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FRERIE H PRAFHART
< HIK > B A 6 » H
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N A Ay
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A BRIE B PRA7HAR]
<> B 4G 6 %A
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N Ay Ay
(SN TR FEE ) e h
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<15.0%LL T > e e
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ORY =Y —/EE b0mgINIG)  #E@ide 40°C DL - [EAD]
AR IE H DRATHIE]
< Bk > LSS 3» A
EEIN

<HEDOT 4NV Aa—F ¢ ThE>

HEDT 4NV Aa—T 1 TEE

HtaD 7 4 )V ha—T 4 v T EE

WHME (%)

o AL A
<304y, Q1H 80> HE T
BAFEE (%) 100 100
(&) WE (k) 5.6 5.5

ORY aF V' —8E 50mgNIG) #a%E 25°C - 75%RH [ - Bk

<HifE> B A 3% A

<Eé@74w%§~%4yﬁﬁ> HEO7 A Vb3 =T ¢ w76t | AROT7 AV ha—=T ¢ 7k
W (%) o A A
<304y, Qfi 80> L) ey
BAFEE (%) 100 100
(zE&1) WE (kg) 5.6 6.3

OARY mF Y —)LEE 50mgINIG)  #Eald:  25°C - s 60 7 Lx-hr [RUE A4
RERIH B gt &
<KifE > B i 60 77 Lx-hr
<E@@74N%§~?4y7%> FHED7 4V ha—T 4 U7 | A0 7 v ha—T 1 v T

RHME (%) o AL e A

<304y, Q& 80> EA A
BREE (%) 100 100

(z%&fE) wE (kg) 5.6 5.5
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- (RAZH
< s > B 3% A
PR

<HODOT 4 NDaA—TF 4 TEE>

HEDT 4NV —T 1 TEE

HEDT 4NV —T 1 TEE

WHME (%)

<3074%r. Q1fH 80> iy )
BEE (%) 100 99
(&) wE (kg) 10.4 11.2
ORY aF V' — L EE 200mgINIG)  MEa%E 25°C - 75%RH [ - B k]
<Kt > B #315 3% A
PR

<HEDOT 4NV Aa—F ¢ ThE>

HEDT 4NV —T 1 TEE

HEDT 4NV —T 1 TEE

HTE (%)

<304y, Qfi 80> EE ERA
HAFE (%) 100 100
(EE) wE (kg) 10.4 11.1

ORY a3 — L 200mg INIG)  #EadE 25T - BgtE 60 7 Lx-hr [ A4
RERIH B =i
<KifE > P 60 J7 Lx-hr
KN Ry Y
<HBDT 4V ha—F 4 TEE> HEOZ 4V ha—T 4 78 | ABDT7 4 Vv ha—T 7§
WHME (%) A A
<30%y. Qfi 80> 5 A
BArE (%) 100 100
(EE) wE (kg) 10.4 9.2
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(1) wHBH
AU 2F Y —/LE 50mg NIG) KOVR Y =) —/LEE 200mg INIG) (., HASS 7 E# LA
ED LAY aF Y = VEOHEHBEIZES L TWD Z LAMRIN TV D,
GRBR A HERBRES 19 900mL % HVy, 7S KAWEIZ X D 50rpm CRERZ1T D)

T S
FoRE AL P ] ISR
50mg, 200mg 30 7y 80%LA I

(2) w2
<AV aF >V —/EE 200mgINIG) >
I EIESL DA FIIR SRR A R T A RO HWIEIC OV T CER 244 2 A 29 A SEAHBAE
% 0229 %5 10 %)

RER S
T AR IHRBRE SRk
iR K ORER K - 50rpm (pH1.2, pH5.0. pH6.8, /K)

CHIE]

« pH1.2 (50rpm) Tl FEUERIFI N OURSIEE HIZ 15 3 AN Y 85%LL A L=,

- pH5.0 (50rpm) ~Tl, FEAERIF R ARSI E HIT 15 23 LANIC ) 85%LL FisH L7z,

- pH6.8 (50rpm) ~Tl, FEAERIF R AL & HIT 15 23 LANIC ) 85%LL FisH L 7=,

7k (50rpm) Tid, FEAERIAI R OASIE & HIC 15 43 LANIC T 85% LA HiEH L7z,

- 50rpm D4 T DOFRBRIZIZISN T, 30 73 APNITHAEERGE] . A dh & 612 85% LA BIEH Liz7=,
100rpm DO HFRER A EWE L7,

LIE, RO AT 2R ERA (7 A 7 = > F#E 200mg) & i L7/ R, 2 TORBRIKICIB T
(%38 = S DA AR FEERER T A R T A ) OHEIEEITES LT,

NN %
(¥ tH R
FLE (% pH1.2 (50rpm) BHE (% pH5.0 (50rpm)
100 100
80 r 60
60 60
40 40
20 | —e— F L3 —)LEE200mg THIG) 20 | —e— L 3 = LEE200mg TNIG]
- == i 371’ FEE200mg == i 7zl FiE200mg
0 £ ‘ : 0 fy : :
0 10 15 0 5 10 15
B U R O
FHE (% pHE.8 (50rpm) FhE (%) 7k (50rpm)
100 F 100 |
80 80
60 60
40 40
20 L —e— U g J—)-4E200mg MNIG] 20 | —e— R U+ —JLEE200mg MNIG]
=== 7zl FEE200mg === A 7z FiE200mg
0 £l L I 0 L‘ L 1
0 10 15 0 5 10 15
BERA (50 BERA (5D
(n=12)



