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D, YVEFLAD|O & # B %

( CYP3A4 F O°
CYP2C9) %#[ET
;a)o

ANVEKZIVIRETR
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

AHF L DPEHIC &
D. A¥% Fro
Cmax 2% 30.7% .
AUC 28 47 . 2%3
L7

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

FFVIAFY

AH L DPEHIZ &
D, F¥Fvarv
@D Cmax & AUC 2°
WL 7219,

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

A A=

AHF L DPEHIC &
IR Ay 7))
AUC 2% #§ i L
7’:19)0

AKENT e o3k
A oo W B E
(CYP3A4) # [
35,

A 7707, Y

A & OfFHIC &

RANEZ NS D3

JIVITF AT U
VeLXLFZIVIT A
I YUF =N

VeI FZINVITA b
T F — kot
HIZX D, KAlo
Cmax 13 14%. AUC
1% 46%3 M L 7=

AHE DI &
D, ZF=ZNWVTAb
7 “/“ 71' — VD Cmax
& 36% . AUC &
61%imL., / vx
F AT 0 YD Cmax
1 15% . AUC &
53%84 I L 720

ra7xF D, oA F o A B B E
® Cmax & AUC %% (CYP2CY9) % 4
L 722020 T 5

B C15Be AT IV I F AT U|lInsOERITAR

#l oo A% W R
(CYP2C19) # B4
T%’O

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

PRz

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—

g—YAX-TJ—1F)
g R

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

sttt 7

7 N oW R

THIE,
A4 I3 FFFE) LTI FFF) AT F FFY
v 7 (St. John's|V 7 & DB K|V 7 id, ARFI O H
Wort, £ > b - V|, KHlo AUC 1| #% (CYP3A4) #

HET Do

1. BEA

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

WiEZEITH &
1.1 EXEENER

N1 Pavy GEERY), PF7147%>— CHERD])

1M1.1.2 FEH X
Necrolysis :

R R 5 B E

( Toxic
TEN) (BEARH) . KR8 ERIE® 3

Epidermal

(Stevens-Johnson FEf&#) (HHEEAH]) . SWEHE (B
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 EeRHY, EBLMEINR TS, [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
FEYEANGH . 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
SbbZeNdb, [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
AEEY T AERGRIRIEDY D S bb Z DD b,

11.1.13 BEEMMRE (0.2%%)

RNk, PRI SR, S T O R (R S50 5
N72GAIE, 2kl XM, B CT, Mg~ —7
—HOMEEEL, AFOFGEHRIELTLE LB, H
B RV E LRI ORGSO BRI 2 &

11.1.14 {KI¥E CEEEAH)

WELKMAESRDH SDNDLZ VD 5,

11.1.15 BEHEEE (0.1%%)

Bk, BELANVOKTEORMEENHLDNL S
LB 5,
11.1.16 &H U7 LME (1.0%)
[8.1 M)
T FEHUHE I I R O RISV T WS,
11.2 ZDOOEER

5% L | 1~B%Adm | 1%Ai | HEAH
. FLER i, U >
S T N S
SRR ‘(F&@"}'}E
: BT, L WAL, B
LIRS WA AR
. L
H o I
i PR
ADH £ i IR I
aorit A,
. AN o
PsHEEE s, IR
W e o 0
T




5%LL L | 1~5%A | 1%:AM | HEEA
N X Wl ge.
BRD . B, R RS, R
BREED) L mp R Bige, fo
. OB R, B
HR Bgr 3% e (eSS
i
MalE, Al
o TR L
R . St
W B
Wy, AR
1. HEE
I A R
e 2 FL
LIS
I, WHE
T, MR | R R NG5E. B
gDV %, 3R
E R, Wide. B
T, THAE DN
AR, BiE FEge, T
B i B R Jif, MM %
= 11,
(W=7 N
[mp=2 N
PN NL=3N
P £
P CIN%
fEJTRE. e mYE ST
i TSR R AL B /
B R A, P PRIE. A~
OG- J/ T & BRI, TIL U
FfTE E R G Ed SE A
JE. BE Bk
1178
i Mgk, 1
P g B
o fiFE R
JEYIE B O Fil P 7%
2k
e o | FEOORER | EGILBE, |06 1 % [ LA 7
L 7)Y A AE | E— VI
= I
iR 2y a0y WERda . U | BRI 5
rRaR ik Jie
i
Bt PO AN BE SRR TE = 2 | SRR, 2R
JE. S, | — a8 — | N IRE,
FEIED F i B uR JU
W, BRE R AL RE.
AR TR i ORI S,
HL R, P AN N
4%l A E A5 T
PRk, I
RIE
KU |GEELIRE . | 1% R
piepiilitee ARSI g
LI
BN ONIR MR, 7V
[ T3 UR
R 2F A 16 1,
B OHE
R

5%LL L | 1~5%AM | 1%Ai> | FEAH

BEJH Wz R | ZERRE [ENITRE N

5. LB SEAR 95k
S ) P AT Wi T
BE. 595 e, P
EPT I W%, %
! S B, [
s K % iF T
LR Z 5 I i % 77 i
5. % e
s < b —F
2. [t
V741 v
e
T I, L
. ¥t IR
M % R 5.

