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16.1 MmAiRE
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— 4
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Coox (1t g/mL)

2.21 (33)

AUCi,e (p g+ hr/mL)

23.01 (23)

3.00 (1.02-6.00)

i (hr) 6.05+1.79
U ~enw Coae (ng/mL) 359.3 (46)

AUCy,e (ng * hr/mL) 3599 (47)

To (hr) 3.98 (1.48-4.20)

tys (hr) 6.15+2. 24
n=12
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U b EVIE0.01~30. 0 u g/mLOFREHIPA T & b MR A8 & 99%
A L Y b EA2ug/mlicB T 5 b Mg ol ERBITR
1Z11. 4% Cdr o 7= (in vitro),

R A I == R LL E/1300mg (1% MAREIR) % U - E/1100mg
PEFA N CTLH2EIBHFKER NS Lz & & OVz/FOEEEIL, =V
< FLVEEL04. TL, U R B2, AL Ch o720 GHEAT —
O

16.4 Xt

In vitrol kRN 6, U M FEAEFA T ClE=L~ h L enidE
ICCYP3SMTHRIIEND Z LRI SN, =~ ML LELE ]
e LR E Lz &, =/~ F L ELORBMPEES N
%, EFER A=< b L EL300mgZ U I L (1[E]100mgZ% 1
A2l R T CHERRO#&S Lz & & I IciBo -3y
HYEIZ=L~< ML LVELVOREIERDORTH T2, 7B, REV
FEPEREREH RN D TNICRD SR GFEAT—4),
EMNFIZ v Y =25 HWERRT, U M E/LIEE8. 7%~60. 4%03
R S d, BB OB A LT D Z LR Sz, £,
U M ELORBHIILEIZCYPSAK UCYP2D6 23 B 55 Z & AR &
N2 (in vitro), TEEIEBRSINZE (ICCERRY ML SR
FlzHEERRO#&S U, R, EPONBYWERE LR, REE
FOFICARE OB D R S iz,

16.5 HEitt

U b FELEHHALEZEED=/L< h LV ELOLRERREILE
Pt TH Y . =L~ P L EL300mg (RRARREIK) %V e
100mg (1[51100mgZ 1 H2[E]) HFH N CHERRA#KS Lz L, LW
PRS2 5-E D #935. 3% M UM49. 6% F B E Y E 2372
SNz, Heitiyh o FE Ry B E 1T =~ b LV EVRZEL
BTHY ., MARSIRER T DD BEORFWBIRD SN (SME
AT —4),

TEEIRBRBINE ([ CERR Y b F LD H 72 A FI600mg % HLEIRE 11
BB LI- L &, BE%148RE TIlo, BE5 L7-HUNemss. 4%733
s 1L 3W IR ~Z PR S vtz, F7o. RE(LIFRK33. 8%
IR~ 3 B IRF PRI E N GHEAT—4),

16.6 HENDEREHT HEE

16.6.1 BHeEEERE

HEE (eGFR 60mL/minLA_F90mL/minAiii) . H45EFE (eGFR 30mL/minkh
60mL/min i) M OVEFE (eGFR 30mL/minASlily) OBEHEREBE
IZ=~ FLLEALI00MmgE U R EAL00mgEH T (=4~ kv
L DR FTI2RR, SR, B 5% 12000 K OR4RE IC B ) T
HERE O Uiz & & IEW B AT RSN L ik
LT, =/b= b LV ELDCy S TRAUC, 00D FHE 35 T e (o] L 13
0 O B RE I FR A CUE30% &% N24%, WA O B REREE R E
VL38% K TR8T%,  HLEEE O R HE R 2 FR A T IR A8% B UR204% 5 v o 72
GMEAT—4), [7.2, 9.2.2, 9.2. 3]

