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¥F L 7.5mg
R T 45 58 (AR
KK DI FI5
A @ Cmax X 3.8
f512. AUC 13 10.3
REZHE I L 7219,

AHZI YV
o W
(CYP3A4)
T2,

RHL

HMG-CoA & 7T %
FHHE

AH & DPEHIC &
D HMG-CoA &7t
B 32 B 38 o dfi v
IREEDINY B B
TN D 5o

In vitro iR EBRIC B
WL AAFNE HMG-
CoA 3% JLIE % [ 5=
oo MKW B R
(CYP3A4) # Wi
L7299,

VT EINL

AHEDOPERIC X
N, I7ENLD
AUC IEZH 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,




HH 5 BRARTER - F5 18 7L B - ek
VIVETF L KA E OPHIC L ARAE SV EF LA
D, YVEFLD|O & # B %

Cmax 13 1.2 £\
AUC & 1.5 fi554n
L7217,

( CYP3A4 F O°
CYP2C9) %#[ET
;a)o

ANVKZWVIRFZR|RFEOBFEHICE | RANEI NS O3
AR B3 35 D, ZNHOEHAO|H o 4 H B %
VT H IR I HE EE AS B3| (CYP2C9) % FH 5
ABENDEDHL, [T h,
EryAaTvhuaf | RKAEDOHICE|RKAZINS O3
FRUEMEESE (), S0 |F o A B B #
Er s ATy |2 E N3 | (CYP3A4) % fH5
CVTIAFY |BBENDEDHL, |T b,
ARV AKHAE DI X ARF T NS DI
D, XY FYolFE o £ # 8%
Cmax 2% 30.7% .|(CYP3A4) % [HE
AUC A% 47 .2%8800 |3 5 -
L7z
TFTary AHEDFHIC X | ARKFIFZZ NS D3
D, FFTVaFUHE o KW W E
® Cmax & AUC #%|(CYP3A4) %=
HhL 7218, $5,
TV =) AHE ORI X | ARAZTI NS DI

IR Ay 7))
AUC 2% #§ i L
f:19>o

A oo W B E
(CYP3A4) # [
‘3_;&)0

A 7707, Y

A & OFFHIZ &

RANTZ NS D3

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

B 15T IV I F AT u|lInsOERITAR

JIVITF AT U
VeI FZINWVIT A
N TUF =

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

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

Al oo A% W B R
(CYP2C19) # B4
5,

AKENEZ NS D
Hl oo A% W R
(CYP3A4) #[HE
T5,

VAT TT R

KHIE OHEHIC X
DU TT D
I Fp i BE S Y
LBIENDD D
AKHI & O G D2
Bt BEO
RBIERL, L%
LTy vy
7 N O E ERE
F5Ik,

KENZ) AV 7T
N o B R
(CYP3A) ZfHET
50

A4 a3t XY
v 7 (St. John's
Wort, £~ b - ¥
g—YX-7—})
A B

A4 I3TFFFY
v EopERIC X
H., AHD AUC 1%
59% % A L 72220,
AP 501X £ A
St r¥FYvy
GAEMmEEIL
TWEIOEETS
:ko

4974 FFY
V& AH O
M#% (CYP3A4) %
HET %o

1. BEA

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

WiEZEATH &
1.1 EXEENER

A1 2avy GEHERY), 7F717x%>— CHERD)

M2 PEHRERBIEMBE (Toxic
TEN) (BHIEABI) . RIS #h B2 AR E 1R B

Necrolysis :

Epidermal

(Stevens-Johnson fEf&#) (HHEEAH]) . SWEHE (B
AH)
RBLEOREIRD D S bG35 2k L, b2
WiEET) S &,

11.1.3 FFEE (5.0%)

B|ELIFEE (Fk, W0E, FAL, FHEES) 255
PRI ENHY, TERADHREINTWD, [1.2, 8.2
Z ]

1.1.4 LBERQTER FHEAH). OFHEA (1.0%). D

EME CHEAT) . AR FHEAN). E2EE7Ov
7 CHEARH)
LERK QT IEE, LN (torsade de pointes % & r) .
DEME), AR, SeEETTy 7, LEETEIR, O
FUEM I, EIRERD 5PN DE T EHNDH S, [8.3,
9.1.2 &H]

11.1.5 A2 (3.0%)

DBETEICE T A B DR SN A1 H&xS- 2k L.
WY B EIT) S k.

