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Bk SEIRRAE

LEMEIR ;2%
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I BAREBRHRES
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ZIR MLILEILEE/Y) FFEILEE

ARES [ 30100A1X00026
BRFERALE | 20224E27

FEIL. FMTEPIRDBENLOTHY . RRBBITEVTHEMME., T2, REICKRIBFREIBoATEY. SIERESFEREREPTH D,
Z01®H, FXEOFERIZH->TIE, HoMLHEBEXEIREEIC. TOELWICTAMERVZLEICET H1EHRETSICHRAL. XEIZLD
REZRTHAORETSHC &,

) HE-EAEOLGEIC LV HEATL L

9 M=

B SR

LAKF.,

(ROBHFICIFHRE LGNNI L)

2.1 RHNDRLGTKRE LiBUE OB TR D 8 2 B

¥ 2.2 WOKKZRSTOBRE . 7TovuXxT A, Eafshh,
T L MY THUBAKERIE, TEL=UE S A AL
AREYIN - TEL=DE =L Ly, TIAX Uil
fetf, N7 OOVERRIEOKT), T VA = NEERIE, e oRT
= ) VIR, =V UmBSEAKFY, U oN—a xS Fh
Jran, VI7yT7Fr. Tutrtl i VT NUERE,
EPEY R, AR VLFV U b, oA H I AEAERE - #K D T =
AL AVTRELTUFEY Y TR N v A BRI,
VE R TE IV AIVBRIE A F LT AN v LA
VBRI, T4 RV v ANRNT T VU,
T U (LARTFA), ZETT 40 (T RIVh),
(ISR KO, v I ZE R AUV, "X h7 T 7 R (F
FEUTHIEEORIEY » o PE I (Y v SBRPE D Lol A S
Te) OFEBHEH) . UTERA, /eI BT I UL =
AR T A, TIVT BN NIEERYE .
VAT 7T bR ary—v T/ I R, huns<~Ere s,
T )NV EH =)L, T2 AV HKRAT 2= F KU

VT FT 4T
ST F T

MITYTh IHT A,

Vo7yrrevy, B304 XY VY (St. John

s Wort, B>k« Pa—r X U—h) GHES [10. 1381]

2.3 BHEESUINTHEREDH A BH T, areFrafb5Fo
BFE [9.2.1, 9.3.1, 10.25M]
3. #ERL - MK
3.1 #ARK
. 1 152
HARS =)= FLAEL 150mg U hJEL 100mg
fEgErr—2 HBEKRY, sm | aRY e Ry BT U UEEY
AAN AR —=AF R UG LBE | Ve SRR AR, T~ v
WoKT A, TVNBATT IV | BATT VT N) oL kY
- FRY A ETRAn—A B{L | VERRFEANT T L BT B AR
s FH v aT—400, Z 0| — A, BT X v ua—L
%73 400, B Refdv 7o itio—
A ENY =T aT—14000, B
UV LR— 180
3.2 HH DMK
S o
ANy &%o iR
) T i a—F
=/~ kL EL @ PFE BIREDT A /5
3CL a— hE
FAR17. 5mm, AHAES. Smm, JE X5, Tmm
U h e aINK Tt b
R 1T, B9, & X I6mm

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

5. MMEERITHRICEET HEE

5.1 ERPRABRICI 1T D 2 e 58 BR A I & 2 . SARS-CoV-21Z K % k¥
FEOQEREL ) RV KT 2HT 5%, AROBRGPLELEEZ LD
BFIEET DL, e, AFNOEEGUCHOW TR O T A
KA 2BI2T5H2 L, [17.1.15H]

5.2 ESEE DV SARS-CoV-21C & 2 YT BF (243 DA 0 1L
L TR0,

6. RZERUAZ
W AR ON2EEEL DR EA0kgL Eo/NRIZIE, =~ b L
JLEILE LTIEB00mg L N b FELE LT1E100mg % R 1 H 2
|, sHMRAEET 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 T DR EEMT 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~
TORHFNEMHRT D2 L, i, AFITIRETITH 72 IO 34 %
RAT 254, FRNCHRT 2 X5 BEiciRE+ds2 &, [10.,
16. 7. 1B]

9. BEDERZHATHERBICEHT HEE

9.1 GHHE - MEERZEOHIESE

9.1.1 HIVRk &

() BFNLY b FEAEET2D RIBFEXIT= Y hr—/ L REOHLY
G RE IR G LI=5E HIV v 7 7 — B EAN I A Es 4
U A AMREMEN S 5,

)V MFEATaE YR E Y NEETHHIVRE & ARFZ0FHT 5
BA. U M FELOHERFSITRETH D,

9.2 BHEEEESE

9.2.1 BHHEEEDHLEET., JILEFUERSTOEE

B LN L, aVeFrOMFREN ERTIBENRS S,
[2.3, 10.25H/]

9.2.2 hEEDEHEBEETDOHLEE QLEFUERSDDEEE
B <)

S UV ELEBELTRGTHZ L, =/~ NLLELODI
FIREN AT BEARS S, [7.2, 14.1.1, 14.2.1, 16.6. 1%
HeJ



9.2.3 EENEBHERENHLEE (QILEFUEREDPOEEFER
<)
BEEIHEE L2, =b~ N LV E O M HEEN ERT 503, B
R IR SN T, (7.2, 16.6. 15H]

9.3 FFHREEEEE

9.3.1 FHHEEEDHSEET. JILEFUERSHOEE
BHE LN L, are T romPREN EATI8ZW0H 5,
[2.3, 10.25H]

9.3.2 FHSREEZENHLEE QIEFUEBEROEEER)
U R e EICHFE TG S D 720, @O E S R+ 5
BEWRS D, £, "I ATIFT—EOLERFEZLEIFL TV DA
HCIIFEREE L IEIE 2 BTN S 5,

