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22 (ROBEICEFESLEBENI L)

B 21 RoOFEHERETORE )V Ty Evy VT TFr T
7Ly, U rFEAL, gt FENLY NFENL, =L~ R
LILENL « U R FEL, IARTEBEL, NLEXZ—)L, T/
SNLERE =L BEUR, F=U0 AT T EMT AN
oA R (mhradFIv BRI Tz Y A TRELT VFE
Vo, e RropagIy mapadx )y AF oL R
rU), RUTYTA FhTLran, TAFTLENL, B
AR, Tarrvlr, ARLIFH U, UAA—aF PN
TEN=DE L ANAYLEZ ARFYIN-TEL=DE
VR NI T A (R SUTEIEYEDBIE Y R (s
VU oERMEY VN EE ETe) OREREE), T ELY >, v
FV R AV TaFY =LA TRV, T LL )0
Rra ARy v, =B ATy [10. 1538]
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3. #ARL - MK

3.1 #Amk
W54 TA 7= RRIA v my 72800mg
o S

HE AYafr— 2800mg

RO, BB A B, BT X XA 2 BT MY

WAL bk, ks =B, TR b ) A,
3.2 EEIDMHK
HRFE4 TA 72 RRTA 1 72800mg
k) HEOMAIII (BB L THWS v v 7Hl)

4. HEEX TR
OTROEEX FHAEE R KLAE
AREEMT ARIVLEILREE., 7 ARLFO—7, BHERTEEMH7 R
RIVEILRIE
CHUTAME. BEHOUHE. DU ABEEREX. REX -Mh Y
YT rayv O REREEK. V)T vy RE
- THY) ) LSE
« R RRRY 9 LIE
O&MEHFBHEREICH T FRERHERED T

5. MEEXRIIHRICEET HIE

(Do O EBREDBR

5.1 thOTEEAIDELH 5 VITERECER S D EEX HNHH
BRI OEREBRT D L,

GEMBMEBIEEEICH T2 FEMEREDTH)

5.2 HEKRYTE Y 27 OBE (R EREDY500/mm Al 12342 2
ERTFUMESNDEF L) ZXMRLETH L,

6. AERVHAE
EINNUS ZIUETE

WE, RY 2y — e LCHIAIELE300mg & 1A 2[H], 2H BLL
P 1% 1A 150mg (% 1H1200mg 4 1 H 2[ & MIZ# O 535, 7eds,
B ORABIZIE T IR OBEIIE R TE 223,
WA F LB o EIRIE1E400mg 1H2[E], 2H B LR G- BT
1[E300mg 1H2EETET 5,

WE, RY 2y — e LCHIAIELE150mg & 1A 2[H], 2H BLL
[1X1E100mg % 1 A 2B &I O B 545, 723, BEOREIC
JE LT, UTHRR - OEAIIZ2H B LR O &S A 1
150mg 1 H 20 E THITE %,

AN 2ERVA E12ER ARG | R Y 2 — VRN X 2 B 5E 1T 2tk @E, RY a2
B OI2% PA b TR | — & LTLR9mg/ke & 1 H 2RI Nk 535, e, BF
50k g ALTif) DIRTEITIE U Ty SUTRRAR 543 0812 E Img/kg TR L,
BRMENTR A OBHA I T Ing/ kg TOWET 5 (ARG RS L
T350mg & FW = A1 E50mg 3 DT %),

7272 L. 1EI350mg 1H2[E% FFRET 2,

AR 12 LA ETIRE | RY a7y — VRN L2 B 521T - 72tk @w, R) 2+
50kglA k) —/L & LC1E200mg % 1 A2 RICAR N 595, e, BHED
PRIBIZIE UCL SUTRA 2 084 121%1A300mg 1 H2EIE T
HETE 5,
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(ZhEeE)

11 ERFINSRY a5 — o5 2Bt LI ANEBREICB VLT,
BOBERRETH D L EMAVHIET L7 3581%, SERIII R T A v
vy SIHO B2 D ENTED,

1.2 NRIZBWTE, EHAINLRY a ) — o EE2BGT25 2
Lo BEORBIOS U T, BROFLSFEETH D & EMVHINT Lz
Bz, BRI R T A vy IOV BZ D ENTEXDHN, b5
BHAA & 1 AR CHERFI SR 0 ANCE T L2 BRO A0 LY
ZAEMEIBRF SN TORWEOEEICHIET2 2 L, kB, A=
T = VERFITIIRE S P FFEOMSL RN o N ofE
T2 VIR D ARFN O ITHELE SR, [16. 1. 25 ]

1.3 BHERERED & 5 B TR OF L2 TE RV NABF IR L
T, SERIUE R4 vry T2 AT &,

1.4 BE~PEEOHEGEILT (Child Pughs 87 7 AA, BOFREZL
WHEY) 23D BE TR G BIEFE OB KGR E L, 2AHLL
Meldo@i o2 0 B USRS REOEELT5 2L, [9.3.2, 15.1.1,
16.6. 12 ]

GEMBMAABIEREICH T 5 RAEMERTED T

1.5 AP EREAY500/mn’ LA EIC[EIE 5 . UG Indil Al o5 544 T 72
EL RIS AR T T 5 2 &, BERBRICE VT, 180H &
X T B 5 O R ORREIRG ST,

8. BELEANEE

8.1 EEZpMmikkss, EEREFRE, @4 U AMIERD b Z
ERHDHDT, AFROEEITEE L CIRESMIC kR, EHkhE
., MPEMRERELITO R EBEELHIATH 2 L, [11. 1.6,
11.1.9, 11. 1. 16 MR]



8.2 HERIEENRLLDLNDZ ENH DD T, AAIOFEEITEL T
&, BEE TITAT O, BEIDIS U CITERER A 2 B IR (121~
2] (Z4TH Z &, [1.2, 11.1.38M]

8.3 DEMXQTEE. LFEHH (torsade de pointesZ&de). LM
B, TR, BREET v DEE TR, DM,
RGN bbb Z ENHHDOT, EHIICLERBAEEZITH 72
EBZEE AT O 2k, [9.1.20 11 1. 4B H]

8.4 AFIOFHITER LTk, 7 LIV X —REERE, SRYERUES IO
THoaRMBEITI Z &,

8.5 fHihiRse, HIMRILIEIZIEE DIRFEE N 5 & i, AFIF G-Ik
#bEY., B, WREESOERPSFRT 2 ZENHHDT, K
Fe G R O G-t 1E#% b 2 S OSERAEE T 5 £ TiE, HEE
OIEEESERR AL D IR OB EIC I F SRV X 9 IS HoERT
L2l T, AAIEBRETIEZCIH LN UOHAL, BB
I CCIRBIEMEZ 2272 L 283252 &, [1.3, 11. 28]

8.6 JEHLRBEWESIENH DD Z R D DT, AFIFZGHILEH
DR, EFEOEMLY BLOMS 20T, BT IEDED
FWT 27 U — ORI LD SR OIS 21T 5 2 &, AHAl
BB EESOE 3 B B DI GA X, AFIO# G % Fikd
5L, RUERTES AT 2HA1L. RIEREZ EMNICE
BTAL O E L, BXRAIIELR L ORERZE ORISR LI E =T
%5z &, [15.1.381]

8.7 BEHMPIIMPEELE=F Y L /T ENRNEE LY,
[15.1. 18]

8.8 ARAIBERIAICHIZ>TIL, HOENTHUYNLT 7 U U IRAOHE
ERER L, ULT7 7 VU EOFRTASAIR. 7' b B RERE
EXON R YRT A NOEHEHCT R EEEICRET L2 L,
[10. 22 18]

8.9 ARANICYP3AILXHT 2V LEEM A AT D720, BEOIHIE
FNCHEE L OFHSRIZCYP3AIZ & b Sy B RE I FAER % 52 17 09
WIRA (T10. 20FHER ] OHEISEH ST ARWIERAIL &) 2
HENTVBEHAT, LEIDS U TIFAEOREZ B ET 572 L
BIIRET L2 L, [10., 16.45H]

