s % 202545 H 5T (550
. H A 7 i o i
% 20244E 11 83T (45400

B & SR 50mg 200mg
EREIR - 34 KBS | 22800AMX00234 | 22800 AMX00235
Wit BdG 201646 /1 2016476}

ﬂfﬁgﬁu RAE M B ARA
S<HAA =|_|: RY .
T HAERA AUIdFrv—IliE
LT LIL) an ‘ -
MUFY—=)biE50mg [975]
[ 1] [ 1]
MUIFY—=)biE200mg [915]
Voriconazole Tablets “TAKATA” ,&,\a kaia
. 3.2 HHIDHR
1.1 FENCKBEECH > TS BEREDBEICTS & L -
3 & BRE HOEMR L Z ORBOS & T BER W PR
HAMOERBPEREEWNRICITI &,
1.2 EBECEELG65bh3 EPHBNT REICH ‘ R
2o TE, BRE 2037V, FHRERE 2 THRICIT KU IFV = 0o
22 &, REPROOSNAFZEICIE RS ZHIEL . EY) VEESOmE [ 5| — 5 4 o
BRBEITIC L, [8.2. 11.1.3 BHE] Eg 7
1.3 =B, B, AEBETZEOER, H 5 bh. FEIKkE
FIEREERDFRT I EPH B, AEIBREHRY HfiD 7
BERIE®RS NS DERIPEET 5% TE.BEED 2=
EGEERREHEIBROBMECEIREBEILELVELIIC RKYyaFy—|[—7T4~
THEFETHE, [8.5. 11.2 BEE] Vg 200mg| 7 HE
EZEd
2. B3 (ROBHEICEBRELEVWI L)
¥k 2.1 ROFEFEHGHFOBZ V77 v ET U VT 7T
Fr.LT77EL YV, Y MFEN, vEFENL Y} 4. FHEERLIHHE
FUENV, ZFLIVEN Y PFEN, AUNTEE OTROEER 385N EEBRE
YONVEST =), T )NV ES =, EEV R, F cBREMTANIVEIVRE, 7 ANILFO-7, 184K
SVVANTIT Y ZAT VAL R (2T 3 FENER 77 2 AL R
YK A T Ay AV TRELT VFEY v, Ve CHLT AN, BEALUAE. LI AEER. S5
FOIVITY IV, ZVITRA MY Y AF VIV TR T RHLTEE
DY) PITYIA FAZLAN, TAFTTLEN, CHYF ROy Y RBER. BYUT Ry Y R
OIFYEF, 7atrtyr, ARLFH T b, YN «TH YUY LE
TN TEVZTEY AV AYF LY Y A FF c R RZRFEUY LE
VIV TEV=IE S NA RS TR (5L O meMpBEEE 5\ 3 REMERED T
BB Y o SPEE s VN 2 8BRS % & .
t) oW, TFELY . LTV Ry, A 5. RBERISZHRICBIET 528
TAFVZI A, TA4RL v, ZTLL Y, Ko (B2 T SRRDEE)
2K Y [10.1 BIE] 5.1 MOFELRA DR B 5\ EBANE IR D 5 L% 2
2.2 AHIOBAH L CREGEDBAIED 3 2 B DONAGEITAAOMPELIET 5 Lo
2.3 HEIR SRR LT 5 THEMED B 2 S5 [9.5 2] (Cem#MRBEEECH 2REMRBEOTH)
5.2 HEWEGIE Y A 7 OBE (I EREAS 500/ mm? A 12
3.1 #8L 6. AARVAR
= Zh Rt 4 NS IB-
Wedés _ A3 _ A WA (KT 40kg 8%, KU I+ — & LCHAELE
Lgeh | |FLBERAI, kv Bl 300mg % 1 H 21, 2 HH R 10
Fyags—|BR RYIFY—E=R, FEFL, 7 150mg i3 1 6 200mg % 1 H 2 [ i
Vi 50mg [ 5| °000me HAAN AT —AF b RIHEET Bo B, BEOREIE L
Teoume VYA ATFT VB PPl e
H 5| Al ] T, XERRA T OEITE, HETE
NTAYT LA, LTH %% FH$E5-R0 LRI 1 E 400mg 1
Au—A BALF S ¥ H 2, 2 HH PR So FBRIE 1
1 v FUREARIY . #585Ev 300mg 1 H2MFTLT 2,
Fy ags—|BA RVIFY—E—A, RER Y, BN (PR 40kg %, KU IFV— e LTHHIR1E
v 3 200mg| 20000mg HAANAT—ZF b i) 150mg % 1 H 20l 2 HHLREZ 1 Il
[5 9% VA ATT) VR 100mg % 1 H 2 &M IS %,
NTAYT A, LTH BB, BEOREIS UT, LEHRAT
AU —R, WBILF5 v SOYEZIE 2 HEU RO ®% 1 1l
150mg 1 H 2 [ THETE 2,




*%7.

AR QL 12| K 2+ — VIEFHHNC X 2S5 21T

WA L O 12 % | 7218, @, R aFy =)k LTln

LI ECIRE 50kg |9mg/kg 7 1 H 2 BIEMISREIIHS T 5,

A1) B, BEOWREIS LT, FREAT
BOYEAEE Img/kg 3o E L AAEME
VAT OH4A1213 Img/kg 00K ET
% (K#HE5RE LT 350mg 2 w723
413 50mg TOWET 5).
72721, 1M 350mg 1 H 2 Mm% FRES
60

AR A2 U ETIRY a5V — ViEFHNC X 235 %175

RE 50kg L&) |74, dlE, RYarv—pELTlh
200mg = 1 H 2 MR S-9 %,
BB, BEOREIZS LT LEEART
OAIZIE 1 W 300mg 1 H 2 M % ¢
HTX 5,

7. BERUVHAEICEET 33E

(GhEEHE)

*%7.1 FEFAP SR T F V= VORG 2 MG L2 RARE IS

BWT, BOKGTHETH 5 & ERIAHIE L2361, 5
Al BRI R A 20y TN BERLLIETE S,

*%7.2 NRIZBWTIE, HEEFA2SR) 3 FV— Vo5 %5

ByaZ b, BEORBIISUT, ROKSTHETH D &

BEHR AR L2236, $EAl, R LIRS A v ay 712

YR B EDTELY, HERIEDS 1EMRTE

S 2 S FBEIFNC LS L 72 B 0 A B OV Rl Meat &

NTwawnzoEBEICHTs 28, B, K)aFy—

JEFHITIZEE S v VOIS IE VW20, AR

WHh Y VFIEICKTRAOMMITHELE S v,

[16.1.2 K]

3 ERBEEEDD L BETHENF OGN TERVEAR

Z LT, SEAl. BRI vay FREHT 5

&

7.4 BRPE~vh & o PR REIS T (Child Pugh 2087 7 2 A,
B OFWZEICAY) 23D 5 BFH TS H 3@ % 0% H
Bh5EE L, 2 HEUBGET O 2 0 HUERS B0 E
ETHZE,[9.3.2, 15.1.1, 16.6.1 &H]

CEMmEBMMABERE ICH T 2 RENERED T

7.5 HFHERE)S 500/mm3 PRI WA 5 3 S Pl o
BT b, WY RIS 2R T T L BER
BB W, 180 H 288 2 724%5- 0 AWM Jr 02 4V 13
HFENTWVHRWV,

8. EELELANIE

A EEAMEESE, EEATEEE. 820 7 AMAE»D S

bbb eDHHDOT, RAOHEGITE L QX EMicim

WA, EFRERERRAT. PR 21T e LBlg L

MIATH) 2 ko [11.1.6, 11.1.9, 11.1.16 =]

8.2 HELNENHLDLNLI LNHLDT, AFOFKY
B L Cld, Bg & 12T, BEICIE U AR R A
M (HiZ1~21|) 12179 2 &. [1.2, 11.1.3 BIH]

8.3 LM QT . LZE S (torsade de pointes & & Er).
LEME, RNER, 22EE70y 7, LEHEZER. O
FUEANGH . HIRSEDSD Sbhb 2 e LHDT, 2l
M ODERREZIT) 2 EBEE2 151217 ) 2 &,
[9.1.2, 11.1.4 z®]

8.4 AH|OPL IR L Tld, 7 LIVF—BEAEEE, SR
FlZonwTTorMgEir) 2 L,

8.5 Mlfpikse, HARILEFIE S OB EDD S b, KA
Pelrpak ke b W, B, BERESEOEIRDSHRT 5 2
ENHDHDOT, KAFEG R OGRS D 2 S OER
MEET 5 F T, FB 0B fE R 2 1k D B o e
WIEREHEIERWE I T HEET LI L, T2 KAz
BETHEZICEH S LOFHB L, BEIE U TS
ME*%3T5 L0485, (1.3, 11.2 B3]