9.5 1147
Ida AR L TV S HIREE O & 5 e MEICiE, 1R O sMENfE
tE% LA EHEF SN DGR OREET L 2 L, THIRET VX
= MUV ELVEEE L ERICEW T, BRBRER (AUC) D10
YT 5 HE TR IEAREOHD BHED b TWD, Fiz, IR
7w MZU MR ERES LZERICBNT, IREL @R L TRIE
~BITT D ZEBHESNTNDY,

9.6 BT
TR E DA RIER ORFLRBOARIEE BE L, #IHL oM UL
EEHRETAZE, =~ FLAELADE NLHA~OBITFHEIZ DN
TIHAHTHDR, U M FEMZE N A~BITT 5 2 L B3
ERTnBY,

9.7 /MR
INESE RS L U BRERBRIT I LT 7ru, [16. 6. 3R]

10. HEH%EHA
AFNICYPIAZ L PHET B, £/-, =/~ FLILEAKNY hE
JVIECYPBADIEE Th 5, MOFEHAl & OFHEAEHIL, AR T TD
HMAEDEICONTHRI STV S b TIERVWO T, JRRICEEL
THEHHEICEE L THEHREICKRSG T2 L, [8.,16.7.1,16. 7. 22 ]

*3k

*3k

*3k

*3k

10.1 BrRAEE (BFALLGWI L)

4 5 FERARAEIR - HE(E 715 BT - fElRIN T
VAV2=E=E % /N REENR, MRREE, MR | RF O F hrr—a
(Z T 1) . IRBHRANC X D EE AR | PAS0I R T D A A B
SR 57NN KITAEMICfERE RIET L9 | EERICLY . LR

(R¥Y, TzTFV)

ES NS NS Y 73
(LsRy 7 R)
TEL=DE

(7o v )
FNAPNEZ L A RFY I -
TEL=DE

(VN2 ARG §E)

By A aS

(7 7)

T A v U
(Trhmy)

AT Y ORI
(RTY 2—)1)

7 VA = FEERRHL
(FrRa—n)
a7z ) IR

(Tm /)

X = U VR )
Ys—m Ny

A 7HFLNh)
Fh 7 Lran

(7)) )

V77 TF
(Rarzs74v)
Tty

(m k)

VTR 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
i3

(s )

TAFRL )
(Frves47)

A NRT TV R
(277)
YNTF T 4T R
(LRFA)

2HTT 4

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

"I X RAVERE
(Pxv 7 24y R)

[2. 2]

BREZBPEIDBENDRH D
OTHRLARNZ &,

BA 2N 5 O3RHA O i
PR EE S RE L A
LT ENTIEND,

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,

VAT IT bk
(7F HI%R)
[2.25/]

rhaty = otz L
VYA TT B O
FHL, 2V T T ABET
Liz & DWERD 5,

AKHEDOF b o w— L4
PASOPLEAEH RO |~ 7
v AR—=H— (P-gp,

BCRP) PHEAENC LV A
RO M AR & R B
LBENRH D,




A4 5 BGPRAER - B 71k T - fEBRIN T 10.2 BHREE (BERICSEET S &)

RY = RY =F Y — O MPRER | AF O T b s a— A 4 WA « B iR BT - ERINT
(74 7= F) BETLELOBRERHZOT | PEOIOERIEAIC L 5 eSS T CHDEAI O M PR RS | AFIACYPIMC IS D 2
(2. 220 Lz & boEEALRTRA. T DY ESY FHBENABD, DK | b EADRE LR
ToULHE IR ToOVH I ROMAPREN E | ARFIACYPAIZ L D 2 kok| Ao RUMEERHKFnd FIOBWERABNBE LT 22 | INICHET 220 &%
(7—Y—4) AL, BEMARERS NS | &0 3H oK H % 5o Y RAA BBEENBRD DD, KN | B TNS,
[2. 2] ZNRH B, LTI 5 723D, U R A R BEEITV 28 BRI

Eh, AAOMPRENED | £, D ORAR FAF =T kR L. BB LT

FTHILT, BIUANAER | CYPIAEFHET D70, B4 F=T HEOMY REEEET D Z

DR O B2 s
B %, AHIHHCYPSAPLEEM
DIGVIER~DREEZ B ES
L, RLEGTIATS
BRiiZ, 7ouv s 2 RO
EEETLEL DI, BED
REEFEEICBE L., BIER
DRI AHN D% Fe D PEFH 2
FoaEETHZ L,

NN
(F7 LV k=)

F V8= R O i E
ERTIBENAND D, Fiz,

(2.2, 16.7. 2818 R DL B AT
LT, A M AER O %R
SEENBOB TN DS,

7w IS = Hio A LA EROWMERTE | 2 6 OFANOCTPIAT

(778 HRDBENS b, HEMIC LD, = b

ZE=hA LAEARGY T

(£ 57 b, THET T AOBERETT 55

RAZ == b AT bYTaK ENRD B,

Fndy

(RA A V)

DR A

(V77vv)

A2 UAFRXFY VT (St
John’ s Wort, B>k« Ya—r
R T—]1) EHR

[2. 28]

