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Sl mFEW 74 (18%, 9/51), eGFR 74:(18%, 7/40), ZL#oteEld Z7H10%, 5/52),
278 DR F7H9%, 2/23), ZZEER At F7H7%, 3/46), APTT F7F (7%,
3/45), WX T Z+4(6% 2/33), S (6%, 2/36), WA 7H44%, 2/51), ALT &7}
(4%, 2/51), SFILZ F7H4%, 2/52), B (4%, 2/46), ZF (4%, 2/52) At

4) NFANEE A

ges 2e otgolamgol NFALEA oA HuEAY
e Tojug) BP9 §F

-

3) ARF AY
olz) o) o] kgl of ete] AlRF ALLolA HIHAT
S WA A oW A &2

5. AxkE F
1) AZ =4

L =
GS-US-540-5912 QA& Hi®
o] ¢k 4 A <rHA ZEutdd FARITH 2 o
tole < AgtAolth. wepa thAMAIQ]l GS-4415249] =
& o FF Ao} 9@ ESRD A= o] ¢ A= F oSl tis] |ds] XUHY

3jof et
2) BEEANZEZRHA(EE ZEEH)FY HEFY

_]
o
37} BERA. o] o} SEFANFREAEE FLaA)Te] PET

AEEHA
BT
3) &7 A ¥ (sinus bradycardia)
Al Fofl Sl HauElon, g v P Fof & 4 of IEFHIH

4) Z2EFH A A%
S 2uno] 2 A1
T INRY 4%

T3 Zol7h

e =

5l A

[>

s

O

2 g
0_13
o Ml

2

[
il

el
=



=

o)

!

1

o

gl

| Horvae S22

Q] 3]

g0z

5}

kel

6. F3Z&

T
| .
| —
|,

E E
K cﬂ
X ok
™ <H
TS
W g2
)A
= B
do mq_
A~
~ ®
ux _:_l
o B
_E oLo
—_~ =
~ X
= ol
N_.o
mw
or A
7 O
- _M
0
M4
03
= ™
= 9
!
_I_ 0
- T
wo
T o
T T
TR
w AT

p-gp SAA S <

Fedh (14 AE7HS AR Fx).

=i
=

OATP 1B1/1B3

W
o

-
A

BK

1

1) 9

o

s
0%

oR

e Ve

1oH

_?4

l

B
)

F o] Bl w

gl v AgEHel7] wzol o4de] dF el o] oF

2

S

8=

T

3 el A=A RN o] o Hrf Fo 89 20 mg/kg(tHAH

E7NE °o&

AUC 7|dto =2

K

b
=

b4 e

=

Neh) FAA7HA] EA4o] 2

3|

A4 o] F 10 mg/kg(HAHAI ] AUC 7|4t

J

o
=]

o

&2 4
2

+
718 A A

J =

£ A}

=z
T

7 9 2

[¢]

]

Ay

HAH =} 1

|
=

el

ol
;.OO
1A_.u_-0

sl
)

};31—

of gotel 3t

I AT A CEEC] B WE

)
S|

ST}

k)
aob 82} 53Ol <

|

&Sl

S 3 kg ©l

289 o]’Fo]:

ke
T

7HE Ao

]

o] ek A
D2

o

1) 2o}

jant

i =

16 b-4d HlolEell 13

49l

b o] ko] ALE-&
S, 2), '10. Aol Fajo| A Fof

ksl
pul

of 2Atol| o

1B

T

°§ 7}

1),

=

=
A

o kA A

Fo] of

°©
pul

o} @xje] o

/Z)]'E

At (4. o]

]

-

z

file)
__OU
P

i

~
o

)
=
Gl

i

of Atol o

<
AN

—

A AHl 2 9] A9l GS-441524 2 GS-704277%)
- 55 -



H el 2~ L R o H| 2 EF(SBECD) 9] = of2- A

o5 53 AAEH= SBECD7F X3 Jorz AR wAds Ee A7 A=
2ol Bl Al FoE 79 SBECDO| T o] =29 4= Ut}

AT 289 mIRE == AlF 3 kg v|THQI Ao} Aol A
SHE A FSht

X
9
12
1o

o)
0,
=
oX,
WE,
Jo
Mt
oX,
rlo

) al o ]’

ACTT-1914 F29] vl A E 1,062 9] L3k EH/‘]'X} % 36%7F 654 o]’o] At
GS-US-540-5773 A JAI Gl A F219] g = 397 9] A3 A T 42%7F 654
o] gl At GS-US-540-5774 A FAI oA F+2H4 HH@% 5848 9] AL tFA F
27%7F 654 ©]/Fe] Rt} GS-US-540-9012 %‘*}/\]@Oﬂfﬂ F219] wiAE 5627 o] v
WA F 17%7F 654 ol dolth. Bu® 94 AP nHASE B gt gl

Aol SAE)A egkeh 654 ovu aAAAE B 20) BasiA @
duow 1, 1Y wE 4F )5 ﬂw} Bl A% e T okE ARe] WEs)

9. 747l &AL Ao Fo
A%, 5%, 59 &l &4 (Child-Pugh Class A, B, C)oll tdt o] ofe] &-aF
o] ARFEHA F=vk
]

12. H 842 F9]
o] oo Huh =91 Aol 3]As| o} ).
o] ¢ke T2 &I T Ao Tk e ¢tETE FAMR A2 AS 0]9 9 thE |
o] Ao ez gkt

o
9,
flo
rh
2
(0T
i
Jo
o
A
&2
[o
(d
ull
IN
2
ol

F AHEEA FRAY Fe AT S
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13. 23 2 HFEY FIAR

1) FAHE FAAZEY AT F vlolg2 34 &9 FHE 93] A AHESoh

2) N3 £ fA: FHlEH FJ AL 20~25To|A 24417, 2~8T oA 48A|7H
ks

14. AE7IE AR

1) <2128

1) #F&71A
AP AH 2 FEd A= 8 X3 2K ribonucleic acid; RNA) TEEAE gAA T
AEA R 2= otde4l FEHEHE AFGER, AXE WolA thatEo] ofgjstd o
2 242 wEHAIE AL A E ?%”c?fﬂdr-

AP A HI 2 A4 ofd| =4l ARl 4 adenosine triphosphate, ATP)Y] FAFAZ 2t
&3ty I 2119 HRo] 2 2~ (SARS-CoV-2) RNA 9]&7 RNA T EA(RIRP; RNA
dependent RNA Polymerase)oll ¢]& 4l RNA Al&Eel #YPstr] s AA ATP
71343 A%, o]= Hlol#lX RNA EA 5 Al 4 T855 A
F7HAQ Ao m AYAHE AR wEULHE F

re
>
N
£

violel 2~ F¢a A9 read-through 2= H}O] &2~ RNA9 =+
FAL AT 4 Ak voldz RNAS F3o] PN 72 QE =y
BUAA HIASECS AF Al Beslo] WOl RNA FHE A e

o o
o
i)
2
el
Z
2>

7} &
ol

m*uH

(¢

(2) Fupolxn = A
(HAE) Al ZolA SARS-CoV-29] 94t E2]Fol tha)

FAuAR 2 A} QI 7= 3 A3 &

A wi S Eatolulz S HYom, Fo & 48]t 50% & X (EC50)= 9.9
nMe] At}

e vl 2 AEHQ A7 H AIAE Calu3 L A549-hACE20 A ZHzh 72A]17F

& F 280nM, 48A17F o & 115nM9] EC50 # 22 SARS-CoV-29] EAE A
g th. Vero Al Eo]A SARS-CoV-20] tdt Al 29 EC503tS T 2447
137nM, ¥4 48417+ & 750nMo] A Th.

RSVo| 7% HEp-2A2Ze] 44 =& vx9 HAuAui2e FZ2AJNAAS &
A A, AU AR 29 gutols 2 B4 o=
A H ATt FE2AAAG Y FE}
A549-hACE2, HEp-2 % <1t 7% AuAEdA F22HAAE] F2rt 5713
et FEAE 2 AF14ke] Ao ZhAst it

N ox

Aldd W Aol A, 2 99 dErd ubel o], FHARIEs &3 (B1.1.7), HE
(B.1351), 7wl (P1), WE} (B1617.2), QA2 (B1429), AE (P2), olo]LE
(B.1526), 713} (B.1.617.1), @t} (C37), ¥ ew=E wWo| (B.1.1529/BA.1, BA2,
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BA.2.12.1, BA2.75 BA4, BA4.6, BA5, BE5, BFE7 BQ.1, BQ11, CH.1.1, XBB %
XBB.15)E ¥33l= SARS-CoV-2 wo|9] Tl ds o]d AT
SARS-CoV-2 (Al A) &&FellAel A ol A4S FARTHA S A
W3l 7] 2.88] W]gre] EC50%k). ©] WHo|Fol tisl, o] 741% SARS-CoV-2 (A5 A)

O] /\]-

o} HlwslSS w, EC50 Wi WHshgtS 0.2014 2.3 HHA AT
H 9. SARS-CoV- 2 HO| o 2|0 Ciet HGHAIHIZQ| 2HI0o|2{A 2
SARS- V-2 Al | NS =RIEI =7t | WHO HEH F8 X g Helg | 4 Hel
B.1.1.7 = o} P323L 1.58 Hol 1S
B.1.351 =otZ 2|7} H| EF P323L 1.19 Hol ol &2
P1 CEE #ot P323L 0.82 dat S
B.1.617.2 ol S Et P323L, G671S | 0.59 Hol o132
B.1.429 o= AH=E P323L 1.94 Hol 1S
P2 Hetd M Et P323L 117 ot Gls°
B.1.526 O|= O| E} P323L 2.33 Hal gl3®
B.1.617.1 ol 7o} P323L 0.63 Hal gls®
C.37 [ 2C} P323L 1.37 Hol ol &2
B.1.1.529/BA.1 =otZ 2|7} QO3E P323L 0.45 Hot 1S
BA.2 P323L 0.23
BA2.12.1 P323L 0.20
BA.2.75 P323L, G671S | 0.30
BA.4 P323L 0.15
BA.4.6 P323L 0.64
BA.5 P323L 0.66
BF.5 P323L 0.94
BF.7 P323L 1.25
BQ1 P323L, Y273H | 0.53
BQ1.1 Y273H, P323L | 1.12
CH.1.1 P323L, G671S | 0.95
XBB P323L, G671S | 1.07
XBB.1.5 P323L, G671S | 0.81
a Bzt QIS 2.8Hf OTHo] ZI+d ZA

(3) WA

AX ojF AE

AZE v A= A2 tigh o]l 7HAS SARS-CoV-2 &8 F7F e =Sl
A A2 2A FIEE QA EQ GS441524E o] &3], nlole]A~ Z& RNA 9 &3
RNA 3382 (nspl12)2] V166A, N198S, S759A, V7921, C799F %L C799RO A o} =2k
A%S ddste o2 YeEEth 54 F9-A4 Edde] fxo 93l o]ulgh X gho]
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oY AT wpoly e JfEAHCE E=QHIE W, FuAREd i Aol
1.7~ 358 ZAastes Aor AFHAJG. FHAHIZY Alx 8 A A AolA
nspl29] ofm|=4tel E802D Agho] yEhital, 1 Ay FuAHl 2ol ik Aol
2548 ZHAFEAT vloly 2 FEa i P323L X3S EES= SARS-CoV-2 #E|FF

o]-&3t HuAmIEel FHA AAEolM VieeLolA @ ofmigh xgho] YENTh
P323L ©@= T P323L+V166Lo] ZFH X|go] e X vlolg 252 HHAHI 2
3k ZrAdo] Zhzt 1.3u) 2 1.5H) W3k

A2 CoV #rdd 3t mlol2l s ARERE FHAHIZ] Al v A

Fe|Ap 2ol thel 568 HAE HEAS Folske CoV Hnke] ZA EL% Z+71 00 A
Hlo]2]2 RNA 9]£7 RNA FHa49 2714 X $HF476L 2 V553L)S 21T},
= Qo] HpolglAe A koA Hlolg|s A THAE H AL SARS-CoVell A&
3 XZHF480L B V557L)S =St 23, AX wjFelA Fuaui 2 gk 24543
6] A vhg-2 Zdo] A SARS-CoV HH 717 o] ¢F3le At SARS-CoV-2 AZ%
Hho] 2o F480LZ V55710 thdt x|$ko] /o7 TS uf AdA|u = 3k
Aol 24z 20 AT

A F

NIAID ACTT-1 97 (CO-US-540-5776)° 4 Hlo]=g}q]l F o]zl & 7|4 d
4 HolE7F 7Hsdt 61 &A T o] o g XHIF Ao Hio]lE X RNA
°]&/4 RNA TdaL AES A& Hl&L FH FASHA UetEth o] o=
A 725 A 2% o]l WA Y AR (V7921 = C799F)ol A g<lE RN
°]&/ RNA FdaL9 A o] AFHIC U% HHAHE g e vl
(<34u))e} FAE FHo=Z YERETh o] <oz Xz FxldA T
RNA9|EA RNA THEL X$L HAH A E of tig WA= #Ho] AT
GS-US-540-5773 Aol A wlo]xehq]l B wjo] =gkl & |7 AEA Holg7t 73
199 9] &2} T o] o= 53 $A} 474 HlolZ RNA °|EA RNA AL
(nspl2)9] X gko] T|AEATE XA T761, A526V, A554V, C6I7F= HH AlH] =
ek WA d-e] fIde (A W3k <1.45M)). E665K 2|€ko] fT|AH|= Zha/dol
PRE G BA F5o2 Qs Qe + 1k

GS-US-540-9012 Aol A} wo]2~ghl & wloj2glel & 7| FdEA Holer}t 71538
24478 ¢] BA} F o] &F AFE W2 A A] Hio]#} RNA &4 RNA TFE49

i
e oo »

e

MZ ABHE Hfd Blaste] o] oz A g53JF SxfoA FAG. o] o=
283 2 1 FollA RNA 94 RNA FTaL (A376V)] X8ho] YEgon o=
Al WA AuARiE A da2.68) 9k #-do]l AV o] oF A5 gkA}o A
#2E RNA &4 RNA =Z &4 £ BA-AA B39 o2 gz o2
2| e

Frl ARl =] gk WA} do] gl
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GS-US-540-5912 A-oll A Ho]22}el H 2gkel 3 7| Q9BEA bolEr}t 7Hs3%

2 B oo
602 A} F o] oz XgF 8% FAjolA HPO] 212 RNA 9|E4 RNA ¢ &8
9] x3ko] vEhytth o] ¢koZ X FS A 4%oA] nlo]z 2~ RNA 9/&4 RNA
THEAL (M794], C799F = E136V)9] X|3ko] YElom, o= A@#A WA

7(
ARE A 2 (<359))9 B™o] e
ol AZ¥ RNA o]&4 RNA TdaA9 o
Ak
GS-US-540-5823 Aol Al wlo]2=ehQl B Hol2gel & QA7IMEEA HlolE7}t 7hs3t
g2 F o] Fog g3 Fxlo) A o]zl RNA 2/FA4 RNA TFEL (A656P 2
G670V)] X|gho] 2=t AFE g2 FHAR 2] ik WA #do] T

Ao Z Yehyth o] ko g gk gzt
€ A2 FHARI=d Bk WA H-o]

@) & 22X A7 52

o] ¢k Hod Aol T2 U9 7Y EdolA Fufolzixn TS Rt Z 29
2 HFE 12A1%F 9 10 mg/kgE, ©olF 1Y€ 13] 5 mg/kgE IV bolusZ F

