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35%)cltt. PRV ES] dudY 9 eol e eEumE srE
Qb © 2 VA wh, A8 A E 0 A ok 2ol A &b 3 o] HAH YLk,

e 2 ek S AIF(EFD)S 7@ A 7]l H ol 1,000 mglkg/day © 7
A=t BTl A FaEATHAE JA1Y(GD
6-17 &, 7] GD 7-19 &]. #= EFD AToA AEd=xox &)k
FFe AFHA FUrh. Hi &0 1,000 mgkg/day oA HAE]
HEnEAH 2 =5 (AUCx)S Aol 51E o] oF &34 A =EK
U 4t} 7] EFD A& ol A 1,000 mg/kg/day ol A 9] 3k 2.3 =
B2 AF T2 09% HAh)7F #HEEJAT 1,000 mglkg/day A E7] 9
=E(AUCu) Q1A S1¥ o] oF 839 A ==rr oF 1149 o =kt
195 #3182 1,000 mg/kg/day oA th2 Frofgh dd=A(71 2 el El}
A AE)S T E A ehgkeh, Ao FlE o] of Sl A o] g F Hr) of 3 ]
=2 A =E(AUC) =521 300 mg/kg/day = E 7] Al o] A] ¥k 3 o gko]
A2 ] ekgktl GD 6 YHEH FH<L(LD) 20 L 7HA] ) 1,000 mg/kg/day 2]
PR of digk AbH/ARS EEH(PPND)

= i ‘j//u\
22 FAd st dEd s= HAE
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=
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17 4(8% 7+2) 2 PND 21 (AW 7% ﬂA)oﬂ Ef2}e] A FaT
PND 28-56 d7t# #zd Bzt AFol= ol zel7k giddh 1,000
mg/kg/day oA A AA=ZH(AUCH)S SAlolA Fele o] oF &k
= Wuk oF 9ul o] 3£ %kT). 300 mg/kg/day ol A &= Bl #Fe] Al S 37} B2 E A
edgton], Axpz oz wA AN w=ZF(AUCH)S QAo 515 o] of &ako] A<

o)z mch oF 6 1) o =9kt
<@ = 2>
gEn 2= /)9 SoHmol A GD 6-17 A3} 71914 GD 6-19 ol

JAs A=, 15, 35 ¥ 75 mg/kg/day &)t E7](0, 25, 50 2 110
mg/kg/day &%)l 47 Fo = ATt Q1Alell SRl o] oF &% Bt of 5 (A=)
T 8 Hl(E7]) o & A2eFAUC)A R} EldA gEUHZR Q1e
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7. 2ol ti gk Fof

o} @bl T o] o] A A e 2y A Rk,

o] ekl YAAFNE W 65 A o AT TS, o Art AA A

.

)

Fad H7tel 7loAgth o] ofe] F#9] vig¥ EPIC-HR % EPIC-SR = 174
Edx29 & AHN=1,578) %, 165 H(10%)°] 1t 65 A o]+l 1L 39 ¥ (2%)°] 1+
5 Al o]Folditt. ol & /Aol d A k] HREA Q] b Aol #EEA
grokom, 1 9] BarH Aol R Aket S $hA} 3k RbAA Aol FlE A

A
gotont, dF gt ¥ U EE WAl 5 gl
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o] oF H}FFojo] et AA = At A=A RUH P G H BES L3
ATHA 2] 2] 9 |0l A o gt} o of meFE oo Ut 5A & 54 gt

1) ol o] o] FA] &= ol Bagit),

2) SIFES Aeh 71914 Aho] ThE §71o] makahs A o|okE 2.8 % Abm
wAgolLh o oFE F4 Askel Uelo] B glon s Aee] §7]¢ uykt

1. d27HE AR AR

1) 28714

o|N

T4 EEVSITF ZR2Unbo] 2 A-2(SARS-CoV-2)

L

2nfEdHEE &
gfol g A o] th('4) M| B ET} =),

ZEUH| 2= HIV-1 922352 A A o] X7+ SARS-CoV-2 MP° o s A=
gAo] olUrtl gEUH|EE YernlEdn 2o CYP3A "/AAIS oAs Zx}