EHERERRE S =L~ b UL EL OB IEIC R IF T

IEH 70 ERSRE | B BRRE IR | v B R AR | B RERR

(n=10) (n=8) (n=8) (n=8)
Cone (12 g/ml) 1.60 (31) 2.08 (29) 2.21 (17) 2.37 (38)
AUCy (pg«hr/nl) | 14.46 (20) 17.91 (30) 27.11 (27) 44.04 (33)
T (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)
ty, (hr) 7.73%1.82 6.60+1.53 9.95+3.42 13.37%3.32

Toa + TORAE (REPH) .ty 0 AT RS, Z OO/ T A —2 - B FEIE (CV%)

16.6.2 ATHEEfEEHRAE
s e o [IFRERERE 2 BB (Child-Pugh%yJEB) =/~ R LLE L
100mg% U FFEL100mghE T (=4~ k LV EL O 5 Ri11205 1,
BeGg, b2 1205 e OR4RFRIC e ) CHER DG Lo L &
B v R UL E L OIRERITIER 2T AT 5 IRRBINE
LRETH Y GMEAT—4),

FFREREREE 2N =L~ b LV EL OB HEIC R %

T 72 PR RE T EE TR RE R
(n=8) (n=8)
Cone (1 g/ml) 1.89 (20) 1.92 (48)
AUCiye (u g+ hr/mL) 15.24 (36) 15.06 (43)
Tuax (hr) 2.0 (0.6-2.1) 1.5 (1.0-2.0)
tys (hr) 7.214+2.10 5.45+1. 57

Toox + FHRAE (BB | tr 0 SATFIOME LIRS, COMD/RT A =2  RAFHE (CVE)

HEONTHERERR T B 25 5 & U BRRBUI I L Ty,



*%1

6.6.3 /NEEE

6% LA B IR E20kg L D /NR B 68A1IZ =)L~ |k L L E L 150mg
Xi%300mgZ U FFE/L100mghEH T T1H2EI#E G LTz & & OFEYE)
2T L7 OMEAT — %), REERISEMEREE T L ROV Ok
EA A VTR LA B DR E20kg LL_E /N A 1T L CHESE
ML - AR TARIZIE L L xoEsikERomigh= 1< L
NENDREFZEREEZHE L2 2 A, FAOMET= 1~ L LN
OURE R L RRBEIC2 D LfEE S,

INRICHER G- HREZ5AMRE Lz 0=~ L ELOEY
L ST A —Z OHEEE

HESRI -
Jiik-is
Cuax AUC.u Cain
Ry | RERS | (=4~ L (gl) (o gohel) (pg/ml)
LEL/Y R ug/mL ug - g/mL
FEN)
3.84 34.0 1.76
40kgLh 1= 300mg/100mg
12850 L (1.82, 8.38) | (12.6, 89.3) | (0.40, 6.45)
I8N | 20kgbl 150mg/100 3.91 34.3 1.74
10kgAii me/OOME | (1,85, 8.22) | (12.3, 88.1) | (0.38, 6.40)
4.38 39.3 2.07
40kglh 1= 300mg/100mg
6L L (2.02, 9.27) | (14.1, 100) (0. 46, 7.30)
L2mEARIE | 20kgBh 4.61 40.6 2.08
. 150mg/100mg . .
10kg A (2.20, 9.90) | (14.8, 106) (0.43, 7.70)

a
b

1
1

1

) RHEHEEY T T L& O TAERB00E DY I 2 L— g v & EE L7
) SATPEE (10/8—k 2 Z AL, 90,8~k & A L)

R HE 20k g AL D/ NV A k52 & L 72 BRI M L Ty,

6.7 EMHEEER

6.7.1 In vitroitE&

=)< MLV E  PgpD B TH D, £im. CYP3AME Al Wi L Y
REEMRAFANC L L. P-gpZ BLET 519,

U R EJL 1 CYPSA L BB BIMME 2R LY, CYPSATIRL S D
fix OPFAEAORB ZBENHET 2, 77 v Ve %R
# L, CYP1A2, CYP2C9, CYP2C19%#HE T 5 Z L Nbhr> T 5, Bf
FRIEHN DM PLEE 2R S, FND ST 2 58 1130 EH D
TSI L 22 D ATREMES B DY, [8.. 10. ]

