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=/~ kL EL Coox (2 g/mL) 2.21 (33)
AUCi,¢ (g« hr/mL) 23.01 (23)
To (hr) 3.00 (1.02-6.00)
tyy (hr) 6.05+1.79

U hFen Coux (ng/mL) 359.3 (46)
AUC;,¢ (ng * hr/mL) 3599 (47)
Taax (hr) 3.98 (1.48-4.20)
iy (hr) 6.15+2, 24
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T, =/ b LIV ELDC,, D SFEEEIEHI60%, AUC;, D F-EIMEITA20%
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IZCYPSM TR SN D Z LRI S REY, =A< L ELE]Y
FreLEgFREE L&, =L~ FLAELOREMNILES R
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ANT—4),
fEREWER B I CERR Y S e LDl 2 L E1600mg & HEENR 1 ¢ 5
L7z & & 554148 E TIZ 5 L2 HUNRE D86, 4% 73 HE i~
1L 3% R ~FENENHE S iz, £72. REIKKISS. 8% HHh
~ F93. BRI A~HEft S e GREAT—%),

16.6 FEDEREHTHESE

16.6. 1 BiepEfE=EE
EH (eGFR 60mL/minkA_-90mL/minATw) . P4 (eGFR 30mL/minh
F60mL/minKii) K OVERE (eGFR 30mL/min ASiiy) oD HERERS 2 R
IZ=/L~ K LLEAL00mgZE U b EL100mgiEH T (=4~ kLov
EL O GHT12REH, R, 5% 120 K U4 RIC e 5) T
B[RS O Uiz & & TER 2B e 2 A9 % gk & ik L,
== b LV EILOC,, o OMUC, D SR - 86 M SEH I 1T, R EE D
BRI T FRE T IE30% M UN24%, HH 5 B 0D B B R R R A T I38% K
ON8T%, T DB HERERE A TIT4A8% M U204% & 2v» 7212 (SRELA
F—H#), [7.2, 9.2.2, 9.2.3%H]

BHSREREE S =L~ b LV E L O SR ENREIC T T

EH 7RG RERE | B RRRIE T | AR R b e R iﬁ"""&% s
(n=10) (n=8) (n=8) (n=8)
Coax (1t g/mL) 1.60 (31) 2.08 (29) 2.21 (17) 2.37 (38)
AUCie (pg«hr/mL) | 14.46 (20) 17.91 (30) 27.11 (27) 44.04 (33)
Tuux (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)
iy (hr) 7.73+1.82 6.60+1.53 9.95+3. 42 13.37+3.32

T HRAE (HEPH) \ ty 0 SEATFIIE AR UGG AE, € DOMD T A—2 2 KFIEE (CVE)

16.6.2 FFiEEEE RS
PEE DT E RS (Child-Pughm#EB) (C=/L~ R L LBV
100mg% U FF E100mgHEf T (=1~ b LV EL O 5 RT 12051,
BGR, BEZRI2IFH R U4 I 5) THER ARG LzL &
B =i b LV E VORI 2T A T DR & (R
%Td@otm GMEAT—#),

FFEgRERE N =L~ b LV EL O3B K IF T 5
T 72 PR RE rh A FE PR RERE
(n=8) (n=8)
Coax (1t g/mL) 1.89 (20) 1.92 (48)
AUC;,e (g hr/mL) 15.24 (36) 15.06 (43)
Tow (hr) 2.0 (0.6-2.1) 1.5 (1.0-2.0)
tyy (hr) 7.21%2. 10 5.45+ 1,57

T FRAE (HEPH) |ty : SATFIIE AR UGG E, € DOMD T A—2  FIEE (CVE)

HEOIFHRERERE 2504 & U7 BRABRITFE/K L T,
16.6.3 /NREH
ISﬁﬂ%ﬁﬁﬂ)d\L‘i‘%ﬁ%G:
WREF LT e,

WA®!$H%%E EET VR OVNILOIRE S 2 VT, 12504
B2 H40ke L E O/ NRBE TR U CHESE TS - R CARIE
5Ltk%®ﬁﬁﬁ%ﬁ®mﬁ¢ﬂwvvatwwﬁwm%ﬁm
L7z Z A, ATRD D=1~ s LV ELORE &
MRFEREIC 2D EHEE SN, [9. 78]

