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2.1 REIOpS I LIRBUE DB E O & 5 BH

2.2 ROEFN#HFEEPOBE =L N 77X U BALKEERE, 7€
W=D FNVAYPILE L A RFY I - TEL=UE Y,
VL, TIAFa UERE, ST ORI KR,
T U hA = NERE, a7 = ) VIR, = U R K
Fuy, Vox—uaxhoNr . FhTLvaN, THE LY U,
RIZaAR) o V77 TF v, Tafrwl) oy vI7v Rt
i, BBV R, ARLIY U b, oI ¥ I AR - K
BTz AT ENT U FEY L, m)bI AN v LA
VERHE, VB Roxm LI X I A VVEREE, ATF LT A R Y
VR UA VB, T ARV AT T UUERRE, VT
TANT B (VAT ZET T 40 (T Ruvd), A
NTF T 4 VR KR, v I X E R A VRE, " b T
7 A (B SUTEHRMEDOBME Y P EEIME (Y v oSEREY v
NiEEET) OFEEEY . DT ERA JuTBTHM Y
Vb, TRE TN TTENLERE, NI T YT A K
VIGh, Ry aFS = ToANNEZIR, IAARTEEL, T
=M U FAT 2= MM T NI U LK, 7= SV EH
—IL ARV T B e T )NV E X =L VT 7 R
U UYL EI R BAL I UL XY Y (St. John s Wort,
b Va—r X U—b) GHEEM [10. 13H]

2.3 BEEREUIATHSREREEOH 2 BHE T, areFrEREHO
BE [9.2.1, 9.3.1, 10. 28]

3. #ARC - tER
3.1 M
PR Lt L

=)L~ hLJLEJL  150mg

U FFEJL 100mg

v n— A FUREAKRI, 2
AANAR—AF R L BRE
KT A, 7~ VEEAT T UL

ARV E Ry, /0 U
NEZ s AT A, 7~V
AT T UNF RY DA MEKY

il

T FhrITA ETRAR—A B | VEBKEANTT A BT B AR
; FH L w7 aE=400, ZO0R | A BT v sma—
fdk 400, & FeFo 7ot tin—
AL HNY |~ T—14000, K
U Y L_— K80
3.2 WAIDER
EiSIA e
HESY jifﬂl\ o3

=)L~ kL ENL

= T

WAREOD T 4 IV I

3CL o — hE
FAELT. 5mm, FEFES. bmm, JE X5. Tmm
U hFEen O @ 2INK HE~HERH GO

EAF L Tom, A 9mm, JE SH)6mm

74— N

4. HEEXRITHR
SARS-CoV-21Z & % REEfE

5. MEXIHRICEET HTE

5.1 ERPRABRICI 1T D 2 e 58 BR A K & 2 . SARS-CoV-21Z K 2 k¥
FEQOHIEL Y A7 KT E2GT 2%, AROBRERLELEZ HND
BEFICEETD L, o, RANOE GOV TR F O H A
KA 5BI2T5H2 L, [17.1.15H]

5.2 EEE DTV SARS-CoV-21C & 2 YT BF (243 D AT 0 1L
L TR0,

6. RZRUAE
W AL O2 L L SR EA0kgLl EO/NRICIE, =~ b L
JLELE LTCLES00mg L TN bV E L T1E[100mg % [RIRFIZ1 H 2
B, sSAMEA#ESET 2,

1. AERURAZEICEET 5EE

7.1 SARS—CoV-2IZ K 2 JERYE DR NI FEEL L TH H eI 5% B
WAL, BRBRBRICE W T IERRBN D6 R B LIR854 B
Lo BB ISR D EEEEMT LT —ZIFHE LTV,
[17.1. 18]

1.2 HEFEOBSRERERE (eGFR [HEFAEKA S E] 30mL/minkh
60mL/minAdi) (2%, =/~ hLvevd LTCLEI150mgM (YD b
JF e/ E LTIEN00mgZ RIRFIZIA2E, bAMKEOEET 52L&, &
JE O BHEREREE B (eGFR 30mL/minAi) ~OHEGITHELE L 720,
[9.2.2, 9.2.3, 16.6. 18]

8. EELEARMIEE
FANIHERAFER EMAEREZEZ T2 8D 510, REFOFT~
TOHFNEMHRT D2 L, i, AFITIRE IR 72 IO 34 %
AT 254, FRNCHRT 2 X5 BEiciREds2 &, [10.,
16. 7. 1B]

