
1% 5 BRLE A 1% 5 BALF RS
D "
. ATS BAEHH U
He A7 A7
25 5 B g =
- : ‘ g T
20 =y = R N 0B o 4
B -2hr n #o |]
I 15 a m +12hr:| * {;“(] 0.6+ é ?é@ 3
& 4 0 +24hr— o Eoa ¥ o
£ #
: i i IE § mm +dsh g -F 3, !i
] | -
2l 16
0 -_Ti = ;a; i; -; .:1 -; 0.0 T = | i S .
- SOOI BV
W B L ARt UR PR
B EAL R B SR

IO RAELEETILTO SARS-CoV-1 DHEH KR NRREIZRIZT
ELXESELDFHRERVAEREEREDEE

ATS : American Thoracic Society, hr : K¢f#], pfu: 77— 27 A H{L, PenH : enhanced pause, SARS-CoV-
1 : EAE AR EHE R R E o n A LR |

~ U RIS S 72 SARS-CoV-1 (MALS #5) &~ 7 ADEPENIZE S Wiz, /X3 0 A ¢ BISARHAREIC)
TH5EE (%) (=10) , 7SRAB: NV ADY U AOMIME 0235 4 DA — /L TIHME L THY |
0 IXIEF e 7 aDERM, 4 1IXT0FAMEICEALERERADOH TH D, /XKL C: XKL ADTT A
DO TOTANAEY i Z 7T — 7B X VEIE LTz, %)V D: $iolitkies 25 LV F A7 T
TZ4—ICEVEANELE (=5 . SFIVE: EAXEIEAREREETAZ LIk AtEiiEER
WE LT, KV A~D OT AFX Y A7 E, —mEEDEOIT RO Tukey (/3% A) XIE Dunnett (V3%
JVB~D) OLZEIBKREICLIAEEELTT,

TE) AHN OGRS AT RNEESUTNRIT,  TSARS-CoV-2 IZ K DIEIUE] Th D,

(3) YERSTRBR - HEHEBERD
LR L
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VI. XYEhREIC 9 51EHE

1. mpREOHKRE
1) ARLEDGCOLRRE
HYERR L

Q) BRREBRTHEIN-ILPRE
ENAXETENME NHC 071 K7 v 7 ThY, RHMEEREABEET 2N EERHY TH 5 NHC
SRR S VIR NICER D AN 7%, IR TH DLV ARX 7 LAY K=V UB{ER (NHC-
TP) 2V vk &b, AIETIiE NHC OHEYENREIZ W CRedl L 7=,

1) BEHSE (MK-4482-008 HE&) 219

TR NIV X BT BV 7RV % 800 mg O FH & CHIERE O 5 L 72 FE 0 NHC O i i g
HeB K ONMAE PSR EhRE X T A — X Z LU NIRRT, EAXE T E/L 200~1,600 mg DOHiFH T,
NHC @ Cpuax X OV AUC 13BE L CH BB LT L 72,

10000

[ A R

-
(=]
Q
o

R

100

R Rt

M#FHNHCHE E (ng/mL)

—_
o

[ N

-&- 800mg (n=15)

-
L

6 8 10 12
1% 5 1% B0 (hr)
BERAIZEILIXESEILH TEIL 800 mg ZEEFREOKRE LI-IED
NHC O MmEFREHERE (FHE+HRERE)

T T

T
0 2 4

BERAIZEILXESEILH TEIL 800 mg ZEEFROKRE LI-IED
NHC QMg EYEEE/NS A — 42

¥ Tmax-}- Cmax;t lA[JCO-thr;t
Pz (hr) (ng/mL) (ng * hr/mL)
15 1.50 5000 12100
(1.00-2.00) (4450-5610) (11100-13300)

PoopofE (HEER)
Py (95% X )

KAFNOARB SN AEEROCHAEE B, 18 WU EoBAFIZIE, EAXET AL LT 1 [E 800mg % 1
H2E, s HEEOELET 5, | Thb.

56




VI. EMENREICEAY 51EE

2) REHE (MK-4482-008 FHER) 213
fEFEER NI X BT BV 7RV % 800 mg D H & T 12 K[ Z & I ER 5 L 72 BE o NHC
DO MAEHIYBIRE T A =X ZLLTFTDO LR Tho7=, 1 B 2 [BIOKER DS TH LIz NHC
®D AUCq.1on D BFEZIT 1.05 THY ., BEROSLIEFREITRD SN2 oTc, T ORBEREICE
S AL 2.73 K] T > 72, NHC IZHEIHE GZITEFIRBICET B2 65,

BEAANCEILXEZELATEIL00mg & 12 BE I LICRERORS LED
ERIREEIZH T 5 NHC O IiEhEMEEE/ S A —4

" Tmax-}- Cmax;t AUCO 12hr;t
Pz (hr) (ng/mL) (ng * hr/mL)
13 1.50 4660 12700
(1.00-2.50) (4130-5260) (11600-13900)

PoopofE (HEER)
Py (95%(E X )

3) EYFHRFEHRER (MK-4482-011 FER) 9
7B AF—N—IKIZ XD REEERRAN (64 f) ICELXET ENMEITENLXE T BT T ELE
400 mg O ETHEHROEE LB, 5540072 NHC OIMEF Copax 2 08 AUC 105 D 50 3 1 &
ZDI%EFEXME (EAXETENEEELXETENLDTE/) L. FNE 098 (0.93-1.03)
KON 1.00 (0.97-1.03) T o7z, BTFEEI D 90%(EHE X NITFATICHE L7 RS (0.8~1.25)
DOHFPFHNTH Y, FELXETENBEITENLRXE T BT TR EAEWEOICRETH -T2 (E
ANT—4%)
MAFIOER SN AEL AR R, 18 MU EoBEICIE, EAXEZEALL LT 8 800mg % 1
H2E, s HEEOELET 5, | Thb.

() hEE
B R L

4) RE - tREOEE

1) BEDEE (MK-4482-011 FER) 9 (MK-4482-008 FAEX) 1219

FEEERE A 16 BIICE/L X BT ELEER 400 mg O & THERR O# G L72E. NHC @ Cpu KO
AUC 1L, RIEMIBBE#%E G & 2ER 5 CRIfRE CTh o7 GMEAT—4) o

FERERR A 6 BlIICE/L X BT LA L% 800 mg O & THIERE 05 L-BS. sl &R
B b TITZENERF R G2 He T NHC @ Tinax THRAETE 1.50 FFHIEERE U, Crnax 13 24% 804> L7228,
AUC [ I &M FCRIRRE CTH -7,

AANL, BFELITEFRRIEGAETH D,

KAFNOARB SN AEEROCHAEE 8%, 18 WU EoBAF I, EAXET AL LT 1 [E 800mg % 1
H2E, s HEEOELET 5, | Thb.

2) EVMHEAEEREER
R R S A AR AR S L T e,
In vitro FREBROFER, £ X T EJLEONNHC (Z FE 2R L NN T o AR — 2 —D 3k
BTIER, £, BEAXE T ENVEO NHC X EE MR L O N 7 v AR—Z — (2%t
TAHMEMRA UIFEEN E RS 2o T-, (VI 6. G OHESM]) |
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<HE>
E/XE T ELK NHC (X, cytochrome P450 (CYP) 1A2, 2B6, 2C8, 2C9, 2C19, 2D6 KX
3A4 OFR%EHK|ITH . organic anion transporting peptide (OATP) 1B1, OATPIB3. organic cation
transporter (OCT) 1, OCT2, organic anion transporter (OAT) 1. OAT3. multidrug and toxin
extrusion protein (MATE) 1, MATE2K, multidrug resistance protein-2 efflux transporter (MRP2)
P-glycoprotein (P-gp) K OF breast Cancer Resistance Protein efflux transporter (BCRP) DFHEA|ITY |
CYP1A2, 2B6 KT} 3A4 DOFBAITHR, XoT, FAXE T E/LKN NHC 2N HIEOIREE
BT & BT ATREME IR,
%w;t7twngm:m@mm%%m\m%@ﬁﬁmﬁﬁiéix%ﬁ~fmié%®k%
k%héltKMK\Nm:mﬁﬁﬁ&UNMHTA@%@Kﬂ\HUSVV37Vﬁ?F®%
MW TEHERMUAFIET D T AR—F =K VLR NE ST 5, £/, EAX
t7twi£%@1 VAR—H— (P-gp %) OEETE o7 (VI 8. FT7 U AKR—
%?é%ﬁj@%%%)oiofﬁ%%ﬁmm$®bmcx THEREH > NHC-TP OO &
C%@%&i?T PEIZAR Y,
LD Z Lot BRI A/ RRBRII N L7220 » 7,

<BE . LLAFVEAFHORE >

VATV ELVOM AN NHC O &I MIT T 22 RE MBI AT CRMi L7, L AT v
ENZ O LTRE 21T 5 NHC OgREE &I, uAv/tw#ﬁﬁwﬁﬁﬁtH&ﬁf%o
2o VAT U EVIEGEHERICRT 5 0FHERD NHC OBREEOSMEL L (90%E 1 X E) |
0.929 (0.846~1.02) TH -7z,

2. EYLEER/INT A—4R 10
OFLiiwap
VI 3. (1) fbr k) OMES R

(2) BRILEETEH
M E R L

Q) HEREEEH
M E R L

@ 2IVTPIVR
RHE SR BhREMAT 7> 5 . NHC O B 2xF D27 V75 & (CL/F) 1% 70.6 L/h & HEE Sz,

5) THhAE
FHEEM SR B REMENTIZHE-D X . NHC O RLNT O A AKX 131.9 L EHEE S 41, NHC 23R
INART AT NI N,

6) TDth
LR L
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3. B&EH (REaL—Lay) @

(1) FRiAE
55 IARRRERAS T IR O RHEF BN B E 7 V13, 5 TR O DR O 7 — Z IS S L,
WEBEORELET VGO, ZOFT /M, FICHIHARR (MK-4482-002 35D/ S— | 2)
NO/ONTT =X EMAH T & THRIZHER - B L,

1) FIARBRETEROBEMEDEERER

AT CHH L7z — 2%, EEERAZSRE L8 1 HRBR (MK-4482-004 #B%) . SARS-
CoV-2 12 & 2 BYE D IE BB E 255 & L5 TAHRE (MK-4482-006 #45R) . KU SARS-
CoV-2 |2 X D YE Z x5 & L2 2 DO ER (AFEBRE 2 x5 & L 72 MK-4482-001 35k & O FE
ABEHERE 2 x5 & LTz MK-4482-002 #lR) O MAH N— K~ (S— K1) »oIEE L7z (ERERk
A 100 ], SARS-CoV-2 IZ & % JE&YLIE D ABTHERE 189 i % TN SARS-CoV-2 IZ & 5 JE&HUIE D IEN
Bepkirg 260 B1)

NHC OIEMENEEIL, > 7 FA FRORIN (HEE = /8—F A2 bad 0 WL & Z s <
Rl =k 22 haD LRI KOV IRIERE/EIBRIED 2 23— A MNET VTR
W E T,

2) EMARBROBREAEYE BRI
BB O GF AT — % &~ b TlL, SARS-CoV-2 IC L BEYMEE R E LELXE T EL
800 mg Z 5. L 7= MK-4482-001 Bk D ABT#ERE 7 5% O° MK-4482-002 7B O MR/ ~N— k
(=1t 2) DOIEABRBERE 651 Bl DELNT-T —F BT,
FUAHRBRE TREOET LTIV 7B A FHOWIET VERA L2, BIHRBRO EHET
VT L CTEMMEOBE W R T Yy ha v — kA &AW TRIGETE 2 £8L 72,

Q) INTA—REBHER
EAXET E/L 800 mg (%, WERMEZERIZEAFR72 <. SARS-CoV-2 I X D YYEDEF I G575
ZEMTE D, Fn, MR, AFEXITREICE S HEREIIAECTH S, KE L BMI X NHC
DIREFE IR RFT 2 DR S 208, AUC) 1one DAL J OV D 90%(E #E X [ 1% g
RINZER D & 2 BN I 5 7R O IR EE B O E B FFRHPH (0.7~2.00 N THY ., HERAE 205
ETBRIFEETIT o7,
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AEUER - RBETEL (90% {EFRXA)
&Fis () : [45,65) n =470

