s % 202646 H 5T (A7)
. H A 7 i o i
% 2025410 2251 (456/k)

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”
‘%ﬁ%kata
. 3.2 HHIDHR
1.1 FENCKBEECH > TS BEREDBEICTS & L -
3 & BRE HOEMR L Z ORBOS & T BER W PR
HAMOERRPEREEMNRICITI &
1.2 EECIBENH5bhBZEPHIDT.H/ELH ‘ R
2o TE, BRE 2037V, FHRERE 2 THRICIT KU IFV = pna
22 &, REPROOSNAFZEICIE RS ZHIEL . EY) VEESOmE [ 5| — 5 4 o
BRBEITIC L, [8.2. 11.1.3 BHE] Eg 75
1.3 =8, B, AEEEZOERKIH 5N, KHEE
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
[s7n%|
2. B3 (ROBHEICEBRELEVWI L)
*5| 20 ROFEHEHGHOBE VTV EY Y VT 7T
Fr.LT77EL YV, Y MFEN, BEFENL Y} 4. FHEERLIHHE
FEI, =< LIVEL Y N FEL, AIUNTEY OTFROEER (£ 8A1 E R L
YONVEF =), 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 A YAV TRELT VFEY v, Ve CHLT AN, BEALUAE. LI AEER. S5
FOIVITY IV, ZVITRA MY Y AFVIVTR D T RHLTEE
V) MITYIA FAZLAN, TAFTTLEN, CHYF ROy Y RBER. BYUT Ry Y R
OIFYEF, 7atrtyr, ARLFH T b, YN «TH YUY LE
TN TEVZTEY AV AF LY Y A FF c R RZRFEUY LE
VIV TEV=IE S NA LT TR (5L O meMpBEEE 5\ 3 REMERED T
WBIEDEYEY o SPEE s VN 2 8BRS % & .
t) ORI, TFELY L. LIV FY, A 5. RBERISZHRICBIET 528
TAFVZ A, TA4RL v, ZTLL I Y, Ko (B2 T SRRDEE)
& MU A VE S IV NN A VAL AN A = DA a 5.1 MOPIERF A ER) D 2 VIZABFMHICMELH L L E 2
5. 0F 77 M=7[10.1 BH] SNBEHEICAROEHEEZET LI &,
2.2 KA O L TBEGEOMAED S 5 BE EmBMRBEREICE T 3 FEMERED T
2.3 MR IR L C WA WREE O 2 B#[9.5 2] 5.2 HREHITH ) A 7 OB (WFrhERE) 500/mm? A 12
WATHIENTMINLEELYE) 2R ETHI L,
3. #L - HEiK 6. FARUAR
3.1 % BN (KT 40kg %, RV 2+ —k LCTHHIZ ] [
7= Zh Rt 4 7 A g | D —
Wowm | ARG | WA BLE) 300mg & 1 M 2, 2 0 H PR L
1gerd | FLREACI, ik 150mg 1% 1 [ 200mg % 1 H 2 [z f
R TF S — }EV‘ESOE‘)*(‘)" Al SQ;V;EE;}? LB T B0 2B, MEOREBIZIEL
WV 50mg [ ¥ Ume Den 2y E T LERRA T OB AT, METE
5% | A ATTY Y %5, ¥ HP 5o LB 1 400mg 1
NI ARYT A, LTH H 20, 2 HHRS S0 LRI 16
AO—A, BALF S 300mg 1 H2 M ETET 5,
1§ | |FLBORAI, ey WA (T 40kg @5, KV aFV— e LCHHIE L
Ky ags—| AR RYIFY—U—R, HERY, ES ) 150mg % 1 H 2[5, 2 HH B 10
)V 200.00mg OAANAT—ZF b 100mg % 1 H 2 MEMIZHEIRE-T 5,
Vv 5t 200mg VoA AFTY Pt ARHE L7 [ | L
(%% Sl B, BEORBEIIL LT, UERRAT
X7AYT A, LTT SOHAIIE 2 0B UROR S 1
AO—A, BT~ 150mg 1 H 2 [l F Thik T X %,




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)

7.4 FEEAIS SR T F V=V 0P F BB L 2R ABE IS
BWT, ROKG5WTHETH 5 L EMASHET L2261, §E
Hl, BRI RIA 20y I BZLIENTE S,

7.2 NRBICBWTIE, EHA2SKRY) 3 F = 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]

7.3 BEERERE DO D 5 BE THENF OFRLGATE VAR
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,

. BEELELRANEE

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, TR, eLEE7Tay 7, LEEEIR, 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 #llkesE, BIAREFLIGHIES ORBEE DD S b, ARH
B Gktg & &M, Sl HREES OIRIF T 5 2
LB DBDOT, REPGH R OG- HIEE S 2 b OFEIR
DEAET 5 F Tl HEJEO SIS G 2 2F ) Bk o8
WIEREFSELVE DI THERT LI L, T2, FHlz
HH5THEHIEDH O LDHE L. LIS U TR
MEZ%235E9ET52 L, [1.3, 11.2 ]