9. BHENDEREZEIHEEBICHEHT LIE

9.1 GHHE - MERZEOHIESE

9.1.1 HIVREE

(1) RANLY b FEALZETZD, RIBFEXT= Y Fr— L REOHIV
BYRF G LG VY 17 7 —BRERNC R D s &
U5 HAHEMER D D,

()Y MFEAXITaE Y RY v N EETHHIVRE & AR Z 0T 5
Ba. UV e roHEREIERETH D,

9.2 BHEEERE

9.2.1 BHEBEEDHIEET., ILEFUERSTOESE
BHLARNWZ &, e FrOMmMPREN ERT BTN 5,
[2.3, 10. 2]

9.2.2 HEENBHEREEOHHIEE (ANLEFUERSHOEEE
B <)

=Y PV ELEHRELTRET 2L, =/~ FLLELOM
PEER RS BEARDH S, [7.2, 14.1.1, 14.2.1, 16.6.1%
]

9.2.3 EENBHREREDHLEE QILEFUEREPOEELR
<)

PR Us, =k~ LV E LD MERER FRT A0,
RHEE R BIIMET STy, [7.2, 16.6. 1]



9.

9.

9.

9.

*9.

3 AFHREEE R E

3.1 M EEENHIEET,. ALEFUEREDDOES
BHELR2NZ L, areF romPREN EATI8ZW0H 5,
[2.3. 10.25H]

3.2 FHEEEDHIEE (ALEFUEREFOEEER)

U R FEMEEICHFE T S D 720, @O E S R+ 5
BEWRS D, £, "I ATIFT—EOLEFEEIFL TV DA
HCIIFEREE L IEIE 2 BELR S 5,

5 134%

Ide AR L CW S HREE O & 5 e MEICiE, 1R EOfA SN fE
tE% LA S & HEF SN DGR OREET L Z L, THIRET VX
= MUV ELVEEE L FERICRB W T, BRIBER (AUC) D11
FECHY T 5 HECRIEAREOHD BED b TWD, Fiz, R
7w MZY P ERES LZERICBNT, IREL @R L TRIE
~BITT D ZEBHESNTNDY,

6 1=EIE

TR EOARIE R ORFLRBO A RIEE B L, #IL oM UL
EEBRETAZE, =/~ FLLEL300mgE U~ EL100mef
TC3mEEE LIRS, AT T A2 L ARDLNTEY , =
= FLLEARNY b L OREELK OO AUCE: (L 1 4E)
IZZENEN0. 26 L TN0. 07T Th - 7=, FEXIIAEE G & RID) 1%, £
NENL UK. 2% Th - 722 UHEAT—%),

L1 INR

INEE Bt b U BRIR RS2 L TV ZRuy, [16. 6. 3B ]

10. H8E{EHA

AFNICYPIAZ TR P L, F7o, PgpZfiET 5, =L~ bl b

VROV R EVIICYPSADIEE TH B, M FAI & OF EAEHIL,

TR/ T R TCOMAG DI OV TRHRF ST D DT TRV

T OB L CIHEICEE L CHEEIC#ST5 2 &, [8..16.7. 1,
16. 7. 2]

*3k

10.1 BrRAEE (BFALLGWI L)

4 5 FERARAEIR - HE(E 715 BT - fElRIN T
EAR WL P2 N5 573 RN, MURBEE . IS | AR O F s a2 — A
(Lriy 7 %) L INBHEANC LD ERE A | PAS0IT KT 2 B A RIBE
TEL=PE UTAEMICfERE RIET LD | FERICLY . PP L
(In7wvv ) RERPRZDBENDR DD | HE Zh O OFEF O M

FNAPNEZ L A RFY I -
TEL=DE

(LY & ARG §E)
7L/

(®77)

T A X a R
(Trhmy)

AT Y VR K
(X7 a—n)

7 LA = NERE
(ZviRa—)
TunRT ) IR
(Tm /)

X = U VR Fn )
JR—nm FH

A 7F L h)
Fh 7 ran

(VY rH)

T LY U

(= R X)
RrazRRY v
(G 9}

V77 TF
(Rarzs74v)
Tty

(&)

T v R U

(Y —%)

EEYR

ARLFH b

(N B7)

A E I ABARE - K
T Ay oAV TRENLT UF
vy

(7V7V)

T AR v LA R
Ve Rz a4 I AV )VEE
i}

AFNTITRA RN LAy
[iver

(s )

TAFRL )
(Fves47)
ERAVA VNG /3
(277)
VIVTF T 4T R
(LRFF)

2HTT 4

(7 Kvi)
PSNVTF T 4 VARRE K
(L +b2)

"I X RAVERE
(Pxv 7 24y R)

[2. 2]