SIS o, HFH(FFA FA)l vlsted EF7] Ao I3 AS, #H By ¢ SHF

¥ W, ¥ nlolgjs RNA X7} ZAFHATH

2) %F4s An

1) %F3 B7t

A2l thabAle] g oksst detvEe v 3E 109 2o ZEuymbbolg X
TAE-19 BAolA o] k& RIEFASIAS W] AU 29 thAtA o gk k53
s HE ® 119 AT

H 10. HOIAIH[ 29t CHAFM|(GS-441524, GS-704277)2] 4&8t E4

\ HOAHIZ \ GS-441524 \ GS-704277
S
Tmax(hn)a 10.67-0.68 [1.51-2.00 [0.75-0.75
21
Q7 HRICHE ASH2(%) [88-93.6b 2 1
S/ H 0.68-1.0 1.19 0.56
HHA—I
t1/2(hr)c 1 27 1.3
CHA}

CES1(80%)
ArE 2 Cathepsin A(10%) - HINT1

CYP3A(10%)
24

AL & T -

Fasuaz  [uy T secn 0
=HiE = (%)d 10 49 29
HElH = (%)d ND 0.5 ND
a E.z*'HIAIHIE =2 3027t IV inf.(GS-US-399- 55052
b £ 7o 9L AE0A S5 OEX el ZAdlo] 27 HHOIEX %S
C %%* *(GS US-399-4231)
d %i-E(GS US-399-4231)
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# 11. 0] &% 100 mge iELrErOIHﬁ ZES-19 SXO|A gts YUEOIA| HGAIHIZE U CHARK
(GS- 441524 GS-704277)9| 2ks3t ut2to|Ea

otetol e, Hab(95% Cl) G AH 2 GS-441524 GS-704277
Cmax(ng/mL) 2700 (2400, 2990) 143 (135, 152) 198 (180, 218)
AUC(ng-hr/mL) 1710 (1480, 1980) 2410 (2250, 2580) 392 (348, 442)

Ctau (ng/mL) ND 61.5 (56.5, 66.8) ND

Cl: M2 7t ND: 2EHE(F0 £ 24A17hH N

a) 3 SOF HGAIHIZ 3027 IV T CHS ZRICHo] kE Y FHK| (GS-US-540-9012, n=147).

@ 2o} 3

doanizel AuAHZ =3 YA (GS-704277, GS-441524)0] T+ Mk oF& &
R A% tidAtet 4l ® Lol mEurtely s EE-19 $AE Yo R §
AT T HolHE o]&al AU ol AF 28U o] 184 w|wto|al A|F
3 kg °]’dQ Aol A1 FEstAQl &S FAS= ol ASEATHE823 UFAF).
FoH &M o] AP A 9 =F(AUCtau, Cmax, and Ctau) 7|51 FHA &

FEUlelH 2 HES-19 ARl SRt Aol ghol Hls] HAHAIHIZE3% ~ 129%),
GS-441524(0% ~ 60%) B GS-704277(37% ~ 37%)°l Aol O =tk a8}, o=k
F7te QAR FoF FEOE IFHA FATAHELY FoA1E, 8. Aof H

AR M o] Fol” Fx).

o} 53}

22 o] 2] 2 o} BAe] AYAMIZ B TiAL 2B Tha] Fof o
shebulEle E 12004 AEsk

AE-19 &

% 12, Z2untolel s 3} }Oﬂﬂ A AIHIZ 100 mg AW Fof (ZFE
1~8) % 25 mg/kg 4 SE 2~4) Ao HuEAul=ol thAlA] (GS-441524,
GS-704277)9] T} T b5} ﬂa}uma

n&
olN
2
R P%
rﬂ

IASE 1 IASE 8 IASE 2 IASE 3 IASE 4
) - 1BUPY | RYORDI | ARl M| | el gHin| | Azl seyo]
matoe, | 4E0IgoE | HEDigok | BAEDIGON | AHERIGON | SHHE3lgOkR
HWA05% C) | (N1 ) DIgIERR | DigOER- | IgUERE
A6 2
Cmax 3910 3920 5680 (4660, 5530 (4240, 4900 (3790,
(ng/mL) (3140, 4870) | (2270, 6790) 6930) 7210) 6340)
AUC:a, 2470 2280 3500 (2570, 3910 (2140, 2930 (1900,
(ng-hr/mL) (1940, 3150) | (1200, 4300) 4780) 7160) 4520)
GS-441524
Cmax 197 162 181 158 202
(ng/mL) (123, 316) (57.4, 458) (132, 248) (116, 215) (171, 238)
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AUCay 3460 2640 2870 2400 2770
(ng-hr/mL) (2010, 5960) | (772, 9030) | (2020, 4080) | (1740, 3320) | (2230, 3450)
Ctau 98.3 76.2 73.8 69.4 784
(ng/mL) (59.0, 164) (24.0, 242) (49.9, 109) (48.1, 100) (58.5, 105)
GS-704277
Crnax 307 278 423 444 390
(ng/mL) (212, 443) (145, 532) (309, 578) (336, 585) (305, 500)
AUCy 815 537 754 734 691
(ng-hr/mL) (474, 1400) | (203, 1420) (547, 1040) (513, 1050) (494, 966)

=Mz

a. Z|Of 102t HOAIHIZ 3022 IV FYO| Ot HEFEs K| (GS-US-540-9823).

b. 715t Bz FHXK|

@ A7l
A A vl 29 1 thARA (GS-441524 2 GS-704277) 2 R-&#] SBECDY] ¢kEste A
33 A, HE  (eGFR  60-89 mL/min/1.73m2), %% (eGFR 30-59

mL/min/1.73m2), % (eGFR 15-29 mL/min/1.73m2) 1% o] &= F4 Fo|AY
T2 Fo] obd ARA (eGFR<15 mL/min/1.73m2) $=}ollA Hth 100mge] &HFo =
3] Fofste] PrHEJAI(E 13 FR), 5 AVs AstE Z2untoly = 7HAF-19
2 (F4 AlEd [AALHAE B3t 48A1ZF ojUlo] 83 =g oleldo] 50%
718kl 6412 ol A&HE Aoz AHog], WA 283 [eGFR <30 mL/min/1.73m2]

a2 3% ESRD [eGFR <15 ml/min/1.73m2]) Shatol| A o] ok

o] kS 1YXfe 200mge] 2 §HOZ Fo3 & 2UAEH 5°‘7‘<}77P<1 100mg<
Foste] H7HE AT (R 14 #Fx). AHAIRZY 5 =2 AV]soly FA A%
o] oF Fof Al 9 H G x| i
A Al7lsol vls] Ao xloll A GS-441524, GS-704277, SBECD =Zo] Ztz} Huj
794, 2.84, 208} o EQITH (F 13 2 ¥ 14 FX). o3 Wil dAFHoeE Fov]
St Ao 2 NFHEAE Evt) (4. o)dRES, 2), 10, Aol Sxjo A Fof 2z,
doAulzs g9 FEAMS 53 asF¥o=wm AAHA Y= GS-441524 2
GS-7042779] H N B4 HALEL 474 B3 149 mL % £ 92.6 mLY T}
H 13, AZOI7F AALNa Qeb RZLIHO|MA ZYES-19 SHXI0| CHSH 0] 2Fo| CHYl 22F MW =0
= HOAHZ U CHAMM| (GS-441524 S GS-7042772| PK Of7ftH<~ H|
™A HE | 60-89 mL® | 30-59 m° | 15-29 mL® EM H EM B EMotgt
(90% CI)* N=10 N=10 N=10 N=6 N=6 =3
HH[A[H]| 2
Cinax 0.96 1.20 0.97 0.89 1.13 0.94
(0.71, 1.31) (1.01, 1.42) | (0.83, 1.13) (0.67, 1.18) (0.79, 1.60) (0.65, 1.35)
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AUCn¢ 1.00 1.22 0.94 0.80 1.08 0.89
(0.75, 1.32) (0.98, 1.52) | (0.83, 1.07) (0.59, 1.08) (0.72, 1.63) (0.55, 1.43)

GS-441524

Cinax 1.07 1.44 1.68 2.27 3.07 3.00
(0.90, 1.26) (1.13, 1.85) | (1.28, 2.20) (1.72, 2.99) (2.21, 4.26) (2.63, 3.42)

AUCn¢ 1.19 2.02 3.26 497 6.22 7.87
(0.97, 1.47) (1.57, 2.62) | (2.39, 4.46) (3.65, 6.77) (4.44, 8.71) (6.49, 9.53)

GS-704277

Cinax 2.25 1.83 1.27 1.43 1.23 1.76
(1.20, 4.20) (1.34, 2.49) | (0.96, 1.68) (1.00, 2.05) (0.84, 1.80) (1.19, 2.67)

AUCq¢ 1.39 2.01 1.78 2.18 2.06 2.81
(113, 1.71) (148, 2.73) | (1.27, 2.49) (1.61, 2.95) (1.42, 2.97) (1.79, 4.43)

dRNE ]

a. MFOH At Ciet 14

Z|CH100mge| T 8=

o d, OMQ Mi(x 20%)
b. eGFR2 SO A Q| Al 7 HER Al

H14. %%ﬂ MEI|s
F0 (12X 200mg, 2~
DH7Htﬂ¢ H|

AMAIE Rl GS-

US-540-90152| H| 1% 24

ofg; Zt AT extol= Y Mols

A A (+ 10M)22 SEE =7 :g;p(m SE2gole
.|

XMotc7t QALta Ql=b RELIHIO[R{A ZES-

— O oo

= AM8oHY EEE FEAUS

O AN I:I

(eGFR>90mL/minute/1.73m2), =&

mL/minute/1.73m22 LIEH.

19 -d¢ol 2HxtofA of <fo| Yo
S5UXL O0fY100mg) = HOAHIZ L CHARK| (GS-441524 5 GS-704277)2| PK

Ha H£(90% CI HGAH 2 GS-441524 GS-704277

Cmax

(ng/mL) 1.39 (1.25, 1.54) 498 (4.61, 5.38) 1.84 (1.63, 2.08)

AUCtau

(ng +h / mL) 1.79 (1.59, 2.01) 6.59 (6.05, 7.18) 3.94 (3.50, 4.43)

C’(au

(ng/mL) ND 5.82 (5.25, 6.45)

Cl: MZ[FZH ND=28Z (50 Z 24A]7hH

a. 5 SOt HGAHIZ 3027 IV YO Cigt RRICH| AFFsHA F=HX| (GS-US-540-5912, n=90).

b. 3% ¢ HOAHIZ 3027t IV 0| et BEEHS| AFSA FHK| (GS-US-540-9012, n=148).

c 28 MEMEIXQYHE S75t0 48A1ZF O|LHO| ©H 32fOtE|LIO] 50% B 75t 6A[Zt O|4 X|
&2 ZHoz MolE)), ot AMAESE (eGFR <30 ml/min/1.73m2) == o EMS TQZ &= ESRD
(eGFR <1 mL/min/1.73m2)

7+l (Child Pugh Class B &
5 YA v 29 GS-4415249] b2
(3£ 15 =), 1715 °] A4 rﬂ%ﬂoﬂ B3] AYAH 29} GS-4415249) B ==
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(AUCinf, Cmax)©= T 5% &N tdAlA FAREARL S5 g tidAatadA o
=AU TF F HAAAMY =F Apole AAHCE Fo3E AR HFHA
AT 7 A5 GREE F9), ‘9. 1o FAlo|Ae Fof Fx).

E 15 W4 2715 4OlT 2P0l U HelojM o] o2 trY gzoz MU Sof3t & AHAlH=e

GS-4415249| PK Of7f 2= H|

I3 H2(90% CI)° é%iﬁgo“ géN?fOH

oAl 2

AUCins 1.21 (0.87, 1.67) 1.56 (1.20, 2.03)

Crnax 1.10 (0.75, 1.60) 1.03 (0.70, 1.51)

Unbound AUGi 1.15 (0.86, 1.54) 2.44 (1.93, 3.08)

Unbound Cax 1.04 (0.73, 1.48) 1.57 (1.08, 2.29)

GS-441524

AUCins 0.90 (0.69, 1.17) 1.31 (0.93, 1.84)

Crnax 1.09 (0.86, 1.38) 148 (1.17, 1.86)

Cas 0.93 (0.69, 1.24) 1.16 (0.76, 1.77)

Cl: MZ[FZF

a. 21t 818=1.0 (0.5-2.0)
@ 4

CO-US-540-5961 (IMPAACT 2032)A7-oll A, fEAHI 229 1 thAA] (GS-441524 2
GS-704277)2] H =Z&% (AUCtau, Cmax % Ctau)= 94l A3 v]gAal oA The
H] S5k Al UEbs T

(@) ¥EF=ZE
Agd W AlgolA A2 E E4CYP3A4, L2 B 2HgokA] (CES1), 71E141A
(CatA), OATP1B1# P-gp 5A1¢ 7]&o|w, GS-704277-> OATPIB1/1B3¢| ~7]&o|th

A3 U AlgeA FuAlvl 2+ CYP3A4, UGT1A1, OATP1B1, OATPIB3 ¥ MATE1
AAA oItk A EH W A Do AGS-704277 = GS-4415249) thek A FE A&

A=A FUTh

A Hl2E CYP1A1, 1A2, 2B6, 2C9, 2C19 OATP1B3¢] olym,
GS-7042773} GS441524= CYP1A1, 1A2, 2B6, 2C8, 2C9, 2D6 = 3A59] 7]&o] o}
Utk  GS-441524= =3 CYP2C19 3A49] olUt}.  GS-704277%}
GS-441524= OAT1, OAT3, OCT1, OCT2, MATE1l =+t MATE2k®] 7|&o] ofut}.
GS-441524 9 A] OATPIB1 %+ OATP1B3¢ 7]&o] o}lt}.

o] okl thgh oFEXt AR ATV FAEHIIT E 160= HATAIHI 29 thARA <]
GS-704277 2 (GS-4415249] T3 Th2 ofE-o] of% 87 ko] Qokr o] T}

T—
=

7] Xl_CL

T 7120
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H 16. HHAHIZ2 S CHAMN QI GS-704277 S GS-4415240] CHsH CHE A E9| A

HE 250 4= 70 UE HHAHIZ, GS-704277,
Eq o] o GS- 441524 PK Ed H|E(90% CI)
g2 | sz | N &3} 212 = 1.00 (0.70-1.43)
HE 50| %2 | (mg) | (mg) Crnax AUCin Cas
149 1.89
HHABIZ | (138-1.60) | (1.77-2.02) -
_ 13| N 251 297
AO|E2RA L ZIA? 12| 100 | 9 _ _
FolS 400 | GS-704277 | (526-278) | (2.75-3.20)
coato 117 103 102
441524 1 112-122) | (099-1.08) | (095-1.10)
0.87 092
2l -
3 AEIAEIZ | 078-097) | (0.83-1.02)
19 2
. = N 0.96 098
Ft2dpopy = 3s(a)lo 12| 100 | 8| GS-704277 (0.84-1.10) | (0.92-1.05) -
ceato 0.97 0.83 071
441524 1 088-107) | (0.78-089) | (0.64-0.78)

a. A4st XNAXE Higez ZAg 4348 A4

3) YHANE AR
(1) NIAID ACTT-1 9732 &
ARuulelg s FAE199 FAE 4 JABRY RANA, o F=, ok
Yz BT Aol 85 ATkL0627). Ad