) vV B

ALT 84, [ifirdh ) v | BUN B4
AST ¥hn. (& > #m.
ALP B4, (v 7 v >
y-GTP |7 284,
B mhzLrr
F =
B, LDH #4
Jm. I
VoA
AL A
Yo oL B
i R B AR B AR
T.OmE
H, 747
V) v D ¥
14 < —
.
FDP #71.
W7 39—
R, &
T 2Rk 3%
I/ A B
W

FEBUIH L 13 AR S v P B0 17 S HE D 7K RIS oD [ A i PR
AERDAERIZFED N TV D,

a @ JEBUHE I R A ORI VT B,
b:[1.3. 8.5 Z]

15. ZOMOEE

15.1 ERERfERA ICE D 158

15.1.1 SAEIAEZICB VT, B a5V — Lol
JTF A B M A il S S LA 00 VSR R TIOR3 32
DN HARMERER BV TIE, TR AR E 5840
L7ZERIT. 2o AR HEEDSHE S T 2ER oo
BRI b7 7HEVWIND 4.5ug/mL U ETH -7,
72, EINERRE CEaRME R et s Uk ba
O Z ., HEZE LT T 7 MAEiEEAs 4.5 4 g/mL
VLo, LEICE U TS E% RS 5 MhiREE=
7)) 27 EERLZ. BN OBERERT— 7 25 13k
FERA ST 0 B 2 FIl§ 2 1A% fh il i o B I3 380 &
nTwizwv, (7.4, 8.7 2]

15.1.2 MiBhEd 2 WG OB HES 23R & L7z ol
BHZEIC BT, AAIREEE TRE R LR 0384
VR BT = VRITERSEIFREE RS L KR L THEE
B (V=R 1 2.39, 95%EHEIX M 1.31-4.37). 2D
) A 213180 H 22 2 RIMBZEOBETEY (N
— Nl :3.52, B%EMHKXM 1.59-7.79) L OMEIDH 5
23)

15.1.3 ARAR G541, B8 R LR g OV SR A JE A3 5s 2k
Lz 0#bhd b, T2, AFIENRS IS, Stk
PERUE 2 5881 LT 2 B CR M R L R o Ok B
JEASFEAE L & 0 H 5, (8.6 BIH]

16. ZEHEIRE
16.1 MmeRE
16.1.1 BEKRS

HANERER NS (FHE661) 12, &Y 3+ v —b 100,
200, 300 KU 400mg % 22 IS HIERE IR G- L7z & &,
PRI ARAE L CHEE Ly AUC MO Conax W ISH L TR
WILORIN % /R L7220,




#16-1 EYHE T 2%

B Cos Tones (/ZZC' 2
(mg) (ug/mL) (h) h/mL)

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 (00 |31.01 (62) | 11.9 (51)

FHE 6 Bl TIIME (%CV)

16.1.2 R1E#%S5

(1) EREERRA
AV TF V=i, FIZCYP2CI9 I L RS h b, CYP2CI9
WGBTS RDPGEAET S 720, BETOF 4 712X 0 EiER
(EM : Extensive Metabolizer). % %{kv> (HEM : Heterozygous
Extensive Metabolizer) K UME\W» (PM : Poor Metabolizer) B
FEVEE A9 5 BB 250 TIRAT L 720
HARNERER A B, K) a3+ =10 200mg % 1 H 20
SRR S. (BfiG - #HI2 1 8 400mg 2 1 H 2 1l) L7z
&ZA, EM KROTHEM T2 HH. PM T3 HHIZIZIZERIKE
V23 L 7229020,

#16-2 $#5 7 HHOHEYHE T 21— %

CYP2C19 B Cinax AUC. Tmax ‘([ :

AT ug/mL) | (ug-h/mL) (h)

EM 5 15 (30) | 12.02 (45)

£ 16-4 JEWBRE T 2 -5

FHEi ST 2 — % BHEINT A—F

(A” UgCt Cmax Tmax ti/2

he/mL) (ug/mL) (hr) (hr)
Ky ary
— VR -
20% [ % 6.5189+2.9359|1.4698+0.4915| 1.06+0.76 | 6.38=1.67
5 ]
TA T
K8 200mg 6.4069+3.0055|1.5280+0.6149| 1.24+0.71 | 6.46=1.72

(

2. 1.4 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 9.0 (12

FIfE (%CV)