6.7.2 EREREMMAE MR

1) A +ZaFV—=ILRUVALAIEEY

=~ b enEY MFEAGFRATCA b T )y — 1 (CYP3ARR
EIR) I H B (CYP3AFEIR) LOFRREG L &=
A~ LIV EANKENY b FELDC,, S OAUCIZ R~ 5 B A T L
TSR AL TICORT O GMEAT—4), [10., 10.1, 10.25 8]

HIANR=RBE L XFA b T at Yy —ABn=r~< L LELERY b
EL OSBRI R IF TR

ps EITE ST A —Z DY (%)
A (DA 5/ BEAIEE ) QORI D)
n
7 = hLAE =)< LI ENL J e
s | g |
VYR FE Cos Auc? Cons Auc?
i 300mg 300mg/100 56. 82 44. 50 25. 59 16.57
o LH2[ ":iwh;g 10| @704, | (33.77, | (18.76, | (13.32,
(16[m1#%5-) R 68. 62) 58. 65) 34.91) | 20.60)
PR 200mg 300mg/100mg 118.57 138.82
+~/‘Z/u 1H1[E 1H 2[E 11| (112.50, | (129.25, NC NC
(8142 5-) (5142 5-) 124.97) 149. 11)

a
b

c

) BB IROSAIE100 (%)

) HANRTEEY  AUC=AUC,,r, A kT =5 —/b : AUC=AUC,,,

AN B I EGBAAESA B 5150 B £ T1H2ME300mg % THYE (1A A ~3H I
100mg#% 1 H2[E#e -, 40 H~7H H{X200mg% 1 H 2814 )

NC: B L TunZgn

(2) SEAYSL, FEA LS URVARNREAFY

=~ bbb ELEY MFEAJTTI XY T 4 (CYP3ARE) .
HEH Ty (P-gpi®) Xikm A2 ZF > (OATPIBIELED) & ff
AL LI EDIZS T A FET T U UIRARRE T D
Conx K NAUC, AT 59 2 B2 541 L 72 SR 2 LA IR 31719 (S4E
ANF—4), [10.. 10.1, 10.2&]

=~ FLIVELKROY hFEAMRIFE YT A XEH T dnm
ANAL T DI EIEI RIF T A

BN T A — 2 DY (%)
B b (GF 5/ B )
N (90%fFHFIX )
T ; =A< hLe .
oema | om0 Co AUC..;
) 300mg/100mg 368. 33 1430. 02
~ = mg
spvsn |, e 1A 2M 10 (318.91, (1204. 54,
(BRI ) (9l 5.) 425.41) 1697. 71)
s 300mg/100mg 233. 06 194. 47
VA AN (g:qua]r;%g;) LH 2] 2 (172. 14, (155. 29,
- (3l &) 315. 54) 243. 55)
s 300mg/100mg 212. 44 131. 18
H;/;5 (;c;:;:?ﬁg;) 1A 2M 12 (174. 31, (115. 89,
- GEET) 258. 90) 148. 48)

a) BENRVEAIE100 (%)

1) ARFN DR S HIER ORI, AR O6REL_E2> R F40kgh Lo/ IE=1
~ R LV EL300mg & VY b BV 100mg 2 [AlBFIZ 1 E 2[00 3% 5., 6Ll B DR
20kglh F40kg ARG D/NRIZIZ =~ B L EL150mg K VY kT E /L 100mg % [F] LI 1
A2l AEETH D,