FAEL AFF e ok 1Y 13,
1097F Fof ok, A1Le] 200 mgS, A2~10Y49 100 mge IV inf. &2 FoJstH}

d m:

l:iﬂ%xm 102 Mol Hst= B¢ Fo7t TEEHA

Aol M= SpO2 94% olsh, T&HE 243]/& o, A2AE BL E= 7|ARY]
23 A7t FFTOoE FYHIAH
T 5 *8}14011 sidsle SA7F o] Thesidth: WA S Hss, SpO2 94% ol s},
ZAkA A "o,
H o] =2}l W«l AFga B4 g3 2ok Hid A 594 (654 014 36%);
33 64%; M 53%, 520 21%, oFrokl 13%, sy e gRA 24% BE/ 555
Ak 1059, A A F T35 A7 B7HEA DALY 90%), 2858 (27%)°] 7
7] == ECMOZE Zodh St 7P Wi suk g adbG1%), Hl
(45%), 2% F=(Gl%)RaL, F8F A2 Fx = F oA FASEAT
12 Brbias Fol 20 ool 33 IE7A S ARte®w, &R HY e
HE A7l a7HA @3 © o] sk AA7F B d¥eZ HoHIAT
327 AZHe AFT 109, JokT 159 (3 EE H] 1.29; 95% CI 1.12, 149, p
<0.001)°]t}. B EZA L A} FLES BS/FT5T FAA05H)AA AP 2
Aokl BF 5do] R (3 E& ] 1.22, 95% CI 0.82, 1.81), 55 T=H9579)l A
AT 11, A% 18Y(3H+& ¥l 1.31; 95% CI 1.12, 1.52) AT

|
o}
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® NS UL D=

T8 22 Frhaa= 1594 84 A= IR A BHlE, v Bl wet 7SI,

2
H9ld, 2F A 9l

e, 5 A B/Es Aita g8

A, FaXE B, oA A B

A, FAXE BEL, IF4 X Lo

U, Bxia de

A, HidEA B e IaF Ak I

A9, AF4 7|A7] == ECMO

A

Aubdoz Algweld 1594 £AH=rE o AAHAHL =N 154; 95% CI 1.25,

1.91). 299742 9] AbHE-S A1ET 1%, ek 15% S EHHR 0.73; 95% CI 0.52, 1.03).

(2) GS-US-540-5773 47321 &
sZurbels s 199 " gy =AM AAREIE 94% ofsteoli
g Hie] WA SE SA7F sl= 12 ) %

TN T1E AFAIFAA o] oF 52
Adt. ZE ddAE wEAset F
o] 100 mg= 1¢ 13] Fo EyPth. Al Gt Hds
Hlo] gl o) Al A 542 taa 2tk A%
T3 64%; W 75%, 5 1 4
T ECMO7F 275 e 10¢ Tl 5%, 54 F

227 8EE FAe 109

B F JANE SR T Lol FAREIE:
12 F7iaes 14dA e 78 oo A=ER Uik A4 FHE, e Bl wEt
715 AT

1 At

2. 99, 53 71A27] £= ECMO Z&

3. 9, MAFA B BE 1 AL e

4. 99, AfrE da de

5. 4¢, Bxita Bdae, o8k A da

6. 99, HEqta 5ot HA] =28

7. ¥4

o] 2=glQlo e Zo]E HAYIAS wf, 14olA e A dE= 108 FoA7H 54
FofTo Al FAFSFATHY e Aol digh @=n] 0.75; [95% CI 051, 1.12]). H
ojzgiRld A1 9] ztolE HARAS W, IEE HIY ALEANANE 59 FoT 10
d T EAZHOE {3 zole BAE XA At 28U TE Ul 9
g AP 5Y Fod 2 10 FATAA A7 12% 2 14% AT
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(3) GS-US-540-5774 Y3 A1 &

IRt g2 HAF-199] FRE AWE7] 2044 AAESE >94%0]aL H
WA A7 Qe 124 o9 9 AE ooz o FuA, I or|#
A Gl A o] oF 5 o%(n 191), 109 FHn=193) & H FEFXFE(n=200)= ¥l
stath EE ddAts 2EAES A A E FHAHIE 200 mgE Fof WSk,
71 o]F 100 mgSs 1 13 TO# kel Al A Hlshks A Fo7t SEE AT
Ho]z=gQlol o) AlA gt 542 v 2ok A" T4k 57A(E 9 12~954);
A 61%; WA 61%, 52U 19%, oFAlell 19%, 3|2=dY Ex ZHEA 18%; A34
BHE, BEA AH, A R A S8 U 2 AR SYRe 7 oolA /At
A=y

12 Brieae 1194 73 SAH =2 Hr7ie 944 AHE, o5 £/ o

L
U1
—~

rir

NSk =

B 7HE A
A
A, 53 714187 == ECMO I8
ddd, HidEH &7 Ee aFE A e
dd, AFE AL Be
U, BxAa B, 953 A2 e
WY, HEAA 5 sk A2 £
v g
11goM e Qe = 5Y FoolA ZFXF T vt 7NAEATh(L 73 E
el Wk =1 1.65 [95% CI 1.09, 2.48], p=0.017). 10¥ FATdNHE= BF
A5 SAZHCE Fo3 Zol= HEHA dskrh(l o]kl Aol &
HAGsAS W, F&5& vy AIENAE 5Y F9FY 108 FoolA 544
o8 9% Aole BHEA FUTHIAAE MMl thI =nH] 1.31; [95% CI

O

0.88, 1.95], p=0.18). 284 A R AQlel] Y3 A BE FollA 2% o]t

(4) GS-US-540-9012 ¥4&A13

SARS-CoV-2 7+¢do] shelglu oz olojd 4 9= 932l
124 o] (A5 40 kg ©1’H)Y v FAE tgo=z 3 F2uA, olFwrte,
FEcE JUo o)A F Y AFAAE A (60A o1,

uE i B S = d = 949

g HAdE, nEY, A 29 £ H8d 28, 3, HITBMI 30 kg/m2 ),
He Al e, v AE(ES/ ), T RS, 2 o 2 3AHET 2]
EFH AN IAEL el AT

g %&H 2 AR F 100 mg) EFX 89 &
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Ayl whet 53 A
Hjo] gkl M o} A thdA 542 a3 2ok A% FGa 504 (604 ©ld A
A 30%); A 52%, WA 80%, = 8%, oFrlokql 2%, sy e TEA
44%; BMI F43k-e 30.7 kg/m2. 7H4 €3 Fuk 28 9 (62%), HITHG6%), L
dH@A8%) At T LHAAM FF7AY 7|l thdF LAk (Q1, Q3) = 53, 6)¢
AL, 71A x| violH A~ F FUES 6.3 logl0 copies/mLATE 71 A =] & Q158+
4 3 ERt A2 F oM gAE AT A9 utelemtA AEdd ik ALS
M2 24 A, wolaEelolA 14.8%] SV dAskH o FAdella 37.7%7}
dHFH g2 FHoIAT @7.5%= A=A nlolemtr] £ FostA &gt
13 g 8AA7EA Y ZR2uhtelg)s AAF197 A AA(FAH A=
o 247t o] HEZE AFE AH9) e EE Ul o) Abg 3}
b 28Ld7kA9] JLY/AER ZIA)oln 2897HA ¢ AHL/AMGES AP 2
(0.7%), 1k 158 (5.3%) 2= A|@Tol A flekatol Hste] JA/AEE] %
ATHHR 0.134; 95% CI 0.031, 0.586; p=0.0076). At 8 A& 4.6%(95% CI,
1.8%~7.5%) At 28947HA] AbEl= BHaw A &tttk 17719 A Al T 6312 Hlo]X
24l EH dEi7E R bl AN BRI (B TA A ART n=0, AT
n=2, sz &4: AT n=2, _ﬂok;‘f n=2). 1 17729 49 A = 11738 9ekFoA
Hlolxaekel 83 JHlE & 5 fle I7ERIAIAN B e AldTols B sHA &
Itk d e 493 @3t '1‘7]' Za MRkF o g AR AE o] YY) wiEdl €5

Bl wet AlS3hE ke IgolMe feel it 22s WE ¢ slth

e}

r°"
0

m{m
jg .
L“L
£

>0
O:

—_

o,

) fr_fauru}o] B2 ZAF19 2 A% Fxbe] tig GS-Us-540-5912 91°34A1% (REDPINE)
TR, olF e, ASdHEIN AT(GS-US-540-5912)dl & I Zyupole|
e %—19 @«ﬂ A e 949 Al A 24395 e R AdAH=
200mg 1¥ 13] Foi9f FHAIHZ 100mg 1Y€ 13] 447HF 547 G Fo) Foof
g 7T o AR E FA4 e RAALRAE Esta 48417 oJuj 9
g% Adotelde] 50% F7tetd 6413 o A&HH FoE AHold) A 90H
(37%), " 1A% 22} (eGFR <30mL/min) 64™(26%), Y
ESRD #4}(eGFR <15mL/min) 897 (37%)¢] gt} A5 2:1 W4 2]
78 Hlem, ESRD, A& Ata 875, A((M= vs vl Q) e} AlS35h
A A B 2n=163) EE AFn=80)7} EF XFHS Ttk
AT AR Al B A" 69A(654 ol BATE 62%), FAY 57%= HA,
67%= M, 26%= 52, 3% otAotdlelnt. 7HE &3 V1A HY ejle 1™
H(89%), T=HW(79%), AEHL Ev HIHL AZ(51%)°] 212 o, 938 899 Ex=
T AR OF el AT B 459 (19%) AV nHE AFAE, 1447
AL A A E, 54133(22%)94 A7} NLH 7S 4% Eztﬂ, A4 714 &
B3 9]

x|
=

1

=l
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XL, 319 (13%) ¢ $A7E 22U WMAS HF ASkHh o] A= BP9 EAE
Adaff x7]oll FRHEALH, AFETG F& FEA FE Q3 1xH(EE 4ol 9
AP e 299A74 A 9] IMV) 2 23 84 HUMHSE 3 e

=g},

(6) GS-US-540-5823 Y 4+A1d (CARAVAN)

SGAFE, T, 2/34 A (GS-US-540-5823) 2] UatEZ e o] oko g Hu 10¢ 7H
A RS Lol gigAte] okFE @ AAS Hriete Aol SARS-CoV-2 7HE o]
G, AT 289 o)fela AFo] HaA 3 kg oS BF, T % TFY A=Y

K
fol
|m

Hlolel 2 7FAF-19 Aot A} F 539 0] 5719 oA B7HE R
AZF 40 kg o7& &oF (n=12); 124 w|vte]ar HF< 40 kgoldl &oF n=5);, ¥
289 o]itola AF 20 ~ 40 kg "FH Ao} (n=12); AF 28Y ool AF 12 ~
20 kgm|gHel Zol (n=12); 23, AF 28Y oldolx AF 3 ~ 12 kg vkl &
(n=12). AF°] 40 kg ©]&<] A= A & o] o 200 mge Fof Wil t5 EHH
19 13] o] °F 100 mgs Fo RSITh A% 3 ~40 kg w|¥H] Aof= AR & o] ¢F 5
mg/kgE Fo Wi oy G5 E 1Y 13 o] °f 25 mg/kgE F U HU}
53 22 3tA0 2 APHJ, 23, 148 o] =ed); 2~1094 e
= % YA dgE e WA, 3094 FH3F (#5Y). 109 MY A5 FEEHY] A

A o] o) ARE FuAch
o

N
o

Hj o] e 74 (Q1, Q3: 24, 124tk o4 57%, W<l 70%,
52l 30%, sy = BHRAl 4% AT SIS 25 kg (HH: 4 ~ 192 kg).
BAEE WA PHT AEAT F 12789 WA 23%)7F HsA 7IAl @715 Wk,
183 (34%)2 HIAEH 7|14 87] £ nfF Aas Uity At 108(19%)S AvS
AnE WA JATE 13 (25%)2 wlojz=ElelA A 37 F Ak o] ko] A
Fof o]de T4 % dLY AA AL 7ol tig T4 (Q1, Q3)2 A7 53, 1)
2 1(1, 3)FolAth

7Rl A7 EAo 2w o] ¢fo g Hu 10Uzt X85S A¥, A4 JH AFEAR),
JT3EH7] A B e FF L, HATR) 24 AF HEE H7he] wolzeel
tin] Wsle] AA T4k (Q1, Q3)°] 10841 +2.0 (1.0, 4.0) AA RO Z YE}ST]
1044 62%2] thdAtel A 35 (A FEi7E wlolz=etql 2~550A 6 e 73O =,
TE HWol2gkel 6o 7Mooz A= Aoz Holg)o] HuHJa 35712 <]
AlZEe) F4E (QL, Q3)2 7(5, 16) Lol h

71Ag7] = ECMOZE a3 22 (3% 24)dY JEEES 16.7% (2/12%)
o], Wlo]=EQl FHAHE 3~67 9 FAd A9 IEEL 66.7%~84.6% HA AR
ARk o 2, 104 74A] 60% 9] thdAb7t Bt dar, 308/ 7HA] 83% S At &9
stk 3% (6%) 2] dA= o] YFANAEFS AAgE AT



g dsoloA 7€ < 5 10, 20 mg/kg/ DS AU T EF2H)

o
- =
1S u] BE &F FFoAM 3 24 A SV H FHEoEd ST, M=
= o
=

]

9 .
ANA HAth 477 V(=Y BF2) FolA], 3 mg/kg/day olFM A7

A g7} aEE ok
Qo Agolold BAA AF BA GFL WY NG §F =2uT Fe P

@ THH 2 FAEA
o] ke WrIEASE StolmE 7] Rojo mE AAAAFL FAE A oot
o] ok BAEAMo] AF, Al B2 Pl Y TE o]8F A o AAF, A=

T 1A (GS-441524) 5
wr A 1493 SE)
9 7 2 AE wjo}

(GS-441524)9] =2 At A& =29 130

1 oy
12
L

b )
[
2
L
2
—_
o
3
)}
~
~
aQ
i
=)
e

A3

2887, AeHA1 - 30°C)

=3 usl
1 Hho]

[A ZA]

Patheon Manufacturing Services LLC, 5900 Martin Luther King Jr. Highway,
Greenville, NC 27834, v|= (H37)

Jubilant HollisterStier, LLC, 3525 N. Regal Street, Spokane, WA 99207, ©]= (Al 2]oRE, 1213E7)
AndersonBrecon Inc., 4545 Assembly Drive, Rockford, IL 61109, "]= (o]x}27 2 2}l H)
Gilead Sciences Ireland UC, IDA Business & Technology Park, Carrigtohill, Co. Cork,
FUNE (]HEA B ud)

Millmount Healthcare Ltd, Block 7, City North Business Campus Stamullen, Co
Meath, o}LdWHE (o]x}27 F Zhd &)

Gilead Sciences, Inc., 1800 Wheeler Ave., La Verne, CA 91750, V|= (o3} 2 2pdll &)
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AR ZEolerte]ldaTT oK), ALSEHA S SAT57 26 AEYLD HB 15
(A3} 02-6030-3300, A& TH 2 0079-814-800-9172(F 21 A1)

of\i

A2l AHS- 71’2 —r47<*°ﬂ 7]

THeF FAA] ARGl BHEHJAY W, W B 2EH"H AFY Brde 74
AE Fol ngsie] =g, JHRY “AMAEANA7E" A ARIAY FEg
= BAste =g4UH