(2) MNEBRE
HANNEERE (3~148%. 186 I2RKY 3+ v —iv1H
8mg/kg & 1 H 2 [ (Bf#5  #HIZ 1 9mg/kg % 1 H 2
) 7 HHEERAES LB, F54 oy 7ELTLH
9mg/kg # 1 H 2 [0l 7 H B KBEROLKS Lz L & OS54
D Cmax LY AUC . DM §EPH) 132 h2h 7.22 (2.03
~18.3) ug/mL K1 45.8 (10.0~156) ug - h/mL TH o
f:27),28)0 [7.2 %{Hﬁ]

#16-3 %5 7 HEOEYBE T A—%

CYP2C19 _— Cmax AUC- Tinax
JHAFR (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)
=5 |18 (7.22(2.03-18.3)|45.8 (10.0—156) |1.0 (0.92-3.8)

a TP (FEPH) SUIRMTPI9ME (4 o) TRL7.
b:pefE (EBH) SUdrhyef (il 4 OfE) TR L7z,

(Mean=S.D., n=88)

MR O AUC, Cmax 507835 4 — 1%, Wb o
P ARE ORI EL - WA O RERGANC & > TR B W HEMEAS
Hbo

16.2 ORYR

16.2.1 NAFATRALSEUF «
RE2L—vary77—=<aXr74 7 AN, HRARLD
PENICBIT BB ADOR) T F = VDN, FTRL T
T 413 96% & e Sz, EIPIERR S MR IC B 5 BE
DI FTRAFEY T 41F, 1Z21E100% T o 723030,

16.2.2 BEOHE
AT (37 B1) (I2BWT. BRI (39 1000kcal) % IR
S RMEHRICE) 25V =)V 200mg % 1 H 2 |l (EFkS : wH
2117 400mg % 1 H 2 ) 7 HFE RS G- Lz b &, @ik
REIZBIF 5 Cmax L AUC ¢ I FEERR G- L LR L, 2hEh
34% Je OF 24% M F L 720 Tmax EEFHICTL D 1.4 BRRIELE L
7232 (MEANT— %),

16.3 9%
HERADERY a2 F V=V OEFIRBIZB T 56 A5/
4.6L/kg L s N/ (HRARUOHEANT—5),

16.3.1 HMBERBIT
R 3F V=V 5% 1~10 R o4 R 3 5V — Ve
AT AR TR Y aF Y = VREOIE 0.22~1.0 (FJefil
0.46) TH o723 FHEAF—%),

16.3.2 ERHEAE
R I FV—nror MUEEEHIIHT A5 58%TH->
7235,

16.4 X3
In vitro RERIZBWT, K1Y 24V — )Lk CYP2C19. CYP2C9 J
U CYP3A4 IZ k> TR SN B, RY aF v — Lo EEHY
I N-F %3 FTHHPI, [8.9, 10. BH]

16.5 Bttt
R aF v —iuid, FHREHC X D #Egk L. W54 96 B &
TITRAICRZA LA L L THeG-m o 2% K023 S 1 %393,

16.6 FENEEEF T 2EH

16.6.1 FFHEEDIRT U /- 15rE

12 & Ph b 15 me ki TR 50kg BA oo/ 1 BILCIE, A & FBEIC R
Va5V —)v 1l dmg/kg % 1 H 2 1 (BmH#EY  HHIC 1 H
6mg/kg % 1 H 21) 7 HREFEIRMNIES L7z, 111 200mg % 1 H 2
7 HHBER O3S L.

CYP2C19 A TANE. DT OBMETR L) FH SN RIMTH 5,

ERER AR Y a9 —)V 1A 200mg % 1 H 2 [ (B 1
7] 400mg % 1 H 2 [0) KO WSRO IFHEEAC T (Child-Pugh
52 9 AB) I2RY) 2+ — 118 100mg % 1 H 2 0 (Ff
Pel3- 1101 200mg % 1 H 2 In) RAEROHS L & & oRiEfes
%0 AUC: BWMBETH U Tho7ze DL XIMAERRY) a5

EM : CYP2C19 *1/*1 i CYP2C19 *1/*17
HEM : CYP2C19 *1/*2 X3 CYP2C19 *1/*3
PM : CYP2C19 *2/*2, CYP2C19 *2/*3 Xi& CYP2C19 *3/*3

16.1.3 EMFHIE SRR

RY)aF V= VR 20% [ZH %] & 7472 F§E200mg %
JOAF—N—IEIZE ) ENRZFN 1g WiF 18 (K aFrvy—
& LT 200mg) fEHEBASET (CYP2C19 @ PM %) (THif
HUR T4 G- Ul rp R LA EE 2 008 U 15 5 M- 38
€35 2 —% (AUC, Cmax) (22T 90% 3 #EX 212 THaT
AT % 47 - 72455, log (0.80) ~log (1.25) OHPHTH .
Fl WS R S SRR S 20,

(ug/mL)

—e— KU IF V= VER20% [5 % % ]
-0 TA 7 = ¥ FEE200mg
Mean +S.D,, n=88

X 16-1 e

— VIR, B TR S 2 B HICIZIETERWIREBIE L2
D PEEIARREETECIE6 HH FTEWIRBIEL 2o
7238 (AEANT— % ). [7.4. 9.3.2 K]

