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Voriconazole Tablets
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1. BE
=0

—_

Z&o, (8.2 11.1.388]

1.1 FRICKZBEICHE>TIE. BREDBEICTIRHH
EEBREFOEMYIFZDIEEDNDH LT, EEXIGEEMED
ERERREREEMNRICITI &

2 BEGHEENSSHhNB I ENH2DT. B5ICHRD
Tl BRZ+7ICiTL.
EENROSNBEICEFRSZPIEL. BRLEZITS

FFEEREZERNICTS T &,

1.3 B, BR. REEEZFOERDFHShN. FERSHIE
BOYERDIERIT B ENB D, FHRSFRUERSPIEE
HINSOIERNOHET 3 F TlE. BEEDEGLERRZEMN
SEHMOBEICRREBCEBVLKLSCTHERT S &

[8.5. 11.2&E]

IT77EL Y,

YRy UN—TFHNY,

2. E2 (ROBHECEFHERELEVWTE)

2.1 ROFBRIZHEFOBRE V77 EY Y U T7TF >,
JrFEL, BEFEL Y R FEL, =
LT RLUILEL-) R FE, ALNTELE Y NLEY —)L,
T /)NLVEY =)L, EEVER, FZI0, ANTITI
EHT7LAOA R (ZLVIY IV - BqRKOATzAY - AVT
oLy yFEY Y, Ve RoI LIy Iy, TLITAMY
VL AFIIIILTA R V),
TAFTFLEL, aIFER, Jurrty >y, ARLFY

FNITVT L FATLVEIL,

YA TT7 b, TEL=ZIVE Y,

FILAFILEY Y ARFVYINL-TELZIEY, RR T
Z 7 A (BEIEAREOREY > MERIE (N >33k
Y N EERET) OFEWER). 7HELY U
Koy A4 7arvy =4 [10.1 BHE]

2.2 ARFIORFITN U CGREGEDBHERED H 5 B

2.3 HIRXIIEHIR L C W AR EEE O & 2 B [9.5 2]

vz

3. #HRR - MR
3.1 #HR
- BRI .
R7e4 (1 e ahnAl
FEKA, AL AT—ZA AN T L, RE
I e B D E Ry Ry ZOZAANLAT—RAF bU T L, AT

TV TR YT L e A0— R, B

#£100mg [JGJ |100.000mg

$50mg G 150.000meg kF%>. EFOFLFUCLLLE =R,
)T, JFNa
FBEKF, AL AT —Z AN T L, RE

EUarT— L BE KU arT— Ky, ZAANLRAT—AF MU T L, AT

VANY - S 4/ Ay NN Av B S v B W
ftF% >, eRaFr7oiltio—2A,
ZIVT. HLFNay

RYaFvy—)
$8200mg ]G

HE Avarvy—-u
200.000mg

FBEKF, AL AT —Z AN T L, RE
Ry, Z7azZhlAa—ZF UL, ZF
TV TR L e 0— A, B
ftF% >, e RaFr7oiltio—2A,
HNT HLFINa

3.2 EFIDMEIR

B4 & - Al HVE - K& - EHE AEFRR
KiH HmH Rl
) Ryar
ARYTFT = EEOT 4 L N
$E50mg [JGl |2—7 1 » 8¢ 50]G
EE =83 =8
7.1lmm 3.5mm 144mg
KIH HH I
Ky a5 |BEDERAD & @ Ky ar
%%100 o) |7t va A= _ =L
»Emg a2 100 JG
BE =83 H=E
9.lmm 4.3mm 286mg
KIH B il
. o |HEOHEEAY I Kyar
w8 G (D S| 5
»ecmeg VT 2001G
RE faE B =8
14.1mm 7.lmm 4.7mm 410mg
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« AT RZARU D LE

OEMFHHIIBIEERE CH T D FEEERED T

5. MEENIIFIRICEET BER

(hV I TREDEBRE)

5.1 OMBEEEINPELSH 5 VB EEICRIENHZEEZZ2 60
HIGHICARDOFER2ERT 5 &,
CEMEBHMIBIEREICH T B FEUEEEDFTH)

5.2 BEBSRICEY R OBE  (IFHEREA500/ mmPAE 12 A
TAHIENTFRSNZEELRY) 2RRETH L,

6. FiERUHE
AN ({5EE40kg L E)
EE, RV ISV —LELTHHIZER00mgE 1 H2E, 2
H B D& 1 [E150mg X id 1 [F200mg# 1 B 2 [l &R RO %
59 %, ab. BEORBIIS T, NEER+FOBEIC
. WETZ2P, PHHEEGEO LRI 1 [E400mg 1 H 2 [,
2HEDE#REGEO FRIZ 1 E300mg 1 H2EETET 2,

BN (1R EA40kg A
BE. RYar V- L& LUHHIE 1 EIOmgz 1 H2E, 2
HEDEZ 1 EIOmgz 1 H2BE&MICROKRES 5, 4B,




BEORRBIE U T, NEWEAT7OEHAEICIE2 HELED
#58% 1 \150mg 1 H2BEE CHETE %,

NR (2 B R 125K % 01 2% DL b TR E S0k g At )

AU 3F V- VESENC L BB E5 52T 7% BH., R)3F
V=)L LT1E9Img/kg® | H2EEMCREORST 2. %
B, BEOWREBIIE U T, MTHMRAR+H0HEICIE 1 mg/kg
TOHE L, BAEEISATDOBFEICIE I mg/kgd DHET S
(Bt 58 & LT350mg% FV 7235 41350mg 3 DRiET %),
722U, 1[E350mg 1 H2E% ERET 2,

/N (125 DL T iAES50kg L)

R IFV - VESAFNC K BE 2T 7%, @EE, RY 3
V=& LT 1E200mg# 1 B 2 BAMICEOREST 5, %8,
BEORBIIE LT, I REATSOHE12IE 1 [E300mg |
H2OE CHEBTE S,

7. BERUHEEICEET 3FE

(heEHE)

7.1 EEIP SR aF V- LOBERFBL-BRABREICBL
T\ BOBSHRETH 5 L ERHAHIM L2 85E 1. SERISUE R
A2y SIHOBEZ B ENTE 5,

7.2 NRIZBWTIE, EEFEIP SR a7V - LORSZ AT
BT &, BEDREBIEU T, BOBRSHRETH 5 & ERAH
Wi L7238 A1, SERIIE RS vay S0 B2 52 80T
E5H. BEMB,»S 1 ARERRCEHF» SFOANICEE L
BROEDERUCEZEERIFE SN TV WO EEICHETT
BTl B, RYIAFYV—ILVEHEITIIEEN > D YIEDHE
Sl Wiz, NEOEEH v I YREICHT A OF A I3
"ahkzw, [16.1.2 2]

7.3 BREREDOH 2 BE TEHAIOBRE N TE B VBRABREIC
HLUTIE SERIIE RS A vy TRERT S &,

7.4 BE~FEEOFHAERT (Child Pugh%# 2 5 ZA. BO
AR ICHEY) 2 d 2 EBRETIREBSVHIEEOMERSEE
L. 2HEDRBRIZEFEFDO 2HELUBEREED¥EET 5T &,
[9.3.2, 15.1.1, 16.6.1 Z&]

GEMEFAEBERE (C BT 2FEUEEED TR

7.5 FHEREAS500/mmP Ll EICEIE S 5. XIZREMGF oS
RTmE, BYZEBIICRSERZKRTI A &, BERBRICBL
T, 180HZBA 7B EOBMER ORERIIHET SN TV,

8. EEREARNER

8.1 EELMKIRE,. EELERENHODLDNLIIENHLHDT.
AR OHEICE L TIIEHNICIIMERE., BEERE LTS %
CEREFSITS 2 &L [11.1.64 11.1.9 8]

8.2 EELIIEENSHLDONDZIENDH DD T, KEIDEEITHE
LClE. B2 +a31iTw. BREICS U CH#ERE 2 EHN
(Biz1~2[E) 12752 &, [1.20 11.1.3 %]

8.3 DENQTEE. LEHM (torsade de pointesZ&ir). i
EE. FNER. 22EE70y 7. DEEZEIR. DESEH
SINHE SEIRE N H S bNBEZ LB DT, EHMITLER
BEZITOREBEETHIITOT &, [9.1.2. 11.1.4 58]