K3k
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=n F = 7R
EUh T v A RRGUEMEE
i
v 7T AT Ui
v ) AF RS
AV T KT
HEXTT xR
[N T 37
=Rl AR
Bk —
A rTafy—n
Raf—
e Fr
VR ES-E T e
Ty ARV A T
VES A= e ¥ /3
TuEs YT A VIV
TV MR
T AP R VR
PAF T AR
=
=V R
=7=Vrr
=hLrorEr
SRV
VAR 3
R & K
T RN AEF AT Bk
Fndy
SUNRREF
vuAL Y —)
vraARY
27 1Y) AAKFY)
N7y F=T s R
R F =T KFa
PV AT 10—V v RER
NVFFT 4T T R
AT 7F)
BHTT 4
TVAL FAT1T)
TNT T TN
FRY AL
F=—x
[2.3,9.2.1,9.3. 1, 16. 7. 2]
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AFIA 2 b FH O JF
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DlpiBFBIHRATY
B
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AF)OMAPREDS AT DB
ENnb b,

ZAUB EAIACYPSAIZ B
DRAEN IO iR Ry
HICHLET 720 L5

ZbNTWD,
FEAE] BRI 0 AFIDOAUCHIRA | IR
THRBENRD D,
TrRTVY AENE ORI LY P RTY | KBDB T2 o i
U DC K ANCRZN TN | G EARET DT & &
DI D EOWMENRD D, ZHNTWND,
FERY X 2B FEH O i EE MR T
ST gy Ny v s THBENRD D,
FETEY AHN O M P HE ST DI | FET B RCPIANE T
ENBbH D, By hrl-olExbR
TWa,
T 7ELYY AHEHOT 7 7 B LYo | B R

TRES LR DB ENRH
Do HBEICAHERRNRL
T2 AREMED B D DT, BRIR
MEMBSEOT=4Y 7 %AT
WaRRLHEICEET D Z
&,

vryy

TIF VU OMFRENEE
lIZHmLz b odEnd 5,
vAF Y UOMmMTREE=4
VT EATIREEET DL
&,

BT 3 R

BRS I RO R A -5
TOBEND DD,

T7 7 F=T v LA R

T 77 F =T O PR b
L. BERRFEH L4 <
RHEBENNG D, KFNLT
Ty F=T LREENT 7 7T
=T REHRICEE T L,

HEHANT 2T HFT—hA
PV % 3¢
[16.7. 2]

AEH ST OmPEEN F
U, i) 273 ERT 2
BENRD D, AH LG
DAL, XEH BT DR
REZBEST L L,

AF D P-gp B 1R
raboEZLNT
Wb,

HANRALF U T T A

0 ANA L F 2O i EE
EAT LI BEARD S,

A F| 00 BCRP L5 7B ] A%
B LT B alhedE
b5,

VAT LVENKFY - BT L
EAE )

TV TLELKERET L
H A E VO PHRED BT
LBENRD D,

A5 > P-gp X 13 BCRP L
FEEHCLEZbDEH
AbiLd,

b7 R R

hTY Ry OmhgENR 5
L. Bl HEV, ERME, %k
MhaER RN B D O
TAHEOFHT 25513. 8
FHORBICHEE L, LTS
LT hIY RrOBESs2%
BTanz L,

AFKIDCYPIAIZE T % b
7Y R oRHE S
MICHLET D205
bR TS,

e A -

BN A-WIPLoY ILE Y 3N
FLiZLOWERD D,

ARF O I HE A AR SR
BEERCLI b L
EZ bR TV,

ZOOHIY 7 v T 7 —BHE
3K .
T H T EL R

SIS EEFI O i P EEAS B
ToEIBENRDD,

A==

~F e n s OMmPEENR R
THRENRD D,

AFIBCYPIMZ LB Zh
PP SIOKAW iRy R y0]
ICHET -0 LEX
LERTND,

7 a e R VLR
7 a e K7 VLR - 7 AE
Vv

7 a ¥ K7 L OEEREY
O EESE T L, R
WIS DB ENRBH DY,

AHN DOCYPIAPHLFE VR %
kD AHEMEDN B Z D
ns,

T xRN

T ERH O Mm A EEN b
HLU, Wiy 2278 EHT5
BEnnb s, A#HEORT
HEHAET EX A OEE
BIECCREEZET 2 2
L, B LD RN L Rt
ZLSICEE L, AH L 0P
JAMEE) & B 2 B VR
WEBFA L7222 &y

) @ CYP3A4 & UtP-gp
PREIERIC X0 | S0
R B OV H 2 B 5
LHlehEZ LR TY
<8

SR 1 X E AR IR E

1. BlERA

ROBWERRH LDOND ZERHDHDT, BEEH3ITITV, B
DR LN HE IR G 2P 572 EHE 2 0LE 2175 2 L,

1.1 EXGENER

11,11 FFgeEEE (BEARH)
11.1.2 hEMSREIEFRFARGE (Toxic Epidermal Necrolysis : TEN).
RIEHREIRARIEIRRE (Stevens—JohnsonfEM&REE) (W § 41 b SHERIA)
1M1.1.3 7F+745F%F>— (BHERH)

1.2 Z0thnEIER

1%L4 b 5% AT 1A B
S EE RIS, Z D FEE,
HLBE, WA i,
T
R BRI R4 I £
MR e 1L
k| H Ik TR - WA O, g A | R
R R ST BN R
®
JFRRELIE % i 5 ALT E5-. AST E5-
B2 R OV T AL B2
55 T M OV 5 L i s 5 PO
K ik - B R B O G PEIER
DIRTE