11.1.6 BEZE (1.0%)

EERERE (SMEBRE, Bk, BRMEHEES) 2
Sbb I eNdb, [8.1 2]

11.1.7 FFIRESEAEER (FUEARH)

11.1.8 ¥5> « NL—EHREE GUERm)

11.1.9 MREE (2.0%)

HREIH, JLMERR A, AR BV, BERERE.
TR I A5 PR 1 45 o0 B A 70 ML RS2 05 b B 2 & 30
5o [8.1 ]

11.1.10 BEMXBR (BERH)
BIEERGREORE L RGRDIDH 5bRLZ ENHHD
T, . TR S bNGE I3RS 2k L, @b
BALEEATH) S L,

11111 &8 BEEA)

BB EDMIEBEENDH SbNDL I END b,

11.1.12 BBHBAE (BEAP)

AR, B, CK L&, b RORbh I+ 2sae s b
AR T DMRUGRIRIEY D S b D 2 DD 5,

11.1.13 BEEMHX (0.2%%)

RNk, PRI SR, S T O R (R S50 5
N72GAIE, 2kl XM, B CT, Mg~ —7
—HOERZERL. AR OS2 5E B2, B
BRIV E LRI ORGSO R BRI 2 &

11.1.14 {KI¥E CEEEAH)

WELKMAESRDH SDNDLZ VD 5,

11.1.15 BEHEEE (0.1%%)

A, BV AVORTHEOEREESRD SbND S
LB 5,
11.1.16 &H U 7 LME (1.0%)

[8.1 BH]

W BBV IR A O IO VW T v B,

*%11.2 ZOMOEER

5%LAE | 1~5%Aii | 1%Ad | HEAY]
- LR NLE
S T N i
SRR ‘()l—&&:}fj}z
\ MIF, 5 WM, B
IR W 7ry Y
. 5L B
H o I
i PEIE
ADH A i A E
a5t A, i
- AIBRE
PR e, TR
B B e 4
T




5%LL L | 1~5%A | 1%:A | HEEA
N X Wl ge.
BRD . B, R RS, R
BREdEd) | fmp R Bige, fol
. AL R, B
HR Bgr 3% e [EETi
i
MalE, Al
o TR T
MR . St
e B
W, AR
1. HEE
S I A R
i 2 FL
LIS
I, WHE
T, MR | R R NGE. B
gDV %, 3R
PO/ Wide. B
T, THAE U LN
AR, BiE FEge, T
B i B R Jifi, MM
= 11,
(W=7 N
[mp=2 N
PN NL=3/N
P £
P CIN%
EJTRE. e e ST
s SR AL B /
1 BLED Ny RIE. A~
OG- J/ AT J& BRI, TIVL U
FfHE E R G Ed SiE AT
JE. BEEK
1178
i Mgk,
P g B
o fiFE R
JEYIE K O Fil P 7%
2k
e o | FEOCRER | EGILBE, |06 1 % [ LA 7
o 7)Y A AIE | B — VI
= I
iR ey a0 WEkda . U | BRI g% B4
AL Jie
i
Bt PO AN RE SRR TE = 2 | SRR, 2R
JE. S | — a8 — | N IRE,
FEIED F i B uR JU
VL bR IR,
AR TR i ORI LN
HL R FEAE, gEIK
4% Tl A SE A5 T
PRk, I
RIE
KU |BEELIRE . | 1% R
piepiilitee ARSI g
LI
BN ONIR MR, 7V
[ 73 UR
2 A 16 1,
B OHE
Rl

Ak

5%LL L | 1~5%Ai | 1% | SR
FZ 8 Ve | | FEIRB [ITRES N
5. KB LRINITR 2N
i P AL %, WE
BE. 595 i, #BLE
NI E N J f=¥:
MR O S o Bk
T i it b 172 ??:
Z 9 1[I 2
. B fiE, FER§ T
%5 U5k —
AL Wk
K74
VI
WL I L i
PR v R
JIIl B Bﬁ =] %\ i%’m'%%\
PIPAL- S
ALT 849, | fic ¥ 1) )V |BUN B4
AST B, (& > 3m.
ALP 3. [ffirp 4 v
y -GTP 7 A B
& Mz vy
F = v B
B, LDH 4
b1
VoA
AL A
DRV
i R B AR B, AR
T.OmE
H, 747
Vv D ¥
1 = — 1
.
FDP ¥4,
W7 T —
R, 4
T 2Rk 3% I
I/ A B
W

FEBUH L 13 AR S v P B0 1] S e D 7K RIS oD [ AL PR
RO ROV TV D,

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

15. ZOMOEE

15.1 ERERfERA ICE D 158

15.1.1 SAEIABEZICB VT, B aF v — Lol
JTF A M A il S S LR o0 ISR R TR0 A 3 7 B 2 32
DN HARMERER BV TIE, PR AR E 554
L7ZERIT, 2o, MAEHRHEEHDSHE S T 2ER o1
BEREE N7 7MW IND 4.5ug/mL U ETH -7,
F 72, EINERRE AR R OVt Uk ba
O Z, HZE LT T 7 M4 iEE2s 4.5 4 g/mL
Y Lot, LEICE U TS E% REd 5 MhiEE=
7)) 2T EER Lz, BRSO BERERT— 7 25 13k
FERA ST o B 2 T3 2 1A% fh il i o BRI 380 &
nTwizwv, (7.4, 8.7 2]