8.4 AHIOHEICE L TIE. 7 LIILF—BHERE. EYBREESIC
DWIT+nREEEITS T &,

8.5 HMEFR., RERFAHFESORBEENHob. KAKRS
ik bR, B, GEREFOERDIFRTL2ZE05H 5
DT, REBEFRZOHEEGHIEES NS OERPEET 2 F
Tl BBEOEGZEEREL EOBROBEICIIEESE LW
LT REETH &, Fo. ARIZBETHEEICEH S
PUOHHAL. REIZS U CRMEMEZSZ2T 2 L H1EET
BT &, [1.30 11.2208]

8.6 HEBBERIEAH S5bONBT ENDHHD T, KAEIRSHIX
EMOKRR. BFE0OEMICEY BXOBE 28, HEETIE
OWROB VWY > 27 ) — > OFEFIC KD RIED RS %58
5T &o ARG HRIHERBEMERIS N H 6 b GEIE. K
oG E2HIET A&, PR THRSZHET 551X,
FEREZEHNICZ2T 5L OEEL. HXALER EDR]
ERAEDREFRRICERET S L. [15.1.35H]

8.7 BEHRHIIIMPEBEAE=5) V7T H5TENEE LI,
[15.1.1 ZH]

8.8 KEIREGBMICH->Tld. HEAPLHTITILT 7 VRHA®D
FELAEREL, TV 7 7)Y EHATREAIE. ubor e
CVEREIER O MO ART A POE R ERT 2 SEEICES
T5Z &, [10.22H]

8.9 AANICYPIAICK T 2V HEFHZET 5720, BEDOH
FEEANICIER L. BERAIZEICCYP3AIC & 0 B e E B/
2T 0EA ([10.2 pFHEE] oBEICEHRsS L THLZL
BELED,) PEEINTVAEEIE. BDEISCTHAED
BEEZERT AL OEBEICKREST S &, [10.. 16.4 28]

9. HEDNDERZEIZIEEICHATIER

1 SHE - BEREDHZEE

9.1.1 EYIBEEDEIEEDHZEE (2L, FRIICHULTB
HREDBIEREDH S EEICIFIZRS LBV &)

9.1.2 FEIRZH I 3 BERUTFEIRZFHRIE LT LIKEICH S
£2E
BERNICEMRERY (W)L, 72T I0, ALY TIL)
EHWIET A&, £/, A EBREEH 24 US54
DB 5 MPEBAF 2 FERICERS LanI & [8.3, 11.1.4 BHR]

9.3 FH&EEEEEE

9.3.1 EEDIFHAEET (Child Pugh®$87 S A CORFEEZICHE
%) OHZDEE
FEHNICHREZITO R EBELZTDITTHY 2 L. Y, &«
SHEHEFTEN TRV,

9.3.2 BE~hEEDIFHEEKET (Child Pughz487 > XA, B
DI EZICHEE) DH2EE
[7.4, 16.6.1 =f#]

9.5 1FiF
TR IIER L TV AAEEO D 27 HICIZBRE Lana &,
Z v MOmg/kgbl B S IcB LW RS (OB, KBE/
PREKIE) . ¥ F100mg/kgk5IcB W ThERESE (BRET
RIEHN. BRERSE) PRODLSN. [2.3 58]

9.6 AR
HELOEBERUBARBEOGREEREE L, BIALOMFEX
Tk E AT 5 2 & BALFADOBITIEIRBETH S 2,

9.7 INR

9.7.1 RHBAEKER. HiER., AL 2BARBOSNEE TR E
U7 BEPRAREBR X EME L Tk L,

9.7.2 BXOBE Z# 2L, HEHEIEOET. @RONE
RRELZDOHEANTBD HNIBEIL, BEDIEBRLBEERIT
ST ENEFE LV, NETHIRBEE RIS KR LS
WHERELIREL D 5,

9.7.3 BEICBLTRBE2 +2ITH 2 L. /NEZXRE L
WHVEREE Cld. A & ENFEER LA ORBFSHEEI E WL C
ERREIN TV S,

9.7.4 HE#EET 2ICIE. BEOREZT+ICBEL. R
FROBEAORRZZE L. DER/NNEOHEE ITHEIC &
EHrzE, 2770, BRIE LT, BEHBRNEOEER, D
< EHL3IHMIZEE LAV &,

9.8 SEE
HARICEET AL CEREIIESE T 52 &, —RICEEEREIK
LTV,

10. #HEEA

AHNL, FF AR S B ECYP2CL9. 2C9% UBA4T R & n.
CYP2C19. 2CORUBA4DIEER%2ET 5 (in vitro)s CYP3A
1209 BIREMER IV, (8.9, 16.4 BIR]
10.1 HEBEZZE (HALBWLWI L)

HHIRE R - IEESE
V77 EYY V77 BT EDHRII
(V=50 TTTFo | KD BEDCraxld93%.

(Y]

W - fEpERT
V77 YR, KA
DR EEFR (CYP3A4)

VT 7YV AUCIZ96%i#AD L7z EHET 5.
2.1 B8]
V77 TFY V77 7FYEOHRICK |V T 7 TF Uk ARIO
(3a754) 0, KA DCrar269%. AUC |{LHBESR (CYP3A4) %
[2.1 28] 1E78% A L7z o HET 5,

AENE) 77 TF Ok
#EEH (CYP3A4) %R
D

FHIEDHHICED Y 7 7
TF > DCraxl33.06%. AUC
1343658 L 79,




AL E

BRPRAEIR - TEETT 1%

B - falRE T

I77ELYY
(Abhw2z)Y)
[2.128]

I77EL VY EDHRIC
& 0. A DCraxtd61%.
AUCIZ77%iA L7z,

AR EOMHICEID T T 7
YL ¥ OChaldl. 45,
AUCIE] 458 L 7%,

I77ELYVIE. KA
O R#EEFE (CYP2CI9
R UCYP2CY) %
%

AHETT7ELYYD
R#BER (CYP3AY) %
FHE S %o

U hFEL
(/—E7)
oEFEL - ) R FEL
(B b3)
ZARRLILEL - YR FEL
(SFTEy RSy 27)
2.138]

Y RFELEDBRICED,
K Hl DCracl366%. AUC
1382% i L 729,

U bR KEIOR
# B F# (CYP2CIOK U
CYP2C9) %#HH T %,

HIUNTEE INEOEREDOHAICEK| NS DOEANL. AHID
(F7LR=)) 0. REIORBSRES 1| RHEEERE (CYP3A4) %
REHEARNLVEY — VB | P ERESRDT 2820 | FHT 5.
A BHbB.
NILES —)L
7z /)NLEY—)
(7 78=))
[2.1 ]
CEYR AEEOHRICK D, Th|AAIEZ N6 DERIOR
(=5 v7) 5 OIFEHIOIM AN | #BEFR (CYP3A4) %[H
FoUY L. QTEE. DEHEAE|ET 5,
[2.1 2] fik (torsade de pointes#
&) HEDDIMERDFE
fERZES ISR T B
H5o
ANT D AR EOHAICED . AN |EKENEANT TV o
(a535v) 77V OMAFREE AN # B R (CYP3A) %
[2.1 28] L. BEOCRIRYS S 5 b |ET 5,
BTN H %,
EARTILATA R AREIEDOHAICE D Th|ARANEZ o ERORH

INITY IV - BAKAT =
A A4V FaLyrF
SRV
(797 3 VEESE)

Je oI gy v
INVTA R Y
AFNLVINITA LY ¥

& OEERF O I B EE A HE N
L. ZAhEL5IEECT
BEND DB,

B#% (CYP3A4) %[HZE
T5.