8.6 MHLHBIERIEAH S bbb 2 EWDHDDT, KHFS
I EMOKHR. HTFEOBERIC XY HEO RS 28,
BT ILORI RO E YV A2 1) — 2 OB X ) o
DR % BT 5 2 & o A G ERE B RS 253 5
bNEE L, Ao E2TIET52 L, RLE2ETH
Lok e, ERE R 2 N2 T 5 L9498
B, HEMILER EORHERZE ORI RIS ET 5 2
Lo [15.1.3 1]

8.7 HGWM Mk EEZE=y ) Y /T HIENET L
W, [15.1.1 ]

8.8 AHZGHIRIZH /2o TiX. HOLLOTILVT 7 VR
AOFEZTHERL, V770 v EWHT Y41, 7o

ha s R RO e R T A o EERT R
CHEIIREGT 5T L, [10.2 ]

8.9 AHNE CYP3A KT B LEEHE AT 5720, &
FOMEEANIIER L. GRHZEIC CYP3A 12 & 1) S Bk
FRAMEAER 2203 wEEH] (10,2 PR oI
RSN TVRVWEALEG) PRI TVEHER. &
IS CTHAEOWIE 2 Z RS 5 % CHEICEGT 52
&, [10., 16.4 M)

. BEOEREATHEEICHTIER
A AHHE - BBEEEDH 3 BE

A EABEOREEDSH B EBE (F272L. FAISHL
TEBEDBREEDSH 2 BFICEIBRSLENI L)

9.1.2 TERZ2HJ 2 BERUTEMRZ FHL P T OIKEIC
HdEE

BHRNCEMBENE (VoA ITATT L AVTY
L) ZWIES A Lo T2 AHEWMERTEAELIE
B REVED & % MR & A B 1285 Lz v 2 &6 8.3,
11.1.4 2]

3 TR E B

3.1 EEQIF#BEET (Child Pugh 2487 5 X

© © ©

© ©

DIFEZE
ICHY) OH3EE
EMMICHREZ 1T % EBIS%E 5501247 H
B, ZeETRIRE I Tuivy,

9.3.2 BE~PEED#EEET (Child Pugh
A. BOFFEZICHEY) OHdEE
[7.4, 16.6.1 ZIR]

9.5 1117
Il O3 IER L TV Bl fetk o d 5 i35 L wa
Lo T vk 10mg/kg P EEGIIBWTHRAEE (0%
KESE, PR KIE) . 7 F 100mg/kg %512 BV TR IE R
P (R CEEN,. FHRARSE) o bhiz, [2.3 &
1]

9.6 Rl
HRE L O R O BRI O W2 ZB L. IO
ﬁﬁ)lcitlﬂm%ﬁi%a‘?é Zt, BAHFNOBTEAWTH
51 ,2)0

9.7 /B

9.7.1 KA RENE, FrAl, FURE 2 kim0 % e % xf
S L L72BRRBIIFER L TV e,

9.7.2 HtOME 2 MIFT 52 &, BREHAENET, wEo
A RIS DB DD SN a1, &SPk
BIgEEATH) T EHEFE L\ AT THEHUE BB RS K O F
R EREATEBL L 720D B o

9.7.3 HHICH L CdBgEZ +a1cdrH 2 & NREZS L
L 7/ iR R cld, A & LE~FRE S E A o8BI
PRV EHRE ST 5,

9.7.4 HEZBIRT 2H21Z. BEORELZ 51285 L,
UK ORIEH O3Bl % R L <. LEH/NE o &E X
WEIZEEDDH T L, 72720, FHIE LT, H5BaH KL
Ui, s 3SHMIIMEL WS &,

9.8 ESME
MAREICHAEBT A2 EEICERST5 2 8, R
PETFLTW5D,

C
&o B
Y

B\

*%10. HEIER

ARFNZ. FHRHTEES CYP2CL9, 2C9 M 0F 3A4 TIUE S 4,
CYP2C19. 2C9 KU 3A4 OHEEHZ 4S5 (in vitro)o
CYP3A 123 A BHEME X, [8.9, 16.4 ]

10.1 HFRAZR BHRALAWZ &)

(3a754)
[2.1 BH]

PRI L . &H
®D Cmax & 69%
AUC & 78% i &
L7:3>o

AH L OPEHIC X
D) 77 TFUD
Cmax X 3.0 £% .
AUC 13 4.3 5500
L72%,

HeH 75 BRARRER - 518 k| BRI - fabRi
V77 r¥T Y Y77 vEYEN) T EY VIR,
(V=2r &, T\OBHIZE Y. KA AR H o4 #5% %
TFY )T 7| D Cmax & 93% .| (CYP3A4) % i
JV) AUC & 96% & 4|5 %,
[2.1 B#] L7239,
V77 TFY V7 77 FED) T TF VIR

Hl oo % # B R
(CYP3A4) ##H
T 5

AKHENEY 7 7 T F
oo R B R
(CYP3A4) %%
T 5,




HHIHE BRRRER - $518 7| BRI - fabRid 1
I77EL VY I77ELYyvEZTFEL YV,
(A by 20 Y) [OPFFIZE D ARHF AR F o £ B8 %

(2.1 ]

®D Cmax 1T 61% -
AUC & 77% % &
L7:%,

AFHlE OPEHIC &
NT77EL Y
@D Cmax 1& 1.4 £%.
AUC 1 1.4 f5880m
L7:9,

( CYP2C19 J ©f
CYP2CY9) % i
%O

AK#HZZ77EL
MV 8
(CYP3A4) #[E
T 5,

DR N2
(/—¥7)
ag¥FEn-y b
|<%

U hFENLVEDOBE
JHIZE . £H D
Crmax 1 66%. AUC
13 82% A L 729,

J M FE I AH
o % #H W K
( CYP2C19 } O°
CYP2C9) % #Hiy

(L bF) %o
— Vv ML
V- M FENV
[CAE =R A
v 7)
[2.1 &R]
HNINTEE » CNLOEKE DTN DAL, A
(FZVRh=) BEHICZZ D ARAO|H o A8 # B %
R W MR B v (G 2 S | (CYP3A4) % 7FE
E — VIR R T B T 5,
INVEF — )b BENDEDH 5,
Jx /) NN)VE ¥
—)
(7= 7%= )
(2.1 &R]
YEY N AF eI L AFITI NS DK
(F—=35v7) D, INhsoHEHO FH o R W B %
Fovv MR EE S B L. | (CYP3A4) % [l

(2.1 2]

QT ML, LEMER
R (torsade de
pointes * &) 72
EOLLE R O]
ER 2G5 &3

‘3.20)0

BENWDED D,
ANTFI AHE DRI X ARFEZANT TV
(2535) DANTSVro y o /B FE
(2.1 ] MR EESEE I L. | (CYP3A) & FHET
MEDOHERD D 5| %,
bNDLBZENLD
éo
ZMTNMABA R KA E OB LRI S HEH
INITy IV D, ChooFEAo| o 4 # B K
KA 7 x4 A MHEEHI L. | (CYP3A4) % %
VAVAT R 2 e AP $il e i ] - 1 P
FEY) v CTBENED S,
(773 VA
73

e o )ug
73
INITRANY Y
A F IV T T X
M) ¥

AV Z 22 )
2.1 K]
M) T VT A AR EOBERICE AHE )TV T
(AN Z ) D, UTVSLAD L oA H B #E
[2.1 B ML AN L | (CYP3A4) % Bl
EROWmLE/R|T 5,
IRf ) 4 5% % 5] &k
CTBENYD S,
FHhTLBN KA L O X | AKHNEF A 7L
(FVY %) D.FAZLVOLVOL O R O# B E

(2.1 ]

MR EEAS B L
i /1A 55 5 0 1 £
M HwT 55 %
NoH 5,

(CYP3A) #[HEY
5o

sk

FA

BRI R - H1 7 1

W - fabrid T

TAFTLENL
(AvRTF)

KA E OB X
D, T7TAFTLENV

KFETT AF T L
YL o R %

2.1 ] O i EAY 5 (CYP3A) % FHES
L. IR L 72| %,
HEFREIIEH L
WFEEAT 2B E
n»d 5,

DIFER AHEEOPHIZ L AKATT IS ER
(V¥ 2% ¥v |, a3y Erolo £ #H B
F) A B9 5| (CYP3A) 2 BT

(2.1 B#] BENWDD A, 50

A= AV ) I AAEOPEHICE ARFETeF vk
(grtv) D.7aFrEy ) v o EEEE

(2.1 &)

O IfiL v 3 JEE S b
L. EH2S 585 %
BEND B,

(CYP3A4) %%
T%O

ARV FH b
(N L)