2 HEEAY H wAE &2 Fdlo] A (www.gilead.cokr) H= A1F 9] oFE A
22}%1 9] k& A #(nedrug.mfds.go k)oﬂ/’ﬂ gt & AFHTH

oJokF FAE A A SmofokEtA A Aol T AE AFE + AFsHH
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-1 [EETERECEECHNE

o

255 71Y: 2023.07.14./ HFSWHA S 7FY: 2025.01.06
o] oF &

FHETM 4 (U2rlEdH 2 /g EUn]2)
PAXLOVIDTM Tablets (nirmatrelvir/ritonavir)

B

Je

[A5FF] &F]

Uzrtedu 2 1% (772.500 mg) F,

FaAdE: yEreEdn = (RTF) covevrememmemm RTTTSyTS 150 mg

A7HAl: M BARAZEZQ 2, AE ol FrlEgER, Qul=glo] EZ A1 (05B140011),
FEFsE, ZRo|EA0ME A, ARATIMNEQAUYEF

ZJEUHZ 1%(700.075 mg) =,

_ﬁ_;g_/ﬁlﬂ. E]EQ—H]E ( ) ......................................................... 100 mg

A7HAl: 2z eelegolE, 2H ol Fr2AUER, Qul=glo] 3 41(20C58634), 2
g, IXHE, FRO|EA)AE A

[73 7]

o] f2 YEvtEAH =9} JEYHIEY}F A 2 AlF

UZelEdu 2 £349 g3 %uiwﬁﬂl

HEUHIE: oA 7o g Ay JFAHAA

[E5 &7

Aoy A1ge X33 FTF ZEUnpoly s FEF-19(COVID-19)Z AP=E 3o
=& AYAAM BF B F55 AEUWHOH 2 7HS-19(COVID-19)

o] e COVID9Y =% A EE =F F ogazl val 517187 B%e

[ & %F]

1 T8 89 8F FE

o] ¢k U=ZwtEAHZ A fHEUHIZ Ho| A EAE Ut
UErtEdH 2= fEUHIZS} 37 FoEojof gt} whef flEUH|Z 9} FAlo H
fEAHR &S A, YarEdr 29 X873 ais 93 o3 dF Fxd
3 =] Eo)
A Al o] oF 7+ FEAEY E& &iFo] WAHoo g2, A & H 3. EF
A 3 Fx). volEl 2 AAES HEslal SARS-CoV-29] M2 HAasksl7] 93



Ot

59 7t AA Az HAS d53ta ¥F B A ug Ay

i

#FAsE Aol F

o oF2 IEU-19 FA s T e Wy, gl wolkeldN Z24Y-19

240l AZoltekE 24 2l F 59 ol Feizk Agsolot Atk Bt o] o
oz Agg ALY F % 2x APHY 2219z A ddo] Bad FrolE
A7) 59 e A5 YL FEshor I

o ofo] Bg2 Qe AY, B§ dlob T AORRH 8t AReA Aghd
A dFE $FS BERT PIT] AP ARBT W Bg sjob & Aoy
B 8AZel Ao A% A SFE BEsA @u, 70 w28 oY A7)
B e HePTh Qe BEFS BEeAY] A9 4B BEFE T R o)

o] chzriEdnz B Eynz FA ZF)e sl BAgle]l HeT & ok
o] ¢ke ERE ArAOE sty A AY, MEGAY, F4A Folof 3t}

2. A% &%
o] ¢k Y= wlEAHZ 300 mg(150 mg 278)% ZEUHIZ 100 mg(100 mg 178) F 3
4L 7 1Y 2312 59 T AT F 3.

2 e
1) A7} &2 &F
5] AFeof} B2HeGFR =60 - <90 mL/min)ol| A & & :
%—*354 Ao #2HeGFR =30 - <60 mL/min)oA], o] °Fo] & Y=vwlEAH
2 150 mg(150 mg 13)% FEUHIZ 100 mg(100 mg 13)2] F2HS FA BH&31H,
19 23] 54 3 Ttk AW Aldls o] o ZF AR H&FS WF3] sioF
O 5 AERIS SAbl A A B Tl s AR sfiof 0.

e A57F dRE f7tA] FF Aol (eGFR <30 mL/min) $HA}e] Al
ARHA Btk T5 AR SAollA HH3 FoAEFe SHEHA FUT

PN
o M
rlo
i)
fo
ol
N
§2
o

% (Child-Pugh AS+®) £ %5%(Child-Pugh B5+)
Q3R Rttt F5(Child-Pugh C5H) o 2t A Y

29 AR #HE3E FEE A5y HAY AE= /it wEkA o] 42 FF
ol SR A AHEol AREHA E=
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Wzt FeA: Y=g 2nER, d2ae, Hedan

HMG-CoA &{a 4 AAA: 2HlAEd, *]H}*E}E](j*ii‘ﬂ]-‘i AHE= flsl LA
Ao A% HEE Y £ UE 1, 5, HE HTAE B2

PDE5 Mzﬂzﬂ J%]E@E 18t X 5ol AHEEH = AUy (e 2®)
AAZA/FHA!: EolEd, AT+& HlE‘r}—f’/L

AZEY 84 1A FE8A/AZED 584 2A A3A!: SAA
HEAZ Al =84 d3A: ExrE

4) Y=riedn 2/ Eyn2e] 83 ¥ 7)
= 4E3 CYP3A %A

2 Y A (resistance) o] 7FsAdol U ol
" CYP3A F=Al9] AAd & (offse) 2 A3 T3 IFE F UE TEF FAF
AlEHE 4= gl

A o & FEmlo]l=

FAEA: ZhE2xtviAg, HentEnE, s, Y ES]

FATA: A, uAd

3 RS HHE AEE 2EA ASHA!: FuFtZE /oyl E

Aok AA: AJJE &2 9 E(hypericum perforatum)
5) &
o] ¢F2 FFS st Jeoerz, AHEQ XA B4 (galactose intolerance), Lapp
FEsELS ZAHF(Lapp lactase deficiency) Hv EZEF-ZAFER A FHAdl

(glucose-galactose malabsorption) &9 FH2Q E£A7l A= SAAA= FoAshd <

AA BEE vE 3
o] oFo] e HAPHAoF SARS-CoV-2 #do] ke 1k 184 o] f354 A<
= WAeR 3 279 A2/34 TS WA, Sl Algel 7N 5 Alge] o
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o 221}19 AEE 9
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J4AE C4671002(EPIC-SR)l & 5 Aoz

)

=

Au 2 /2 EYHIE2 300 mg/100 mg) &
1’4213 C4671005(EPIC-HR) = %

et

E

A
o

Nlo

i

jN

ik

gl

1247} 174 o]
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1247} 22 17 o]
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|
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YA C4671005(EPIC-HR) A 1,038% 2] th/g=t7E o] o3 Fof wgkar, 1,053% 9
FAI S C4671002(EPIC-SR) el A]

AHAI R 3%, $19FT 2%)°] At

ol A
=

63478 0] A F=

™
oK

=y

1

W

el
ol

[e)

2} Zo| A, 654 0] ©]

1B

H
L

s

o] AT off °]%

S-S EPIC-HRo|A] #Z
2) Z2Y-19 ZE AR

—_
o

.o ‘m_x

-
w

ol
B

H
gl

CYP3A GA|#|Q1 & EH]

i

ksl
pul

=
=

7

= SR} A

=13
=

HH

3 tirtEE FES Fo

o F-9:

[¢)

1) 42 FsFgoz <

4. A9F o
CYP3A] ¢

ok
24

| AL =

3|

CYP3A°]| ¢

o

sl oAbE s of

CYP3A®] ¢

_78_



iy

3

)

[

W Ad (viral resistance)$] 7}

Ea

F(Significant) ©]7
Hj-o] &

T

=i
=

°©
]

=

/B]'

o=
F3}e)

i=
ar

re] %)

[e)
>

]

o

T
mo
N

K
)

—_
file)

A A (: EFZZEF-2, Aol

F71 e, @27t

2]
Sa

<)

d

L
AHA| AT

24
o] oF2 A

SR

7F ZYUEH (A

i

b

<)

F4q

T

| .

T2t A

B

e

1 2).

=

I

}

o]
pul

71e TREkgo] Hus ATk, ol

wK

_EU
23]

aol

7+ (clinical

R

7

A<
A

ol
L

W

mjn
¥ i
F o
Ju.

N

3)
Z]

AN
©

BH
)

AN

153

/2,)1-

a4 o

s

AT weba 712 2 A3,

1=12
=

2ol

o

=1
=

hepatitis)

3

Kok
i |

B 913

1=12
=

g ol

}

o]
pul

A Aol g

2]
Sa

A=t

o]
pul

ZH oA

_79_

3L

i oF

[

%9
84

oA HIV
[e)

-

2}
=
Fq

T

.

I 9l A

SA}o]

[e)

Haredbl2s glBEynjae ¥Este Fo57] i 2dHA FAY JAEEHA

FApell Al o] k& FoAT wjo
4) HIV-1 |4 2d9 9

o ATH(2. o



5. %= & 3E

ol
=

A Aol CYP2D6, P-gp
FZ WA AY P-gp

3 o

=
=
9l

s

CYP3A9]

o
AA Aotk CYP3ASH CYP2D69

(HUErESHZ2/8 EUH 2)

ok
24

]

OATP1B1¢]

o

3)

=
T

Atk AW AA Al CYP3AC] =LA 2

PN
T

fe1 s
=

7}

OATP1B19] <]3)

olo
o

)

—_
file)

131, CYP3AS] <]3)

S

wK

ol

AN

R

3

T
e

]_
CYP3A9]

7

]

&

o %< 7

ok
=1

ek E o] o
(JE2rlEdH 2 /2 EYH] 2)

=
T

7Z1dolt}. wetx CYP3AE X3t

o

| .

ok

3) &d® 2 Vet Ao FUF 4B F5FE

2) o

o]

23!

CYP3A ¢

3%

[e)
g

i 2=y =9}

9

]l (Clinical Comments)

934 A
el 7

=

.;q

o] 7Fsde= sl BEF 571

‘.mo
p

0

=

&

olm o T}&
2t

=

=
=

3T

gl 7kelY
= 99
FAYd

=
R

el

ol

.. |or

_80_




B " No TK oy =
c Bk oy R o
3] 0 T N
= g @%%%@ E%%% R
s T oo o Laxy B2 Em o |d
G qr 8 s I o e b o
e o= AT s B B Py g TS
g Gl e B e I w- e T =<
g & w A X X do i ~
.5 . K~ o < Nool &gr o I 63 W gy A N
o <o TREwE Twec 2 Y o T
= ~NTg AR = > o
%L W = p v ETﬂl %Eﬂr.% < 12% z&z T 9
do do T do® SoBaw A |4 B oF b
" 70 O O mw o) O o Mo © R = 2 | Nd
<0 ﬂvo i Jaaurﬂo | ol 7 A =
3 el =BT BT %0 i
) B K T P o 5 I &
pd, ‘mﬂ T ™ K N NO 0 o == o my
‘Q.L N M_W = ,mL ,_ﬂw‘_ ,&.E w m ﬁ./m ,.:O ,W e ﬂ Wﬁ Mﬁ d*H ,C ‘_OU o On_ OT.:
. . ! a ~ .A oy o E [ruling
o | : RN 5O F o H o B g i
0 | . NGRS o T &0_7 0= o ™ i) N
T | i = N 5 B
o m__m = . W T ofo K- 7e
T R ) o, | K
4 | MY —_— —
H ny E B 3 E ~ \W_.ue o.f
o =W oy il N i w B
> — X o =< W_M .E|_ T o) 5J w
- o iy Cl A ) o AW
- < o iy W= AN
5] - Ulﬂw 0 Al an_.rm.A| oy
= ST o0 i )
e U —
T | }
- T3 ) K o o ©
Gl | < | B
o i mr e | T T
) = N o Xm o
T 52 3 & B MR
oy Gl T mE W W)
d]e 0 E&ﬂwﬂﬂ m N
= ~ % Al oY
ol wl
or 3
™
olo _
= iy
ﬁo
0

- 81 -




S EICE:

[<]

2] AT EFRL/ Bl = E ]
=

R AR S | REFYE HeFEoes ud A
AEIUE TAEIVYE FAA e 37t
SR I UZFE | T oJARIURE
2k g4
ol EgtFUYZEa TolEgtavE PJEUH| 29 &
tyenedn =
/Y EYHIZ
3 Z7141 T Z714 21 2/Eme 2 Aot e #AbA
U 2/x= AYS st w9
7HERo 2 WETEA 77
o} e A H 2 TZZgolA 9 | -F718Q ARe 9 ==
oFA] A A = S L = Al A Aoy 7S Fad A
gazghu = FEUHIEZ e FZH|A
SHs Fo T 8
FoE A&EE A 9
Al A A 9] o] g
Hy & A
o Z}u) el = T ol ghuj = F7HAQ AR
uh2hH] & T uhehnl & & 7ates Zad
Il ] (REIRIRE ]
Azfd | A=RY
Qe 2eu 2/ E | T HlEagE 2/

oJE AR/
TH=3xH=

(Anti-infective)

ER R R
ol gl=zrtol Al

T Eeglzzrtoldd
Tolgl=zvolAl

(Antimycobacte

SEER
2 sha el

|y=rEdn =

/B EUYH =2

Ho-g €

DR

Tl d

EEEE

ot
oxl
oR
L2

e
e

T EAE
1325

FolElo}

EX R

O

_82_

)

SEEEE
I HgEe] 57
Az hAlS

N

-

ot Kkl
to . neb i) ngk qr

u%
o

T

o
rr

o o
2

N

N, ot oYt ofo
B, o
UL

bt

rO

ftlo - T oo oF | 40 | > B o | kI T
£

o

Tt o w

rlot




k& Al T FEoo 9T A4 A3l (Clinical Comments)
Zg Ad A | dEud P2 A ADA | -Folste] FojaoF ahm, Fatel thgk I
A S oH4 EUEo] 4%

A=y HEFA A 2w Ad AdAY &%
Hrredd 2ol B2 5 AL
YA F7H Y AR T Zdw A 2dA
H 2k vt 7S A A
A7 w A =2 ty=4 HEF A 23 g4l FAE ZYEP
st Fojste] FAY A
F7HA AEe "R SRS
Hagd A
A oA F= o Z# = TeZd= ILFEFTY TtedezldE, dEdd=
7 BWEFA F7(2 e FAde Fo
A T A Fx)
ojupE 2t Tolntr e M e AE gZoe ThsAdoe® olnt
Bada W¥EFo F7](2. e Akl
= FofskAl T A @ Fx)
gl 7= (IS ESE o] of3 HEFAE AT A
E7t14d TE7l2d
Hehahat R
FEy=14 829209
2 AR
AZ2BE THdZx8E ARAEEY §Fxdo] A4 H
F7HAQ AR AEAEESO] S7MAM
= Fud A
F2 CYP3AEZE | Hlgtv el TIZ2EI2~HEZ | -FEs CYP3A AA N o8] =Fo]
gAlsE = =22 | fFHiayE o= &tA FUlele IZEEIHZO| (X
HIiiHZol= | AFHaYE < F94E)%e HEFode FASHFT
o Abw B} = 2 FAYgAe AdS SHE F AH
ETHIE gy, ZEg CYP3A A @77t
ez =yEs AFE B E FASFT ® FAYA
S ek o A9 ¥
E YA =S HEE2HEE, ZEEYE, ZTH=EUEE
2o YA ZEEIAHZO =S 1183
of 3t}
A AFS B FEtZE/ /ot | | YEEDHZ | apolg s whge] A4 9 WA THeA
5 xR 2\ ZE /EEYHI= o2 s WEFA F71(2 v5 Akl
A A £ FeldtA T 3 P 2=
oju7tZE tour e o] ofF WEFA A BFS AFD A
FHAR] ARE T F5 SRS
AN ZE /A | [ AR/ | Fad A
JIZE/olu7IZE | HATIZE
/oI E
B A7} 2 & /o] u} 7}
zE T El A7 ZE /0]
vtz E