(%L M)
[2.1 2]
NUNVAFN FREIEDOMHICED. MY ERAE M) 7Y T LR
(A% 2 7T LM EEE AN | #BER (CYP3A4) %
2.1 28] U. (BRI OB ERRRE|ET 5.
EEZFIESHITBENN
H5,
FhrLral AR EDOHAICED. FH|ABNEFH 7L OLOR
(7Y >%) ZLuLOMmbEEs B # % (CYP3A) %
[2.1 28] U, M/MRBEEIGIER S | Ed 5.
HRT 2BENDDH 5,
FAFTLEL KEEDHBICED, 7A|EANET AFTLELD
(R¥RTF) FTLELOMPEE - R#EER (CYP3A) %
2.1 28] U, FICE#E L 7-EE | HET 5.
HROFEHE, IEELT
LBENHDH B,
TIYER AR EOHAICED, 03 |AFET I ¥ RORH
(Yv 7 2% R) FEROMHFEEN EFT (BEFE (CYP3A) % FHE
[2.1 28] BBENH DB D
A= DS ) AFEDOHRICED, Ta|FEETaF vy D
(art>) Frey romFEEs b R#EEESR (CYP3A4) %
[2.128] U, EHAEET 252 |HET 5,
nNhH5,
ARVFH Y b AR EOMAICED . AR |KANIARLFH > D
(NLY L) LFH Y oMy bR # B % (CYP3A) %
[2.1 2] AU, (ERPE®RT 282 |HET 5.
NRHs,
UN—aFHN AR EOPRAICE D, VIERAZYNN—TF I
(A Z7HLILT) N=aF YN OMAERE| O R#BEHE (CYP3A4)
[2.1 2] MER L. FBREERP E| ZHEET 2.
YA LKLY, HILD
fElE kAR T 2 BZ2ND
H5o
PRS2/ REEDOHAICE D VA |RANZY A 77 Fofk
(7FLI8R) U7 S OMFEED LR | #EEFR TH HEBDOCYP
[2.1 2] THEIBENDH D, 4> F 7 (CYPIAL CYP3A
%) #HET 3,
FTELZVE KA EDOHBICED, 7E|ABFETEL=VE D
(Hv7aw ) L=V oMF#Ey | RE#EHR (CYP3A4) %

FNAGFLEY Y ARFVI

Ve TELZVE Y
(LHFILF )

[2.1 2]

ATBBENTH B,

FHEYT 2,

R bTTI R (FREITEH

BB Y V0 E LR
(/N 2 oSEREEY v SEE &

i) OFIRWIEY)
(RAZ LI 2%)

2.1 28]

KA EDOHAICED . X%
2 Z 7 ADMHEEHHE
MU IEEREEER O3
BrEmshasBETNDH
%o

AENIREK -7 T 7 2D
R#BER (CYP3A) %
FHEY %o

%o

BB EEARAEIR - $EE S E W - fEbEET
TFELY Y AR EOHAICED, 7F | RANETFELY Y OR
(ZRILIR) ELVY Y OMAFEEHEN | #EER (CYP3A4) %
[2.1 28] L. BWEFORHE SRS | ET 5,
NBEBENDH 5.
LIy Ry AREDOHMAICED . LT |RENIILT > B ORE
(5v—%) YRryomFEEN ER|BE (CYP3A4) %2HEF
[2.1 2] L. fEFMPHE®RT 2821 |7 5,

AHTarI=7 L
(7Lt nN)
[2.1 28]

KEEDOHAICED. A5
7 aF =L DI E A
ERU. (BRI ERT 58
ENBH 5.

AKENGAHTaFV—
OR#EFR (CYP3A) %
fHES %,

10.2 HEER HACERTBZI L)

A%

BRREER - BT IE

R - falRET

RAbTTU A (FRERTEH
B OBEY > H IR
(N 2 ISERYE D) v SEE &
i) OMRFRSH. SEEH
A If9E)

AR EDPRICED . R%
b7 57 A0 AR A
My 2BZNNBH 5,

RA 7T 0 A% FERT %
LEyic, BEOREEHE
BEICHZE L. BfFAORA
ICHAERT AL,

AHNIRK NI T 7 AD
R#EESHE (CYP3A) %I
ET 5,

NLARZE Y b

AEIEDOPHICE D, L
A NAZ Y FOMFEEN
WENd 2B8FNDH 5.

NUANRY Y ZEHET
BLblo, BHEORER
HEICHRL, BIEAOR
RIH5EET S &,

AHNINVA PRY Y b
ORGHEESR (CYP3A) %
[HET 2.

HCADPAZE
A =

Tz bV EDOHAICK
0 AKHNDCrmaxl$49%, AUC
1269%ED L7127,

AHEDOHHICED, Tz =
R > DCraxld1. 7M. AUC
131 8fE L 77

A N A F Y- %]
fR#EESR (CYP3A4) %
HET 5,

AKHENE 7 2=~ A DR
BEEE (CYP2C9) %H
E9 5,

LT ILEEI

LFILEEILEDHRIC K
0 AHIDCmaxld39%-
AUCo 121344% 54 L 7z o

LFLEE L EDHAICK
0. ERADEET 52BN
BH 5o

L7 ILE EIVIZAA DR
#BEFE (CYP2CI9K Of
CYP2C9) %##%HdT 5 &
EZOND,

FuyrFF—YHEHEA
RAF=T7, ZuF=7,

KAIEDHAICED. Th
S DA O I EE AN

AN Z N6 DA DR
#EER (CYP3A) Z[HE

RAT > TLFENL

77U ELOEEAR S
MTHBT > TLFELD
MAEEHSEINT 2820
ndH 5B,

RAT T LFELEDHE
FIC& D KA AHEE
PHEMT BBENDD 5.

ATNVF=T, SUbLI|TEBEND B0, RT3,
F=T7,. alLsF=7 BEANOLEZEET 5
Eo
HIVZ a7 7 —YHEE AR EDOHRAICE D FR|In vitroRBERERICB WV

T, KEZ 7> FLrE
L OREEEFR (CYP3A4)
ZAELY,

[n vitroi B IS B WV T,
VA A 2Fv.N- )]
R#EESR (CYP3A4) %
PR L 720,

FER T LA NI ERSRE
FH (NNRTI)
FIELI Y

NS DEAEDOHAICE
0, AHI O I RS AR AN
TEBENDDH 5.

INSOEFEDOPAIC K
0 AHIO f S A
TEBENDDH B,

AR EDHFAICED, Th
& DFEH| o 1 H i FE ASHE AN
TEBENIDH S,

[n vitroiBRRERICHB
Ty TIN5 OHEHNIAH
O RH#EEEFR (CYP3A4)
ZHEELLY,

Ih S OFEARNIAA DR
#EEE (CYP3AD) %%
WM LBTNNH 5,

[n vitroiBRAE R IC B WV
T\ AFNE N6 DA
DRHBEHR (CYP3A4)
FHEELLY,

KL A

KEEOHAICED. bL
F A v O M EE SN
TEBENDDH 5,

KENETRLF A DR
#EESE (CYP) ZHET
%o

G HIA]
YIUuAR) v, yray
LA, TXRTOY LR

KA EDOHRICED, ¥
T 2R ¥ OCraxld]. 115
12 AUCIEL. 751 H8hn L

- 10)
2o

RAIEOHHICED, 2
T Y L ZADCraxt 2. 26512
AUCIE3.2f51c 1A L7210,

AR EOHAICED, TR
T A RO MR E A
THEBENDH .

FHNF N5 DFEAOR
#EEFR (CYP3A4) %H
9%,




AL E

HRAREIR - B %

B - falkE T

7<) RIS
R RN
[8.8 2]

KElEDOHAICED. Fo
= IR i e Bl =31
Lk, £z TLT 7
VY OfERSHERL, FL
WINR EF% 3k U 72 5E 62
WEShTWS,

KENET LT 7)) DR
HEER (CYP2C9) %[H
E£T 2,

7u Ry SIHESRE

KEIEDHRICE D AR

AENIARXT T =D

FAT T = 75— DCraxtd2. 25 | RE#BEFR (CYP2CIOK T
AUCIE3.8fEHEI LY, |CYP3A4) %IHET %,
IYVTL KA EDOHAICED . IF|REIRIYY T LORH

V'S5 1,0.05mg/kg B B AR
NGO IFI T LD
AUCIE3. 7fFIcEmL. 2
55 LT 5mg B [EE %
58 (KKRER) 0I5
VT L DCraxld3.865 1,
AUCIZ10.3FITHEML 729,

B% (CYPIAY) 2%
T2,

HMG-CoABRTR R E 2

FAEIEDOHRICED. HMG-
CoAME T B # [H & 2 0 Il
PIRE DI 5B N
b2

In vitroi B2 B W\ T,
A H IZHMG-CoA 7T
BEREEEORMBER
(CYP3A4) ZPHEL 7Y,

DAV VAVA

KEIEOHAEICED, D7
YRLADAUCIHHEL, 1
FRREREBI I ER L7,

AENE Y7 ERLDR
# B # (CYP3A4K U
CYP2C19) %#FHET 2,

JILVET L

AHIEDHHICED, VL
YT LDCraxdd1.2(%. AUC
1L 5EEmL 7,

KAHNEVILE T L DR
# B % (CYP3A4R U
CYP2C9) %[HET 5.