KA EOHTIZ X
D, ARLFH b

AFNE ARV FH
v b oW EEHR

2.1 ] O i EAY 5 (CYP3A) % FHEY
L ER AR 5 | %o
BENDEDH 5,
YoN—aF Ny (KL oI L EAKFNIEY) -1 F
(A Z7HVLIVE) | U= FHN N ORGSR
(2.1 ] YOI EA L (CYP3A4) % [
L. BUBEEERAY 3 %0

L e R Y
0\ L fE A
BRT 2BLhH
Hbo

TENZIE Y
(Anvzay )
FWVAFIVE v
ARFYIN-TE
V=T ¥
(LHFNLF R)
(2.1 =]

KA E OB X
D, 7ELV=IE
O IfiL Hp i EE S 1 5
TEBENDED 5,

AKFET7TENV =Y
SR
(CYP3A4) #[M&E
5,

RA 7T A (H
I8 A R T o 18
LA AT A= NI R
U »oxERIEY) ~

AH & OPHIC X
ND.RANIT TR
O I HR 3 B AY 8
U HE53 i S0 i e

AKHENEIAXA N7 T
7 A DA B #E
(CYP3A) #RHsET
éo

NEZ &) OFE | OFBEPHE S

Wi ) LBENNDH D,
(RE2Z7 L7
2)

(2.1 )]

THELY ¥ KFIE oK ARETFELY
(ZFLV3IX) D.TFELY VDY O /B E

(2.1 &)

iR AT L
B o 58 Bl A3 5
MEINbBTIY
Hbo

(CYP3A4) %W
T%o

27 NN
(5 —=%)

AH L DPEHIC &
D, VZ YKol

KHEE VS ¥ Ko
o X B OB &

(2.1 K] rRIREEAS A L. 7| (CYP3A4) % BHSE
AR 528735,
NH %,
4% 7 aF KA E ORI X ARAEA T aF
A DAY TaF— | — VO HEEE
(7Lt N) Vo L EE A 1 (CYP3A) # &
(2.1 =] H U TEH2SH8 S %o
LBENDD D,
T4 ALY RFEE ORI ARFEZT 4 AL 7
(FLvyF47) (D 743202 0Dy o % B B E
(2.1 K] M EE DS 15 L. | (CYP3A4) % [
TERAE T 5 B9 5,
ENDD 5,
7L/ AEEDOPEHIZ K| KA T TL L
(£59) D.Z7VLL ) vo|y o % 3 @ %
(2.1 ] M EEDs L5 L. | (CYP3A4) % [
TEH S8R 5 8|3 5.
ENDH 5,




&k

FAS

B REIR - FE T 1

WP - ek T

K7 AR »
WTFHR)

ARHA & P &
DINE: /= 5 ) I

AFEKR 7 g 2R
U o R

(2.1 BIE] D IR EE A LA (CYP3A4) % &
L. B30 % |5 %,
BENWDED D,

10.2 HAEE BHICEETZ L)

A

B HRREIR - $5E S 1

Wiy - fapiE T

XA N7 T2 A (F
3 AT W T 018
PEY ¥ SV LR
U voxEREY ~
NMEE G ) OMER
Be 500, ok
F9 1ML )

A E PRI &
N RANZTFT T A
D IfiL F i BE A3 HE
TELBENDEH 5,
NA NI TT AR
WERT D EE DI,
BEORELYHE
WL, BEH o
BHIHEET
é:ko

AHANINA b7 5
7 A O AR B H#
(CYP3A) Zf%E
éo

NLABMRE Y B

AH & DPFHIC &
D.NLANRS
b D il v g BE A 3
mssBEhrsd

2, BFOIREZ H
WIZEZR L. B
OB g

AHNI NV X b A
7y~ oRHEEER
(CYP3A) #[HES
;Q) o

ThHIE,
MTADAEK T b YD 7= M ViE A
AC = N (7 PEAWC X D RANF o /R B B E
@D Cmax & 49% | (CYP3A4) % &
AUC 1 69% &k V|9 5%,
Lf:’])o
KHNE 7 == b A
KAEOHMIZX|> o £ W B =
., 7z =t [ (CYP2C9) % [
@D Cmax 13 1.7 5.3 5%,
AUC 1 1.8 fi584m
L7‘:7>o
LFIVEEY IV LTIVEENLVED|ILTIVEEIVIEA

BEHIC X b, ARH
D Cmax 1T 39% -
AUCo12 1 44% 7%
Q\Lf:o

LFVEEILLED
BERC L D FEHIAS
WET B BEND
Hbo

Al oo A% B R
( CYP2C19 } ¢
CYP2C9) %#FET
LrEzbN5h,

FuyrFF—¥
RH 5551

RAAF=7, =1
F=T A TNF
=7.7uklb”y
F=T7.BNVIF
=7

KHE P X
VIR (YOF S-1[0)
I 38 E A B 5
LHBENND AT
D REBEA~DOEHE
EETHIL,

RFENTZ NS DI
#l oo R W B %
(CYP3A) #MHET
Z’O

HIV a5y 7—+%

BH 54
KAT VT VLF
<)%

AHIE OPEHIC &
D, KAT T VLF
OV oG EAH Y
THHET VT VF
YOV o i AT
Wiy sBFhd
&Z\)O

FAT7 T LFE
VEDBEHIZE D,
AF O i1 i BE AT
WimssBEhn
&Z\)O

In vitro iR R
ZBWT, RBHNELT
VTLFENLVOR
HEFE (CYP3A4)
ZHELRY,

In vitro BRI B
WCT,. 77 e
AL AR A oA
# (CYP3A4) #KH

=LY,

A4 5%

B HREAR - 518 07 1%

Wiy - fafri T

X LAY R
R 5 R E
(NNRTI)
FIENWNT v

ZNhLDHEHED
PRI X0 KD
it H 35 5 203 1
2BENDD 5o

ZNhoDHEHED
i NN i 1)
it H 35 28 iR A9
LBENDH 5

KH & DPENIC &
D INHDEAD
it H 35 5 208 1
LBENDD 5o

In vitro XS F
BT, ZhHo
EHNIAFH o 1K
% (CYP3A4) %
B L 729,

s odANTA
#l o % # W E
(CYP3A4) %k
TEBENDD 5,

In vitro B J:
WZBWT, FKANE S
o oA O H
B% (CYP3A4) %
Bﬂ%‘ L f:g)o

FLF AT

AHA L OPEHIC X
D, FLF AL VD
I g BE AS B §
bLBENDD 5,

KAZPLF A
oW E
(CYP) ZB1ET %,

S
YIBARY ¥,
Frul) LA, T
=D NN

AH L DOPEHIC X
D, ruxAR) v
@D Cmax & 1.1 1%
2. AUC X 1.7 £
WZHI L 7210,

ARHF & DI &
D, Zr7m1) LA
D Cmax & 2.2 £%
12, AUC X 3.2 f%
L:i%‘b[ll/f:u)o

AH EDPFNIT X
/N0 = B) WA §0))
it 35 5 208 B
2BENDD 5o

EN IR (YOS
oo A R R
(CYP3A4) % ME
5 %o

7 =Y v R PLE

e
JINVT7 7Y UA
DRyFA

[8.8 =]

KA L DRI K
., FerarEr
AT 1.9 It &
L7222, /2,70
77 ) Y OERW
HnR L. % Lw INR
A&k L 2B
PHE SN TS,

AKHNET VT 7Y
MRV |l
(CYP2C9) %R
5,

JahrRYTH
EE

FRATTI—)

KHEDOHHIC X
D.F XTSI =)
0) Cmax Li 22 1%\
AUC 1 3.8 fithn
L7z,

AKHEARXT TV
— v O K
( CYP2C19 N O
CYP3A4) [T
é o

LA N

J1

AEEDOPEHIT X
N, I ¥V I A
0.05mg/kg H.[n] ¥
MRNPEG DI 7
V5 A O AUC &
3.7 RRCHEML. 3
%5 L 7.5mg
R T 58 (AR
KRR DI FI 5
A @ Cmax X 3.8
f512. AUC 13 10.3
RElZHE L 7219,