15.1.2 MiBAE D 2 VG DB HES 23R & L7zl ol
BHZEIC BT, AAIREBE TE R ERE 0384
VR BT = VRITEREIFREE RS L KR L THEE
B (V=R 1 2.39, 95%EHEIX M 1.31-4.37). 2D
) 2213180 H 22 5 RIMBEZEOBETEY (N
— Nl :3.52, B%EMHKXM 1.59-7.79) L OMEIDH 5
23)

15.1.3 ARAR G412 B8 R i g OV R JE A3 s 24k
Lz o#bhid b, T2, AFIENRS A, Stk
PERUE 2 58BL L T 2 M CR M R LR Ok B
JEDSFEAE L & o dH 5, (8.6 BIH]

16. EYEIRE
16.1 MmARE
16.1.1 BEKRS

HANERER A B (FHE661) 12, &Y 3+ v —ib 100,
200, 300 KU~ 400mg % 22 IS RSP G- L7z & &,
PRI ARAE L CTHEE Ly AUC K TF Conax W ISH L THE
WILORIN % R L7220,




#16-1 EYHE T 2%

e Cos Tonex (/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 6Bl TIgME (%CV)

16.1.2 R1E#%RS5

(1) ERERRA
AV TF V=i, FIZCYP2CI9 L RS h b, CYP2CI9
WG MIETZRDPGAET S0, BETOF 4 712X 0 EERy
(EM : Extensive Metabolizer). % %{kv> (HEM : Heterozygous
Extensive Metabolizer) KUMKW (PM : Poor Metabolizer) B
FEVE R A9 BB 200 TR L 720
HARNERFEBR AN B, K) a3+ =10 200mg % 1 H 2
SRR S (BfiG c #HI2 1 8 400mg 2 1 H 2 1) L7z
&ZA, EM KROTHEM T2 HH, PM T3 HHIZIZIZERIKE
V23 L 7229020,

#16-2 $#5 7 HHOHEYHE T 21— %

CYP2C19 B Cinax AUC, Tmax ‘([ :

WA TH ug/mL) | (ug-h/mL) (h)

EM 5 15 (30) | 12.02 (45)

% 16-4 JEWBRE T 2 -5

SN 2 — % BHEINT A—F

(A” UgCt Cmax Tmax ti/2

ht/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
z ]
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 MNERBRE
HANNEBRE (3~148. 186 2KV 3+ v —iv1H
8mg/kg & 1 H 2 [ (B 5  #HIC 1 M 9mg/kg % 1 H 2
) 7 HHEERAES LB, F54 oy 7ELTLH
9mg/kg # 1 H 2 [0l 7 H B KBRS L7z L & OmEde 5%
D Cmax LY AUC . OBMEAE $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
AR (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) TRL7Z.
bl (EBH) SUdrh gt (il 4 OfF) TRL 72,

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

MR O AUC, Cmax 0785 4 — 1%, W 0%
P ARE ORI EL - WA O RERGANC & > TR B W HEMEAS
Hbo

16.2 ORYR

16.2.1 NAFTRASEUF «
RE2L—vary77—=<aXr74 7 AEHPE, HRARLD
PENICBIT BB ADOR) T F = VDN, FTRL T
T 413 96% & e S z. EIPERR S AR IC B 5 B
DI FTRAFEY T 41F, 121E100% T - 723030,

16.2.2 BEOHE
AT (37 61) (I2BWT. BRI (39 1000kcal) % IR
S RMEHRICAE) 25V =)V 200mg % 1 H 2 1l (EF#%S : wH
2111 400mg % 1 H 2 ) 7 HFE RS G- Lz b & @ik
REIZBIF S Cmax L AUC ¢ I FZEERR G- L LR L, ZhEh
34% e OF 24% M F L 720 Tmax EEFHICTE D 1.4 BRRJELE L
7232 MEANT— %),

16.3 9%
HERADERY) aF V=V OEFIRBIZB T 565/
4.6L/kg L s N (HRARUIEANT—5),

16.3.1 HMEERBIT
RN 3F V=54 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—ror MUEEEHICHTAHEHEE, 58%TH->
7235,

16.4 X3
In vitro RERIZBWT, K 24V — )1k CYP2C19. CYP2C9 J
U CYP3A4 IZ k> TR EN B, RY aF Y — Lo EEHY
I N-F %3 FTH BRI, [8.9, 10. BH]

16.5 Bttt
R aF v —iuid, FREHC X D #Egk L. W54 96 B &
TITRAICRZA LA L L TieG-m o 2% K023 S 1 %3937,

16.6 FENEEEFT2EH

16.6.1 FFHEEDIRT U - 15rE

12 i Ph b 15 i ki TR 50kg BA oo/ 1 BILCIE, A & FBRIC R
Va5V =1l dmg/kg % 1 H 2 1 (BmH#ES  HHIC 1 H
6mg/kg % 1 H 21) 7 HEFIRMNIES L7z, 11 200mg % 1 H 2
7 HHBER O3S L,