9. HENDERZEHIHEBICEHIIIE

9.1 GHHE - BEEZEDOHLEE

9.1.1 EMBBUEDBREREDHDEH (L. RHFIH L THEBE
DEEROHHIEBEEICIIRELENI )

9.1.2 FERZET HEERUFEREZRBELOTVVREICHLES
BESENCERERE WV UA IR UL IV TL) B
ETDHIE, Flo, AHI L BEMERTE LA T SEDLWREEOH S ML
A 2 RRC G L2 &, [8.3, 11. 1. 48]

9.1.3 BEMEIILY b—XFMWE. FILa—X - HSY F—RRIRF
EEXIFRIS—E - A YL —ERBEDES

9.3 FFHaEEERE

9.3.1 EEDIFHEEET (Child Pugh/ %84 5 ACORFEZEIZHHLE) D
HhoEE
EHNRE LT O 7 EBIEE 012475 2 &b 3Epshfe,
[EST TRV G AYAI AN

9.3.2 BE~FEEDIHEET (Child Pughin$84 5 XA, BORFHE
EITHY) OHIEE
(7.4, 16.6. 18]

9.5 ¥R
IT0 SUTHER L CW B TREME O & B tEICid e 5 Lisn 2 &, T
I 10mg/kglh LB 38U THEBTTENE (N B IKBHE, /IR 7K ) |
7YX 100mg/ kg 512 BV CHEVETRME (BB VTFECSRE, BB
%) B’ROLNTZ, [2.35H]

9.6 237
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9.7. 1 IKHAMKEN, AW, IR ILmAEM O &2 xR L Uiz
IRFRBRILIEME LT 7Rn,
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9.7.2 HOLOMURAZRET 2 Z &, BAEHIMEDOILT, BROLEB
FONEDBO DNIHEIT, BHEPIEGBREITS 2 &R
2E Ly, NETRGEHENESOE M OB & - SO A 5631 LT

HERDHD,

9.7.3 HEIZEE L TIBEE 7312479
FERTRBR TIE. BN & H~iTlESR L5

ShTng,

9.7. 4 HEZBWT 2HRTIT,
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9.8 ShE
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ST EICE EDD
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W5,

10. #HE/EA

AFNE, NHARBIEEZECYP2C19, 209K R34 CTHET & 41, CYP2C19, 209
KOBMOBEEMZAT 5 (in vitro), CYP3AIZ K3 5 EMEMRIZ
o, [8.9, 16,42 ]
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BFF - fERIRF

J7yreEvy
W~o 80 TTTv,

V7o Eotiic
F 0 RHIDC,, 1393%, AUCIE

V77 ek, AFION
R (CYP3A) 75T 5,

V7 7YY 96%IHL L7=",
[2.12H]
VT rTIFy U777 FrEnfRICk | U7y TF i RARIORGH

(3277 42)
ERE)|

0 KFI O 1369%, AUCIE
8% L1,

AKFlEDPERIZL Y ) 7 7
T F L DC,, 1E3. 0fF. AUCHE
4. 358 LY,

sk (CYP3AL) ZFKET D,

ARENLY 7 7 7 F v OfRGH
[ (CYP3M) #PHET S,

TT7yEL Y
(Ahy27VY)
[2.15#]

TT7rFELYY DRI
F 0 ARHIDC,, 1361%, AUCIE
% L7,

KEIEOPHICED =T 7
B LY D0 T 1. 4, AUC
XL afgsm L =",

T 7LV, ARIOR
il (CYP2C19 K UXCYP2C9)
EHHT D,

AFNE= 7 7 e LYok
iR (CYP3A4) & PET 5,

U hFen
(/—E7)
(=0 B W RN B N A 2
(v h)
=A< hLAAENL-Y RFE
v
(RFmbEy Ry )
[2. 1]

U b e EOBRICEY,
AHNDC, 1 766%, AUCIEB2%675
LU,

U R e, ARAIONREE
F# (CYP2C19 K% UCYP2C9) %%
HY 5,

IR

(F7 L h—)
RRFERAEL L EY — )L
272NN

NI H— v

T )NV EX—)L

(7= 3—))
[2.15#]

Zh b OHEA & OPERIC X
0 AFIORGE MR S vl
PRI T DI TR
b5,

ZIH DEEFNL, ARHK O
fEsE (CYP3A4) ZHET %,

EEY R
(=7 v7)

X=vr

[2. 1]

AEIEOPFRIZEY, Zhb
DIFNO M EEEASHINL |
QT #E K. o0 % R R
(torsade de pointesZ {ip)
72 & 0L o RIE %
Sl TBENR b5,

AHNE Z A B O IEA DA
B (CYP3A4) ZPHET 2.

ANT TV
(27 7)
[2. 1Z/]

AF & ORI LY, A ~T
Z VU OmMARESENL
MWEOHRIRN D b bk
TR d 5D,

KFNIA NT T2 v DN
ik (CYP3A) %PLFET S,

BT AL R

EYEPIEE 7/ S 7S
Ay A Ta T T
=A%
(7 V7 X A
DA N == V= g
TERARY
AFNxpdX Y
(3% M)

[2. 154]

AR EDPRIZEY . 2
DHEFN O L PEEEE 2RI L
EZfhErglERITEZ
nnbhs,

ARFNT Z 1B IR O AR HEE
F (CYP3Ad) ZPHET D,
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AFEOHFRICEY ., FUT
YT LD ARED L
1 oD 1 30 2 1R By ] 22E =
R EREITREEARH D,

ES RNV NGy
sk (CYP3A4) ZFHET D,

Fh T ran
(FY V)
[2. 15H]

AFIEOPHHIC KLY, FH T
L Lo M RS RS L
iSSR0 1 4 203 88 5
THBENND 5,

KENZF H 7 L a v o
B (CYP3A) %#PHET S,

SLARRE Y b

AHNE OPFRICE D AL A
kA& b o e EE A3
M sEEn1H5,
NURARNAY Y b ERERT
L &bz, BEOREEE
HICBZ L, BITER ORI
FEET S L,

ARNF AV A SRSy RO
RIS (CYP3A) % PHFH T
5o

TAFTLENL
(A _T7)
[2. 1]

AHl L DHFRICE Y T AT
T L e O S R
L. AR B L 7= A E S
MIBL, T TELT 5%
b s,

KENZT AF 7L ELDfk
Al (CYP3A) ZIHET 5,

nIZER
(¥ 7 AZE Y R)
[2. 1]

AFIEOPHICEY, rI X
Y RO M ER ERT S
BEADRD D,

AFlTw 2 RoHEE
#(CYP3A) ZIHET S,

HLCTAnAIE
Tr= kA

Tx= kA EOPAICE
D ARHFIDCpy 1 349%, AUCIE
(S

AEEOPRZED, 7==
A > DC XL 7%, AUCKE
LSfEHm L 7",

Tz = b AFIORH
Bk (CYP3M) %Y 5.

AKFENET7 ==~ A > OB
B (CYP209) %PHET 5.