== FLVELVENY N ELO3EYE,



16.7 EMHEEIER
16.7.1 In vitrostE&

=~ LV EIL  P-gpD B TH D, £72. CYP3IMZE Al L Y
RERUKAFHOICPAE L, P-gpZ PRET 57,

U hF L CYPSA L FRICHRVERTIMEZ R LY, CYPSATRR L E N B
2 OOFHIEFN ORI 2 BAICIET 5, 70 v vkt 20
# L, CYP1A2, CYP2C9, CYP2C19% #5E T 5 Z & ¥ bh o Tnd, fif
FRIEAN DM P EE 2R T S, DRSS 2 58 11X IEH O
FAIRREI S L & R BFREMES S BV, [8., 10. ZHR]
16.7.2 ERERREMME 1 AR

(1) A4 +FZaFV—=LRUVAILNAIEEY

=< L ELEY FFEAGHTCTA b7 25— (CYP3ARA
EIK) NI AR EE L (CYPIAFHER) L OHESL Lzt &n=
= B LVEVENY b BV DC,, S OAUCIT %4 5 8 4 3T L
TREREZUTIORTY ¥ GMEAT—4), [10., 10.1, 10.2ZH]

ANNRTRBELUIA F T aFY —An=~ R LA EALKRRY b
LV DERMBIEL e E T

. KBRS T A — 5 DY (%)
- (DR G/ AN (90%(F HE X [H])
- e =)= b LLEL U rFen
g | o |
YT Cose Auc? Cose Auc?
o 300mg 56. 82 44.50 25. 59 16.57
z}tw/\f 1A2[E] 39(?}“[;/};0?3 10| 704, | (33.77, | (18.76, | (13.32,
(16[a14% 5-) h 68. 62) 58. 65) 34.91) | 20.60)
4 b5 200mg 300mg/100mg 118.57 138.82
Gy | LHIm 1A 20 11| (112.50, | (129.25, NC NC
(8% 5-) (5142 5-) 124.97) | 149.11)

a) R RN EE1E100 (%)

b) HANR=EE Y AUCEAUC,,., A kT 3 —/L : AUC=AUC,,,

FN =R AT GG H B2 5 15H B % TLH2[E300mg £ THI: (1H BE~3H B
100mgZ 1 H2[E# 5. 4H H~7H B1%200mg% 1 H 2[a]4# 5.)

NC: BHIL T

c

(2) SHYSLRUVAEA S Y
=A< LAV ELEY FEAHTTI XY T A (CYPARE) X
IZAEHA BT (P-gpdE) COHHEE LI EDIFY T AT
ZEH BT 2 DC,, S OAUC Kk 2 AT L7 R & LRI
RS D AEATF—%), [10.. 10.1, 10.2881]

=N PUAAVEAKNY RFEARIZY FLAIFEH T D3
WENREIC M T T 5

KBRS T A — 5 DY (%)
EitaCR (DF B/ B 5.
n (0K I IH])
R . == hLe
LB UIRiES L) e (o AUC; ¢
, 300mg/100mg 368. 33 1430. 02
gV |, T 16208 10 (318.91, (1204. 54,
(HEIE ) (9142 5-) 425. 41) 1697.71)
- 300mg/100mg 233. 06 194, 47
VAo A ] 1A 2m 24 (172. 14, (155. 29,
(HEIE ) (3[4 5-) 315. 54) 243. 55)

a) FENRWEAIE100 (%)

1) A OEE S AER O RIZ, =4~ P LA EA300mgk O b E/L100mg % [F]
REICLH 2[R OB - Td 5,

17. BRERHLHE
17.1 BHURVREEICEY HHR

*17.1.1 EE#RESE I/ME588 [C4671005 (EPIC-HR) FHER]