17. BRIRRLKE
171 BHURVREMECET 2R
17.1.1 EFRHFES I/IH8:K88 [C4671005 (EPIC-HR) FHER]

187 LA EDSARS-CoV-212 X A IERYERF X HIZ, =~ hLe
L300mg L TNY R e L100mgZ JFFCLAZES A& S Lz &0
HMER OGN EFMMT S Z L 2B E L7 T BRI RIEES
(L ZE BRI TRER MRS 2 0 U7z, 3 EREATE B 1L e A b
28 H H & TDSARS-CoV-21Z L 5 EYLEIZ BT O & D ARt I Z#H %
Bl 7e VT DA Xy RRRD bR g oRE L Lz, £
BLRMENT T 5 FRIMEHNT (20214E10H26H T —4% H » b4 7)) TIX
1361651 (AARANLG) BNEEAL S, EEGEMEE (mITTEHE) o
R, =~ FLLEARONY b FEABEHRER. 8% (3/3894)
ST T B AHET. 0% (27/38561) TH 0 \HIG OREM 221E-6. 317%[95%
1ZHEXHE : 9. 041, -3.593] Tho7 (ED, NRIZ, =L~ L
JVENL KON ST EVBEREECARES/ 38941 (0. 8%)  FE1-0/38941 (0%)
ThHY. FTERBETABR27/38561 (7.0%) ., FE1-7/385%1 (1. 8%)

Thotr, BB, EBEALEISNI-TXTOBEBRSINE21136] (HA
N6 (231 2 RWLBHME O C o RZFHMEE (mITTHERH) o
FERIL, =~ R LLEVENY R e LPREE0. T45% (5/67141)
A NS 77 & AREE6. 801% (44/647H1) T ¥ | EIEG ORERHIZE1X-6. 137%
[95%FHEX R : -8.208, -4.066] ThH-o7= (F1), WiRIL, =L~
MLV EAKROYY N EAORBETABES/67145] (0.745%) . SET
0/671%1 (0% <THY ., 77 R TABL44/64764] (6.801%) ., ST
9/64741 (1.391%) T o770

K1 EEEHME A ORE R
T IR AT 5 2R

== hLILEL KR

[RERIp- 77

mITT4ER

A R MEBUEIA

TR L DE

[os%fE ] » "
p{lﬁa) b) ¢

0. 8% (3/389%)) 7.0% (27/3854)

=6.317% [-9.041%, -3.593%]

<0.0001

mITT14E [

A Ry NFEBLEIS
TR L D
[os%fE <] @ "

1.0% (6/607f) | 6. 7% (41/612f3)

~5.765% [-7.917%, -3.613%]

mITT24 [

A v R REBLEIG
TIEAREELOE
[95wIREIX K] Y

1.1% (7/6614) | 6.4% (43/669%1)

-5.425% [-7.460%, -3.390%]




HAE 2L SN T2 T X T OGBS INE T OREHHBEME OMEHTE 5
=)= hLILEIL DY
U b eV R

ARy hREBEE 0.745% (5/67151))
TTRARBEE DE

77 e Rk

6.801% (44/647%1)

Ej . -6.137% [-8. ~4. 066%
mITTSEH] O 6. 137% [-8.208%, —4.066%]
pfE” Y <0. 0001
A Ry RIEHEE 0.921% (9/977#1) ‘ 6.471% (64/989%)