14 ERALDEFE

14.1 BFRAFKOEE

14.1.1 o— M@ AE - HEOLR S KO J5o2E43)

D=L~ b LILELEE (

FH48E) KOV M FEASE GRS A E

D, PR OB SRS BE I3 D Ak - HEST St
B RS T ORMSZENEhNG, =~ b LIV EVEE2EED 5

HIUEZ D BRE R BRO 76

THZ L, [9.2. 28]

14.2 ZHIRMAFOIE

FHUCHR O o — L% B0 T T

14.2.1 >— MIKUTIZIA Sy (RO S o2[E5r) BEENDTZD.,
HENCARA R & ERI 2 B I8 35 Z &, o, PEEOBHKEE
P B x5 ik - BRSO Sz BTy — P bR
TREERIDBRINTND Z L EFHAT 22 L. [9.2. 28]

14.2.2 PTPEEDIRFNIPTPL — RS H Y L TR 2 & 5 5
T2 Z & PTPY — M ORAAKIC L 0 BB S B R~ A L,
FIIXFEAE B Z LU CHERIAA SO BEREIMEZ ORI 2 2 &M

b5,

16. ML
16.1 MmAiReE
16.1.1 BEEKRSE

TEFHERL AN =< R LV EA300mg% U hF E/L100mght A F CHAA]
BOBELZLEXD=L= FLAEAKRRY M ELOREYEIRE R
I A—Z WIS ERERE 2 LT IoRTY GFEAT—4),

ERERRZ =L~k LV EIL300mg % U k) EL100me A T CHLEIRE
AL LEEED=L~ FLLEAKNY R ELOYEIRE ST A

-5
SEHE ST A — 4

=)L~ hLLEL Coax (pg/mL) 2.21 (33)
AUCi,¢ (g« hr/mL) 23.01 (23)
To (hr) 3.00 (1.02-6.00)
iy (hr) 6.05+1.79

U hFen Cone (ng/mL) 359.3 (46)
AUC;,¢ (ng * hr/mL) 3599 (47)
Tuw (hr) 3.98 (1.48-4.20)
i (hr) 6.15+2. 24

n=12

T @ PORAB R | €12 BT = EEUER S, € OO T A—2 - RAEHIE (CV%)



3.0 00

5

g -~

= )

2 €

- )

i E

= )

= =

3 =2

v by

2 5

o B

% =

2 B

1 =
i %
" =

g —

—e ]
36 48 36 48

F£5- 5050 (hr)
B ANIC =1~ R LV EA300mgE U b F E/L100mg I T CHARIRE
A LZEED=L< FLAEAKRNY R FEL O EHES
(n=12, R FHEHE R )

16.1.2 REH®RE

== N LLETE, 25013500mg% U M ELBERA T (1[E]1100mg
Z1H2[E) TlH2EKERAZE LAY, =L~ hLbEn
OMAFEPREZ2A B CICEFREBICEGE L, BRI GRHI A~
AUC, e UC JFFI2FEITHIIN L 72 (HAARUSEAT —4),
16. 2 IRUR
16.2.1 BEDOFE

IR EERERZIZ=/L~ F LV E/L250mg (% RIREIK) 2 Y h e
100mgHf T CHER AL Lz & & Zegiif s L ik LT =
L= B LV BV D C D S ITHI 5%, AUC 0 D T ITHI 1. 6%
MLEY GMEAT—4), 2B, ORI & il
RIAITH D =/~ b LI EIL150mgdEAl & D4R RISE MR
STV, AFNE, BEOFRIIPI»DLTHERETE S,
16.3 o

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

U R EE0.01~30. 0 u g/mLOPEERPA T b LI A L 99%
DERA LY M FEA2ue/mLlBIT 5 b MR O ERBITHR
1X11. 4% Th -7 (in vitro),

A =/~ b LL EL300mg (% HIREIR) 2 U~ E/1100mg
BERT TLA2ES A FERIER QS Lz & & OV2/FOTHEIE, =
< FLLE/LE104. 7L, U M FEZL12.4LCTH o727 BHEAT —
),
16.4 {3t

In vitrodkn G, U MFEAFEH T TlE=bw L eV E
ICCYPSM TR SN D Z L RIES ALY, =~ hLELE]Y
MFENLVEPEHERE LIz &, =~ b LLELVORBINEES N
Do fEFERAIZ=/L~ F L /L E/L300mgE Y M EJL (1[E]1100mg% 1
H2[E) PR T CHERO#S Lz & &, migPIciEn Sz iy
HMEIL=L~ FULLVELVDOREMEDHR TH -T2, 7od, RED
FEHZ IR R DT RO NEY GHEATF—%),

E MEFIZ7 v Y =% HWZRERT, Y M ELIE5E8. 7%~60. 4%0°
R &, EICSFEOB L@ & ERT 5 Z RS, £z,
U M E A ORFBHTIZFEIZCYPSAKR OCYP2D6 SR 595 Z & 3R &
N7 (in vitro), HEHEEERA I CERRY M EAL DD T EAHKE
HEROEE L, R, #EROREERT LR, RELEE W
FACAREEH OB LA DI HERR S 7=V,
16.5 ittt

U RFELEFHLEZEED=L= F LV ELOTE R RRRILE
HEltCcH Y, =~ F Ll EL300mg (RRAOMEIK) 2V e
100mg (1[=1100mgZ 1 H2[E]) PFH T CHER KRG Lz L&, ZRW
PR B NGB DKI35. 3% T49. 6% K4 BEE L 1373
SNz, PEIH O EE Ry BEY L=V~ b LIV EVRE(R
Th Y KSR TER T 2 D BEORHHRRD S GHEANT
—4),