(3) BRI D% N E A O A4 1 [R Z MRk Bk 9
<AV aF > —)LEE 50mgNIG) >
RY > —)LEE 50mgNIG) i, [ &E03 8 288 1 B RA| O L PR R SRR T A RT 4
CFRk 24 -2 A 29 B SERHKAES 0229 5 10 7)) ITESE, A Y 2F Y —/LEE 200mgINIG) %
FEERLAIE Lo & & IWHHFEENE L, AMFICRIZE L RS,

B SR
HEE HARERS BEHRBE SRk
IR A M ONRBRIE : 50rpm (pH1.2, pH4.0, pH6.8, /K)

[CHIE]

- pH1.2 (50rpm) Ti&, FEERAIR ORGITE B 15 LIRS Y 85%LL FIsH L7z, F70.
R ERERE L (15 47) (2361T D ARG OfE 2 OVE I, A O S I + 15% O #iPH 4 2.
HZH00 12 1ELLT T, £25%0&EHE B2 5 H ORI T2,

- pH4.0 (50rpm) Tl FEUERLKI R OURGIEE HIZ 15 AN Y 85% LA BRI LT=, F7=.
BRI (15 47) 2B D AR OME 2 OVEHSIT, AR5 O FEHIEHI=E £ 15% D #iFH 4 8 2
HON 12 fHF 1 ELIF T, £25%DHPHE B R 2 b DNRRroTz,

- pH6.8 (50rpm) Tik, FEHERAIR OURMIT & HIC 15 LIRS 85%LL FEsH L7z, F72.
B LIRS R (15 47) (2361F ARG OfE 2 OVEHERIT, A5 O FEIE = + 15% O #iH 4 8 2.
HHO0 12 H 1ELL T T, £25%D#HEZEZ D b DONRN-o Tz,

- K (50rpm) TiE, FEAERIFIK OUASIE L BT 15 23 AP 85% LA FiAH L7-,

F7o, RS (15 47) ICH T DA O« OFHIZIT, A5 O FEIF = £ 15% D i
ZHZDHO0 12 % 1ELLT T, £25%0#IAZEZ 5 DnRRinoT,

*50rpm DT ORBRIEIZ I T, 30 7 LAIWITERHERLA | A5 & 6 12 85% LA L L7272,

100rpm DO HFER A EWE L7,

PLE, ARY 3F Y —/LgE 50mgINIG) D% HZE) 2 fEERA] (RY 25— LEE 200mgINIG)) &
el U7t 2R, 2T oORBKIC W T TG &2 72 2 88 0 EIE A 0 AW iR SRR T A K2
A 2] OHERMECEE L2 b, EMRNICRES L RSz,

(P b )

EHE (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 100 |

a0 r g0 |

60 60 |

40

—— F U3 - JL#E50mg TNIG)
il AU ]:"‘I)'*leﬁi2ﬂﬂmg V'NIGIJ
15

—e— AL OF S LESOMg TNIG) 20 b
- B4 ::‘-‘J;‘—leﬁiEDnmg rN|G4
10 15 5 10
B () B G
BHE (%) pH6.8 (50rpm) B (%) 7k (50rpm)
100 L

20
0 re
0

8o |
60 |
40 t

=——e— i) OF U —JLEES0mg [NIG]
L e *‘U]:’:‘J'-Jbﬁi?ﬂﬂmg erGJ
15

L) O —J.HE50mg TNIG)
s B jz‘j‘J—Jbiizoﬂmg rNIIGJ

10 15 5 10
B (59 B¥RA (50

20

(n=12)
10



10. B -aF
(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
% LR
(2) A%
(AR 3+ YJ—)L& 50mg INIG])
50 §& [10 &2 (PTP) X5]
(AR 3+ J—/LE& 200mg TNIG])
50 & [10 #2 (PTP) X5]
(3) PRBEE
% L0
(4) BROME
PTP : RV L=V T 4 VA, TAI =0 LM

1. BRRHEh DR
g L

12. T0H#
LR L

11



V. ARICEYSEE

1. PEXEHE

O T RED HAE T EEMEE R R Y E
ARBEMET RAULFLRGE, i T AL a—~ | BRI T A ~OL L R E
BV HMIE, BIEN D AIE, U ARERER, REX - B Y B E
U hay s AfiER, M7 )T N3y 7 ASE
< WY T AE
« A RARY o LJE