8.6 WHLMBEME LD bbb Z LD LHDT, AKHxS
FIERMOKR, HFEFOFHICI ) HIGO S % HE1T,
HBETFILDRI RO E T Y 27 1) — O L D R
DG & BT 2 2 Lo REFG-HIOERR BB RIS 25D &
b, KFlopG2hikds 2L, RUEHTH
G2k 2003 RMAHE 2 @Iz d 5 L)1k
BL. HOUAIWIELR EORERE DR IICEET S 2
ko [15.1.3 &)

8.7 HHWIM XM iREE2E=F Y VT AHEZENETL
W, [15.1.1 K]

8.8 AHZGHIRIZH /2o TiX. HOLLOTILVT 7 VR

JHOFEZHEREL, V7 7)) YRI5, 7o

oo oo

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,

10. HHE/ER
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 ]

C
&o B
Y

B\

*310.1 BEARE HHALEVCI L)

(3a754)
[2.1 ]

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 - 58 k| BRI - fabRi T
V77 r¥T Y VY77 vEYEN) T EY VIR,
(V=2r &, T|\OBRIZE Y. KA AR H o4~ @8 %
TFY U )T 7| D Cmax & 93% .| (CYP3A4) % i
JV) AUC & 96% & 4|3 %,
[2.1 B#] L7239,
V77 TFY V777 FrEDN) T TFUIRA

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

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,
7LV /v AEEDOPEHIZ K| KA T TL L
(£59) D.Z7VLL ) vo|y o % 3 @ %
(2.1 ] M EEDs B3 L. | (CYP3A4) % [HE
TEH S U8 5 8|3 5.
ENDH 5,




3k

3k

k3K

FAS

B REIR - FE T 1

WP - ek T

KrazxE) v
WTFHR)
(2.1 =]

ARHA & PRI &
INE: /A= 5 ) I
D IfiL i BE A8 1 5
L. {EHI2sH5R 5 %
BENED 5,

KHENEAR 7 1 &K
)y o %
(CYP3A4) %%
T5,

RNV LVFEH b
(KX 4)
[2.1 ]

ARH OB X
DRV LEFY
b o I H i B A% B
PN (S
LBENDED 5,

RENTEV 2 L F
¥ b oRHEEE
(CYP3A4) # [
‘3_;0)0

SOV I
(1 24 F )
(2.1 ]

KA E PRI &
D.INHAT VD
M E2s E5- L,
FIVE A3 HgR S,
UL B T B A 1S &
HIOREDY AT
VBEFELBENN
Hbo

KHFNE N5 & F
oo L B R
(CYP3A4) %%
T5,

VARE DANE iV
(V&7 R)

AFHlE OPEHIC &
INVAR s PN = V7))
MLH R EE S 157 L
BIVER A3 589 2
BZENWDDH 5,

N IEOART AN s~
oo AR B R
(CYP3A) % B
5o

aF 7y NV=7
(VErva)

KEIE OHEHIC X
n.ar77 V=7

AHEEaF 770V
=T oMR#EER

(2.1 1] O A B A (CYP3A) & Rl
L. BIVEH 358§ % 0
2BENND B,

10.2 HAEE BRAICEET S )

eSS

B RECTR - H5E 7 1

Wy - fabrid T

AN T A (B
OB VE D1
P 228 L
U 2 3EkEY >
Nz &) O
B0, Sk
L5

AKH &P X
N .RAMZ T A
O I BE S B
THEBENYD S,
NA T FO A%
BT 5 E LI,
BEORELHE
WL, BfEH o
BHIC T EET
é : ko

KAFXA 275
7 A O A R &
(CYP3A) ZET
ZQ)O

NLRANRT Y b

AHF L DPEHIC &
DNV ARMRY Y
b o JfiL Hp i BE AT I
mssBEhrd
éo

NLARMNAZ v b
FRETLELD
2 BEOIREE %
mICEIgE L. FITEH
DOIEBN T EE

ARFNINL A A
7y b ORBEEE
(CYP3A) ZfHET
Z)O

THIE,
PTA»ASE Tz M v ED| T M ViE A
A= N PERIC X D KFNA o A8 B B R
D Cmax & 49% | (CYP3A4) % i
AUC 1 69% ¥ V|3 %,
Lf:’])o
A#HNE 7 2= b A
KA EOHFMICX| > o & W B *
D, 7z =M [ (CYP2C9) % [
@D Cmax & 1.7 5.3 5%,
AUC 13 1.8 &85
Lf:’])o
LT IVEE N L7IVEELED|LTVEENVIEA

PEAIC X DL ARH
@D Cmax 1T 39%
AUCo12 1 44% 7%
HL7z,

LT VEE L LD
PR &0 DS
MG 5 BTN
H5bo

A oo R H B E
( CYP2C19 } O°
CYP2C9) %#FE
BrEZLND,
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BRIAHE IR - H18 7 1

Wiy - fafid 7

FuyrEr—+¥
[H 5
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=7.7uhklb”
F=7.aVvIF
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AFH L DPFHIC X
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it 35 5 203 58
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AKANEZ NS DI
A oo AW R R
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YL o Il Hp i B Y
Wins sBEns
H5bo

RAT VT VLFE
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A 0 ML T i BE A
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Hbo
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L 728,

In vitro i BRIC B
WC, 77V FE
WAL A A AR i 15
# (CYP3A4) %M
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FEX 7 LAY R
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(NNRTI)