AR ZOVIRFE R N2
MLTH IR

FEIEDOHAICELD. Th
5 OFEF| O I HSHEN

KNI N 5 DR DR
#EEFHE (CYP2C9) #H

ITEBENDH 5. E9 5%,
A7 VATA RRFEE| AR EOFRICED. Th|EAIR IS DFERIOR
7 S OFEH|OIM IR | #BER (CYP3A4) %[H
EY7YRF THEBENDDH 5. E9 5,
YT IAF
AR AR EDOHAICED. A
R > ®DCrnas30.7%. AUC
P47 2%HEI L 720
FFaARY FHIEOHAICE D A F | RANZ NS DFEHRIOR
23 R Y OCuaxn EAUCH | #BESR (CYP3A4) %TH
HEmLe, #T 5,
TJrvH=) AHEDOHAICED, 7

> & Z )L OAUCH I L

7219,

A477ua7xzy, Yru7zx
e

AEIEDOHFICED, 2h
5 O FEH D Crax & AUCH
BN L 7220,

KENE I NS DEFOR
#WEEHR (CYP2C9) %
9%

mpiileE-d
JIVIFATOY - TF=
WVIANTIH =

JIVIFATOY - TFZI)L
IZARNT VAL EDOHA
12D KA DCraxld14%.
AUCIZ46%IE N L 722,

AEIEOHRICED, =F
ZLVIARNTIA—=LD
Crmaxld36%. AUCIZ61%1%
mi. JVIFAFOrD
Crmaxtd15% AUCIZ53%1
L2,

N5 OEANIARA DR
#EFE (CYP2CL9) %
FHEY 2,

AENE NS DEFOR
#WEEHE (CYP3A4) %M
9%,

LIy A NFY YUy (St
John's Wort, > h-¥ 3 —
YA -T—b) BERR

AT FEFIYTED
BERICE D ARIOAUC
1E59% A U722, KA
S5H3tA I vA ¥ Y
VERRREBIL A&
IEBITIHI L.

DA
3 R A o R R
(CYP3A4) %89 %,

1. BlfEH

ROBMERNDPHSDOND I ENHZHDT, B2 T7ITTL,
RENPROONIBEICIIRE LY 274 SHE) L NE 21T

5T &,

1.1 EXBEIER

11.1.1 Yavg BEEARH), PFIT«45FY— (HERH)

11.1.2 hEMREIFFERIBRAE (Toxic Epidermal Necrolysis :
TEN) (BEEAH). KEHSRERAEIREE (Stevens-JohnsonfiE
1R8%) (BEEEAREA). SHAIBE (SHEEREAH)
REZOERD S 65 bNzGEIcdHE 2RI L, EL0E
E2TO &

11.1.3 FFEZE (5.0%)
EELCHEE (K4 &EH, FR2a. FEEES) rvbobhn
HIENBHY., FETHBMESNT VS, [1.2, 8.25R

11.1.4 DEHQTER GEEARH). DESEHE (1.0%). DEMES
(BEEERH) . RNEIR (BHEAH), BELEZEIO YT (BEEARH)
DENRQTHER. DEHM (torsade de pointesz&te). DE
MEh. AEIR. TREET7 oy 7. DERTEIR. DEERS
IUiE RSN DS bNHZ ENDH B, (8.3, 9.1.2 BH]

Eat Ny

11.1.5 DFZE (3.0%)

DHEEEICRET 2 BENRED S NABEEIIZRG 2L, #E
BHMEBEEITH T &,

11.1.6 BEZ (1.0%)
EELETRE (AEBRE. BA.
N5 ERDH5H, [8.1 2]

11.1.7 [FIRESEEREE (BAEARH)

11.1.8 £S5 « NU—IEREE (BEERH)

11.1.9 IREZE (2.0%)

BEEIIE LMEREAD . FAEARREEIM. MEABE. FEk
MENBEEEDEERMKEEN S-S ENFH 5, (8.1
28]

11.1.10 {BERMEXEEN (BHEARHH)
BEERGREOEBELRRKBRIG5ONILIEFHAHDT.
8. TNHIAH 6 bn-BaIcidgEsEEhib L., B L0E:
THT &,

M.1.11 &2 (GEEAR)

REDMEBENHSDNE I END 5,

11.1.12 EEARIARAE (BHEENEH)

. A CKER. M RUORFI4LZ7uey L7 %
BT A2MBTRMBESH SbNEZ ENDH 5,

11.1.13 FEEMER (0.2%)

Mk, FETRREE, FHE HEORY (1R2F) SrRoon:
BEICIE, P2 ICERXAE. WECT, iE~—h —F0%E
ZEMBL. AFORSE2HILETAEEDLIC, BIBRERLEY
RlOBEEOHEY L MEBEITH T &,

11.1.14 {EIMM¥E (BEEAHH)
BHELRRIEIEDSDONEZENDH 5,

11.1.15 EHEE (0.1%2)
BilHEE, BRLANLVOERSEORSEE SO SDNEI N
H5o
T RBSEEIEARERAEORBRICE SV T WA,

11.2 Z0fthDEIfEA

BRAEHEESE) PHob

SellE | 1~s%km | 1%kE | BELT
MERT ) 2% BT, T &L U > 5F
b W 7
J— 0iE. LEERE AR
AR, B, @
- kb v
ADHREA ABERRRER
. &, FRIRRAE
PSRk TR, TR
B T
B B ROREE. WO R, FAE
AEmRED (%, @RRE, WA, %, wi%k. f
B TRV, MRS, B
. R =
e W, eHE. S
T
EMMEA. R
2L, MR,
i
D, B | MEEE. OEO0 . BB
OB, (ER. T Toiemk. @
IR, B, Wk EA B
e B L2, O %, EM. M
B, R [
%, CUBZ. it
k. DMK
W, . R, AL
SHBER R B, BEE. # R IS/4 T A
SRR B AL, ST PR
. 8 2Et
: TR T
A et
BRERURE BRI
s
o (RWE BB BHUYLET N LB AT O—
RO g, ) Al i i
B e
HERROES T T T WA
S
o TA . . | A= 2 — |BE. .
RIS E O, B 0/SF— | ROTIE. R
ERREE E. R, 18 o, B &
. SEEE, R, . .
B A SR RRE
— AR SRR, O 0| 1% > 7. B
ko B, 5%




SeBE | 1~s%kE | %R | HEAW
B ORI {Elg‘ TNTS
. REX o
ROHIERE
R, 5. |G HE . FOR
B REEHEALHE. 36 EEREE, B
&, BEEE, R i, FUBEE
) BEPERIE, ST M. S
el Z3EE BB K TR, B
& e .
TV)FIbh=T
A BRIV T 4
Y Vi
e EfE. MRTE
e BRS. BIRA.
V) INE
ALTHE0, IMARE ) JLE 80, (BUNSE N
ASTHEIN, (AL L3,
ALPHL. |l L7 = o H
Y-GTPHEfN |f1. LDHAM, sk
B LD, e
S0 7 LEEA, fE
BRI (EFMUE 57 ¢
7)) DY A <1
M. EFDPHIA.
BE7 35—,
IFRRIEIT, /MR
B

FEBUSA RS |3 B Y A 1 B R YYE O KRR O BN R RO/ RICE SV TL
)

a: BB IIERABREFEEOBRICESV TS,
b:[1.3. 8.5%H]

4. BRLOER

14.1 FRIZAHRHOER
PTPEEDOEANIPTPY — b2 5HEID H L TIRAYT % & SR
952 &, PTPY— FOBHIC LD BV ST REREA
FIAUL. BICEFILE B I U THERIR RSO EE 2 & 0HE 2 ff
HKTHIEDDH 5D,

15. ZDMDEE

15.1 BRERERICE D < &R

15.1.1 SAEAEFICB VT, R aF V=)L ImigETERE & fF
HEEREEREERHEROMICRENICER S BEEESTED 51
Too ARANBERAICBWTIE, FIERERESFAE LEER T,
A, MEEFEEDSEE SN T W AREF O MEEFHERE 5 7E
FwIns4.5ug/mLbl ETH o7z, Fiz. ENERKER T
B ROREEICS U REEOBEBICMA. BRELTH
Z 7 MEEFEEN4.5ug/mL LD, REICELTRSE
ZEETAMPEET=SY V7 2E L. BRSNOEKR
BT — &2 o I HEREEEY ORI 2 FHET 2 MAEHEE
DREIIZEO SN T Wi, [7.4, 8.7 %]