O MM R 123 1 2 REMEEIEO T

2. DEXIHRICEHET HIE

S5.RERIIMRICEHET HER

(W SHBEDBR)

51 MOREEFDELH 5 WVITBAEMEICHERH 5 L BN GEICARDOEMZEET 52
b

CEMEBMpABERECR T2 REHEREDFH)
5.2 ELEHKYLICE Y A7 OBRFE (FHEREA 500/mms KICE T4 2 ER TSNS BE R D)
ERRETDH L,

(fi#i)

5.1 AANZX, EAROANEERKRER T, I P FE (Zvat ) — RS S VTR ET
&% Candida glabrata, C.kruseilZ X %EGEZETe) IR A2 HDMENHER I TN 5D,
JRREE 6t U CRhie & A T 2 AN DI WMRBIRIEEEIE I3 2 —RIBHE. H2DWE, BlAE
DN FA A0 AT EAFME ORI RED B ke © X 7o W25 M OB B E I E (233 2 Bog Th
BT LR a -y — Lot REEROEREELRTFT 52 &2 FEBME LA FIHE
AR VN T DEE RN Y HIEITH T DY O A NI, BV HMAE 52.4% (11/21
), BED T HIE 60.5% (23/38 ), RES « Mih v U HIE 2B ThH o7, TV HIEIC
L, RY 3y —vafh Ul TURNCZ T 2 PiE AN ) TDARnc G Sh-
PUREREODEMEDME GEFHTPE S miE, BalE, BiEEE) ) FThoT,
¥, B VA ERIMERE BT 2 ARKE GGG 90 HEOAF#HE O Kaplan-Meier
HEEAEIE 0.724 (95% 15 HHIX[H : 0.624, 0.823) Th -7,

—J7. LR ERBAD BEFE DO T A ME [RIREE IR ERAT 96 REEILLN O ik % T
Candida 51 TH 1 . TEBROSERAT 48 ] LANIZIEYYE O RS IRIER D358 80 b= B ] Zxig s
U 72 E R R AR 9123617 D AH O F£h31% 65.3% (162/248 ffil) Th -7z,

ZD XD RRBREE RN D . AANI S Y F YD IRIRICB W T, MO PTEE AL B DT E
AHEICRENS D EZEZONDIEFICK LEHAT 2 EBREE LN EEZEZILND,

5.2 HZFIE MM EE Ic O WX, JRAlE L THEFEEO TGRS TE 5T,
BEBEO Y 27 BEWGEEIZRY . PG ONT, ERNCHET5Z L & SiiTnd,
Z O, BFEMHMBHEEEL L T, 5% PRS2 R 5 8 5 EEME T 503
NHDZ L nE, (2N EREHRYE ORBERE O 22 O G M A B 2 x5 & L CFE S i
HRVETFRERER (—TBh) 907\ b a— Ll x5BT E L,

(TV. 4. AEROHEICEET HEE] OESHR)

12



3. AERUVHE

(1) BERUVRAEDOHES

AN (RE 40kg LA E) [@%, AV 2y — Lt LCHIHIZ 1A 300mg 2 1 H 21[@, 2 0 BT
110 150mg X i% 16 200mg % 1 H 2 [MBFICR A& T5, ks, BE
DIRFEITIE LT, UIRA T3 OGEITIT, HETE L2, IR &
@ FFRIX 171 400mg 1 H 2B, 2 H HLAER G- &0 EfRIT 1 [ 300mg 1
H2FEIETET D,

RN (R 40kg oK) [, AU 2y — b LCHHIE1IE 150mg 2 1 H 2108, 2 B BRI
1[5 100mg & 1 H 2 BEIEMICR OG5, i, BEORBIZS T T,
XA RAF DAL 2 HBUREOR &% 1[5 150mg 1 H 2[E[£ T
HETE 5,

IR (2 UL 12 RN Y oY — VERANC L 285 E21To 7%, @, AU aFy—rLL
AN 12 LA ECRE|T 1 9mg/kg 2 1 H 2 [FIARMICRO#K ST 5, ok, BEOIRREIZGT

50kg Aiifi) T, XITHDEA T OBEITIE Imgkg TOMEL, ZEMENR 508
AIIE Imglkg TOET 5 (ARG EE LT 350mg & HWHEix
50mg O ET 5),

7272L. 1[5 350mg 1 B 2[E% ERET S,

IR (12 U ETHREIRY a7 — A ERANC L 288521772 %, @E., R)ary—rd L
50kg LA |) T 1[5 200mg # 1 H 2 &M AOEET 5, 23 BFOREIZL U T,
ST EAR 3 OEAICIE 118 300mg 1 H 2 Al E THEETE 5,

(2) RERUVAEDORERE - B
M ER e L

4. RERUVRAEICEHEY SFRE

7T.RZBRUVAERICEET 3R
(FheEFIE)