FSU LY v

NS OHEHFE D
Ci I SN N[}
I H 3 B S 9
LbBENDD b,
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I H 38 BE AT I A 5
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i gk JEE 23 B A5
bBEINDD 5o

In vitro SNBSS
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HNZAFH) o
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Bﬂ%‘ L f:9> o

IS DFEHNEA
oo A R R
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FTEBLTNDD Do

In vitro B S R
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no oA O
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FLF 4

KA &EDPEIT X
D, PLF /A4 VD
I g BE AS B §
LBENDD b,

AKAZPLF A
MRV |l
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T P ]
Y UaARY)
yrual) AR, I
=RV 4

ARH & DOPEHIC X
NN/ 5% ) I
@D Cmax & 1.1 1%
12, AUC X 1.7 £
WZHI L 7210,

AHEOPIMIZ X
D, ¥rua)sRA
0) Cmax Li 2.2 1312'2[:
12, AUC 1 3.2 f%
WZHIM L 7210,
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N, XTI AZAD
I BE AS BN 5
LBENDD 5L,

AKHIZZ NS D
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&
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LR &KL ZZEH
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o W R
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£
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Wiy - fapdr

ek

WRIRHEIR - $5 1877 1

Wiy - kR T

NEAA N

AFHlE OPEHIC &
N, I ¥V I A
0.05mg/kg H [ml &
RN RO I 5
Vg Ao AUC X
3.7 RRCHEmL.
¥ 5 7.5mg H
[l 1P kg (AR
KRB DIFTVT
2 @ Cmax & 3.8
512, AUC 12 10.3
2B L 7219,

AFEZIFV T A
o X B O %R
(CYP3A4) %[5
T2,

VAT 77 b

KA L OPEHIC X
D.VFTTThD
I 3 A E Ay
LbBENDTD 5,
ARH & DG DL
BRI BED
IREEIFER L,
KIELTy A v s
7~ O %
T5HI L,

KENZ) AT T
b o B R %
(CYP3A) #RHsET
éo

E

56
3!

HMG-CoA i
ik

%

KH & DPINIZ X
) HMG-CoA &7t
% 3% B 55 38 o Jin v
BRI % B
ZNH D 5o

In vitro iIRBRIZ B
WO, AANE HMG-
CoA 3 Ju % 34 B 55
E ORI
(CYP3A4) %Kl
L7:29,

N ELEAE D)
v 77 (St. John's
Wort, £~k « ¥
g—YX-T7—})

SN E R )
VAZREDL: SN
D, KK AUC 1F
59% I A L 7222)

e B )
Vi AHORH
M#% (CYP3A4) %
HHT 2o

T EINL

KA E DOHEAIC X
D, TTENRLD
AUC i m L., I
rp R BE A 0 13 I
EL2,

KENEY 7 E I8
o W W %
( CYP3A4 f OF
CYP2C19) # FH%E
$5,

AR KA G- 2 A
IvFrPFUVY
SHEmEZENL
WL HEET S
:to

VIVE T A

AEIE DOHEHIC X
D, YVEFLD
Cmax 1 1.2 £% .
AUC & 1.5 f58m
Lf:l’])o

KANE VY F 4
o % #H W E
( CYP3A4 J ¥
CYP2C9) # K&
Z)O

ANFKZVRER
IR R T
VT H IR

AHE OHEHIC X
/INR¥ (YO E 3:i[7))
I BE AS BN $
bLBENDED 5,

KENZZ NS D
Al oo KXW R E
(CYP2C9) # [
T5,

CryarTvhsuag
N SR BT R 45 5
o) AF T
CYTIAFY

AH EDPHIZ X
D INHDEHD
AL gk JEE % B 5
ABENND b,

AHlFhoo
oo AL H
(CYP3A4) %
ERCE

;E‘é
ES
=4
]

AH R

RH OB X
D, A% Fro
Cmax 2% 30.7% .
AUC 2% 47 .2%3
L7

ES - IEQup (NYOF
A oo W B R
(CYP3A4) % B
T 5

FTEFyvary KFNE DI X|AFET I NS DK
D, FFTvarFUH o K W 8 E
® Cmax & AUC 78| (CYP3A4) % [E
HhNL 7218, 5,

ERZ A=Y AFEDPERIZ L | ARH TN S DI

D, 7%= )VD
AUC 7% 8 Jn L
7219,

A oo KXW E
(CYP3A4) %%
3_%0

A 77070, Y

RA L DI &

AFNZI NS 03

ra7xF s D, IhooEAHF o /R W B %
® Cmax & AUC 28| (CYP2C9) % BH %
HhL 7220020, T 5

1B AT 3 VI F R T u|IhSOHEFITA

JIVITF AT O
VeI FZIVITA
FFTUA—V

VeIFZIJVT A B
STF— L EDBE
A2y, XHO
Cmax (& 14%. AUC
1% 46%¥800 L 72,

AFE DI X
D, ZTF= VTR
7 :‘/‘7]— — VD Cmax
1% 36% . AUC &
61%3EmmL., /2 vx
F AT T YD Cmax
1 15% . AUC &
53%HE I L 7z,

A oo W B E
(CYP2C19) #kHE
35,

EN QR (YOF 3
2N AV S
(CYP3A4) #[E
35,

1. BMER
ROBEWEH DS 5bNBZ EHHBHDT, BlEEE 01247
WV, BEDSED SN ARG 2T 5 4 L) %
WiEx4TH T &,

1.1 EXLEMER

A1 2avy EERY)., 7F717x% 2 — (BELRH)