188 L. EOSARS-CoV-21Z L B YE BT x5z, =L~ FLE
300mg KON R EL100mg & fFF CLH2EIE A &G L&D
FEME R O e e 2 3l 2 2 L 2 A& L7 5 B AR5 BB E/E%
(b S MR TR b e R A IE0E U7, EEAMEE B IR AL
28 H B E TDSARS-CoV-2(T & % FEYEIZ B D &> 5 ABE AT BRH %
Mb2RVBELE DA R bR LN ERE OFIE L Lz, FE
fEAT T 5 HREENT (20214F10H26 0 F—Z 1 v R A7) TiE1361
Bl (AARNLIE) PEER S, EEFEMEE mITTHEE) OfER
X, == FLILEAKRNY b ELPRRRE. 8% (3/38941) I ONC
7T wREET. 0% (27/38545) TH Y, FHIEGOREMEAIL-6. 317% [95%
{EHEXE : -9. 041, -3.593] Tho7= (FED, WiRiE, =L~<hL
JVENV RN R F e G EE T ARE3/389451 (0. 8%) L FE1-0/389451 (0%)
ThHY. FTBRBETARR27/38561 (7.0%) . JE1-7/3854 (1. 8%)
Th oo, e B BIEANL I NI T T OYPERE 211361 (H A A641)
2B B RWE OEHT O EEIEHE B (nITTEM) O RIT,
=< R LV EAKRONY R e LOE RO, 745% (5/67141) IO
7 B AREE6. 801% (44/647H1) TH YV, ElAOREFEIL-6. 137% [95%
{EHEXE : -8.208, -4.066] Tho7= (FED, WiRiE, =L~ hL
NVENL KON R F e EETARES/67141 (0. 745%) . FEL-0/67 14
(0% THY., 77 REETABE44/647H] (6.801%) . FET-9/647f
(1.391%) TH-o7z,

F1 FERHEEE ORER
T IR 5 2R

=/~ hLIILELED
U e bR

0.8% (3/38943)

77w AREE

A Xy N RBES
TR RBEE D
[o5n{E g ]
i V9 <0.0001
ARy R FEBEIS 1.0% (6/607%1) ‘
nlTTUEH | 75 v REE L o3
[9s%{E#E AR ¥
A Ry R REEES
nlTT28EH | 75 v REE L o3
[9s%{E#E AR ¥

7.0% (27/38541)

mITTHEH —6.317% [-9.041%, -3.593%]

6. 7% (41/6124)

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

1. 1% (7/66145) ‘ 6.4% (43/669))

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

HAER L SN2 T R TOHEBRE TORYLBHME OIFATHIR
=)~ hLILELED
U e bR

ARy REBES 0. 745% (5/67151))
TR RBELE D

77w AR

6.801% (44/647%i)

mITTSEH] O ——— ~6. 137% [-8.208%, —4.066%]
pfir” <0.0001
ARy RFEBES 0.921% (9/9775) ‘ 6.471% (64/989%)

nITTUEH | 7 5 2 /e & o 38
[95%fF =Tl "
A Sy b EBHG
nITT28EM | 7 5 & R/ g & o 3%
[95%fF =Rl "
a) MEMEZA(L34H B OVisitiZW T, MIEA(L28 A B Ol A 58 T Lo S Al féVisi thgal
T, TORNIHRER T L ILEBIARE & 7R o A TR BICERES S LR T HUIY & L
T
b) B IFKaplan-MeieriEIC X 0 HERE Lo A X> R RBEIG L0 HH L, 5 #iIGreenwood
ARICHEDE T Uiz, BEEEIZERT IR L0 Fl Lz,
) WaldFiE, A EKMERO0. 2%, MBRAMOATARMEEFEMS% & L, PRI IC K 2 0GR
EDLEMDORIEIEL L TO Brien-Fleming® ® o {HE X% V-,
d) WaldkiE
mITTEM] : MAEAL S, IBBIERIELL B S, R—R T A %06 HE%A(L28 A B £
T L H1EOVisithid 0¥ ~_—R 5 5 TSARS-CoV-212 L % kY
WX 2E 7 7 a—FAPEREES SN TEOTREDO TEL R, 73D, SARS-
CoV-21C L 2 JEYLE DAESRFEH A 53 B LAPITIRBEE N B 5. S - pieid
nITTIEN] « MAEAL S, IBBEEN IR B G S, R—2 T 1 %05 #EEA{K28H B
FTIIARL L HUAOVisitAd D™, N—2 F A L TSARS-CoV-212 L %
YSEICKT HE ) 7 n—FAHERP RSN TE L TREO TE S 2O HRE
mITT28E ] « EMEZR b S, IR LR B G Sdv, R—RA T A %06 WE2 28 B A
FTICARL LB IRIOVisitadd 5 s
SR M S D A2 BRI BRI O ERIC [R—R T 1 %0 B EEIEAI28H H £ TIC
D7 EBIAOVisitidH 5] 2EHni,