15.1.2 ffifstEdH 2 WIG DB ERE 2R & LBt o BEH
FIZBWT, AAIBERE CIRIEERELERBEOFREY 275
TY—ILVRMEREERBEEE LB L THERIIEL W F—
NH 1 2.39, 95%EHEXM 1.31-4.37). T OFH4U 2712180
HZBA5EHBZEOEETEL (WY — RH:3.52. 95%(E
FEX[M 1.59-7.79) &L D#HENH 5,

15.1.3 AAEES%IC. FERYFLERERCESBEBESFHEL
EDWEN DB, o, RAIEPZSHIC, SHEBEERE
EHRBLTWABE CHERYLEERCESEE@ELSFHAE L
TEDREN DD, (8.6 BE]

16. ZEYIEHRE

16.1 MHRE

16.1.1 BEEigS
HAANERBEAZE (FARO6H) 12, XY 35V —)L100.
200, 300% 0*400mg e ZEME s IC BRI OHREG Lz & &, THRF
BHEATHBRICKE L TER L. AUCKUCraxldHEICN LTI
FIEOHEMZ R L7,

w8 Cnax Tinax AUC ti2
(mg) (pg/mL) (h) (pg-h/mL) (h)
100 0.39 (54) 1.2 (33) 1.82 (101) 4.8 (42)
200 0.91 (41) 1.6 (44) 5.12 (70) 6.1 (41)
300 1.80 (8) 1.3 (23) 11.58 (41) 6.8 (31)
400 2.88 (26) 2.0 (0) 31.01 (62) 11.9 (51)

EHE6HI. FME (%CV)

16.1.2 RiEES

(1) fERRREA
AU IFV—ik. FICCYP2CIIC KD R#FSN B, CYP2CI9
IIEBETFZHDPEET 5700, BIETOY A I X DIEERY
(EM : Extensive Metabolizer), $%{&\» (HEM : Heterozygous
Extensive Metabolizer) & UMKV (PM : Poor Metabolizer)
BEREEEE T SHEE 107 TRIT L7,
HAANERRAS®EIC, KAV I+ —)L1[E200mg% 1 H2[E
RAERZEOHRS (RS  HHIC 1 [E400mg% 1 H2MmE) L7k
&2 A, EMEUHEMT 2 HE. PMT3 HEICIZIZER RAE
IE L%,

%57 HEOEYHL ST X—F

CYljZClg B Crnax AUC- Trmax ti
BETE (pg/mL) (pg+h/mL) (h) (h)
EM 5 2.15 (30) 12.02 (45) 1.4 (39) 6.1 (15)
HEM 5 3.36 (24) 20.01 (37) 1.6 (68) 6.1 (14)
PM 10 6.87 (14) 65.05 (17) 1.6 (47) 9.0 (12)
SFHME (%CV)

(2) NREE
HARANNREE (3~148%. 1861 cAXV a3+ y—lH
8mg/kgZ 1 H 28 (BfRi&HS : FHIC 1 EImg/kegz 1 H2
[) 7HBEEIRAZES L7z, P4 ay FELTIE
9mg/kg#x 1 H2E 7 HERERO®RS L& 2 Om&EER
DCrnax X CAUC: DHEMEHE (CV%) 1dZFNZN7.22 (59)
pg/mLKEU45.8 (90) pg-h/mLTH -7z, [7.2%08]

CYliZCl‘) i Crnax AUC: Tmax
HETR (pg/mL)? (pg-h/mL)? (h)
EM 6 5.49 (70) 31.2 (102) 1.5 (0.953.8)
HEM 10 7.66 (49) 49.3 (79) 1.1 (0.92-2.2)
PM 2 12.3 (8) 99.1 (24) 1.0 (0.95-1.1)
261 18 7.22 (59) 45.8 (90) 1.0 (0.92-3.8)

a: #ATEE (CV%)

b : FRfE (FEE)

1285 L0158 5 A ESOkg L L /MR 1 BlIcid, BA & RARRICHR Y 39 — L 1 [E
4mg/kg# 1 H2ME (&FH#ES : #HIC 1 B 6mg/kg# 1 H2E) 7 HREEIRAZS L
7=, 1[E200mg# 1 B 2[E 7 BRERERORE L.

CYP2CIO®ETFEIE, DIFOBETE LD FRSNARRMTH S,

EM : CYP2C19*1/*1 IaCYP2CI9*1/*17

HEM : CYP2C19*1/*2%14CYP2C19*1/*3

PM : CYP2C19*2/*2, CYP2C19*2/*3%I2CYP2C19%3/*3

16.1.3 £YFHEISESER

RV 25V —LEE00mg 1G] & 74 7 x> F§E200mgx. &
O2F—N—JEICEDZENEN1ISE (KYVaFV—-LELT
200mg) EERASBYE (FFR#EERCYP2CIIDIEME SR HEER
# (PM : Poor Metabolizer) #k<) ICH@BEROHRS L
TIFERREEBEZRE L. BoNEMFEISTA—%
(AUC, Cuax) WDOWTHEHET 21TV EVFENRSFEEE
REL7z0

AUCIZ DWW TIIREED FHEEDO Z DI % FHEX M IZlog (0.92)
~log (1.10) TH . HEHilog (0.80) ~log (1.25) D
EARTH 570 777 Cuaxll D W TIENEE O FEHEOE X
log (0.97) TH» 0. HEEH%log (0.90) ~log (1.11) DHiFH
IZHD. PO, [BREERERBOEMFENRSEERBET A I A >
(SPAR244E 2 A20H HEEHFE02295105 FIHEL) | 12/E-> 7214
HERB CIBHEFHIELL Tz &N 6, EYRENICESET
B EHFESND,

(ng/mL)
1600 ¢
i 1400 |
% 1200 |
7 1000 |
800 |
600 |
400 |
200

—— Ry aFJ— )lxﬁ200mg [1G]
—— 74 7 x> R§E200mg
Mean=+S.D., n=23

RS — )+ Y

12
HE#®OKR (hr)

24



EMBEIST A=

HENRNT A =% BEINT A —
AUCo-30 Cinax Tmax T

(ng-hr/mL) (ng/mL) (hr) (hr)

Ryvarvy—-n
+ + + 4+

Seamg [jG) | 556910197707 | 1306.09478.94 | 1.7£L0 | 6.30.9
TA T2 R ooig 60+1855.88 | 1327.284391.05 | 1.5£0.9 | 6.1+1.2
200mg

(Mean*S.D., n=23)

MAEFBEN NICAUC, CraFED /8T X —F 13, #EE ORIR,
AR OREOEL - FEEORBEFICL > TR SREEN S
Do

16.2 ORUN

16.2.1 N FATPRA4SEUT 4
RE2L—=2arI7r7—=<aFxT 1 7 AENP»S. HEARK
OHNEANCBTBRBEBRABEDORY 3 F I —ILDNA F 7R
AT T 11396% & HEE S Nz, ENEE RS HEREIC B
BEEONAFTTRAL Y T 1 1%, 1ZIF100%TdH - 72239,

16.2.2 BEDRE
BERAEME 376]) iIcB8WT. SiEA (f91000kcal) %H -
ZEZICARY 25V —)L200mg#% 1 H 2 [ 7 HEREZOHRS
Liz& &, EFERREBICBYT ACral UAUC I ZEERR S & 1
BL., TNENMABRO24BE T L7ze ToaldBEICK D145
ERELE L7230 (AEAT—%),

16.3 &fa
BEBEADORY IF V- VOEFEREICBIZ2DHEREIL
4.6L/kg&MEE S NZY (HRAKRUNAEAT—%),

16.3.1 @A
R 3PV EER ] ~ 10RO MmEFRY 25V —IVEBE
Wt BB AY 25 Y — LEBEEDH1320.22~1.0 (FRR{E
0.46) TH -7 HEAT—%),

16.3.2 ERHFEEE
RYIAFV =L MIFERIIHT 2EARIE. 58%TH -
7239,

16.4 {3
In vitroiRBEICB W T, R 25V —)LIZCYP2C19. CYP2C9
KUOCYP3A4Z L > TREIE NS, AV TF V= )LOFERH
MEIN-FF 2 R THh 5P 3, [8.9, 10. ZH]