[100, 172.5] n=242 b4 0.857 (0.811, 0.905)

[18, 45) n=576 . | 1.06 (1.02,1.1)
[65,91]1 n=161 Fe . 111 (1.05,1.18)
& (kg) : [80, 89.087) n = 265 !
[36.1,70.2) n =241 . L1171 (1.05.1.18)
[70.2. 80) n=218 . 103 (0.974,1.09)
[89.087, 100) n = 241 - | 0971 (0.914,1.03)

BMI (kg/m?) : (25, 30] n =293
[14.3, 25] n=243 * . 1.09 (1.04,1.15)
(30, 35] n=448 . 1.03 (0.983, 1.09)
(35, 40] n=140 L2 0.914 (0.858, 0.973)
(40,686] n=83 | 0.787 (0.73, 0.848)

Rl Bl n =624 i
i n =583 - | 1.06 (1.03,1.1)
AFEDSHE : White/Caucasian n = 805
Black/African American n= 63 s
American Indian/Alaska Native n= 66 o
Asian n=43 o
Other n= 230 Ll

0.825 (0.756, 0.901)
0.859 (0.789, 0.936)
1.01 (0.907,1.12)

0.952 (0.907, 0.999)

K% : Non-Hispanic or Latino n=714

Hispanic or Latino n= 493 L 4 | 1.01 (0,968, 1.04)
EHAE - IE5 n= 543 !
B n= 580 - . 1.01 (0.975, 1.05)
thZE n=84 e L 1.18 (1.09, 1.28)
FFiSEE © I3 n= 1144 !
8 n=60 e | 1.05 (0,962, 1.14)
MBS © B n = 100
FEABE =911 .- © 114 (1.06,1.22)
ABE n= 196 L g 1.01 (0.948, 1.09)

06 09 1.2 15 1.8 2.1
AT,
N BHET EDBI
[ 2 ] SEESs
(R ) : LTHEESFHL
EILXETEI/L800mg % 1 H 2 EB%E L1=IED NHC OEEIKERFD
AUCoion [T 2 EARAMERDEZE
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4. q&m 47)
EAXETEN (Fu RTv7) BROBRGEOHRINE ML T T A7) 7 01356 T
W, MBEFEALXE T EAMTEALE T BRHEEIN T RN E2EBETHE, BIETXD
BESLEZOND,

<BE: Ty FRRAX>
ENRXET ENE 30~300mgkg DIHETT v FROA XTHEAEEG L72EEO NHC O/ A 47~
A7V T 41E, ZENEN 2% LN T1% L ETHh o7z,

5. 9
(1) % —RxiRE @&t
VIL 5. (5) ZOMOMBR~OBATH] OHZM

(2) Mni%—BA#AERSPYE @
LR L

Q) HAitr~DBITHE
VIl. 6. (6) #=F.hw) DHZSH

4) HEE~OBITHE
MR L

(5) EDHOBHB~DBATHE
in vitro 7—#IZ & % & NHC (3L CIAH MBI RIS 2 X7 LAY RV AR R T A
AR —% — (concentrative nucleoside transporter : CNT & O equilibrative nucleoside transporter : ENT)
DIE T %, NHC L O'NHC-TP % J{I7E L 728 &2 M 7l o Atk &5 0 & MZI81T % NHC
VERER Sy DRFRICIR 73T D & TRRESND,

<BE A RXD>
A XIZTEILXETEIL 100 mgkg ZHEERZOKRS LIzFFO NHC XU NHC-TP O ##H

HH AR Analyte 3hr (ug/g) ¥ 24 hr (pg/g) *
NHC 3.7+0.1 0.6+0.3
fid (BLER) NHC-TP 03+0.3 0.4+0.3
EALXETEL BQL BQL
NHC 1.1+£0.6 03+0.2
M ORIMIER) NHC-TP 0.1+0.0 0.1+0.1
EALXETEL BQL BQL
NHC 128+ 1.4 0.9+0.0
e e NHC-TP 31.1+42 18.8+5.3
ELXETE L BQL BQL
NHC 19.8 + 3.8 32+15
it NHC-TP 24+28 25+13
ELXETE L BQL BQL
NHC 38.0 + 8.4 05+0.2
X i NHC-TP 21+02 03+0.0
TILXE T EIL 0.3+0.1 BQL
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ki Analyte 3hr (ug/g) f 24 hr (pg/g) ¥
NHC 15.0+4.9 02+0.0
N NHC-TP 44408 0.440.1
EAXET B BQL BQL
NHC 15,0+ 1.0 04+0.1
Lol NHC-TP 5.9+0.6 1.4+0.3
EAXET B BQL BQL

N=2, V¥ £SD

BQL : below quantitation limit (&= T[R)
NHC : N-E Re¥ < v F 2 NHC-TP: N-t RuXxo o For 5= Vg
T B VBRI PR AN CHEE LT, 2 F & : NHC=259.22. NHC-TP=499.157, E/LX T /L =32931

AXIZTEILXESEILZ1H1H7BEREZORS LE-BEONHC XU NHC-TP Q#E#HH

100 mg/kg/day | 300 mg/kg/day | 1,000 mg/kg/day
HE A Analyte 27-28 hr 28-30 hr
24 hr (ug/g) t (Hg/g) 1 (Hg/g) §
, g NHC 0.8+0.3 1.1+£0.3 3.1+£0.8
MRG0 NHC-TP 1.0+0.3 2.1+14 5.742.5
, . NHC 1.7+ 1.0 2.0+0.2 5.1+5.1
i (1EK) NHC-TP 4.1+£6.0 22+1.3 6.6 +£2.6
i NHC 22+0.4 8.5+6.1 13.9+£6.9
NHC-TP 101.2£12.6 1754 £61.0 177.5+61.6
it NHC 79+6.8 28.7+30.2 25.4+24.1
" NHC-TP 14.4+13.1 108.2 £ 58.2 96.7 +46.5
B ik NHC 1.0£0.6 2.6+2.1 2.7+£0.9
NHC-TP 49+2.3 34.0+42.5 20.8 +£18.2
pra NHC 1.7+1.3 1.0£0.8 1.9+£0.9
NHC-TP 13.9+73 144 +10.2 352+43
Lol NHC 1.9+0.9 24+24 3627
= NHC-TP 8.0+1.5 10.5+ 7.8 24.1+14.0

N=4, F¥fE £ SD

NHC : N-t Rax3 3 F» NHC-TP: N-t RuXo o F o0 5= U
VR T RE BT THHE Lz, 40T & : NHC =259.22, NHC-TP =499.157
T 7 HRIIER G 24 RERIRL LN, Do, A, BB, PR, OlEiE £REL

b6 HAIIE RS 27-28 WEEIAL LN, MERse. Aii. TEMeE. JFNeE. Oz EREl GEMEO O RHIKT)
$:3 HRKERSE 28-30 RERIML AN, Mo, A, BN, PR, OB A ERE (BEtEO7- o R T)

(6) MIFTERHSE

NHC I3t FEE AICH S LRV, NHC Ot MISEEEICKT /A RIL 0% TH 7= (in vitro

T—4)
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6. i
(1) KEHEBAL R U HIERR
FNAXETEMINHC O7 0 KT v 7 ThHY, EHIER~BET LA EEZRHW TH D NHC
SRR ESIND, EAXE T EAND NHC ~OEBIZIE, RIS T 5 DR F L
T X7 7 —% (carboxylesterase 1 : CES1 & O} carboxylesterase 2 : CES2) 23E8%5- L T2 AIGEMEN
BV, I B Y GA E L7 NHC (TG Td 2 NHC-TP (ICA# Sh, WREEE Y 20 oG
&[] U#%#& C Mitochondrial amidoxime reducing component (mARC) 1, mARC2 KON F VT 7
IT—EBFRICKD O F ORI Y P oRB s, ERT D,

n-OH N-OH N-OH

i i
{ﬁu {&H o o0 o [ﬁu
o NJ&D HO N'é‘o I HO-P-0-f-0-f 0 N’&o
b \@' —_— e OH OH OH
HO OH g Y

HG OH HO OH

Molnupiravir N-hydroxveytidine, NHC NHC-TP
ELXETELDORE

Q) REICEST 8K (CYPE) OHFFE. FEED
TR ET BV RO NHC I Z TGRSR O RE T3 < fa, BERRM BRIt
T HMEEEMUIFHEEEM 2 RS 2o 72 (inviro 5ER)

B L LT O
[VIL 6. (4) R OIEMEDOA E R OGN, TFERE] OIS

PGS L L CORMM :

E M7 Y—2&2 0T, EAXETELLY NHC @ CYPIA2, 2B6, 2C8, 2C9, 2C19,
2D6 KO 3A4 OEFFIEMIT T 2 AR EIEH 2 0.13~1,000 uM O EEGLPH CREl L 7=, E/v
X BT ELKTNNHC ([22W T, 1,000 pM (2B W T HEHE L7234 TD CYP & F Ik 5 FHLE
UL 50% AN TH Y | ICso IR L 7= it £ Tdh 5 1,000 uM & L[> 72,

E MR Z7ueY—2&2HW=EALXET ELLONHC 2L % CYPIA2, 2B6, 2C8, 2C9, 2C19,
2D6 K Uf 3A4 DOFEFRIEVET KT 5 R R AF A PRLEVE H 2 ANTE M bod BE T 2502 BS U CREA L 72,
10 LTV 50 uM DPRFEIZIBWT, /X BT BV KL NHC X3 L7234 CYP 43 FREICHT L
THRFRER R BAEEN 2 R S 2o 72,

b b EAEF A 2 VT, CYPIA2, 2B6 KUY 3A4 IZxHd HE/ALX BT BV KU NHC OF5EE
HERFLIZEZ A, EAXET EAKLO NHC X, CYPIA2, 2B6 MY 3A4 DOEEFETEMER Y
mRNA &R 2FHEFEN 2 RS Rho T,

Q) EEADROERRUVZDEIE
BOEG%, EAXE T EEIRINCUIPIERRIERFC NHC IZA# S HL, 2 OZHICITAF 72/
AT DN ARF T AT T —8 (CESI KON CES2) MBHLTWa, BRI, miEhE
LA T ETIEE L ERE SRR,

@) REYOFHEOERRUEML, FELE
EAXETENLNHC O e KT v 7 ThHhY, EHMERA~ZGET DRI EE RGP CTH D NHC
IR R S HAENICEI D A ENT=%, EHERCTHL IV RX 7 LAY K= VbR (NHC-
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TP) 2V vEgfbkand, £7o, WAL Y I VUVOoRFEFRURE T TV RBT Y P~
#Sh, HET D,

7. i sH
TR S BB X E T D FEA % 800 mg DHET 1 H 2E 5.5 HRERERO#KE LB,
NHC DJRHFPRIERIT 3% TH 722 &6 BHRIHEL NHC OFRO & % R Tidian 2 &2
FE S TND (MK-4482-004 3B : AAEAT— %)

MKABNOAR SN AEL A ET TEE, 18U EOBRFIZIE, TAXETZ N E LT[R 800mg % 1 H
2, 5 i AKREGT 5, | THD,

8. FSIVARKR—E—ICEAT H1ER O
FLXETENLKEO NHC ZTFER TV AR—=Z—DEETlEwn, £/, FAXETELKED
NHC IZFEER 8TV AR—F =T HAEEHEZRE 2o 72 (invitro 388%)

L UCOM : In vitro TIE. NHC I3t X7 LAY R 7V AR—Z—T&H 5 CNTI, CNT2,
CNT3 K OENT2 DEBETH Y . CNTLITENL X BT Ik L THEAT W EERES M 2 R LT,
— 5T, EAXETENLKRNHC (X, WTFitb e R P-gp XU'BCRP ODREE Tldenolz, Zhb
DF—=HZHESL &, MoFEF LT XY T A EFHEG LB, oRF 2 miEh o NHC X
IR O NHC-TP OB #E (2 8 % L IF 9 Al et 3K,