Tty
(&)
[2. 15H]

AEIE ORI LY, Tr)
vV romhEES S
L. fERMEET 2 52008
b5,

AT arre) rofk
Al (CYP3AM) & IHET 5,

ARLFH b
(NIVY BT)
[2.12#]

AH L OHFRICE Y AR
F9 2 b o RS L5
L. fERIDHE58T 2 B2 has
bho,

AFNE AR L X4 ok
SR (CYP3A) ZPLET 5,

L7 ILEEL

LFAEELEDHTICL
Y ARFN D CoakL39%, AUC,- 124 %
440D LTz,

LT LEELEDOHAICK
v ERNEEST 2 B
b5,

L7V EVIEARF O AR
fi# 5% (CYP2C19 JL UYCYP2C9) %
WHTLLEZLND,

UoR—n R
(A 7L k)
[2. 1]

AHIE OPFFIZE D U R—
v oo EE S E
FU PUBEREE I ANHE5R %
iz kv HilofEpEsR
WRTHIBZENRH D,

ARHFNLY N—m F PR 0
R (CYP3AD) %P
%,

Fu L FF—PHEA
RAF=7, =uF=7,
ATNF=T FuhLs
F=7, urFF=7

AHEOHFRICEY, 2D
O FEAN O 1. T L 23 4
LBRENRD DT, A
~OEREEFTH L,

AANE Z B O IRHA DA
ik (CYP3A) %PAFET S,

TEL=DE
(Ihn7avr)

FNAYF LT A RXY

I TEL=VE S
(LN HR)

[2.12#]

AEEOPFRIZ LY, TRV
=V OMPREN B
ToOBENRD D,

AFETEL=UE DR
SR (CYP3AD) ZPH5ET 2,

HIVT v 7 7 — P HLER
RAT T L e

AFNEOPFICE Y ART
U7 LT e OEERH Y
Thod7 7T ErOm
R E AN 2 ks TR
b2,

HRRAT T LUFENLE DB
FIC &0 ARF O f PR E R
T 282N H 5,

In vitrodRBRfE IRV T,
ARIET T L ELOR
il (CYP3A4) ZPHE L7z
8)

°

In vitro®BRIZEB W T, T
T VT BV AR oG EE
& (CYP3Ad) ZPRFE LY,

N7 T A (R
TEPEDRME Y M [ M
UND P RERIEY 2 &

AHIE OB LD % R
7 7 7 A O M EE A B
U LS A (Bl D JE BLAS

ARENIRF b7 77 ADK
SR (CYP3A) ZPLET 5,

R LAY KRG R
RS (NNRTI)
FIENLY

b DA EDOHAIC K
Y ARFN O AP EE 2R BN
LBRENBD D,

b OFEA L OPFHIC &
Y AH O i i AR
LRENDBDH D,

AFlEDOPFRIZEY, Zhb
D FEFI O 1. T EE B30
LHBENRH D,

In vitrosBREERIZ BT,
Z B O IEANEAA O ARG
B (CYP3AY) &P LY,

2B O IRANTAK O
5% (CYP3M) 28T 58
TR D5,

In vitrosBRAE R BN T,
ARHNE Z B D IRHA DA
B4 (CYP3A4) %P L7127,

beF A

AAEDHMED, bLT
/4 ¥ O b AT
LRENRDH D,

AHNEL N VF A ORGH
sk (CYP) %HET 5,

Syl
vruARY o Foml
LA, =Rl AR

AHEEOPAICED, v 7R
AR Y VD CondT L 51T
AUCHEL. THElz s L 7=,

AFEIEOPRIZLY, Zon
U BN ADC,, 132, 262, AUC
133, 2B L=,
AENE ORI LD, =n
U A O L R A NS
LBENRH 5D,

AHNE Z A5 O IEA DA
sk (CYP3A4) ZMHEHET 5.

7= U SRR
UNT7 VAU TN
[8. 8% ]

AFIEOPHIZE Y, 71 b
v eI AN L O HE R L
R 3 Y % S N0
ER 2 5 L, % LWINR B
S ok LTEB 23 s S
TWa,

AFNZT N7 7 U O
sk (CYP209) ZFHET D,

To) O FHLIIY 51 HREhsBZznnd 5,
(RERT L7 RH)
[2. 124]
TrELY YV AEIE ORI, TFE | KFNLT FE LY o ONH
[E VIS VU OMPRESRIML, | B (CYP3A) ZBLET S,
[2. 18] BIE OR B R S 5D
BENRD 5,
LT Ry KENE ORI LD VT v | KANIL T ¥ K2 OAGHTEE
(5 —%) FrofmiiE,s B U, fF | 3 (CYP3a) ZBHET 2,
[2. 15/] FABRRT 28T’ d 5,
A YT aFy =N AEEOWHIZEY AV T | KElZA VT 2y =10
(CAZ D) 2 =DM R REEAS b | REEER (CYP3A) ZFAH T
[2. 128] S L. ERSRRT 2820 | %,
B b,
T4XL AEEOWHICEY, 74 % | KENZ 7 4 2L o ORH
(Frvesa7) L o OMmREEA B L, | R (CYP3A4) ZFHET D,
[2. 1] ERBREERT 2820 dH
%o
ES A4 AFEOHFRIZEY, =7 L | RFNE T L L o ORGH
(7 7) v/ OMpRRERN EA L, | BEE (CYP3M) ZBLET S,
[2. 1] ERBHRT 28T d
%,
Ry mARY AHN L OPRIZE Y B2 w | RKAEHR 7 72K DR
(V7% 2) ARV ORI L5 | R (CYP3AY) ZHLET 2.,
[2. 12H] L. fEHD 3RS 5 B2
b5,
N BT AENE O E 0 =30 | KFNZ~ 30 55 ONGH
(1 5P A A R) LT OMAREN LU, | BER (CYP3M) EFLET 5,
[2. 1] BIVER R BE88 S, LA RRE

BEFEIZLDLDAEDY R
NEELIBENRS D,

7a b T HEK

AFEOHFRICEY AT

AKFNEA AT T =D

10.2 SRR (BHRISEES S &)

pEsiRaE

FERPRAER - R 071

B - faRik

N7 T A (R
TEPEDRME Y M [ M
UND P RERIEY 2 &
i) OHMERFREH, ArEEHE
4 197)

Al E DU LY _F b
7T A O EE 23 80
TrHBENNRDD,

REX N7 T AEBET D
LEbio, BEOREAEE
B L, RMER ORI
SUEETLZ L,

ARENIRF b7 77 ADK
SR (CYP3A) ZPLET 5,

FAT T =) T = DC 2. 265, AUC | #ifEE (CYP2C19 K% URCYP3A4)
133, s L=, ZMET S,
IV T A AFEOHFRIZE Y IFY | KENE I ZY T 2O RGHRE

7 20. 05mg/ kg FL[] I PN ¢
HWED I Z YT AOANCIE
BLIFITHIML, I ¥ YT A
7. 5mg BA[EIRE 1§ 50 (A FR
KRIKFB) DIHF YT BDCox
1E3. 812, AUCIE10. 34
mu=,

#(CYP3M) ZMET S,

HMG-CoAif TER% SR FILHE 5K

AEIE OO LD G-
CoA&t LI 4 L7 3 o 1, i
FERRINT 2 8Ehnd 5,

In vitros BRI N T, ARH|
[ HMG—CoA 1%t ST % # PHLE 3K D
RS (CYP3AD) Z P L
72,

CT A

AFEOPEHIC K, VT
RAOAUCITHIN L, i A7
BT R L,

KENL Y7 B8 b DR HEE
% (CYP3A4JL U'CYP2C19) % [
H D,




i

AR - HEE D715

BT - fERiN T

VILET A

KA EOHRICE Y e
F BDColE 1. 205, AUCIEL. 5
fEmL7",

AHNL Y VT LSO RS
F# (CYP3A4 R UXCYP2CY) % B
HT %,

2 = )L OAUCHRI L7,

ANV =V RFEFRMBERET | AL OPFRICE D, ZR6 | AANLZ S O3EA O RH
B OIRFN o oL EE AN BN | BEE (CYP2C9) Z#PHET 5.
7% 3 K LHBENRS D,
EU AT AT aA RRIE | AHEOOHICEY . 2hb | RKAE Z 5 0 3RH o fGH
PEREFHE DFEF O A PR EE BRI | SR (CYP3A4) % PLET S,
[ RIS A LHBENRH D,
v 7T AF v
ARy AHIE ORI LY, AP R
¥ DCo 330, T%, AUCZIAT. 2%
HENL 7=,
FFva Ry AEIEDPFRIC LY, AF
= K2 DG, & AUCHYEG N L
7=,
PEDT Y AEIEDPRICE Y, 72

AT TaTzr, Va7
v

AFEOPRICEY, Zhb
DIEFN D Cya & AUCHSHEIN L 72

20,21)

AANE Z B O IRHA DA
sk (CYP209) ZFRET S,

8 AR
JIIVEF AT« mF =
NERART VAL

JNVEF AT mF =)L
TANT VA=A E DG
12X ARAIODC,. 1L14%, AUC
14BN L 72

KHEOPFRIZED, =F=
VAR T VAL DC L
36%, AUCIE61%m L, / L=
F AT 0 D0 i E15%, AUC
1XB3%HIN L 7=,

2B O FEFNT A O A
fE# (CYP2C19) %PHET %,

AHNE Z A5 O IEA DA
BE# (CYP3A4) ZPHET 2.