OTHH LN &,

R EE SRR R
Lz ENTRESND,

NHKNT T A

CFRFE ST EIRPE OB E Y o)
PEFIE UNY o SERPE Y X
A G L) o H )

NRER YT AT
TEPEDABYE Y v 3Pk s
UNY BRI Y R E A E
F) O A & DF

AFUASCYPIAZ IS 1T B~
ES A/ SO
BAMICHET 5720
LEZLRTWS,

(RET LI AK) FAUT356 . I A e (T
[2.22] DREBBERI N D BTN
b5,
TTE AL 8 E O FUHRCIPRANH A | RF O F by m— A

(B, "YUV
Va=S v b RPN
(Av RY)

ALY TN
(—m )

PO A DAUN . 3
(FA—1)
[NV

(I vvty)

IHVT A
(RVITh, IF 7L oY)
[2.2, 16.7.251]

ZhBENRHLOTHAL
RNZ &,

P450IZ X9 2 i A I BH.
FEERICEY ., DAL
LA b OIREE
R OHLA Lo (L
WENKEIZ LA 2
ZEBRTMERD,

RY aF—
(FA 7z R
[2.25/]

RY 3 Y — Lo i E R
EFLELoWmERDHDHDT
PERLZRNZ &,

AHOF k2 a—n
P450 0 RIS X 5
LOLEZLRTND,




*3k

A4 5 BGPRAER - B 71k T - fEBRIN T 10.2 $HREE (BHRICSEERT S L)
ToULHE IR ToOVH I ROMAPREN E | ARFIACYPAIZ L D 2 W4 % FRPRIER - HEfE 71k ey - fERIR 7
(70— AL, BIERSMBENSE )| DORAONHERE FENS VT CS A O M PR ER | ARFIHICYPSAZ B D 2

[2. 2]

ENnb 5,

E 7o, AHNO i EE A R
FTHZ LT, LU A NVAER
D RAME B O B2 s
B %, AN HCYPSAPLEEM
DIGVER~DREEE B ES
LI L, RUEGTIATS
Bizik, 7o Z 2 ROREHE
EEETLHELBIC, BED
RfgAEE B L, BIER
DFEBLRAH DR DS
FoaEETHZ L,

HNANRwE
(F 7L R—))
[2.2, 16.7.25H]

H =B O i R E
ERF L BENAR DD, £,
AN O i, EE AN IR 2
LT, YA NV AER O R

IZPLE T D728,
Flo, b OIEAR
CYPIARFHE T 2720,

MR OB ENR D S,
Tx= kv PO A NV AEROWRCMIME | 2 5 O IEA DCYP3ATE
(B4 h—b TLETFY) | HBOBZARD D, HERICEY, =A< b
RAZ 2= v F M) U LK LAEALRDY b E
Fndy NOREPEFT 28
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Tx )N EH—)
(7= /) 3—))

AR T — NEAL) - T =)
2L X —)L

(rF v an PREE)
V7yreEvy

(V77vv)

TUPLHE IR

(C T %

A3 ANXY VU (St
John’ s Wort, B>k« Ya—r
R T—1) R

[2. 28]

PEN VY 3
T a3 R K
URIAr
U RhA e
S F =T KF
74 F=T7
=n F = TR
EUh T v A RRGUEMEE
e
v 7T AT Ui
v ) AF RS
AV T KT
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[N T 37
=N =R VNS
PEVEN S
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Fny
SUNRREF
DA R
o)k F
N7y F=T s R
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SNTFFT 4 N T R
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F=—x
[2.3,9.2.1,9.3. 1, 16. 7. 2]
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k7 R

h7 Y Ry oD E5
L, L, DFEW, RIME, &
MERE T REND D D
TAH E DT DG AL B
HORBIIERE L, BEIZE
UCThIY Fropi%s®s
Bszl,

AFIACYPINCI T B b
7Y R ofREtEHa
MICHES -0 L
ZHTWD,

T hIEeY»

T kY O T
TLiLo®ERD S,

ENINIE S S
BEHERICE 2 b0 &
ExHNTND,

FOMOHNV T v 7 7 —EHE
¥

T eV

ZF e = F ) — N
L/E

TS HEA O i LAY 15
TLBEENND D,

S A==/

~FEn s OmfEEN LR
THrEENNRH D,

AKHNRCYPIAIZ & % 2
O HEH) O AR A A
ICIET 0B X
bRTWa,

7 m e K7 VAR
a7 VRS - 7 A
vy

7 v R 7L OIFEERE
DM AFEENMET L, EAR
BT 2BENNRH 5,

ARF D CYPBABHL S 1E %5
IZ kD ATREMED B 2 6
ns,

TEXH

TN DM A b
HFLU, HifY 27 »n LR
BENRD D, KHEEOHHT
DHRAET EX YA ORE
RIS CCREEZET 2 2
Lo AW LA &
EHycEB L, AH LoD
AN & B 2 SRR VEH
W Lz &,

A 0 CYP3A Jo U P-gp
FEERIC LY Al
PR B Ot 2 L 9
Ll EFEZLATN
5.