FREEHOFM : 8 8 T AR —F—ThH% OATPIBl, OATPIB3, OCTl, OCT2, OATI,
OAT3, MATEl, MATE2-K, BCRP, P-gp %" MRP2 (249 5E/LX BT E/L LN NHC O EE
% invitro TR L7, 2T OFMBIZEB VT, E/LXE T BV NHC T OATPIBI,
OATPIB3, OCT1, OCT2, OAT1, OAT3, MATEl, MATE2-K & " MRP2 (Zxt L CRLEEH %2R
EF, ICso EITRFAM L2 miRE TH D 100 M % a7, MlaHEEofEERAS D720, Zh
SO E AWTZRHER TIX 100 uM X0 HEF L BWREZMRE LR o723, Bz vz
ARBRICBWT, X E T EVKNNHC (X P-gp & BCRP (ZxF L CREEM 2R &9, 1Cs flILRE
fili U 7= B2 fE T 5 1000 pM % L[5 7=,

9. BENZHICLIBRER
M ERR L

10. HEDNDERZATHEED

(1) BHeEMEE
FERGIR e OB IR 7 — Z I D . BHERERE 2 28 NHC DO IRMENEIZ B IR D & 5 528 % KT T AT REME AL
VY,
E/LXE T EL RO NHC O FEERERBREILE M TlIenoo, BRSNS 2 b okiic
R AT T ATREME IR, RHEEFISEM B REMET OFE R, ER B AL AT o8B & ik LT,
# B (eGFR : 60 mL/min/1.73 m* LL £ 90 mL/min/1.73 m> R ¥it5 ) K O° 1 % (eGFR :
30 mL/min/1.73 m?> 2Lk 60 mL/min/1.73 m? Ajii) OEMEEREELH T H2HBE 1105 NHC O
AUC O (90%EHEX M) 11X, =2 1.01 (0975 ~1.05) KOV1.18 (1.09 ~1.28) T
bV BREHEREE S NHC OERMENREIC RIFTERO O 5 BT LN T, HEBHKERE
B (eGFR 30 mL/min/1.73m? Kjii) XILFET A2 LB LT HBFICBITHENLXE T E/LKNNHC
O IR ENRE DO FEAMIT I L TV RS, NHC DOWHIRIEBSBPEI T2 & RO K OV 4%
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11.

EOBMAEREL AT HHBRE OB RICES L, BRMIZEWRD H D NHC OB B O A
HILDATREMEIZIRY, L7=2i-» T, BEREZ AT 2 BF ST 2 HERMHIIAETH S,

() FFitReEES

FFHEREFE N1 X BT BV KT NHC OB &2 % RIF 4 i REME IRV,

FEEIRT —Z b, NHC O EEREAREITIHFR# CIThneBZxon, £/, EALXEIE
VT EICIEALE R O © NHC ~REt s s — . B X BT BV ONIK MR B 7o R R
WZIREZARRIC O LTV D120, FFERERENT /L X E T EL L NHC OIRBERICHEL KT
FRIREME IR, RHEEFI R B REARAT C i, BEFHEAEREE 28 NHC O &I KT T8I <
LI NThole (EWITHEEELZ R T HHERE & ik LT, REFHEERELZ G T 28T IcB8 T
% NHC @ AUC O (90%EHE X)) 13 1.05 (0.962~1.14) ) , fit~> T, FFHREREE %
BT HEFICHTHHERGIIAETH S,

) &EERE

BHEM SR BHREMNT DOFE R, BEIE 21T 5 NHC OEYEREIIEFEE L HRETH - 7=,

Z Dtk

<ZBZE MOHLT A NV ARK] L OIS FRIFE BAEH >

NHC ¢ 3720, 7RIEL, AR ZE, b RaefxiZaoaxy, R 7 4 FEL,
UNREV Y, YERATELIET /AR ENLEDRET SARS-CoV-2 (2K 5 in vitro HL 7 A /v ATEME
AR M OEHUEINZZR D DLW Z &6, EAXE T ELE 2 DA & OIS0
HEMIZWEB 2D, o, B MEARL YA LA (HIV) . B BFR YA/ A2 (HBV) X
X C BFRTA VA (HCV) 1% LTI EG SN DMUA NV AEKEELIET LA A
L7e%a b, HEEHUIRTERIZ W EB 2 b5,

) RILT 4 FEALKRDYIRAT EIEIART TIRIRE B Ik
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VI &4 (ERALOIESF)ICETSEB

1. E5REFLZDER
FRIE I LTV RN
2. BERABRLENDERA
222 (ROBFIZFEELLEWNI L)
2.1 KFND RS % UiBBUE OBEERE D & % BE
2.2 MR SUTIEHR LTV B ATREMED & 5 otk [8.. 9.4, 9.5 &[]
(f55t) *(%ﬁ)@%%i%%%ﬁ@ﬁ%%’ﬁﬁ
2.1 RENDRLSY ﬁLLMr@%ﬁﬁ%é$% IARKNE G U856, ARAIORHZIEBUE 2 i
Z 9 HH féEﬁ)i%Zof_&’) =& LT,

2.2 IR, E;.J)E@%EE%J: DEVIRBEETIEIH D HLOO, EEHEMER IR « 5 RBIERHE &
NTnWa=w, ol L,

3. MEXIIHRICEEST SERELDEH
(V. 2. ZWRESUIZNRICEHET DR 22T 52 &,

4. AERUVARICEAET 3B ETOER
(V. 4. HIEEOHEICEETIERE] 22035252 L,

5. EEGEFRIE L EDER

8 EEREKRNIEE
IR 2 ATREME D & D LE~DF G I L TiE. AAIRG OLEN 2 451 kmatd 5 2
Lo T, BENRVLERGAC \&®E%$ﬁ_ AET52 &, [22, 94, 95 K]
8.1 ARAIFHBRLARTIC 072 2T L 0 BENEIRE L TV RN 2 & R OUER LT 5 ATREMEN
MW EERERTH L,
8.2 MOEFIIZOWNT, ﬁﬂ&ﬁ%%w BEICHAT 2 L,
o IEARFIIAAN A IR L 72 Hﬁ:/@%&ffT EMENDH D Z L,
o ARAKINRA ﬂ%#ﬂ%bt RN 258 1E, BEBICRAE TS L,
. ﬁﬂ%%$&0ﬁ%%%%4ﬁmﬁkféﬂ%ﬂ#%bﬁ b DAL, #H
(ZEERR, BEAIREEICHRT 5 2

(fEa)

AFNOUWEDT SATIER L TV D A[REME D 8 5 LM~ DRBIIES TH D, Lol e ~DO&5 7 #H
HINTWDTID, W o OUEIRT 2 WTREVED & 5 Lt~ DI G L TIEBMUE T 5 Z & & L7,
¥ AR LT AR & | ARIRAIINTIEIR L T 2 & KU TSR Z IR L T 2 s 2
T2 FHIEIR L TO D AIREMEIC OW T H A RIEGRE N L ETH 5,

(1.4 EEHAICELTRET S HE . DL 6. @) AMEZAT %) . [XIL 2,
OO HEE R OIS

6. BEDERZEITHEEBICET SR
(1) E6HE - EEREFOHLBE
BHEIN TV

) BHEEEHRE
HEIN TR
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VII.

et (FERLDIES) ICEYSHEA

() FreEEESE

FEESH TV RN

(@) EHEREERY HE

9.4 &EREHFHT 5F
RS D AREME D B D LetElzid, ARFIF G- R O & 5.4 4 B IRV CRE T 2 B K&
WE G R BRI DWW T35 2 &, [22, 8., 9.5 ]

(fi# )

AHI K NHC O2H g R L7256, B - IBIRICEREZ LT TRt n G E c& 2
WV, TEIRG O 5B T 28T O MBS DA XA (R SHE2 A 16 HAHTH
IR 0216 55 1 HIEA S BE R - ATEEAREERLFEET IR, ERTEXIREE A E
A AZHEES X RBIEG R R ORISR G% 4 BRSO CREE 3 2 20 B K OVl B 7Bk 12 o
WCHIBIT A Z LR EEREST I Z & & LT,

M2 B I AVERT HHIM & LT, RO 5 FRHWLTWD, KEIOEEZHY
T 5 NHC O O KAES 19 B TH D Z &b, ZONRH O 5 (54T 58I (4 H
M) &R H1% OME I & LTz,

(5) 4R

9.5 1E4%
BB SUTATER L CW D ATREME D & 25 eI I3 G- L 2 &
B EBRCTHRIEFELSRE SN TS, TR v hOBMBEEAMICELXIE T ELEEE L
TRBRIZBWT, N-BE Rrd v v F U (NHC) DORGRIBEEZERED 8 512/ Y 92 HE CHEa
TEME R OWR - BRIRESEN, 3 UL EICH YT 2 HETHEORERBIENZEO LN TS, £
7o, MEVYFOMBEERICELXE T EAZ2HE LRIV T, NHC O ifKRE &
D18 FITHY T L2 HETHIEAREDKMNABD LN TS, [2.2, 8., 94 BMH]

(fign)

IR O ARF 2 B 5 LI BERABR 7 — #1372 < . & N TEKRAREXREE, WE, BHERXIX
RIR~OHFERERO Y 27 1ZFHEN TRV, B ER TORIKIRERE LY BVIREET
BOOITFT ARG, B MR« JBIRICEREZ RITT RS TE TS 2y (TIX. 2. (5) 4JH
AEFBMERR) OHESWR) ) o Lo T, EmXUTAER L TW D ATEEMED & 2 eEIcidik 5 L
A AN B

(OF:ER

9.6 ZELIw
1BFE EORBMER ORARBORSELBE L, RO TR IEEHET 52 &,
Ty FOBAMICEAXE T BV ERE Lz L&, HAEROMEEFIZ NHC A S Twn
%o B NAHHA~OBITOR B OHAFELE~OEBICET 5T — X X720,
(fiF7L)
Fw NOIE 6 A HEEFL 20 HIZEA X BT B #E U= AT R O A% O34 N RHE
OEREICT 2B TIx, HAROMmETIC NHC At shiz ( TIX. 2. (5) AmEFAHENR
B OEBM) , b MBI DA OLHBITHEIIRIATH 203, AFI KO NHC O 4By b 1 i
R LIZ5A, LIRICHERE L M T REENGTE TE RV, LEaR-> T, M EOFRMER
ORFLRBOAWEMEZZEB L, RAOME UITIEZRad o X2 EERET & L LT,
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et (FERLDIES) ICEYSHEA

VII.