TR BR 12 YOIERR Y R E LD A T L H1600mg A BRI O 5
L7z & & BG4 148FM E TIT 5 L2 RE D 86. A% 23 FE 1~
11 3% R ~ENZ R Sz, 72, R3S, 8% 3
~ K3 BRI R AR S h Y GHEAT—4),

16.6 FEDEREHTHESE
16.6. 1 BHepEfE=EE
EH (eGFR 60mL/minkA_-90mL/minAw) . 4 (eGFR 30mL/minh
60mL/min i) M OVEEE (eGFR 30mL/minaASii) B HEREREBE
2=~ M LVELVIOOmgE U M EAL0OmgiFH T (=1~ hLv
EL O GHT12REH, R, 5% 120 K U4 RIC e 5) T
B[RS O Uiz & & TR 2B e 2 A9 % gk & ik L,
== b UL E IV OC, S DAUC, D FREE I T2 28 (A S 1T, #REE D
M RE I T R AT TTIE30% M UR24%, A I D B RERE 5 IR AT T IE38% Kk
UN8T%, L DB HERERE B TITA8% M U204%E 2> 7210 (SRELA
F—x), [7.2, 9.2.2, 9.2.38]

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

IR 7RG RERE | BRERARIE T | A R AR IR T | 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

Tows @ FPOLAE REDH) | €1 0 BTS20 = AR EGR 22

16.6.2 FFHgREEEEE

AR HE O TR RE R

ZOMDRT X =5 i EEIE (CVh)

B (Child-Pugh%¥EB) =/~ kL)L EL

100mg% U FF E100mglEf T (=L~ b LV EL O 5 RT 12051,
e, BEZ 2R R D4R RIC ) CTHERAKE LI &
B = uw b UL E L ORI TE R R ITHRE A AT D s & R
Cho GHEAT—4).

P REREE N =L~ b LIV BV OISR EIREIC KT A

T 72 R HE A 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)
ty (hr) 7.21+2.10 5.45+1.57

T 0 FPAE GREDH) | 1o 0 SR8 S ARUER 2, € OO ST A =2 - RATVEIfE (CV%)

HEOIFHREREBRE 2 504 & Lo BRI FE/K L T,
16.6.3 /NREH
ISEEARIED/NEEHRIZ =L~ R LLELKRYY b F ELOHEYE)
REITREAM L Cueuy,

RN O RHE SR B E 7 /L K OV N O IRE AR % IV CL 125% 0L
oK E40ke DL /N IR U CHESERTE - B CARKIE B
H L ZOEFREROMSEF =/~ N LV ENLVOREEZHEE
L=k Z A, RATRD bNZMEF =L~ b LIV ELOIRER L
WRFERREICR S LHfEsh =Y, [9.7881]
16.7 E¥MHEEER
16.7.1 In vitrostB&

== RLILVEL  P-gpDETH D, £/, CYPIMZE WKL
REERTERIICE L, P-gpE fAET 57,

U R EJL : CYP3A & HFICHRVBIRIME 2R LY, CYPSATER (L &1 D
2 OUFRIEFN OB 2 FACIRET 5, Zvr o rviias 210
L. CYP1A2, CYP2C9, CYP2C19%&#FE T 5 Z &b h> T\ 5, ff
FIEAN O MAFRE AR T S, 8889 256 X0 3H 0
PR NI L 22 D AHEMEN H DY, [8., 10. B[]
16.7.2 EREREWMMHEERARR
(M) A +Za+FIV—=LEVALNIEEY

=~ kiU MFEAGIATTA T aF Y —/1 (CYP3ARR
FIR) I NN B L (CYPIABELR) LG Lzt &En=
= R LILVEAL KN b FEILDC,, S OAUCIT %9~ 25 B2 % 1Al L
TREREFL TR D GMEAT—4), [10., 10.1, 10.2ZH]



AN RBEL EA N T at ) —uR=b~< LV EAKRNY b
EL DEEEREIC KT TR

F1 FERHHEE ORFR
o RIARAIT R R

a) R RONEEIE100 (%)

b) WA= EE Y 1 AUCSAUC,,,, A kT =1F > —/L 1 AUC=AUC,,,

c) WANREE I GHMASA B2 5150 H % TLA2ME300mg £ THIE (1A H~3A HIiX
100mgZ 1 H2[E#%5-. 40 BH~7H B1%200mg# 1 H 2[a4% 5-)

NC: BHH LTy

(2) SEYSLRUSAEARSY
=N~ MLV ELEY RFELGHATTIFY T L (CYPIASEE) X
XX EHA Ty (P-gphE) SOHAEEGELILLEDIFY T AT
ZEH BT 2 DC S OAUC, K5 A T L 7= i R A LU TS
AT GMEAT—4), [10., 10.1, 10. 28]

S FUAEARORY NFEARIFXY S AIXEY FT D3k
Wy BRI R\ F R

KBRS T A — 5 DY (%)
e b (DR G/ A5
N (90%{= #H X fi)
3 1 s R =~ ke
LB UIRiES I e (o AUC; ¢
ong 300mg/100mg 368. 33 1430. 02
IET A . 1H2[E] 10 (318.91, (1204. 54,
(W) (ClEERSED) 425.41) 1697. 71)
Tmg 300mg/100mg 233. 06 194, 47
AeH T 1A 2[H 24 (172. 14, (155. 29,
(W) (3lEI4 5-) 315. 54) 243. 55)

a) FENRWVGAILI00 (%)