CYP2C19 A= TANL. DT OMETR L) FH SN RIMTH 5,

FERER AR Y T+ —)V 1A 200mg % 1 H 2 [ (B 1
7] 400mg % 1 H 2 [0) KO WS O IFHEEAC T (Child-Pugh
52 9 AB) I2RY) 2+ — 118 100mg % 1 H 2 0 (F5f
Pel3- 1101 200mg % 1 H 2 In) RAEROHS L & & oRiEfes
%o AUC: BWMBETH U Tho7ze DL XIMAERRY a5

EM : CYP2C19 *1/*1 & 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)VaF V= VR 20% [ZH %] & 7472 F§E200mg %
JOAF—N—EIZE ) ENRZEN 1g WiF 18 (K aFrvy—
& LT 200mg) fEHERAET (CYP2C19 @ PM % <) (THifL
BRI G- Ul i R AL AR EE 2 008 L 15 5 M- 38 )
€35 2 —% (AUC, Cmax) (22T 90% 3 #EX 212 THaT
AT % 47 - 72455, log (0.80) ~log (1.25) OHPHTH .
Hl WS R S SRR S 2,

(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 H I T ERWIRBIE L2
D PEEIAEREIKTECIE6 HHE FTEWIRBIEL 2o
723 (BAEANT— % ). [7.4. 9.3.2 K]

16.6.2 BIREEDKT L /- tH5eE

(1) PEEOEHERTEREE (VL7F9UT7 72 ZX30~
50mL/min)
AV aFv—) 1k 3mg/kg % 1 H 2l (Fwk5 11 6mg/kg
Z1H2Mm) 7 HMREGHRNES Lz& &, BREREDSIEHR 2
B & X AUC RO Cnax WCHBEAIZRD SN H o723 (4
}\7—"— 57)0

(2) MBI
4 R O MLENTIC & 0 SRR Y a5V — v 8% A5k &
N7z SHEAF— %),

17. EREREZIR
17.1 BEHUROREMICET 558
(EEXR AN ERBRLIE)
17.1.1 EIRETHEE (1501001 HER)
TEAEVEBLINAE & 32T S N7z B SO M B AE A5 < B b
TEEERE L. 100 B GRECIEE: 61 Bl et 18 B, A
Ay FHPF 21 B) 12K aF =V ERE L,
RO, H5 M HICAMAREE LT300mg % 1 H 2
[l (K 40kg R OYi413 150mg 2 1 H 2 [, Z D% IR
42 LT 200mg & 1 H 218 (fkIE 40kg Al O H541d 100mg
Z1H20) %5 Lz 72720, #5514 3 H H ok R
VaF = VIEEN 2 5ug/mL U oL X3, H58G5 HE
DIF%1Z 150mg % 1 H 2 [R5~ L 72
FHERE O A, BE 2 EREOR A, $5-9) HIZAM =



L L To6mgkg #1H2M, ZoBIHAEHEE LT 4mg/ke %
1 H 2 BIERNEES Lze 72720, #5846 3 H HolliEd R
IF = VEED 2. 5ug/mL Lo ik, B5Em5 HHDL
F&i% 3mg/kg % 1 H 2 BIFARNEE 52w L7z, S 2 FL R AE
P ogaE, G HICAMNT=E LT 6émg/kg % 1 H 2 1],
ZOBRIIMEF R E LT 3me/kg 2 1 H 2 BEIRAES L7
FEdRE & 3 BT o 714, IGBRETIEIERTIC X D R LR AT HE
SHIWT S N BHICBV CIBOBRENOW D X (AL v FH#
B) #uhEE L. %GB 3 0 H oImAEhikE 2 2.5 u g/mL &
oL %13 200mg % 1 H 20, 2.5ug/mL LLED & &% 150mg
%1 H 2 m#EO#sh Lz

G TR GRS 12 88) oRGEARFIL DT
DY TH o7,

F17-1 G THE O REGH 120H]) OB EHRA R

L B H AN /9 51
¥ Y F 1/2
B VYV 5/5
P Ed B 4/4
KA - M v V5 HE 1/1
INGF 11/12 (91.7%)
REEPENG 7 A~V OV A SE 10/16
7 2~ | EBVEEBEYENT T A OV ¥V ZE 3/5
VAR 7 A~V Fo—< 14/18
/NEE 27/39 (69.2%)
. 7)) 7 hay 7 AR % 1/1
ZUT NI iy g7k ay Ak 77
v 7 Ag -
INGE 8/8 (100%)
JHy o |EEETHY YA - YT = EYE 0/1
& NS 0/1
&t 46/60 (76.7%)