74 AN OARY 27 — Lo 5% LTZANERZICBWT, BROKGAEETH D & EAMH
Wr L7238 0T, SERIII RS Aoy AT RS Z LN TE 5,

7.2 /NRICENTIE, BERFNORY aF Y — Lo 52T 52 &, BEOWREICIS T, &A
WHARETH D L EMPHIW LS AIZ, SERIXII R T A vy AUV X5 Z LN TE DD,
P E-BALE & 1 AR CHRAID SR OFNCEE L 2B A KR 2B TRE S Tunzan
TOEEICHWT S Z &, b, AU Y — L ERFITIEIRIE D Y IEOHE NI AN 2D,
WOEE D ¥ FRENT D2 AR KO AR S vy, [16.1.1 S
7.3 BHREIREE O H 2 BE THAFI OB LN TE VR ABREICH LT, EFE NI va 7
AT L,

7.4 BT~ E O FFEEEIS T (Child Pugh 7087 7 2 A, B OFEZICMHY) b 5 BF ClEks
YWIRXEFOMEEGREE L, 2 HAURKITEFO 2 HHUBRERGEOPEETHZ L, [9.3.2,
15.1.1, 16.6.1 &#]

CEmMEBMRBEEECR T2 REHEERED T
7.5 4 EREADY 500/mm3 DL EIZEIE S5 SUTRBEMBIRI O 54 772 L MU R R G A& T
THZ &, BRRBRICK VT, 180 H A M X -85 OF K OLZEMEITRFT ST,

13



(fi#s)

7.1 ANBEICRBOTE, & LTENERARRER GF 1HERR, BIERR) ofRIcESx

L7,
AU aF S —NEERDONA T XA Z YT 01k, BERAZNGE LA 21— 3 PK
EHT LV 96% EHEE S4L, CV H (FEMRED) 13 18% ERINEDNT Y X L hoTz D, F
7o EANBEIAHRBR CORE 2 L— 3 & PKIT O TIX A A7 XA F Y 7 1 12F2FE 100%
LHEE ST,

7.2 /NETIE, BROEEGRD AUCo1z [EFIRN I G & i U TR R 2 RN & 5 Z L b |

WA GG Z2RET 5 2 L ERE Lic, BARNNUBFEIZB T 2 EYEERRoO 5 X 7r v
a2 — L3, FRIRNEE G 7 U3 8 BRIZICR DG A~ERET L2 L o THY, A a2ty —
B GBLA B 1 ARG CHARNE 55 G 0BG E LT BEORFI OF M - 238
TV, £, AU Y —AERANIRE D v X REOHENTR N 2D, NEORED
VU HIENIKTT HAFOERITHERE SR 2 L A TEERE Lz,

7.3 RV 3 F I —NEEDNSAFT XA T EVT £ 1XIFF 100% TH D Z LA T, EHFICHIE
fEFIE LTHOWTWA ALK T FLo—F )L B->7unsrx A Y+ ) wA (SBECD) 23
PEARRRICH D = L BB LR E LT,

7.4 SMENC ST D IFHEREIR T & ER B CORE R GRIEGBR OB R, LOIMERARY a5 —
JVIREE & TR RE R A R H R BLR O BIMR & MG L o RICE S EfE LTz,

(TVI. 10. (3) FHEREREHE 29 5 B3 OHESM)

7.5 A DOAZ M E B YL E O BEIE O 22\ i i B R 2 b e & U C 32 S v 7oy s 35 A
RER (KT O K OMR B B R YWIE O BEAE O & 5 1 i st MR A RS 2 R 5 & L C 3 &
AIZEANEIAEERER (kTG 907\ Fa— L RO (1 FTa) Y —)) ORExzsE
IR E LT,

5. ERERALAE

E

e

(1) BERT—321Rvr—o
MG R R L
(2) ERERZEEFER
MUERR L
(3) AERGERFERR
MUERR L
(4) HREERSER
1) AREREERER
U ERR L
2) REMER
ZYERR L
(5) BF - WA
MU ERR L
(6) ARKMER
1) EARERE (—REARKRE. HECARERE. CARKLRAE), RERFRT—4A
—RRE. RERFTREBRAROAR
ZYERR L
2) RBEHBLELTERPEORAERNITEEL-RAE - AROBME
LR

d

14



(7) 0t
LR

15



VI. EMEBICEYTSEE

1. EBEZNICEAESHSILEMIIILEYH
N7 Y =Rk (4 v T at ) —uik)
AIF=NVREW (3 —)
RIxzr~ruai4 RRbEEWM (7 LKRT7 U B)
XY T4 VRILEY AT 7oXF T R TUL)
HE: BEEO S LA ORE - HREIL, BIORMNLEEZSRT L L,
2. RBER