mITTUHEE] | 7 5 v ke & o 5%
[os%fE ]
ARy NFEBES
mITT2SEM | & 5 ke & 5%
[95%{= R X I] Y
a) MEMEA(E3AR B OVisitiZB W T, BIEA{28 A H ORI £ 58 T L2855 A 13 Visi thi s
T, ZORNZERBR T L SUTBIERRE & 72 o TS A TR RIS & SRR T HE Y & L
7=
b) BEMZEIIKaplan-MeieriBic K W HEE LA X0 FRBEIS L0 EH L, 5 #i36reenvood D
ARICHESEFEM Lz, EEKEIZESTEEC X0 5l Lz,
c) WaldbiE, A FEAKUERmMO. 2%, FREREAKOAFARME XML L, PRAITIC X D50
EDLEIEOFRIEESTIEE LTO Brien-Fleming® o o W BIE A V2,
d) WaldiiE
nITT4ER SRR (LS, TRBRIEMSIEILL B S, R—2 T 1 %0 b EEA(L28 H H £
Tl L H1EOVisitidd 0¥, R— R F A L E TSARS-CoV-21C L % Y
WZRTDE 7 a—F AHERERE SN TELTHREDTEDL /<. 2D, SARS-
CoV-21Z & % BEYIE DAERFEH 7> 53 H LA IR B S N i8R B N
nITTUER « 8E0EA L S i, RS LEILL b Sh, R—2 T 1 U305 8IES(28 H H
FTIEARL L HUEIOVIsitAH ™, N—2 T A WA TSARS-CoV-21C L A&
YHEICKTT HE ) 7 0 —F AFUAREE SN TB L TEEOTEDS 2V GRS
e
nITT24EM « BEPEA L S, HRBREES LRI, B S, R—R T 1 U306 BE(EA{K28 B H
ETICARL LB IEIOVisithidh 2 ERBNE
SRR O 2 SRR AR O ERIS T_R—R T A 85 b IEE % {28 H H £ Tl
Dl EHLIEOVisithidd] ZHbiz,

—5.638% [~7.308%, —3.967%]

0.963% (10/10384) ‘ 6.268% (66/1053f)

—5.389% [-6.991%, —3.786%]

B, RRBROTRER - A EEIIR2O LB Y THhoTz,

F2 R - BRAMELTE

BERJEHE | 1. SARS-CoV-2B5tk (ME(E%{LAT5 B LAPICER IR S A7 iR % Fl VN 72 PCRIR AT 5512
L0 R
2. SARS-CoV-21Z & 2 IEUE DAEIR” FEHAIAELILATSALINTH Y | >l
VEZ LI ST H5U N TSARS-CoV-21T & 2 RYLHE DIER” 23158l B b b
3. RDSARS-CoV-21T L DIEPIED EIE(L Y 27 W+ A2 D7 Eb1OHTD
- 607 LA B
+ BMI 25kg/m’ A
WU 2530 H AN OB & 1) | 232 ETEIC 1004 EOBYER & %)
© SREE IR SRR Ok 5
CEPEAR R (WEIT, O ARG A BT 258 05)
- EIMLEDOBW A 2T T D
SDMAFTRRE (LAFREZE, BzErh, —@BPERE MR, DARE, = e
VU AT ST BROE, TEBIIR S A 2SR, 8RB B R BRI AT
FHBIRPIIERIFENT I RBIIR S A /S AR OB 2T 5)
o VRS2 ROBE R I
- 1B YE IR
+ SRR . BRE
PR ISR (MVERRE, &0 RERRESE) SULEFREMNE A5 5
ZOMOBEHR EIERB, A2 RY v 7 v v Fa—a, BEORREH
%)
* PRIBYERE D A% B AHBIED A A
 BEFREANT~OMKTE (SARS-CoV-21T K 2 JRYLE & M BILR 7 R foc s = PR %
%)

1. SARS-CoV-21Z & % REYLE DIEHE D 728 D ABRIEN & 5

2. NBE2S E 7R B ST BN 2 AL 12 ASKE R LA ABR S MBS 72 5 2 & 348
EShd

3. BUEDREY: X 0 A, PUFR SUTRZEERR R AL K 1) SARS-CoV-2/R Y 23 Rl S
NI eEnbsd

4 AEEHPE DT (I8P SUTIEEE DOBRI SUFCHRUT I8 7 A b A J&He, JRFEMERE
HAPEFFEEZE, Child-PughZ 7 ABXIEC, BMEFAR % & Toih B4R R A
FT N a—NYERRFIZBRS) OBEEEAET 5