_83_




k& Al T FEoo 9T A4 A3l (Clinical Comments)
gied g | AAEEE P2 EE 2atEEle] Sgxdoe] AFH. F714
THAl4(DPP4) ¢ Jd ARE AEYHEY sUpbES
A A g A
dzedd 8 | HAg TR o] ¢fo] Fof AFtowRE FHA 3643
A 2AgA JUErELNZ | Ho BAG AMSS F98 A

/B EUYHZ F712¢ ARE HAg FriALES
Fad A
Bzt fFEA gil=zoanerl | THi=gdai | AbA] 9 FFAFAE Eetes VE =
ol 2 31 e gl Aol 9 49 ¥ s¥s 5AHeE g}
Heo| 2 =x Pl 2 = 34 974 49 ] e
tulgol2nedl | 2 s ¥EFo |7
A% AE-HCV | dnpswlz/ otz | 1 gubo] e 24 gz Fre g

uto] 2 224

ZH=

=4 7t=zdv =/
I B EpH 2

S uEpAn 2/ 352
Blaan 2/ B

M2 8 oA 2

o N
—

ot

o, 0,30 0,y
Onlo

F7HEQ ARE FHlEAR 2/ 9 e
gHl2/ZEyn2 9 galRel29 3

e Fng A

F7HHQ ARE 2T/ dsiE s
DEVEREESEERE P
@ 3

UHl 2.3 HCV &S Eo 9l
= AW w2 FA5 25T A
Fao] A] o] & = HCVE o]/dut
=7 qRE ZUHY & A

E
S
&

olo o riot L)

A eF A A AQIE E2 YE lY=rtEdu2 | mlo]gx whge] &4 2 uyyg T
(hypericum /I EYH = AAAR] 7hsdom Q5] WEFA 77
perforatum)

HMG-CoA 3| 2nl2Eld T Zuk2Erel JET FAES st 25HFY

dar gAA | AulzErE T Aul2Ere FAAR 7Hsde 2 3] HEFS F7]

o] o Fort Yoz FJask A,

o] oF Fof AJFe] HA 12417 A, o]

o o F5d B¢ H o] &F Bo %47

< 59 F ZuizEel ¥ AuEAERE 9
S TEE A

JE=rsgE | [olEEWAEE | o] o Rasie 5 oE2uagu

25 utehela tervtagd | 2guleEE 9449 FHe ey 4
Z

_84_




o B
W -
N ‘ul.._ E_ 0 ﬂa‘ﬂAllﬁo.ﬁ
£ Mo 2ol wﬂghﬁw%ma 4
Jo 2 o M B o o J N q
E TG S PR N BT T E_ I J.
- D BTH SO T o
SPw  yE e X S owe [TE i) e A e
— | =K ~ ! = = L0 - w f
G ek gt frpiterr P L
g | SEREL:Y <N ﬂﬂoﬁ_o_a < g XN T N0 52 % Jox
= & ﬂ\z,_ ﬂ|7 ) N O F KP4y =) v S H ~ o
g MR 7o = P e oo TR ™ & P @ |7 W olo g R
= |on N R miy aaﬂm_%m.bﬂ oy : o- T o &oﬂﬂm NS mW_AT o7 IR
2 i e __Z%_,% %ﬂﬂﬂmﬁo%%% < mﬁew RV mOAWr - mﬁ i oo
> —_——— T T N
R dlwﬂmi EeTﬁA ooT,e_EE._ © o %lmmz WEIT_/A7ﬂ mwﬂw uamumﬂ mﬂ(@wlw Nﬂ_ﬂm/_\)
0 — — N—"
N cRTATHAYS Fhs S Fz+  wIzh T
) 0 = A — = M _ = — = =
T35 X zE%%ﬂEl b M R 5o (i ﬁ;ulo
— of To T e o —_ Ho o4 O | T Wy ) K W = I o
0 o’ <X~ o 1o o= O o or T ARG _ N v =y o < el }odll
. ,.mu AT ~ _lﬂAlﬂETﬂ.H/ i ETJ; m_ﬁ \BIHL OW ;o_._._ mo Odl Mﬂ _/.A
3 4| oF o B R R B o o IR IS — M B o do
o gy T T ofo oF dlo 7 70 < T ey o7 _~To — !
10° NH O e T W o) T e o KA oK
,m.o :.: \mﬂ ‘mﬂ O \mo _ZT ﬂA.l _ .-OE ol m_m HAH ‘.W o ;OU ‘Alvﬂ —
< " ; W 50 A TN oy o ©° b dlo Hoﬂmuv
o | P p < o oo N % RN i o 7o
= | ﬁ Lm:w q o =B ook ﬁiw
,% 0 o 0 T o <] :
o T ik i AN T s
= W 1 7 z 2
ofp D W% = T up ]
£} S 4 i) = i)
wﬂ wl ™ W% <« W ﬂ
% i R < b
T
il { <] o =
my bt ™ ‘ﬂA|li
) o JE i 1 A
= -~ v 3
e <N T B =
neiny 2w ) =
—_ = <
o |5 - " i d
T |2 = < Iy ) i 2
2} = oF " m
it - T < "
or I o Wi ™
_ B a3 o o
.E N = | z_.oﬂl
B wﬁ Ak )T
L] = E = W
%M o ' % ixﬂ
( 4z ey
e RREEZ
n RRER T

- 85 -




7 o clo oF X o o o N o W EK T " o) N Tow = o W T
No B — o No o] &~ N 50 W o MR . T A TE W
= T ™ B T - s ~ R g L m (e B = g, dlo
£ P k=T or op o X =T = i ofp g A S
g e o AN N " E} e g
S |6 . WT oy ) <R A ™ gp 7o BB o wy ok T 2 g
L oer o W~ 2 o R — L,M — _ o p ~E o N m
g |gn o qmuk o ~ T o S BT E o, R X BN 5 R __o
E | — | il = B LY o B o 7 W = o o| &
mw o W ! K g or X Al i@%]ﬂﬂ T 70 o u- o7 o 70
woZE  ArD g e (FEe RILF.ozy g AT "
— |0 :.L »ME —_ o JH \_lmo o/ =K e o ET ox _ OT m_l o Onﬂo _»\,: _.E,._ - e
S X X T ([P T Wdo, o mom B X o 1 ) = NN ~ J
2|20 Jo = P o < = 0 O R ERE S
g ,Aumoﬂﬂ_ ~ B o X2 N B o BN W T =y Ldﬂ ] T £} ~o
5 N TS Y e CER HE = | g <
2 ek e m @l [ Tas I N I < R G ) o
T T do gjo * T W 3 o g B ﬂw = 1) 1k o iy )
b N R v NN do E W o B By SRR T W » ~ T or !
H o=~ to e oo B fp mo J)J == X B ~ " g T ° ojp
oo < ¢ <O 1 o R o ) & AR~ B ] Sy N
o SR e 0 3 E R R & T W =
ROEK ) IS R 0 g3 ~ = iy o E T o) X
f T TX v —
o s }/u e w B |w BT g R X B o T o on o M = H| ™R < <
o W o T N At T o N - e U i - T T S P BB N w o
BT, TN |0 Rl o) I WSd "R we AT |° T M e B
B 36 R W R Nemlz |0 |[HHMEPR |[TdTx TFPEITMUIN FTRHH | o W oo < o Mn
vl g
o E - o 7
| # | < W oE Wl R R
o |™ = CaE Y By W E < HEWT®DE X (W
= | M x B & T W b T AARETT T
i gl ' T ) ot ey W bl WEWMETE W
Ho |3V o EEICY (Y B o o & G A oo NIE W
<« <« <« <« <« e — — <« e — <«
o N
o | ) Mo AT
|5 Gl il e W8 ) e H] RS
T |8 G CE Y T W E < HATWE T W
W il T B wH Wy B ) E BAHBETT |7
= 1| T T Y WU < W () gl mERMETE W
ol o W (Y o o w = A Tal T W
e 7 = ¢ *
il W) oo { o
= |, ™ < - o o =
afy] or w [=o) <7 <
A (o Wl T w 70 o of
o IR T O P < or o BT
Bl T W\ o= Y <4 A o WP

_86_




k& Al T FEoo 9T A4 A3l (Clinical Comments)
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<HZulEAH 2>

HiEf A} e ZAAFE(EFD)S 71#E 710 Hdl 1,000 mg/kg/daye] A U=#}
AHI2S T A =gt BN FRAJT[AE AAL(GD) 6-17d, &
GD 7—19¥]. A= EFD Ao AETHo T Fo3 ddid o ZE 2] o
Skth Ha 8391 1,000 mg/kg/dayol X A=e] Aa Yeriedn (AUC24)=
AAe g o] of & ¥ ==HY o v ¥ =3tk E7] EFD AP ellA
1,000 mg/kg/dayell Al Fomd 2A 54 &7 glo] Bzt Al TA9% i)t #F
H Atk 1,000 mg/kg/dayoll A E7e] HAA=Z(AUC24)S Aol 5908 o] of &k
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o3 HEEA(7IE % owieAr 2 A}g)—% HAE A FAdch AA ] AR o] F &
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TO% Al e A o] ?&%}Qxl okt GD 6¥5-H /Y (LD) 204714
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SE HAE Blastd EA4 A AFY Zolrt dEhA] kAR BA=SA glo
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mg/kg/dayell Al EA S HA=Z(AUC24)2 QA A FQ1E o] o &7 A4
Btk oF o o =tth 300 mg/kg/dayoll A= ElAS] AFHEIF AFEH A ko,
AfAo R HA HAEZF(AUC24)2 JAA FdH o] o §FoAe Y =ZHT
oF 6vll o =AUt

<P EUH|E>
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3 PPND A& oA, ¢ldgo] <ol o] oF &2k 2w} 108] =& fdEYH=E AA
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A3 dasdo] YehA Ftth
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11. AE7HE % R
1) #8714
Heartedn 2=
Aleltk(4) WA= Fx).

ZEUHIZE HIV-1 99 AERN gL AAA AT SARS-CoV-2 Mprool disiM= &
Aol olUt} glEUH|EZE UaoEdd 2o CYP3A wW/AtAIS A3 A3z U=n}

Ednlze] 9% 55

ofy
olN
|
ox
}01.
E{o{r
N
olN
i
M
K

Z1nbo] 8] 2-2(SARS-CoV-2) ulo] &2

2) FHsHy AR
1) A A71428

A% g% me G Ao G SE(Cmaxe) 31N YErtEdn 2t QTett
Ae Qudon BUE Yr AR et

3) Feshy AR

UErtEdu 2/ EYn a9 ofgste AT tdAtet B TS ZEU-19

A A AR

ZEYHZ 100 mgd HEFo A, YaErtERH =29 AUCE 250 mg-750 mg(s 2

AG-E=Fo] 0.83-2.51)9] @3 Fof WMot 75 mg-500 mg(FAE HF-EHF 0.25-1
=

Hi) o T3] Fo] WA EFHlE WA REY AA ST YEvEAR 2 Y H
© 08 AR EHF Fo T 2dA =Edon, P SA8E&S oF 26T
U= ]_ A 2/ EYH|29] oF5std EAL X 20 At
3 2 A% tgRA Y2elEdH 2 9 glEYH| 29 FFEE 54
ZnEdu =

— (HEGEE 37 Fo A) A== |
I'max(hn, =% a 3.00 3.98

Uzredn2e B 7|stE e AUCInf ¥ Cmaxe] A3 ek
w2Ee dF JAEFAFT/FH) B]E(90% CI)S 27t 119.67(108.75, 131.68)

2 161.01(139.05, 186.44)°] A thb

S
N

Fst 3= chalz At 69% 98-99%
ECEEEUE 0.60 0.14d
Vz/F(L), Hifc 104.7 1124
|
FQ 28 A= Al A A 2+ A
BE7)(TH(hr), B a 6.05 6.15
;éﬁ A& (CL/F)(L/hr), H1c 8.99 13.92

A

YJzrlEdb 2= CYP3A 7]&
oA vt Y EYHIZS} A Fo

A} A= e oAb Aigo] Hasiw F8 CYP3A, ZA71 CYP2D6
o},

ujj A

% U s A B3 35.3%e 86.4%f

% HEHo=z wjAdIEE % (WA 27.5%e 33.8%f
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%o i% LH —}%H jﬂgﬁ %?—-_la: EH } 49.6%e 11.3%f

% ZHoE WMAYNE =% (HA

5% G2 of) ) 55.0%e 3.5%f

CL/F=2H7] J28; =1 L/he=AE 3 e, T=H524 937, Tmax=Cmaxell =ZAIZE Vz/F=217]
X84

A5,

b. A AY F 172 S2) T FE dEHolA YErlERHZ 300 mge] 13 AFo9] -122417F 0AI7F
2 12A1ZF Al 2l EURIZ 100 mge] 71 Fo.

c. YErlEZN=300 mg(7dT FEAANE S EUHIZ100 mg(FA) 2t 37 3d B2 1Y 232 Fo.

d A3+ o 8% vs.

e. -12417Y, 0A17E, 12A17F 2 24413100 Bl EUHIZ 100 mgl 2 F73stal 0AIZte] YErEZH|Z 300 mg
AT Ao Fo] I 19ENMR 402 <)

f. 14C BEURIZ 3788 600 mg Hg] F 14C BHo7 ZAH (5% 2EYURIZ &39] onl).

EPIC-HRO A o] ¢fo g X8Rt FFolX T55 Z2H-19 A A A== 5

g A Yeredunz =& dEs

¥ 3 AFA F5%F 2219804 UY2ntEAH 2/ EUHZ 300 mg/100 mg 19 23] Fo &
=% 59 2 Y=rlEdH2 =% vj/jHs

obsote of (T S)a EEREL TR

Cmax(ug/mlL) 3.43(2.59, 4.52)

AUCtau(ug*hr/mL)c 30.4(22.9, 39.8)

Cmin(ug/mL) 1.57(1.16, 2.10)

Cmax=9= FHd] &%; Cmin=9F FH& &% (Ctrough).

a. A= 7S AF0AA 2 0 A MRS g oz BAH.
b. AL PK w757k Sl 1,016% 9 th/d Aol 71ubgh

c. AUCtau=1¢ 23] Fo] A] 04 1241717421 9] o SE AUC.