(1) fERERGL - ERFF

AU a7 — VTEEMRICBNT, BRSO VIR T a— VEAREIET I LICKVIEE

VER%ZRT, £, A aF Yy — 1O/ T2 Fa— LVESKBEFERIIEEIRIRN T, 7 v MT
m%1®17m~w$Am TRF S B 3D A 10,

(2) ENZERMITEEBEEK
ZEERR L

(3) EARERM - Frkem
MR L

16



VI. EMBEICET HRE

1.
(1) ARLEDGOPRE

I R E DHERS

RUERR L

(2) BREABRTHERBShOPRE

16.1.1 RERE

INRBE

AARNNRERE (3~1475%, 1841 I2AR Y 27—/ 1[0 8mg/kg % 1 H 2\ (AfH#ES  FIHIC 1
[[] 9mg/kg % 1 H 2[A]) 7 AMEIRNES L7-%, K94 mry 7 LT1[H 9mgkg % 1 A 207
AFERO#E LT & & OFRF&BEEG% O Cna X ONAUC, O EHE (FEPH) 1322 7.22(2.03
~18.3) ugmL % ()45.8 (10.0~156) ug*h/mL Th-o7- 1 12, [7.2 BH]

CYP2C19 o Crnax AUC, Thmax

i i it (pg/mL) @ (pg+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)
24 18 7.22 (2.03—18.3) 45.8 (10.0—156) 1.0 (0.92—3.8)

a: MAEEE (FEPH) SUTRAEEE ([H % of) TrRLZ,

b o HfE (FEPH) P RfE (% of) TR L7

12 %L E 15 3% CIRE 50kg LA EO/NE 1 HIIZIE, RN ERERIZA Y 22 —)b 1 8] 4mglkg %
1H 20 (Af#E : ¥HIC 18 6mgkg 2 1 H 2[E) 7 HREFARANE S L=, 18 200mg % 1 H
218 7 AMBER NG LT,

CYP2C19 Ein X, LTFTOBEFREID PHISNOIRITH S,

EM : CYP2C19*1/*1 X% CYP2C19*1/*17

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

PM : CYP2C19*2/*2, CYP2C19*2/*3 X% CYP2C19*3/*3

16.1.2 £ YFEHRIEHHER
<AV aFV—/LEE 50mgINIG) >

AU aF > —EE 50mgINIGI L, [EENEL RO EERA DAY FHEEMEREBR T A R4
Rk 24 5 2 H 29 HIEAFEART 0229 5 10 5) | ([THSE, RY 2FV — L 200mgNIG | %42
YelA L L7- & & ISHFENE L AEWREmICRE L e ST,

<AV aFV—LEE 200mg INIG] >

BIREIR S O AW ZRR SRR T A BT A GO — R IEICHOWT CER 24 42 A 29 B A%
AH 0229 7 10 5)

AU 3 —)VEE 200mg INIG) & 74 7= REE200mg %, 7 0 A4 —"—JKIZEL D ZENEh 1
B (RY =Y —/Lk LT 200mg) f@EERR A B He & BLEE O 4% 5 U C i ip AR ZE (L AR B 4 0
L. Goni-EyEhfe 7 2 —% (AUC, Cmax) (22T 90%[EHEIXMIVEIC THERHRIT 217 - 72 4%
H. log (0.80) ~log (1.25) DOFFANTH V| Wi DAY IR ENED R ST,

7B, RV aFY—E, EIZ CYP2C19 I L v @ sivd, CYP2C19 IZITBIE T2 BFET D
720, BafrOX A TIZLVIRWEREMNZEF T 53F (PM : Poor Metabolizer) %R L CTHME
Ay [ 2 e BB 2 St L 7

17




3000
9500 | —e— #Ha— LEE200me [ NIG
=0 FATAFENOmg
—_ FrEFEiEfE . n=23
2 2000 H
o s
8
= 1500
o
&
¥ 1000 |
a00
{} i . 1 ' i :
0 4] 12 18 24 30 36 42 48
5 &R (hr)
IRMBHAE N T A — X
BhE AUCo-4s Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
R aF ) —)LEE 200 5259.29 2022.43 1.22 3.94
200mg NIG] +1819.00 +909.31 +0.90 +1.71
. e 5315.83 1969.03 1.43 3.94
74 7 = F§E 200mg| 200
+1944.35 +842.20 +0.84 +1.60

FIFC Lo TR D RN S 5,
(3) shmiE

MERR L
(4) BE - SfRAEOEE

(TVil. 7. MRAEAEH] OHEZH)