11.1.9 MKEE (2.0%)
ARG, PLinERD . AR RN, MEEERIERE, RN
NEBEEOEERMEIEENH SO Z ENRH D, [8. 1]

11.1.10 AEERER GEERE)

Y RIGREOEELRRIBRBH 5 OND Z ENH DO T, 8,
THRNH SN GAICF&EGEZ I L, BWYRLEZITY Z &
11111 =8 (BEEERI)

R EDOMREEND Db D Z End D,

11.1.12 EmmEEE (R
PR, B, CK RS, MR WRFIA o B Z R E
THREHEE N S Db b Z End 5,

11.1.13 FEMR % (0. 2%™)

R, PR ORI, RSEA, O RE (52
I, ERMITHEIXRR, MEERCT, i~ —h
AFNOEEZHIET 5 L bz, BIRRERLVECHlOE
Bl Lg% 4TS 2 &
n¢n4ﬁmﬁ(ﬁ§$%>
HERKMENRD bbb 2 End b,

11.1.15 EHES (0. 1%7)

AR Bk L UL DR T o Rk b

11.1.16 A Y Y LMufE (1. 0%)

[8. 1&H]
Vo FEBUBE 1 T RRR A O RS R

) %ﬁ)wu\&) Ei’b?ﬁ
—H DA & Ehi L\
HOi

FERHOLDLNDZ LN D,

HoSNTn D,

1.2 Z0ithnEER

¥ VAT b

AEIEDOPFRIC LY, VA
77 b oM EN ERF
LEENNRD D, AFEDHF
FARME YA, BE W
REICIERE L, BTG LTTY
Fv 7T N OWEREBET
HT &,

AFNZY A2 7T b O
f## (CYP3A) %FAET 2,

A ITA XY VT (St
John’ s Wort, &> b+ ¥ a—
YR U= k) G

A IAYF XY VT LD
PRI L0 | AHIDAUCIEE%
Wb LY, ARG R
A4AUF XY VUERR
AR LAV & D EET
5T &,

TAFTAIFY VTR, A
FIOHIWES (CYP3A4) %3
HY 5,

2R
@{WEH’EﬁHﬁa‘b%bﬂé:kﬁé})é@T\ B ’\Z?b :ﬁ\
DR LN HE IR G 2 P 1T 5 722 LI 22 0LE 21T
1M1 EX dmIH’EFﬁ

11 2avy (BHERP).
11.1.2 hEUREERRERE (Toxic Epidermal Necrolysis :
RISHIRARFEIREE (Stevens—JohnsonfEf&EE) (BHEEAR

(BEEARID)

). BRAIHE (HEERH)

BB EDIERD & & b= 5 E

&
11.1.3 FFEEE (5.0%)
ER RIS

11.1.4 1LE
).
DREXQTIER
IR,

11.1.5 DFE (3.0%)

|

5 k.
EE (1.0%)

E,%ffﬁﬁ?ﬂ:

b Db,

D
E 1
1L

caf%"

SERBET By T LE
ERHLLNDLZ ENRD D,

REIC B D B RO by

[1.2.

PE Bk,

11.1.7 FPRESAEIREE (JHEERI)

11.1.8 ¥5 > -

NU—fEMRE (HERH)

DEFR (1.0%) .
REEEIOVY FHELRH)

TFI743F— (BETRH)

TEN)

WZIE G RIE L, #EY L E T

K. EI, FARE, HFHEEES) Xbobhid 2
EWBY | HEHIHHREINTND,

BROTER (FHEARH).
TEMR (FEEARH) .
DM (torsade de pointesZ&de).

8. 2% 1]

IREgEUN

VRIS, SRR
(8.3, 9.1.28H]

3G a2k L, @

(BB EE, B, BIRMEERES) Nbbbhd
(8. 1&M]

DEMRE) (K

5%LL |- 1~ 1A R B
MR VY X [ BRI E L 1 B, V> HE
FbEE I i
M i, LIEIRITE JitiAKRE, 7w
s
H - KRpEpEE HETEMA, . 5]
(TR e
SIS ADHE 24530 I B T B
A, HURIREAEC
HEIE, AR R AR
KT E
HRpEE A Y. | RO R, AR HR Mg ¢ . A e
H b s [ NN YN R, RIS, A
B, ARG, TR RN R S < ]
BN, e AR
¥ JEE, EHUE.
M . MR
FRIL AR A i,
(EREAN | BTN ]
PR . EAIE
H D M Rz, g o M. B, +
[ONGS PO 7/ N TRk A
N IEE (e N=N = iy K. ER MER,
[N N EVRIE, MR
A AEE, AR
FEREEYE . DS
WrEEER. A
%
LHEE R OB S TIFE W W B, LR
5 Rk JEIEE, AR, A J&/RIE, A7
TR R S PE R
FEEN, 1Y
JFFREE S b MRFESR ., NEAIE,
JHEREE K
FRYE B OV AR Il e 2%
HE
R R OV | AR IR EIE, KUY | KT R T A AL AT R —
S A IfLE ket JU LS
B ¥ e OVt & A EIE . VU BAfi% IR
ik
R b R RARRESE, S, | RRSTE = = — | 8BIREE. R, M
FEPED F N, R | moF— THIE, i EBRIRTT
T ILE REBIEN i, IR, g,
fBIHR  SFEREE | IR TR SRS
i, BLEF R PRIEMERE
T ARURAE SETLINGE, 2058, 4] | A2 5 oY, Wik
I, %R
R S OV i s MR, 7Vv7I v
3




5% 1~ 5%A i %A
VRS, L
R O bl

BLRG B OV T AR

BHEEAR

BINGRLIR RIB | AL | RS PRIZAE, BER

kPR B, RERIVERLBE, %8 BRI BE
%, BELE,H HE L LR B2 R

WEPESE, 2T,
Z DPEIE, L5, B

PR, SRBE, TR
B, ol EE

R W, fER§= Y 7~
b= A AR
VT 4 U E
Jiik=ge WAL AR e

MRde, BiRsE, U

SR

EE R A ALTHENN, ASTHY | M & U /L B B4 | BUNEEIN
L ALPEIN, v | A0, v
~GTPHY N P | N1 A
7 F = Wi, LDH
B, fd s U
PN 7N )
T LB, LR
FfE E5L 7 4
TYUDEA v —
HY0, i 37 FDP #Y
m, T —
SN, AFEEERKIN,
MR
FEBUBE 13 FOE ST VA E P REYYE O 7K GRINE O N R B O I IES VT 5,
a : FEHUFEE 1308 AT A O RICEE SV T 5,

b:[1.3, 85%f]