YevEdu 2o 94 $Eg

Yeohe ) 2/ g o) ofgehe AZE dgAel A FEE 2219
o Rkl A AL,

2 =] 2 100 mg 7} 8- A], Y 2rkE ] 2.9] AUC = 250 mg-750 mg(5 31 ¥
A7) 0.83-2.5)°] B3] Fo] W99} 75 mg-500 mg(+ 31 E W&o 0.25-
1.67 HH)Q] U}3] Fo] Mo A & d AR AA F7hEc UYEnEdn =
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B
B

e 98 AGEE 5o 2 dAd =gdon, H FAMEL of
2 W it

YevhE ) 2/e) B o] SREekE S48 1 20 qlrk

[e:

2: 4% A A U ZrEdu 2 9 Eu 29 SFE e 54

Yaredr = =
(DEH 2 g Fol A) HE=

=T

Tmax(hr), &% %k 2 3.00 | 3.98

YavlEdH 29 ﬁﬁﬂ 7183 4 AUCint 2 Crnax <]
wAEe] 9 A3 o) 2 oK (A 53 2) Ml (90% Cl)& 7+t
119.67(108.75, 131.68) ¥ 161.01(139.05, 186.44)°] A thb

By

% Abet @7 el Ast 69% 98-99%

gol-g4u| d 0.60 0.14¢

Vo/F(L), B3t © 104.7 112.4
24

e A AA L+ AL

W71 (Ty)(hr), S+t 2 6.05 6.15

73 % 2&(CL/F)(L/hr), B 3F © 8.99 13.92
A

UEntE @H 2= CYP3A
] o S
oiAF 7B = 7! ?l;;}‘%jﬂ ﬂifr:é zg ?”ﬂ 8 CYP3A, 4] CYP2D6
43t

Gk}

% W U ofE B =42 35.3%* 86.4%"

) B o Ay E =2

(/;] e A i% %Eg)ﬂ °° 27.5%¢ 33.8%'

% 2R oFE #5341 49.6%° 11.3%'

% aWozn wAHE= FF

G ge gy 50 0%* 3.5%
CLF=RXR7] F248; hr=AZ; Lhr=A1ZE 9 dE; Tru=2F24d 7] Tma=Cmax o =2 A17

Vo /F=217] 3 ﬁ%?%

a. 473 Aol A gl EYE] 2 4 100 mg 7 37 Y 2rE @R 2 300 mg(2 4 x 150 mg)S 3]
Folgh 39 245,

b. AF(LAY 5 nZEE F2]) B 5 el U2 rEAN 2 300 mg o] 13] 4Rl -
12 A1, 0 A1 ZF R 12 A1 ZE A Aol 2] EvE] 2 100 mg o] F7F 7oA.

c. HEwEZN] = 300 mg(7d 7+ AENA)E B EHH 2 100 mg(F Aot &7 3d 51U 232
7o,

d. Ad+ o 94 vl &

e. -12X17F, 0417 12 A1 7F 2 24 X 7hol] 2] EUFH] 2 100 mg &2 S 738FaL 0 A kol Y ErtEdn 2
300 mg 77 dEY Fof T 19F-NMR #2422 <l

f. 4C B EUn 2 258 600 mg H 2] F M“C HA o AH (U JEU 2 &9 6 1)

EPIC-HR oA o] ¢fo 7 A gt AFollH 55 AR-19 A tdate] o 54

59 3 UerlE 2w v

=
i
e
ke
w
2,
kv
©
%0,
o
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F21-19 3Rl A Yarl=Edn) 2/z) EUH| 2 300 mg/100 mg 1 Y

23 Fo 3 o259 59 A UErELDH|E =5 vj/¥S

¥ 1A PR (RS’ BECLCDED
Cmax(ug/mL) 3.43(2.59, 4.52)
AUCtau(pg*hr/mL)° 30.4(22.9, 39.8)
Cmin(ug/mL) 1.57(1.16, 2.10)

Cmax= dﬂ% -%] EH %:‘}J:—; Cmin= C‘ﬂ% -%] o l<'3:‘L:—(Ctrough).
a. A& 718k (10 WAl 2 90 WA W 9F) o A,
b. AL PK w7} 1= 1,016 1 @) il ak#fol 7] bt

c. AUCtu=1 < 2 3] o] A] 0 9l A 12 A ZE74A] €] o] 55 AUC.