2. EMEERB/ITA—S
(1) BAHEE
M EE e L
(2) WUEETEH
M ER R L
(3) HREEEH
MR L
(4) YVF7S VR
MR L
(5) #HHEK
UERR L
(6) £t
MR L

3. BEKE GKEaL—v3y) @
(1) MBHiA®
AR L

18

(P EAEHEF 2, n=23)
MAFEPEEIF N AUC, Cmax ZE0/87 A —X (%, #BRE OFTIN, AR OEREAI% - %05




(2) NS A—SEBRER
DR L

4. R
MR L

5. 9%

(1) itk -FeiBE P& @ tE
MR L
(2) miE-RIREIFEEYE
(IVIl. 6. (5) Thwt] DOIEZH)
(3) Ait~0BiTHE
(IVIL. 6. (6) #ZLhw) DOEER)
(4) HE~ADOBITHE
MR L
(5) ZotoB#BE~DBITHE
MR L
(6) MFEEAKEAE
AV aFy—Lob iSRRI A8EAFEIE, 58% Th o7z 19,

6. i

(1) REBLIRUCKBER
Pl v/

(2) REICEAE5T 58K (CYPHE) OHFE. 5=
in vitroRBRIZE W T, R Y =Y —/iF CYP2C19, CYP2C9 KT CYP3A4 IZ L » TR#EN S,
AFNOFEERHIIN-F X R TH5H 19 149, [89, 10.2H]
AFNL, FFGHEEE CYP2C19, 2C9 K1Y 3A4 TR 4. CYP2C19, 2C9 XU 3A4 OFHFEFEH %
BT 5 (invitro), CYP3AITKT HHEMMHITA, (8.9, 16.4 ZH]

(3) MEEGBMNROFTERVZTOEE

B R L

(4) REDOEHEOFERVEEL., FELE
B R L

7. B

RY 3FY—F, FRENC LY L0iEKL, HEERG% 96 B £ TSR PICRE Lk & LTHRE
B 2% AP S D 19,

8. FSVARR—A—IZBHT S1EH
B R L

9. BNHEICKEKRERE
B R L
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10. BEDEREETIEE
16.6.1 FFEEDIE T L =B A
R AR Y 2 — L 1[5 200mg % 1 H 2[5 (Afi# 5 1[5 400mg % 1 H 2 [B]) K OHEEE
DOFHEREIS T3 (Child-Pugh %337 7 A B) (&R Y 25—/ 18] 100mg Z 1 A 2 8] (A5 1
[7] 200mg # 1 H 2 [A]) KEKRAEEG L & OEEEKE#%O AUCIEW#ECRIC Tholz, 2Dk
ZMAEFARY 2 — VR ET, BERERA TITEYS 2 B BISIISIEEFIRREICE LS, P2 R
REIRTETIZ6 HAETERREBICELR-72 19 BHEAT—4%), (7.4, 9.3.2 BH]

1. Z0Oith
B R L
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VI. £t (EAELOZEESF) (CEY HEE

1. BEERBEENER
188
1A XA K BBRICH=> TR, BREDARCTIENBEBREFOEMR I ZTOEEDS &

T. EENEFHAEOREARREREEZMNRIZITSIC L.
12EELGHEERSoDONECENHLIDT. BEICH->TIE. BRETZICITL. FHEERE
EEHNICITS CL BRENBOONBEICEBREEPL L BYNLELEETS C&,[8.2.11.1.3
SHE]
1.3 £, B, AERESOERNH LN, FEIBREPLERELERIFERT I E8HL, KA
BERRUBEFILRE CNASOERFEET 5F T, BHEOEGEERZ 4 S BMOBREIC
FRBBESELDVESITHSERETSH L, [8.5. 11.2 8]

(fiah)

1.1 ASHI D %G5 BT TE UTHEHAEMEEEIE Th » T, —IICHRIEREME T L T T PR OEN
BE LD AEMTEEB L REMELET 5720, ZORBEICIT RO & fR BB L
Brlb,

L7=ho T, ARANC L DIRRICH T o T, TRYRE DIRFRIC A 53 72 050 & 1B A F5 o T R U
ZOEEDOL LT, BHHZEIZLD ) ZZIZOVWTHHSEED L TARIZHEMAT S 2 L,

1.2 FFEEET Y — VR PEREAIE G HPICRBDN RSN 2EWEH OO E2I2E b b, ENE
MAHGRER 10123V THF - IRIERORIEH DS 36% (36/100 i) (278D biviz, FHBBHE DRV
DIty -GTP #1 11.0%., AFHERER A 8.0%. AST (GOT) #41 7.0%., I ALP #41 7.0%.
ALT (GPT) /1 6.0%., fFl®E 5.0% Ch o7z, ZD7= 6 FlEEHIEIZZRY, Z0H2HD 1
Bl (FFEERER ) XEE CThoTo, £/2. M - IEROBIERIC X 0 AH 2B L72ER)IE 9 4
ThHo7,

1.3 R EIT 2 BIVE A X E N MARGER 10T 52.0% (52/100 f)) #E XN T\ 5,

(ENEE IAHRRERIZ 331T 2 NERIZ AR (25.0%) , AR (24.0%) . T (5.0%) . 45 (4.0%) .
PHUE (2.0%) ., HAUE (1.0%) TH Y | IBBRELEMIC L > THREICET 2 6 EFFL 03 A0,
PR EICE T 2 R CHE SN2 IR LR EHEEICER S, —F A EERRBR I
REREE (6.3%). FH (4.8%). AP (1.6%) DISMIHTEOH D X (3.0%) JEHUE (2.3%) .
BHUE (1.2%) 72 ELIEIZh - HETHREEN TV D,)