7 MNE%E

9.7 /NRZ
18 R & x4 & U7 BB =G L T Ze

(fiFin)

o)

18 AR 2 x5 & LIZ R RRURITI SN L TR 69, KAIOANER L EMERHESL L THh7anic

RE LTz,

8) EknE
BRIE I LTV RN

7. HEER
1) PtRESEZTDER
HEIN TR

Q) SRR ETOER
FEESH TN

8. ElfER
1. 8ER
ROBEHDRHEDOND Z LB HLHDOT, BEELTHITATV, BEPRD bNGEEIZITRS

BT 5 L EEITO 2k,

EXGEER & MR

1

1.1 EXGEER
TH745F0— (BERH)

(fgdn)
ERRGERICKBWT, EAXETENLET T 7 4 7% — L DOREEBRNEE TE Z2WERN LK OVE
IMEBINERB SN2, E LT, (20224 (B5F44) 6 H 14 A A Z @IS < &G

(2) TDOHOEER

1.2 Z0t0EIER

1%L L 2% 1%Ai SHEEARBA
B TR, B M -
etk T o FREhED F 0 GIEbTA)
2 i R OVEZ T Rk b b, HIKB RS RLBE,

Z I

W FBURE 1 A8 MV i
(i)

MBI S— F (S— 1 2) 128\ T, 1B

AGRTEDHE « HE TE I N7z MK-4482-002
P H R G OPe 5T % 14 B LANICARFIREE (71001) THMESNZEERO > b, BEEEN 1%
LiE (8 BILAE) OFHETNTEHRE LT, 1%REOMIZIL, NEFEAZIZL D AH L DK
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VII.

et (FERLDIES) ICEYSHEA

REAED TEE BV | LRl SN FROLZRE LT, 7ok, BEEEIT, 1GBBRAY EASA
FNZRK T2 EHW LT X COFEFRICESETR M Lz, HERHOMIZIX, BARAMERK
NzZ&xtGe & LT ARF OHE R O ER G5 1 HEER (MK-4482-008 #bR) CTi#d S vz ek
%, RUERFHICHE SN, Z 5 FE R O E MR IE 4 5osl L 72,

SERFEERAREMERUVERREERE 8
MK-4482-002 3B HMAHSX— (VS— 1 2) @ APaT TRO LNT-E2TORWEMR %2 THRITTT,

ARFIHE 7T v REE Total

n (%) n (%) n (%)

AR B E 710 701 1,411
BIE 7 BLEI B 57 8.0 59 8.4 116 8.2
EYRER K OVF A UE 1 0.1 0 0 1 0.1
| Bk 1 0.1 0 0 1 0.1
iR ESPROWINFREA e 2 0.3 1 0.1 3 0.2
M i Bk i 0 0 1 0.1 1 0.1
I BRI 1 0.1 0 0 1 0.1
1 /N HE ANE 1 0.1 0 0 1 0.1
R X O E 0 0 1 0.1 1 0.1
| BERAS 0 0 1 0.1 1 0.1
Kt 6 0.8 3 0.4 9 0.6
NS 2 0.3 0 0 2 0.1
HRSE 3 0.4 3 0.4 6 0.4
R 1 0.1 0 0 1 0.1
PR T B 11 1.5 6 0.9 17 1.2
FEIMED 0 7 1 5 0.7 12 0.9
SHR 4 0.6 0 0 4 0.3
K= 2 —m N\ — 0 0 1 0.1 1 0.1
RpEE 1 0.1 0 0 1 0.1
| 1 1 0.1 0 0 1 0.1
HB L Ok EEE 2 0.3 0 0 2 0.1
IEEEZETR 2 03 0 0 2 0.1
Lol B 0 0 1 0.1 1 0.1
| Bz 0 0 1 0.1 1 0.1
HEE 27 3.8 30 43 57 4
P9 0 0 3 0.4 3 0.2
R 2 0.3 4 0.6 6 0.4
{5 1 0.1 0 0 1 0.1
T 12 1.7 15 2.1 27 1.9
M PN Rz A 0 0 3 0.4 3 0.2
HALRE 2 0.3 3 0.4 5 0.4
EES 1 0.1 0 0 1 0.1
ERES R 0 0 1 0.1 1 0.1
L 10 1.4 5 0.7 15 1.1
D% 0 0 1 0.1 1 0.1
M i 2 0.3 2 0.3 4 0.3
JHBE R 1 0.1 0 0 1 0.1
| #m 1 0.1 0 0 1 0.1
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VI. Rt (FERALOZES) (CBYSI1EE

ARFIHE 7T AR Total

n (%) n (%) n (%)

F2JE ¥ OV TRk 9 1.3 5 0.7 14 1
155 VR E 1 0.1 1 0.1 2 0.1

B & 9% 0 0 1 0.1 1 0.1

T LIV —MERRE % 1 0.1 0 0 1 0.1
ZITIE 1 0.1 0 0 1 0.1

% ) FEIE 1 0.1 1 0.1 2 0.1
WHIB 3 0.4 1 0.1 4 0.3
AR R 95 1 0.1 0 0 1 0.1
B35 2 0.3 0 0 2 0.1

T LIVX— M S PFEAE 0 0 1 0.1 1 0.1

A B A R S L OV ARk P 55 1 0.1 2 0.3 3 0.2
T EB Y 1 0.1 0 0 1 0.1

7 PI 9 0 0 1 0.1 1 0.1
IS 0 0 1 0.1 1 0.1
BB X OURKEE 1 0.1 1 0.1 2 0.1
i 1 0.1 1 0.1 2 0.1

— i - AEREER LU GO RE 1 0.1 2 0.3 3 0.2
J R A R IR 0 0 1 0.1 1 0.1

I 7 1 0.1 0 0 1 0.1
FEEL 0 0 1 0.1 1 0.1

B R AR AT 8 1.1 14 2 22 1.6
TI=T ) NI URT 2T —EEN 4 0.6 5 0.7 9 0.6
75— 2 0.3 1 0.1 3 0.2
TANGXURT I ) VT A7 =7 —EHMN 2 0.3 3 0.4 5 0.4
M2 L7 F ok RRFF—E N 1 0.1 1 0.1 2 0.1
7 vy = 0 0 1 0.1 1 0.1

1 LR K SR EE SR B 0 1 0.1 1 0.1 2 0.1
Y= NEINVNT AT 2T —BEN 0 0 1 0.1 1 0.1
~NE S m e R 0 0 1 0.1 1 0.1

U o —-B 2 0.3 1 0.1 3 0.2
R AL B 0 0 1 0.1 1 0.1

I H ERE ek 0 0 1 0.1 1 0.1
IR Rk 0 0 1 0.1 1 0.1
FS AT IF—F LS 0 0 1 0.1 1 0.1
JFE#SE |5 0 0 1 0.1 1 0.1

MedDRA-J Ver. 24.1
APaT (All Participants as Treated) : fE{EAL SN7-IRER¥EL 1 BIML LG SN2 X TOWERE
c RPORWERIL, & SH-RWEM4 % ICH EEREFEMFESE A AGEM (Medical Dictionary for Regulatory
Activities : MedDRA/J Version24.1) D IAGFE (Preferred Terms : PT) (ZFEAKE X TR LT\ 5,
< WS SZRIER S, MedDRA/I TRl —® PT IZHEM SN DG AR —0RIEM & L, [[R—ERNZ[F—&l
EH (PT) MEEREIRBLIZGE, b x 1 11FL LTHE LT

9. BERREBRICRIZTEE
HEIN TR

10. BERE
FEESH TN

11. EALOEE
FEESH TN
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VII.

et (FERLDIES) ICEYSHEA

12. ZOMOEE

(1) EREREEAIZE D 14

BES TN

(2) FERRHERIZE S R

15. 2 JERGERERER ICE D < 1Bk

15.2.1 EAXE T EVEO'NHC OffiE 2 W22 BFEHRBROERIIGECTh -7, L,
o tdE A N 2 FEO R B RBR (Pig-a B KL OV Big Blue® h 7 VAV == v 7 @i &
W72 eIl BRSBTS 288R) #550E LR, 2RFEMIIRO N2, Invitro /M
REBEL VT v b &AW/ IEERBROERITEETH 72, M T, rasH2 h 7 v AV z=v 7
~ U A& AW 6 » AREGNAJRHERBRICEB W T, BRAMETRD e oT,

15.2.2 3 » H B G- MERERIC BV T, NHC @ AUC 1T K-S < BHIRIRGE R O 5.4 f312/04 4 5 H
BEORETERIIKELTWD 7 v b OKRIRE R ORE IEIGIKE RLEROBENZED b
Too FIEEDOZEALIZ, v b 1 » AMEEGRER (BEEIT LSRR EFRRE) Wi~ T 2
(BRI ED 195 FE T2 1 » ARHES) KO X (BRBEEO 1.6FF T 14 HifRS)
DORERTITFRD 5N TR,

15.2.3 A X2 NHC DOFFRIEFZERD 0.4 500 FICH4S T 5 A& 2% E LZBICEENROH 5B
M (TRTOGEMARMIICEE) PROLNT, TAXET % T HMES LZBICHEER
1. O 1 B R A AR E R OV MR B IR E DI b 23 B v, 14 A O 5 CTHEBRIMIZ X Y BEO
BACDN I BTz, FREDZALITM OB FE CTIIERD B TR,

(fi#) * () OF ST BEFILOEE S5
152.1 #E 2 W7 B RFHRBROEENBIETH -T2 L b, Z OO BEEERBR LR
AEMERBROFER L&D CABEICRE T2 L & L,

15223 » ARG HERBICB O TREICHKE L TWAD T v N OR/IE SECE B ER O IRE 2
HONTZZ END, TOMOKERGHEERBROMEELEO TARBEICERTHZ L & LT,
1523 4 XOKEZEGEERBRICEWTEHEERADNTZZ E D, ZOMOKER G EMR

B (1522 HZM) ORLEO CAREICTRHTHZ &L Lz,
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X. SRR ERICRE 9 5HE

1. BIBERER
(1) EhFBHER
[VI. MBI 2IHE | OESMR

() REMFREHER

- - &5 Erasm ol .
R gy - ok s T AE R

IDINE R
hERG BRI hERG BIIZHTHELXE T E
EEEEA " P . LD 1Cso fEIE 30 uM (IR IR R &

(B XS HEK-293 #lifid | in vitro | 0, 30 upM D 1,000 1%(11‘9%?) L S
EIL) 7.
hERG & it 12 hERG & IZ %35 NHC O ICs i
FAET RS | HEK-293 # | in vitro 26030M 100, 1% 300 uM (FRIRBREE LD 28 {512

(NHC) " M) RS,
ol 8 FERERT | A X @ 0. 2. 6. EAXETEALORGICEETS
1 (4 L) i 17 mg/kg BEACIZERD IR D 5 T2,
ol B FERERT | A X wn 0. 50 me/k EFAXET EALOEEIZE#ETS
1 (4 JT) " s 2 TERE BAIZERD BRI - T,
PEIR %

" HEZ > b . 0. 50, 150, ENAXET ENAOEEICEET D
MHEREREI | ooy | #7500 meke FACIRR D L7 o 1o
FARHER
FRERIREL R | ET v b @ 0. 50, 150, FLXETEAOEEIZEET S
A (opugp) | ™ 500 mg/ke TEACIZERD B D 5 T2,

T invivo RO MR THR TR LT,

hERG : Human ether-a-go-go-related gene (t b ether-a-go-go BHE#E{s¥) . NHC : N-t Rur¥ o v F v
XIEERARRBRIZI T 2 NHC OEFKREZE L, MK-4482-001 3B K Y MK-4482-002 #AFRD/X— K 1 T
COVID-19 D% A B2 800 mg DE/L X BT E V% 12 BN TR 5 L1z & & OREM SRy B RE AT CHE
EZ 72 NHC OIEE R (Comax O FEIEIE 10.8 pM) IZESWTHEH LT,

(3) TD DR
1) BIRHZEERGER 59

B RERFEICRT HHEFER (BEEHR)
EAXETENAKRNHC (X, WTFiLh 108 FEHORERE, SARXITIA A Fr 2D HH 107 f
BT LT, 10 uM T 50%LA EOBREERZ RS R oz, EAXETEALLT NHC X, & b
COX-2 12X LT 10 pM TENZLH 62% M N 52%DIHEMEM Z R L, D & & OHEE ICso 1L, %
NZEN 633 KN 15.1 uM Th o 72, FEAXE T ELD ICs fEIZ 800 mg % 12 R T 5 L7
EEDHERTOENLXET ELD Conx fE (0.026 uM) D 243 58T 5, NHC D ICso I in vitro
DEEFHN T D SARS-CoV-2 12545 NHC @ ECso i (0.32~2.66 uM) D 5.7~47 fZHTH Y |
MR ETH D 800 mg % 12 BEFIMIME TG L7- & & DK TO NHC @ Cuax 6 (10.8 pM) LV
LEfETH T,
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X. JERRREERICEIY S1RE

2. BEEBRS
(1) MESSHLHR
HEIEGEEIL, vV A0 T v RO X & T2 Bk E R TR L 7=,

TR P G-R8HE # 5% (mgkg) HERE DB R (mg/kg)
MR~ 2 (3 PL/RE) | #& D NHC : 500, 1,000, 1,500, 2,000 | i/ : >2,000
WMEREZ >~ b QUL/EE) | #R R 500, 1,000, 1,500, 2,000 MEHE : >2,000
WEREC X (1 DE/RE) &N 300, 500, 1,000, 2,000 JEHE © >2,000