~5.638% [-7.308%, -3.967%]

0.963% (10/10383) ‘ 6.268% (66/10534)

~5.389% [-6.991%, -3.786%]




Teds, ARBROTBR - BRAMEREITR 2D LB Tho T,

#2 TR - BRIMETE
BERJEHE | 1. SARS-CoV-2B5tk (ME(E 2 (L5 B LAPNICERIN S A7 R 2 VN 72 PCRIR A S5 12
X0 HER)
2. SARS-CoV-21Z & % RRYLE DR BN MEAERLATS H AN TH D, 2o
VEZ VB AU 35\ TSARS-CoV-212 & B RYLE DR 23158 130 b
3. IRDSARS-CoV-21T X DIEYIEDEIELY 2RV KT 52D 7< Eb1>HT S
- 607 LA E
« BMI 25kg/m’ A
PR (G230 A AN OWRJER & 0 | 2D AEJEIZ 1004, EOMYED & 2 )
- SRR SRS i O Rkig: £ -
BPEREE (MR, T OM A $e A Y DG 0O R)
- ELEOBW AT TWD
S DME R (DATREE, MAsh . —@PERME MR e, DRE, = hr s
VU AT ST BROE, TEBIIR A 2SR, BB E BRI AT
FHBIAIRNISEHRIBENT LRI A A OB Z AT 5)
- VRS2 PRI
+ B R
- AR SRR (VIR &0 EMRRESE) UM A D
ZOMOEE GRIGHEIRIE, A 2RV v v Fa—A BEOEREE
E)
« BRIEPERZ NG 23 A% B IR B O 28 A
- EFEHAT~OUEAT (SARS-CoV-21C & 5 BEYLIE & MEBEIR 7 FiH5E 5 T I 7
)

FRANIEHE | 1. SARS-CoV-2(T & 2 JEYIE DIRIR D 7= D NBEIED & 2
2. ABEDS 6B 22 R AE ST A 2 AL 2 48RRI LANIC ABR DS EC 22 D 2 & VAR

EEND
3. BUEOREY X 0 A, HUR U R 12 & 0 SARS-CoV-2R% YL 23 e
NI enbsd

4 JEEEDIFR R (B SUTIRBIWE OBRLUUICRIFT A 7 A L A Y, JFUREAR
HPEFFEZS, Child-Pugh” T ABXUZC, AMEIFRA % & Tei& BhMEIFR B,
T v — WHEREIIFIZER ) OB E A 5

5. AT P UL R & TE O FRAEREE (X2 Y —=2 76 A LLN O Il
27 L7 F = fEIC -3 < CKD-EPTZ TR H & U7z eGFRAY5mL/min/ 1. 73"
i) EATD