TN H Y — )L

T IR B — L DIE A
Do RRESMET L, {ER
MR T2 EBZNNH 5,

HFF AR

AR O X E AR IR E

ZERTVS, 1. Bl{EA
P BRI 0 AFIOAUCH D | B WORWERRNH Hbnd Z ENHDHDT, BEE DTV, BE
FBBENND S, N N S
: : DR SNIZHATITHE G E I 572 Ll 2@ 2175 2 &,
CRTV BRI EDGNC LD Y RT Y | KRR T A2 ol N om
Y DO R UNCHEENEN | & & el 5 72 b & & 1 EXRGEIER
BF B L DWER S D, ZBRTND, 11.1.1 FFA%gEpEE (S RB)
SERYFL T B 3R 0 o A 11.1.2 hEtERKIETRMAAE (Toxic Epidermal Necrolysis : TEN),
Nt TR VAN BEARD S, - .
7 L i; Z z{;é - - RIS HEISARAIREE (Stevens—JohnsonfEfRE) (4L & BEHE )
S AT O M PERERRDT 5 | R E T E L MCYPIAE T —
ENBD B, B ABLEL DR 11.1.3 7#’7:{74’—/— (BT
TN, 11.2 ZO o EI1ER
T7rELYY AR ORT 7 7 B LYol | R 1%6L4 b 5% AT 1A B
TRES ERT SRENSD e IS, % 5 I,
Do RHEICATERR A ALYE, TRMRACIIRR
T BAREMEA B D DT, R A P N
BMEBSOE=4Y > 7 %17 y - —
WARNLHEEICEEST DD R SRR BRGEAR A FRERPED F U, THIER
&, AR e I
VAT T N VAT oM REN | AFIOCYPIAL K TCYP3A H T - R L, ERE, R | I
ATorBEnnHL, AL | HEICLV YAV TT B HRE R
OUFANLER G, BF | FO7 VT 70 ARK J:3
OREICEE L, BEIIEL | F15, e ALT | AST -5
CUFLIT FOBEEE IR AR s s
- B B OV Lk 15
DEE I D%y L DML AR ST | ASH 0 P-gp L 1E T 12 iy B S B O LRl P
WMLz e oWERHD, | LD bDEEXLRT - AR O AT TR
vAFVUOMFREEE=4 | W5, DTE
VSRS R ST S
= 14, BRALOEE
1T I N 2T I KoM EENR LR

ToEIBENRDD,

T7 7 F=T v LA R

777 F =T OMP LR
L. BIERREE LT
ROBENBND D, KENTT
7y F=T LRKNT 7 7 F
=T RIS T L,

AEH KT THFLT— kR
B AV R
[16.7. 2]

N NT L OMmAFREN
AL, HfY 2728 RS
BENRH D, AHN O
HEGIE. XA bT Ok

REEETDHI L,
TANRAZF VN T A 0 ANZLF L OMAREEA | AH 0O O0ATP1BL BLE VE
[16.7. 2] LRI LIBENRD D, A5 LT 5 aTREN:
BnH5,

VAT VENKFY - BT L
Y HAEI

TUHNTLELRRET L
A AENOMA IR L5
LEZTNNRH D,

Al & P-gp X 1XBCRP B
FEERICL2bDLE
Abhd,

141 EFIRHBEDEE
14.1.1 >— M IKCITd@E ik - AEO1R Yy (#IR0% 5 02E4y)

D=~ LV EVEE GHEE) KOV NFeveE GRege) 235 F
N5, HEEOREREREBRE T 5 Ak - HESLE S5
&, RS TORASENENINS, =/L~< FLIVENLEEUED
H1GEZ I BRE B BRW TS O v — v & B D R

THZ L, [9.2.28H]
14.2 FERIZAEEDEER
14.2.1 o— ML RSy B O FO2EGy) BREENDHT,

IENT R~ S EEA 2 BE I35 2 L, 70, THEOBKE
EEEECT 2 Mk - HESLT SnEF Ty — Mo ARE
REERDBRPN TN D Z & &MIHT 5 2 L, [9.2. 22 8]