1) AFIOFGE S ER O EIE, =4~ b LV EL300mg RN k- E /L 100mg % (7]
RFC1 2[R AR5 TH 5,

17. ERERRLAE

17.1 BHHERUVREMCET 55

17.1.1 EIFR£RESE I/M4E5K8% [C4671005 (EPIC-HR) FHER]
185 LA EODSARS-CoV-21Z L D YUE BT # x4z, =L~ hLt
JL300mg K TN ke 100mgZ (I C1H2EISH G- LIz & D
HIMER O L2202 2 L2 B E Le 7 7 B ARk RIEES
b e B TR bhisa R A 92k U 7o, R IE B IR A L
28 A H % TDSARS-CoV-21T & % FEYYEIZ B D &> 5 AR X ITBRH %
B2V DA Ry MRFRO LN HHREOEIG L Lz, £k
fiRHT Tdo 2 MR (20214E10A26 7 — & 1~ R4 7) Ti31361
Bl (BARNLIED) PNEER S, EEFHEEE (mITTHRR) OfR
1. == FLALEAKRNY R FELBERER. 8% (3/3894) W ONT
7T/ AT 0% (27/385f1) TV | EIAOHEMZEIT-6.317% [95%
{EHEIX) : 9. 041, -3.593] Th o7z (1), WX, =1~ kL
VBN N e LB T B3 /389451 (0. 8%) . FE1-0/38941 (0%)
ThHY., FTRBEETARR27/385%1] (7.0%) . FET-7/385%1 (1. 8%)
Th oz, e MEIEANL SNIZ T R T OB 224661 (H A A 641)
BT DR AT CO EEFMIE A (mITTEER) OfERIE, =
L= R LIV EAKR Y R ELBERRE0. 7% (5/697H1) SN T T &
AWHEG. 5% (44/682(5]) ToH V| FIE DOREMAIL-5.807% [95WEHHX
M :-7.777, -3.837] Th-olz (F1), WiRIE, =~ FLbEL
KOV R EAPEHRET ABS/6974] (0.7%) . FET-0/69741 (0%) T
BV, 7T uREETART44/68261 (6.5%) . FEL9/68261 (1.3%) T
HoT,

WYEIE ST A —Z D (%) =~ FLVEARD o e
it - RN
B (DFFIE 5/ AR 15) (OO D) U R e R 77eRR
P e =L~ kL "o=ae e PRS2 A Ry RFEBES 0.8% (3/3894) 7.0% (27/3854)
) Sy rFEL " " ——
Cous AU Conr AU mITTSEH] g;:gg:ﬁf j)h)% -6.317% [-9.041%, -3.593%]
. 300mg 300mg/100 56. 82 44. 50 25. 59 16. 57 oA "
o 1A 2m ;&;g 9| (704, | (33.77, | (18.76, | (13.32, pfiE? <0.0001
(16F1£5) 68.62) 58. 65) 34.9D | 20.60) A v hREBEIE 1.0% (6/6071) ‘ 6. 7% (41/61241)
- 200mg 300mg/ 100mg 118.57 138.82 WU | > 5 o e & o0 22
11:? LA 1[E 1H2[E 11| (112.50, | (129. 25, NC NC (o5 SRR * ¥ -5.765% [~7.917%, -3.613%]
(8142 5-) (5142 5-) 124.97) | 149.11)

AR NEBES
nITT2HEMH | 75 ¢ R/ L o 3%
[95%{EHE ] Y

1. 1% (7/66141) ‘ 6.4% (43/6691)

—5.425% [-7.460%, -3.390%]

TRIERT DRI EM L7, BAER(L S =3~ T OPERE TOMTHE
s

=)< hLILELEN
U e ABERE

0.717% (5/697f1)

7T REE

Sy MRS
TITRREEE OE

6. 452% (44/682f4)

mITTSEH] [ R—— -5.807% [~7.777%, -3.837%]
p1Ea) b) d) <0.0001
A Ry RFEBES 0.770% (8/10394) ‘ 6.310% (66/1046)

mITTEER | 7 5 & R e & o 3%
[95%fF =Rl "
ARy REBES 0.812% (9/11094)
nITT28EH | 75 v R e L o3
[o5n{E g ]
a) MEA(E34H B OVisitlZBW T, BIEA28A H OFHEZ ¢ T Lo &3 acieVisi thim
T ORI I SUTEREE & 72 o 723 B R R i b B ST HEI ) & L
7
b) BERIZEIFKaplan-MeieriiC X 0 HEE L7oA X FRBEIG L0 FH L, 4 kiZ6reenwood D
ARUTHESEFM Uiz, FEEEIXESLTENAIC X B L7,
¢) WaldliE, A EARUERMO. 2%, RERRIKOA EKMETMMGSE L, pRITIC X 5 R
EDLEMDRIEIE L L TO Brien-Fleming® d o {HE X% -,
d) WaldiiE
mITTE]  HEEAL S, ERIENSIELL B S, N—R T A % b MEIEA(2s H H %
TR L BUAOVisitdid ™, N2 F A LA TSARS-CoV-212 L % FRYYE
KT HE ) 7 a—F ARERES SN TELTREDOTEL R, 23D, SARS-
CoV-212 L 2 JEYLE DAESRFEH A 53 B LAPITIRBE N B 5. S - wiid
nITTIEN] « MAEAL S, IBBEEN IR B G S, R—2 T 1 U %05 EA{K28H B
FTICARL L HUAIOVisitAH ™ N2 T A W TSARS-CoV-212 K 5 I
PIEZKIT HE 7 0 —F GRS SN TE L P REOTE S R s
nITT24EM] « MAEAIL S, IBBEEN IR B S, R—2 T 1 U %0 b #EEA{K28H B
F TR L HUEOVisitn b 5 Wi
P RRENTRE S D Zx, BRI GIEA D EFRIC [R—2 T A % O H{EA28H B E TIZ
D7 EBIAOVisitid 5] 2Ebi,