5. 3FHT P UL R & B O BEAEREE (X 2 U —=1 ZRi67 A LN O .
W2 LT F = IS IS < CKD-EPTEC TR & 172 eGFR72345mL/min/ 1. 73m°
Hi) EHT D

6. 7 A JL A B 73400copies/mLil OHIVIEYLIE B4 UTHIVERYE ORI D 1= 8
WZOFAAE ISR 2 LT B HIVIER Y iR

7. SARS-CoV-21Z & B YR IZ %35 U 7 F L HE Rl 2 A7 5 UM % k34
HE X VAlcEEEZZ 5 Z R TRREATHD

8. MEAE 2 (L RT2ARF I AN OB SR RN 280204 (ZHiiE, EHR) ¢

a) W, BN SUIMPIRIFGE, FE (38°CH) XM 1E 8%, BIEUIEA., JE. X

IEROSEA, T, B, WG, SRR, WS, B E 0 UK

BRI, R, R AR A, CDARMERINALL 23200/ 1 LA 23> 7 A b X B

400copies/mLATi (OHIVIEEYLIE 55

B AUATS0 B LINIC 14 A LU BT L K= 2 20mg/ H LA EICAIY 9% 2L F =2 %

FaA RORL., RBMAILFI0A LIAEDERE (27 )%=, UATFX<T

) F L IREREE (A S hLXY—h AVBTNT Vv THFFATY %) O

Be b, UM AALFIREE Z T 1258

BiRsp At

b

c

O MCERBEELE L, EN0ICEERE 220 TV SBAI. BRIICET TV SIEER
SRR T I B 1 B
HEAE AL S NT- TN T OIRBRBINE T O EHLEIME DTS O
VERRBMEE L, =L~ N LA EALKRORY N EdHRETE. 5%
(67/1038%1) TH Y, EREIEHIL, WREARS (3.5% 36/1038f)
FOVFH (1. 1%, 11/1038f) T o720 20, [5.1, 7. 18]

*#17.1.2 EFFELRESE I/ (C4671026585%)

67k LA 187% A 7> D 4 F 20k g LA D SARS—CoV-2(C X 5 SR YL R
ERBIT, =/~ F LV EA300mg e VY b EL100mg (67%LL 118
AR ORTEAOkgLL F) YT =/~ F LA EALG0mgk VY R E
/1100mg (67t LA 1 185k A 2> DK B 20k g L _L40kgAdili) % ff I C1H
2EI5 A G Lic & 2 oRett, EpyBiiek VEMEEIHMIT 5 2
EEAME LT ERIEE AR & JEhi Uiz, AR (20244F
6HTAT —% 1w bA7) T, 6Ll B8R MOk H40kgL |k
D 5245 K U6k LA L 185 A it 2> > 1 B 20k g LA 40k g At D 145112 A
RG-S (R ERHTRE R CEPNBBREM R S BV TS &
AVIIEBNT N2 o 72) o FEFHMIE B 133 B e J OV 2k D 3FAlh
Thoie, BIGHIEE CTh 55 %28H B E TOSARS-CoV-2
12 X BIEGYEICBE O & A ABEUTEL R & b BT DA X b
IR HiLie oz,