IR B (MR EE 2 &) & BaER 100 Bl 78
Bl (78.0%) Tdh-o7zo ERFWEAIL. 2 (25.0%). BLEREE
(24.0%) . NFHEREM AR (13.0%). Tlv (8.0%). Mk
(8.0%). B (8.0%). y-GTP i (7.0%). Wk (6.0%).
ALP 3#1 (5.0%) . % (5.0%) . AHAR (5.0%) FTH - 724,
17.1.2 S EE TR (150-307/602 &5&)

GIERETAMBREYE T ARV EN ZEOBE 255 e L, K
DF V= VG REE T AR T ) Y BIRGEOHME LK
VDREMEZ I Lze K 35— V58Tl 196 Hz
P55 24 BERNIZ M & LT 6mg/kg % 12 BRI & 12, DRI
dmg/kg % 12 Wi & & AZHIRNGE G- L7zo MR HE DR
NS E 3me/kg & 12 B L ~OBEEREE Lz, &
TOWERF IR LT, A%l &b 7 HMOBIRNKS 2 HE3% L,
A I IRAK T 3mg/kg/h & L7z RV a3+ V= Vo0
H.oBaH =12 200mg 2 1 H 21 & L, #0385 3 H HUREIC
FRRAD AR+ e 354013, 300mg % 1 H 2 [l % TR & 2 W fE
L L7z, RAEMICHEIRD ON28A1E50mg 7 1 H 2 |
MEOWR% 47, 200mg % 1 H 2 1 TORMEZTREE Lz, K
T A0kg Rl OPEBHE T B W TR, RY aF V= oS R
R E L7

Pe G TR (KB 5011 16 B1) ORERFEARIHIE, T
DY TH o7,

#17-2 HBGHTRE GeoRse 50k 16 HE) ORARIRA R

g e H B /4 B
FANLE (ZEEPEG 7 A~V L A SE 67/119
VAR NS 67/119 (56.3%)
Gt 67/119 (56.3%)

HIPEHIZEBLEIE 196 ] 128 B (65.3%) T o720 EAHIEH
d PR (28.1%). MRS (7.1%). J5 (6.6%) THoz
42)~44)

o

17.1.3 S EFE TR (150-309/604 55&)
[ENER I L CRhiE R A9 % 3HID 2 v a B Pk O3 R EEE
WAE L. 30& TG ESE D R i A+ 55 UL B2 o R A & Jkbi
TEWEGY IR EREERE | LB S hzBE 20510,
372 BNCAR ) 3V — ) & HIRPE S U3k 5 L7z,
FIRNR G- 03413, G H AR L LT 6mg/kg % 12
FE &5 Ly 2ok HE E LT 4mg/kg % 12 i
LA BRL LD 3 HMERYS Lz, HmAREIEZH 3mg/kg/h &
L7z, BOKG-0%E1& S5 MHICAMHR L LT 400mg %
1H 205 L. ZofkidfER RS LT200mg 2 1 H 2[5
L7z
PG T (R RP% 501 16 8R) ORAREADTRIZ. DT
DY TH o7,

F17-3 PG THE KBS 16 5HH) DR AR RARH

kit (352 H R /4 B
h v Y FIIE 11/21
o | v Y s 23/38
NI LTI g i v Y I 1/2
/NG 35/61 (57.4%)
7 2L RPN T AV )V A 40/86
WV RIE ANEF 40/86 (46.5%)
70T ay r A% 1/4
yyFra |[ZUT Ay s AMFEE 2 )T b 1/2
vy A |3y 7 AMEEODSE
NG 2/6 (33.3%)
7)) 7 AL 1/2
7)Y ARG 1/1
] 74 v AR % 2/4
THVT L oy agi b 740 o A F 0/1
& KRS O B
ZOMD 79 7 LiE 1/3
INEE 5/11 (45.5%)
2 B AR ARG 0/3
fiti 220 B AR 7 LE 1/2
A4 B ARY 7 b T G 2/2
2 R AR | AT FARY o ARERYE & A 0/1
Uy AR FRARY 7 2R T IEGE O PEFE
A K ARY % AL 0/1
ZOMD A K AR T LE 0/1
INEE 3/10 (30.0%)
Gt 85/174 (48.9%)

RIVE RSB 372 Bl 215 61 (57.8%) Tdho7zo ERRINEM
X, BUERE (22.8%). 5% (7.5%). A (6.5%) TH o7z
45)~47)