16.6.2 BIREEDKT L /- tH5eE

(1) PEEOEHERTERE (VLT7F=9UT7 72 ZX30~
50mL/min)
ARV aFv—) 1k 3mg/kg % 1 H 2l (Fwk5 11 6mg/kg
Z1H2Mm) 7 HMRAEGHRNES Lz& &, BREREDSIEHR 2k
B & X AUC RO Cinax WCHBEAIZRD SN H o723 (4
}\7—"— y)o

(2) MBI
4 R O MALENTIC & 0 MR RY) a5V — v 8% A5k &
N7z SHEAF— %),

17. ERERRLIR
17.1 BEHURORLMICET 568
(EEXR AU ERBRLIE)
17.1.1 EIRE IR (1501001 HER)
TRAEVEBLINE & 3BT S N7z B SR AE M B A A5 < B b
TEE R E L. 100 B GRCIEEE: 61 Bl e 18 B, A
Ay FHPF 21 B) 12K aF =V EHREE L,
RO OLA . H5 M HICAMAREE LT300mg % 1 H 2
[l (K 40kg R OYi413 150mg 2 1 H 2 [, Z D% IHER
4L LT 200mg & 1 H 218 (fkIE 40kg Al O H541& 100mg
Z1H2M0) %5 Lz 72720, #5546 3 H H ok R
VaF = VIEEN 2 5ug/mL U o E Zid, H58G5 HE
DIF%1Z 150mg % 1 H 2 BRI~ L 72
WHERE O A, EE 2 EREOR A, $5-9) HICAM =



L L To6mgkg #1H2M, ZoBIIHAEHEE LT 4mg/ke %
1 H 2 BIERNEES Lz 72720, #5846 3 H HoliEg R
IF = VEED 2. 5ug/mL L Eo b Eix, B5Em5 HHDL
F&i% 3mg/kg % 1 H 2 BIFARMNEE 52w L7z S 2 B AE
P oigaE, G HICAMNT=E LT 6émg/kg % 1 H 2 1],
ZOBRIIMEFNEE LT 3me/kg 2 1 H 2 BEIRAES L7
FEgRE % 3 HIAT o 714, IGBRETIEREAIIC X D R HELE AT HE
SHIWT S N2 BEHICBO CIROBRENOW D X (AL v FH#
) #uhEE L. %GB 3 0 H oImAEhikE 2 2.5 u g/mL &
oL %13 200mg % 1 H 20, 2.5ug/mL LLEDE &% 150mg
%1 H 2 m#EO#h Lz

G TR GRS 12 88) oRGEARF L DT
DY TH -7,

F17-1 G THE GRG0 12 0H]) OB ERAARR

L PR H AN /9 B
v Y F 1/2
"W VYV 5/5
P Ed B R 4/4
KA M v V5 HE 1/1
NGE 11/12 (91.7%)
(REEPENE 7 A~V IV A SE 10/16
7 2~ | EBVEESBEYERT T A OV ¥V ZE 3/5
Vg 7 A~V Fo—< 14/18
/NEE 27/39 (69.2%)
. 7)) 7 hay 7 AR % 1/1
ZUT NI iy g7 a3y Ak 77
v 7 Ag -
INGE 8/8 (100%)
JHy o |EEETHY YA - YT = RYE 0/1
& NS 0/1
&t 46/60 (76.7%)

IR B (R EE 2 &) & SRR 100 Bl 78
Bl (78.0%) Tdh-o7zo ERFWEAIE. 2 (25.0%), BLEREE
(24.0%) NFHEREM AR (13.0%). Blv (8.0%). Mk
(8.0%). B (8.0%). y-GTP i (7.0%). HkEd (6.0%).
ALP 31 (5.0%) . % (5.0%) . AHAR (5.0%) FTH - 724,
17.1.2 S EE TR (150-307/602 &5&)

GIERETAMBEYE T ARV EN ZEOBE 255 e L, K
TF VNG REE T AR T ) ¥ BIRGEOHME LK
VDREMEZ I Lze K 35— V58Tl 196 HIz#m
P55 24 BERNIZ M & LT 6mg/kg % 12 BRI & 12, DRI
dmg/kg % 12 Wi & L AZHIRINTE G- L7zo MR E DR
LN E 3me/kg & 12 B L ~OBEEREE Lz, &
TOWERF IR LT, 4 b 7 HMOBIRNKS 2 HE3% L,
A I IRK T 3mg/kg/h & L7z RV a3+ — Vo0
H.oBaH 1 200mg 2 1 H 21 & L, #0035 3 H HUREIC
FRRAD AR+ e 354013, 300mg % 1 H 2 [l % ToHiE 2 fg
L L7z, RAEMICHEIRD SN28A1E50mg 7 1 H 2 |
MEOWR%47.200mg % 1 H 2 [ TORMEZTREE Lz, K
T A0kg Rl OPEHE T B W TR, RY aF V= oS R
R E L7