M12 hEHREEFEXBBIAE (Toxic Epidermal
Necrolysis : TEN) ($HJEA ). K & KR E % &
(Stevens-Johnson SEf&EE) (BHEARWH). SRABE CHE
AH)

FBSEORERDD b b7 a 135 2k L, b2
WL #2179 2 &,

11.1.3 FFEE (5.0%)

W AR (g, #9E. RS, HESES) 255 5
bRLIEDRDHY, HEBDHE IR TVE, [1.2, 8.2
R

11.1.4 DER QT ZER (BUEAH) . O=EHEHA (1.0%). O

EME CHEAT). AR FEAN). E2EE7Ov
7 CHEARH)
LERK QT IEE, LS (torsade de pointes Z & ir) .
DEME), AR, 2eEETTy 7, LEETEIR, O
FUEM I, BIRERD 5N DB LD S, [8.3,
9.1.2 ]

11.1.5 A2 (3.0%)

DRI 2 BENRO SN A1 %S 2 il L,
Y R ALEZIT) S k.

11.1.6 BEE (1.0%)

EERERE (SMEBRE, Bk BRMEEES) 255
SbbZeNdb, [8.1 2]

11.1.7 MFIRESEAEEEE (BUEARH)

11.1.8 ¥5> « NL—ERE GUEARm)

11.1.9 MREE (2.0%)

HREH, JLMERE A, ARV, EERERE.
TR I 45 P 1 45 0 T A 76 LIRS 03 dh b B 2 & 30
5o [8.1 ]

11.1.10 BEMXBER BEAH)
BIEERGREORE LR RGRDE D LbRDLZ ENHHD
T, . TRIDD S bNGE I3RS 2yl L, @b
BALEETH) S L,

1111 &8 BEAH)

R DM END SbNL I EDVDH b,

11.1.12 BBHBARE (BERP)

AR, B CK L&A, mbhRORbh I+ 2sae s b
AR T DMBUGRIRIEDY D S b D 2 DD 5,

11.1.13 EEMHX (0.2%7)

BNk, PRI, SEE BT O R (R S50 5
NI, HR A ITE XM, WE CT. i~ —4
— O EB L. AH OS2 ik s B2, B
BE ANV E A O GEHE OB R LE AT L,

11.1.14 {KM¥E (FEAH)
BRI H S b b Z D b,

11.1.15 BHEEE (0.1%%)

BRI, RV ANIVOKTSEoEREERH L DbNS S
LD 5,
11.1.16 &A YU LME (1.0%)

[8.1 ZM]

3 SEBUE I IR A O RISV TV 5,



*%11.2 ZDMOENER

5%P b | 1~5%Ail | 1%Ai | HEA]
e EIES 22 i, ) >
St N i
R WA
R R, L3 ili A B
DR e 0y s
. il
H o i, [
e YL
ADH 7 i P R
A B4,
P P ERE T
WD(Z‘]ZEn i@fiﬁ\ EF]'H(
B A B K
T
IR Mg s, i
BB, BLK, MR g, i
PEREED) |2 fn g Jgs, fah
W, B Wi, A
ML gt 3 1 LA
TR BE N
i, L
e % L9 97
MR & I S
R
Yy, RO
i, $HEE
I It A 9
TR
4 1
% B
0 R | 0 1 T,
[mE=32%30) %% T3k
S R, g, B
T WL VTN
RE. Wil Wigs, EiF
o e B . i, MR
Rl RN
1 8 0 |
FUERE B
% LUE %,
W EE
%, TIN%
SN, My HEIE R4
i BT A SIS/
Ay R R, S Khits 4 v
¥ 5 /AT RN SN T LU
ReRg ER R e AT
Jl . % B
1
o fngese, A
g g B
o [IPN
WG o OF il S %%
P/
sy oy | FERCNER U, R\ U Y R L AT
UL O B U Y A AE | T— Vi
el s
R B O Wukie, | |k
A LA iz
i 22
S PR B R = o | St 2k
JEL R [ — a8 — | F. IR,
FREE D ¥ i 9 BE JT
W BRSER M. WLE.
b B R Jehl,
B R L N YN
N1t W\ B
T L
RAR
R |5 ELIRIE. [ R% 3 O W
ol 2 L) ek
%8

ek

5%LL L | 1~5%Ai | 1%AKio | HHEEAH]
B OV IR MR, 7V
s 7IVIR
I, & 165 1fiL.
B R UNHiE
e it 5
AR A NE AR 7 T 7 1
5. KLBE. BERINITRZ2IN
b B PE AL B, BE
B SR iy B
EREM, IR, %
e 1 T O St e
‘F%ﬂ%ﬁﬁ% AE\\ 57(1:\ 23 . 2 3’5:
Z 9 FEIE I 5 P
RN 3 &, K2
%Is 7= h—
AL B
ELVT41)
U HiE
WAL RMLE, I
o e Mk R
MBS % WIR 2%
) VB
ALT 3n. |1 & v v |BUN 84
AST 5. | € > 84,
ALP #hn. |ifnrf A ov >
y-GTP |7 2 8.
Hm mrhz L7
F = b
fn. LDH ¥4
. I
U A
A A
IR AN
7N b, AR
T Tk
A, 747
Jy v D%
1 < — ¥
b i
EFDP £,
BT I 9—
LY. &
[ E2 &N
I /s %
WA