14, ERALOIE
14.1 EFRHBHOIE

[ E D BRNE DI, BT BNIEBIEDIC D E TRER iz X,
46mLO K ZHRICIN Z L IRV IRE D Z &, IR I1T40mg/nL & 72 5,
14.2 EHFIBEHEOEE

TRV BT D, FRICIE&ZHY RS Z L,
14.3 EFIZFEDEE

TR\ Z AR V. RS AT B0°C AT CRAFE L. 23 I AP A
AT 285882528, F72, AJ7 SN RAMM%Z OERKIT,
BEFETH L OBETH L,

15, ZO0EE

15.1 BREREAICE D < &R

15.1.1 SAEANBFICBNT, AU a3+ — Ao msEhRE & b
MR EFRBERORICHEICABERBEEERNRD SR, A
A NEERER A DT, AR RE RS 238 A4 L 7L 2o, I
BER PR AN AE ST W RES O MET I -5 7T v$Fn b
4.5pg/mLLh ETH o7, Fio, ENERRFER TI3a 2K V%4
PR Ul 5RO Z, BRE LTI 7P REN
4.5 g/mLLL EDGA | IS U CEE R AR T 2 Mg
=8V T EFER L, ENSOBERRERT — % 5 IXTHRE
AT O HBLZ 7T 2 MR R EOBREIZRD S Tnizn,
(7.4, 8. 75 /]

15.1.2 WAL S 2 WITDITBAEEE % b5 & L7 ish OB 5EIC
BT, AFIREELE CILEERE ERBEORAEY A7 3T Y —
FMEHRIFRBERE L R L CHARICELS (NP — Rk 1 2.39,
95%IEHEX M 1.31-4.37), ZOFRAEY A7 X180H 2 5 Eiing
BOERETE N (NP — FEb 23,52, 95%EHEXE 1.59-7.79) LD
WEND D,

15.1.3 KA EHIC, FIERV LR L OB RIS RAE L &
DHRENRD D, Elo, RREHE G, SAHBBIERIS Z 8 L
TN D BE CRIE R L ROE M OVEME BAMES5A Lz & oWiEN
b5, [8.65MH]

16. EWBIEE
16.1 MurpiEpE
16.1.1 BEEH%KS

HARNBERERR A B (B &6 12, A Y =) —/1100, 200, 300
K OM00mg & ZE I IRFZ B RIS M2 5 L7z & & W0 A &k
17 U THER: L, AUCK URC, 3 A BT i L CHERRE DI A& ok L7229,

b Coax T AUC tie
(mg) (pg/mL) (h) (ug+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)

HHE6H], FHME (V)

16.1.2 RE&ZE

(1) BERA
AU FY =, EITCYPCI9C L RE &N D, CYP2CIT 1T
FEZINGET D720, BIRTOX A 712K 0 EUER) (EM: Extensive
Metabolizer) ., 22K\ (HEM: Heterozygous Extensive Metabolizer)
JOMEW (PM < Poor Metabolizer) B¥RIEIEZ A3 DHERHE 51 T
fifhr L7z,
AARNERERA BEIC, R Y 25> — L 1[E200mg % 1 A 2[E AR 1
B5 (ARES  PIAI21E400mg 2 L A2M]) L7z & 25, EM&ZUHEM
T2H A, PUT3H BICIREEFIRIRICE L7129,

HETH HOEWERE /T X —4

CYP2C19 e Crax AUC. Thax tie

pdredii] (ug/mL) (ug*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)

TEIfE (%CV)

gAY 3 —)LiREE (ng/ml)

4
—o—EM

s —O—HEM

2 —A— PN

1 S+ B

O-
O

0 2 48 72 96
7 HE$#G- %K (h)

(2) INREHE
AARNNRESE B~145%, 186)) 2R Y 25> —/ L 1[E8mg/kg% 1 H
2[a] (A5 9] B 12 1019mg/kgZ 1 A 2[A1) 7 H Ml IRN &5 L7=1%.
KIA4 vy 7L LTlE9mg/keZ 1 H2[0I7THBKERORS Lz &
& DRAEFEFA% DC L ONUC, DRTEEIE (FEPH) 1 X227, 22
(2.03~18.3) pg/mLI&UM5.8 (10.0~156) ug+h/mLTdhH 722",
[7.2%H]

CYP2C19 o (o AUC. Tous

fy i) (ug/m) * (ug+h/mL) ¥ (h)
EM 6 5.49 (2.03—11.0) 31.2 (10.0—80.8) 1.5 (0.95—3.8)
HEM 10 7.66 (4.45—18.3) 49.3 (14.5—156) 1.1 (0.92—2.2)
PM 2 12.3 (11.6, 13.0) 99.1 (84.0, 117) 1.0 (0.95, 1.1)
X 18 7.22 (2.03—18.3) 45.8 (10.0—156) 1.0 (0.92—3.8)

a: AP (REPR) SUTRATEE (4 off) TRLE,

b: PRfE (FEFE) SOTPRfE (H -~ ofif) TRLT,

125% LA R 15RASHG CARTES0kg A /N IFNZIE, FlA & RFRIZAR Y =29 — L 1[El4mg /kg % 1
A2ME (BfEs : #1A 21E6mg/kg% L H2[E]) 7H BIFRIRNE S L7-#, 1[E1200mg% 1 H2[E]7 A
MR R N 5 L7z,

CYP2C19BBHAFAUL, LAFOBZFR I Y TSN KB TH S,

EM : CYP2C19*1/* 1 3I%CYP2C19™ 1/ 17

HEM : CYP2C19™1/* 23 (%CYP2C1971/%3

PM : CYP2C19%2/%2, CYP2C19*2/%3313CYP2C19*3/%3

16.1.3 EMFHIEFHEHER
SMEARERERSRAIC, RY 2F Y —200mgfE XL KT 4 vy 7%
40mg/mLO#R PREIK & L CTAR Y =25 —)L1[E1200mg A 1 H 2[] (F1if
Be5 M HIC1E400mg A 1 H2ME]) 7HBIRER S LT L & o3RyEhkE
AR5, 200mgdE L KT A v a v TREMFEICFRETHD Z N
RENEY,



16.2 kU

16.2.1 "M FTFRLSE) T«
REalb—var7y—~axx7s 47 AEfind, BAAKLOS
E IR DEERABEORY 2 — O TR TEY
T A 1X96% & HETE ST, ENEER S MARRERIC 1T 2 BF DA
TR_A T YT 11, FIF100% T - 7229,

16.2.2 BEDEE
R AT, BIEIE (]91000kcal) ZHl-o7-E&ICRY a3V —
NESERIUI R I A 2 u v 7L L T200mg% 1 H 27 H R AR 0%
5 Uz, EHRAIRIEIZ R 5 Co L CAUC 1322 IERERE 5. & Ll U | SEA
TIEENENRMLV2AME T L, KT A >y 7T TIEZENENE8%K
UBTHE T L7z Tl TEFIC L VW EEAITIT L ABRIEIE L, KT A &
oy TR SERIERIE LY GHEAT—4),

16.3 %
TR A DR Y 2 — L O EF AR D 0B R I$4. 6L/ kg
LHEEENTZY (HARAROSNEAT —4),

16.3.1 #AMAFBIT
RY a3+ =B EBI~ 10 O MIEFR R Y 2> — L x5t
FTHBER AR Y 2 — VERE O IR0, 22~1. 0 (0. 46) T
572 GMEAT—4),

16.3.2 EEHEEE
RYaFYy =Lt hEEEISHT BRI, 8% Th o 72,

16.4 fx3
In vitroRBRIZEBW T, AR U =2 —/LFCYP2C19, CYP2C9 K T CYP3A4
ICho TREEN D, AROFERIYIIN-AF 2 RTHHP,
[8.9, 10. ]

