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e N A S
(CYP3A4) # [
L7299,

T EINL

AHlE DRI &
N, IVT7ENLD
AUC E#mL ., i
RO B 2 R T
FE L7219,

KENEY 7 EI A
o X B OB %
( CYP3A4 K U°
CYP2C19) # (=
ZQJO

IV E T L

KHFEDPEAIC X
N, SVEFLD
Cﬂ’]aX cj: 12 1% N
AUC 1 1.5 f&588m
[/7):17)0

KFNL VIV EF A
o & # W &
( CYP3A4 K O
CYP2C9) % HE 5
ZJO

_ KHEEDHFRHIZL|ARFIZTINS D
k= # 7 -
ggg%%”i**n\:n%@%mmﬁu@4&%@%?
ﬁw?&=F I F 3 AS S N 5| (CYP2C9) % FHE 5

h LBENDED 5L, %o
EryhT7hhaaf RKAEDPERIC | ARZTI NS ¥
FRPEMEEGSE |, ShS50EMD|F o & 3 B £

VrryAFr (Mg ing | (CYP3A4) # FHE
VT IRAF Y | ABENWD DL, T b

KFEDHFIFIZ X AFIT NS D3

PSS NV AF YO Cuax B © K B &

H730.7%. AUC 25| (CYP3A4) # %
47 2%¥EIM L 720 |3 5o

KHIE ORI K| ERKFIEZ S 03

© e D, FFTaFH o K B B E

ARvIFY D Coax & AUC #%|(CYP3A4) % A5
BN 7219, T 5o

KHIE ORI K| RKFIETZ NS 03

Jrv sy N, 7z =)VoHE o X @ B &

AUC 25 8 L
f:lg)o

(CYP3A4)
T3,

= MHE

A1 77097y, Y
ra7 )7

AH L OB I L
h. b D%
D Cmax & AUC A%
B 7220,

AFNT NS
Hoo R B &
(CYP2C9) % [
o

A 1 -3
JINVITF AT
Ve ILF IR
NF T

JINWVIFATar -
IFZNVIZAT
VF—=IEDHH
12 &0 AHID Crax
X 14% . AUC &
46%¥E M L 72

AHE L OB X
H, TF VLA
7 f/ j_ _ )1/0) Cmax
X 36% . AUC &
61%¥EmL. /v
F AT 1 YD Crmax
X 15% . AUC &
53%IE M L 726

D DEHANIA
oo A R
(CYP2C19) % FHE
T 5

AFNE S D3
H oo R B &R
(CYP3A4) # [l
T 5




A% BRIEIR - HEE | B - fabN T 1.1.15 BHEE 0.1%7) _
D.UFLTT O O K B %R Do
MR IED S| (CYPBA) BMgy| 111018 EAVTAME (1.0%)
BBEZNED Do B [8.1 ZH] e
R A ZIK%U k O),B\?)EH ﬁ§ﬂ‘ (_:E . %}ﬁgﬁ%ﬂi1ﬁﬂqﬁi?ﬁﬁﬁﬂﬂ@#n%k%’)V‘Tl/‘z)o
IE YA A (s 11.2 Z DOEHER
IRBEIZ R L. 5%LL | 1~5%Fdim | 1% | SHEA
LIS TY 47 o 9 5K i ZifL, 1) >~
7 kO % e fiE LI 53t
T2k, RS W HE
LA VIR R iR, 32 Tl .
vy kORI XY id, BRIOA S e il Tay
A3 bFYY, KO AUC IF|BER (CYP3A4) % ‘ 8 3 8 T
v w7 (St. John's|59%iA L7222, AR|FHES 5, H - ki Hg @ﬁ%
Wort, &> b - ¥ a &5 H Xt 13 s Ve AR
—YX-J—MN &y F rFY VG
A b ADH A58 AT
SO it BT B4, H
L. F—— N LW
a AR, HUIR
1. BElIYERE I % AE MK
KOBWER D S 5bd I EWNHDLOT, BIEEE 145117 T
L SR AT O NTHE LB E IR 5 % Y R AL =B ) o B R %5. #
H%%;%H%m %ﬁwxﬁ@ A i ML, B
: B FhREED % R B g, fi
"M Yavy EEARY). P7F7147%2— CHERH) " L %giﬁ\ BB, {?ma
11.1.2 hEMREIEFEBAIE (Toxic Epidermal Necrolysis : HE B 7 B R
TEN) CHEARY). KEHERIEMRS (Stevens-Johnson REDIR
FEREE) CHERH). WAL (HEARH) e . A
BESFORERD D & DI &1 355 Rk L e 2L " & 9L 9
W2 2o MR . A
11.1.3 FFEE (5.0%) el
LIS (k. #5, FFRL. SRS 2555 b W, AL
;gjazm%n\ T LMEENTNDE,[1.2, 8.2 & M. R
S I
11.1.4 OEE QT ES CAERY) . LEHEA (1.0%). LF g
ME CEEAY) . RER EEARY). 2R2EEIOv Y N
@fig®ﬁﬁ i . %, W
LEK QT + LEEHHT (torsade de pointes & & dr) . o0 TR ——
S, TR, bR 0 0 7. DB, A WL LS W e
1 g E IS A S - S 5 = Iy
E?ﬂy*lly;ﬂﬁ‘ &EHJKTJ‘%) ﬁ)%bﬂ%} — tﬁ %%}O [83\ 912 i% %Hﬂ\ ﬁf%\ H%%\ —lg_kl:r;\:]
11'."1\.5 DARE (3.0%) T Qjﬂé j\i ﬁﬁ;
RS BT 2 B AT & LA B R A L TR W B GF
GEIEE S C b o B R W, BR%
1.1.6 BEE (1.0%) g,;;if
WS (GEEREE, BA, BIRMEEES) 15 Dg%ﬁ%
PILD DD, (8.1 B IR
1.1.7 FRIRBEETERE (A )) S
11.1.8 £5> - NL—FERE (GHEAH) i
11.1.9 MEREE (2.0%) %, AR%
BB, PLILERR A, TRAR BV, SRR S5 I W )
PEME PR FE SO B 4 MR ED D 5 bND 2 LD b, Ji Mo e i AL SIS /
(8.1 BH] 4 G REE JHE, RIE. A ¥
11.1.10 BEMABRR CRERH) O IR T L IERR, TN I
BIEERBESEOBE 2 KBELH SbNLI EHH LD BREE A T T EdE
T, JEE. THIAD &b NB A IS 2RIk L, EY% B SR
WBEITS L 1%
1111 & GHEARN) - fEgE 5, JH
RS OIS D B 5 DD = & Db Do RIS fifE . BT
nJ%Z%ﬂ%ﬂﬁﬁ(ﬁEﬁ%) s Tk
B, B, CK ER. mMARORHTI+ 7oy LR R ———
EAFBL L T B BRI 55 & D IS & & 75 s e S 5
11.1.13 BEEMR (0.2%%) el T S - -
Wik, IR, SE. MO RE (5% SHR0 LR fea g oo |FERONR RS S B Y @ T L 27
P AT, SR A I X A BOEE CT. i~ — % — % e 7T AAIE |\ E VL
OBAEE IR L, AR OG22 & & b2, BIERE ML
FVE L HIOEGEOMY R E LT 2 &, RO s, (s s |EE%
11.1.14 KII¥E GEEEA) AR e
T LML &b IS 2 EHd B, fi