AHZI YV
o L H
(CYP3A4)
T2,

RH

HMG-CoA & 7T %
FHHE

AH & DPEHIC &
D HMG-CoA &7t
B 3 B 38 o dfi v
IREEDINY B B
TN D 5o

In vitro iR BRIC B
WL AAFNE HMG-
CoA % JLIE % 5
oMW B R
(CYP3A4) # Wi
L7299,

VT EINL

AHEEDOPERIC X
N, I7ENLD
AUC IEHm L., i
v B A e 1% A
ﬁ Lf:w)o

AHNEY 7 E 8L
o W OB R
( CYP3A4 K O
CYP2C19) # [l
T 5,




&k

HH 5 BRARTER - F5 18 71k B - ek
VIVETF L KA E OPHIC L ARFE SV E T LA
D, YVEFLAD|O & # B %

Cmax 13 1.2 £\
AUC & 1.5 f554n
L7217,

( CYP3A4 F O°
CYP2C9) %#[ET
;a)o

ANVEKZIWVIRFER
A T
VT & IR

A & DBFIIC &
b, B OHHAID
Rl e
BBEND DD

AFNFEI NS DI
oo R W B R
(CYP2C9) # K&
T 5,

vryaruhaAg
N R PUEENE 5
sy AFv
Y7 IAF Y

KH DI X
IR (YOF $:1[%)
I H i BE 28 B4 5
2BINDD 5,

EN IR (IYOE S
Al oo R H B E
(CYP3A4) # [
5,

AR

ARHA & PRI &
D, A% Fro
Cmax 2% 30.7% .
AUC 25 47 .2%3¥470
L7z

ZN- Qb (NE 3
oo G # B %
(CYP3A4) % [E
T 5,

FFVIAFY

ARHA & PRI &
D, F¥Fvarv
@D Cmax & AUC 2°
WL 7218,

AKENEZ NS D
#l oo A% W B HR
(CYP3A4) #[HE
$5,

A A=

AHF L DPEHIC &
IR Ay 7))
AUC 2% # Jm L
f:19>o

AENT e o3k
A oo W B E
(CYP3A4) # [
‘3_;&)0

A 7707, Y

A & OfFHIZ &

RANEZ NS D3

ra7 .zt D, oA F o £ B B E
® Cmax & AUC %% (CYP2CY9) % 4
L 722020 T 5

B C15Be AT IV I F AT U|lInsOERITAR

JIVITF AT U
VeI FZINWVIT A
N TUF =

VeI FZINVITA b
FIF =k
HIZX D, KAlo
Cmax X 14%. AUC
1% 46%3 M L 7=

AHE DI &
D, TFZJVILTA P
7 “/“ 71' — VD Cmax
& 36% . AUC &
61%HmL., / vx
‘f‘ X 7‘ D y 0) Cmax
1 15% . AUC &
53%34 I L 720

#l oo A% W R
(CYP2C19) # B4
$5,

AKENEZ NS D
#l oo A% W B HR
(CYP3A4) #[H%E
T5,

VAT R

KA EDPHIC X
D IATTT D
i v ke BE A B A5
EBEINDDH D,
ES- RN OKPRAPA
Riahaid, BED
REICERL, L%

ES IR
b oo B R
(CYP3A) # %
%0

7
ES
j—

sttt 7

7 N oW R

THIE,
A4 I3 FFFE) A TIFFF) AT F FFY
v 7 (St. John's|V ™7 & OB K|V 7 id, ARFI O H
Wort, £ > b - V|0, KHlo AUC 12| #% (CYP3A4) #

g—YAX-TJ—1F)
g R

59% i A L 72220,
AN G- 1E k2 A
IauvF hFYVY
GAEMmEEIL
TWEIOEETS
:ko

HET Do

1. BEA

ROBWERDH LoD ENHHOT, BIFEET5IAT
W, DRSO b NG E IR G 2 kT 5 % L) %

WiEZEATH &
1.1 EXEENER

N1 2avy EERY), PF7147%>— CHERD])

1M1.1.2 FEH X
Necrolysis :

R 5 B E

( Toxic
TEN) (BEARH) . K8 ERIE® 3

Epidermal

(Stevens-Johnson FEf&#) (HHEEAH) . LK (W
AH)

RSB OIERD D b b N3G 2k L, b2
WiEET) 2 &,

11.1.3 FFEE (5.0%)

EERNITRE (k. 8E, AL, IFEEES) 2365
bbb enHy, EBLHMEINRTVE, [1.2, 8.2
B

11.1.4 DER QT R (HEAH). OEHA 1.0%).

EME CHEAT) . AR FHEAN). E2EE7Ov
7 CHEARH)
LERK QT IEE, LN (torsade de pointes % & ir) .
LEMBY, AR, B E7ay 7, OEETER. O
FEYEAMGH . BIRER DS DNDLZ Db, [8.3.
9.1.2 &H]

11.1.5 A2 (3.0%)

DBETEICE T A B DR SN A &S 2k L,
W) R ALE 24T &,

11.1.6 BEZE (1.0%)

WL ERE (SMBRE, Bk BROEHEES) 2
bbb eNdb, [8.1 2]

11.1.7 FFIRESEEERE (BUEAH)

11.1.8 ¥5> - NL—EHREE GEARm)

11.1.9 MREE (2.0%)

FREEL B, TSR, MR, %
TR I A5 PR 1 45 00 B A 70 ML RS2 3 dh b B Z & 30
5o [8.1 ]

11.1.10 BEMXBER BERH)
BIEERGREORE L RGRDI D bR ENHHD
T B, THZD b ga kG 2dik L, )
BAEEITH T Lo

1111 &8 BEEA)

R EDMIEBEEN D SbNDL I END b,

11.1.12 BBHBARE (BEAP)

AR, B, CK L&A, b RORbh I+ 2sae s b
AEEM LT AHERGRIRIEDY D S b b Z DD b,

11.1.13 BEEMMRE (0.2%%)

RNk, PRI SR, S T O R (R S50 5
N72GAIE, #RI2hil XM, B CT, Mg~ —7
—HOMEEERL, AFOFGEHRIETLE LB, H
B ARV E LRI ORGSO R BRI 2 &

11.1.14 {KI¥E CEEEA)

EELKMAESRDH SDNDLZ VD 5,

11.1.15 EHEEE (0.1%%)

Bk, BELANVOKTEORMEENHLDNL S
LB 5,

*11.1.16 &AB U 7 LME (1.0%)

(8.1 ZH]
i JEBUBE I R A O RIS VT W B,

*11.2 ZDHOEHER

5%LL L | 1~5%Ai | 1%Ai MY | SHEARH
o R N
e T FiE. LML S fi
TREEE WA
‘ . L3 WK, W
DR Wk T
. AL
H o . [l
& Pl
ADH £ i R TR
B R
. AR R e
3 H e, R
WK B A
T




5%LL L | 1~5%Ai | 1%A0m> | SHEEAH
AL RN Ny MM 2. #1
AL PR PR e ge. IR
HREEED |4 R Mige, fals
W OB . H
IR g 1 e e
it I HE
MR, Al
— % 7L 9 i
= JiEE, SERE
W B
W, HEREE
I, HEE
I I A 9
e 2L FL
g ML I 4
P HWBUE
L MR- IS BB I . B
[m=32)630) %, 38
PN/ Wige. A
T AL NN
AR, Hig WEge, &IF
R P TR, WS
R LR,
(W= N
[mp==y )
[ NRL=3/N
W £
% A%
e M mgE RS
. MERE TBAL Bt /
4 B REE MK, R RiES 4 ¥
U %5 J/pr & BRI TN I U
FkiE KA 3 IR
JiE . 6 L
1178
. IV
g . T
B JiE K
A HUE
o e | SRR | REIURE, AE[IEF U o[ L AT
ﬁgéi* # Y A|LIE | —VIUE
= MLE
W E A B O R, U | B FLgE
AL 535
i 52
Bt FEO AN BE | RAYME = o [SEIRE. R
SiE L B | — T8 — | FH, IR,
FEMED £ i
W, BRER i IR,
R TR B 5 W IR S, JEH
B, iR, RN N
4% B A A} I fe
MRk, B
V<!
ASHRSE SEELIRRE A% VIRCIE N
A R 3= N P
KIM
BN OV R % MR, 7
i 55 73 VIR
1321 N 16 1L
B L OVHE
I i 5

5%LI b | 1~5%Kili | 1% | SHEAY

B2 WL K | BRI [ ITRE N

5. ST, N
& B M AT Weds, E
HE. R 5E. L
T N
. S BE, [
s SUis. ST . W
AL 73 s 15 V0
. BE BEx) 7
%E <~ b —F
A MR
V741 v
s
AL FEE, 1
. B P IR
i % IR %,

PINPAL -3

ALT 841, | i € 1) v | BUN B4
AST Hhn. | & > #in.
ALP B4, | v >
y-GTP |7 &84,
B Mz vy
F = b4
B, LDH &4
Jm. HfiH
U A
AL ik
DRR/RNNR:
i R B AR B A
TOE
A, 747
Vv D ¥
1~ — 1
.
FDP ¥4,
7 35—
RN, &
P 2Rk 38 m
I/~ B E
W