16.5 HEitt
AV aFV—)id, FREICEVER L, BEHRSHK0R M £
TIRFICREEE LTREED 2 %Rt S 5%,

16.6 $FENDERZHIT 2 EE

16.6.1 FFHEEEDIET UTctRERE
R AICARY 2+ =)L 1 E200mg# 1 H 26 (BRE&ES 1
[\400mg# 1 H 2 @) RUOHEEOFEHEE T~ (Child-Pugh
ST T AB) KAV I+ V=)L 1 [E100mg# | H2[E (&fF
5 1[E200mg# | H2[E) KERO®RS Uiz 20RERKRES
BOAUC: IZHBE TR L TH o7z TOEEMEERRY 25
VLB, BEBATIERS 2 HEICIXIZITERREISE
L7ehs, HEERKERTNETXoHEZ TERREBIEL R
Pro7z® (HNEAT—%). [7.4. 9.3.2 5]

16.6.2 BHEBEDIERT UT-#iBRE
(1) PEEOBEERTESE (JU7FZUVIVUFI VAN~

50mL/min)
ARYIFV—1[E3mg/kgx 1 H2ME (BFEH#HS 1 H6mg/ke
1 H2ME) 7 HERESIRNES L& &, BRENIEEZ
HERE & HRAUCK UChal CARBZIIRO 5Nz - 729 (4f
EAT—%),

(2) Mmi&ET
4RO MEBENTIC L DIMEEFARY T+ — )LD 8 %A HRES
N GHEAT—%)

16.8 ZDfth

(RU3FY—)LEEsomg [JG])

AV aFV - 0mg [JG] 3. [HBPR% 5 EOE A
DOEYZREIEMERER T A N T4 > (P45 2 A29H HA®E
EF02295610% HIHK2) | 1CEDE. KU I35V —ILEE200mg
[JG] #IZMEBIAIE U AHAB OSSR, BHEFHIIESEEH
ESN, EMENICFAFEE Az Snz®,

(GRUFY—)LER100mg [JG])

RY I+ —LEEI00mg [JG 13, [SBAREZ 5 EOEKN
HIDEMEOR SRR A RS54 > (PRAE 2 A9 %
EEH02295108 B2 | ICHSE, K1) 35— L$#200mg
(1G] #EHEsual e L ARG R, EHEHIEA%S &4
EEN. EMERICRASEE AL SN,

17. ERPRRHE
17.1 BERUTREEICREY 28R
(EEXFH LI EERIE)
17.1.1 ERSEMAEEER (15010015H5R)
FAEMEREE &2 s - B IFREREREN R Ebh
7oEEANRE L, 10061 (REOEE6LA, S EEIEL8H 21 v
FRE2H) 1SR aFT—LEEE L.
ROBEOEET. BEPHICARAEZS LT300mg% 1 H 2
E (fhEAOkgHR D& 1E150mgs 1 H2[E), 2 0% ldis
Mg &L T200mgz 1 H 28 ((AEA0kgARNE D H A 13100mg %
LH2ME) #O8E Lz, 2720, %55 3 HEOMEEH R
) 3V — VIBEA2.5ug/mL Lo & Eik. B5HKB5SHE
DIB&13150mg % 1 H 2 B O#HES~\EE Lz,
HEREOH S, EBLEREDH AR, HEMHICAHHE
ELT6mg/kgx 1 H2ME, Z0%IFHFHAEE LT 4mg/kg
Z 1 B2 \EIRNES Uiz, 7272 L, #5613 BEOMiEFAR
U+ — VBEN2.5ug/mLM LD & EiE, 5 S5 HE D
i3 3mg/kg# 1 H 2 BIBFIRNISICHEER L7z, EEGERE
DAtomaid. #E5MEICaHmHAEE LT omg/kgz 1 H 2,
ZOBITHERHAEE LT 3mg/kg® 1 H 2 BIERAES L7,
RS 3 HET - 7ot IABREEERIC L DEOEIEN T RE
EHEENTBE BV TIROBEANOT O EZ (R v F
k) 2AREE L. B 56A 3 HE O MEEHREN2.5Sug/mLk
W& =13200mg# 1 B 2[E. 2.54g/mLE Eo & = 12150mg
%1 H2EREOHRS L.
BEKTR (RABRSHBIZER) oREaWREMRIL, BT
DY TH o7z

i REL BB/
N v Y FIE 1/2
BiEH D YTE 5/5
NI YE v DT RERES 4/4
RE - fiN Y VSR 1/1
/INgt 11712 (91.7%)
(BB 7 2~V F )L AE 10/16
o o BRI 7 A L L R%E 3/5
TASLEN AR 7 ALFD— 14/18

e

27/39 (69.2%)

)T 3y 7 AREER

1/1

U NaAv I AR Wiz )73y s AfE 7/7
/N 8/8 (100%)

LN éé%‘fi7+f')r7L\;‘/7:—f@%ﬁ 0/1
/NEt 0/1
Ait 46/60 (76.7%)

BITERFEIRRIL, FIEFI10061H78(] (78.0%) ThHo7zo Ei
BIEAIE, EH (25.0%). REMEE (24.0%). FEREE
2E (13.0%). B (8.0%). MEH: (8.0%). SEFE (8.0%)
BEREHE (7.0%). FFEE (6.0%). LHE (6.0%). B (5.0%)
HTH o720 N,
17.1.2 SAESE MEKER (150-307/60255%)

RERL TEAEREE 7 ARV FIL ZEOBEZMRE L, K
VaFI—VEERFEET LRT ) Y UBESHORME, %4
HROBAEEZ B L, RY 3+ —LEE5ETI19%6]1
WA G224 B HAE S LT 6omg/kgx 128 2 &1, DL
P13 4mg/kge 120 & & ICBRIRNR G L7z, BAEMICHIED
ROONHEIE3mg/kgZ 2EM S EANOBREZAREE L
Too ZTCOWERFIIH LT, A &b 7T HBMOBIRNZS =
L, EAREIRBEAT3mg/kg/hE Lz, KU IFV—)L
OFO/ESOMBAREIZ200mgz 1 H2EE L, £O%5 3 H
BUBEICERDR P A+D 75513, 300mgz 1 H2EE TO
HEZFRE Lz, AERICHEENR® 5Nz HE1350mg e
1 H2 BB OBEZ/TV, 200mg# 1 H 2Bl E TORE % 7]
BEE Lizo (REAOkgRMMOWEF ICB WV TIE, KU I+ Y-
ORFOBEEZ¥EE L,



BEKTR (RABREGHBIGER) ORaMRARRIE. DT

DY TH o7z,
G HEA A/ FEG
o (BB 7 2~V F )L ZRE 77/144
TARNELAR /N 77/144 (53.5%)
&af 77/144 (53.5%)

BIEF FIRRIZ 196617 12861 (65.3%) TH - 7z. F2EINEHIX.
RERE (28.1%). BER (7.1%). FZ (6.6%) TH-o7? 9,
17.1.3 S{ESE M4E5HER (150-309/604515%)

[FEREEICN U TCREEEZE T 2HEAN W2 EE I EEE
HEE]. X [FABEISDHEA T VIR EEORED 5
MR TELVWAFGENIBEBEERE] a2l n/-BE 20
RIZ, 372BNCARY a7V — LR BEIRNERS R O®RSES L,
EIRAI S 05 E T, BEYHICARARS LT omg/kg®12
B EICEE L. Z0BIHRHAR S LT 4mg/kg% 1285
T L b 3 RS Uiz, HAREIEA 3 mg/kg/he
L7z, BOBEOHAIL. HEWHICARHRZ S L T400mg%
IH2E#EE L, £o&IGHHERHAEE L C200mgz 1 H 2 [E#
5L7z,