5%LLE | 1~B%Ai | 19%Ad | HHEAH]
SF e AL BB\ RAETE = 2 (SR, R
fE L ML a8 F— T I RE
FEITEO F iy B 5k T
VL BRE R L R
AR R B OREI R, EAR
BLOEIR, EA N N
2R A A B
R, HLEF
R
ANRAE EE IR NN N VIR N
o KJH SR, b
KI5
B R % MR, 7V
[ 2 TIVIR
I, A W 1L
W e
B I8 W2 B | BRI [ZNTTRE N
W5 RLBE, S RUNITR 2N
B AL Rz, BiE
PEL FEE HiE B
EREM, BERE 95 4
¢ SR BE.
S R, %iF- T
I Z 9 FEIE JilIRERE N
IR N3 | BT 7
%I ~ F=7
AL ABYER
V7 40)
HiE
AL I 1
J— 2 IR
I %%, Wk
) NE Y
ALT 3§, |rf e ) V| BUN H#h1
AST B, € > 8.
ALP 301, | 7 v v
y-GTP |7 A3,
B4hn iz L7
F = v b
. LDH #
fns I
URRVENNR )
AL
DNR/AVAS!
R AR A AL IR
T Itk
A, 747
J D%
1~ — B
i
FDP #01.
By 39—
VM. 5F
ik B 8 m
I/ B %
A

FEBUBA T |3 FEAE S B 3 14 T R S E D KRR R ) [ PN AR
HERDOKGHRIZE DOV TN D,
a @ SEBUHE S B O RISV T WD,

b:[1.3. 8.5 ]

14. BHEDEE
14.1 EFZAEFOXE
PTP A OFFILIPTP ¥ — F LW L CIRET 2 &
IFREFT LT L, PTP ¥ — bOBRAKIZ L) . TS MAEA
FOBEREAFIA L, I ZEILE B S L CHERA RSO EE
LEPHEZ P T A2 DD S,

15. ZOMOEE

15.1 BRERERICE D158

15.1.1 SAEIANBRE 2BV, R 25V — Vo msErigeEs &
JIF RS R A A0 528 F8 BLE O NS R T A9 12 25 7 B L A5 7R
B HNTz0 HARMEHEB A BV CIE. IFHERER =584 L
TIEBIT. Ao, MEEHREEASHIE S LT 72 ER] O AE
EE NS 7EIZVTRD 4. 5ug/mL U ETHo 720 T2
| PSR 3Bl A M e OV VRS IE U7z 3% G- o R
Wz, BLZE LTI 7 M EEA 4.5 g/mL P Lo
WA BB L TR GEAHET AMhiEEE=s ) 7
G L7z ENAOBRRRER T — & 5 6 (X et A
FEE OB A VS 5 SR REOBIEIZRO SN Tni
W, [7.4, 8.7 ]

15.1.2 Wit 2 WL DR E x5 & L7zt o fig
FRIC BT, AFIEE B TR B R ERREOZREY 2
ZINT = )V ARPTE W IR RS & R L CAEEICE L
(INF— K0 2.39. 95%(EHEXRT 1.31-4.37). T O5EY
A 713180 Hx Bz 2 BB EZEORETEWY (N — KL
3.52. 95%IEHEIX 1.59-7.79) & DEDH B2,

15.1.3 RE G512, BIE R LR B O B A iE A3 584
L7z OiEDRH b, Tz, AHEMHG P2, SbEmE:
S % 3B L T\ % B T RS R B K OV S
WL L7z OWMEDH 5, [8.6 ]