STV TEE S TG 2 B R e oD AR R IR 0 [ PN R
AEROFERIFEDT TV D,

a : JEBVBL I R A O RIZEEDS VT W B,
b:[1.3. 8.5 &M]

14. BALDIEE
141 EXRRXFEOTE

PTP W3 DAL PTP ¥ — b 250 L TIRET 5 X
IREFT B L, PTP ¥ — FOMEMKIZE ), FECFMHERDS
FEREATIA L, W23 ilz B2 LTt % oE
BREWEEHETL2Z DD 5,

15. ZOMHDEE

15.1 BERRfERICE D 153k

15.1.1 AAEIABEICBWT, R a5 V= Vo liiEhiges &
BB AT B4 % S B O BN RT AN A B 70 B 2538
BDONT. HARMEFR BT, MR E A5k
L7=REBI Ty 2o, IAERIRE 25HE S W 72 fE Bl i
BEPRE N T 7RI NS 4.5ug/mL LETH o 720
F 720 ENERRRER CTEARE R Y REMIE Uik 5 &
OFBITINZ, BE LTS 714D 4.5 1 g/mL
VD bods, PN U TSR Z R T 5 MR € =
Z) v 7 RE Lz, BN OERRE T — & 5 51T H
HEMA S E O B2 T3 5 AL PR B O B fE 13380 5
nTwiw, [7.4, 8.7 BH]

15.1.2 flifhid 2 VI OIRALE S 2 54 & L=t o Bl
ST BT, ARFNRE EH TR E R o5 E
YR ZHPT V= IVRPIE W SEIERE R EE & IR L THERIC
Bl (V=R 1 2.39, 95%EHHIXM 1.31-4.37). 2O
Y A 2713180 H 22 2 RIMBEHEOBETEY (N
— NI @ 3.52. 95%EHIXIE 1.59-7.79) L OHIE»dH 5
),

15.1.3 AHIBE G121 BRI P Rz i e OEPE L E s 8 AR
L7z OWEDRDH Ho Tz, AARMBLG-HIC, bk
PEBUS 2 388 LT B BEE TR 8 R B OV B
BEDSFEA LTz L ot hd 5. [8.6 ]



16. EMEhRE

16.1 IMmeERE

16.1.1 BERE
OARNERRA B (FHE66) 12, K1Y a2+ =) 100,
200, 300 K& UF 400mg % Z2IRE I BRI 5 Lz & &L 5
PRI EE L ARAE L CHER Ly AUC B 08 Cnax (ZHIECH LTI
MIEORIME R L7220,

#16-1 HEYBE ST X —%

B Cos Tonex AU 2
(mg) | (ug/ml) | () hmL) (0)
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 1.81 (8) 1.3 (23) |11.58 (41) | 6.8 (31)
400 2.88 (26) 2 (0) |31.01 (62) | 11.9 (51)

6 Bl P39 (%CV)

16.1.2 RIE#ERSE

(1) EREERRA
R aF V=i, FIZCYP2CI9 12X D tE s b, CYP2CI19
WAGEETZRPHAT 720, BIZTO 54 712X )R
(EM : Extensive Metabolizer). %*%*{£\» (HEM : Heterozygous
Extensive Metabolizer) & UM&\» (PM : Poor Metabolizer) A%
FEEE AT BB 0 CTIRAT L 72,
HARNERER A B, K3+ —)v 1 200mg % 1 H 2 [0
BEREIP S (ARES  #IHIC 1 10 400mg % 1 H 2 1) L7z
LZA, EM KU'HEM T2 HH. PM T 3 HHIZIZIZE R KRG
i L 7222

#16-2 %57 HHOEMBRE T A—%

CYP2C19 1§1J ﬁ Cmax AUC T Tmax t12

EAE TR (ug/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)

FIfE (%CV)

(2) WNRE&

AANNEERE (3~147%. 186]) 1K) a3+ — V1M
8mg/kg % 1 H 2 [ (B4 WHIZ 1M 9mg/kg % 1 H 2
[\) 7 HEERNES L%, Foa4 vy 7e LTl
9mg/kg % 1 H 201 7 H B RAER RS- L7z & & R4
@ Cmax O AUC . O3&ATPI9MH (i) 132 hzn 7.22 (2.03
~18.3) pg/mL 1 45.8 (10.0~156) ug - h/mL TH -
722028 [7.2 BK]

#16-3 &5 7 HHOEYBE ST 2 —%

CYP2C19 s Cmax AUC. Tmax
MR (ug/mL) @ | (ug-h/mL) @ (h) »
EM 6 15.49(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)
il 18 17.22(2.03—18.3) [45.8 (10.0-156) | 1.0 (0.92-3.8)

a: AT (FEPR) SUIATFIME (4 o) TRL7Z.

b e (HEPH) SOErpodefE (2 ofl) TRL7Z.

12 UL E 15 R TR 50kg LLE /N T BNCIE, B & AARIC R
JaF V=1l dmg/kg # 1 H 20 (AfHS - AHIC 1 N
6mg/kg % 1 H 2 00) 7 HEFIRAELS L7, 11 200mg % 1 H 2
[ 7 H SRS L7z

CYP2C19 =z TAEUL. DTOMETHRI ) FHSNLEIMTH 5,
EM : CYP2C19 *1/*1 i CYP2C19 *1/*17

HEM : CYP2C19 *1/*2 Xix CYP2C19 *1/*3

PM : CYP2C19 *2/*2, CYP2C19 *2/*3 ix CYP2C19 *3/*3

16.1.3 £Y2HRASMHR

RV aF V=5 200mg [ H 5] £ 747 x> F§E200mg %
JUAF—N—FITE Y EERAS 160 BicEhEh 1 i
(R aFv—n&LT200mg) %ZMRFICHERORS L, #%
Hwi, $%5%0.25. 0.5, 0.75. 1. 1.25, 1.5, 1.75. 2. 2.5,
3. 5y 8. 12 KON 24 R I HIBEAIR 2> & $R1L L 720 LC/MS/MS
WCEDHELZZARY a5V — Vol g EoHER K U85 2
— RO ELEBYTHY .. HEFHTIST 0% BEX M 2 Kb 7-
FEEL HERT A — ¥ O BUEDOTPIED#1Z log (0.80) ~log
(1.25) OFEEICH Y. WH O F SV HER S M7=,
% CYP2C19 DFEF LR LY 7)) T 5 ¥ ZAD/NS WA
BB L 72,

—e— R 2V = )VEE200mg [ 714 |
-o-74 7z F§E200mg
15 Mean +=S.D..n=60

123 5 8 12 24 (hr)
&355)
16-1 Mg g

F# 164 JEYBHE T -5

HE T A5 BHEINTG A =5

(Aﬂ UgCt Cmax tmax tiz

hre/mL) (ug/mL) (hr) (hr)
Kyary
b 5.88+2.45]1.41£0.54|1.52+0.95|6.01+1.29
200mgl # #| " 7 T e T
7]
TA T
F5 200mg 5.84+£2.21 | 1.52£0.57 | 1.61+1.17 | 5.88+1.05

(Mean=S.D.,n=60)

MR EE NG ONI2 AUC, Cmax 085 % — #7113, Hbg o
I I OFRINEL - W45 OB SR 12 & > TR % 2 W HEMEDS
5o

16.2 ORIR

16.2.1 NAFTRNASEUF ¢
RE2L—=vary77=xaFA2714 7 AEHNPEH. ARARLD
HEINIZBITF2BERADORY) 3 F = VDN, FT7RAL T
U T 41d96% & i Sz, EIPIERR S MARERIC B 2 ik
DNAFTRAFZEY T 413, 13T 100%Td o 723030,

16.2.2 BEOFE
R AEE (37 #)) [2BWT, EEAE (3% 1000kcal) % 1K
SRBHRICARY 2+ Y — )V 200mg % 1 0 2 | (B w0
12118 400mg Z 1 H 218) 7 B RERRG- Lz & & ERIR
MBIZBIT S Cmax KON AUC, 13Z2ER G- L LR L, ZhEh
34% )% UF 24% A8 F L72o Tmax EEFICE D 1.4 KT L
7232 (FHEIANT— %),

16.3 9
BERADERY) aF V= VOEFREIZB T 50 HERKIE
4.6L/kg L s N7z (HARAROHEANT =),

16.3.1 #BEAEIT
R TF V= 5% 1~10 B oS R Y 39— Vil
W B B R Y 3 — VB EO IE 0.22~1.0 (HhJefi
0.46) TH o723 FHEAF—%),

16.3.2 EAFEAE
R aF V=Dt MR T 2HEFIE. 58%TH -
f:35)0

16.4 X5
In vitro BBV C, KY 2+ V' —)id CYP2C19. CYP2C9 %
U'CYP3A4 12k o TR SN B, KY aF v — Lo EEAHY
WEN-FF ¥ FTH 533, [8.9, 10. B]