BEKTE (RAKRSHHMI6GERM) ORERERESRIZ. DT
DEN TH-o Tz

wi BRE B/ D
51> A IMEE 11/21
hrIYE BEN VVYE 23/38
/NG 34/59 (57.6%)
N [REBMEfiT 7 2~V F )L ZRE 40/86
TARNEN A /NEE 40/86 (46.5%)
LIRS EE N O 1/4
) S hay 7 RAMEEZY T b 1/2
70737 AR T 5 RBEAOHE
/NEE 2/6 (33.3%)
74 77 L IMEE 1/2
T Y LEIEREA 1/1
T ) 7 LR A 2/4
VARV NN 79U LREE T T LR RE 0/1
Y
FOMD T ) T LGE 1/3
/NEt 5/11 (45.5%)
2 F AR ™ L e 0/3
fili 20 R AR ™7 LSE 1/2
R KA 2 LB R 2/2
[ A4 RARY) 7 LNEYYE & 27 K 0/1
AT KARY T LR AAY % L RO G5
YA LN 0/1
FOMD A K AR 7 LEE 0/1
e 3/10 (30.0%)
aat 84/172 (48.8%)

BIVEFHFEBIRIII726IH21564 (57.8%) Td - 7z. F72EIEMHIZ.
RERTE (22.8%). FZ (7.5%). B (6.5%) TdH-o7 ),
17.1.4 5= MBS (150-6085H5%)
RIS DA v DV MERFEERNRIC, KU IF T —LD
ABHNUEROLEEE, 7 LRT Y Y YBOBEGHICT VAT —
LG LIROBNER R EHB Lz, 2a bR
D 3 HEIZEIRAZR S 2170, ZORIZEOREADY D &
ZzAREE L,
ARV TF T — VR EEETI2720011C B A D24 I3 B R & &
LT 6mg/kg®. LUgidHERARE LT 3mg/kgz 2 nZ2hl2
R O CERIRNIR G LTz F72. MR E L 4 mg/kg% 128
MCEECHBTESIEE Lz, BEEAREE 3mg/ke/h
&L,
AR AFV = UROBESEAOYIDE 2 %1, 200mg# 1 H 2 [
({RE40kg AR DB A 1X100mgz 1 H 2[E) THH L. 300mg
Z1H2E ((AEAOkgRmMOBHEEI0mgz | H2H) £ TH
ErREE L7z,
TR TR (RABRSHBIEN > V¥ IEDHERE 8 M) O
REMREVRIILTOBED ThH -7,

B HEA BB/ FER]
o 7> U5 162/248
TR T 162/248 (65.3%)
At 162/248 (65.3%)

RIVERFEBZRIE 27205974 (35.7%) Td >7-. F5BIERI
ALPHEIN (0.7%). &A1Y 7 AME (0.7%) T 7%,

CEMEFMIBERE CH T D FEEEEED T

17.1.5 ;BN E MHERER (BEALIEERL TR LR
(A15010735E%)
W6 AR BT O FREN 2 W12 DI E oI
BB ERE 2R E LT, BERISOHDEEBLRTIHO
BINICOWTARY) IF V=LA b TaFV—ILE2HEEL K,
RVIAFV—=LXIEA T aAFV =% 2 HEBERRAES L.
FOBRBIBORSICDEZ /o KU aF V- LHRSEETIE
224G, BAOUERIZEHARE LT 6mg/kgr. Mg
MEFFFHE & LT 4mg/kgk # N2 NI2EER & & ICE RS L
Too RBOH/EICYIVE 2413, 200mg# 1 H 2 [ (AF40kgHR
HOBHEIX100mgz 1 H 2 [E) &5 L7z,
A NTaF = VRSB TIE2S5Ic. AR S L7T200mg
1 H2EERAZS L. BOHSAY) D& 2 #413200mg % 1
H2[E#EE L7,
BEZIBOHICB T 2EEBEETHOBNEIE. LTOED T
Ho7lzo

TR -
KR ary— )Lt S FSa T — LB BRIz [95% (EHEXRE]Y
48.9% 33.5%
(109/223) (80/239) 16.3 [7.6, 25.0] %

a: BEZISOAMICB VT, UTNOEB 2T RTHi: Lz iRE0H S
CEFELTVWATZ E,
- REEEEBIVEOMEBH B RZI» 2\ 2 &
- BAE%100H B £ TITRBRESSHM FiEshTwad 2 &,

b: BERTAE (BHbEN0AE S EHIERENLE) Yo, FF—EaERUMm
BB% GEG»OMiGE . NEEUIIEMIR) %8 & Li-Fleissik

ARV aFV = VIR ERIC BT B EIEF 5B R 1$ 2334 Fr1 2315
(52.8%) TH > lzo ELBWERIZED (7.7%) FFEE (7.3%)
BWAEE (6.0%) RUHEERERYE (5.2%) THo7k7 9,
17.1.6 ;BHEMEESR GFSRIEIEREER) (A15010385K5%)
WE120 ARICEREEBEEBIVEDRFED & 5 185 Lo M
BAMEEEEZNRE LT, BREEEBRIED ZIRTHo
TeOIZARYaF YV —LE2RE Lz, SSHICERRE E L TI28
M &Iz 6mg/kg® 2[5 L. MFRE & LTI &I
4mg/kgz BIRNIES LTz, BOKRSIC0DEZ%KIE. ARE
5 UTI2BR & 12400mg# 2 W5 ((AEA0kgRiGDHE
E12BFM & & 12200mg % 2 [ 5) L. MRS & U126/
T E12200mg (fREAOkg R DA X128 2 & 12 100mg) %
BE L. BERIB12, A% E TIC BB B ERYYE 2 FE L
ToHiERE DEE1X10.7% (3 /2861) TH -7z
BIEFFIRZRIZA5FIH266] (57.8%) TH-7-. FEzEIEMIZ.
A (8.9%). XIE (6.7%) KUTERE (6.7%) TH-77 9,

18. FEMEIE

18.1 {EFER

A)aFV— VREEMABEICBWT, BRSOV ITATFO—)L
EEHEHET A EICIVMEREERA 2RI, /20 AU 3
FV = LD IV T AT a— )VEEBEEERITERIGERN T,
v MFIETO AT O — )VEESRICH T BT D 20D,

18.2 MEE{EA

18.2.1 RUIFV—NIE, HoIVFE. TARILFLARE, 7
U havy 7A@ 7H YT LBROA RARY 7 LBICH
Lin vitro CILEBEEE 2R L7120,

18.2.2 R aFV—)lid, 7ARLFEILARBIIH L TREIERH
ZRLEY,

18.2.3 IZIEH M OHRZEMHIELE Y bOEBRNH > D SIE.
YTy T ARE. TARIFEINLRERTAT RARY 7 L
FEICH U TE BB R 2 7R L 725200,

19. BRI ICRAT SEERNR

—f4 1 A1) 3+ —)L (Voriconazole)

{b24 (2R ,35)-2-(2,4-Difluorophenyl)-3-
(5-fluoropyrimidin-4-yl)-1-(1/7-1,2,4-triazol-1-yl)
butan-2-ol

T2 1 CieHaFaNsO

af&E :349.31



% R EEOEEEOMEKRTH S,

x9/%w TR MYILIZETPTL, ¥ —
L (99.5) | "P’Wﬁb"@@'< L IKIZRB D THEIFIT < W,

1 mol/LIEREFRICIAE T %,

TEHE [(a)%s: -374~-404° (BiK¥IcHEL/-H 0

50mg. *% ./ —)l, 25mL. 100mm)

22. @&
GRUFY—)LE50mg [JG])
508 [108E (PTP) X 5]
(GRU Y —)LEE100mg [JG])
50%% [108 (PTP) x 5]
(GRU 37 Y'—)LEE200mg [JG]>
508 [108E (PTP) X 5]
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EEREBERE 7y MR RORERSIARSHE (85
in vivoikEr) (74 7 x> RiE/#iEH 1 20054£ 4 A11H
AR, HEERME 2.6.7.13)

AFEFA BT VYR - lRERAICET 5HE (BEA
n vivoiklg) (747 = > N§E/ &M 1 20055 4 ALLH
AR, HREERMIE 2.6.7.13)
HEMBEICKITT ) 7 7 Yy RUTIfabutinD 2 (7
A7 x> N§E/EERA - 20054E 4 H11HAR. HEER
=276 (2)

FEHEHREIC NI T S rifabutin D2 GBSV EYBIREHE) (7
A7 x> N§E/BEMR © 20064E 4 A11HAZE, HEFERHT
=276 (2)

EYBRICKIZT I 7 7 EL Y ORE (JEIEYEIRER
BR) (747 x> Fig/8IEA 20054 A1IH AR, H
EERMEE 2.7.6 (2))