16. FEHYEYRE

16.1 MAEE

16.1.1 BEZE
AARNERERAFE (FHE6H) (2. K3+ /=)
100, 200, 300 J% 0F 400mg % Z2fiE e (C Il RE 1% 5 L 72 &
& ORI E IR L CIEE L. AUC K U Cmax
W HEH U CIREIE B & % L7220

B Cmax Tmax AUC Tz
(mg) (ug/mL) (hr) (ug-hr/mL) (hr)
100 0.39 (54) |1.2 (33) 1.82 (101) 4.8 (42)
200 0.91 (41) |1.6 (44) 5.12 (70) 6.1 (41)
300 1.80 (8) 1.3 (23) 11.58 (41) 6.8 (31)
400 2.88 (26) 2.0 (0) 31.01 (62) 11.9 (51)

FHE 6. FIfE (%CV)

16.1.2 R1EHSE

(1) EERA
R aFvy— )ik, FIZCYPLIY LY RFpSNnD,
CYP2CL9 I BIZFZ DS 5720, BIZTFDI AT
12X DRy (EM : Extensive Metabolizer). =XKW
(HEM : Heterozygous Extensive Metabolizer) & UM\
(PM : Poor Metabolizer) BEsRGTEL A 3 2 BEE 12551 C
ﬁ@*ﬁ‘bf:o
HARNEFER AR, KY) a3+ —)v 1 [ 200mg = 1 H
2 W AER S (A S - ¥IH I 1 [ 400mg % 1 H 2
) L7z&ZA, EMEOHEM T2HH, PM T3 HHIZ
I FITERIREIEL 25,

#4597 HH OIEWERE ST A — 4

CYP2C19 Bl Cmax AUC. Tmax Tz

TR (ug/mL)| (ug - hr/mL) (hr) (hr)
EM 5 12.15 (30)| 12.02 (45) 1.4 (39) | 6.1 (15)
HEM 5 13.36 (24)| 20.01 (37) 1.6 (68) | 6.1 (14)
PM 10 |6.87 (14)| 65.05 (17) 1.6 (47) 19.0 (12)

FIME (%CV)

(2) hNRBE
HARMNNESRE 3~14m. 1861) 12Ky a2+ —)v 11
8mg/kg % 1 H 21 (Bfrfk5 : WHIZ 1A 9mg/kg % 1 H
2| 7 HMERWNSES L7z, K940y 7&LC1H
9mg/kg % 1 H 2 [0 7 HI AR OG- L7z & & Ok
L0 Cmax KON AUC. OMTEMHE () Z2h2h
7.22 (2.03~18.3) wg/mL K% 1r45.8 (10.0~156) ug -
hr/mL Td - 722, [7.2 ]



CYP2C19 Bl Cmax AUC- Tmax
B A Al (ug/mL) ¥ | (ug-hr/mL) @ (hr) »
5.49 312 1.5
EM 6 | 2.03-11.0) | (10.0-80.8) |(0.95-3.8)
7.66 49.3 1.1
HEM 100 (4 45-18.3) | (14.5-156) | (0.92-2.2)
123 99.1 1.0
PM 2 (16 13.00 | (8.0, 17) | (0.95 1.1)
A 7.2 158 1.0
s wl
=118 5035183 | (10.0-156) | (0.92-3.8)

a A (FER) UMM (E 4 off) TRL7.

b dgLiE (HiFR) gl (fl « of) TR L7z,

12 B DL L 15 Bk TRTE 50kg DLED/NE 1B IE, BN & [EARIC R
Jat = v 1 dmg/kg % 1 H 21 (A5 - gHIZ 1 H
6mg/kg % 1 H 2 1) 7 HHEIRANES L2k, 11 200mg # 1 H 2
A 7 H B SAERERS L7z,

CYP2C19 #ifn Tz, LFO#METR L) FUS N EBRETH 5,
EM : CYP2C19 *1/%1 ix CYP2C19 *1/*17

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

PM : CYP2C19 *2/*2, CYP2C19 *2/*3 X1 CYP2C19 *3/*3

16.1.3 £MFIEEFEHER

R 3+ =V 200mg[ 7 A V] &7 A 7 2 v FiE 200mg
. 7URF—N=JFlcL ) EnENLEE (R) 3+ —)
& LT 200mg) flHe A+ (FFCHEERTH S CYP2C19
DDA HEER S (PM : Poor Metabolizer) # <) 12
B IR T4 5 L C IS R LARIRE 2 E L, 5o
T3 ERE S5 A — % (AUC. Cmax) (22T 90%EHHEHX
M CREHRIT 2 1T o 720 ZOfES:. AUC & log (0.80)
~ log (1.25) OFHNTH Y, Cmax IV TITHE ST
A =5 ORI O FIHHEDED log (0.90) ~ log (1.11)
T, 0, BB CTHET 2 37X COLM CrEtZSEihE
PLLTW2Z &S, WHEOAEYFESEMEIHER I N

722,

Y BRE ST A — 5 (YRS

HEINT A —F BHEINT A —F
AUC (0-30) Cmax Tmax T2
(ug-hr/mL) | (ug/mL) (hr) (hr)
Ky arv—i
4 200mg [7 4| 5.57+1.98 | 131048 | 60% | 6:27*
0.98 0.92
Wl
TA T NEE 1.49+ | 6.11=
200mg 5.52+1.86 1.33+0.39 0.91 119
(Mean*S.D., n = 23)
(11g/mL)
1.6

—eo— R aF —)L§E200mg [ 7 A )L |
--O-- A 7 x> REE200mg
Mean=+S.D., n=23

1.4
1.2

BEFCSNXETERE

H
[fi
() i

0 3

30 (K#fi)