A7k tg At Al 1A 5-21(800-1000 Z=2 ], 50% A)<S FAS §, JariEL
H| 28] of5gtoA Ao s Fo3 Aol= BAEEHA] FAU

2 5+ <

AB (T 18-86A]), A HE UF/WFo] wWE Yartedu =] st ¢akHo
2 Fo3 2pol= A

<o} 3x}>

g 184 ek E2te]] thek YErtELR 2/ EUHI 29 oFFee YA it

<217 gkxp>
2 H ALY 033H)) @3 BFEFH HEUHIZ 100
SEAS F A Ao FFshe 3k 49 Zrh AR gle ALS
Z Ao satolA YarlEdR 29 Cmax9t AUCE 30% % 24%

T AZof @R E 38% 2 87% U =%kl 5 A Ao Fx}o

@9
o
ok
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H4: A7} Jeeed 2/ ofEetd vt 9%

B A71% 35 Aol FTTE AA % 217l

(n=10) (n=8) (n=8) (n=8)
Cmax(ug/mL) 1.60(31) 2.08(29) 2.21(17) 2.37(38)
AUCinf(ug*hr/mL) 14.46(20) 17.91(30) 27.11(27) 44.04(33)
Tmax(hr) 2.0(1.0 - 4.0) 2.01.0 - 3.0) 2.50(1.0 - 6.0) 3.0(1.0 - 6.1)
Ti(hr) 7.73 + 1.82 6.61 + 1.53 9.95 + 3.42 13.37 + 3.32

AUCinf=A|Z}F 00| F-3Hd] A 7171%9] 2j4t" AUC, Cmax=##4d AW F%x; CVv=4H
ZA4; SD=%FAx}; Ti=x1<44 ¥717]; Tmax=Cmax°l] =& A| 7t

#2 Tmaxoll st 43k )3 Tioll 3k A=HF + SDo| 9ol 78k F(7]8}3t
2 % CV)o.&2 Yehd

(o]
0,
N
N
—~
o
e

#5%(Child-Pugh B5H) ZtZol 3AelA UZwleduze] okEdte EURZ
100 mgd YEwlEdHZ 100 mg(sdE AFEFY 0338))S @3] FA1LFA% &
A7g oidAket mlaste] fAR Y FF 2ol (Child-Pugh CE+)8AHe] U=2wrE
dul2 e gEYlze] ofFsty vXe Jge ATEHA Zdoh

B) 93 FEFTZFE A F
¥ 55 g2 okEo] Y=rlEAHZ9 Cmax L AUCY "X+ 3Fo] 7)|eHo] th

E 5 e ofFo] UzniEdulzel o uus nAt 9%
Yzeledn e op5e
AR WG
(BEOFET} PR /UER)

SF(FA A (90% CI) §-<33=100
vertedu g/
HE & W8 °£ 5 dEYH = : N Cmax AUCb
300 mg 122 300/100 mg 1Y 56.82 4450
21 v
ZhEREHAEe g e e 1323 Eo) 0 4704 6862  (33.77, 58.65)
) 118.57 138.82
[e) [e)]
o EFGIUE 2;;1%14@ ;2/51;0;“512 11 (112.50, (129.25,
(82 F<) (5=l 7<) 124.97) 149.11)

AUC,=Fo17FA el AJZF 094 AIZF tau(r) 7FA1 2] AuC

a. Aok, UErtEdn| 2/g|EYd]| 29} Jt2ntuiAld = o|EgtIuUE o W85 o))
ZoKZ, YErtE AN 2/g] EUH] 2 dEFo])o] wEg

b. 7t2ualA| A ] -3 AUC=AUC;, °|EdtZu=9] 29 AUC=AUC..

c. ZkEntulA| A2 84 15974 14 23] FHuj 300 mgwm A=Al 1958 34
7FA 100 maS 19 23], 493 79714 200 mge 1Y 23)).

¥ 6ol= HEvEAH 2/ EURIZ27F g8 oFE 9 Cmax @ AUCInfo] vx= 93k
] 7159 Aot

o
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£ 6 UZviEd 2/ Eu 2 B R B nXE 9%

718t o] Al ok o2k
SFEFEA A ) W2 85(90% CI); -3 8F=100
Yzrednz/
Heots L JEYH = N Cmax AUCinf
2m 300 mg/100 mg 1% 368.33 1430.02
n o= 2b me ] ,g/ 8= 1 10
(13] Fol) 23](93] Fol) (31891, 425.41) | (1204.54, 1697.71)
75 m 300 mg/100 mg 1% 233.06 194.47
gestew, |08 0 mg/ 817 o4
(13 Fo) 23] (43] Fo) (172.14, 315.54) | (155.29, 243.55)
10 m 300 mg/100 mg 1% 212.44 131.18
ZupzagEp [ e ] ,g/ 811 1
(13] Fol) 23](33] Fo) (174.31, 258.90) | (115.89, 148.48)
AUC=A1ZF 00l A] sl 7219 AUC; CI=A1E] 3 Craed 2Pl U] 5 1; CYP3A4=ALO] E 7 P450
3A4; OATP1Bl1= 17| &°l&T % E8 FF =1B1; P-gp=p-F 2
a. NEoF, UEntEdH 2/z|EvH| 29 ninpEe, TH|7FERE T 2 $up~E 9

i =
HI7FERh = Zaub el o] ghesfo)o] Mg
FE ] 2 /2] B E4n|vh S, i oF

|Zolt}t, tu|7FERES] A9, Al ekl 2nEdn =
CHH] 7L E @, ThH] 7FE g2 p-gp(p-glycoprotein)2] A X% 7
qéﬁzgﬂlé/aa}mé&ﬂﬁ*w, B
A

<In Vitro A g>

AN EZE P450(CYP) E 4

. HEvuEAH 2= CYP3AS 7t & olal AZE oJEA Q] A Ao A vt CYP1A2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19 =& CYP2D6 JA A= ofUth U=riedu =
+ CYP2B6, 2C8, 2C9 % 3A49] FEA|o|ATH A|tHE X5 GFo|A] o] CYPEA
o F=& Qs A ste oFsstd FEAgo AP HA FFEo|th

. ZEUH 2= CYP2D6 ¥ CYP3AS] 7|Holt I EUHIZ= CYP1A2, CYP2CY,
CYP2C19, CYP2B6 % CYP3A<L] A o]t

<E-REA|>

HErERHE= P-gp B OATPIB1Y JAA|leltt. YErEZDH == P-gpe| 7|2 9]
A9k, BCRP, MATE1, MATE2K, NTCP, OAT1, OAT2, OAT3, OCT1, OCT2, PEPT1,
OATP1B1, OATP1B3, OATP2B1 H+ OATP4C1¢] 7]& & ot}

4) W AET

1) #Z&714

UZrEdAH|2ZE SARS-CoV-2 8 UwWAREE
olw, 3C Al T AR G4 (3CLpro) T HIF
A ¥t} SARS-CoV-2 Mpro7} SAHH slo]g|x A ppla & pplabs T F
SA Fof nfolej2 EA7 WAEth YEvuEANE2E Ki g 3.1 nM, IC50%F 19.2 nM
o7 A;stz BEaox P 2FA SARS-CoV-2 Mproo] &4S At XA AA g
A Y2rlEdH| 2= SARS-CoV-2 Mpro 4790 Ay At Aoz yehyi

12 =
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2) FHloly & A

<A ZujF Fntoly = FA>

UErREIHZE= o= =5 39 o|F, &£3td A Abgh 7138A 43429 dNHBE
A E 2] SARS-CoV-2(USA-WA1/2020 +2]5F) 7ol sl &ufolejx &4 Zz+zt EC50
2 EC90 3t 62 nM(31 ng/mL) % 181 nM(90 ng/mL)< YEFHTH

Qu=aE 3¢ WolAl BA2, BA2121, BA4, BA46, BA5, BF7, BQ1, BQ111 %
XBB.1.5¢] digt Y=wlEAH| 29 Fnjolgx o] P-gp JAAZF A= Vero
E6-TMPRSS2 AlZo|A H71E k. 2u|aE 819 ®HolAd tigh Y=ZrtEAR 29
EC509] %442 73 nM(H 9l 39-146 nM)A 0.1, o] USA-WA1/2020 &5 B3|
EC50 #o <154] WH3E wrgsith

TS Vero E6 P-gp Yol A3 (knockout cells)o|A] SARS-CoV-2 &3}, HlE}, 7w},
g, gt 7 2 W =& BA1 HolAldl tiE YErEAH 2 Futoljx FA o]
7hE Atk YE2rtER R 2 9] EC509] T%42 25 nM(E 9: 16-141 nM)°] Ath. W E}
o|A= USA-WA1/2020¢] ®Isl] EC50 gt Wshrt 3782 7} Adeo] w2 Ad
Zo)gth. T2 wWolA 9 EC50 3+ USA-WA1/20200] B8] <1.18) ¥H3lS Bk

rE R oE 1@

(@) ¥4 Fvtolg= A

A28 EPIC-HROIA SARS-CoV-2 dE} WHolo] 2 Z+dH

o] ofo] A5 & 5Y7HA BIQlIF AHZolA uio]z]~ RNA ¥

copies/mLY © & 74t #Ho] UJTHmITTL A+, WolzglolX ZZ14-19

A58 GSEFA(mAb) FAE A FRAAY WS AORE o FHA dskon, T4
1

e
bz
of

O

zy

o

&

o

aQ

>

f
&

2 o #de] A, FARE vt I ke evjaE Wold AdE tdAel
M= BFEAT o] oF Fo] 59 F 9okl nlsf Hpe]H2RNA FF] TAh s
EPIC-HRO| A #9121 W] 19 P+ EPIC-SRAIA WA E 293 7holl FARAT

@) Futolg s U4
<AlZEF B A BA>

SARS-CoV-2 Wl A, Mprox|&o] = AMEF SARS-CoV-29] ©idh nfo]zgix A,

715 3yt ¥ 7S AFu oA YErtEdH|2 AW SARS-CoV-20lA #z=
Mpro A& % Mpro 28] 235 vHedt. @502 WP =A] == ©E Mpro
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A ek3t A DAY =A 7ol Faglol, JHE Mpro Aol YdH ot Faw
Mpro S301P % T304I X8 Mpro2] C-Ztel] X3 nsp5/nsp6 FEH-$12] P6 2
P3 #2¢ Ao B Mpro AaF-floA o] &2 Azl | YErERRZ Y
A3 AHEA eFskrh ol#d X dFH Fade dHA A FTh

: F Ul YErtEAR 2 M SARS-CoV-2 Mpro ofv| =4k %] 8

e 2] gk T211(1.1-4.6), L50F(1.5-4.2), P108S(ND), T135I(ND), F140L(4.1),
(EC50 # Hi= w3} S144A(2.2-5.3), C160F(ND), E166A(3.3), E166V(25-288), L167F(ND),
T1691(ND), H172Y(ND), A173V(0.9-1.7), V186A(ND), R188G(ND),
A191V(ND), A193P(ND), P252L(5.9), S301P(ND) % T3041(1.4-5.5).

) T211+5144A(9.4), T211+E166V (83), T211+A173V(3.1), T211+T3041(3.0-7.9),

4= W3)) | L50F+E166V(34-175), L50F+T3041(5.9), T1351+T3041(3.8), F140L+A173V(10.1),
H172Y+P252L(ND), A173V+T3041(20.2), T211+L50F+A193P+S301P(28.8),
T211+S144A+T3041(27.8), T211+C160F+A173V+V186A+T3041(28.5),
T211+A173V+T3041(15) 2 L50F+F140L+L167F+T3041(54.7).

ke
o]l N
=
=
jus)
o

ofm At X g E 33t AEF SARS-CoV-2 MproS AH&-3F A3}tz E oA,
=9 SARS-CoV-2 Mpro X3 Y=zZwlEdu| 29 &S 38 o] #AaKi & 7]
Hj<= W3} A Zth Y54A(25), F140A(21), F140L(7.6), F140S(230), G143S(3.6), S144A(46),
S144E(480), S144T(170), H164N(6.7), E166A(35), E166G(6.2), E166V(7,700), P168del
(9.3), HI172Y(250), A173S(4.1), A173V(16), RI188G(38), QI192L(29), QI192P(7.8),
V297A(3.0). B3 B Mpro X X2 UErtEAH 2 @485 39 o FAAA
Tk T211+S144A(20), T21I+E166V(11,000), T211+A173V(15), L50F+E166V(4,500),
T1351+T3041(5.1), F140L+A173V(95), SI144A+T3041 (28), E166V+L232R (5,700),
P168del+A173V  (170), H172Y+P2521(180), A173V+T3041(28), T211+S144A+T3041(51),
T211+A173V+T3041(55), L50F+E166A+L167F(180), T211+L50F+A193P+S301P(7.3),
L50F+F140L+L167F+T3041(190), T21I+C160F+A173V+V186A+T3041(28). Th3 & X
& 2 A zgto] AlEZujdolA YERRANE Aty EAoM Y=riEdH= 24
2 38 wgte g Aok T210(1.6), L50F(0.2), P1085(2.9), T1351(2.2), C160F(0.6),
L167F(0.9), T1691(1.4), V186A(0.8), A191V(0.8), A193P(0.9), P2521(0.9), S301P(0.2),
T3041(1.0), T211+T3041(1.8), L50F+T3041(1.3). o]&j g X|3e] A5 FodL2 d4#HA 3
A

dEAF>

A1 EPIC-HR/SRO A, wlo] 22kl 9 wlo]=ghel & W7o o] &7}
g AMEEt gidAk(e]l &F Fo T n=907, 91k n=946)0l A F
7FE] Atk SARS-CoV-2 Mpro ©Fr|=4F ®s7F 9w} vlus
FolTolX FLF oppit oA WA, 258 o] ¥ &3 73 SARS-CoV-2

AN S

AN

m o T oo
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o

Mpro o}F|:=2F Hel= o] oF Fof & BdE XFoz FRHUL o] F Fo F o
A€ Mpro X 3ol T o] FAAHGTH  TI8I/R/del(n=4), E166V(n=3),
W207L/R/del(n=4). Mpro ATH9 Wolx, o] < Fof = BHHA X
A53285/V(n=7) 2 S6799A/P/Y(n=4)Rtt. T H&EF9 X2 54 Mpro A
A HA T FEEHA g

Mpro == Mpro G0l o UYdd Fof & THE X&S dLde BT o] <
Fof oAl A EAASHA] FSkth wEtA o] Xeke] A we e dEA AR R

G) Hlel2l & RNA 5 (Z2U-19 378 59 Z#glol) # Fo & 23dd A&
EPIC-HR % EPIC-SR& ZZu4-19

3} ulolel RNA HiE 9
7hst71 98 g A A4S AT

J4AE EPIC-HRY EPIC-SRe|A, Z2U-19 S48 #AQlo] FoF o] oF I 9J<f
Foo shewell A 108 H/ s 149 AN AT HIIF HEol 4 SARS-CoV-2
RNA W& Fx9 F7p7F #2EHJT Fo $ nio]gl2 RNA ¥H59 ASHEE T
7} 71Fd) Wl gddlon), Amzo g o] o I 9ok EojFoA] &

o ZE AFRAE 2 AE F 7S E3HY BT AEAA AF A s mT
(LLOQ)¢] miol#& RNA ZAdp= o] of Fofx thHl $of FoLoM FAMSAY o
A BEE A

EPIC-HRO| A Fo] & nlo]z{2 RNA HH5 3} o]& 7153 vlojglx AE 25 & 39l
59 9] o] ¢ FolF F, MproolA FHAFHeg Yzvrednz 348 7H4A]7)
Fol & 2dd xgho] 29 (3%) AN HEHJA o, El66V 1% 3 T3041 oAt
19o] XA F didA BF 149714 vlo]g 2~ RNA #|E&F¢] LLOQ w|vto]