Pe G TR (KB 5011 16 JBR) ORERBEAREIE, T
DY TH o7,

#17-2 HBGHTRE GeoRse 50 16 HiE) ORARIRA R

g e H B /4 B
FANLE (ZEEPENG 7 A~V OV A SE 67/119
VAR Nt 67/119 (56.3%)
Gt 67/119 (56.3%)

HIPEHIZEBLEIE 196 ] 128 B (65.3%) T o720 EAHITEH
1 B (28.1%). MR (7.1%). J5 (6.6%) THo7z
42)~44)

o

17.1.3 S EFE TR (150-309/604 55&)
[ERER IS L CRIiE R A9 % 3HID 2 v a B Pk O3 R R A
WAE . 30& TG EE D R i A+ 05 UL B2 o B A & Jkbi
TEWEGY IR REERE | LIS hzBE 2SI,
372 BNCAR ) 3V — ) & HIRPE S U3k 5 L7z,
FIRNR G- 035413, G H AR L LT 6mg/kg % 12
FE &5 Ly 2ok HE S LT 4mg/kg % 12 i
LA RL LS 3 HMERYS Lz, HmAREIEZH 3mg/kg/h &
L7z, BOKG-o%E1& S5 MHICAMAR L LT 400mg %
1H 220G L. ZofkidHER =S LT200mg 2 1 H 2[5
L7z
PG5 T (R R¥% 501 16 J8R) ORAREADTRIZ. DT
DY THo72,

F17-3 PG THE O RBG I 16 HMH) ORERRAR

kit (352 H R /9 B
h v Y Y IMIE 11/21
o | v Y S 23/38
NI TII g i v Y I 1/2
/NG 35/61 (57.4%)
72 RPN T AV )V A 40/86
WV RIE ANEF 40/86 (46.5%)
70T ay r A% 1/4
pyFra |[ZUT Ay s AMKEE 2 )T b 1/2
vy A |3y 7 AMEEODSE
NG 2/6 (33.3%)
7)) 7 A LE 1/2
7)) v LRSS 1/1
] 74 v AR % 2/4
THVT L o) agi e 740 o A F 0/1
& KRS O B
ZOoMD 79 7 LE 1/3
INEE 5/11 (45.5%)
2 B AR LR GE 0/3
fili 220 B AR 7 L 1/2
A4 B ARY 7 TG 2/2
2 RAE | AT AR o ARERYE & A 0/1
VAR FRARY 7 2R T IEGE O PEFE
A FARY % AL 0/1
ZOMD A K AR T LE 0/1
INEE 3/10 (30.0%)
G5t 85/174 (48.9%)

RIVERISE B 372 B 215 61 (57.8%) T o720 ERRINEM
X, BUEEE (22.8%). %% (7.5%). A (6.5%) TdH -7z
45)~47)

17.1.4 S EFE TH#ExER (150-608 FHER)
AP ERIRA D A v D FMGERE 2GS, R T F V=L Df
BIVE R O 7T AR T Y Y BokbKICTVvary—)L
PG LR ORI R Otk L I Lz 27 & i)
D 3 HENEFIRNIE G- 2470, 2 0BITROZ G~ ) B2 %
wHEE L7z
R 3F = )VEGRETIE 272 PUSIROI O 24 KEFI A& &
LT 6mg/kg #. DikIZMER =L LT 3mg/kg # TNZFh 12
W & &SRR G- L ze E 72, MEFRH X 4mg/kg % 12 B
MTEFTHRTELILE Lzs WiEAMEIZ 3me/kg/h
L L7
R 3 F V= VREOEKGE~OY ) B2 %13, 200mg 2 1 H 2 [
(KT 40kg Al DBA12 100mg 2 1 H 218) THHE L. 300mg
% 1 H 21l (F&E 40kg KifOH4r1d 150mg % 1 H 2 [0l) FCH
wEuREE L7z,
PG T (A G H » ¥ ¥ MSE D% 8 M) o
BRRANRIZUTOMEY TH - 72,

F17-4 PEHRTEE GRARIGWIRNE A ¥ ¥ FIEDOT K% 8

) OREREAE

Wi B4 AR/ B
A v yrmE 162/248
VINEA -
/NEE 162/248 (65.3%)
&Et 162/248 (65.3%)