12
15 5
I R R AR (RS TR S 0)
M RENE O AUC, Cmax 0785 2 — & 13, W
OFIR, REOTRIA L - RS OMBREMIc L > TRE S
RN D 5o
16.2 TRIN
16.2.1 N FTXASEYF 4
RE2L—var7ryr—<axir7414 7 A5, HRA
T E N BT A EBEEANBEOR) a5 — oA
FTNRATEY T 4 1% 96% & HEE SN 7z. EPIER S A
RERCBIF D EEDONAFTNALFEY T 11%, 1F1F 100%
VCAJ?) > 7’:28).29) °
16.2.2 BEDOHE
TEEER AR (37 61) 2B VT, SIENE (¥ 1000kcal)
W o7 EHICRY) 25— )L 200mg 2 1 H 2 [\ 7 HHK

24

FRIOG L2 &, EWIREICBIT A Cmax KUV AUC T
X2 EEE G- L e L, L EIN 34% M N 24% 1R T L 72,
Tmax (TEFICLY) 1.4 BELEELEL 7230 JEAT— %),
16.3 9%

REFEWR A DR 35— VOEFIRIEIC BT 2 5 A R IE
4.6L/kg LHEESND (ARARLOCHEANT—%),
16.3.1 AT

R aFy— 5% 1~10 B oImigEds R a4 — v
EEECR T AR ) R — VB 0.22~1.0
(P 0.46) THho7230 FHEIAT— %),

16.3.2 ZEAKEAE

R aF =)o MISEEHICT 46 %IE, 58% TdH
o) 71’32) o
16.4 X3

In vitro BRI B W T, KY 3+ v —)id CYP2CI9,
CYP2CO K 1F CYP3A4 12 X o TIEF SN B, REH O
I N-FF 2 FTHH23, (8.9, 10. ]
16.5 Hktt

R aF =i, REHIC X DL L, EERS-% 96
%i?tﬁ¢t%§%%kLT&%%@Z%%%WW%%
nn3
16.6 FENER2ETH8E
16.6.1 FFHEEEDIKT L - 15E

TR AR Y a9 —)u 118 200mg % 1 H 2 18 (EfiH
518 400mg % 1 H 2 ) K OV EEE O PR T &
(Child-Pugh 73#8 2 5 A B) 24K 1) 2+ — ) 1 [ 100mg
Z1H20E (A5 1E200meg 2 1 H 2E) AERHE
H L 7:8 E0BEES %D AUC, 3WEETR L TH - 72,
COLEMEERRY a5 — VIR, BERA TS 2
HEIZIZIEIZEEIRREIZE L2225, PR T 5 Tk
6 HHE TERWRBICEL 20 o723 MEAF—%),
(7.4, 9.3.2 ]
16.6.2 BHEEDIKT L - 5%E

(1) PHEEOBHEREETEREE (VLT7F=2IUF7F2230
~50mL/min)

A1) a+v— 1A 3mgke # 1 H 20 (BAffkS 1A
6mg/kg % 1 H 210) 7 HMKAEHRNES Lz& &, B
REASIEH 7 BB & e~ AUC J2 OF Cmax |2 A 7213300
SNarorz® (BEATF—%),

(2) MEBERT

4 B OIHHENT I & D MAEfR R Y 3 - — v 8%H3kZ:
sz FHEAT—4),
16.8 Z D1t

A3+ —EES0meg [7 AN] KROKRY) 3+ — i
100mg [ 7 AV ] 122V, [EEA R LR EREA O
YR SRR T A R4 > CPIf 2442 H 29 0 3
A 0229 45 10 &) JIc 20 & K a4V — L §E 200mg
[7 AV ZiEEsiz L |72 &, iHZSE) A E L Ll &
N, AR RS L e 723D,

17. BEERRIE
17.1 B RORLMHICEI T 2 38R
(EEX B AMERBREIE)
17.1.1 EREMxE (1501001 H5R)
TRIEVEEHE & I S 7 B ORI E RIE 2V < 5t
ONTBEFRE L, 100 6 GREOED: 61 #1, HEkE
186, A A v F#E 21 ) 12K aF = vaeikh Lz,
IR gad, G ICEMHEE LT 300mg % 1
H 21 (KE 40kg RiO¥A1E 150mg 2 1 H 2 1), ZD
BITHERRHE & LT 200mg % 1 H 2 8] (AT 40kg Rii 0
A3 100mg % 1 H 2 [) O35 Lz, 72720, &5
SHHOMmMEERRY) a5/ — VigED 2 5ug/mL U Eo &
E, HK5EG 5 HHUKEE 150mg & 1 H 2 BRI 5~
()‘:’2% [/7:0
FHERE O A, EELBEREO A, 59 HIZAR
=& L Cbmgkg % 1 H2M, ZoRIGHFHEE LT
4mg/kg % 1 H 2 BEHIRAE G- L7z, 72720, %5563 H
HoMAgEhARY) a2+ — ViEE» 2 5ug/mL U oL &
3. ¥ 5-FE 5 H HUME 3me/kg 7 1 H 2 FEIRNIES-12
W L7z, WELEEEDSOEE I, 5 H A HE
ELT6mgkgx 1 H2ME, 2OHEMEHENREE LT
3mg/kg = 1 A 2 BIFHIRMEES L7z SEEE% 3 04T