Q) RERSEEHR

BT gﬁz 158/ o
NHC : 0.
M1 200, 500,
~UA |0 | 1,000 mgkg/H | NHC O 52 B# 5 2 (LITR0 Hienoiz,
10 VC/#
7 HIH]
SRR (BRBREED 19 544 E TE) OlECTER
0. 100 HHEMEORD A B, *HEGEE & i LT 100, 300, 700
K ﬁ07® F O 2,000 mg/kg/ HBETENEI 28%., 24%. 56%M Y 77%
, ) : WAL, 700 KON 2,000 mg/kg/ B R CIIH 2 A B 728
’\7'77\‘ #&HE | 2,000 mg/kg/ H Gl 7
10 fLa - I, 700 B OX 2,000 mg/kg/ B EEC TR A O Wb
(T D 30%) DFRD BT,
MR 300 mgkg/ H Th o 72,
2,000 mg/kg/ B RE (ML OB DR T R ITEFRIBEEOZTNE
61 LN fi5I2ARY) DT, —BREED L (BEDTF
. B, HEBROPBKEZRTENL) | FHERE (FREE
e 0. 200, 700, kmﬁbflwﬂ@%%#%Kﬁ%@ﬁ@\mﬁiﬁﬂi
S b | mn 2,000 mg/kg/ H 3~&@?Mﬁﬁ%%@ﬁﬁ@ﬁw\Emﬁﬁﬁwuy§
5 pope KoMt o) N bz, HEH (ALT KO
7 HfH AST) O Z < BJE DI % & Lo kb 7 R A E 12 2 L A3
WD b,
2,000 mg/kg/ B BEDOMETIZ, ALT, I T A Fba—RA
K OVIERE U o OREEE DN b,
FLRXETEICHEE L2 ik, ®EWMK TR
500 mg/kg/ H REDMEECA BN FIRER (MEREICHT D
FAGTE B L L CHMERET 12%~17%) OEINTH -7,
e 0. 50, 150, Uyﬁﬁﬁﬁﬁm\wm%kga%&ﬁbt?ybmﬁwf
5o b |mp | 300 mg/kg/H %ﬁﬁﬁ%@é%@ﬁ“@%o?‘:o ‘
15 DL/BE $e G- ] K OMARSE I O & TREIZ . 500 mg/kg/ ElAﬁi@'ﬁ’%*ﬁ
28 H B CBEBEERR  RFHRREEZEGT) B LITE O LA
Mol
MEEEME BT 500 mg/kg/ H (K OVHE O R R B 3 BRI R & D
ENEN 42 KT8 FITHY) LLETHhH- T,
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X. JERRREERICEIY S1RE

i

&5
I

P -5/ Wi

TS

i3
7 vk
10 PE/#f

B

0. 150 (#ko
) . 200 (It
DH) . 500,
1,000 mg/kg/ H

#3 » HH

KEHREE & bbie LT PR ESINE ORD 23D 150, 500
J Y 1,000 mg/kg/ HEE (Z0Z 40 13%., 25% M Y 55% D Ji
) AONTHED 500 KON 1,000 mg/kg/ HEE (N2 8%K&
O %D ([ZH BTz, KEEMEOHRDIE, ZhbD
BEIC 31T 2 L OB AT < B SR D &
HL Tz, IRE L OEEEE O Z I 200 mg/kg/ H O CIX
BN T,
BROEEOFEER, BE (KIS LKOIRE) 12, HETiE
500 mg/kg/ H (R RBBRIEED 54 f£12/Y) LLE, i <Tix
1,000 mg/kg/ H (FEIRIRFER D 93 512HY) DOEETRD D
Nice ZHHDOFTRIZ. BiKEREROE S OHKIC K
HEEEOIE T TH Y, 1,000 mg/ke/ H & D1 T B G 3
DFE % DFEEE Ol K ORI o MR T B #kE O IRE & 3R
BB AT, 500 mg/kg/ HEEDREC & BIHIHE D Z < B DJE
JERRBD LTz, KRR THRLNTZOMOEKE O &
L C., HED 500 mg/kg/ H LL_EOF 5 CTEUEE ORCE RO
AR IC 2 < BRED HBREDENRD LT,

TP IMET 150 mg/kg/ B (BRIRMRER 2D 0.7 512/H%Y) | M
T500mgkg H (FRARMEEED 33 (512/Y) Tholz,

i
A X
2 PC/RE

=i

i
O0

0. 100, 300,
1,000 mg/kg/ H

7 B

300 mg/kg/ B (FEARIREE RO 1965(2/02Y) UL EoHAERRK
Mt & 2 /2 Tz, —AIRBEICEBEE L (BEEML, RS A
H. ORENOEBERRYE) &KOBHEREERD D58 b
Telesh, BENCEHI L, BERTORE L DT, A&
O CHEATPE D AT ORI 25 #E L T 300 mg/kg/ H LA
LORETITES 4 BIZ, 100 mg/kg/ HRETITEG- 5 BIZAD
. BEE L CEEEORD LR HiLe, #ED 300 mg/kg/ H
LU O RE R OV D 3 360 © L R BT B E L 72 &1k
GEEMEAR T, Er, TR, FIREZET) RO LI,
ML AR T D2 IE, 300 mg/kg/ B LA EDOREIC A BT
U > RERHEH R DO B E OWRL TH o 2, ML FEARE T
IE. B RE & OBV T, 300 mg/kg/ H BL EOFETH &
B o2& b & LT, AST. ALP/ALT (1,000 mg/kg/ H
BE) . Mol AT a— KON ZU® U Ro#ENIEO
BV TA, Ta— VKOOI T LD BB,
WHIRAF B A CIL, REEFETEICHELE (DkE, &
B, NEER K ZETe) ICREEO TR AR, R
DR (Ftfb, Rk RO/ Adkkeik) K ONRE 2R
bivlc, lEamE & CIx, HERIGHEDOES LTS TR b
%<, 300 mg/kg/ H LA EDORED RPN, i OV RIC B89
LT,
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X. JERRREERICEIY S1RE

B h

i @k

P -5/ Wi il A

17 }e U850 mg/kg/ H AR (BRIRIEEE & D 1.6 5124 £ THR5)
TiX., FICEEOKEBD, RHOEBHEEX T RO/ XX
MR FHERETCOEEOEANL LN DG 2 B
(ZNZENEE 21~22 H KL OEE- 12~14 H) I T LT,
RETERAOREME, FEMEE T, DB OREE &L
ST E DAY 17 J OY 50 mg/kg/ H BRI A B LTz,

e 5 L ORI & T 7% oF T, AR (10 ek
KOVEENDRGET) | BEbE, B3, HERREEH O REL
0. 6. 17, 73 50 mg/kg/ H BEDOIE Tl b IR IZ A B LT,

50 mg/kg/ H BHRE~OFBEL LT, 17Tmgkg/H (FERMEE & 0.4 {5120
M) UL EOBETT X Co&EMARAMBICEEREANADL
28 HH L, ZORERE L TR FIRAERE GRAmEkiEk, U X
R R ek MERAR M ER S, AR i BR B ON BB A&
i) AR LT,
MIEFIRREM O ZALOFEE 1T H G 7 B AR Ch
0. TH A LTS 14~21 A% X 0 \E OB
bive, BREOZ I, K 1EM (50 mg/kg/ BE) X372z
<EL1IyAM (17mgkg BEE) ORIEHIMZIZ, #NEh
R T FEAICEE LT,

M B N O K& 1% 6 mg/kg/ H T - 72,

XIEFIRRBRIZ BT D NHC ORFRBRELIE, MK-4482-001 7Bk & (Y MK-4482-002 #BRD/X—+ 1 T
COVID-19 MR AHBEFIZ 800 mg DE/AXE T /LA 12 MR TG Uiz & & ORER KW BIEMEIT C
HEE S 4L72 NHC OWEZE & (AUCo-240e O FHIEIL 75.6 uM-h) IZHSWTHEI L2,

i
A X it
5 VL/RE

e
i

3) BEinEHHER
EXE T ELOERFME K OEEEEY . BRI T AEENEEL RN T 272071
SN HLH B ORERER) 72 in vitro KON in vivo SRR ONZ 7 4+ 1 —7 » 7 O ER CRIFERIIZEEM L 72,
AR L LT, BAXE T BT in vivo IZB W TERFME R OBIREEEL R I Ro T,
Wz T2 Gn vitro) BIRZRRAEFGABRICE W T, £ X7 EVKRT NHC (ZRARERZFHIE L
720 Invitro KWV in vivo AR T, TNAXE T E/VITREGAEREE ZHER Lo T2, HORE T A &
> A (ICH S2(R1), ICH M7(R1), WHO/IPCS (International Program on Chemical Safety) ) (23 C,
in vitro DGHERERD in vivo TOEMFRIREREBGEST 22 L2 BNE L7402 —T v 7D in
vivo ER O EREAHELEI N TWD Z LD, in vitro BRIFMEREBR O BGIERE RO in vivo TOEFE X
it 27202, 7 v FERWE 2 SO in viveo ZERIFMER (T v & V7 Pig-a 295878 B
AR E D Big Blue® N 7 v AV =y 7 Ty MW ol BIEFHEIZEBIT H28RE RRAR) % Ehi
L7ze ZHDOF >z O 7-aBRIL, EEFEEI X Y OECD TG 488 MRS 210 A KT A 12
Te> TIhE L7z, Pig-a Z2RZ8 Akl TIIMIRAR ML EK X ORIMEK T, Big Blue® h 7 v AV = =v 7
7 v MWz cll BIEFFEIZI T 5228 BB CIaatE (BIZHsE LTV 248 | Il (8%
RICHITE L TV D, mEORBIEEZ AT 25) KOKEHE LR (HEOAEREMR) % 3Tk
YER 7o kLR AR CREAE L 72, 2o 0o@EMICIX, HKiit&E (500 mgkg/ H) £ TOHET, WK
BEWE (5 AR L0 bRWERGHIE 28 AR (bl EArXeTerekb L, Zhbo
in vivo ZEIRIERFBR OFER D EMETH 722 025 in vitro TOZEFRJFVEIIHFLIAD in vivo TORE
BERERWI EARTRBER T ET VAR, Invitro TOREREILED in vivo IZHME L T
oW & LTI, in vitro OFBRSEM &R L T, BT & 0TV CIICH, SEEhRE, MRER.
HEHRL OYDNA (BN e D Z L7 EMEBE I NS,
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X. JERRREERICEIY S1RE

<NHC Dl % F 7218 )7 22 o8 28 FLEER >

ARBRCIx, AREORBINEMALROTFE T RO EFETF T, FAITF 7 AEHD TAS, TA100,
TA1535 } T8 TA1537 W ONZ KAGE O WP2uvrA O&E s FEIZ I 1T D NHC O IR 2958 Bk 3t 4
P L7,

AR T ClE, NHC X KBHE O WP2uvrA CTIERHHE (LR OF B2 000 53 5 ng/plate L
FOHETHETHY, XAXIF 7 AFHD TAS, TA100, TA1535 LN TA1537 TIIHNEMA(L
RO b LT EETH - 72,

<FENRXE T EILVOMIE & T8 IR 228 BB >

W2 N2 in vitro 1EIRERERREBR T A XY T EALOERFEM A M L 7=, TA1537,
TA98, TA100 K OF TA1535 TIINHHEMEAL R DFEIE TR OFEMFAE T CRMto L= L,
TA102 T WP2uvrA Tl EHEMEAL R DOFFTE T R OFEAFIE T Tl D B2 7= LT,

AIEE T OZE RIFIMERG MRS R ORIEIZH D87 1%, MEO DNAICIRVIAENTBRLEEZEZOND,
TAa—7 v THBRE L TEB L 2 2ORLRDFTHowHEERFETT VE A WZRBETIZ, M
B & W RFNED in vivo BT WVICIMETE 202 ERER SV, In vivo &7 /L CA R
MWD DI T=BAIL, in vitro OFRERSGM L B LT, in vivo THILEET T /LTI 3Ry
ghiE, MRFE. ER N O DNABSEERNARARD Z L ERE LTV AlREENH 5,

<TK6 fifa & VT2 in vitro /NE R >

SMRPE D RHHEVE(L R OFFAAE T L OIEAFAE F O MG T, MR (4 FEf) KONRFREME (27 FEHE)
JLER L 7= B2 D TK6 M35 2 E/L X © T BV O/ MEFB R 2l LTz, RENEH LR OFIET
K OFEAFAE T C 4 R ALERE QN AREHE ML R DO IETAE T C 27 FERTALEE L 72 TK6 MgV T,
FIXE T ELOMMEFEREITRBETH - T,