14.2.2 PTPAEEDIRANIPTP L — F S HL Y H L TR % & 5 H5E
T 5 Z & PTPY — R ORAFIC X 0 OSSR~ A L,
WICIZZEILZ B Z L CHERR A S0 EELRAIHNEZ T2 2 L2
b,

16. EEHRE
16. 1 mMAEE
16.1.1 BEREZS

R AIZ =/~ ;L L E/L300mgZE U hJE/L100mgHE A T CHLE]
BOBELELED=b= M LILEARDY M ELOSEYEIRE R
T A—Z W MAERRERR % LU T ISR GMEAT —4),

R A =L kL EL300mgZ U k- /L 100mgHE T CHIERE
Afg Lzt E0=~ FLLELKRY M FELOEYERE ST X
—X

S EE ST A — 4

=)< hLLEL Crax (pg/mlL) 2.21 (33)
AUC;,e (g hr/mL) 23.01 (23)
Tuux (hr) 3.00 (1.02-6.00)
tyy (hr) 6.05+1.79

U hFen Coux (ng/mL) 359.3 (46)
AUCi¢ (ng + hr/mL) 3599 (47)
To (hr) 3.98 (1.48-4.20)
iy (hr) 6.15+2, 24

n=12

T o FPAE GREDH) | 10 0 SR8 S ARUER 2, € OO /ST A =2 - BTV (CV%)

3.0 600
a3
g -~
= )
2 E
- )
il 8
= \'_
N u
w, E:
N 3
2 5
o B
% =
2 B
1 e
i %
" =
g -
—e ]
i) 12 24 36 48 36 48

P 55050 (hr)
B ANIC =~ R LV EL300mgE U b E/L100mg T CHARIRE
A LZEED=L< FLAEAKRNY R FEL O EHES
(n=12, R FHEHE R )

16.1.2 REH’E

=)< FLJLELTS, 250X 1%500mgZ Y M ELHAT (1[E1100mg
Z1H2M) TIA2EERAHEE L-E AP, =~ hLEL
OMBEFIRET2H B E TIOEFREICEE L, WA GRS
AUC, e UC JFHI2FEITHINN L 2P (HAARUSEAT —4),

16. 2 IR

16.2.1 BEDOFE

EEEERARIC =/~ b L /L E/L300mg (150mgdERI28E) 2 VU b
EL100mgE T (=/b~ b LLE L OB ERT12E ] $5-0F % O
Hig 2R Ic e ) CHERR DS L & & ZEIEREHE S & ik L
T, =/~ b LIV ELDC,, D F-EEITHI60%, AUC, 0 F-HIEIZHI20%
BMLED GMEAT—4), EERERE /AR TR 2 A
DFEHEZ PO THRE Lz, KAIZ, BFOFEIIHI»DL TR
HT&3,

16.3 o

=/~ bbb MEEAKARIZNEN TH -7 (in
vitro),

U R EE0.01~30. 0 u g/mLOPEERPA T b LI AE L 99%
PAEREA L7z, U M A2 ug/mLiZi T 5 b MR o M ERBIT R
1311, 4% ThH 72" (in vitro).

fEFERR A IZ =L~ h L)L E/L300mg (B 1 IREIR) % Y - £/ 100mg
BERT TLH2MES A FERKIER QS Lz & & OV2/FOFHEIE, =
< MLLE/LE104. 7L, U M F B2 AL CTH 572 BHEAT —
),

16. 4 3

In vitrol N6, U N FEVIEIFA T Cld=/b~ F LV EMIEE
IZCYPSM TR &N D Z LRI E N, =< L ELE]Y
FreLEgFREE Lz &, =~ FLAELOREMNILES R
%o MEFER A=A~ P LA EA300mgE Y FFEL (1[E100mg% 1
H2[E) PR FCHER ARG Lz & &, mighiciio -y
HWYEIZ= L~ MLV ELVOREIIKROARTH 5T, 7B, RENY
FHERLAE R bR LAY BFEAT—4%),

E MNFIZ vy —LEHWERERT, U b ELIE58. 7%~60. 4%)3
RS, BISSTHOBLE & Ak T 5 Z &R EN T2, 72,
U R EAORBHTIZEICCYPSAKL VCYP2D6 B 595 = & 3R &
N7 (in vitro), BEEEHEEREICCIERR Y N EA DD TELK B
HER O L, R, R ORI 2 RER LIRS, REEE D
FITAREE OB LIE S R S Y,