-



o 7otk BREER RIS & ) LR DT RE & HIl & 7z B
FHIZBWTREREANOY Y EX (A1 v FHR) &k
&L, #5953 0 HOMBEFIREA 2.5 u g/mL Kilid &
&13200mg % 1 H 2 1.2.5u g/mL Pl Lo & 213 150mg %
1 H 2 [#E55- L 72,

P GHCT I (e R G-I 12 81H) OREEAERHRIL.,
DTFo@Ey) Thoiz,
WA e BRI/ fE B
# Y S 1/2
N VY YIE 5/5
hY g h Y ISR 4/4
REZ Wi v Y S 1/1
/NET 11712 (91.7%)
FRHEVERR 7 A~V L 2 fE 10/16
7 AL A | TBYEEFEVERL T A~V FOV ASE 3/5
& 7 AL FO—< 14/18
NET 27/39 (69.2%)
) 707 N3y z AR 1/1
i%ﬂlwﬂmauv"mmmﬁ 7T
NEE 8/8 (100%)
S Y AR i%§ﬁ7ﬁuﬁef77:@%ﬁ 0/1
NET 0/1
&t 46/60 (76.7%)

BIVE R SEBIER I, #SAEBT 100 B 78 B (78.0%) Td - 720
FREERIE, 20 (25.0%) . BEEEE (24.0%). HFHEGE
MRATERE (13.0%). O (8.0%). M (8.0%). HEJH
(8.0%) . BELEE (7.0%). IFEEE (6.0%). XJE (6.0%).
T (5.0%) HETH 723939
17.1.2 S EHE MEHER (150-307/602 5HER)

BN S CANEEYET ARV AEDOBE Z SRS L.,
R)aFy— VG ETLAFRT) VY BERSGHEOER
P e R OREM 2 B L7z R o+ — ViS5 T
& 196 B2 Al 5 24 B B HE & L C 6mg/kg &
12 R 2212, IR dmg/kg % 12 KRR O & 1B IR %5
U720 BAAEMEIZHED GRS 572613 3me/kg % 12 FFfH
TEANOWREWREE Lze ETOWERE I LT A%l
EL T HMOBRWES 2 HEREL, EAEEIRAT
3mg/kg/hr & L7zo KR a2 — VoA OB
2 200mg % 1 H 2 & L, #&0O0%5 3 0 H D ICERRRD %
DAY E13.300mg # 1 H 20 F TOHEZaHL L
720 AHEMEICHEDNRD 5N724613 50mg = 1 H 2 [HE
LR ZITV, 200mg 2 1 H 2 F CoOEZREE L
720 AT 40kg KHOWERZ 2BV TIE, B aFVy—ro
RS EsPEE L

PG THE (o35 16 ) OfREREAE D=L,
UTFo#Ey) Thoi,
[ PEL H N/ i)
7 AL F ) A |RIELERTT7 A OV FOV 2 77/144
& /R 77/144 (53.5%)
Gt 77/144 (53.5%)

BIVEFSSHIERIE 196 Bl 128 191 (65.3%) Td o720 L72El
TERE, BEEE (28.1%). WA (7.1%). 7% (6.6%)
/@37—)0 f:4())‘41) °
17.1.3 SEFE MEHER (150-309/604 FXER)
[ENBER 23 L CRIeE A9 A2 3H 050 e g 3R
PEERAE |, T [AGEEIEDSBREA T 5 UI A O RS
MO T & R WA IR EEAE ] LSS
B RGIZ, 372 BN ) 3 — v & ERIRN S SR
®H- L7,
RN G- 08612 B5 I HICAm AR L LT bmg/kg %
12 L1285 L. 2o®IMEREHE S LT 4mg/kg %
2B 1% e s SHMES Lz, HEAEEILD
3mg/kg/hr & L7z, FOHKGO%E 1L, 50 H &M H
wme L T400mg % 1 H 205 L. ZoRISMEEH= L L
T200mg % 1 H 2 %5 L7z,

BERTE (RARSHM 16 8H) OBEMEEDEI.
UTomhThol,
Wit BB BN /A B
H Y ME 11/21
T Y)E Y VR 23/38
NEt 34/59 (57.6%)
7 AL E ) A | BRI T A~V F )V A 40/86
= /NEF 40/86 (46.5%)
773y 7 AR 1/4
sV 7 hav 71)7°1~?~17’7\11‘11J1E<E7’)7°1~ 12
A& 3y 7 ARER O
/NEt 2/6 (33.3%)
7 v AR 1/2
T AR B S 1/1
7)) 7 AR %% 2/4
VADR/FN: Hﬂﬁh")ﬁAﬁtﬂ%'JﬁAFiT 0/1
JELLAE D BEFE
FOMD 7)) T LIE 1/3
/NEE 5/11 (45.5%)
A B AR 7 KRG 0/3
fili 2 K AR 7 L 9E 1/2
A K AR w7 LR T IEGE 2/2
A FAE) W 3’7Fx£l)ﬁAHQ&E@%ﬁ§x7 o1
PN RARY 7 2B T IEGE O PE 5
A FARY) 7 A E 0/1
FEOMD A N AR 7 LE 0/1
/NEE 3/10 (30.0%)
it 84/172 (48.8%)