16.5 HEitit
AU aF =g, BN X D gL, Bl 5% 96 I
TITRANIRZEALMR & LTRSS 0 2%Ai0 39kl S 53937,

16.6 JFENEREHT28RE

16.6.1 FFEEEDIET U /- #5rE
RS RY) 2+ — )L 1 [0l 200mg % 1 H 2 [l (B 1
400mg % 1 H 2 |l) K OHEEE O FHEREMC T4 (Child-Pugh
2 9 AB) 1KY 2+ — 110 100mg % 1 H 2 [ (A5
4111 200mg & 1 H 2 1) RAEREIHS Lz & & ok
#D AUC. ZMBETH U CTho7ze TDE XIMSEHE) a5
—VIEEE I, R T3S 2 A HICIZIEITEFIREIE L2
A S EERTE TR OH T TERREISEL 22
7238 (MEIANT— %), [7.4. 9.3.2 BHH]

16.6.2 BHEEEDET L - #5%E
(1) PEEOBHERTEE (JL7FZ2IUT7 72 X30~

50mL/min)
AV I+ V=) 1E 3mg/kg % 1 H 2 6 (Bfi$%5 1 8] 6mg/kg
Z 1 H21) 7 HEBRAEFHRNES Lz & BHREDTIEH 72 bk
Bty & R AUC LU Conax WCH B ZEIIRO SN2 o 7239 (4}
FEIANF—%)0

(2) MmEER
4 W O MEENTIC & Y AR R Y 35— LD 8% A K2k &
N7z SHEAT—%),



16.8 Z DAt
R aF—=ngEs50meg [ 74471 &K 35— )V 200mg
[(ZHh5 ] EGRPELRLZBHE LTSN END, [HR
HIEE 7 Bt L 550 0 A W 22 I S5 PR o A 7 4~ LIk
D&, RYAFV—VEE200mg [ 77 5 | LiEREE 2 KL 72
L 2 AR B SN, WA EFEIC RS & Ak Sz,

17. BRFREZIE
171 BHHRUCRLMICE Y 25k
(EEX (3 HER M ERRELAE)
17.1.1 EINE IHEHEE (1501001 55
RAEPEERE & W S M7z B JUSIRAEPEE R E 2358 < BEb
TBFEE NG E L, 100 B GRS 61 6. BHEREL 18 Bl A
A FHE2LB) ICKY) aF V=N EEE L
IO, SO HICAMHARE LT300mg % 1 H 2
[ ((KE 40kg RiDOHA13 150mg 2 1 H 2 [) . ZOIIHER
JAE & LT 200mg % 1 H 2 [l (K 40kg A D F541% 100mg
Z1H2M0) fFO8S Lz, 72720, %554 3 H Hom4Ed R
VIS — VA 2 5ug/mL MLl & Xix, LG5 HE
DIREIE 150mg % 1 H 2 MR S~k L 72,
HHESEOR A EELEREOS AT, 50 H IS &
L L To6mgkg #1H2M, ZoBEHAEHEE LT 4mg/keg %
1 H 2 mEIRNS L7z 72720, #5516 3 HH o Ry
IF V= ViR 2.5 ug/mL Bl & Xid, $58G5 HHL
Feid 3me/kg % 1 H 2 WIFHIRIT 51000 L7z T 2 FLAE
DA oY, 50 AR HE L LT 6mg/kg 2 1 H 2 [l
ZOBRITHEFFH R E LC 3mg/kg % 1 H 2 HIFFIRABES L7,
FHESE R 3 H AT o 7o 8. WRERETEEIC X 0 R ik
EHIWF SN BEICB O TR REANOY Y B2 (A1 v F ¥
) RS L. %55 3 HHombErhiiEA 2.5 u g/mL &
oL %13 200mg % 1 H 20, 2.5ug/mL LLED & &% 150mg
Z 1 H2mERO%S L.
P 5T (K3 500 12 80) oREREAMEIE. DT
DY THo72,

F17-1 PG TH O RKEe 5 12 580H) ORER AR

[GEL PR H3h /9 51
VPRI 1/2
B VYV IE 5/5
A B R 4/4
KA Wi v V5 HE 1/1
/NGE 11/12 (91.7%)
REEPENG 7 A~V F IV A SE 10/16
7 2L x | EBVEEBEYERT T A OV ¥V ZE 3/5
VAR 7 A~V Fo—< 14/18
/NEE 27/39 (69.2%)
‘ 7)) 7 hay 7 ARk 1/1
ZV7 NI Wy 7 ka2 Ak 77
v 7 Ag -
INGE 8/8 (100%)
TRy BT T L -V T S EYE 0/1
g N 0/1
&t 46/60 (76.7%)

IR (R RE 2 &) & BaEd 100 Bl 78
Bl (78.0%) Tdho7zo ERFWEMIE. 2 (25.0%), BLEREE
(24.0%) . NFHEREM AW (13.0%). Tlv (8.0%). Mk
(8.0%). B (8.0%). y-GTP i (7.0%). HkEdE (6.0%).
ALP 31 (5.0%) . % (5.0%) . AHAR (5.0%) FTH - 724,
17.1.2 StESE TR (150-307/602 5&)
TIERECTRAMREME T ANV EVAEOBREZ WS L L, KY
IF V=V EEE T AR T ) Y v BIRGEOAMIE et R
CHEMZ B L. KDY 25V — V55T 196 #1200
Pl 24 BERNIZ M AR & LT 6me/kg % 12 BRI & 12, DRI
dmg/kg % 12 BEH & L ACHIIRINEE G- L7zo ZAE IR0
L N7-863 3mg/kg & 12 KM S E~OBEEZWREE Lz &
TOPREH LT, Al &d 7 HEOHIRNES 2 3L,
TEAMEE XK T 3mg/kg/h & L7zo K aF v — Lok
H.opEH =1 200mg 2 1 H 20 & L, #0385 3 HHUBEIC
FRRAD AR+ 354013, 300mg % 1 H 2 [l % TR &2 W hE
L L7z ZAMICHEDIRD 5N 28481350mg 7 1 H 2 [ali
MO 24T, 200mg % 1 H 2 M TOWMEZ TR E Lz, 1K
T 4A0kg Kl OPEFH T B W TR, RY aF V= oS R
R E L.

Pe G TR (R KPe5-JTH 16 JB1) oRERREARIRIE, T
DB Tholz,

F17-2 PG THE O RBG W 16 HMH) ORERRAR)H

L 3 v A /9 1

T ARV E REEYER 7 2~V F OV A 67/119
VA N 67/119 (56.3%)
Ll 67/119 (56.3%)

EIVEI S BLE1E 196 Bk 128 51 (65.3%) Tdh -7z EREEM
. HERER (28.1%). WA (7.1%). 3895 (6.6%) THh -7z
42)~44)
17.1.3 S EFE MAERER (150-309/604 :HER)

[ KB R L CRRE 2 A9 2 355005 2 W A B P R ek 2L
BE | & [RIAESE AR T4 S B A O I A S fkf
TELRWALMINTEREEERE | & ZH SN 8E 221,
372 BNZAR ) TV — )b & BIRPE S Uk 5 L 72,
HIRNIE S O E, 59 AR L LT 6mg/kg & 12
BRI 21085 L. ZoBIHHENE L LT dmg/keg & 12 KR
TR LD 3 AMES Lz, EAEEIZN 3me/ke/h &
L7zo #O%G-0a1E, 5 H AR R L LT 400mg %
1 H 25 L. Z20%IEHEFNE L LT200mg # 1 H 2 ks
L7

Pe G THE (k¥ 500 16 HR) ORERIEAEMEIE. DT
DY TH o7,

F17-3 HGRTE ARSI 16 1) ORAMEEH
g (382 R /RE B
7 v Yy IE 11/21
| EiE VSR 23/38
NI DI g i v I 1/2
NEF 35/61 (57.4%)
7 AL E |RELE7 2~V F )L 2 40/86
VAR INEE 40/86 (46.5%)
)T Ay A 1/4
yyFra |ZV7bayy RAAgEE 2 Y 7 b 1/2
v 7 AR Ty 7 AR OPEFE
/NEE 2/6 (33.3%)
7Y ¥ AL 1/2
79 v LS 1/1
: 7)) 7 AR R 2/4
THUTA o)y Mg L T4 Y AT 0/1
& B OB 5
ZoMD 7 ¥ 7 LHE 1/3
/NG 5/11 (45.5%)
A AR 7 LRI GE 0/3
Jili A B AAY) 7 A% 1/2
A RAKRY 7 AR T IRGYE 2/2
2 RAF | AT FARY 7 L REYE & 2 0/1
UE2N F 2R w7 2 TG O P58
24 K AKY 7 A ME 0/1
ZOMD A AR 7 LE 0/1
N 3/10 (30.0%)
&t 85/174 (48.9%)