6. 7 A /L AR HI400copies/mLitH OHIVIEYLIiE B ITHIVESYLIE O TR 0O 7= 8
WO IE S A6 L C D HIVERYSE FE

7. SARS-CoV-212 K 2 JEYIEIC Xt T 5 U 7 F U BFiE & A3 5 UL MIE A {34
AR XYVANCERMAERZ TS Z LR THRISATND

8. #EAE 2L AT2ARERA AN OERSE AT 2S02% A (Zekiie, |NE) ¢

a) %, BYINSUIMPR RS, 5B (38°CH) SUIB o F &%, BRENIIEZ, . MHAX
IXROSGA, T, B, WErL, B, ISR, S E Y SUTEK

b) BN, TRERRN, SRV SE R AAE, CDARERIN R 23200/ 1 LA 2D 7 A /L AL

400copies/mLAiH OOHT VYL 4

ARERALASATS0H ANIZI4 B ML B TF L R =Y > 20mg/ H UL BICHH Y+ % a1 Fa =

T A ROFL | RERFAILAT00 A LINIZAEMRA] (o7 )X ~T | UATHX~vT

) L UTSERMEIE (A P RLXY—h, AAVBT TV THEFATV %) ©

Beliy TN AALFIRIE L 2T T

Wil IR R A A L. RUIMICEFER G 22T TV A5A. AFHIICZT TV AIEER

FRETIC B 51

c

d

MEVEZ AL S 729X T OB T OEHLBHME ORI S O RIVER
FEBMHEIZ, =A< MLV ELKOY bF PR EET6 5%
(67/1038%1) ToH V. EREIEHIL, BREARE (3.5%, 36/1038f4)
FOVFHT (1. 1%, 11/1038%1) Th -7 19, [5.1, 7. 1%M8]

18. EihE®E

18.1 fERA%E
=)= b LIV EJVESARS-CoV-2D A A 7' a7 77—+ (Mpro : 3CL7
177 —€ Xidnspb & HIEEIL D) ZFHE L (1C5=19. 2nmol/L) , A
V&R B EIET 5 2 LT, A LV AEREMET 5,
U M FEVERE Lo E (3 umol/L) F TSARS-CoV-21Zx%t L
THUANATESEZ RS 2D o7z, U M FEME=/L~ L)L
DCYPIAIZ L H R ZBRE L., mMBEHREZ NS 5,

*18.2 In vitrofio A JLREH

== kL EN if*lﬂﬂ’jﬂﬁ;ﬁ%)ﬂb\tuﬁ% BT, SARS-CoV-2
R PR Sy Bl (USA-WAL/20208K) 12K L CTHLY A VAR Z R LTz
(ANHBEAERa™ - EC., 61. 8nmol/L)

=)L~ k LV EJUIESARS-CoV-2[5 R 4 BlERE  (USA-WAL/20208K) i

ICE B TH Dalphatk (B. 1. 1. T5/HE) | betakk (B. 1. 351%#t. K9OR
Z5H)  betakk (B. 1. 3515 %%, KOOR+P252LZ5 ) | gammatk (P. 152#5%)
deltaff (B.1.617.25%#%) . lambdakk (C.37%#%). mufk (B.1.621%
%) M Otomicronfk (B. 1. 1.529/BA. 13&#E) (oxt L CRIBREDH Y A
IV ATEME AR U, ECslZZ 2138, 0,41. 0,141, 127. 2, 24.9,15. 9,
21. 2, 25. T/ OM6. 2nmol /L Cdh - 7= (P-gpKiAVero E6HHIN) , £ 7=,
== h LV EJVIESARS-CoV-2l& IR 73 BfErk  (USA-WA1/20208%) FOF
WZEFRR T Domicronfk[B. 1. 1. 529/BA. 2.BA. 2. 12. 1,BA. 4.BA. 4. 6,
BA. 5, BF.7 (P252L+F294LZ55), BF. 7 (T2431Z55%L). BQ. 1, BQ. 1. 11
K OKBB. 1. 55%i%8] 12k U CRIBREDOH Y A N ATEMZ R L, ECyld
ZFHZh98. 8,65, 40, 39, 146, 44, 108, 76. 4, 104, 89. 8 T*113nmol/L

Thot- (P-gplfHESKIETE R DVero E6-TMPRSS2HIN)
) SETER E MR E R

18.3 In vivali o4 LR &M
=)= hLLEE ~ Y ABbE T H 5SARS—COV—2—MA10H< % R
ST~ T RIZBNT, DT A NV AIUEOWD | TR S IR E
Wb O, ORBOLENRD bitl,