¥, ARBROEREER - RAAEHIIRIDO LB Th o7z,

F3 IR - RO ELTE

FRPULHE | 1. 3R — R 1 65RLL R ISECRIG DR 40kg L . =l — 2 6kl R18 AR
JiliHr O E20kg LA - 40kg Al
. SARS-CoV-25PE GRLZ AFURITT2IF ] LA I B R & 4L 7o i A % FA O 72 PCRIR A2
TR R
SARS-CoV-21Z & B JRYUEDAERY FBLA A ANFIE AN TH Y . Ho%
I ST HU N TSARS-CoV-21C & 2 YU DR 23158 L3R bivd
. RDSARS-CoV-212 & D IEYUE D EIEL Y 27 K72 D72 EB1OHT D
© IR LA
- WA (i 2230 A AN OBYER & 0 | 2 AEJEIZ 1004 - OBYENR %)
- SIEINHIE RS UL i Ok 5
RPEREER (R, 5RO B 5 2 B D 5A0R)
C WILEDOBW A ZIT TN D
- DRI R
- VR 2500 R
- 1R R
- SRR M ERAE
< AP (RPEIREL, & D LIERREAE) LR & 5 B
ZOMOBEER GREMHRE, AFRY v 7 vy Ra—h BEORRR

)

©w

S

%)

« BRIBVER G A A 2 BR < IEBIE DA A

- FRREHLE

< INRIRBRBINE IS B EAESARS-CoV-21 L B IEYIED Y A7 KT & L
TCDCASHT I I L 7 S

FRAMEEHE | 1. FRER T DSARS-CoV-21Z & 2 ULE DIEFRD 1230 D ABEER & %

L ABEAS LB AR HE ST AR e AUBLASHEIEI LANIC ABEDS L B2 72 5 2 & 38
Eahbd

IGEMEDO IS (BMESUXTEEIME BRI SUICRUITA TR MR LIRS |
Child-Pugh” 7 ABXIIC, BWERF AR 2% &LIRBIMEATRES, JET7 L a—n
PERRRAITIZBRS ) DOBEREZ AT 5

MR UL SR S B O FHERERE T (R 2 Y — = JHi6 0 A LLND
eGFR 2345mL/min/1. 73m* Al X i%eCrC1235nL/min ki) %49 %

BB T OV RO T, &/ 27 1 —F AHKIARE, SARS-CoV-212 &
B IEYIE DIBIED 7250 DAL 7 A L AR AL SARS-CoV-21C & % RS a1
Wi SERREME R S b, F72, 340 B F TITSARS-CoV-212 & 2 YLiE 12 %t
THU I FUoOEEEZT A LR TSRS

a) W%, BEINSUEPERMGEE, A (38°CH) XdM-o X &%, BHESUTE A, Y. Bk
VIRORGEA T, Bl WEM, S, WS, SRS E 0 SUTEK

b) CDCRER BHARIZHES < AEIBI L OWERIDBMI (kg/m*) 7385/8—& > Z A L LI |

o) BRI, HETBHE, JFREMERE R AE ., CDABGIERIIALLAS200/ u LA N> 7 A b X Bd
400copies/mLA OHI VIS YL H 4

d) FRBGAAFUATI0 H LI 14 H PR ©, Sl 2 01 S B 29 2 L m b Tn s &
(RBRFUEEMOBEHR B HESL) ToarFaxT o FOEY. B AU H 2L
NIZAERA] (L 7V Fo~T | DATHRX~T%) #5 L ITREREHE (A b FLr¥
Pk ANDT VTV THEFATV %) OG UIBAMEFERREE %0 1256

I

©w

'S

bl

AHNOPe 5% 1T 723X TOIRBRSINE TORIEH R BBEE 139, 1%
(6/66%1) TH Y., ERBWERIZTH (3. 0%, 2/66f1) ThH o722,
[5.1, 7. 1&R]



18. EphEmE

18.1 {EFA%E
== b LILEJVESARS-CoV-2D A A o F a7 —¥ (M : 3CLTF
277 —8 Xidnspb & HFETILD) ZFHE L (1C5=19. 2nmol/L) . A
V&R EOYW EHIET S 2 LT, vA NV AER AT 5,
U M eV LR (3umol/L) F TSARS-CoV-21T % L
THUANVRIE.RE RS Ieholz, U M FEME=/L~ M LLEL
DCYPIMZ L ARHZAE L, mAEHREZ NS5,