17.1.4 S EFE THExER (150-608 FHER)
AP ERRA D A v D FMFERE 2GS, R I F V= vDf
BIPE R O . 7 AR T Y Y Bokb %I Vvary—)L
PG LR R Otk L Lz 27 &It
D 3 HENEFIRNTE G- 2470, 2 O®BIGROZ G~ ) B2 %
wREE L7z
R aF = VEGRETIE 272 PUSIROI O 24 KEFIZ A& &
LT 6mg/kg #. DiRIdMER =L LT 3mg/kg # TNZFh 12
W & &SRR G- L ze E 72, MEFRFH X 4mg/kg % 12 B
MTEFTHRTELILE Lzs Wil AMEIE 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 2118) THHE L. 300mg
% 1 H 21l (F&E 40kg KifOH4r1d 150mg % 1 H 2 [01) FCH
wEuREE L7z,
PG T (A G 7~ ¥ ¥ MSE D% 8 M) o
BRRANRIZUTOMEY TH - 72,

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

) OREREAE

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

FIVE I ZE SR 272 Bk 97 B (35.7%) Tdh - 72e FHEIEM
13 ALP 3800 (0.7%). 7 U 7 AdifE (0.7%) TdH o721,
GEMEMAEEEE ICH T 5 REMERED T
17.1.5 BHE T HFR (BEALIFSFRAETHELEEAR)
(A1501073 E&)
W26 7 A RNCARERVE BRI YYE O FSREA 2\ 12 DL o3k i
WA S & 5 & LT, Btk 180 H OB KT B D&
PZoWwTRY)aF =S bgaFry—Laltiklriz, K
Yary— g4 I aF V- g 2 HEERNES L, 20
BIIREORG I ) B 2 e R o+ — VH5HETIE 234 41
W2 RO 24 BERIZ AR & LT 6mg/kg & LA IEHERR
e LT4mg/kg 2 FNEN 12 B 2 & RIS L7z %
51280 0 B 2 12, 200mg %2 1 H 2 1 (k3 40kg K03
A1 100mg = 1 H 2 [|) #%5- L7,
A NTaF V= VS EETIE 255 Blic. AR L LT 200mg
Z 1 H 2 mERMNEES L. RO%G A~ ) B2 %13 200mg % 1
H 2 b5 L7z,
Fehilitz 180 HICHB U 2 MR EG B o Bi#1d, LLF oMY Tdh
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#17-5 Fhilith 180 HIZ B} 2 B EGE ¥ B O )=

SRS FERE [95% SHIX
KU aF S —VBE| 4 P aF VB ] v
48.9% 33.5%
(109/223) (80/239) 16.3 [7.6.25.0] %
a: RS 180 HICB VT, MTFOBEHE %+ _Cilli7: L7 #B
oHE
CHELTWDL I E,

- AR ERVE BT R GRE O T8 ST U RRIR B 03 e W 2 &

- FilfR 100 HH F TR 86 H U EHEG ShTwb 2 &,
b BEAHRTALE (5 REREN AL E SO BIERE ML) 36 ONC,
B = AP O BAR GEA 2oz L . A4 I )
% g & L7 Fleiss i

R a5V = VGBI BT BRI FE G 233 Bl 123 B
(52.8%) Td -7z, EL@MEmME. Bl (7.7%). WM
(7.3%). BiHbEE (6.0%) KOMHEREMARE (5.2%) Tho
7:49)0
17.1.6 B ENHERER GEEHRIEXTEBHRER) (A1501038 HER)

W2 12 % AR B RGEOEE DD 2 18 Ll Eosk
MRS 205 & LT RENERIEIED R FBi O
72Ol 45 BNCARY) aF V=V EES L, BlRNES TlE. &
MG & LC 12 BB 212 6mg/kg % 2 k5. L. #EFHg S &
LCI2 MM T &I dmg/kg %5 L7z, FRIO#ES- Tt Al
HL LT 12 B Z &2 400mg % 2 45 (KT 40kg A D3
A 12 K & 12 200me % 2 [\ S) L. MEFR G- & LT 12
R & & 12 200mg (fA I 40kg R 41 12 Wi & & 12
100mg) 45 L7z $5-BG 12 5 H# F TR BB 3 kg
I & ISE L 7R O #1413 10.7% (3/28 ) TH o720
RIVERFEBIEE 1L 45 Bivh 26 ) (57.8%) Tdh o 7zo FmIEM
. FEE (8.9%). %JHE (6.7%) MU (6.7%) THo72

50)
°

18. EExhEEIE
18.1 fEA#F
RV IF V- VIZEFHAICBWT, BRSO VT AT —
AR EMET S LK VMERIEHART, 2. K a3t
V= VDIV T AT 0 — IV AEABLEMENER SRR T, 5
v M TO A 7 10— VAR RIS 2 581305,
18.2 MEREEMA
18.2.1 KV IFvV—nid, A V5@, TARLVELVAE, 7V
Tray 7 AE TN T LIEB AT RARY T AEISK L in
vitro THUEL NG 2 7% L7252
18.2.2 KY I FV—id, 7AVFENR)EICH L CRETER %2
RT3,
18.2.3 SR IEH S OSBRI BV E Y N DERIY S VT RE, ¥
U7 a7 AE TARVFENZFER A AR &7 AHEI
s U C G B ah R & 7R L 7259)°62),