<Z v MW inviveo /PR >

ARBROHAIE, SD T v 2500, 1,000 X% 2,000 mg/kg/ H O FET 2 H FIERHEIRE 0 &% 5 L 72 B
DTy MEBEOZ YR IERICB N T, BEAXE T ELO/NEFRIEZFMT S 2 & ThH 5,
KRBROFMET, EAVXET EAOGRAERET RO/ ITH A5 HEE R EOFRIEXRET
HoT,

<Z v hEMHW invivo Pig-a 2258725 B ER >

ARBOEMIX, SD 7 MZ 1 H 1[0 28 HEMHKERORL LIZEOELXET ELOBEEE
. PEERIL OIRMERIZIS 1T 2 Pig-a (phosphatidyl inositol glycan, class A 3BA61-) Z29R7E FLlbi %
FAWTEHE L. A CRLE SN REVEN AL Z & OB\ ZBET 2 5 S D T ERfiE
ERODDHILETH D,

E/LRXET ELE 500 mgkg/ HETOHETEE LR, RMEK L OHRIRMERIZ I 1T 228 R
RO BB L [ X RAE O REMWIC BT 2 T — % O BIRRBEBUHEE L FRECh -7, kmH
B0 500 mg/kg/H TOHRIMER K OFEIRARIMERIZ 31T 5 28 BAR D SF- 3 BB L 1T /E 100 51 & 7=
D ZIEH 2.6 LN 10.98 fIE T, BB 1L FRER S f % THELES S AL TV D RALE O3 IREN ) IC 3 1
L ET —% GRIMERT0.4~7.78 5] Jr OWEIRARIMER T 0.57~16.08 H) OHPH (& UN95% F-BRAE)

WNThHoTzZ &b, EMFMRBRITLVWEB 6N, Lol RFHIESE Uiz iR &
L7 &, T XTOEAXE T EAREORMEKL T 500 mg/keg/ B BEORRIRMERIZI 1T 5 A
SR O R BB \ G S B 2B (p<0.05) 235388 biuiz, MYl EmmsE CHRIT LT,
[ REcE PR & bl U7 200 & O INCHE G FICA B2 A &S BERITRO 5T, 2 b ofsR
ERMEDHERED 3 550 2 ROGHEOHERED 3 50 11— L7, RBREEHECLD &
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X. JERRREERICEIY S1RE

Bt SOZBEPEDOHIEIL 3 SORMEE T X THi/Z SN2 T UXR 63, £ 9 TRITUE, RERkER
W TR 1T S, ZHUE in vivo Pig-a 28878 BEABRIZEIF % International Workshop on
Genotoxicity Testing Workgroup D#)EICc—F L T\ 5,

DLk, FEROHERECHE, BLXET EL%E 500 mgkg/HE TOMET H 1828 HREES
L7cBROBET » b OFEBR ML O AR M ER K O AR M ERIZ 31T 2 B BFMEIZ DWW T, gD &
E ST,

{BZER U A 7 G D 7= b D28 B F R ER 12 B9~ 5 WHO/IPCS Harmonized Scheme (Z X % & | in vivo
28 BLERRER CARIEN R FER DB ONTBRO 7 0 —7 » 73 B L LT 2 B H D in vivo 3ERDMHE
X, TORBRIT 7y — AL r—2 GEFEITZTK, EEOEREFION T TR RARA
Y RXITRZR D) TERRSNLIXETHY, ZORRT TG XU T Z2¥HEdT s
ThbdH, Rr—ATiX, 74rm—7 v 7 @& BR L LT Fischer 344 Big Blue®* N7 VAV ==y 7 T v
N & Nz ell BARTFIEIZIT D in vivo FEIREEABRZ BN L7z, ARBRITT - D M7 A
V= 7EWE WA R TH Y . R I BHFE A (Organisation for Economic Co-
operation and Development : OECD) DB A KNZ 4 > (OECD Test Guideline 488, 2020) (5
SNTWD, BURITHIE L TV 5% Td 58 & OREIRICHIIE L TV 2 4H8% T o D T &1
% JEIRIE B DFE B & R L 72,

<Fischer 344 BigBlue® s 7 ' AV == v 7 T v h & AWz oIl I % in vivo 225878 Bk
B>

AR D HEYIX, Fischer 344 Big Blue®ff b 7 v AV 2= v 27 T v MIENLXE T /L% 28 H
HoRfil#e A &G L2 BRO T, B8 ORI LR (K1) 12810 D ol BISTFBIZIIT H 38R
ORBBAEICKFTELXE T ELORBERFNTLZETH S,

ARBEOFM FIZB W T, 500 mgkg/ HE TOHEEZELENAXE T EAOEK G5, D Fischer
344 Big Blue® N 7 U AV == v 7 T v FOATIE, B REAX ORER LIKIZIIT D oll 22988 RAR D3
ZxtLCTRMETHh 72,

fhmmE LT, 2 DORZDT o WEARFEET VIZEWNWT, EALXET ENLERE LIZEEOSE
IR B OFEBUA T 2l & FLEIX R D272, 7 > M ORIEIMZ HV 7z Pig-a Z29R28 B3R Tl
R R e B E & bl U CAE BYR OB IR C AT 72 N3 58D H AL & O @D | Fischer 344
Big Blue®* h 7 v AV = =v 7 T v MEHWCEREBR TIIEINIFER S o7z, ICH S2(R1) (FF
BUED 7R NARFEN 2RI BIRE LTRETH D) ITEHLTWD Z & KOV BRI
4% WHO/IPCS Harmonized Scheme O JLHAEIZ 1 > THEME L - R A2 BIFMIHMBICE S & in
vivo BERIFEMWHBRO LK E L CTOFHN LT X E T EIVIHILEI D in vivo IZB W CEEEMt
MIRNZ LRSI,

<Z DM ST U 7SRRI 2 & O BEEET — & >

J—AHa T A FREOMI L T= 0 R0 FEE T HE STz in vitro 28 BIF MR TIiE. WELEY
#M (CHO #fE) % NHC T 32 HRHERREE LB, hpre B8n BB T 5 28 ARG BB E 8
TEEEARAERTHIIN L= Z AR EN TV S %),

AsBROMEFEHIM (32 H#) X OECD O#iH| LB A KT A > (OECD Test Guideline 476)

THREIN TV A IREOBREMM (6~24 i) XV iR® TR, RERBRIIWG /2 508 F Tl
ENbDOTholo, MAT, WEMREMEREMAZR <, ZTOOEFMaG = O RREBL
BEMEHINTWARNWI &, BRI OHRERERORBBEIZRERIEL2ENH D L
32 AFOBEIEENM T F oL RRT Y Do DERICEIY X7 LAY RP— VIC RN AT
TZATREMENR B D Z LD D FER ORI OBETE D hprt BAR 1R D28 BJFHERER O AR
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X. JERRREERICEIY S1RE

REDUICHELRH D, LI -> T, ZOIFERERZ in vitro ZEIFMEREBRICET 2 EF®RIT,
FDOURTZIZOWTERDD BIEHRERL TV,

4) NARESER
rasH2 7 VAV 2=y 7 ~0 A (25 I/M/EE) ICEALXE T ELE 0, 30, 100 X% 300 mg/kg/
HOHETILH 1H 6 » AMRAOEE L, mHED 300 mg/kg/HIi%, &I L7z H &R ER
BROFERIZESHTRREI 2B ER AN WHES LTRE L,
A6 n ARBEGENARMERBRICBN T, WTFNORGRICH B X E T BV ET 2 EEEE
LITERD 5T, B XE T ESENAMEITRD bR oz,

5) EERESHRR

1) ZPARERUVEKRFE TOMRKFRLEICET 558

<MEZ > N OZIREEKL VIR £ TORMIMIE A B 5 7l >

WMEZ > b (FEPEREAM : 22 VC/E, WRERSEAM : 8 VL/H) (CABLOKY 2 JAIRTA b 2B IR 238 L T
BHRETEALXE T E/LE 0, 100, 250 Xt 500 mgkg/ HOHET 1 A 1 EREOKES L,
ENRXE T EIVICBE T D BB FRE N NS SZ IR RE R OIS A2t 2 B TR0 BT,
M7 > b O—RBEROZIREE T A —Z IO TOEEEEIT 500 mgke/ B (FFARBREED
21 fFI2HY) L EThotz,

<HEZ v P OZIEREL PFER E TOWHARIEAIZEE T 2 Bk >

HEZ > & (FEPERFAM : 22 VC/8f, WREESFAM - 8 PL/H) (CASEL O 2 AT b 2RI 2@ L T
FHEEZORB £ T (AR 6 #E) TAXE T ELE 0, 100, 250 X% 500 mg/kg/H D& T
1 H1ERORE L,

500 mg/kg/ A BE O BBV TR E, REHMNE LK OCEBEEORD B bvien, BEoRE
TS EHEERLOTIE RN T, BTy FO—f% %&Ux%% SNT DI ﬁg Vg
Lh 500 mgkg/H (BRARIREER D 6.1 f5I2HHY) LLETh o7, ZRiELOWIHIBEEAITIT, £
VX E T BV L7 BRSO b o T,

2) - RIRREICEAT HEER
<7 v MO - JRRIEAEITET D TR >
Z o b GEMEREL - 8 DL/RE, BREEFEAM : 8 IL/HE) OIER 6~17 HIZEALXE T E/LZ 0, 100,
200, 500 X% 1,000 mg/kg/ B DR T 1 B 1 [EREAOEE L,
FHEL) TiX 1,000 mg/kg/ H TR 2 F e il e b7, 500 mg/kg/ H TlIRFEM) 7% 1358
e oTo, FAEFEMEE LTI, 1,000 mgky B (RRBEFEZED 7.5 5 mé)T%%%%t\
MR EERIE (FRERED K OE(EE) | RIS (IR, BEEOTErEs) oFBEROER (S
K OVE B OB EINE) R0 H7-, 500 mgkg/H (FFRIRERO 2.9 £12H/Y) Tik, %5
AL U CORARIBEREDORAD R bz,

<7 v FOW - RRFEAEICE T LB >

Z > b GEMEREAN : 20 PO/RE, BREEFEAN - 8 VL/RE) OUEME 6~17 HIZEALXE T ELE 0, 100,
250 XX 500 mg/kg/ HOMET 1 B 1 EREO#EE L,

Bt s LC, 500 mg/kg/ H (FFIRMRFE RO 2.9 FI2/0Y) CHREHMEORD LK OEEE &
OO B H BTz, FAFEE LTI, 500 mgkg/H THRIZOIFIEIE (FaVEAREDOR
DR OMKHEDHER S DY) Thotz, ZNHOFERICIESE | BEMEME R O3 ERFEMEIC O
TOMEEFNEREIL 250 mg/kg/ B (BRIRIREE RO 0.8 f5I2fHY) ThoTo,
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X. JERRREERICEIY S1RE

<UHXOM - R IERAEICET S THER >

U X (BN 8 DL/RE, MREEFEAN : 4 VL/AEE) OMLIE 7~19 HIZEALXE T E/LE 0, 60,
200, 500 X% 1,000 mg/kg/ B OAET 1 B 1 [EREAOEE L,

ELXE T EVICEE LB ENE S LT, 1,000 mg/kg/ H CHEAFE B, AR BB E O R
OB EOW YRR bz, WTHOHETHE/LXE T E/VICBE L7 BAEBEITED D
NIphoiz,

<Y XOR - JRIERAICE T 5>

T (FEPEREAM 19 DO/RE, BREEGEAN : 4 VL/BE) O 7~19 HIZEALXEZ L% 0, 125,
400 XX 750 mg/kg/ HOHET 1 H 1 EREO#EE L,

FrE e & LC. 400 mg/kg/ B LL_E CREIEINE ORI % £ 5 BEHE O/ &k OFEE B 5 23
bivlo, FAEFME LT, 750 mg/kg/H  (RFIRIEER &0 18 f51CF0Y) THRIEAREDOHAD AL
Nl THODRERICESE, BEWEMEICHO W TOEREEE (R OEREE) 13 125 mgkg/ H
(B RIREEE O 15 fFI2HY) THY ., BEFEERICOWTOEEEE (KROEEER) X
400 mg/kg/ B (EFIRMRFE R D 6.5 5I2/HY) Tho7To,