18.2 In vitrofno 4 L REM
=~ bV eV R & W BRBRIZ ISV T, SARS-CoV-2
ERIR Sy BiERR  (USA-WA1/20208K) (2% LCTHLY A L ATEM AR LTz
(dNHBEAI™ : EC5o 61. 8nmol/L),
=)L b LV EVIESARS-CoV-2F PR 7y BfEkk  (USA-WA1/20208%) 3 OY
ICEBMTH Dalphatk (B. 1. 1. T5/HE) | betakk (B. 1. 351%%E, KIOR
) betakk (B. 1. 351/H5 ., KOOR+P252LZE L) | gammakk (P. 17%T) .
deltakk (B.1.617.25%#%0) . lambdafk (C.37%H) . mutk (B.1.621%
%) M Oomicronfk (B.1.1.529/BA. 156#%) (2xF L CRIRREDH Y A
IV ATEME AR U, ECsl T F 2438, 0,41, 0, 141, 127. 2, 24.9,15. 9,
21. 2, 25. T} T*6. 2nmol /L TdH - 7= (P-gpKfVero E6HIAA) , E 7=,
=/L= b LV EJVIESARS-CoV-2l& PR /3 BfErk  (USA-WA1/20204%) S OF

WZAEHLRR T & Homicronfk[B. 1. 1. 529/BA. 2,BA. 2. 12. 1,BA. 4,BA. 4. 6,

BA. 5, BF. 7 (P252L+F294L.25 ) | BF. 7 (T2431Z5 %), BQ. 1, BQ. 1. 11,
XBB. 1. 5, EG. 5 O\N. 158#%] (&%t L CIRIREE DHL Y A /L ATHHE % 7~
L. ECylZ 282, 65, 40, 39, 146, 44, 108, 76.4, 104, 69. 3,
113, 126. 5% 0899, 4nmol /LT~ 7= (P-gpflEHKIFAE F DVero E6-
TMPRSS2#ME)
) ML E R R

18.3 In vivoln o4 JLREHE
== LIV EIUE, = T ZBIEEK T & % SARS-CoV-2-MA1 08k % Y
SHI== T ZTBNT, DT A L2 IUEORD . YL S (R E
B> O, MOFREOUGENGED Sz,

18. 4 ZEFMtE
mmcwz%ﬁmtmvmmmﬁ SERBRICBWT, AT aeT

_é—Xi@@®7\/@£E#@@%b%ﬂ\%@5%

T211+T3041 . L50F+T3041 . FI140L+A173V . A173V+T3041 X |
T211+S144A+T3041 DT X J FRS B % 479" 5 SARS-CoV-2(Z J?éﬁw
<~ MLV ELDH T A NV AEMILS. 9~28fFK F L7z (P-gp XA
Vero E6#IE X 1ZA549-ACE2I) ,
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19.1 =)< FLILEL

—fREIL TR =< b L EAL (Nirmatrelvir)

b5 @ (1R 28,59 -N-{(18) -1-Cyano—2-[ (3.5) ~2-oxopyrrolidin-3-
yl]ethyl}-3-[(25) -3, 3-dimethyl-2-(2, 2, 2-trifluoroacetamido)
butanoyl]-6, 6-dimethyl-3-azabicyclo[3. 1. 0]Jhexane—2-
carboxamide

P31 CpHyFaN:0,

-5 : 499. 53

PR © BE~ENCHEB LIZHERTH 5,

= 3=V

53
53

DEAEEL (logP) : 0.845 (TFIIfE)

19.2 Y b+ EL
A FR 0 U M EVL (Ritonavir)

{54 : 5-Thiazolylmethyl[(a S)—a—[ (1S, 35) —1-hydroxy-3-[(25) -
2-[3-[ (2-isopropyl-4-thiazolyl) methyl]-3-methylureido]-3—
methylbutyramido]—4-phenylbutyl]phenethyl]carbamate

5312 1 CyrHigNe05S,

5y F 720,94
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b s
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