EMBIREIC ITT Y P FEILDOEE (MBI EY S REER)
(747 x> N§E/BER 1 20055 4 H1IH&R., HEE
BHRE 2.7.6 (2))
Purkins, L. et al. :
(Suppl. 1) : 37-44
HIVFu 757 —YRHEZICHEITF 5 F &7 0 —LAP450IC B
L= EER (Bkin vitroikBr) (7147 x> Vg
BEF C 20054F 4 A11H&ARR, HFERME 2.6.5.15)
CYP3A4EY 2 L —4% —IZBIF 5 F b 71— LP450I1CBEE
U7-BYIHEERR (Bikn vitroigg) (747 x> Fig/
BEEA © 20054 4 A1 HA&AGE. HiEE R 2.6.5.15)
Romero, A.J. et al. : Clin. Pharmacol. Ther. 2002 ; 71
(4) :226-234

& 70 L ADOENBREICRITTHE (EIEYBERER)
(747 x> R$E/8I1EM 200544 A11H &, HEE}
FBHEE 2.7.6 (2))
Purkins, L. et al :
(Suppl. 1) : 24-29

F AT 5= )LD EEEIC FEE (I ERE
BR) (747 x> F§E/BEH 20058 4 HIIH &R, H
BEERMEE 2.7.6 (2))

FANATAY, IFVITLIIBITSF 7 a—LP450IC
B U - YA EER (89n vitroilBr) (74 7= K
$E/ B 2005 4 A11HA&AZR. HEERMEE 2.6.5.15)
Saari, T.I. et al. : Clin. Pharmacol. Ther. 2006 ; 79 :

Br. J. Clin. Pharmacol. 2003 ; 56

Br. J. Clin. Pharmacol. 2003 ; 56
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Saari, T.I. et al. : Eur. J. Clin. Pharmacol. 2007 ; 63
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BERANICBIT 2 BEREOKSROENEHE,. BFEOX
KoZet (EWNS THRE) (717> R/
20054 4 A11HAGR. HFEEREE 2.7.6 (2))
BERAICB T 5 HEE R OEERS %45 REROR5H
oEyEE (ENE THERER) (747 x> Mg/ &EA
2005 4 A11HAR. HEERMIE 2.7.6 (2))
NREEICB U SEMEE (717 > N/ EER R
F4 a7 2014 9 H26H AR, HEEERMTE 2.7.2.3,
2.7.2.5)

Am. J. Transplant. 2018 ; 18 (1) :

) MR REERER ($8200mg)

BEBANCB ISR 1L -3y 77 —<IF 2T 1Y
A2 (TA Tz RiE/BEM 20055 4 AL1LH &R
ERHTE 2.7.2.3 (4))
EANEIHEREICSITA2RE 2L — 307y —<vIF 3
TATA(TAT7 = REE/EER 20054 4 H11H&AZ.
HEEERMIEE 2.7.2.3 (4))
BEYBHRBICBXIEITREEOEE (714720 NiE/#E
Fi © 2005%F 4 A11H&AGE. HEERIE 2.7.6 (2))
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Roffey, S.J. et al. : Drug Metab. Dispos. 2003 ; 31 (6) :
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Hyland, R. et al. : Drug Metab. Dispos. 2003 ; 31 (5) :
540-547
FEEOFRERE 2 H T 2HBEICB T 2 REEORSE

RrOEMEIE, TR UOBAEE (B EY#ERR) (7
A7 x> N§E/EER - 20054E 4 H11H&ARE. HEERT
3276 (2)

BEREREZRICB T 2EYHE, TEEKOBAEE (8
B RERER) (74 7 x> FE/#13E/A : 200544 A11
HA&GE. HEEERMIE 2.7.6 (2))

EHRERTEICB I 2EYEHRE (747 x> Nig /&E
FH : 20054F 4 A11HAGR. HEERMIE 2.5.3 (7))
EVERREERE (5E50mg)

EERNEEEHE (58100mg)
FEREREICON T 2B R OL2ME (BN HHZER)
(T4 7z FEE/#TH 12005464 ALIH AR, HEE
BHIEEE 2.7.6 (2))

FEBEEEICNT 2ENEIHERER (71722 RiE/
BEA 20055 4 B11HARR., BEHRES)

Herbrecht, R. et al. : N. Engl. J. Med. 2002 ; 347 (6) :
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SEFMARGER (150-307/6025R8%) (74 7 = > Rig/ &
R C 20054 4 11 HZARE. HEERMIE 2.7.6 (2))
Perfect, J.R. et al. : Clin. Infect. Dis. 2003 ; 36 (9) :
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SLESE MAHRER (150-309/6045kE%) (74 7 = > Rig/ &
VEA : 20054 4 H11HZARR. HEERMWIE 2.7.6 (2))
FEMFHRBRE D BE O S v VY MIEDIRE IS BT 5 BB
(VEHVETIEERE) (747 x> N§E/ %A : 20054 4 A
11HAGE. HFEERMIE 2.7.6 (2))
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¥ e B 2 0t R & Lo PR CRIR L - EIE
M EYVETERER) (74 7y NEE /8T RS54
0w 7 120154 8 H24H KGR FHFEERHEEE 2.7.6.2, 2.7.6.3)
[EfE S MEr il fafefE (HSCT) BFICB ) 2 REEEFERK
YuiE (IFD) o—FHRE B/SEIHERER) (717
VREESEIER RS A4 ay 7 20154 8 A24H &R,
FEE ERMIEE 2.7.6.2)

FIEEIAARAE (SCT) BEICBT A BBt EERYYE (IF])
OZWRTFIREE (E/EIHERE) (747 2> Mg/ f#E
M/ RS54 vay 7 20154 8 A24H KR, HiEERITE
2.7.6.3)

BHEEROS Y MFBEOZ T - LARBRICKITTHE (18
bhin vitrosRE) (74 7 x> NEE/#3ER © 20054E 4 A11
HA&R. HFEERIE 2622 (1))

n vitrolZ B\ 2MEEEE (Bn vitroiBg) (747 x
v R/ EMER20054E 4 A1 HAR, HEERTE 2.6.2.2
1))
REEHETEILETY MIBT A7 AL F )L A2 BB IN
BB E R (Eikin vivoRRER) (74 7 = v N§g/
BREA © 20054 4 Al HARE. HEERHEE 2.6.2.2 (2)
GEHHIEILEY MBI B 7 AT I AL F RGN
T BRI ES R (Eikin vivoikER) (74 7 = R§g/
BREA 20055 4 Al HARE, HEEREE 2.6.2.2 (2))
FEIMFHIEILE Y MIBT 27 AL F )L A i 9
BB E (BN vivoRkER) (74 7 x> N§E/#
TEH 20054 4 A1 H&AR. HFEEREE 26.2.2 (2))
GEIEE EILE Y MIBIFACandidag BRI 5
LRAEZISE (MBhin vivoikBg) (74 7 = > REE/ BT -
20054 4 A1IH&ARR., HEFERMIEE 2.6.2.2 (2))
FEIHEILE Y MZBIT S Candida® BB 5/
AR (Bsn vivoilg) (74 7 = > R§E/&ER -
20054F 4 A1 H&ZR. HFERMEE 2.6.2.2 (2))
FBIEH RO HREIEIELE v FIZBF BCandida non-
albicansZ: & B R 9 2 Bz R (Ekin vivoilkk)
(TA 7 x> R$E/EEM 1 20054E 4 A11H &R, HEE
BHTE 2.6.2.2 (2))

GIELEETILE Y MBI B Cryptococcusi@gecxt 3
BIRCRBA N E (BN vivoiRkER) (74 7 = R /&
A 0 20054E 4 A1 H&AR. BHEERTE 2.6.2.2 (2))
FIEIEH EILE Y MIB ACryptococcusiazs MRS it
T B RGN E (Ehkin vivoikER) (74 7 = R§g/
BREA © 20055E 4 Al HARE. HEERHEE 2.6.2.2 (2))
FIEEHTLEY MBS A7 RARY 7 L2 H Gt
I B RGEBAEMR (B4 vivoRER) (747 = R§g/
BREA © 20054 4 Al HARE, HFERHEE 2.6.2.2 (2))
FIEIIHIELE Y MBI B A7 RARY 7 L2 GRG0
T B RBYLAESE (hkn vivoikER) (747 = R§g/
BREA © 20055E 4 Al HARE. HEERHEE 2.6.2.2 (2))
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