S BRSPS U T Nk 3 v P L TR SR O KRR R O PN B AR
RERDFEFA TN T W B,

a : FEBUHEE (AR O RIE VTV 5,
b:[1.3. 8.5 /]

14. BRLEDZEE
14.1 FJHZMHFEFOEE

PTP A% D#HKE PTP ¥ — F 25 ML TIRAT A &
IRETHZ L, PTP ¥ — FOMEEKIZ L ), S MAERDS
BRI AR A U, B35l E B 2 LTt Ko ®
BROEERIRT 220D 5,

15. ZOOFE

15.1 BRERERICE D 155k

15.1.1 SAEANEEICB VT, RY 35V = Lok e
JHFEBEAR A AE B FEBLR 0 NS R T I VAT 7 7 B SHL P A5 38
DONTe HARMEER BV TIE, RS E
L7=EBITy 2D, IMEERHEE 258 ST 7= hEf i
BEEEE S 7R D 4.5ug/mL U ETH o 72,
F 720 EINERR SR CloA 2 OV s Uz e
ORIz, BEZE LTI 7T IEEA 4.5 u g/mL
VD boda, BB U TSR Z R T 2 I REE =
5 7 ERERL. BN OERRET — 7 20 513
Rl S H O Bl % 309 5 A P B O B i 13380 5
nTwiwn, [7.4, 8.7 2]

15.1.2 MRl D 2 VG OIBRLE S 2 15 & Lzist o Bl
ZFFEIC BTy ARFNGEE RS Tl 8 RF LR R o5&
YR Z BTV = VRPIEESRIEREEES & LR L CHEEI
B (V= FIE £ 2.39, 95%EHEIXR 1.31-4.37). 2@
FEAEY A 213180 HEMZ 2 RINBEHZEOBE TR (N



— I © 3.52. O5%EHIKI 1.59-7.79) & 0L DS
23)

15.1.8 AHIBE 50T BRI O M 58
L7s b Dfiidid 5o %70, AALRMHES TS, itk
PERCIE % 563 LT\ 5 8 TR I P L B J O B
WAL L7k Ol hid 5. (8.6 B

16. EMEhEE

16.1 Mgk

16.1.1 BEE%KE
HARNERER AN B (FHE661) 120 K1Y 3+ —b 100,
200, 300 f UF 400mg % 22 HE (IR I8 G- L 722 & &, sk
PRI H R HAE L CRER Ly AUC MO8 Cnax (EHECH LTI
I ORIN % 7R L7220,

#16-1 FEWBE T A—%

P Cmax Thmax (AUC_ t1/2
(mg) | (ug/mL) | (b) bm) (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 1.81 (8) | 1.3 (23) |11.58 (41) | 6.8 (31)
400 2.88 (26) 2 (0) 31.01 (62) | 11.9 (51)

A6 61, FIafi (%CV)

16.1.2 RIEH%E

(1) EEEEA
ARV aFy =i, FIZCYP2CI9 12X D E s s, CYP2CI9
WCWEEETZPGAT 5720, Bz T 0¥ 4 712X 0Bk
(EM : Extensive Metabolizer), % %{\> (HEM : Heterozygous
Extensive Metabolizer) M OMK\v> (PM : Poor Metabolizer)
FEVE % A9 BB 200 TR L 72,
HARNERRABEC, A 3+ —) v 11 200mg % 1 H 2 1
RAZRE S (S5 - M HIC 1 [ 400mg % 1 H 2[) L7z
2%, EM KO'HEM T2 HH. PM T3 HHIZIZIZERIKE
W25E L 72220,

#16-2 %5 7 HEOEMBE T A—%

CYPZClg WMXI Cmax AUC T Tmax t12

AT (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)

FIfE (%CV)

(2) MNRE&E

HARANNBESE (3~145&, 186)) ICKY a3+ V=1
8mg/kg # 1 H 20l (RAMFHS  WHIZ 1M 9mg/kg # 1 H 2
b)) 7 HHEERNES Lz, F94vmy7eLTl
9mg/kg % 1 H 2 0 7 H B BRI S Liz & & OR#Ek5%
@ Cmax L O° AUC . DA (HiBH) 13221 7.22 (2.03
~18.3) ug/mL K 1¥45.8 (10.0~156) ug - h/mL TH -
72202), (7.2 ]

#16-3 %5 7 HHOEMBHRE T A —%

CYP2C19 . Cnax AUC- Tomas
BT (ug/mL) @ (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)
45 | 18|7.22(2.03-18.3)|45.8 (10.0—156) |1.0 (0.92-3.8)

a i RAPEM P UMM (4 ofl) TmRL7Z.

b FULfE (#EPH) SOErpoefE (f] 4 o) TR L7z

12 A E 15 A TR 50kg DL Eo/NE 1 #12id, A & B
AR+ —)v 1A dmg/kg # 1 H 2 1A (B IHIC 1
o 6mg/kg % 1 H 2 1) 7 HREEIRNFES L=, 110 200mg %
1 H2Mm 7 HBE SRR Lz,