BIVETZE 35 1% 372 flrp 215 61 (57.8%) TdH - 720 F72HEl

TERE. BRERE (22.8%). %% (7.5%). WEA (6.5%)
ThHo 7-42)43) o

17.1.4 S EFE THExER (150-608 KER)
JEUFRERIR A O 7 v Y FIEEH 2 X RIC, R) aF =)
OFGER Ve s, TARTY) Y Bofbiiic 7
OF =V EEG L ORI R O et L 72,
L L BRI 3 HBIEEIRNE G- 217\, ZO%IERO
B~ )Rz 2 TREL L7,
R 3+ — VG EETIE 272 BRI O 24 BRI BT
m & LT 6mg/kg & URIEHEFEFHE & LT 3mg/kg 21
FNA2 B L ICEIRAES L. F72. MHEAER
dmg/kg % 12 L F TR TX 52 L & L7z, it
AR IL 3mg/kg/hr & L 726
R 3 F = VRGO ) B 2 13, 200mg % 1 H 2
i (fkH 40kg A OB A 1L 100meg % 1 H 2 [[) THIMG L.
300mg % 1 H 218 (fKE 40kg A D413 150mg % 1 H
20) FCHIEWREE L7,
YT R AR S-HIEIE Y » 2 7 IE O 1% 8 )
DA FRANZRIIL T OMY THh o572,

3

WifE L AR5/ Bl
R # v Y YL 162/248
T YE =
INEF 162/248 (65.3%)
&5t 162/248 (65.3%)

BIVER S8 272 Bk 97 B (35.7%) Tdh o720 FkHE]
PERE ALP #0 (0.7%) . 17) 7 A 0ffE (0.7%) Td -
f:44) 5

CEMEMBEHEERE ICH T 2 FEHERED T

17.1.5 B E THERR (FEALIFEFRIIITEHILERHR)
(A1501073 =E8)
W56 » A IR EERGGE DO FEA 2\ 12 5 Lo
s IMERMIR AL B S 2 R R & LT Btk 180 H o EH ke
FHOEIIZOWTER) T F =V NFaFy— %
L7z, KVaFy—ViEA b3+ —)vx 2 HIH
RN S L. EORITREORS IO ) F 7o R)a)-
—VEEGHETIE 234 B, IO 24 BRI BT R & LT



6mg/kg . DBIZHMFEHE L LC4mg/kg & TN E 12
BR S ECEIRANAR S L7z RIS h) B 2B,
200mg % 1 H 2 [l ({KHE 40kg Kim D& 13 100mg % 1 H
2| ¥5L7,

A bTary— VG ETIE 256, BmHREE LT
200mg % 1 H 2 RIS L. BOFGAT D B2 %
200mg % 1 H 2 \%5 L 72,

Atk 180 HiZ BT A EREA T Oz, LT 0@ )
‘/C‘\ﬁ)’)f:o

Fhi Ry
MM [95% fRHEXE] )
KU aF I — VB |4 5 aF s — LB H7 [95% 1 il
48.9% 33.5%
(109/223) (80/239) 16.3 [7.6,25.0] %

a: BAlfs 180 HRETIC BT, IFOIEHE % 3 Ciii 7z L 72 4B o
FEIPES
CHEFLTWDLZE,
- BRI AE OWEE S WU FRRZ I 2 2 L
- BAEFL 100 HH F CTIORBREDY 86 H UL LR G- EhTnwb 2 &
b AR (B BEREEER LIS S SRR L) SO, R
F— AR MR GEE DI & . AEE k) %8
& L7z Fleiss #
R aF = VRGBT 5 RIS E I 233 6
12361 (52.8%) THo7zo ELBEIMEMAIE. Bl (7.7%) .
FHEME (7.3%). \OEE (6.0%) & OIFREGEMRE RS
(5.2%) T o 724946
17.1.6 B E N HEHREBR GEEHRIEXFBHER) (A1501038 i
B&)
W2 12 7 ARNICERESEEEIEDOEFEOH 5 18 WLl L
O FE MBS R 2 0h 5 & LT, R R E W K O —
KFHOTDIZE) aF ) — V%5 L7, 45 Bl Bk
HELTI2HM T L2 6me/kg % 2 AF%5 L. #Erdks &
LC 12 B Z & 12 dmg/kg & BHIRINIERS- L 720 #RL1H% 512
Y0z t51%, BifHeS- & LT I2 KM 212 400mg % 2 [
5 (fRE 40kg Kl D413 12 B 2 & 12 200mg % 2 [
¥5) L. MRS & LT 12 BRI 28 12 200me (fRTE 40kg
FOB AL 12 B 22 12 100mg) %5 L 720 % 5-BlG
12 7 A% & CIR VLB R RGE % 38 L 72 0B o8l 4
1310.7% (3/28 Bl) T -7z, BIEHZEHEFIZ 45 6 26
B (57.8%) THorzo EHEWEHIE. M (8.9%). %)
" (6.7%) RO (6.7%) T o 7294D

18. EEhEIF

18.1 1EARF
T = VRTERHE T, BERMBEO L5 CTh STV T A
TH—=I)VOERE & BE LR & B 2 25, (EHET LT
JAF A=)V Clds A FIMVLEZORETH LY |

18.2 MEEEHA

18.2.1 K aF v —=id, h oIV %E. TARIVENAE,
gV hay 7 Xg, 7V LERTAT FAKRY) 7 L)E
2R L in vitro THLEREIEEEZ R L7729

18.2.2 K a2 F vV —ld, TAVEN ZABIH L CTHREE
HERLZY

18.2.3 SR IEH L O RIEHHIEVE Y N OFEBRNH VD5
SE. 2D T N3y 7 ASE, TARNVENAFER A R AR
)7 AENSRE L Cm BB IR R & R L 725059

19. B2 ICEEd 2B LZHHER

—fi &
A1) 3+ —) (Voriconazole)

1tZ4#
(2R3S) -2- (24-Difluorophenyl) -3- (5-
fluoropyrimidin-4-y1) -1- (1/-124-triazol-1-yl) butan-2-
ol

SFR
Ci6H14F3Ns0

SFE
349.31

iR 7N
HEOMSEOMETH D,
AY =), TEFMZPMYNWIZEHETFRTL, =¥ /=)L
(99.5) IZRREITRT L KITED THEIFIZ v

o
-~

Imol/L 3R 5o
BESEE (o) Pses 1 —374~—404°  (BikWicsm L7z o
50mg. A% /—)V, 25mL. 100mm).