16.5 HEitt
AV 3 — ik, RSN X VR L, BEERG%I6RFH £ TITR
IR IR L LTGRO S 4159,

16.6 FEDEREHTHESE

16.6.1 FFHEEDIET L1 1ERE
BEFERE AICR Y Y — L 1RI200mg %1 H 2l8] (B 5-1171400mg %
LH2[ED MO ORFH#EEIR T3 (Child-Pugh/yJE 2 7 AB) 1A
Y Y —/ L 1[E100mg % 1 H 2B (B 5-1[E1200mg % 1 H 2[E]) KA
BOBE L L S ORKREEHOAC IXFECR L Th 72, 20
EEMBEPR Y 2 — VBT R T G2 A B ICIRIEIE
TEFRRBICEE L7y PR ITREREIR T CId6 A H £ TERIRIEIC
ELRNo72 SEAT—4), [7.4, 9.3. 28]

16.6.2 BHEEDIET LI-HERE

(NP EEOESHERTEEVLTF=09 )75 2 R30~50mL/min)
AU aF —n163mg/kgx 1 A2[E (AT 5 1E6mg/kg% 1 H 2[A])
THRRERIRNE S L7z & & BB IER 225 & H~AUCK
Vo CHEZITRD SN~ 725 GHEAT—%),

(2) mi&BHT
AR O MEEHTIC X 0 MAEFR Y 29— L D8%is Rk S iz
GMEANT—4),

17. BRKRAHE

17.1 BHERUVREMCET 5

(EEXIFHAMERREE)

17.1.1 ENEM4ERER (15010015E88)
BIEMEERIE & 20 Sz BE UTRIEEERE S R < Bebh /- &
Frxtgl L, 1004 (R OpEsEe14], s8], A v Fk
214) WZARY af Yy —nwzkh L,
ROFEOLRET, Y BICAM AR E LT300mg% 1 H2[E] (KE
40kg A DA 1X150mg A 1 H 2[8]) | & D% ILHERF & & L T200mg %
1H2[E (KEAOkgHTH OB 1X100mg% 1 H2[E]) RAHKE L=, 7277
L B 583 H B O MR Y o) — VIR ER2. bug/mLLL B &
XX, B5BAMA5H B LAEIX150mg % 1 H 2R O 5~ L 7=,

FHERIEOSAT, EEABEEIEOCE AL, REMAICAN AR L
L Témg/kgx L H2[E], Z DM AR & L Ting/kg% 1 H 2[E] R
WIS LTz, 2L, #5843 B OmEHR Y ) — LR
2. 5ug/mLLA B & x 0%, 5 BIRA5 B H LA 3me/ke % 1 B 2[E $E RN
BHICHE L, EEREFEUNOSAE, B5YHICAMHARE
& L Comg/kgx 1 A2[A, Z D ITHERF R & L C3mg/kg% 1 A 2001
RS U, BHERRIEE 3 H AT 7214, IR EHEERIC L v &0
PRIENTATRE &I SN BE B W TUIR DEIE~DYI 0V B2 (A
A v FREE) AR E L, #5-0443 B B 0O i AL 232, Sug/mLAR
i & X12200mg% 1 A2[A, 2. 5pg/mLEL D & %X 150mg% 1 H 2[Fl#%
afeh Lz,

Be G TR (oG-I 120 1) DRERAMFEL. LT D

D Tholz,
R /3124 Fh /B
B2 F MsE 1/2
B Y HE 5/5
BV vV H IR 4/4
KA - Wi v ¥ HE 1/1
INEE 11/12 (91.7%)
(REEMERT 7 2~ L ZE 10/16
o TR PEEBEMERT T A ~L L R SE 3/5
T AN AN, 7 AL E— 14/18
INEE 27/39 (69. 2%)
707 ~ay s AR 1/1
AFAEDY SN | Wiz )7 b=y 7 Z5E /1
/e 8/8 (100%)
BHVETYV T b - YT = KYE 0/1
FaWR/EN
INEE 0/1
&t 46/60 (76. 7%)

BIVE RSB (R AR AT 5L 2 5 1) 13 R 1 100451 H 80451 (80. 0%)
Thoto, ERBIERIZ, AW (25.0%), HEFEE (24.0%) ., v -GTP
BEhn (11.0%), HEdy (8.0%) ., WM (8.0%), AFHERERH (8.0%) . ¥H
i (8.0%) . ASTHEMN (7.0%). ALPHEAN (7.0%). ALTESHN (6.0%). 7%
B (5.0%) . HFREE (5.0%) . BREACARE (5.0%) . RHEE (5.0%) % T
o=,
17.1.2 SAEFEMEHER (150-307/60255%)

CERETRMREET A~V AJEOREZRRLE L, R =2

F = NAEERE L T AR T U U BB RO A, A O
MEA I U, AR Y 2 — U BT 196 BN RIEIF 5-24RE 1%
AR L L Comg/kgZ 1205/ Z L1, LA T 4mg/ kg 1205/ = &

WEEIRN B 5 U7, ARSI D56 133mg/kg % 125

M ~DOWEETHEE Lz, £ TOWBRFITH LT, bt b

TH R OBARNE G-2 HELE U 1A 13 K Tmg/kg/h& L7z, R

V2 — OO EE ORMARIT200mg A 1 H2[E & L & 05

3HA B UARIZRER DI N AR +53 7255 E 1%, 300mg% 1 H 2[E] £ CO &
ZAfeL Uiz, ARMEICHENRD 754 1350mg % | H 28] HiAL
OEEITV, 200mgZ 1 A 2[E & TOREZ FATHE L LTz, KH40keg R

HWOWRE BN TI ARY 2 —LoRA%GELZ &L LT,

Be B TR (kPG WIR 16E ) DRENRAMFEL., LT D

D ThHoiz,
gt P 3ES Hh/AER]
) (REEMERT T A~V L ASE 67/119
T AAYLF LA §
/NEE 67/119 (56.3%)
At 67/119 (56.3%)

BIVE P21 2196/5 T 128451 (65.3%) T -o7-, EREIERIZ.
R (28.1%) ., EX (7.1%) ., ¥B (6.6%) TH-o71=",

17.1.3 S\EEMAEEER (150-309/6045%5%)
MRKERE I L TR E A T 2 AR 22 WA M TR BB E A
fiE ) XU TRVARIE DS ZhREAR 5 UL AR MO R Hflkise T & 72
WS SUMRIREERE | & 2W SN2 BE 235, 3T2flic AR
U o — VR ERN S TR e Lz,
HRNE G- OBEE L, 5P BICART RS L Temg/kgk 121FE =
LITHEE L, ZO®BITHEFFHE L L CTing/keZ 12151 Z & 1272 <
L B3RS Uiz, HEAEE XK8me/kg/h & Lz, ROK5DHE
1%, BEG R ICART R L LT400mg% 1 A 2EH# 5 L, Z D% ITHER:
& L LT200mg% 1 H2[E% 5 LTz,



B HRTR (RKEGHIMI6EKN) ORADRAZIFRIT, LT 0@

D Tholz,
R /3524 Fh /S
B2 F ME 11/21
o S Y SE 23/38
el TS - Wi S 1/2
/NEE 35/61 (57.4%)
) [REEMET 7 A ~L 3L ZE 40/86
T AAULF LA §
INEE 40/86 (46. 5%)
707~ ay s AR 1/4
VT hay s AfgEL 7 VT b= 1/2
ZITRIIAR g AR OHR
INEE 2/6 (33.3%)
79U v AMAE 1/2
T Y T LRRIESR /1
7Y T LRNE 2/4
e AN | 74U 0 AE & T AT 0/1
YIiE D PFFE
FOMD 7YY 7 LJE 1/3
INEE 5/11 (45. 5%)
A RARY 7 bR 0/3
iR RARY U L%E 1/2
A4 RARY 7 T EYE 2/2
. A RARY U AMEYHE & A7 K 0/1
AT FARYT BB | 20 g n s FRRIEO D%
A RARY U AMfUSE 0/1
ZOMD AT RARY 7 LJE 0/1
INEE 3/10 (30. 0%)
&t 85/174 (48.9%)

BIVERSSERZIL37261 21501 (57.8%) Th -7, FREWEMRIZ. B
R (22.8%) . 3B (7.5%). WEK (6.5%) ThH-o7=".