CYP2C19 Sz T-HIE, DFOBET R L) PN Sh 2 £ TH
5o

EM : CYP2C19 *1/*1 Xix CYP2C19 *1/*17

HEM : CYP2C19 *1/*2 Xi& CYP2C19 *1/*3

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

16.1.3 EMEHIE SR
A1) aFV—)VEE200mg [ 75| 747 x> FiE200mg %
ZHAF ==X HERABT-*60 HiCENREN ] §E
(K a+v—n& LT200mg) %22WERHICHEMEEORS L, &%
L. P854 0.25. 0.5, 0.75. 1. 1.25, 1.5, 1.75, 2. 2.5,
3. 5y 8. 12 KU 24 MR R REARIR 2> & $R1 L 7z, LC/MS/MS
WZEDMELZ2RY aF = Lo iz oHER KL U85 %
— RO EBYTH Y, MHEHENTICT 0% EHEX M 2 kK> 7:
R CHE ST A — 7 ORBAEO T O 21T log (0.80) ~log

(1.25) OHPAIZH Y. WHIO AW RSV HER Sz,
% CYP2C19 DM T2 X ) 72 VT 5 ¥ ZAD/NSWEHERA
BRI L 72,

(ug/mL)
Zr —e— K TF = LEE200mg [5 714 ]
-o-74 7 x ¥ F§E200mg

15+ Mean =S.D.,n=60
1t
4
<1
th
N

B

b

05

24 (hr)

123 5 8 12
g

16-1  MAEriEe e
#16-4 FEMBE ST A —%

HET =5 BEINT A—F

(Au UgC:[ Cmax tmax t12

he/mL) (ug/mL) (hr) (hr)
Kyary
— Vi 5.88+2.45]1.41+0.54 | 1.52+0.95|6.01+1.29
200mgl & 7 | 288 %2 410, .52=%0. 01=1.
z ]
TA T
K8t 200mg 5.84+2.21 | 1.52+0.57 | 1.61+1.17 | 5.88=1.05

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

MAErh i EEIE ONI2 AUC, Cmax 50785 % — 13, B o
IR AR DOIRILEIEL - W55 D FRBRAMC & o T 7 B REMEAS
Hbo

16.2 URIR

16.2.1 NAFATRASEUF«
RE2L—=vary77—=<aXr714 7 AEHPE, HRARLD
HEANZBT BEBERADER) 3F V= VDN, FTNAL SE
VT 1% 96% L i Sz, EIPIERRES HIERER I 3B 1) 2 B
DINAFTANAFEYF 413, 113 100%TH - 723030,

16.2.2 BEOHE
RERHER AT E (37 61) 2BV, WENA (% 1000kcal) % HL
S72EFBICRY 25V =)L 200mg Z 1 H 2 [ (Bfifks : #1H
W21 400mg % 1 H 2 A) 7 HERERORG- Lz & & E%IR
BEIZBIT S Cmax KON AUC, 322G L LR L, ZhEh
34% J2 OF 24% M F L7z Tmax EEFHICE D 1.4 BRRJEEE L
7232 (BN T — %),

16.3 2%
HERADERY 2 F V=V OEFIREIZB T 55045/
4.6L/kg LHEE SN (HARAROHEAT =% ),

16.3.1 MBEAREIT
RV a5V — V5% 1~10 KR O MR ) 3V — Vi Re
xS 2 B AR Y 35— VRO L 0.22~1.0 (gLl
0.46) TH o730 HEANF—%),

16.3.2 EAEAE
R aFV =Dt MUEEEICKT AL 58%TH -
7239,

16.4 X3
In vitro RERIZBWT, K1Y 24V — )1k CYP2C19. CYP2C9 M
U CYP3A4 12k > TR s N B, RY aF V= Lo EEHY
I N-FF3¥ FTH5H33,[8.9, 10. ]

16.5 HEitit
AU aF—nix, BRGNS X D g L. B 5% 96 RE £
TR RZA LA L L THeGm o 2% K02 S 1 %3937,

16.6 BHENEREHTHEE

16.6.1 FF#EEDET U /-5 E
HEHERAZARY 39 —)v 118 200mg % 1 H 2 18 (S5 1
7] 400mg % 1 H 2 [0) KO W45 O AL T (Child-Pugh
¥ 2 9 A B) IZKY) aF V=1 100mg % 1 H 2 1 (£
551101 200mg % 1 H 2 In) RAEREOHS L7 & & oty
%D AUC, ZMBETH U CTholze TDE XIMIEHE) 2+
— VIR, R TS 2 H HICIZIEIEERIRBIE L 72
A PEEFRERES T E TIZ 6 HH FTREWIRBISEL 2 d o
7238 BMEANT— %), [7.4. 9.3.2 BIK]

16.6.2 BHEEEDET L - #5E
(1) FEEOBHRERTERE (VLT7F=ZIUTF72ZX30~
50mL/min)

KV aFV— 10 3mg/kg 2 1 H 2 (A5 11 6mg/kg
Z1H21) 7 HERESHRATS Lz & BREREDTIEH 72 bk



B & X AUC R0 Cnax ICH B EIRD SNH 057239 (4
FANTF—%)o

(2) MEER
4 W O MBI L Y MAERRY 3 F V=)L D 8%D K2 &
N7 (HEAT—%5).