FVER S 372 Bk 215 40 (57.8%) Tdho7zo TZEIMEH
3. HERE (22.8%). 8% (7.5%). W5 (6.5%) TH-o7z
45>~47>O
17.1.4 S EFEMHERER (150-608 5X5&)

JEUFRERIRA O A ¥ T FMIERE Z G, K T F V= VOf
BIE R O 7T AR T Y Y BoEBRICTVaF Y —)L
ERG L-ROFERRZEN LK Lz, 2% L bR
@ 3 HIENEEIRNE G- 2170, ZORBRIGRIRG~0 ) #x %
HEE L7z,

R 3F = VP HHETIE 272 FISIRA O 24 KEEIE AT H = &
LT 6mg/kg . DRI HEFHE & LT 3mg/kg # FhFh 12
B & S ACHIRINERS- Lze T 72, MEFRA L 4mg/kg % 12 B
M FTWMRTELI L E Lz, ik A#EE X 3mg/kg/h
L7

R 3 F Y = VREARGE~OY ) B2 %13, 200mg 2 1 H 2 [
(fKHE 40kg K OYA1x 100mg % 1 H 2 1) THI#E L. 300mg
% 1 H 2 (RE 40kg KiOHi41d 150mg % 1 H 2 [) FTH
%Wﬁgt Lf:o

PEGHTH (I ARS-HIIE S ~ Y FIEDON I 8 HE) o
ERREANRIUTOMY TH- 72,



F17-4 BT RKBEGWIENE A » 2 7 MEDTE % 8

) ORERRARH

WA e HARBI/AEB]
Ay rmE 162/248
Vg -
/NEE 162/248 (65.3%)
Gt 162/248 (65.3%)

RIVE I ZE 33 272 Bilp 97 B (35.7%) TdHh -7z F2EINEH
1 ALP 3 (0.7%) A ) 7 A diihE (0.7%) Td - 729,
CEMEMRASEEE ICH T 3 REMEEEDFBA)
17.1.5 BHELHEEAR (EEHLFEFRAETHELERR)
(A1501073 58)
W26 u F AR B B R YIE O SE D R v 12 DL L o s
WA S b & LT, Bl 180 H O BRI KRG F Bl O %
zowTRYaFry— vk rsary— Ve gLz, K
VaFy =V iEA4 b aF—)vE 2 HEERNES L, £0
BRI G U D B A R o+ — V58 TIE 234 )
12, WAID 24 B B & LT 6me/kg 2. D IdHERRH
e LT dmg/kg & Z N2 12 B 2L ICHIRMIR S L7z, #%
51280 0 B 2 1, 200mg %2 1 H 210 (K3 40kg K03y
413 100mg 7 1 H 2 [) #%&5 L7,
4 bTaF = VST 255 Bllc, AR E LT 200mg
Z 1 H 2 FEIRAEES L. BO%S A~ ) B 2 %13 200mg % 1
H 2 m¥h Lz,
BAlth 180 HIZ BV 2 HRIEA PR OB, DT o) Th

272

F17-5 Fhitk 180 HIZH 1T 2 B IEG TP 0=

TP BERIE [95% FRHIK
KYary—nuEE| 4 FSars— VR ]
48.9% 33.5%
(109/223) (80/239) 16.3 [7.6,25.0] %

a: Bl 180 HMICBW T, T OHEH 23X T/ L 72 #irg
DHI

CHEFLTWD I E,

- AR ERVE B R GRE DR 8 ST U BRI s W 2 &

- BAER 100 HH £ CIXiEBEEN 86 AU EHRG SN Twhs T &,

b BRRTALE (B REREE AL E & B IR ALE) 3P ON2,
R — @& R AR GEA oMk E . A A EIEINLR)
% Jg & L7z Fleiss

R a5V — VGBI B EIE S EE 233 Bl 123 B
(52.8%) Td -7z, ERfEmE. Bao (7.7%). WM
(7.3%). BiIEEE (6.0%) KONHEERERY (5.2%) THh-o
f:49)o

17.1.6 BHEMMAHR GEERIEXTERHER) (A1501038 HER)
#2312 % BN EEEEERYEOED D 2 18 MLl ok
MR RS 205 & LT RENERHIEIED kPR
72D A5 BNCARY) aF =V &L Lz, BRNES Tk, A
MG & LC 12 B 2212 6mg/kg % 2 [k L. #EFHE S &
LCI2 MM I &I 4mg/kg # 4% 5 L7z, &IOS CTld. Aff
5 LT 128 Z & 12 400mg % 2 ¥ (K 40kg Rili 0¥}
A 12 B 2202 200mg & 2 %) L. #MERERS- & LT 12
REf] & &1 200mg (fRTE 40kg A O 5 4 id 12 WM 2 & 12
100mg) Z#45 L7z 5B 12 » 1 # F TR BB 3 kg
I & IS L 7R O #1413 10.7% (3/28 1) TH o720
RIVEMFEBIZE X 45 B 26 ) (57.8%) T -7z FmITEM
& FEE (8.9%). %I (6.7%) MU (6.7%) THo72
50)

18. ZERhEEIP

18.1 fEF#F

R aFy— VREREMEICE T, BRSOV TR T T —
AEREMET S LICK VEREHART. 2. K a3t
V=V DI) TAT T — VAL E I ER ISR T, T
v M TO A 7 10— VSRS 2 58134 7w,

18.2 MEHEEA

18.2.1 KV aFV—nid, # I FE. TARVELVRE, 7Y
Thavy 2 AE, T LR CAT FAKRY 7 AN)EIC L in
vitro THUELI G TE %2 7R L7252

18.2.2 KY aF V' —Vid, 7TARLVENZABICH UCHREER %
RL725%,

18.2.3 SIEIEH R OSBRI eV E Yy P OERW A » YV E, 7
V7 a3y 7 ZIE, TANRIVFEN ZAJERL I A FARY) 7 AFEIC
% U C s\ B A 3 % % L 7258°62)

19. FIR S ICEIY 2 IE{LZIAR
— M K a Y-
(Voriconazole)

b4 : (2R3S) -2- (24-Difluorophenyl) -3- (5-

fluoropyrimidin-4-yl) -1- (1H4-124-triazol-1-yl)

butan-2-ol

4313 Ci6H14F3N50

S8 349.31

W R OaoiEonKTH L,
A=, TEFZPINMITEFRTL, 5=
(99.5) 2RI RT L KIS THEFIZ v,
Tmol/L 3G T 5o

== 2 N

g 5 : VRCZ
WEGEE © (a) 55 -374~-404°  (BiAKPITHG L7z b O 50mg.
A% 7 —)v, 25mL. 100mm)

22, ‘@

(KUa+J—IugE50mg [2H 4]
50 §£ [10 §t (PTP) x5]

(KU aFJ—ILEE 200mg [2H %))
50 $i£ (10§ (PTP) x5]

23. EEXk
1) AEEFsAHERE 7 v MREOSRERENI SR () in
vivoikBR) (74 7 =~ F§E 12005 4F 4 1 11 HAKGE, HaE

BHEE 2.6.7.13)

A A TR RER IR - RIS T 5B (EWN in

vivoiklE) (74 7 =¥ F§E 2005 4F 4 H 11 HA&GE. HFEE

FHRZE 2.6.7.13)

3) HWBREICLITT) 7 7 ¥ ¥ Y v K rifabutin D (74

7 x v FHE 20054 4 H 11 HAKRR, WREYRIRYE 2.7.6.2)

Y EREIC KT T rifabutin D3EH (HHEWEIRERE) (7

A7 =¥ F§E:20054F 4 H 11 HAGE, HESEREE 2.7.6.2)

5) HMERIZRIZTT 7 7 EL VY OEE GBI B RE )
(74 7=~ FE 20054 4 H 11 HAKR. HEE RIS
2.7.6.2)

6) HWBREICHIZTT ) M F NV OEE Gidl g (7
A7 x> F§E2005 4 4 H 11 HARR, WEEEREY 2.7.6.2)

7) Purkins L, et al. : Br J Clin Pharmacol. 2003 : 56 (Suppl.
1) : 37-44

8) HIV 7u 7 7 —¥HERKIIBITAF b7 u— 2 P450 1IZBH
L7 EAER GiEdY in vitroiBR) (74 72 Fée:
2005 4F 4 H 11 HAKGE, WIGTEFHS 2.6.5.15)

9) CYP3A4EY 2L —4%—IZ8BIFT5F F 7 a—2L P450 (2B
L7 3EM HAR GiEYY in vitroi®BR) (74 7 =~ F§e -
2005 4 4 7 11 HZA&GE, WREEHFSE 2.6.5.15)

10) Romero AJ, et al. : Clin Pharmacol Ther. 2002 : 71 (4) :

226-234

11) #27 a9 A AOSEYEHREICZITTHE (/S EhRERE)

(747 =~ F§E: 200544 A 11 HARRR, Wibg ez

2.7.6.2)

Purkins L, et al. : Br J Clin Pharmacol. 2003 : 56 (Suppl.