3) HEMRUEERORE L V(ICEHEOBEEICEET HHER
<7 v N OHAERTER AR OF AN QNS B OBEEEIZBI T 2 35k >
Z v b GEMEREN : 22 DO/RE, BREEFEAN : 8 VL/BE) Ok 6 HMHIEIL 20 HICEAXET L%
0. 100, 250 X% 500 mg/kg/ HOMET1 H 1 BREAHKS LT,
FEEME & LT, 250 mg/kg/ H BL_E CHEGR AR o O SRR BN & 10 A 5 TRV —i Mo
DARH BT, WTHLOHEIZBW TS, MAERDORKE, MERR, MRATEN SR EE & OVEFEH
BEICE N X BT EVICEE T 880 b/ - 7=, i att R O AR oA FE TS
WTOERMEREITIWTE 500 mgkg/ H (BRAREERED 1.6 FICHY) UEThoTe, 22k, £
#% 10 A o AR O MAEHIZ NHC 25 H S iz,

(6) BRI
SRR, ~ T A, Ty FEROA XERHWEKERGEERBRO L LTRMELZ, ~ v
AL Ty NEOA XERWIEKERGHEERBR T, TALX T EALOHELE~ORIMERIZR
IR oTo, A XD 28 HEB G- FMERER CA 5 7= LA T o H i 13 85 o i/ M s 12 i
KTH5HDTHo7T,

(7)) TOMOEFEHENE
1) R
EAXET EVLK O NHC 1& 290~700 nm DO R THEWIN L, E/ROEARENE 1,000 L mol! em!
BThHoT-, LrL., EALXETELKLRNHC OWFRE, 200 uM OFEE TA—R—FF 2 |
T oA R HEHB R EOIEMRBERE A AR LW EAURS L, RISHEITRD e o
T2 2D, FAXETENAKRUNHC (Tt MZBW TR Z2 RIS,

2) REHM
TR E T EIGREREEOBRAER TIIRWE BN, R BRITER L2 0-
oo A XORBRIZEBWNT, BRBREEZ FlEl5 NHC OB E T bz E i/ i ErE & O
Z AV BEE 2 MR RO A O T fLCIE, S R Al 2 5 2097~ C oD iR i SR A A L 522883
RO BT, ICH S8 IEFES DR HMERBRICEAT 204 RIA4 ) 12k b e, REmEE N
T DO ORHERRBRILZ DX ) B OV TOERKKY 27 FHICAH TSz,
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X. JERRREERICEIY S1RE

M T, RROFTRIZZ v b (BKRBREED 15542 3 » AM&EE) | ~v A (HEKRBEEZO 19
a1 AMERE) . U9 (BRBREED 29 54 2 @HE#EE) RO v (BBRRERD 4 1%
Z 1 EMERE) ORBRTIEREO LT, BRRBRO MRFEORE Cb e is U EiHEE %2 R
M4~ % HT RILRR O SR o T,

A X THLNTEM EMEEEROT, R (M, W, Vo E%) Ol EE &KUY
FRATRACE /L X BT VTR L7 BRI 72 B IXR O b e n-o T2,

Pk, A4 XTRDOLNIZRFEAD 3T SRl nhoE =4 U ¥ 7 R[REZEBE /i F0E &
O IUZHE D MR FERREOFT A2 RV, B G5 m i Tk it s mg 4 2 2idie
b nolo, O, ICH S8 [EIES O EmMERRICBET 204 Ko 4] I2kd e, B
MOFIEFMERBR IV E L Sh TV,

3) kHFEH
HYERR L

4) IR
KEBG-FERBRICBW T, EAXE T EAOHRMEICERT S &E 2 55T AT EITER
O N0 T,
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X. EEMEHRICEAISEE

1. BRFRXS
A 757 ) APEE 400 mg B, TR
TATYVAYH T /N 200mg  BIFE, MITEEIK
EE—EMHEOLTEICLVENTLZ L
BRRSY - EAXET B BEK

2. FxhiAf
AR © 7477 U A5 400 mg 36 & H
77T ACH 7RI 200mg 48 A

3. BENREBTOMX
iR RAF

4. BRI EDZIE
BARWAR

5. BERITEM
BEREELTAR : HY
<FVoLEY :HY

Z DD B AT ER

FTET Y FCENS SR 2 AREE D H 5 th & ZFEEO AR X~ RMP OV A7 F/Mb
IO 7= DITHERR S VT2 &R

BES AT M T2 770 4% RAT2EBEFEISA « TFEBEOH~]
BEEIATENE [Z 577 ) 30K b v v 7 ORIT

1. 4. @EMHICELUCEMT &R . TXIT. 2. ZOMoOBEER) OSSR

6. R—m% - EZhE
[l —poy - 7 L
RS : LAF Y EN, =< LR U hFEL, 2P hLLEL Tt A2V E
YT A LTERT, Y hrERT, FXHSTERT - TR
1E)  [SARS-CoV-2 | &k D REYE ] DRIRE XITR R A& H T % HEA

7. BRREESEAR
2021 4F 11 A 4 B (¥[# : Conditional Marketing Authorization Hf3)
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X. BEMFERICEHYSER

8. BLEMFTREFABRUVRREES. EMELERBFAR. WEMKEAR

10.

11.

12.

13.

14.

R5E44 LGRS AGRAEH A KR E & HAMFLVEINEAFEH B ARFERAREH B
25 1] B
777 A 202543 A5 H 30700AMX00058000 202545 H 21 A 202545 H 21 B
& 400 mg
2021 £ 12 A4 25 H
(PR AR L s A B
N WBUT-4EAH)
70177 ) A9 2021 £ 12 A 24 H 30300AMX00467000 202248 H 18 H
J 7L 200 mg 2m2$9ﬂ16a

(—feridic X 24
% G4k Lt#iﬂ H)

PEEXIZREM,. AZERUVARZEEENEFOEABRUZOAR

BARWANR

BEERR. BEKRARFABRUEORE

R

BEEM
84 : 2021 4E 12 H 24 H~20294E 12 A 23 H
BRELEHIE CRE T 5 1EHR
AFNL, JEAEFEE S RE 107 5 CERR 1843 H 6 BAP) 12Xk 2 THIRMIFIC ERRARIT 6T
WAEIS ] IS LAy,
&HEa—F
. JEA A RN YE | ERERLa— R _ o Lt 7 M ERLE
WR7E4 IR o — | (Y] 22— F) HOT (9 #7) &5 S AF Aa— R
777 Y AS 6250051F1029 6250051F1029 129866601 622986601
& 400 mg
SR AL UEIN AT (AR AL)
5 7Y F® 6250051M1028 | 6250051M1028 187854701 628785401
BT 200 mg | [EIRE A
\ 62500B6M 1020 187854701

RGBT LDOEE
Z 57U F 7 7L 200mg ORBRE TR 2B EFHEHO —HELEIZOWT (BFf4449 H 16 H &

E% 0916 55 1 )
O ZhFEToARBANL, RLERTBHEE D OEAETEHE DRI LT, &EREER - KEITh oL
TWeEZATHY, BAEFBHE XL VEL D SNTEAMAOEMITFHERTERNVLOTHDLH T L,

@ ARBAF|DhHE

W25 A B3 B R
SARS-CoV-2 1T X BIEYIEDEIEY R 7 K+ %2 FT 5%

IZBWT,

ME IR BRI F6

B D BB GREBRAERE X
 ARNOBREPLELEZ DN D BE

WCERET 528, 2. AFOBRGHBIZOWTIEIERFTOTA RIA4 B3 ECTH L, | &
ENTVWAHDOT, HHICYZ> T+ ETSHZ &,
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XI. 8EE&H

1. EGSNETORFTRRT
AFNE, 2021 4 11 A 4 RICHEEERES - EREGLHST (MHRA) @ Conditional Marketing
Authorization Z Ht4% L. BRI CTiX 2021 4 11 A 19 HIZERMEZEST (EMA) (2X Y Regulation
726/2004 Article SG)WZHS < BEMN LB AN/ R I TV A, KETIE, 2021 412 A 23 HIZ

KERMESKMF (FDA) @ Emergency Use Authorization %z /S L T\ 5,

AFRNZ T DG SIIZRESUIZN R, HIEEAUTHEIL, LLTO LB TH D,
EPNOAGERAE ORI TAFI 2T 52 &,

AFNZIT 2 5h6E

4. ZEESITIN R

bR, BRI E

SARS-CoV-2 |Z & % i YLiiE

6. MEL U &

WE. 18LA EOBE L, TAXETE/A L LTCIE800mg A 1 H2E, 5 HEROEEGT S,

HESC OGN
=4 KIEH
AR5 4 LAGEVRIO™ capsules
4 Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc.
A - & & B ARG O A 7L HFl, 200 mg
KA Emergency Use Authorization : 2021 4 12 A

RNRE TR

FIE(LY A7 ZH L, i FDA THAR S IV IRFRIENS DLW UK
WZIEE) T2, mild X% moderate 72 COVID-19 JEYLE & 22 S iz 18 i Ll |
D BE DB

B R OV & 800mg (200mg I F /N E 4 FEIN) & 12 TLICS ARRO#YS (&
FOREZ D)
COVID-19 & ZWigdln s, IERFEE B2 6 5 A LURNICIRIT 5.,
S H OG5 T & REHEEE ORI L5 RIES A LA RS T & B IR
DY OIHENIZEETH D,
LM, AERHLS N TRV D, 5 HIZBX TOELXE T EL
BEITARB S TR,
KE D Fact Sheet (2025 4 5 A BIE)
4 eS|
AR5 Lagevrio 200 mg hard capsules
24 Merck Sharp & Dohme (UK) Limited
A - &5 1880 7B /ICELRXE T EL200mg 2 EHT 5
HKERAEH Conditional Marketing Authorisation : 2021 4~ 11 A

RNRE T AR

SARS-CoV-2 (it L, B|EMY A7 KF% 1 DL EAETIHRACE
7 % mild X% moderate 72 SARS-CoV-2 (T & 2 JEYLSE D 15
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HESE BT, 800 mg (200 mgx 4 4 L) A 12 B 2L 5 AR O RYG
‘(“&)éo

5 HEZ B2 THRE LA OREMR OEZIWEITHEL L Ty,
SARS-CoV-2 |2 L DJEYLE & W S 7o, TX LT M0, BRI
N5 BUNICEETHZ &,

AT
MASENT-HEIIE., BmEORAREM S 10 BN THNIE, TX 57207
BRALEH%, BEORAAZ Y 2 — VITREAZ L, Wi ORAER 6
10 RS L W D551, SRAEENZ2RAET. REDZEEOT
ERERNCIAT D 2 &, AN EZHO S D720 2 B4 % [RFFIZAR
ALBRnwZ &,

4¢[E @ Summary of Product Characteristics (2025 4 5 A HifE)

4 EU

WR5e4h Lagevrio

D4 Merck Sharp & Dohme B.V.