16.5 HEitt

U RFELEHHALEZEED= L= kLA EADOEREIFRIRILE
P CcHh b, =/~ hLILEA300mg (RO 2V ~Fen
100mg (1[E1100mg% 1 A2[E) ffH F CHERR NG Lz L&, LD
PRI B Z BN A58 DHI3E. 3% 5 TR9. 6% I BEEM B A3 esR
SIie, et o EEAREYBLEYE L=/~ b LV EVRE
KTH Y, MARSFRTER T 5 DEORFHRRD b OHE
ANT—4),

TR HEHBRE | CRERR Y R E LD 7 L #1600mg A BRI O % 5-
Lz & & 5% 148 E TIT G L T2 U RED86. 4%73 HE i~
1L %DM R ~FENE N S iz, £72. REIKKISS. 8% HHh
A~ F93. BN R~ S Y GREAT—%),

16.6 FENDEREHTHESE

16.6. 1 BiepEfE=EE

EH (eGFR 60mL/minkA_-90mL/minATw) . 4 (eGFR 30mL/minh
F60mL/minRii) K OVERE (eGFR 30mL/min ASiiy) DR HERERS 2 R
IZ=/L~ K LLEAL00mgZ U b EL100mgiEH T (=4~ kLov
EL O GHT12REH, R, 5% 120 K U4 Ic e 5) T
B[RS O Uiz & & TR 2B 2 A9 5 iR & ik L,
== b UL E IV OC S TAUC, D FREE I T2 28 (S 1T, #REE D
BRI T FRE T I 30% M UN24%, HH B 0D B B R R R A T IE38% K
UN8T%, B DB HERERE A TITA8% M U204% & 2v» 7219 (SRELA
F—H#), [7.2, 9.2.2, 9.2.3%H]

BHEREREE S =L~ b LV EL O SR ENREIC T TR

EH 7RG RERE | BRARARIE T | A AR IR T | AR AR IR
(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 0 FPAE GREDH) | 1o 0 SR8 S ARUER 2, € OO ST A =2 - RATPEIE (CV%)

16.6.2 FFiEEEE RS
PEE DT E RS (Child-Pughm$EB) (C=/L~ R LBV
100mg% U FF E100mglEf T (=L~ b LV EL O 5 RT 12051,
e, BEZ 2R R D4R RIC ) CTHERAKE LI &
B e N L E L OIRE RILIER e TR A T DR L [
Cho GHEAT—4).

P RERE E N =L~ b LIV EL OISR EIREIC KT A

T 72 R RE AR EE TR RE R
(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)
Tuux (hr) 2.0 (0.6-2.1) 1.5 (1.0-2.0)
i (hr) 7.21+2.10 5.45+1. 57

T 0 FPOAE GREDH) | 1o 0 SR8 S ARER 22, € OO /ST A =2 - RATVEIfE (CV%)

T ONFRRERE S B 20t & U BRRBRIT I LTy,



16.6.3 NREH

I8RO/ RIC= L~ B LA EALKRDY R e o3y
REITREAT LT ey,

BN O RHEA SR B HEE 7V K OV D IRE /3 A % -V T, 125% 2L
A OREA0ke L E /NIRRT U CHESERIYE - R CARKIZ &
H Uiz & 2 OEFIRERO M =1~ b LV EVOREREZHEE
L& 2 A, MATRD bR =1~ kLA ELOIREE
WRFREICR D LR SN, [9. T8 H]
16.7 EMHEEIER
16.7.1 In vitrostB&

=~ LV EIL  P-gpD B TH D, £72. CYP3IMZE Al L Y
RERUKAFHOICPAE L, P-gpZ PRET 29,

U hF L : CYPSA L FRICHRVERTIMEZ R LY CYPSATRR L E N B
2 OOFHIEFN ORI 2 BAICIET 5, 7 V0 o vkt 20
# L, CYP1A2, CYP2C9, CYP2C19% #5845 Z & b ho T b, fif
FRIEAN DM PP EE 2R T S, DRSS 2 58 1 IEOFHEH O
FIRREI S L & R BFREMES S BV, [8., 10. ZHR]
16.7.2 ERERREMME 1 AR

(1) A4 rZaAFV—=LRUAILNAIEEY

=)~ M eEY MFEAGFATCA b T 2y — 0 (CYP3ARR
EIK) NI A AR=EE L (CYPIAFHER) LOHHESL Lzt &n=
A= R LILVEL KRN R F ELDC,, M OAUCIT %9~ % B8 % 341 L
TREREZUTIORT® 9 GMEAT—4), [10., 10.1, 10. 22 ]

ANRBE L XIIA b T aF Y —uBn=b~ b LLELVKEDY R
B DM RIET

17. BRERHLHE
17.1 AR VEREEICEYT 5HEKR
17.1.1 EFf#£RE I/MAAFER [C4671005 (EPIC-HR) EXER]

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., 7T EREETARR44/6476] (6.801%) ., FE1-9/647(
(1.391%) TH-o7z,