FIVE I ZE SR 272 Bk 97 B (35.7%) Tdh - 7o FHEIEM
13 ALP 380 (0.7%). 7 U 7 AdifE (0.7%) TdH o721,
GEMEMaEEEREE ICH T 5 REMERED T
17.1.5 BHE T HAFHR (EBEAEIFTFRAETHBELEAR)
(A1501073 E&)
W26 7 A RNCAREEVE BRI YYE O FSREH 2\ 12 DL _E o d i
WA S & 5 & LT, Btk 180 H OB &S F B D&
PZoWwTERY)aF =S bgaFry—Laltiklriz, K
Yary—EA I aF V- g 2 HEERNES L, 20
BIIREORG IS ) B 2 7o R o+ — W H5HETIE 234 1
W2 RO 24 BERIZ AR & LT 6mg/kg & LA IEHERR
e LT 4mg/kg 222N 12 B LIRS L7z %
%5280 0 B 2 12, 200mg %2 1 H 21 (k3 40kg Ko
A3 100mg = 1 H 2 [|) #%5 L7,
A NTaF V= VS HEETIE 255 Blic. AR L LT 200mg
Z 1 H 2 mEIRMPES L. fEO5GA~ ) B2 %13 200mg % 1
H 2 m¥5- Lz,
Fehlitz 180 HICHB U 2 MG B ol Bi#1d, LF oMY Tdh

2720



#17-5 Bhilith 180 HIZ B} 2 BN IEGEF B O Bl =

SRS FEREE [95% SHIX
Ky aF S —VBE| 4 P aF VB ] v
48.9% 33.5%
(109/223) (80/239) 16.3 [7.6.25.0] %
a: BhTS 180 HICB VT, MTFOBEHE % _Cili7: L7 #B
oHE
CHELTWDL T E,

- AR BRVE BT R GRE DT 8 ST U RRIR B 03 e W 2 &

- Fhilf2 100 HH F CIBBRED 86 H U EHEG ShTwb 2 &,
b BEAHRTALE (B RERENYALE SO BIERE ML) 36 ONC,
R = AP O BAR GEA oIz L . A4 I IEImR)
% g & L7 Fleiss i

R a5V = VGBI B BRI FE G 233 Bl 123 B
(52.8%) Td -7z, EL@fEME. Bo (7.7%). M
(7.3%). BiHbEE (6.0%) KOMHEREMAERE (5.2%) Tho
7:49)0
17.1.6 BHELHERER GEEHRIEXTEBHRER) (A1501038 HER)

W2 12 % AR B RGEOE DD 2 18 Ll Eosk
MRS 205 & LT REMERIEIED R FBi O
72Ol 45 BNCARY) aF V= EES L, RN S TlE. &
M5 & LC 12 BB 212 6mg/kg % 2 [k 5- L. #EFHg S &
LCI2 M T &I dmg/kg %5 L7z #ROES- Tt Al
HL LT 12 B Z & 12 400mg % 2 a5 (KT 40kg A D3
A 12 K & 12 200me % 2 [\ S) L. MiEF G- & LT 12
B & & 12 200mg (fA I 40kg R 41 12 Wi & & 12
100mg) 45 L7z $5-BE 12 5 H# F TR BB 3 kg
I & IS L 7R O #1413 10.7% (3/28 ) TH o720
RIVEMFEBIzE 1L 45 Bivh 26 ) (57.8%) Tdh-o7zo FmIEM
. FEE (8.9%). %JHE (6.7%) MU (6.7%) THo72

50)
°

18. ZERhERIE

18.1 fEA#F

RV IF V- VIZEFHANICBWT, BRSOV T AT — L
AR EMET S LK VMERIEHART, 2. K ar
V=V DI T AT 0 — IV ESBLEENER SRR T, 5
v M TO A 7 a0 — VAR RIS 2 5813 7w,

18.2 MERE{EMA

18.2.1 KV IFvV—nidk, A V5@, TARLVELVAE, 7V
Tray 7 AE T T LB OAT RARY T AJEISK L in
vitro THUE NG 2 7% L7252

18.2.2 KU I FV—id, 7AVFEN B L CREER %2
RT3,

18.2.3 SR IEH S OSBRI BV E Y N DERIY S VT Y RE, ¥
U7 b3y 7 AE. TARVFENZFER A AR 7 AEIC
st U C G A R & 7R L 7259°62),

19. FRSICEY 2 IE{LZIAR
— R R aF Y=
(Voriconazole)

b4 . (2R3S) -2- (24-Difluorophenyl) -3- (5-
fluoropyrimidin-4-yl) -1- (1A4-1,24-triazol-1-yl)
butan-2-ol

5313 CieHuF3Ns0

g3 : 349.31

"R BEORBEORKTH S,

AF =), TEFZPYNIZETRTL, =¥ ) — )L
(99.5) IZRRETRT L. KITHD THEIFITL Vo
1mol/L 3EEERBIZIE T 0

AL

W %5 : VRCZ
FEREE © (a) %0 -374~-404"  (BiAKPIZHES L7z H @ 50mg.
X% /7 —)v, 25mL, 100mm)

20. BRV EDEE
FEZIE, BRE B TRETLI L,

22. ‘@
0.25gx100 & [48
0.25g %400 4, [434
1gx20 [(5a]

]
]

1gx100 W [4@]
100g (79 AF v Z7Hh. NF, FHEFIAD ]

23. EEXk

1)

10)

11)

12

=

13)

14)

15)

16)

17)
18)