>

(e
o
40,

7R A2 U119 & 2
o °of = fof o F dEHE HiolHA
et

Holg) 2~ RNA Adeh Agaglo], 28U 7HA] >
Zrell frARLTE HRol2l 2 RNA Rbs¥ F74 ¥hse] 58 H=Es gie
NI AE=7F 149 (SARS-CoV-2 RNA FF0] YA ow Hrte mpx|e ) o] 3o

7] wol &3] A = ATk

5
| o A AT FEEA St
RNA 719 94744 A#AAFLS dHA A

ofN 4
o
e T2
oz offf M

6) 2= W73
Uerede e d¥AEE i G PSARS-CoV-2 AAE 287 FHol7} 9
omz WA WAL daEA FEThE, Mpro AA7} obd AAl).
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5) 9FA13A
(1) TF ZE2 U192 132 AFe] =2 A AY
EPIC-HR(NCT04960202)2 SARS-CoV-2 7ol s ¢
BAE WGz 3 A2/34, FARA, oA, feF
g i AE g, FAFBMI >25), T H D (R A
AR}, Wz ﬂﬂ ﬂs& TE WA A8, AE8A
S8 o, AdgHd TsoEd A
7bed ARJAE UHA o ZEAAL = W 184 o]
o = % 60A ol 1w AU Z2UH-19
Aok w7 Abs 29 A =Hol(11) 5
o] f(HEvtEAHZ 300 mg/EUHIZ 100 mg) Eo foks
ZEU-19 H4d Ee HAHFTY olgo] e Abg2 9]
o7 YA E FTUHE FE ALl Ae = % =

],

A

Jo
bo(r
o4
rri
'ﬁ
[—

(EPIC-HR)

off
o
R
52

2 e
BN
o9,
ox

> o
o

ol\

N

)

2,

o

=

2
oo
o
>,
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Ly g
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> 0
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()
rlot
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Lo
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oy
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g

mﬂ
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s
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ox
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S
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o 2 X
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2T mN X

o

1o, of\
X
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X
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Hd
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o ik

W) 122wtk
Sofgct. ol
oA AR o]

= A9 E e,
AL BE) B4

o off
—Ll

Jo
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oX,

o

)

E

3

fr

R
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e
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A

1o
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f

L
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O

L

i
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(o,

i
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o, =
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K

fo o 22 5 2L
o
~
ol o
o>
(i3 lo
E
ot o
S
o & 2
&2
g o

-
—_
@
o~ od
o
2 o
o> ©
D)
AN
N
o

- o 03_
S5AIF o™, 51% = 4, 71%-‘:— , 15%+ oFA]ok]l, 9% = old ez} 1Y
- }nwm e, 1E3 1%E e} E

heA el ek ww % 67%E :ﬂ =
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Dzﬁmifema “
\Paxlovid for/Patients
_a:ﬂ*

@mmswmmm
before taking Paxlovid?

(1) @ Batore you take Padevid. el your heakthcars provider if you:

< have ary alengies

~ o liwer or kidney disease

</ a8 DBt of plan b0 becoms prerant
~ ae breastieeding a child

- have ary serious iinesses

wwwmmmumyumuu
0 Toll your heaithcare provider IF you ane tak b

A& I you miss a dase of Pasdovid within 8 hours of the tive it is usually
taken, take it 85 S00n a8 you Pmember, I you miss a dose by
more than B hours, skipthe missed dosa and take the Pt dose:
atyour regular time. Do not tike 2 doses of Padowid it th same fime.
B I¥ you ane taking @ ritonavir- or cobicistat-containing madicine 1o
ireat heparitis C or Human immuncodiciency Vius (V)
‘youl sheukd contimue to taks your medicing as prescribad by your
haakhcare providar,
5 Talk to your heafthcare provides i you donot feel bther or
yon foal worse after 5 dinvs.

) What if1 am pregnant ar bresstfeeding?

Thane is no WomEn of din

mothars with Padovi, Fora mathar ard unbom baby, the beneti of
“tasking Padorvid mary bae gressnar than the risk from the weatmant.

B y0u a0 pregras, dCLES Your optians and
mmmmumﬂnmw

Your should
ity i 3l i b menthad H you have
& chance of baing pregrant, Consult your madical provider for
comtracegrive methods that sult your neads.

3 How doi take Paxlovid?

{“.:J F
which am co-packaged for oral use.

E

Tabin 2 pinik tablets oF nirmarnebr with | wiibis tablist o rronanr
e 2 o ard 1}

o5 diays, For ench dose, Take ol 3 tablets ot fhe same Sme.

h-'.l
s, talk 10 po
vmrnmamm

() What precautions should I ake when taking Paxdovid?
{2 o Swakow the tabists whole, Do ot chew, break, or crush the Sabless.

acthviy whill taking Paxdovidd. If you ans brsastioading, %

LS WOUR DPtons and Spacific Shustion with your
Thaakhcare provider.

) How should | store Paxlovid?
0 Store Pasdovidd tablets af room temperatune, betwesn 15°C 10 30°C.

{E) How can | leam maore sbout COVID-197

Q 0 Ask your healtheare provider.
1 Visit the wabsite of the Korea Disease Consrol and
FPravantion Agency [KDGA] at heips-/fweew kiicagokr)

What should | do with any medication that s left over sfter
Itake & dose ar when | stop taking the medication?

In principhe, thins shouldn't b any lefover midication.

I there is amy madication left for reasores such a8 when you stop
‘taking & cluse 50 an acverse event, + o dispose
of & and must ot kesep it for later use.

@ Take Padovid with or without food. L weih forcas Bbor for up -5 v 1inss of Bio
®Do taking your haabhcare provide, S
wor i you fiool batter, ww:mo—muwnwwm
Safe Use Instruction

() What are the precautions for taking Paxiovid?

| Fnad and adhim ta Ill'm.l:ﬁﬂ o thia Lisas of Pacdowid for Pationts:
and b ,..mmm.

Confirm oy

(D What are the potential adverss events?

{1 Commaon adverse everts from ey
tasta akaration, diarrhea, high blood pressure, and muscle pain.

(P Whatare the medications not alowed to be
with Peoxlovid?
7 Since Padovid may wih cther medications, be sure to tal

your haalthcare provider about ai misdk Yo arg taking,

= if you ane taking ary cvar-the-counmer drugs containing St
mmimmwmumwum

sch as arcdaty and d

e surw to il your healthcans providier abaut it

L Ilmn'll hdhm

1 IRaroamin Tab Yisyu Phanmia

2 Minatrol Tab Dongkaok Pharmaceutical
3 Misisop Tab. Bold npwoo Phammacautical
4 Simmian Tah HLE Pharmacsutical

5 Evonguben Tab Taiguk Pharacsutical

] 5-Mi Tab Vivozan Pharmaceutical

7 Yes O Tab Theragen Etex:

B GYND-PLUS Tab Jin Yang Pharmacesutical
] Hyperin Tab Congsung Pharmacenical
T Myoonpwon Tab  Han Kook Shin Yak Pharmaceutical
12 Sense Up Tab Wiorld Phanm

13 CimesinPlusTab  Young Poong Phasmacestical
T4 Aroum Tab m-m .
15 EsmonphsTab Samik Pharmaceutical

16 Jedl Ceramin O Tab Pharvis Korea

w Perici Tab Secul Pharmaceuticals

18 an_m_;;'t Kwangdong Pharmaceusical
19 F Tab Bk Ph ]
20 HaradTab Subaung

2 Hepiion Tab Oonghao Bilo & Pharma
22 Femin-up Tab li=yang Phamm
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Q&As on sid

es
sl the oo ffect reporting

Pensation scheme

SAFELY USE
cOvID-19
ANTIVIRAL PILLS?

How to Report adverse evenis

) What if adverse events d arfter taking Paxdovid?
v wnmmmmmmm
and whether to cancel or

ity the

prescription.
~ Raport achvarss avents ta the Korsa insthute of Orug Satety and
Risk Manapament (KIDS] or contact the KIDS ot 1644-6223,

| Hulplines providing help with adverss svents and reactions |

KIDS Orilen regoriing : knars dnagaafa.orkr L
KI0S Call conter © 16-6223 7

LN P2 §
| How to report adverse svents and adverss svents |
Fpummraren Bccans KI0S's oliclal e A
Stepn stepz Steps
Aocasa KBS ol peeg sy
e ol e’ ol il

@mmmmnhw
to report adverse everis?

(" For patient : Se age, name, eic.
" [Pprassng your nam in ntists 5 s peeméteg 8.0 fistin Hoos — Al
advarss ovents : symproms and their descripiions
Egtart diate of SYTIRIIMIE, whater 18 SYMDIDTE 3 resoned, Bic)
Madication sipacted : product iam Pesimd,

harte of adminisiration, ete.
For the rerporting person - ctate of first symptom onset,
namie and contact or o,
' For pationt ¥ mivarseavonts
SR A8, NaT TR and Tk deseripiese.
(MM 3.8 vering / For the rerporting petson
poedact i,
it o s TERESRROn, S o B i A,

* Toiton D tha FaN0ning SEFE0N & Nt decnsad,
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(8) HIV 7+ SAHCD4+ THIXESF <50 cells/mm3)

(9) AZet B3t A9A9s s

hl 1’2439 o

(10) A7Fae == 27954 Frles 34}

A

= FAARNES So7 HAQH X

i
i
12

1) &5utE]l2 2HE(Disease modifying anti—rhumatic drugs, DMARDs) X85 ¥kl =
2=}
2) IA A7k A WEo] A At
(11) w17 AA) 8=}
(12) 713 siFat2 FHlE L= vl% 715730

¥ ol oF= F SHA| o) ARSsl XEE Wl =Rt

B AZE|I2HZO|E(20mg o)/ SO R 25 o) AHHkE A}
(2) &Z3}HA) (alkylating agents)

(3) Z23+=4 (antimetabolites)

(4) o]2 #&H AAIA A (transplant —related immunosuppressive drugs)
(5) ¢+ 38t ¥ A (cancer chemotherapeutic agents)

(6) =% IAAHTNF) 2FA| (tumor —necrosis factor(TNF) blockers)

(7) BIAAA == AGzAA¢ 71EF HESHA A A (biologic agents)

(8) Burton tyrosine kinase inhibitor |4
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A AL SAeINEA Hlsor Bk A7 Tk BAHAAL, AT 97 A
3 9 WYRS G dBsA Agstn 9A 2L BAAAE
© AP BREOC6. G SR D A7 e BhE ol B

2) o tGEHAE XFE HH

s
o] ¢kl AR = olUHIIRAE X
"

4etn 28 TP ANWRSo] BuHAY YFHOT JviglE
£ A9, ol %2 34 Fudm

sulgkgol} ohb@eA 2o F4 R AFb Vet

184 mwt 3zjol] t)sk A}go] &9
X oit) Aso] HkE o /\] W 2 AT Exjo] BALYTH12.HAESNZ 93 AH, 5)
SAAT A A5 2okl e o) 9] AW B HEAE s BT, Lo

et Fof" =z

5. A5 24
AE WA %5 slate], & A52E AlES FHEHA g

(‘12. AESE 3 AR 3) <kFs AW ZIAx)

o|N
1o
kU
fru
e
Pl
Y
ke
o

6. A%, FHF R 7IY47] A4 G4 W FH

fu

1) 9% 9 7y oA

(1) AP 8%
o] of& dFA FAR As= Sk
Bl AATAFAYA DA, dA A=A TR F
E43 2y J4 3% £%9 NHC =&=(NHC 94 =)
B el A Abd a2 H 7] o] yEbsal NHC 9%
AstE AT, JAF B7A 71 4 71 T o] FE AT FAIEs wWe NIHC
YF == 18W) ol BiA} AlFo] FasArh
b, o] 2 Al Folle FASA o, 7td gAY Brel= o] &F FH T

Z

1%
9 oAy Fol F 407 THH AYS AAstelor Bt

.

rl

(2) A 1HA (4 T Hot 938)
il F RIS ANAE, AE, 22 Z7]) g oy, A dd AdE 2 g
o} AbS ¥3EE AR H o Ejold] o]Atwt #yo] gtk



(3) TEAFAE

HAEE o] 83k Hiefzt HA AP A YA Ao A FE] A6LFE ALTL7HA] 9]
ok 0, 100, 250 == 500 mg/kg/days 75 3ot I, o8] wjefx} dAg Al A
AAE Ao A FE A6YFE A17Y7A] o] ¢kS Hu) 1,000 mg/kg/day7tA] AT
Fof g

Ha=a ZHoA 1,000 mg/kg/day(NHC 97 =2 8ul 4F) &M 24 & &
A, A5 =4 718, 5= W¥o] #FEHUAL, 500 mg/kg/day(NHC 9 =F2] 3|
) oY &FdA HA AT AL E I Adol #FHAT 250
mg/kg/day(NHC 94 =2 BT Z5) ol &&olAe 5ol YA eodth

1A =)
ZE 1,000 mg/kg/day &FNA 16vta] = 2vlg]e] Z7] XALES

BA 54 Ao =
29t AT A4 22]al 500 mg/kg/day &AM AT S7HE 2Tt 3

E7E o] &3 vigjat EA A oA AAB E7oA FE] ATLRE A19L7EA] o]
ok 10, 125, 400 =¥ 750 mg/kg/dayS ATE AT}

HaEA AAL 750 mg/kg/day(NHC 4 =29 188 &) &ZFd A9 A A=
Zrae] FgE AT 400 mg/kg/day(NHC 97 =29 7H] F) o]3t &A= ¢
=Ao] YEtA] ittt

2A 54 SHOEE 750 mgkg/day &FoNAMY AlEHFH T4 AT S FA
2 BF Al i wj o] AAT

ST WY AFAM GH QA FH AGURE Ff A2097A o] 2 Ay
500 mg/kg/day(NHC 94 &3} #ARE $2)704 AFFestgieh. A790AA ofm
$ 9= A ek

o of mE AL AN FEOR BHHAL £F A4 FS MAAY EE
SR F9 ol GBS MAEA vE FARA gt

o] oFe ToIG U=s} $HE A7 M NHC7H gEH Ak

Jolol A o] ko Q% SFEoIYWS WA F5HS mAs of o Fo F U A
2 Fol § 497k A7l DAEA @ETh £HE e BAE RA4RE FU
W, of ofe] Fof F ¥ HAE ol ¥ 4 ¥ S FE3AA M AL wAY &
3]
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(2) TEANIAE
EAA-T A AP FF T
o] P& A NHC7 #A&H At
3) 7}l 9379 34
v AGA AR FAT ), JRNA FJA o] ok ol A Fadt JFS w3

Ql A=A 250 mg/kg/day ©]’d FA3ARES W, A7

O 44
7Fd71 @Al A= o] oF Fo T B A Fo $ 4d FS aFFR] vl A
stetal ddHA AbSstES dadn

@ 24
Bl = 9ol w2 Ao R UFHAE, o] oS FAZ FA o A7 A o] o] FFS
v ThsAde H7bshrl S B At o fRHA dt 7Hd 7] wi-e-Aket
AAES sh= EACNA o] oY T T H viAH T F 37hd < aRFHA v
YHS gt JAHA AHES =S Harsfor gt o] ofe] mpAY Fof T 3L
ZH3e Wl AL AR Fdt HE olF9 AdS Hrhstr] A3 A7 A
3ol
o] of2 Igo £EEVIAE I AaHE K7 A8 FHET L HEFE A}
of =3 E in vivo WHol¥A AlgolM B (FESA FEAE 54%E ofd) EHE B
ATH F WA in vivo AFelM 28UZE o] oFE T3 FAMY Ao HAAE)H
ETAAME D S7AF) A o] e FdARClE FdetA Fuh. AAES} 2,
AAA (IR} A= 7 RS v Al A3t 238 7 =9 1
& AYAEA hg A77F AGH] loem o] oz g2 FFo Aj7|oA o
ofo] JFS WA 7heAS HHE Aod(l2. dE7HEAR, 5) S4AE AR Fx)
7. &otd] W3 Fo
o] oF2 184 Rt S| A ARg-o] SRAE A BTt
o] 3 HHER SAAEAAM W R AT 54 BEHUY. ot Sl I
o] ofo] kA B FEAL FHHA FUT(4. I Fof, 12.HE7E AT AR,
5) FAAE AR F=x)

8. 1HA} U Fo
MOVe—OUT QA EAA o] ekS Fo] Hke G54 o] 31} Fe AJQl 3ka} 7l obA
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% Wepdel Aolst gigieh 9ol me 2037 etk NHCe oF5e)

4 g % zae
& A e 4 o] FAATC12. EANE AT AR 3) oFEet 4 ),

9. AZo Aol WT Fo

A k58t BAAAM AFolA T55 A7 NHCO oF5stel Yrde a2 mA|A]
ororth eGFR < 30 mL/min/1.73m? TE& FA1ZQ] 3xlo|A NHCY 5Ee 37l X
ATt

2ejAde] NHCe 8 &4 AZe oflu=E, 2177t NHCY =Zdd Fonst 93
N A= &S o= oiddn

10. 7o Xl digk Fo

ZHgo) ghato| A NHCO] oFsshe H7h= =] &gt
1193 Algel A AL NHCS & 24 Z2E oilglernz, 7Hgelrt NHC
w2 9GS nHAE FS Ao dAHE.