18. 4 FEFImHHE
SARS-CoV-2% H\ N7z in vitroffsFERBRIc BT, A v T aT
T—VBICE IO T IV BERNSHERD L, £D ) 75
T211+T3041 . L50F+T3041 . FI140L+A173V . A173V+T3041 X |
T211+S144A+T3041D T X/ WA 5% 3 5 SARS-CoV-21T %35 =L
~ R LILEILDPLT A L ATEMEITE. 9~28f5 (K T L7z (P-gpK i
Vero E6#IIE X IZA549-ACE2I) ,

19. BEMESICET HBIEFMHME

19.1 =T FLILEL

—fREIL TR =A< b LA EAL (Nirmatrelvir)

b4 (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]hexane—2-
carboxamide

3 F3 1 CoglpF3Ns0,

53F 1 499.53

PEIR © AE~ENCEE LR TH S,
T2
NH
o
H
CN

SFAEEL (LogP) : 0.845 (TFiIfE)

19.2 Y b+ EL

— A4 # 0 U M EL (Ritonavir)

L2244 : 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

F3 : CyHygNG0sS,

53T 720.94

IR BE~REBAOHERET, ZOPWHEZELZ L H D,



T2

HaC Q
0 H )—CHs H Y O
B H
) N < S
H3C /N N)kN/g NN)LO >
>—< | | H N H \
HiG s CHs

oH;HOH
*21. RB&EH

ALY A7 FEEE A RED B, WUICEmT D 2 &,

Z—

22. A%
(IREFBEY F/RyH600)

308E [=/v~ b LV EVVEE  ABERTNY R EUVEE : 288 (PTP) X5]
(REBEY F/RyH300)

2088 [=/L~ R LIV EJVEE : 28 VD R EVEE : 288 (PTP) X5]

*23. EEIRK
1) /—E7E 100mg EFIRL. 7 v U ARt
2) Zha J, et al. :Pharmacol Res Perspect. 2022 ; 10 (6) :
01024
3) Itkonen MK, et al. : Clin Pharmacol Ther. 2019 ; 105 (1) :
219-228
1) HNAR=EBE U L O AERRER (20224524 10 A &R
CTD2.7.2.2.2.3.1)
5) First-in-humaniXBRPART-2 : RIEHIHEE 5 (2022472 H 10 H &R
CTD2.7.2.2.2.1.2.2)
6) AFOFERER (20224:2H 10H AR CTD2.7.2.2.2.2. 1)
7)) 4A (in vitroakBR) (2022482 10 H/KFR CTD2.7.2.2.1.2)
8) A NTaFV— LI AVEHRER (2022924 10 H &G
CTD2.7.2.2.2.3.2)
9) R# (in vitroskBR) (20224E2H 10 H7KF8 CTD2.7.2.2.1.3)
10) First-in-humang{BRPART-4 : {RE & OBk (2022452 A 10 H 4G
CTD2.7.2.2.2.1.2.4)
11) Kumar GN, et al. : J Pharmacol Exp Ther. 1996 ; 277 (1)
423-431
m%% EERER (20224°2 H 10 H7KFE CTD2. 7.2.2.2.5. 2)
FrkgfE ERER (2022452 H 10 H7KFR CTD2.7.2.2.2.5.1)
M)%ﬁg@/ 2 b—ya 2 (20224E2 1 10 H 7GR
CTD2.7.2.4.3.2)
SRFAAAEM (in vitroidlk) (2022452 H 10 H 7GR
CTD2.7.2.2.1.5)
16) X&' T7 L5 EOEMAAMERRER (202242 10 A&
CTD2.7.2.2.2.4.2)
17) FEH 7 v LoRYRAEERRER (2022424 10 HA&GE
CTD2.7.2.2.2.4.1)
EIgs (% I /AR 3R [C4671005 (EPIC-HR) #RBR] (20224F2H
10 H7kZ8 CTD2. 7.3, CTD2.7.4, CTID2.7.6, Section 6.4.4
Efficacy Results, EUA Application. Pfizer Inc. November
2021)
19) Hammond J, et al. : N Engl J Med. 2022 ; 386 (15) : 1397-1408
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