16.8 Z Dt
RV aFV—nEE50mg [¥ 4% ] 13K 25V — )V §E 200mg
[(Zh%] LaERPRRLHHE LTHESNAZZ L2, [&i
HIFE TR B eI R HEBLA) O A W 0 [F) S5k kB o 4 B 5 A~ sk
DX, K aAFV—IVEE200mg [ ¥ H & ] LEIMEEE gL 72
b2 A S LIS A, AN A I RS L A X2,

17. BRERERIE

17.1 BEHHRUORLMICET 5258

(EEXR 3 SR M ERRLIE)

17.1.1 EINE TR (1501001 HER)
RAETEEL I & ST S M7z B3 SO IRAE PR B I iE 2550 < BEb
HEFERGRE L, 10081 GRECIHRE: 61 B, IR 18 B, %
Ay FHF 216 1SR aF =L EHRS Lz
BRI OYA . 50 HICAMHREE LT300mg % 1 H 2
il (fAE 40kg Ril OB 150mg # 1 H 2 1), ZDO%IIHER
JAE L LT 200mg % 1 H 2 0 (K& 40kg K O dr ik 100mg
Z1H20) &O%5 L. 72750, ¥%5:5844 3 H HoMdgh R
V) aF = VIBEEAS 2 5ug/mL BlLEo & Xid, %585 HA
PAREIE 150mg 2 1 H 2 W4 5~k L7,
HHERRE OB AL, BEREEREOS A, 54 AR &
L LTbmg/kg # 1 H 2 M, ZoHiEHFEHEE LT 4mg/kg %
1 H 2 MEIRNES L7z 72721, %5846 3 B H ol R
DF V= VIEEAN 2.5 ug/mL MLk Xid, 5B 5 HED
Ff1x 3mg/kg 2 1 H 2 MIEAIRINEE G- 1R L7z B 2 LI E
YA ogAEE, 5 R ICAMAR S L 6mg/kg % 1 H 2 [,
FO®RITHEFEFH R L LT 3mg/kg % 1 H 2 RN S L7z,
B R 3 H AT o 7o, TRBRET IR RIS X 0 RELk 05 ik
W SN BFE T B TEREIIREANOY Y 2 (A4 v F %
%) #WREE L. #5546 3 HH O M2 2.5 u g/mL &
& %13 200mg # 1 H 2M, 2.5ug/mL Y Eo L %1% 150mg
1 H 2 M85 Lz
PeHRTH (RoR¥ 5010 12 81Y) oRa3RAMEIE, DT
DY TH o7,

F17-1 BGHTRE GreoRBe 5 Mk 12 HH) ORARRA

L PB4 R /%E 11
W v Yy ME 1/2
W H Y YIE 5/5
hyOrE | h v YIRS 4/4
RAES - WiH v DT 1/1
INGF 11/12 (91.7%)
FREPER 7 A~V F L A 10/16
7 A~ | BEEBIEER 7 A SOV F U ZHE 3/5
AR 7 A~V En—= 14/18
INEE 27/39 (69.2%)
. 7T 3y r AR 1/1
77’;}%3 Wiz 7 ka3 o 2 77
v
INGE 8/8 (100%)
JHYwa |EFETFY YL VT S EYE 0/1
J# N 0/1
&t 46/60 (76.7%)

EIVER B (R 2 &) & RIER 100 Bl 78
Bl (78.0%) TH-7zo FEIWEMIL. %W (25.0%). BlEkEE
(24.0%) . NFHEREMAME R (13.0%). H.lv (8.0%). Mk
(8.0%) Hidin (8.0%). y-GTP I (7.0%). FFRESE (6.0%).
ALP 539 (5.0%) « ## (5.0%) BEHAIR (5.0%) ETH - 721,
17.1.2 $tEE D8 (150-307/602 H5R)

RIBAETEMRENET ARV EN ZIEOBE 2L E L, KY
aF = VEEREE T AKRT Y YV BERGBEOGRIE AR
USRI Lz K I35V — V58Tl 196 Flz I
B 5. 24 RERNIZ AT & LT 6mg/kg % 12 BRI & 12, DRI
dmg/kg % 12 Wi & L ICHIRNEX G- L7z A ICHE D FRD
S8t Smg/kg & 12 R S E~OWREETEEE Lz, &
TOWEF IR LT, i &b 7 HIOBIRNKS- 2 3% L,
AR I IRK T 3mg/kg/h & L7z RV a3+ — Vo
SO EX 200mg & 1 H 20 & L, #0853 HHDFEIZ
FRRAD AR+ e 354013, 300mg & 1 H 2 [l % ToHiH 2 i fig
L L7z AAEMICHENED SN B413 50mg 2 1 H 2 [l
fLOWEZFTV.200mg 2 1 H 2 [ F TOREZWHEE L7z, 1K
i 40kg Rl OPERE BV TIE, KY) aF VU — Lok =
[ STl DY

PR (KI5 010 16 01Y) oRARRAMTIE. DT
DY TH o7,

F17-2 PG THE O RBG I 16 5HMH) ORERRAR)

WA e AR /A B
T ANV E BEEYEN 7 A ~OV L A 67/119
VAR Ny 67/119 (56.3%)
&t 67/119 (56.3%)