BER

: 3 N/N\>
S ToH gN
<E \/FF
F
22, ‘@
(Ka+vJ—JLgE 50mg [7 XIV])
50 ¢ [10 8 (PTP) x5]
GEYary—IvggE 100mg [7 AIV])
50 ¢ [10 ¢ (PTP) x5]
(KYa+v—JLge 200mg [7 X JV])
50 ¢ [10 8 (PTP) x5]

23. EEXWK

1) AEsAEHEnRR 7 v MeRoOREREIE G
(A in vivo 3KER) (74 7 = > FEe/#3 1 2005 4F 4
H 11 HAZR, HiHERHEE 2.6.7.13)

2) AEFEAFERE IR - JRIEEEICE T AR
(BN in vivo i) (74 7 = » FEe/dHER @ 2005 4 4
H 11 HARR, HWREERHEZE 2.6.7.13)

3) EWEIREIZ KIET) 7 7 v ¥ v KU rifabutin O 552
(747 =¥ Fe/8ER 20054 4 A 11 HAKAGE, HGE
ERE 2.7.6 (2))

4) FEYPEIREIZ KT T rifabutin OFE (LS B RESER)
(74 7 x> FHE/FHEM £ 200545 4 B 11 HA&GE, 53
TR 2.7.6 (2)

5) EYBIREICKITT 7 7 L Yy ORE (/S EhRE
AER) (74 7 x> FHe/iEM 1 2005 44 A 11 HAKGE,
HA SRR E 2.7.6 (2)

6) EWEIREIZ RITT ) FF UL OFE (IR EhRESER)
(74 7 x> F§e/BEH £ 2005 4F 4 H 11 HA&ZE. H
BRE 2.7.6 (2))

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

8) HIV 7u7 7 —FYHEHRIZBIFLF b7 10— 24 P450 12
BA L -3 EAER 9V in vitroilB%) (74 7 = >
Nee/EHER - 2005 4E 4 H 11 HAGE, 52
2.6.5.15)

9) CYP3A4 I 2L —%—IZBITAF 7 1a—24 P450 12
BA L 7238 EAER 9V in vitroilB&) (74 7 = v
Nee/EHER - 2005 4E 4 H 11 HAGE, HiEE kg2
2.6.5.15)

10) Romero A]J, et al. : Clin Pharmacol Ther. 2002;71 (4) :
226-234

11) #2711 A AQOIEYEIREIZ KT8 eyl EhaEst
B (74 7 ¥ F§e/Fam - 2005 4F 4 H 11 HAGE.

HEREE 2.7.6 (2))

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

13) 4 A 7T = )V OSEYEREIC T TR (YR E)RE
AR (74 7 =¥ NEE/EFER 2005 45 4 H 11 HA&AGE.
HiEE R 2.7.6 (2)

14) FAMZATO Y, IFVTAIBITAHF b7 10— 24 P450
(2B L 7S A EAER (A n vitro 3% (774 7 =
v REE/EHER © 2005 4F 4 A 11 HAKGE. HREE R
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
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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) fiE B B AR OG- RO EIRE, AFOZ
BROEAM (EWNE THERER) (74 7 = > Fie/EE
JH 02005 4F 4 B 11 HAKGE, HEFEEEE 2.7.6 (2))

25) feE S B B HA R OB G- ) R OIS
B3y EhiE (EINE TARED) (74 7 = FE/dE
HI 12005 4E 4 A 11 HAKGE, HREERME 2.7.6 (2)

26) /NEEEIZBIFLEWERE (74 7 =~ F§E/fER/ N
T4y 7201449 H 26 HARR. HEEERHEE
2.7.2.3. 2.7.2.5)

27) FLERL - AR SRR [$E 200mg]

28) fEEMAICBIFARE 2L —Yar Ty —~<aF4rT 1
g A (TA 7z NEe/BEM 20054 4 A 11 0 AR,
HEERRE 2.7.2.3 (4))

29) EINETHREICBIT AR 2L —Yar7r—vaF
ATA A (TAT =y FEe/EEM 200644 A 11 H
FKFE. HAHEREE 2.7.2.3 (4))

30) HYBREICB L IZTTEFORE (71 7 = v Fi/fiE
HI 12005 4: 4 A 11 HAKGE, HREERME 2.7.6 (2)

31) Lutsar L et al. : Clin. Infect. Dis. 2003: 37 (5) : 728-732

32) Roffey SJ, et al. : Drug Metab Dispos. 2003 ; 31 (6) :
731-741

33) Hyland R, et al. : Drug Metab Dispos. 2003 ; 31 (5) :
540-547

34) HEEONFREERE 2 AT 28R E 12 BT A RER TR
GRS EhRE, el K OREM (RS shiEiis)
(74 7> FE/HEA 2005 4F 4 A 11 HAGE, HFE
EREE 2.7.6 (2))

35) EHEREREES BT 23 ERE. et R OEAE
FIERENRESER) (74 7 = > FEe/EHET 0 2005 4E 4 H
11 KRR, WEERE 2.7.6 (2))