19)
20)

21

—

22

=

23)
24)

25

N3

26

=

27

~

28)
29)

30)

31)

32)
33)
34)

35)
36)

ARG A RER 7 v MRIEOSEIRIN 5B (Y in
vivo i) (74 7 x> F§E: 20054 4 H 11 KRR, WETh
FHRZE 2.6.7.13)
A AR 7 IR - RIS T 2B (EIN in
vivoiklR) (74 7 = ¥ F§E 2005 4F 4 H 11 HAKGE, HE
FHESE 2.6.7.13)
SHMBREIC RIET) 7 7 ¥ ¥ ¥ K rifabutin D% (74
7 x v FEE 200544 H 11 HAKGE. HRSEFREE 2.7.6.2)
SRR IE T rifabutin OFEE GEVVEMBIRERER) (7
A7 x ¥ F§E:2005 44 J 11 HAKRR, PasERteE 2.7.6.2)
WY KT T 7 7 E L VY OB (s RestER)
(747 x> F§E 20054 4 H 11 HAKRRE, Ha5& s
2.7.6.2)
BRI KITTY MUV ORE GEFMEYBIERR) (7
A7 ¥ F§E:20054F 4 H 11 HAKGE, HEEEREE 2.7.6.2)
Purkins L, et al. : Br J Clin Pharmacol. 2003 : 56 (Suppl.
1) 1 37-44
HIV 7077 —EHESREICBITSF b 70— 2 P450 (2B HE
L7 EAER GV in vitro i) (74 72 FéE:
2005 4F 4 A 11 HARGE, WRFEFHSL 2.6.5.15)
CYP3A4EY 2L —4%—IZBIF5HF b7 u— 24 P450 2Bk
L7 GlEdt in vitroRER) (74 727 Fée -
2005 4 4 A 11 HAGE, HIEFBEE 2.6.5.15)

Romero AJ, et al. : Clin Pharmacol Ther. 2002: 71 (4) :
226-234

7o) A AOSYEHEI KT TE (Y SR EhEER)
(747 = F§E:20054F 4 H 11 HAGE, &SR
2.7.6.2)

Purkins L, et al. : Br J Clin Pharmacol. 2003 : 56 (Suppl.
1) : 24-29

F AT TV = VORI AT HE (GBI B RE R
B) (747 x> F§E: 200544 11 AAKR, W5 &R
$2.7.6.2)

FAMNATORY, IFVTAIIBITATF b7 ua—24 P450 12
B U 7238 WA AR GIESY in vitro38lR) (74 72V F
$E 0 2005 4 4 71 11 HAKFR, WGETEEE% 2.6.5.15)

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

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

Hamandi B, et al. : Am J Transplant. 2018;18 (1) :113-124
TR NI BT 5 BRRE P G- O3B, B8R
oAtk (EWNH TAHRE) (747 x> F§E: 2005424 A
11 AR, HaEEErHgZ 2.5.3. (1), 2.7.6. (2))
CYP2C19 #ARZF-Z BN (74 7 = > F§E: 200544 H 11
HRZ, WasEre 2.7.1.1)

W N BT B B OB 5% 11 ) BOERR 185
OHEWHE (EPNE THIRB) (747 = > F§E 2005 48 4
F 11 HARR, WaFae22.5.3. (1), 2.7.6. (2)
NREBHEIIBITHEWHRE (7472 F§E 201449 H
26 HARGE, WiEFEFHEE 2.7.6.6)

CYP2C19 #fn TS L OEHBOHE (7147 =¥ F§E:
2014 429 H 26 HA&R, WEFERME 2.7.1.1)

N AR AR RS (R 3 — VTR 20%
[%%%])

R AICB I A RE 2L —Yary 77 —<a%hT4 7
A (T4 7=y F§E 200544 7 11 HAKGE, HI G ERE 2
2.7.2.3. 4))
EIPEMARBRICBII AR 2L —Yary 77— I F 4
TA 7 A (T4 72 N 200544 1 11 HAKRR, HEEE
RHE 2.7.2.3. (4)

HYTEIZB LT EFORE (717 FE 2005 4
4 711 HAKR, WasaesE2.7.6. (2))

AR (74 7 =¥ F§E: 2005 4F 4 A 11 HARGE, Wi’
BHEZE2.5.3. (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



37

—

38

=

S
(=]
=

S
oo
=

S
o
=

50

=

51

-

52
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53)

54

fuss

55

=

56)

57

—

58

N

59)

60)

61)

62

~

1 R (74 7= > F§E 2005 4F 4 B 11 HARR. HIGH
R 2.5.3. (3), 2.5.3. (4))

TSR O IR BB E 2 A 3 5 BERE 12 BT B R
RFOIEPEIRE, et R ORAEM (SR (7
47 x> F§E:20054E 4 A 11 HARGE. HREEREE 2.7.6.
2)