1) : 24-29

13) AT IV = VORI FITTIE G S iyiER
) (747> FgE: 2005454 A 11 HAKGRR, SRR
%2.7.6.2)

14) 7AMATHRY, IFVTAIBITAF b7 u—24P450 12
BEEE U 723 AR GlEAY in vitroi8BR) (74 72V F
$E 12005 4F 4 H 11 HAKGE, HGETFEFEZE 2.6.5.15)

15) Saari TI, et al. : Clin Pharmacol Ther. 2006 : 79 : 362-370

16) Saari TI, et al. : Eur J Clin Pharmacol. 2007 ;: 63 (10) :
941-949

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

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

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

20) Hynninen VV, et al. : Antimicrob Agents Chemother.
2006 ; 50 (6) : 1967-1972

21) Hynninen VV, et al. : Fundam Clin Pharmacol. 2007 : 21
(6) : 651-656

22) Rengelshausen J, et al. : Clin Pharmacol Ther. 2005 ; 78
(1) : 25-33

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

24) BN BUF B IR 5RO Y EhE, EFORER
Otk (EWNE THRE) (747 x> Fe: 200544 A
11 HA&GE, WA e# 2.5.3. (1), 2.7.6. (2))
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CYP2C19 #IET-ZRUFNT (74 7 = >~ F§E: 200544 A 11
HAR, Mgz 2.7.1.1)

TR RN BT 5 HL L OV B 3 5 % A 9 BUERR 8% 51
OIEWEHRE (FEPNE THRE) (747 ¥ F§E: 2005 4 4
A 11 HAKGE, HWREEE%E 2.5.3. (1), 2.7.6. (2))
INREHICBI L EWEE (71 72 g 201449 A
26 HAKGE, WEEEEMES 2.7.6.6)

CYP2C19 #IZTHEIB X OB OHE (747 x> Fée:
2014 49 H 26 HAKRR. W@ FHE: 2.7.1.1)

LR - AR AN I SRR S OA IR R 3
— VEE50mg - 200mg [ % /1 7 )
WHEEANCBF R 2L —Ya v 77 —<aX AT
A (T4 72 F§E:20054E 4 H 11 HAAGE, PSR
2.7.2.3. (4))
FENEMAHRERICBIFARE2L—Yary77r—<xaxt
T4 27 A (T4 7=y FHE: 200544 H 11 HAR, g
FHREE2.7.2.3. (4))

EYFEIC B LIZTAEFORE (71 7=~ FiE 2005 4F
47 11 HAKGR, WaaRzE 2.7.6. (2))

DAER (74 7= F§E:20054E 4 H 11 HAGE, W&
FHEE 2.5.3. (2)

Lutsar I, et al. : Clin Infect Dis. 2003 ; 37 (5) : 728-732
Roffey SJ, et al. :Drug Metab Dispos. 2003:31(6) :731-741
Hyland R, et al. :Drug Metab Dispos. 2003:31(5) :540-547
1R, Rl (74 7= > F§E 2005 4F 4 B 11 HARR, HIGH
YORMEZE 2.5.3. (3), 2.5.3. (4))

AR O B RERER E 2 A 3 2 ERE 2 BT B IAER O 5
RFOIEPENRE, ZaME R ORAEN (s (7
47 x> F§E:20054E 4 7 11 HARGE, HRSEFEE 2.7.6.
2)

EARTER RSB 2R, Rl RO (i
WENERER) (74 7 =¥ F§E 20054 4 H 11 HAG., H
FEERMME 2.7.6. (2))

EREIKTHICB T 2EWERE (74 7= ¥ F§E 2005 4F
47 11 HAKGR, WaaRz 2.5.3. (7))
AEPEBLTE 233 2 AR OV 2t (IS4 AR EER)
(74 72> F§E:20054E 4 7 11 HARFE, GG RS
2.7.6. (2). FAEMEE)

Herbrecht R, et al. 1N Engl J] Med. 2002347 (6) : 408-415
FIEALERE DLW RIENE T 2~V ) ZHEIH T 5 4%
PR O etk Qb MARRER) (74 7 = > F§eE @ 2005 4F
47 11 HAKRR, WaEaRE 2.7.6. (2))

T ARNVFENW ZIEC BT A% (747 =~ F§E : 2005
47 11 HAKGE, WPEEERS 2.5.4. (2))

Perfect JR, et al. : Clin Infect Dis. 2003:36 (9) : 1122-1131
(R HRVE BRI S35 2 AR R OV igd b o TAHFER)
(74 72> F§E: 20054 4 A 11 HARRE, HG5E R
2.7.6. (2))

N IVTECBTDAEME (T4 7 F§E: 200544 H
11 HAKGR, WaEERZE 2.5.4. (2))

JEFHERBRAD BEH O F ¥ Y ¥ IMAEDHERIZ BT 5 iR
GRAMETHRED) (74 7=~ F5E:20054E 4 H 11 HAK
A HEEEEE 2.7.6. (2)

PR LAl (HSCT) BB 5 2R kg
iE (IFD) O—Ww PP Gy MR (74722 F
$t 02015 4 8 H 24 HAKRR, HGHERRZE 2.7.3.1, 2.7.6.2)
[l F N R A (SCT) B2 B 1T BB 5 2 e (IFT)
DWW TPIRER (b WAHRE) (74 7 =~ F§E 2015
A8 A 24 HIKGR. WREERMRZE 2.7.6.3)

TERBER (At in vitroi8B%) (74 7 = > F§E @ 2005 4F 4
H 11 HARR, HEHERZ 2.6.2.2 (1))

in vitro \2 BV 2 PEWE Y (At in vitro i B (74 7 =
¥ FEE 2005454 A 11 HAKGRR, WEEEREY 2.6.2.2 (1))
IEIEREIVE Y MIBIT BT ARIVE A4 HIBYA
T BY B RE (EAY in vivo i kBR) (74 7 =¥ e :
20054 4 H 11 HAGR. HREEFME 2.6.2.2. (2))
FIEIHE LT Y MBI BT ANV ) A4 EY k)
5 R (A in vivo i kBR) (74 7 x> FéE:
2005 4F 4 A 11 HARGR, WiFEFRH®E 2.6.2.2. (2))
SIEHIHIE IV E Yy MZBIT D 7 AV )V NG5t 3
5 AR R (A in vivoikER) (774 7 = v F§E : 2005
4R 11 HARGE, WPEEERZ 2.6.2.2. (2))
SPEIEH TV E Yy MIBIT 5 Candida 25 B RT 5 %
YeBhta AR (st in vivoiklB) (74 7 =~ B 1 2005 4F
4 [ 11 HAKRR, Waarz 2.6.2.2. (2)
GREIHIE NV E v MIZBIF S Candida 435 &GN 5 &
GeBlitah R GiEAY in vivoiklR) (774 7 = » F§E © 2005 4F
47 11 HAGR, WaEERM22.6.2.2. (2)

P IE T B OO E V€ v M I23B1) 5 Candida non-
albicans 4 8 EHAIXT 3 2 AP fIR AL GlEdt in vivo 3 ER)
(74 72> F§E: 200544 A 11 HARGE, Ha5E R
2.6.2.2. (2))

59) FRIEIEHEINE Y MIBIF S Cryptococcus Hlil&F 53 %
EYeBhEEh R Glgdt in vivo i BR) (74 7 = > F§e : 2005
E4 R 11 HAKGE, WEERREZ 2.6.2.2. (2))

60) HRIEIEH TV E Y MIBIF S Cryptococcus HHZE PIEG: 0
5 KGR (A in vivo iXBR) (74 7 =¥ N :
2005 4: 4 A 11 HAKGR. WaEER2 2.6.2.2. (2))

61) RIEIEHENEY MBI A AT FAKRY 7 A HEGIC
X3 % YR EEhE GiEdYy in vivo i) (74 7 = > R
2005 -4 A 11 HAKGRR, WasakHgz: 2.6.2.2. (2))

62) FIEPIHIENLE Y MBI S AT FARY) 7 A& G &Y
X3 B RGP Gigdt in vivoikBR) (74 7 =~ F§e:
2005 4: 4 A 11 HAKGR, a2 2.6.2.2. (2)
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