(1) 22 &9 o3
A7 Aol Al AW £-21(800-1000 ZH=e], 50% AWHS Fold I
UzntEdn] 2 9] oy dlo A iAo 7 {93 o] = w2 E X ek}

(2) 5 A
AT (T 18-86 Al), AW EE QF/WEHo| mE YErlEdn 29| oFEEe] A
g o7 Fo]3t 2ol = ATt

<o} 3 z}>

gl

7F18 Al P RE ghztol] T &k L 2t E b 2/e] Eupe] 2 9]

<A

-

Aol BA>

100 mg & &7 gk 5 Aol $hxfof Al 9] O3t 3 4 oF ATt Aol 7t gl
A7 gk izl vlal, A5 A7l Aol A Y 2 ek E PH] 2 9] Crac ¢t AUC = 30%
2 24% ] %o, T Al SxlelA = 38% H 87% U E%ki, T35
21 7ol ghxfo A= 747 48% H 205% U =9kt
E 4: A7t YarERH 28| EYR| 2 5t nX = T
R A7s A% Al T E AF e % Al %ol
(n=10) (n=8) (n=8) (n=8)
Crmax(ug/mL) 1.60(31) 2.08(29) 2.21(17) 2.37(38)
AUCin(ug*hr/mL) 14.46(20) 17.91(30) 27.11(27) 44.04(33)
Tmax(hr) 2.0(1.0-4.0) 2.0(1.0-3.0) 2.50(1.0-6.0) 3.0(1.0-6.1)
Tw(hr) 7.73+1.82 6.61+1.53 9.95+3.42 13.37 £ 3.32
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AUCinf:}\]Z_]' 0 oﬂj\i -—,—w—ﬂ] ]7]'77]'X -/] 9]}\]'51 AUC Cmax:‘?l'ie]—“ﬂ
SD_jzj i]’ TYe= -"]%—/;\—/\E] H]—Z:]!-7] Tmax=Cmax oﬂ E% }\]7}_

e Tmaxoll e T FaH(H 91) 2 Tyoll ek A=t + SD o] 9l ell= 718k (715134 % CV)°.
LR,

B

g % CV=RlEA5;

<ol $A>
%552 (Child-Pugh B '5-5) 7H 4ol Aol 4 U 2w elu) o] opg et e o] b 2

mg 3} Y ErtE HH] 2 100 mg(5 ¥ #8721 0.33 ¥l)S @3] A F 5
A7 gkl wlaske] fA FF Zgel(child-Pugh ¢ i) EAE

Y2 uEAN] 2 B gl B 2 9] ofg gho)] nX| = F T A5 A %
() YA FEHZTE A Y
X 5E U8 &0 YErEAH 29| Cha 2 AUC ol HIX] = o] 7]& 5] o
A tt.
¥ 5: ThE ofEo] YErELH| 29| ¢Fd nj/jFd nX = JF
(T A9) YeoiEdn = o5t
wl7Rge) Mg
g (48 oF2 3}
B8 o . EELL EY N LR HERA)
- PEUH =2 (90% Cl) 53 3&=100
Crmax AUC’
300 mg o 4 = 56.82 44 50
7} = upal ) 2 b 1423 30071 %Oﬂmilf 12l 10 (47.04, (33.77,
(16 3] %) (251 1) 68.62) 58.65)
200 mg o] o = 118.57 138.82
olEgtmuE | 1913 30071 (;Oﬂmilf 22l 11 (112.50, (129.25,
(8 3] =) (521 ) 124.97) 149.11)

AUCu=517tZ Q1 A17F 0 9| A A7t tau(t) 7+ 2] AUC
a. 7t 2ulebA A 4 7d-9- AUC=AUCins, °] Eg}Z1}E 2] 29~ AUC=AUCtau.
b. 7}= H}Wﬂ 88U A 15U7H#] 1 23] Xl o} 300 mg 7H 4] A A = ATH(el: 1 LF-H 3 d7HA]
100mg & 1% 2ﬂ 497 E 7U71%] 200 mg S 1Y 2 3]).
6 ol = Y2 rtELAH] 2/ E U] 27} T2 2FE 9] Chax 2 AUC of] ] 2] = 0]

71= 5o 3
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X 6: UulEdH| 2/8| EUH]| 27} thE kB9 k%8l n X g

71318 w9 A1 oFo) &z oF
£ (5T A3) W 2-8-(90% Cl);
HQotE
o‘g‘—li N T%b}_’loo

HE4E | UEvEIHEEEYHE Cnax AUC?