17.1.4 SV EFEMAHER (150-6085%5%)
FEHFHRERI D O A U H SRR AR, RY aF Y — LD
MR OLeME 7 LR T U UBOEERICT NV a )Yy — L EERE
LB DB R O & i Lo, D7 < & b RIS H I3
NRNEE 552170, 2 DBITRAEG~DUY B2 2 AlRe L L7z,
ARV 2 — VG RETIE2T26N R ) O 24X AR AR E LT
6mg/kg% . LIRRITHERFHR & L T3me/kes TN EHI20GRE] 2 L 1k
MRAHES- UTe, E7-, HERFT B J4me/ke & 1205 2 & £ TR T
LTl E L, IEEAEEI3Ng/kg/hE LTz,
RY aFy — OG5 ~0P 0 B2 %1%, 200mgz 1H2[E (KE
40kg AT DA 1L100mg A2 1 H2[E]) THAA L. 300mgZ 1 H2[E] (K&
40kg AT DS A IX150mg % 1 H 2[A]) £ CHEAIRES L7z,
B 5T W (R R S IR D o O & ME D R4 8 E]) DRAZD
REDRIILLTO®EY ThoTz,

g P 3ES Hh/AER]
o N g 162/248
VK
INEF 162/248 (65. 3%)
At 162/248 (65. 3%)

BIVE R FEHERIT2726 TP 974 (35.7%) T 72, E/eRIVERIFALPHY
0. 7%) . &H U T AIE (0.7%) THoW,

GCEMBMBABIEEREICH T2 FEEHERED T

17.1.5 s E M ER (BE AL IE T 1T BE R LA ER) (A1501073
FAER)
W26 H AR B B B R YYIE O J8IE 23 72 WV 125 BL L oD ¥ LR Al
Rl B % g & L C 14180 A O B EIRY T F Ok Zhic o\
TRV afFy— A hTafy—nzik Lz, R)afy—nu
XiEA T3S — V&2 A BRI S L& O%ITR A5 Y)
DX Tz, BV 37V — NV GRETIE234BI1Z . fe ) O 24K XA fr
e L Tomg/kg% . LIRITHERF & & L Cdmg/kg % Z N ZAL125F
M2 EITHIRN G LT, RAKREITEI D B 2 %1%, 200mgZ 1 H 2[H]
(R EAOKg AT DHr A 12 100mg %1 A 2[A]) #5.- L7-,
A4 NF aF Y= ERETIE2556IC, AfRHE S LT200mga 1 H2
BIFIRN TS L, ﬁ‘XD&“Eﬂ\@J D2 1%13200mg % 1 B 2@ 5 L=,
A% 180 H 12 Té?m Y TR ORI LT O#@Y Tholz,

FHishE
ARV 2 — LB A hTaFy—
48. 9% 33. 5%
(109/223) (80/239)

BEHE [95%fRmIx ] ¥

16.3 [7.6, 25.0] %

a: BAEH%180 A MR\ T, LA FOIEE 23 X Ttz L7 0Bl 4
CAEfFLTVWDZE,
- R BEVE B BB YYE OREE W U TR 22 2 &
- B 1008 H £ TITIBBREEA86 AL, F G &N Tnb 2 &,
b : BEREATALTE CF B AL ST A BEIFR B AALE) W ONT, R —il At R O iR B ER
GEA oIk &, e XTI /8 E LicFleissik

RNV 3 = A F G 2 EWE R E=1323361 123451 (52. 8%)
Thole, EZFWERIEL. Bl (7.7%) ., HF#EE (7.3%) ., RS
(6.0%) RUNTHREMRAERE (5.2%) ThH-o7™",

17.1.6 B EMARE GEEHIEXRHER) (A1501038585%)
120 A IR EEERIEOBL O H 5 18@2%L®Uﬁl¢?fﬂ1
R 2kt e LT, REMEEFEYED — /)\%%0)71
Vafby—nzfh Uiz, BHICAMES & L TI2RE/
6mg/kg% 2[m P 5 U HEFFR 5 & U CI2BEH Z & (24mg/kg & ﬁ%}iﬁ&w&
5Lz, 5280 &%, AfEs & L TRBR I LI
400mg % 2[E1$e 5. (R EE40kg A DI5F-G I 12EH] Z & 12200mg % 2[m] $¢
5 L., #ERRE L U CLI28# 2 & 12200mg (KB 4Ok AT DA
12HEfH] & 12100mg) Z#eh- LTz, #5-Bth12 0 A#% £ CIoREEMEE
BEIRYRE % FEAE L 7o B OEIA1310. 7% (3/281) Th o7,
BIVEF FETRRI1T456 12601 (57.8%) Th -7z, TARBIEMIZ, T

PE(8.9%) . ZIE (6.7%) MOEHR (6.7%) Tih-o7=2,
18. IR
18.1 VEEHER

AU a2 — VT EFHMEICBW T, BRSOz /LI AT a—LA
HBHRERET S Z LI K O REEER 2R, £/, AV aFy—
NDTL AT 1 — ) VESREERITEREIGRIR T, 7 v MF
MR TO AT o — VAES RIS 2 BB 7,

18.2 HREHEER

18.2.1 RV aFy — Ut AV HB, TALELRE, 7 U7 b
Ay I RAE, TV ULBEBROPART RARY U LRIk U in vitro

THIEEFEEZ R LY,

18.2.2 RV ah >V — L, 7T A~VLF L ABITH L THREERZ R
Ltzxﬁ)o

18.2.3 SufF B K OGEMSIELE Y NOFERA VO HE, 7Y
T hay 7 ARE, T ACOLEINAIER VA RARY 0 AEIZK L
TR B AR L7240,

19. BMES BT HEBILFHIR
— B4 HR R Y =2+ —/ (Voriconazole)

&5 : VRCZ

b4 + (2R, 35)-2-(2, 4-Difluorophenyl) -3 (5—fluoropyrimidin—4-
v1)-1-(1#1, 2, 4-triazol-1-y1) butan-2-ol

53 F 3K 1 CigHaFaNsO

53T : 349.31

PR - BEOREBEOH R TH D, A& —, Tk F: [N e

3K, = 7 — b (99.5) ITROREEITRT <, KITHERD TR
y < l/\
1m01/Li’=- EERIRICE T D,

bt

BENE () & : —374~—404" (BAMICHE L7 D50mg, A ¥
/—/), 26mL. 100mm),

SyBA%EE (logD) : 1.69 (pH7.4, 1-F 27 & ) —)L//KFR)

22. A%
Vi
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. EEXE

NER AR AEEERR 7> MA
(MEFh in vivoiklik) (200544 H 11 H KGR,

R OZE TR 538
CTD2. 6. 7. 13)
[L20050310046]
Jig A8 AR B 2% 3k
CTD2. 6. 7. 13)
[L20050310047]
N R EKYENREIC KIET Y 7 7 B v K Urifabutind B
(200544 H 11 H AR, CTD2.7.6.2) [L20050310037]
NG R B IC KT T rifabutind B2 (MESl IR EhRER
BR) (200544 H 11 H &R, CTD2. 7. 6.2) [L20050310038]
HNER  EOEEICKITT Y 7y B LY OB R E)
RERER) (200544 H 11 H&KGE, CTD2.7.6.2) [L20050310039]
TR SEEIREIC KITT Y M e LR (SR Eh e
B%) (20054F4H 11 HA&GR, CTD2.7.6.2) [L20050310040]
Purkins L, et al. : Br J Clin Pharmacol. 2003 ; 56 (Suppl.
1) : 37-44
FENEEL  HIV 07 7 —BREKICR T 55 b7 v —AP4501
BEE U 7= SR BAER (MEdh in vitroidk) (2005454 H 11 H 7

FENER AT AE R TR .
(ENin vivoiklik) (200544 H 11 H74&GR,

2. CTD2.6.5.15) [L20050310041]
ﬁW§ﬂ~me%y1vﬁ& IR BT~ 7 m— AP450IC B
U7 EAER (MEhin vitroikR) (2005454 H 11 H&FE.
CTD2. 6. 5. 15) [L20050310042]
Romero AJ, et al. : Clin Pharmacol Ther. 2002 ; 71 (4) : 226—
234

FENERL . ¥ 7 v ) AAOIEYEREIC LT TS (RSN EDEE
PER) (20054F4 4 11 HAGE, CTD2.7.6.2) [L20050310043]
Purkins L, et al. : Br J Clin Pharmacol. 2003 ; 56 (Suppl.