E A AR 10 CIIRREICET 2/ER TR GH (1~7 BH) I2Z<RBDH 6N, AP
96.2%. AR EIL 95.9% BN EEMHNFRD SN, ZNDOFEGENFEKTHEEHR L0011
BT, FRLISMIER BTk LT,

ZOXHITHRICET 2 REIERIL. BRRBE RS S I TERRRIER & Lol boo (T2
DOMMORENWER | IZFEHD) . AFNAFFREOEm NS D TH D,

L7223 T, AREIF G- HIZ 1% B B O IR E fEIR 2 1F 5 B O BIEI It F SR L 918+
FETLHZ L,
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2. ERHABLTDER

2EE (ROBFICEIBRELENI L)

24 ROEFN ZREGEFTOERE V7 ry vy, V77 T7Fr, =277y, U hFERL, ot
FEN U RFERL, =A< LAENL Y RFEL IANRTRBE L, SN EX—L Tz SN
NEZ—, BBV, F=DU ANRNT TV BATVIRA R (ZVAZ I KT =
A e AT EALTFEY L, e RpmAaadZ Iy I A R, AFLTTARY
). NUTYIA FATVvaL, TAFTLEL, sIZER, Tarrkwly, ARLXY
ho UNR—axHY N UFITT R, TEAZVUEL FAAYAZ A REFYIN s TEL
=V RR NI T 7 A (BEATEIRIEORIEY o A iE VY o8Bk oRE AR E )
OHEEHEEE) . 7FHEV I ATV Ry AT af Yy =0 AREE [10.1 2]

2.2 RKFNDORATxE U CBUE DBEEE O & 5 B

2.3 i XATAER L CW D ATREME O & 5 B FE (9.6 ]

(fiA)

21 V77 oy, VI T7Fo, =277EL Y, URNFEL, AARTEEL, NLEY —
NV, BEVR, ¥=Ur, EATAIOA R (32 I WK T2 o AT RENLT
YFEYVY Ve RrzpIdH Iy AT A RN AFLT I A RN ) RUT YT A
KRN O EAERIZEET 2 in vitro s8R M OERIR FEBREABR D5 RIS ERE LTz,

(V. 7. (1) PEHZEEE ZOEE ] OHEBMR)

ANTZO BTN AAL R(ZANIEZ I WK T2 A TRELT TFEY
e Rpx)LdHXIy, IR RN AF LTI AN V) FhTS v, TAFS L
L, mIZER, Tkl ARLFRF b U AA—mkoNr VAT M TR
W=D ANAPE A RE Y I TEAL=DE L XR b7 T A (F3UTEEAE
DY 3R UNY RERED o oREAE B T) O REEEE) ThEL Y AU T
Ky, =A< hFLLEL - U R FENL:

FHIOEF IRV TAAD TH5] KO TR ICRESNTVD Z L LAANTB
Th 5] BT 22E & LT,

2.2 —fRAVIIERFE L L TRE LT,

ENFIARRER 10T, 208 1 4] (EERAFFR MG IR TR fEShTns,
AFN Kk U CRBUEOBEEED & 5 BF G L a . EERMBUEZ K Z 7 AlRetEn & 2 0
T, BHEEOH 2 BE~O& 513 L L,

2.3 4G AFERBRICE W T, ARIOFEGIZ X > TRGEME (Z v ) 10, BIEENE (TH9X)

WONFRD HNTT2, FEE TR L TS AREME D & 2 BE ~DOFR 53R E L LT,

FASIEN

3. MEEREMRICEHET HFEEENEH
(TV. 2. ZEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEEYT IR LETOER
(TV. 4. HEXOHEICEETSEE 22452 8,)

5. BEELGEXRMIE L TOER

SEELEXRMIE

8.1 HEEMEEE, EERBEENHLDLND I LBHDDT, AFOFKLGIZE L CILEMAICIn
IR, BREREMREZIT O R EBEL 01T 2 &, [11.1.6, 11.1.9 ]

8.2 HELRMEENHLDLNDLZ ERHDHDT, AAOHEEITEEL TiX, BEEZ+H0ITATV., SEIT
& U TS RERM A 2 B IR (A1 1~218) 12479 2 &, [1.2, 11.1.3 B]
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8.3 LEMN QT K, =M (torsade de pointes Z&te), [LEME), RIEIR, TRFEET 0 v 7,
DM B R, DM, BEIRERD SbND 2 ERH L0 T, EHNCLERBREEZIT
RO 3TATO 2 &, [9.1.2, 11.1.4 B ]