36) EHEREIR TR ICB U 2EWBHE (74 7 = v FEe/fHE
H 12005474 A 11 HAGE, HEFERRZE 2.5.3 (7))

37) FLERL - RS REE (A Eh D)

38) RIEMEERE KT 3 2 ARIME R OVt (EINES TAHR
B (747 = FEe/EERM 2005 4F 4 A 11 HAKGE.
HRHBEREE 2.7.6 (2)

39) RIEVEFLRE ISR 3 2 BN TAHRRER (774 7 = > N/
FHE © 2005 4 4 H 11 HAGE, FFEAHLGE)

40) Herbrecht R, et al. : N. Engl. J. Med. 2002 : 347 (6) :
408-415

41) HMEES TAHSSER (150-307/602 3U%) (74 7 = >~ Fég/
HHEN 12005 4E 4 A 11 AR, Hi5EEIE 2.7.6 (2))

42) Perfect JR, et al. : Clin. Infect. Dis. 2003 ; 36 (9) :
1122-1131

43) AVEES AR (150-309/604 3U%) (74 7 = >~ Fée/
BN 2005 4FE 4 A 11 AR, Hi5EEIE 2.7.6 (2))

44) IR ERI A BE O B v D FIE DRI BT 5 HhiEt
B (VB THRER) (74 7 = > FHe/EHER 2005 48
4 F 11 HAGR, WEERIE 2.7.6 (2)

45) #EMEaBAEEE 2R L L PR C 33 L 72F)
e (GlEyVeEMARERER) (74 7 = > NE&/BHER/ K54
Ty 72015 4E 8 H 24 HAKRE. HEEERE
2.7.6.2. 2.7.6.3)

46) [FIFEE& MMM (HSCT) BEICBI A RIEVERE
GWiE (IFT) o— kPR (Rybe AR (74
Ty REE/EER/ PS4 ay 7 1 20154E8 H 24 H
K. WIREHRIRSL 2.7.6.2)

47) FfESABAL (SCT) BB 1) 513 kB R AE
(IFD) Ok TR (YL MAHREY) (74 722 F
$E/HER/ NS4y 7 1201545 8 H 24 HARGE., H
HERMREE 2.7.6.3)
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48) BT NCLIE HARSE R e . BIIE)E . 2021 5 C-5436

49) In vitro |2 B HPTERE G (WY in vitro 3ER) (74
7Y FEE/EER 2005 4 4 B 11 HARGR, HREE R
$26.2.2 (1)

50) FIZIEHENTE Y MIBIT DT ARV F )N AL H G2
X9 B AR RN R GiEdt in vivo 3R (74 72 KR
S /BT 12005 4E 4 B 11 HAAZE, HEFERHEEE 2.6.2.2
2))

51) RIEHIHIE N Ty MIBIT DT ARV F )N AL H G2
X9 B AR RN R GiEdY in vivo 3R (74 72 KR
S /BT 12005 4E 4 B 11 HAAZE, HEFERHEEE 2.6.2.2
2))

52) RIEEIHIE LTy MIBIT DT AV F N ARG k)
B B R R (HEdt in vivo 3ER) (74 7 F§E/
FAEA 2005 4F 4 H 11 HKGRE. HREERMEZE 2.6.2.2
2))

53) HIEIEH TN Ty MIBIF S Candida & HEG T 5
YL GYY in vivo 3ER) (74 7 = Ne/EHE
J 2005 4F 4 A 11 HAGE, HiFEFRME 2.6.2.2 (2)

54) EIERIHIE NV E Y MZBIT S Candida 455 G203 5
B RR Gl in vivo RER) (74 7 = > Fie/fHE
FH 02005 4F 4 H 11 HARGE. HEEERMEEE 2.6.2.2 (2))

55) SasEIEE e OV ERIHI £V E » MIZBIT A Candida
nonalbicans 4= & S 233 5 AP Hsh A (AL in
vivo ER) (74 7 =~ FEe/BHER 1 200544 H 11 H
AR, HRHERIE 2.6.2.2 (2)

56) $EIER EIVE Y MIBIT S Cryptococcus MliBdge (25t
55 WG ERhR GiEdt: in vivo 2RER) (74 7 = > F§E/
BT 02005 4E 4 H 11 HARE. HEEERE 2.6.2.2
2))

57) $EIER EIVE Y MIBIT S Cryptococcus HE 7 PG
RS 2 R HRh R (Y in vivo iBR) (74 7 =~
FEE/B3 M 1 2005 48 4 H 11 HA&ZE, B a5 e
2.6.2.2 (2))

58) FIEIET EIE Y MIBUF D AT RAKRY 7 L4kl
RS 2 e RHR R (Y in vivo iER) (74 7 =~
FEE/B3 M 1 2005 48 4 H 11 HA&ZE, B a5 e
2.6.2.2 (2))

59) SRIEHIHIEILE Y MBI D AT RARY 7 L4 Bk
RS 2 R HRh R (Y in vivo iBR) (74 7 =~
FEE/BHT M 1 2005 48 4 H 11 HA&ZE, B a5 e
2.6.2.2 (2))

24. XEEEKERVBVEDESR
M an TERASHE BRWEDEED
T 530-0005 APHTALX 2 & 3-2-4
{ox8], 0120-041-189
FAX 06-6121-2858

26. BOERRITEES
26.1 SGEERSEIT

HARm L ERINSE

AR @I P 2B I3 -2 -4

HY 2 =G5