11. 37 FAA1 9] AHA

o] oFe FF ol At itk o] 4 HF AW AT, B IFH JuE
BUHYEA QuEe Aaye dA9T. dFEHe NHCE AANY A

A o w oFHA d=

12. AE7HE A% AR

1) #8714

o] oF2 SARS—CoV—2¢] digh guolg)2 &S 7} HFefEoltt o] oF2 AujelA
AE Y FEHAIE FARAIQ]I NHCE tixte & AlX Y2 E¥sta NHCe o] ok E)
A B4 71 FRFEFY A= 214 (NHC-TP) 2.2 Q4ksleth. NHC—TP7HNHC—
14+ [NHC—MP19] el 2) ulo]el2 RNA ZF & L] 93] SARS—CoV—-29] RNA

H d
o] Z& 7]A(viral error catastrophe =& viral lethal mutagenesisC 2 <A QL&)
Aslel 9 AEZ wg dolH, 35 Edo|xe SARS-CoV-2 #YE A, gl o] ¢F
o2 A5 &AM SARS-CoV-2 32 N &4 d#g 7oz shal 3o

2) %2 %7}

NHC % AEW NHC-TPsh @utoleds 24 Alolsl BAE dyHos B7heA g
.
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3) %5 HE
o] ke F4 FW FF Fol NHCE 7A5Balss 5—cliieels AFetzolt
A2 dF EHUAAEZQ] NHCE AlXo #9d FHol oA NHC-TPZ A"
NHC= W<l Ivd thalel] #AAsles A 5L HAZE AXH #Fd 2/
ANEH o2 thatE o] A AL ® 25 NHCY k58S )3t AHolt).
o] ¢S I v dHFE T FAS FAHN=5)9 % NHC v+ U3 &F
2 AeE AT Do) B NHC FE H9) el g0

#Z 2. NHCSe <=3 HE

BtXtof| A o <tZ &t NHC Z|st8 & (%CV)

AUCO0-12hr (ng- hr/mL)+ 8260 (41.0)

Cmax (ng/mL)+ 2330 (36.9)

C12hr (ng/mL)+ 31.1 (124)

42 st X 21 Xtol| M o] ok &t

AUCO-12hr (ng- hr/mL)+ 8330 (17.9)

Cmax (ng/mL)+ 2970 (16.8)

C12hr (ng/mL)* 16.7 (42.8)

AUC Accumulation Ratio 1.09 (11.8)

T

Tmax (hr)¥ 1.50 [1.00 ~ 2.02]

SAo| oA Cmax 35% 42, AUC ¥ els

=3

2 ol Z8kin vitro) -

Z2E7| 22 85+ 142

HY A

7 t1/2 (hr) 3.3

227 AL/ 76.9

0-12A12F ZtHA S ot Ao 2 ujME 22F 23] | 3% (81.6%)

2 WA X b2 g AAsH XX oA J 14 AdMASHol A ZHEE x|

« ot kst BEMollM EEE gt ZANE AL T F gL

(1) 5% A
A &8t F400 ostd A", A, AL, B AW F35E7F NHCY 58] 79w
Sk F3FS W XA &t

@ 2of 84
zolE Yo @ of ofe A7 FaE v gt

@ Al =t
A7 &2 NHCE v &= AA AZ27F ofyth J& eFsdr &40 9stH HF ulA
To% A7 NHCE ¢F&gtel ov] e F3ks v|x|R] &4t} eGFRe] 30 mL/min/1.73
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® el B2
5% 2 33 03 845 PO o] ¢ % NHCS 5sto] Brte Ae gk
1YY delEol B2d & B NIC AR F AR AgRA gons, 2 Yo}

(2) FEZZZE A7

In vitro ¢17+ A%} o] F2} NHCE CYP & A P—gp 2 BCRP 42549 7]& o] o}]
ok, T& In vitro A7 A7 o] 2%} NHCE CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6 & 3A4<]
A A7} ki, OATP1B1, OATP1B3, OCT1, OCT2, OAT1, OAT3, MATE1, MATEZK,
MRP2, MDR1 B BCRP] A3j#]7} ofim, CYP1A2, 2B6 % 3A49] F=A17} of3ich. 73
S WA 55 ZEU19] ti B2 A8AE T3S HEk=H o of 19 F5AE
< B7hE A T

4) W B E3}

(1) 3ulolgyix A

o] oko] thAA|Ql FEFH A= FAFA NHCE Al Euj g 2404 SARS—CoV—-2(USA
—~WA1/2020 E2]A]) ] rﬂ 3 A4S el a, Hd F49] 50% 3= W $2(ECS
0) 3 A—549 AZe] AL 0.67—-2.66 uM, Vero E6 AF2 2 0.32—-2.03 uM 9
At NHCE= SARS—CoV-—2 tﬂo] &3}H(B.1.1.7), WEHB.1.351), 7vk(P.1), DEHB.1.6
17.2), FHC.37), F(B.1.621) ¥ w3 2(B.1.1.529/BA.1, BA1.1, BA.2, BA.4, BA.5)0l
0.55—3.0 uMe] H EC50 #HoZ M=Z H|3k A48 et NHCE AX v A
SARS—CoV=2¢] thg HAu|An 29| nfolejx & HAPAES YR A ot

l

(2) WA

F2h9) UIF ABEHRE Brle7) 97 24 AAAIFIA NHC Y47 gad ofn)x
2 A Ee B91E A BT NHCO) tha W4 9712 98 A gL ofd ey
) s¥gkey.

g2 @zuulolga(MHV, Wl22)dA $38 W4 85 A7 NHC A 24

s we AoE RNk 30 Al AW AE W F FEHE 26 gaste
Aoz BFFNT, NHC U4 B ot ABe B8 argrey.

Al T

) 24 EE A
ool Holel s 9ol AN H ol BERAT, 249 AYNANA 2540)
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(3) uz+ WA

NHC= A= vjeF AlRelA FHAIR 29 A ZHAot #HE T84 (nspl2) X|$H(F48
OL, V557L % E802D)< 7}%l nfolejzof thste] A S FASIJCERE WA 7Hs
Ao gde Hog HoH

(4) 35 2doA &ex"d SARS-CoV-24] d3 &4

o] oFo] Fulolgl X AL FAZ 19 whe-&, FAE, HP B A o] oFg nlo]y
FY A Z2 FY F 1~2¢ oyl Fogt F FriE A

g 2do]A o] ¢k B A A7]E ] SARS—CoV-2 d717t §oF o2 Aasta H
5 RS MAEZY vlo]H 2 Ayt s JA At F2E BHoA o] o Fof
Hlol gl 2~ RNA % #H Ao A4 vlolejs A7prt ZHAEHATH #HxF o] =24
ALl A SARS—CoV—2 & FX|7} fofstA #Aasta #Hwe] o AT

i)

A]
Al

Z]

(5) in vitro A X EA

o] oo hAA Q] FEHLAIE FAMA NHCE 3% =& A|goA Mz g2
AEZF thal] CC50 gkol 7.5 uM(AFE = CEM Al ZF)FE >100 uMol| ©
st AMEEAS Yeidn. o] e 148 3 84 E40A g834 2
AFA Z2o] thdk CC50 gtol 7 24.9 uM 2 7.7 uME AbS T4 AT A3
SAE Alste Ao ® YEEth

mm o K
B (o
2 ox rr du

(6) Ho]z 2 RNA t&%(rebound)

Al 37 MOVe—OUT Al@ellA] o] ¢ & 9ok Fof A& (Day 1) EFE 10€*(Da
y 10), 15¥¢ 2 (Day 15) Z/E+ 299 2H(Dat 29) Al Fd] A3 HAF AA L3
2] SARS—CoV—2 RNA ®|& FX]¢] F7HF, vto]#d] 2 RNA w5 )71 &2 AT o] oF
= 9ok ET = oF 1% H|OIE A Y vlo]d] A RNA ¥rs3) 344 2119 4+
o] Ajto] #F= QT

=1
A

oo} o] A B F Hlo|# 2 RNA W53 o] oke] F2 914 A(o] oo 52 A7 %7
RE Day 29744 9 i APD), B HAF @A) A 9F AGeIH A4 vhol

g0 AETe] A4

rlo
r o)
(i
N
&2
39,
u

5 =
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O THA
o] o2 RasH2 FAM(Tg.RasH2) vh-28 thdos 3 6704 B A A+ 2
7 RE E3(30, 100 == 300 mg/kg/d)ol ] el gl

@ WHoldA
o] ¢k} NHC= WAL 243t A2l & stAY 814 %2 in vitro BHE|E]o} EFZ A o] &4
(Ames &2 A S8 235 YEAT. o] 92 2714 In vivo AXF WHoldd 2o
A AFEH AT In vivo Pig—a WolH9Ad A8 a3 23S YEHY. ©] °F2 in vivo
Big Blue® (cII Locus) @2 H27F WHoldd AlFdAM 3ot} o] oF& (AL &
A3t B E stAY Al &2) in vitro &%) A3} in vivo HE A8 Al S| A FAA|
&4 =50l SAIATE AA Mol tigh JFS Fristr] fa FEAF A LX)

o] AMEE o] &3 ol A Fo] AFgEo] Ut

=
=2
=4 doleet A8 7IZH6Y)S THH R 1Y, o] o FARA AFEL ¥
o}

® A4% ol

RHD $o] A Abg NHC =&3e] 22} of 20} 23} o 6u) 202 o] 42 93l wE
3 QoA TS W Y%, WUBFY, T 20 wae o) gl

n
W
3

Ao Al Hil 500 mg/kg/day(FH B FH A 247} NHC 97 =2 49 ! 8u
A FoAg 10d =4 AT, NelA H3L 50 mg/kg/day(NHC 94 =53 ¢

A & 149 54 97, & vpg-2oA H3L 2,000 mg/kg/day(NHC 47 ==
Y S4 AFolMdes W S8 AF SAo] AR okt
= A% Aol EAEHA FoBEE A A At Al wWet AF

-
27 @AY Lo} BRotE Bao] YL FE ATHCA A Fo

9
e
-+
@

B o
A4
O o
My =
oM o
(e
o o
ox MK
o 1y
L2 8
e

RE Z2EAME FEFE F A= 7 F ol &= =A< TF=4do] HIEHd 17 mg/kg
/day(NHC 94 =& Rt 3 $£3F) o|Ao - BAHJY T 7d & dx I3 &
o 79 Arg a4t #FEHJL, ol Fo 149 Fol= ¢ A3 A3 W=
213 = AT

2ol A H3L 2,000 mg/kg/day(NHC 94 =F2] 198) F)71A T3 174189 =
A Ao A=A FHa 1,000 mg/kg/day (A R FH 242 NHC 947 =& 9u)] ¥
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o] F(N=709)n(%) \ 21 2F(N=699)n(%) | 2AE dx 2o]%95% CI)
A2997HA S48 XAFEE AT 24X 3 o) 49 2 AF(EE 99 T3
48(6.8%) \ 68(9.7%) | —3.0%(=5.9%, —0.1%)

- 134 -



A290Y71A RE A4 o3 ApH

1(0.1%) \ 9(1.3%) \ -
* 1A mEH2 7622 A[CHAX o CHet 71|2'5| SUEAN A0 J|He = g S7UEA
Ol A M297kX| UASIHLE AlZEE EHRH= 0] 2F F0{Z0lIA 7.3%(28/385%), 9[2F S0

ZOIA 14.1%(53/377H)0(AS. BHEl 2= POIL -6.8% 1 2(95% A2 FZF -11.3%, -2.
4% U LEAA p-74=0.0024).

HA 2P AISHARIE A2 9/of ofs| 0] ofo| RMEl ATHYIHEE LAl 3
0%(955 AZ[7ZF 1%, 51%)%U=2.

=M Anle F2LH9 BA UHAIZKS 32, > 3Y@A-5)o] wEt Ssis|of BH=lS

a1 skl g2 22U 19 Ay Mol steiE fEM BA Zo - dA PEH A AIEAYA

Difference (%) # Events/Subjects Risk Difference
Molnupiravir  Placebo % (95% CI)
Time from Symptom Onset to |
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Obesity (BMI > 30) |
Yes I-O-I| 29/535 46/507 -3.7(-6.9, -0.5)
No E—H 19/174 22/192 05(-7.1,6.2)
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Yes |—p—| 17/107 17/117 14(-82,11.1)
No gl 31/602 51/582 -3.6(-6.6, -0.7)
Baseline COVID Severity I
Mild (al 19/395 27/376 -2.4(-5.9,1.0)
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Positive He— 5/136 2/146 23(-1.7,7.1)
Negative I-Q-I: 39/541 64/520 -5.1 (-8.8, -1.6)
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BZ2LS A = A (HAE}: 02—-331-2000).

3) A AEIIE d2l T 4E =Fof i3] sh=dday® (M3 02-331-200
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Pathepn E 2110 E. Galbrgith Rd. Cincinnati, OH 45237, 224 2
Pharmaceuticals Inc. United States (USA)
MSD International ) )
) Pridco Indus Park, SR 183, Las Piedras
) ) ) 7]]/\ i
GmbH (Puerto Rico | 157 | p 1\ "pico (PR), 00771, United States (USA) | =&
Branch) LLC
111 Consumers Drive Whitby Ontario LIN | 78 &A%,
7 —
Patheon Inc. o 525, Canada (CAN) 273
Merck Sharp S 4633 Merck Road Wilson, North Carolina —_
& Dohme Corp. 27893, United States (USA) -
Sharp Packaging ul=+ | 7451 Keebler Way, Allentown, Pennsylvania XA+
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