19. FIR S ICEEY 2 IE{LZVAR
— R R aF =
(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

HOR: BEORBEORKTH 5,

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

bR

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

20. BiRV EDEE
BEZIE, BRE BT TRETLI L,

22. A%
0.25gx100& [4a]
1gx204d [4a]
100g [FFAF v 7. /NT. FEFIAD ]

23. EEXW

1) AEFsARERE 7 v MRIBORERKIE SR (B} n
vivoilklE) (74 7 =¥ F§E 20054 4 H 11 HAKGE, HHEE
FHESE 2.6.7.13)

2) AgES R v R -
vivo i) (74 7 =~ F§E 12005 4F 4 J7 11 HARZE,
BHEE 2.6.7.13)

3) WWEREIC KT 7 7 ¥ ¥ ¥ U rifabutin D (74
7 x v F§E 200544 H 11 HARRR, WiEFHTTE 2.7.6.2)

4) SEWEHREIC ZIT T rifabutin OB (EASEWBIERER) (7
A7 =¥ F§E:2005 4F 4 A 11 HAGE, His G g% 2.7.6.2)

5) BMBEICKIZTZ T 7 L vy O GEFEEY S8R5
(747 x> F§E:20054E 4 A 11 HAKRGE. HaEa e
2.7.6.2)

6) HWBEEICZIZTTY M EL O (S EIRERER) (7
A7 x> F§E:2005 4 4 H 11 HAGE, WEi@RE%E 2.7.6.2)

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

8) HIV 7u 7 7 —¥REHIIBIT LT b7 1a— 2 P450 (2B
L7 3EWA EAR GiEYY in vitroiBR) (74 7 =~ F§e:
20054 4 F 11 HZRZE, WIGSEEME 2.6.5.15)

9) CYP3A4EY 2L —%—IIBIF2F b2 a—2A P450 (2B
L7 EAER GiESY in vitroiER) (74 72 Fée :
2005 4F 4 A 11 HZAGE, WIRTEFH 2.6.5.15)

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

226-234

11) #7809 A ZAOSEYBHRIZ AT TE Ry SEyBhRERER)

(747 FgE 200544 H 11 HAGE, HiEE R

2.7.6.2)

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

1) @ 24-29

13) * A7 IV = VOSBRI FIATTHE (IS EER
B (74 7= F§E: 200544 H 11 HARGR, HIGHERH%
%2.7.6.2)

14) FAMATO Y, IFVTFAIBIFTEF 7 a—24 P450 12
B U 7238 WA AR GiESY in vitro i) (74 7= F
$E 12005 4F 4 7 11 HAKRR, WRSERIEE 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 TIL 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
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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 ] Transplant. 2018:18(1) :113-124

24) BN BT 2 BERE 3 5RO Y B RE, AHOBE R

Ot (NS THIEER) (774 7 = > FE 2005 4F 4 H

11 A7, HEEERE 2.5.3. (1), 2.7.6. (2))

CYP2C19 #{=TZRUENT (74 7 = > FEE:20054E 4 H 11

HRE, WaEFEee 2.7.1.1)

TR NI BT % B OV - % P 5 BOBERE 18 5- I

OIEMHRE (EWNH THRE) (747 x> F§E 2005 4 4

H 11 AR, HaEEriEZ 2.5.3. (1), 2.7.6. (2))

INRBEICBT 2EWERE (74 7= Fig: 20144E9 H

26 HAKR., WaEHEEIEE 2.7.6.6)

CYP2C19 #fz 1B L OERIM oK E (747 =¥ F§E :

2014 4£ 9 A 26 HAKGE, WEEEFRZ 2.7.1.1)

29) #LPVEE - AR ORY 37V — VR 20%
[%5%])

30) R AICBIFAKE AL —Yary T r—<aFiT12
A (TA 7z F§E: 200544 H 11 HARGE, Haga iz
2.7.2.3. (4))

31 ENSEIHRBRICBIZRE2L—YaryT77—vadt
FTAZA (T4 722 FEE:20054E 4 H 11 HAKRRE, HiEER
FHEE 2.7.2.3. (4))

32) FEMBREICE XITTEHOEE (71 7= ¥ FE 2005 4
4 7311 HKRE, WaETEE%E 2.7.6. (2))

33) HAER (74 7= F§E: 2005 4F 4 H 11 HAKRR, HEE
R 2.5.3. (2)

34) Lutsar I, et al. : Clin Infect Dis. 2003 : 37 (5) : 728-732

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

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

37) R HEM (747 = v FgE 2005 4E 4 11 HAKGE, &
TR 2.5.3. (3), 2.5.3. (4))

38) HWEEEE D NTHERERE T % A3 2 BBRE (2 B B AR G-
REDSEWEIRE, LR OBAEN Gy ERERE) (7
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47 x> F§E:20054E 4 7 11 HAKRZE, HEEHME2.7.6.
2)