~5.619% [~7.207%, —4.031%]

‘ 6.099% (68/11154)

-5.363% [-6.884%, -3.842%]

k. ARBROERBR - IRAMEREIIR2D LB Y Tho T,
F2 BN - BRAMELTE

BERJEHE | 1. SARS-CoV-2B5itk (ME(E 2 (L5 B LAPNICERIN S A7 MR 2 FH VN 72 PCRIR A S5 12
X0 TR
2. SARS-CoV-21Z & % RRYLE DR BN MEAEA LATS H AN TH D, 2o
V2L SUT 33U TSARS-CoV-212 & 2 BRUE DIER” 723128 B b b
3. IRDSARS-CoV-21C X DIEYIEDEIE(L Y 27 KT 52D 7 Eb1>HT S
+ 60mRLLE
* BMI 25kg/mi#
- BT (7530 H AN OB & 1) | 7> D ETEIC 10042 EOBE R & %)
- SRR SRS i A O Rkig: £ 5
- PRPERER (R, RO B 52 BT A0 R)
s ELEOBW AT TVD
S DME RSB (DATREE, MAsh . —@PERME MR, DRE, = hr s
Uk ) AT ST BOE, B SA oS AT, R BRI IRIZ AT
FHBARPIERIBENT UL KBRS A A OMAEE AT 5)
- VRS2 RIS
- B
- PR R (MR, & LERREAE) U A 5 B
ZOMOBEE GHEMEEBR, A X RY v v Na—na EEORKRE
)
« BREMERZ NG 23 A% B IR B O 28 A
- ERREMT O (SARS-CoV-21T L 5 BRYLE & HEBULR 70 HHGE R 1 MR

1E4E)




FRAMIEHE | 1. SARS-CoV-21T X 2 JEYIE DIRI D T2 b D NBEED & %
L ANBEAS B A2 IR HE ST VR 2 A ASE R LANIZ ABE A L BEIZ 72 5 2 & 3R

)

EEhd
3. BUEOREY: X 0 Al FURDSUIERR A IS XV SARS-CoV-2i& e A3 R &
N EBHd

RO TR (BE SO XTEBIE OBRUULCRUT I 7 A /v A &Y, JRFEPEAR

HHPEFFREZ . Child-Pugh” 7 ABXIIC, BMENFAAE 5 Teih el IFER RE,

FT N a—NMERRVIFIIBRS) OBEEREA G5

FNT P UL & B OB HRERETE (R Y — = ZRi6 A LLN O i

W LT F = U EIC S < CKD-EPT 2 TR & AU 72 eGFR2345mL/min/ 1. 73m”

i) EATD

. U A b AKE73400copies/mLE OHIVEEYLIE B ITHIVERYLE D IR D 728
;{;‘fm**m%%{fm L TV B HIVIRYSE B

. SARS-CoV-212 L B EHEIZ x5 U 7 F L HEfliliE & 47 5 UL IR 4134
HEXD HMJ&@%X FTHZERTHRIATND

VR AL RT24RE R AN O BEFERARIEE 73020 A (Z74IE, =R ¥

1%, BETR SUIIEIR R, FEEL (38°CHE) UTBA-oIF &5, EREIE A, Y. MY
IROSEA, T, O, WEr, B, IR, A E Y SUT K

BRI, R, MR R AE, CABMERINERAS 200/ 1 LA 23> 7 A L AR
400copies/mLA OHIVIEGLiE B35

ABRARLAALAT30 A LANIC 14 H L Bifife T L R=> 2 20mg/ B LA BICHIS 5 avFax
TuA RO&E AREBHAILAT0 A LINICAERRA (7 )Fv~T | VATHFX~T
%) L IEREREGHE (A S hLX¥Y—h AVBTNT Vv THEFATY %) O
B, UIM AL FIRE AR Z T 125G

FC LR B A L. RINMICERER G252 T 2881, BT TV ATEER
HFRIETICRT 5E

o~

&

o

-

=)

a

b

c

d

FRIfEATREE R ORWEA S HMEE L, =~ P LA ELKDY hFE
JUPEFIBETT. 3% (49/672(31) TH 0 | EA2BWEAIL, RHE A4 (3. 7%,
25/672M) K OVFHI (1. 9%, 13/672f) T -7=12, [5.1, 7. 1]

18, EphEmE

18.1 {EFR%RF
=)< b LIV EJLIESARS-CoV-2D A A > 7’ 17 7 —8 (Mpro: 3CL7
177 —€ Xidnspb & HMEEN D) FFHE L (1C5=19. 2nmol/L) .
V2RI EOYMEIET A Z LT, A NVAEREMEIT S,
U NG Lo EmIRE (3umol/L) E TSARS-CoV-21Txt L
THUANAEERE RS eholz, U b FEMEI=/L~ R LLEL
DCYP3AIZ L A & BRE L, Mt REL2 insE 5,