EIVE S BLIE1E 196 Bk 128 51 (65.3%) TdH -7z EREEM
. HEER (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,

#17-3 PGHRTHRE GRREES I 16 1) oA EARHE
[gan e R/ RE B
Yy 11/21
L A Yy 23/38
Y IIR |\ - Wi v Y 1/2
N 35/61 (57.4%)
7 AL E |[REWNG T A OV )V A 40/86
VAR et 40/86 (46.5%)
70T Ay r A% 1/4
yyFha |2V 7Ty s AMEE 2 Y T+ 1/2
v AR Iy 7 AR OPEF
NaF 2/6 (33.3%)
7 ¥ A 1/2
VA EN- PP /1
] 7H Y Y AIRPI% 2/4
THVT L i) o agEl 79 S AR 0/1
& B D BE R
FOMD 7 7 LHE 1/3
/Nt 5/11 (45.5%)
A R AR L R 0/3
ili A4 B AR 7 L% 1/2
R K AKY 2 2 T I 2/2
A | AT FREY Y L BRYE & A 0/1
SEPN BT DN ey Y
A R ARY Y L 0/1
ZOMD A K AR 7 L 0/1
/NG 3/10 (30.0%)
ot 85/174 (48.9%)

FVER S EBIAE 372 Bilrh 215 40 (57.8%) Tdho7z0 TZEIMEH
3. HERE (22.8%). 8% (7.5%). W5 (6.5%) TH-o7z
45>~47>O

17.1.4 S EFE M#EE& (150-608 5BR)
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 %
WEgE L7z,
R 3F = VP HHETIE 272 FISIRA O 24 KEEIE AT H = &
LT 6mg/kg . DRI HEFHE & LT 3mg/kg # FhFh 12
W & 2 B IRNE G- L72e E 72 MEFR RS 4mg/kg & 12 B
ML FCWMETELILE L, B A#EEIX 3mg/kg/h
L7
R 3 F V= VREOAEKGE~OY ) B2 %13, 200mg 2 1 H 2 [
(KT 40kg R DY4A12 100mg 2 1 H 2 18) TR L. 300mg
% 1 H 21 (RE 40kg KiOHi41d 150mg % 1 H 2 ) FTH
%Wﬁgt Lf:o
PG TH AR RERGHIRIE S~ Y FIMEDON I 8 HE) o
GRRANFRIILTOMY) Th o720



F17-4 BT RKBEGWIENE A » 2 7 MEDTE % 8

) ORERRARH

WA B HRBI/AEB]
A v vrmE 162/248
Vg -
/NG 162/248 (65.3%)
&Et 162/248 (65.3%)

RIVE I ZE 33 272 Bilp 97 B (35.7%) TdHh -7z F2EINEH
1 ALP 3 (0.7%) A ) 7 AdihE (0.7%) Td o729,
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 HIZB 1T 2 B IEG TP 0=

TBh By ER HEMZE [95% FEHX
RYaF V=V | 4 FTaF =R o
48.9% 33.5%
(109/223) (80/239) 16.3 [7.6,25.0] %

a: B 180 HICB W T, IFOHEH % 3 X T /z L7z
DHIE

CHEFLTWE I E,

- AR ERVE BT R GRE OB 8 ST U BRI 03 W 2 &

- B 100 HH £ CIXiBBEEN 86 AU RG-S Twhs T &,
b BRHRTALE (BRI AL E SIS BEIEREE L) 6O,
R — @GR OB ER GEA Ak L A8 A A IE %)
% Jg & L7z Fleiss

R a5V — VGBI B EIE RS 233 Bl 123 B
(52.8%) Td -7z, ERaMEmE. Bao (7.7%). MM
(7.3%). BiHEEE (6.0%) KONHEERERY (5.2%) TH-o
f:49)o

17.1.6 BHENAHER GEERIEXTEREER) (A1501038 HER)
#2312 » AN EEEEERYEOEDDH 2 18 MLl ok
MR RS 205 & LT REMERHIEIED kPR
72D A5 BNCRY) aF = V&L Lz, BlRNES Tk, A
Mg G & LC 12 B 2212 6mg/kg % 2 kG- L. #EFHE S &
LCI2 MM &2 dmg/kg # 4% 5 L7z &IOS CTld. Affk
5 LT 128 Z & 12 400mg % 2 ¥ (K 40kg Rili 0¥}
A 12 B 2202 200mg & 2 %) L. #MERERS- & LT 12
R & &1 200mg (fR T 40kg A O 354 id 12 WM 2 & 12
100mg) Z#45 L7z 5B 12 5 H# F TR Y B 3 &g
I % J8IE L 72 BB E #1413 10.7% (3/28 Bl) TH o720
RIVEMFEBIsE 1% 45 B 26 ) (57.8%) T -7z FmITEM
& FEEE (8.9%). %JHE (6.7%) MUTEHR (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)

24, XEBERERUEVWEDESE

T SR s A SCmkEE SR &I

T 336-8666 SV FHmXKFEE 1 THIIF 15

FERG 0120-989-813

FAX 048-838-2121

26. BERGTEES
26.1 SLEERSTTT

RHREKRIIST

SV EFMAERXEREI203F M1

VCN 17