1) :24-29

FENERL : A AT T — L OIREREIC KT TR (S8
RERER) (200544 H 11 HKGE, CTD2.7.6.2) [L20050310044]
HNEE: TA AT Ry IEAYTLCBIFSLF M/ a—L4

PABOIZ B L 7= 38 BAER (bt in vitrokiR) (2005474 H 11

A&7, CTD2.6.5. 15) [L20050310045]
Saari TI, et al. : Clin Pharmacol Ther. 2006 ; 79 : 362-370
Saari TI, et al. : Eur J Clin Pharmacol. 2007 ; 63 (10) :
941-949

Saari TI, et al. : Br J Clin Pharmacol. 2007 ; 63 (1) : 116-
120

Hagelberg NM, et al. : Eur J Clin Pharmacol. 2009 ; 65 (3) :
263-271

Saari TI, et al. : Eur J Clin Pharmacol. 2008 ;64 (1) : 25—
30

Hynninen VV, et al. : Antimicrob Agents Chemother. 2006 ; 50

(6) : 1967-1972

Hynninen VV, et al. : Fundam Clin Pharmacol. 2007 ; 21 (6) :

651-656

FEPVERE « AR PRI 81T 2 % HREESE OF F RF D (R N B RE
[L20070115007]

Rengelshausen J, et al. : Clin Pharmacol Ther. 2005 ; 78

(1) :25-33

Hamandi B, et al. : Am J Transplant. 2018 ; 18 (1) : 113-124

FEPERE - R RS IS T 2 BRI D B0 S, RFED

HER O (ENE THEREY) (2006944 11 H &G,

CTD2.7.6.2) [L20050317019]

FENE R R AT IS 2 BE R QAT 52 0 O RKAER 1 #¢
HREOZEMENRE (EANE 1 HHFRER) (2005424 H 11 H K,
CTD2.7.6.2) [L20050317020]
FENERE  NREF I 2 EENEE (2014489 H 26 H 7&GR.
CTD2.7.2.3) [L20140815038]
FENEE . F7 A vmy 7 LR DAY PR SN (20144F9 H
26 H7&G8, CTD2.5.2.2) [L20140815039]
HNER  EFERACBI AR 2L —Yary Ty —<ax kT
4 7 % (20054F4H 11 HA#&FR, CTD2.7.2.3.4)  [L20050310052]
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HWNER  ENSIHERRICBT 2R 2 —y a7y —<3
XRT 4 7 A (20064E4H 11 H 7R, CTD2.7.2.3.4)
[L20050310053]
(20054F4 4 11 H 7%
[L20050310054]
2003 ; 37 (5) : 728-732
2003 ; 31 (6) : 731-

R @R

8. CID2.7.6.2)

et al.
et al.

BLIETRFOZE

: Clin Infect Dis.
: Drug Metab Dispos.

Lutsar I,
Roffey SJ,
741
Hyland R, et al. : Drug Metab Dispos. 2003 ; 31 (5) : 540-547
FENERE B OITRREREE 2B T SR I 5 RKIER D
E5ﬁ®%%ﬁﬁ\ﬁ?@&oﬁai(@%ﬁ%@%ﬁﬁ)
(20054F4 H 11 A 7&#, CTD2.7.6.2) [L20050310055]
FENERE - BHEREREE ST 2 B, R K ORANME
(Mot Sy Ehestin) (20054F4 H 11 A 7R3, CTD2. 7. 6. 2)
[L20050310056]
FENE R} BB & 2 eI RETIMRENT O (MY
BREEE) (200544 H 11 HA&RR, CTD2.7.6.2) [L20050310057]
FENER  EEMEEREIEIC ST 2 B & OVt (EWES I
B (20054F4 4 11 HAGR, CTD2.7.6.2) [L20041124004]
Herbrecht R, et al. : N Engl J Med. 2002 ; 347 (6) : 408-415
Perfect JR, et al. : Clin Infect Dis. 2003 ;36 (9) : 1122—
1131
FEPVERL - R ERIB D BB D P F MIEDIEHRIZ BT B Fhilk
B (ESMETRRER) (20054E4H 11 H /KRR, CTD2. 7. 6. 2)
[L20050310058]
FENERE - R R A3t s L TR B CREBLL 72
BIWEA (MEsh s IARRER) (20154E8 H 24 H&FR, CTD2.7.6. 2,
2.7.6.3) [L20150615076]
RN R} - [RIFEE RS (HSCT) BFE BT 2 IREMEE R
JBEYE (IFD) O—WFB3ER (s MAEEE) (2015478 4 24
H 7GR, CTD2.7.6.2) [L20150615074]
HENER . RSB (SCT) BAICEB T 512 B B R Y
it (IFI) O R FBhaBR (Mo IAHEAER) (2016478 H 24 H &
8. CID2.7.6.3) [L20150615075]
HNEE  BEE LT v MIFIIED 2T 0 — LA K IE T
(HEsh in vitroikBi) (20054F4H 11 H#&FR, CTD2.6.2.2.1)
[L20050310069]
HNEEL 2 in vitroll B\ L PEETEME (MESin vitroilR)
(2005474 H 11 A7, CTD2.6.2.2. 1) [L20041124005]
FENEER I ERENLE Y MBI DT ALV F )L A L By e
Kﬂ#é@%%@@%(ﬁ%ﬂynmﬁm)QW%MHUH&

. CTD2.6.2.2.2) [L20050310059]
ﬁWéﬂ ST LT v MIRIT DT AL L A LB Yy
C?ﬂt@‘é@%%fﬁ]fﬂ% (#Eshin vivoskli) (200544 H 11 H &

. CTD2.6.2.2.2) [L20050310060]
ﬁWéﬂ SIEMHIE LT v MTBT 5T AULX )L A YT
X2 RGN R (MEShin vivoikR) (2005454 H 11 H &R,
CTD2. 6. 2.2.2) [L20050310061]

HENER  SETE R EAE v MR HCandida® B e o3
B IR YL B (MESh in vivorkBR) (2005484 11 H /KR,
CTD2. 6.2.2.2) [L20050310062]
TEARER - SIEIHE LTy NI S Candida B YR
DI SHfEZh L (MEsh in vivoskBR) (20054F4H 11 H 4R,
CTD2. 6. 2.2.2) [L20050310063]

TENE R SE IR R O ZMfil€ /L€ » MZE T HCandida
non-albicans A& YL 59~ 2 RGP R (WEshin vivoak
B) (20054F4H 11 AA&FR, CTD2.6.2.2.2) [L20050310064]
TENEE  SIFERE/LE v NI HCryptococcus i LT Xt
I 5 LB (HEshin vivoaklR) (20054F4 H 11 H &ZE,
CTD2. 6. 2. 2. 2) [L20050310065]
HNEE : REIER LT v MIBIT D Cryptococcusii s PG Y
W D RRYRBE IR (MEst in vivosklR) (20054F4 A 11 H K
R, CTD2.6.2.2.2) [L20050310066]
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2. CTD2.6.2.2.2) [L20050310067]
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2. CTD2.6.2.2.2) [L20050310068]
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