®18.2 In vitrotio 4 L REH

=)< b LV e VT HIIEEE 2R R & OV 72 5BRICE UV T SARS-CoV-2
ER R 27 BERR  (USA-WA1/20204K) (2% LCHLY A VL ATEMEZ R LT
(dNHBEA™ : EC5, 61. 8nmol/L),

=)L~k LV ELIESARS-CoV-2HF PR 7y Bftkk  (USA-WA1/20208%) f Of
\ZZE Bk T DHalphathk (B. 1. 1. 7%%5) . betakk (B. 1. 3515%%%) . gamma
B (P. 1%%5) . deltafk (B.1.617.2%%%). lambdafk (C.37%%%) .
mukk (B. 1. 6215%#) M Qomicronfk (B. 1.1.529/BA. 1574 okt L

TIRRE DI Y A L AIEMZ 7R L EClL 2438, 0, 41. 0, 127. 2,

24.9, 15.9, 21.2, 25. 7K O'6. 2nmol /L T&H -7~ (P-gpK$BVero E6
M), F7-. =/~ kL L ELILSARS-CoV-2 i IR 4y BERE  (USA-
WAL1/2020%%) I ONZZE F48E C & D omicron®k (B.1.1.529/BA. 2,
BA. 2. 12. 1, BA. 4} OBA. 5:5%#4%) 126 L CRIIRE OFL Y A )L AiEHME %
R L. EColZENEN68-70, 65, 40, 39K OM4nmol/LTdh -7 (P-
gpBREHAEAE T DVero E6-TMPRSS2#IN) ,
) LR b MR R
18.3 In vivoli o4 L REMH
== b LV B~ U ABIEER T & % SARS-CoV-2-MALOFK % fk e
SR T RTBWT, DT A A HMORD, B D KE
WO, 0RO UENGED iz,
*%18. 4 ZEFIMHE
SARS-CoV-2% 7= in vitroitEFEERERICBW T, A7 aT
T —BICH—XIFEEOT XV BERNSHEREO N, D5 H
T211+T3041 . L50F+T3041 . F140L+A173V . A173V+T3041 X [
T211+S144A+T3041 DT X/ 2SR %769 % SARS-CoV-21Zxt 4 5 = /v
~ ML LELDOHF Y A N ATEPEILS. 9~28fFK F L7= (P-gp/KiH
Vero E6#I S IZA549-ACE2HAN) ,

19. ARSI HEIEZHR
19.1 =)L FLILEL
—REILHR . =~ hLJLEL (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]Jhexane—2-
carboxamide

3 F3 ¢ CoghlpFaNs0,

53FH 1 499.53

PEAR - A~ {EDN

b

CHEBLIEHERTH 5,

NH

SAEEL (LogP) : 0.845 (TFiIfE)

19.2 Y b+ EL

— R4 # 0 U b EL (Ritonavir)

k224 : 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,

(bt

H]ACH /(ﬁ Y\/\ X?

0o

21, EPBEH

211 EIRG ) A7 EBHm 2 RED b, @UCHET 52 &,

21.2 AFNOEGHREE) &HW S DIERI DB 2RI, HHEA LD
B SUTMGER A MR ORI BT 25 CEZ b > Tl
HIN, XFCEDRBEBTHOHO TEEIND L. E/MIC
XL TERET D L,

21.3 RIS ERE SR AT R 41 RIS S BRSO R T
AR, 7?<wu BOPOER LTIy A L35, £k, REINER

ST R0 ARFEEEETHMLEIRD SR HATE, ER
[:J?%%DDM BT DEIHIC S X AR FHOERE A GTH 2 &
BbH .

2. @i

308E [=/L~ b LV EVEE  48EK VY R EVEE 288 (PTP) X5]

#4623, F B

1) /—E7E 100mg BRI 7 v U4 AR

2) Itkonen, M. K., et al. :Clin. Pharmacol. Ther. 2019 ; 105 :
219-228

3) Section 6.3.4 Study 1014 - Carbamazepine DDI, EUA
Application. Pfizer Inc. November 2021

4) Section 6.3.2.2.2 Part 2 : MAD, EUA Application. Pfizer
Inc. November 2021

5) Section 6.3.2.2.1 Part 1:SAD, EUA Application. Pfizer
Inc. November 2021
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24.

Section 6.1.1.4 Pharmacokinetics, EUA Application. Pfizer
Inc. November 2021

Section 11.1 Pharmacokinetic Results, Clinical Study
Report for C4671015. Pfizer Inc. November 2021

Section 6.3.2.2.4 Part 4 : Metabolism & Excretion, EUA
Application. Pfizer Inc. November 2021

Kumar, G. N., et al. : J. Pharmacol. Exp. Ther. 1996 ; 277 :

423-431
) Section 6.3.3 Study 1011 — Renal Impairment Study, EUA
Application. Pfizer Inc. November 2021
Section 12.3 Fact Sheet for Healthcare Providers :
Emergency Use Authorization for PAXLOVID™. Pfizer Inc.
April 2022
[EIRRIL A S5 I/ MAHARBR [C4671005 (EPIC-HR) 7ABA]
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STRERER VBN S D5
7 PR R —
T151-8589  HUTHBIEAR KA~ A3-22-7
SRR A YL 0120-664-467
FAX 03-3379-3053

26. BERFEREE
26.1 BLERRTETT

7 7 A PS4t
R XA & AR3-22-7

RFRGRAE