. 2 mg 300 mg/100 mg 12 2 3] 368.33 1430.02
n ot (13 %ol (9 3] Fol) 10 (318.91, (1204.54,
" i 425.41) 1697.71)

o] 9 3 233.06 194.47

chi) 7hE e b (1%5 ’2904) 300 mng%O Q%;be 2% o4 | (17214, (155.29,
B T 315.54) 243.55)

a. "|gEF¢ 2 g7t E @ 259 )k AUC=AUCinr.

b. mlttEsre] A, AlF=d=rEdnz/g|EyH|2+ntEY, di=vgEdE. muEEe
CYP3A o A& 7|&olth. HH|ZFESS] A5, Ad=yarEdH 2/gEYn2+4H] 7t ES
o) Z=Ut}H] 7 E &, U] 71 E @2 P-gp(p-glycoprotein) 2] %] & 7] 2 o]t}

<In Vitro A &>
N EE P450(CYP) A4

« YEwEAH 2= CYP3A 9o 7F9gHolar AZF JEHQI A A o] A1,
CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19 = CYP2D6 &l A|A|=
olUt} U EulE ] 2= CYP2B6, 2C8, 2C9 2 3A4 9] &L A o] A vk, A Q+%

A5 gerol A o]l g OYP B4 f i A8l wAleh g e B E el

« YEYHEZE CYP2D6 2 CYP3A ¢ 7]dolt}. glEUH|ZE CYP1A2,
CYP2C9, CYP2C19, CYP2B6 ¥ CYP3A ¢] 54| o|t}.

<&-HHA>

R

Mo

Yer e 2 pgp @ OATPIBT o o7t} U 2rl=au] 2 Pgp o
7] A o] X9k BCRP, MATE1, MATE2K, NTCP, OAT1, OAT2, OAT3, OCT1, OCT2,
PEPT1, OATP1B1, OATP1B3, OATP2B1 &=+= OATP4C1 2] 7| & & o} t}.

YZrlEAHR 2= SARS-CoV-2 T8 T s ai(Mre)e] elo] =iz}
AgA Ao, 3C FAF ©@WMARFHFA(3CLP) i H]FFZE ZA5(nsp5)
gl g A2 %E A HHh SARS-CoV-2 Mozl 5™ nlole 2 thghul 4
ppla % pplabs HIT S Al Ho wlolgl~ EHAZE WA HL
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Uesl e 2 K % 3.1 nM, ICsst 19.2 nMO.2 A3ksta] 246 x] A 254
SARS-CoV-2 MPo2] 345 oA gt} XA AA T A Y ZrlEHH] 2= SARS-
CoV-2 Mo 3EA FL9lof| 21 Agsl+= 1 o & el W)

.I.4

3

(2) Futole &

il (

<Al W% gutol el 2 2>

UZrlEAN 2= 948 =5 3 9 o]F, wstd A4 A 713X ZIA Q]
dNHBE A3 2] SARS-CoV-2(USA-WA1/2020 #2]5) 7+4dol ths] &ulolel~
4] 7+7F ECso 2 ECgo %k 62 nM(31 ng/mL) % 181 nM(90 ng/mL)S YEFS T

om IR 519 Wolx] BA.2, BA2.12.1, BA.4, BA.4.6, BA.5, BF.7, BQ.1, BQ.1.11
2 XBB.1.5 ¢ tj gt Y 2 u}EAnH| 2 9] gujo] & 2~ g4 o] P-gp & A A 7| = Vero
E6-TMPRSS2  Al¥oA  H7lE At oua2  31¢ oAl ok
YUantEHn] 29 ECyp o] U7 83 nM(E 91: 39-146 nM)S} 2.1, o]= USA-
WA1/2020 2] 5=l H]3l] ECso #k] <1.5 v} W 3}-5 whed i}

TS Vero E6 P-gp Y o} Al 3 (knockout cells)ol| 4] SARS-CoV-2 &3}, | E}, 73},
det, g, 7 2w AE BA HolAd gk YEwlEdH| 29] Fujolg
gAdo] HIIE AL YEulEAH| 29 ECsyp 2 TS 25 nM(H H: 16-141
nM)o] ltt. #l e} ¥ o] A= USA-WA1/2020 o 1] 8] ECso %t W 317} 3.7 vl = 714
HpAd o] Wre A1 g Mol Q). v Wol A 9] ECs 4k USA-WA1/2020 of] 1] &)
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