FE - B & A 7L 200 mg

KGR H Regulation 726/2004 Article 53233 < HEMLF FH LA 2021 4F 11 A

BhRE 13 2h 5 BMOMERG 2 MLEL LRV COVID-19 ERE/Y 227 2 /T 5 AD
COVID-19 J&YLIE DIRIF

R OV & BN

HELEF %, 800 mg (200 mgx 4 4 7 L) A 12 B 2 L2 5 HRER D& 5
ThD,

SARS-CoV-2 |Z K DIRYLE & Wi S 7-%. TEXHETHeIT, JERREE
Mo 5 HUWNICRETAHZ &,

EU @ Conditions of use, condotions for distribution and patients targeted and conditions for safety
monitoring addressed to member states (2025 4= 5 A HITE)

2. B CE T HERTIBER

(1) ERICEET HiESMER
AKIOBFIRLD 194 AFEieaH9 2581 95 fhwm) [9.6 %3l OHEOLHEHIZLL FTOLEED
Thd, ENOKBNEORHCAFIZHENTLZ &,

9.4 AFHREE AT HH

BEART 2 RTRENED & 2 e MEICiE, ARFIE G- KOG 5% 4 A I3V CREME 3 2 20 B2 VE & O%il
BB ICOW TR A Z &, [2.2, 8., 9.5 5]

9.5 il

T TR L CW A AREVED & % ZetEIc i3k 5 L 2 &y

B ERCTHRILEESRE SN TS, TIET v hOSREERMICELIE T e b L ER
IZBWT, N-E FrFoFPr (NHC) ORRIEE RO 8 5124027 5 M & Tl ar B M & O -
FaVEEBEDR, 3 FLL EICHY T2 HE CTHRIEOREFRIENBED LI TWD, o, MRV FXF 0%
BERMICELXET e afh L-FEBRIZEBW T, NHC OFKRIEZEED 18 FIZHYT5HET
R EOERMENBO S5 TWD, [22, 8., 9.4 5]
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9.6 ZHLimw

EEEOFRER ORI REOGEMEEL BB L, RO X xh k2 mgtd 52 &,

7y bOFAMICEALX T ELEELE Lz &, HAROMmMIEFIC NHC RS Tns, &
kL P~ DT DA R O EAE~DOEBICE T 5T — X130,

KE®D Fact Sheet (2025 F 5 AIRTE) DERBAR

8.1 Pregnancy

Pregnancy Registry

There is a pregnancy registry that monitors pregnancy outcomes in individuals exposed to LAGEVRIO
during pregnancy. The prescribing healthcare provider must document that a pregnant individual was made
aware of the pregnancy registry at https://covid-pr.pregistry.com or 1-800-616-3791. Pregnant individuals
exposed to LAGEVRIO or their healthcare providers can also report the exposure by contacting Merck
Sharp & Dohme LLC, Rahway, NJ USA at 1-877- 888-4231.

Risk Summary
Based on animal data, LAGEVRIO may cause fetal harm when administered to pregnant individuals. There

are no available human data on the use of LAGEVRIO in pregnant individuals to evaluate the risk of major
birth defects, miscarriage or adverse maternal or fetal outcomes; therefore, LAGEVRIO is not recommended
during pregnancy [see Box and Warnings and Precautions (5.1)]. In an animal reproduction study, oral
administration of molnupiravir to pregnant rats during the period of organogenesis resulted in embryofetal
lethality and teratogenicity at 8 times the human NHC (N4-hydroxycytidine) exposures at the recommended
human dose (RHD) and reduced fetal growth at > 3 times the human NHC exposure at the RHD.

Oral administration of molnupiravir to pregnant rabbits during the period of organogenesis resulted in
reduced fetal body weights at 18 times the human NHC exposure at the RHD (see Data). When considering
LAGEVRIO for a pregnant individual, the prescribing healthcare provider must communicate the known
and potential benefits and the potential risks of using LAGEVRIO during pregnancy to the pregnant
individual. LAGEVRIO may only be prescribed to a pregnant individual after the prescribing healthcare
provider has determined that the benefits would outweigh the risks for that individual patient. If the decision
is made to use LAGEVRIO during pregnancy, the prescribing healthcare provider must document that the
known and potential benefits and potential risks of using LAGEVRIO during pregnancy were
communicated to the pregnant individual [see Box]. There are maternal and fetal risks associated with
untreated COVID-19 in pregnancy (see Clinical Considerations).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

COVID-19 in pregnancy is associated with adverse maternal and fetal outcomes, including preeclampsia,
eclampsia, preterm birth, premature rupture of membranes, venous thromboembolic disease, and fetal death.

Data

Animal Data

In an embryofetal development (EFD) study in rats, molnupiravir was administered orally to pregnant rats
at 0, 100, 250, or 500 mg/kg/day from gestation days (GDs) 6 to 17. Molnupiravir was also administered
orally to pregnant rats at up to 1,000 mg/kg/day from GDs 6 to 17 in a preliminary EFD study.
Developmental toxicities included post-implantation losses, malformations of the eye, kidney, and axial
skeleton, and rib variations at 1,000 mg/kg/day (8 times the human NHC exposure at the RHD) and
decreased fetal body weights and delayed ossification at >500 mg/kg/day (3 times the human NHC exposure
at the RHD). There were no developmental toxicities at <250 mg/kg/day (less than the human NHC exposure
at the RHD). Maternal toxicities included decreased food consumption and body weight losses, resulting in
the early sacrifice of two of sixteen animals at 1,000 mg/kg/day, and decreased body weight gain at 500
mg/kg/day.
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In an EFD study in rabbits, molnupiravir was administered orally to pregnant rabbits at 0, 125, 400, or 750
mg/kg/day from GDs 7 to 19. Developmental toxicity was limited to reduced fetal body weights at 750
mg/kg/day (18 times the human NHC exposures at the RHD). There was no developmental toxicity at <400
mg/kg/day (7 times the human NHC exposures at the RHD).

Maternal toxicities included reduced food consumption and body weight gains, and abnormal fecal output
at 750 mg/kg/day.

In a pre- and post-natal developmental study, molnupiravir was administered orally to female rats at doses
up to 500 mg/kg/day (similar to the human NHC exposure at the RHD) from GD6 through lactation day 20.
No effects were observed in offspring.

8.2 Lactation

Risk Summary

There are no data on the presence of molnupiravir or its metabolites in human milk. NHC was detected in
the plasma of nursing pups from lactating rats administered molnupiravir (see Data). It is unknown whether
molnupiravir has an effect on the breastfed infant or effects on milk production.

Based on the potential for adverse reactions in the infant from LAGEVRIO, breastfeeding is not
recommended during treatment with LAGEVRIO and for 4 days after the final dose. A lactating individual
may consider interrupting breastfeeding and may consider pumping and discarding breast milk during
treatment and for 4 days after the last dose of LAGEVRIO [see Warnings and Precautions (5.1, 5.3)].

Data
When molnupiravir was administered to lactating rats at >250 mg/kg/day in the pre- and postnatal
development study, NHC was detected in plasma of nursing pups.

8.3 Females and Males of Reproductive Potential
Based on animal studies, LAGEVRIO may cause fetal harm when administered to a pregnant individual.

Pregnancy Testing
Prior to initiating treatment with LAGEVRIO, assess whether an individual of childbearing potential is
pregnant or not, if clinically indicated [see Warnings and Precautions (5.1)].

Contraception
Females

Advise individuals of childbearing potential to use a reliable method of contraception correctly and
consistently, as applicable for the duration of treatment and for 4 days after the last dose of LAGEVRIO
[see Warnings and Precautions (5.1)].

Males

While the risk is regarded as low, there is a theoretical risk for LAGEVRIO to affect offspring of treated
males based on its mechanism of action. Advise sexually active individuals with partners of childbearing
potential to use a reliable method of contraception correctly and consistently during treatment and for at
least 3 months after the last dose of LAGEVRIO.

The risk beyond three months after the last dose of LAGEVRIO is unknown.

Molnupiravir was equivocal (neither clearly positive nor negative) in one in vivo mutagenicity assay of
reticulocytes and RBCs which are used to reflect prior effects on hematopoietic stem cells in bone marrow.
Molnupiravir was not mutagenic when assessed in in vivo assays of liver (somatic cells), bone marrow
(somatic cells and stem cells), and sperm (male germ cells) from transgenic rats administered molnupiravir
for 28 days [see Nonclinical Toxicology (13.1)].
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EE M Summary of Product Characteristics (2025 &£ 5 HIR7E) DRHHNSD

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no data from the use of Lagevrio in pregnant women. Studies in animals have shown
reproductive toxicity (see section 5.3).

Lagevrio is not recommended during pregnancy. Women of childbearing potential should use effective
contraception for the duration of treatment and for 4 days after the last dose of Lagevrio (molnupiravir).

Breast-feeding
It is unknown whether molnupiravir or any of the metabolites of molnupiravir are present in human milk,

affect human milk production, or have effect on the breastfed infant. NHC was detected in the plasma of
nursing pups from lactating rats administered molnupiravir (see section 5.3).

Based on the potential for adverse reactions on the infant from Lagevrio, breast-feeding is not recommended
during treatment and for 4 days after the last dose of Lagevrio.

Fertility
There were no effects on female or male fertility in rats at NHC exposures approximately 2 and 6 times
respectively, the exposure in humans at the recommended human dose (RHD) (see section 5.3)

EU @ Conditions of use, condotions for distribution and patients targeted and conditions
for safety monitoring addressed to member states (2025 % 5 BIR7E) DEHHNAE

5.5 Pregnancy and lactation

* Women of childbearing potential
Women of childbearing potential must use effective contraception for the duration of treatment and for 4
days after the last dose of Lagevrio.

* Pregnancy
There are no data from the use of Lagevrio in pregnant women. Studies in animals have shown reproductive
toxicity. Oral administration of molnupiravir to pregnant rats during the period of organogenesis resulted in
embryofetal lethality and teratogenicity at 7.5 times the human NHC exposures at the recommended human
dose (RHD) and reduced foetal growth at > 2.9 times the human N-hydroxycytidine (NHC) exposure at the
RHD.
Oral administration of molnupiravir to rabbits during the period of organogenesis resulted in reduced foetal
body weights at 18 times the human NHC exposure at the RHD. The safety margin at the NOAEL to human
NHC exposure is 0.8 times and 6.5 times at the RHD in rats and rabbits, respectively. Although maternal
toxicity was observed in both rats and rabbits at all dose levels in which developmental toxicity occurred, a
substance-related effect cannot be excluded.
Lagevrio is not recommended during pregnancy and in women of childbearing potential not using effective
contraception.

* Breast-feeding
It is unknown whether Lagevrio or any of the components of Lagevrio are present in human milk, affect
human milk production, or have effects on the breastfed infant. Animal lactation studies with molnupiravir
have not been conducted.
Based on the potential for adverse reactions on the breastfeeding infant from Lagevrio, breast-feeding should
be interrupted during treatment and for 4 days after the last dose of Lagevrio.

+ Fertility
No human data on the effect of molnupiravir on fertility are available. There were no effects on female or
male fertility in rats at approximately 2 and 6 times the human NHC exposure at the RHD respectively.
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<BE>

F—A M7 VT
The Australian categorisation system for prescribing medicines in
pregnancy.

D
(TGA* database)

*Therapeutic Goods Administration

& S OME

Category D : Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs may also
have adverse pharmacological effects. Accompanying texts should be consulted for further
details.

Q) DREICEHT HREE
KEOBEBFIRLOZHIIUTO LB TH D, ENOABRNEOHIE TAHIZEHNTDZ L,

9.7 /NIB&
18 mE A & kb5 & U 72 BRPR AR 1 5206 L CTuh7e L,

KE® Fact Sheet (2025 %5 BIR#E) DEHHNR

8.4 Pediatric Use

LAGEVRIO is not authorized for use in patients less than 18 years of age.

Bone and cartilage toxicity were observed in a 3-month, repeat-dose toxicology study in rats. The safety and
efficacy of LAGEVRIO have not been established in pediatric patients [see Warnings and Precautions (5.3)
and Nonclinical Toxicology (13.2)].

HE M Summary of Product Characteristics (2025 &£ 5 HIR7E) DRHHNSD

4.2 Posology and method of administration

Posology

Paediatric population

The safety and efficacy of Lagevrio in patients below 18 years of age have not been established. No data are
available (see section 5.1).

5.2 Pharmacokinetic properties
Paediatric Patients
Lagevrio has not been studied in paediatric patients.
EU @ Conditions of use, condotions for distribution and patients targeted and conditions
for safety monitoring addressed to member states (2025 &£ 5 BIR¥E) DEEHAE
5.1 Posology
Specific populations
Paediatric population

The safety and efficacy of Lagevrio in patients below 18 years of age have not yet been established.
No data are available.
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https://www.msdconnect.jp/lagevrio_pregnant/
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https://www.msdconnect.jp/lagevrio_pregnant_patient/
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https://www.msdconnect.jp/lagevrio-dosing-guide/
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https://www.msd.co.jp/healthcare/medicine-product-list/lagevrio-how-to-open/
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https://www.msdconnect.jp/products/lagevrio/
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