F1 FERHEEE ORER
T IR 5 2R

=)= hLILELKEN

) b e 77

. KBRS T A — 5 DY (%)
" (DR G/ AN (90%(F HE X [H])
n
- e =)= hLLEL U rFen
g | o |
YT Cose Auc? Cone Auc?
o 300mg 56. 82 44. 50 25. 59 16.57
z}tw/\f 1/ 2@ 39(?}“[;/};02"3 10| (7.04, | (33.77, | (18.76, | (13.32,
(16[a14% 5-) i 68. 62) 58. 65) 34.91) | 20.60)
4 b= 200mg 300mg/100mg 118.57 138.82
Gy | LHIm 1A 20 11| (112.50, | (129.25, NC NC
’ (8142 5-) (5142 5-) 124.97) | 149.11)

a) RO EEIE100 (%)

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

c) IR RE L EE GBS H B2 5150 H £ TLH2EI300mg £ TR (1H H~3H I
100mgZ 1 H2[E 5., 4H BH~7H B1%200mg# 1 H 2[a4% 5-)

NC: B LTV

*(2) SAVYS L, FEHFSVRURRNREAFY
=A< hLAELEY MFEABHATCTIZ Y T4 (CYPIAKEE) .
HEH KTy (P-gpi®) Xidkm ANRZF > (0ATPIBIELE) & ff
ARG LI EDIZ I TH FEH TV XIIRANREZF O
Conx B AUC, A9~ 2 B2 54 L 72 S 2 LA IR+ (SHE
ANF—4), [10.. 10.1, 10.25M]

== hLAVEALKY hFEARIFZY T A XEH T Xkn
ANAL T DIPERENIE S

KBRS T A — 5 DY (%)
el (DF B/ B 5-)
N (90%{ X [H])
R . =~ kL
LB UIRiES L) e (o AUC; ¢
, 300mg/100mg 368. 33 1430. 02
S = mg
IESTA | 1H2[E] 10 (318.91, (1204. 54,
(HEIE ) (9142 5-) 425. 41) 1697.71)
- 300mg/100mg 233. 06 194, 47
ZEH LT (m@?f;@ 1A 2[H 24 (172. 14, (155. 29,
(3[4t 5-) 315. 54) 243. 55)
. 300mg/100mg 212. 44 131.18
0 ANRAR 10mg
N N 1H 2[8] 12 (174. 31, (115. 89,
ki (HEIE ) (3[4 5-) 258. 90) 148. 48)

a) R RN EE1E100 (%)

1) AFNOKB S ER O EE, =L~ kL en300mgk Y kI E/L100mg % [F
eI 2R QG- THh D,

ARy R FEBEG 0.8% (3/38943) 7.0% (27/38541)
TR RBEE D

T L 6.317% [-9.041%, -3. 593}
nITRE ) fosy g © 6.317% [-9.041% %)
LS <0.0001

A Ry R REBEIE 1.0% (6/60751) ‘ 6. 7% (41/61243)

nITTUEH | 75 & R L o

[ R—— ~5.765% [~7.917%, -3.613%]

Sy RS 1. 1% (7/6614) ‘ 6. 4% (43/6691)
nITT28EH | 75 v R/ L 0%
[o5n{E X RE]

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

HEED L SN2 N TOWBRE TORIIBBIME ORI

=)= hLILELKEN

) b e 77

ARy REBES 0. 745% (5/67151)) 6.801% (44/647%i)
TR RBELE D

mITTSEH] O ——— ~6. 137% [-8.208%, —4.066%]
pfE” Y <0.0001
A Ry hREBEE 0.921% (9/9775) ‘ 6.471% (64/989%)

nITTHER | 75 ¢ R L o 3%

[ e—— ~5.638% [~7.308%, -3.967%]

A Ry hREBES 0.963% (10/10383) ‘ 6.268% (66/10534)
nlTT2EMH | 75 v REE L o3
[95%fF =Rl "

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

a) ME{E2A{L34H HOVisitlZdoW T, #EA(L28 H B OFFIliZ 58 T L7238 1 ke Visi th s
T, TORNIHRER T L ILEBIARE & 7R o A TR BICERES S LR T HUIY & L
72

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,

o) WaldlE, A EAKUERMO. 2%, RERRIKOAEAKMEITMMS%E L, PRIITIC & 2 3
DL EMEOFRE S L LT Brien-Fleming® o o W1 B A 7=,