EARTERE A S B DA IR, et R ORANE Gyl
WERERER) (74 7 ¥ FEE 1 20054E 4 H 11 HA&GR, H
AR 2.7.6. (2)

ERTEIK T E IS B 23R (74 7 =~ F§E 1 2005 4
4 7 11 HAGR. WaapMZE 2.5.3. (7))

TEAEVE LR (SRS 2 M R OV st (TP 45 TR RRBR)
(747 x> F§E 12005 4F 4 H 11 AR, HiEa R
2.7.6. (2). FAHEE)

Herbrecht R, et al. :N Engl ] Med. 2002: 347 (6) : 408-415
WIEARLRE OLAMREYET 2~V F I ZFEIRT 2G5
PR Y& (PSR (74 7 = > F§E : 2005 4F
47 11 HAKGR. WaEERMZE2.7.6. (2))

T AR ENW AIEC BT HHHE (747 = FgE : 2005
EAH 11 AR, Wi @R 2.5.4. (2)

Perfect JR, et al. : Clin Infect Dis. 2003:36 (9) : 1122-1131
(R BRVE BLRE L0 3 B ARIE J OV e (GlEo b 45 T AN 3E%)
(74 7 x> F§E:20054F 4 H 11 HARE. HGE SR
2.7.6. (2)

H YV FTRCBIBAME (747 =2 R 20054 4 H
11 HAKFR. WHESFEE®E 2.5.4. (2))

AP BRI BB O 1 v D IMUE D TREFEI BT S KRR
VB TR (74 7 x> 51200544 H 11 H&K
A HEEERE 2.7.6. (2)

[ RS R Al (HSCT) BB 5 28 2 i ke
st (IFD) O—kFFiabe (b MAHRER) (74 7= F
B 12015 4F 8 H 24 HIKF., HiEEFESE 2.7.3.1. 2.7.6.2)
RIS AL (SCT) BE BT 5 R H R & YYE (IFD)
DKFBiRER GEIMETARER) (74 7 = ¥ F§E : 2015
4E8 H 24 HAKGE. WRTEFEMREE 2.7.6.3)

TERBTE GiESY in vitro i BR) (74 7 = > F§E © 2005 4 4
A 11 HARGE, Harigz2.6.2.2 (1))

in vitro \Z BV B PER I (WY in vitro k) (74 7 =
> N§E 20054 4 H 11 HARGR, HEEEREZE 2.6.2.2 (1))
TIZIEH EIVEY MIBIT L7 AV F)U R 4 B ke 15t
5B SN (A i vivoiRBR) (74 7 = v N :
2005 4E 4 B 11 HARR., WiFEAH®E 2.6.2.2. (2))
TIEIIHIE IV E Yy MBI DT AV F) A4 B Y5t
5 RGN E (A in vivo 3kBR) (74 7 x> R :
2005 44 A 11 HAKGE, WaEae22.6.2.2. (2))
SIEHIHIE IV E v MBI D T AL F ) AMEG 53
B BB EEh R (S i vivo iER) (774 7 =~ F§E 1 2005
E4H 11 HAKGE. WEFERT 2.6.2.2. (2))

RIEIEH EIVE Y MIBIT S Candida 45 &G0 5 %
BBhERNE AV in vivo ikBR) (74 7 = ¥ R 2005 4E
4 711 HAGE, Haiaris2.6.2.2. (2)
SIEIHIE IV E v MZBIT S Candida 45 EGL 203 5 &
BB GEAY in vivo i) (74 7 = ¥ F§E : 2005 4F
47 11 HAGR. WaarMmzE2.6.2.2. (2)

P TE T OSSR £V € v MICB1F 5 Candida non-
albicans 4 & &Y x5 2 GBI GiEdY in vivo :0E%)
(74 72> F§E: 200544 A 11 HAKRGE, HEEE R
2.6.2.2. (2))

SIEIEH €IV E Y MBS Cryptococcus MiEH A3 %
TEABH RN GlEdY in vivoikBR) (74 7 = ¥ F§E : 2005
4R 11 HAKGE, WEEERISE 2.6.2.2. (2))
FEIEHE TNV Ty MIBIT S Cryptococcus B 35 NI 2 5f
5B SN (A i vivoiRBR) (74 7 = v N :
20054 4 A 11 HAGR, HREEFRME 2.6.2.2. (2))
RIFELEFENVEY MIBUTDLAT FARY Y LG &Y
w3 2 BB AR GlEAY in vivoillif) (74 7 = ¥ F§g:
2005 44 A 11 HAKGE, WaEae22.6.2.2. (2))
TV E Y MIBT A AT FARY 7 A5 RYIC
xF 9 B AR R GiEdt in vivoilBR) (74 7= > R
2005 4F 4 H 11 HAKGE, Waiari%2 2.6.2.2. (2)
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