EATERE A IS B 2R, R R O (FErldE
WERERER) (74 7 =¥ F§E 120054 4 7 11 HA&RGE, H
FEERMME 2.7.6. (2))

EREIKT R ICB I 28 EE (747 =~ F§E 2005 4F
47 11 HAKRR, WaaRz 2.5.3. (7))

AR R (5 2 ARV ROV 4t (I 45 TAHRRER)
(74 7= F§E:20054E4 H 11 HAGE, HIREEREE
2.7.6. (2). FHAMEE)

Herbrecht R, et al. :N Engl J] Med. 2002: 347 (6) : 408-415
AL BFH DLV YL T 2~V IV ZFEIHT B AR
PR O &tk Gl MAHRER) (74 7 = > F§e @ 2005 4F
47 11 HAKRR, WagarzE 2.7.6. (2))

T ANV FN AFE BT BHEME (747 =~ FiE : 2005
E4F 11 HARE, HEaris 2.5.4. (2))

Perfect JR, et al. : Clin Infect Dis. 2003:36 (9) : 1122-1131
(R RV BRI L SX 3 B AR R OV & (Hgd ko T A #ER)
(74 7 x> F§E 12005 4F 4 H 11 AR, G EREs
2.7.6. (2)

h YV TRECBIBAME (74722 N 200544 A
11 HAKRR, W arZ 2.5.4. (2))

JEF P ERIRA B H O H v Y FIMIE DRI BT B ke
GAVE MARER) (74 7 =~ FEE 2005 4E 4 7 11 HAK
A HEEEMEE 2.7.6. (2)

PR IR Al (HSCT) BEICBU 5 28R kg
JE (IFD) O—®kFPiaREE Gyl MARE) (74722 F
$t 02015 4 8 H 24 HAKFR. HGHERMZE 2.7.3.1. 2.7.6.2)
IR RE R (SCT) B2 BT 2 43 MV B & geiE (IFD)
DWW TPIRER (b WHRE) (74 7 =~ F§E : 2015
48 A 24 HIKGE. WREEFMRZ 2.7.6.3)

TERBER (ot in vitro iB%) (74 7 = & FE © 2005 4E 4
H 11 HARRR, HGHEREZ 2.6.2.2 (1))

in vitro \2 BV A PEE Y (A in vitro i B (74 7 =
v F§E 20054 4 A 11 HAKGR, WREERE 2.6.2.2 (1))
FIEIEWENLE Y MBI ST ANV E ) A4 G RY
5 B E (AY in vivo ikBR) (74 7 x> i :
2005 44 A 11 HAKGE, Wagae22.6.2.2. (2))
SIZIIHIE IV E Y MTBUIT D7 AV F)U R 4 B ke 15t
5 RGN R AV in vivo i kBR) (74 7 =¥ R :
20054 4 A 11 HAGR, HREEFME 2.6.2.2. (2))
FIEIHE LT Y MBS T ANV ) ARG 03
B IRGBE NS GiEdh in vivoilBR) (74 7 = > F§E : 2005
E4 11 HAGE. HEEERIEE 2.6.2.2. (2)

SEPEIEH EVE Y MIBIT % Candida 25 B AT 5 K
ReBhtERh AR (Y in vivo ilBR) (74 7 = & F§E 2005 4F
4 11 HAKR. Waiarimz 2.6.2.2. (2)
SIEIIHIE IV E v MIBUF S Candida 42 5 IEG x5 % &
BeBitsh R (st in vivo kB (74 7 =~ F§E 1 2005 4F
47 11 HAKGR, Waarz 2.6.2.2. (2)

TS K OSSRl E V£ v M 2B 5 Candida non-
albicans 4= B AR5 2 RGBSR GEdY in vivo iER)
(74 7 x> F§E 20054 4 H 11 HAKE, s EREs
2.6.2.2. (2))

TP TV E v MIBIT S Cryptococcus MG 233 %
IRYBE RN GlEdh in vivoilBR) (74 7 = ¥ F§eE : 2005
4R 11 HAKGE, WEEERIEE 2.6.2.2. (2))

FIEIEH EIVE Y MBS Cryptococcus JH P AL 1)
5 RGBSV in vivo 3XBR) (74 7 x> e :
200544 A 11 HAKGE, WaFaR#2.6.2.2. (2))
RIEEHEIVEY MIBITAE AT FARY 7 A5 RYIC
3 B G BHRNE GiEdy in vivoilR) (74 7 =~ N
2005 4E 4 B 11 B, WiFERH®E 2.6.2.2. (2))
FHEMHENLVEY MZBIF S A7 FARY 7 A5 &Y
5 B RGBSR GEYY in vivoiER) (74 7= > FE:
2005 44 A 11 HAKGE, WaEae22.6.2.2. (2))

24. XBFEKRERVEVEDESE
e AL SCikRE R B L
T 336-8666 S\ /- iHIXEF L THILH L 5
#ah 0120-989-813
FAX 048-838-2121
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26.1 BGEMRTTTT
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