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
lZxt42E ) 7 0 —F AHEBES SN TELTEREOTEL A, 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
PRI R D A, BRI GEM DO EFRIC [R—RA T A %0 5 IEEAL28H B £ Tl
D7 EBIAOVisitidH 5] 2EHni,



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,
T3 — WHEREIIFIZER ) OB A 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 HY400copies/mLitH OHIVIEYLIE B IIHIVERYLIE O TR 0 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 DERSE AT 2R 02% 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 B 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) T -7-2 2, [5.1, 7. 18]

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 vitrofito A L REMS

== 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
(NHBEAERa™ - ECs, 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+F294LZ5 54) | BF. 7 (T2431758) . BQ. 1, BQ. 1. 11,
XBB. 1. 5, EG. 5)x ONN. 1R#48] (2% U CRIFRE OPLY A L ATEMEZ R
L. ECylZZFN 282, 65, 40, 39, 146, 44, 108, 76. 4, 104, 69. 3,
113, 126. 5% 199. 4nmol /LT 7= (P-gpfllEIRSEAE F DVero E6-

TMPRSS2: )
) ML E R R

18.3 In vivali o4 LR &M
=A< FLLEE ¥ vx%JIHI:HiT“&;5SARS—COV—2—MA10H<%@%
ST~ T RIZBNT, DT A NV AIUEOWD | TR S IR E
B O, O EOYGENGRD iz,

18. 4 FEFImHHE
SARS-CoV-2% 7= in vitrofitEsEERBRICIBWNT, A 7T aTF
TR 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)

b4, : 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,
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. Q
0O H CHg H ) O
N H '1'
. N / s
H3C /N N)k N 4 >/\e\ N )LO >
>—< | | H S H \
HeC s CHs

oH:HOH
21, RPBEMH

EH ) A 7 EHEEE 2 RED L WIS D L,

Z—

22. @
308E [=/L~ b LV EVEE  48EKR VY R EVEE : 28 (PTP) X5]

*23. EEXXHk

)/ —ETHE 100mg IR T v U a4 AR
2)  FENEERE : REHER LI xS & U SR EhesER
)

3) Zha J, et al. :Pharmacol Res Perspect. 2022 ; 10 (6) :
e01024

4) TItkonen MK, et al. : Clin Pharmacol Ther. 2019 ; 105 (1) :
219-228

5) HAN=EE L& OERYM AR (202242 A 10 H &G
CTD2.7.2.2.2.3.1)

6) First-in-humaniXBRPART-2 : IG5 (202242 H 10 H #&GE
CTD2.7.2.2.2.1.2.2)

7)) BREOFERBR (2022427 10H &R CTD2.7.2.2.2.2. 1)

8) A (in vitroslR) (20224E2H 10 H 7K CTD2.7.2.2.1.2)

9) A ~NTaFY— Al OIYMAEHRER (2022924 10 H &G
CTD2.7.2.2.2.3.2)

10) & (in vitrostlR) (20224E2H 10 A7KFR CTD2.7.2.2.1.3)

11) First-in-humang{BRPART-4 : {R3 & OBk (2022452 A 10 H 4G
CTD2.7.2.2.2.1.2.4)

12) Kumar GN, et al. : J Pharmacol Exp Ther. 1996 ; 277 (1)
423-431

13)ﬁf‘ff%%’*b EERER (20224°2 H 10 H7KFE CTD2. 7.2.2.2. 5. 2)

14) FFEERERSERRER (202242 H 10 H&GR CTD2.7.2.2.2.5.1)

M)%ﬁg@/ 2 b—ya 2 (20224E2 1 10 H 7GR
CTD2.7.2.4.3.2)

16) SEMFEHEAEN (in vitroikBR) (20224F2H 10 H &7
CTD2.7.2.2.1.5)

17) &Y T75EOERMAAERRR (2022424 10 A&
CTD2.7.2.2.2.4.2)

18) FEH T v boEYMAERRE (2022424 10 H A&GE
CTD2.7.2.2.2.4.1)

19) #HWNEERL . B ANRE F 2 & OIRYE B AEHRER

20) [EFRIL[ES I /IARER [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)

21) Hammond J, et al. : N Engl J Med. 2022 ;386 (15) : 1397-1408

24, XEFERERUVEWEDE S
7 7 A PRt
Pfizer Connect/ AT 4 )b f T F A—T 3
T151-8589  HUIEHEBIEA KA & R3-22-7
TEL 0120-664-467

26. WEHRGTEESE

26. 1 gﬂalﬂﬁﬂ.m
7 7 A PRt
WO X AR 2 AR3-22-7
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