8.4 KAIDOFHITHEL TiX, 7 L AAF—BEEE, HEWRHEUEFICOWTHaRM@Z a7 2 &,

8.5 Mt s, AR ILIEFRIES OIREEN D S b, AFEGHIEE AR, B, GREESD
FERD T D Z LN H DT, ARG FROFERIER S 2D OIERNEET 5 £ TIE, B
BB ORI fEIR 2 £ O OB EI It F SR VWL S IcHoEET s L, £, AFlz2#E
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VIRFEZY 1.9 fFIER L7230, F7z,
N7 7 U OERBREERL, L
VW INR EF %k L7 e f 3 s &
nN<Tnad,

AKENT U N7 7 U o O EEESE
(CYP2C9) #[HET D,

7'a kAR T TRERK
FAT T — )

AEIEOFRIZLEY  ARATT ) —
VD Cmax 1d 2.2 %, AUC 13 3.8 %%
#EHNL 7= 8D,

EBENLA A T F ) — Lo
# (CYP2C19 & Tx CYP3A4) %
FHES 5,

AN

AENEOFRIZLY, S XY T A
0.05mg/kg H[A]FHHRA % 5-1KF D
Z T 5D AUCIE3.TfFIZHEL .
XYV T A T.5mg HLRIRE O£ G

(KHAREE) OIFXY T LD
Cmax % 3.8 %12, AUC I% 10.3 f#%
WZHEIN L 7z 39,

AFNLIF Y T LN G
(CYP3A4) %[HET S 32,
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A4 55

BEARIEIR - HEE T 5

&R - fabRIA 7

HMG:-CoA 1= el 4 L& 3

AHF & DG LV HMG-CoA &
TG I 34 PR oD o, v B A3 B N5
2BINDED D,

In vitro ABRIZEB W T, AHFNZ
HMG-CoA = TEFHE L EIEK DA
HiEESE (CYP3A4) ZPHE L 7= 27,

T RN AFNE OB LY DT ERLADEFIT Y T B 8L 0 R B EEE
AUC (3L, i e =ik (CYP3A4 &Y CYP2C19) %R
FER L7z 39, HID,

VIOVET A AFEDOPHIZE D, YAV ET ADIRAL Y VT A ORHEEE

Cmax 1 1.2 %, AUC 1% 1.5 f55#50
L7z 39,

(CYP3A4 K O* CYP2C9) #[H
%Téo

A VIR = VSR FE R RS R R 3K
ML7H IR

AEIE ORI LY, Zh 5 DFEA|
OMPEENENT2B8Z01H
5

ARFNE Z 0 B O FH OB FR
(CYP2C9) %#[HET D,

E T T v A RRPUENE
I

vy ) AF

v TTRAF

AFIEOFFRIZ LY, Zh 5 DFEH|
OMPEENENT2B8Z01H
Do

ARFNE Z 0B O FF OB R
(CYP3A4) %#[HET D,

AH R AAEDOHFRIZED, AV R0
Crmax 2% 80.7%. AUC 7% 47.2%¥8 /0
L7,
FF¥a v AFNE DG E D | A a FUARFNT Z S 0K OB SR
D Cmax & AUC 238/ L 7= 36), (CYP3A4) #PHET D,
AL Ry AEEOUFHIZEY, 7= =1

@ AUC 2388 L 7= 37,

4777y Va7t
7

AFIE ORI LY, Zh 5 DFEHA|
@D Cmax & AUC 23880 L 7= 38- 89)

ARFNE Z 0B O FF OB R
(CYP2C9) %[HES 2D,

R BT 3K
JIVEZF AT « F=
JLTANT I —)

IV FRATHay T F =)L A}
T VF =N EDOHHIT LY | FKAHlD
Cmax l‘i 14%\ AUC {j: 46%%7]!] Lf:

40)
°

AR EDOPFHICEY, =F ==X
7 VA= ®D Cmax 1% 36%, AUC
WX 61%¥EML., J V= F AT a D
Cmax 1% 15%., AUC 1% 53%H# 0 L 7=

40)
°

TS OIRBNIARAE O HIEE R
(CYP2C19) #[HET D,

AFENT Z B O FHK O EE %
(CYP3A4) #[HET D,

A4 a3 vANFY VY
(St.John'sWort, > k « &
a—rR-U—) GHERM

vAI A NEY VT LA
X v AFlo AUC i 59% L=
W, KEGRHIEA T 74 FFY
VUBHARMEEBRLRNE S E
BETHZ L,

YA I A XY YO ARFD
REEESE (CYP3A4) 255E+ 5,
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(fi#s)
@7 == 1 ELOEWMEAIEM
F R vl P50 ZFETHHEA L L THMONDE V== RV aFy— L EDPFHIZLY,
AU a3ty —v® Cmax, AUC W35 Z & BRI,
—F. ARV a3 P =BT 2= b OEYBBIC LT THELZRF LIBR, 7= 1O
Cmax. AUC 238 L 7=,
T2 " UBRY aF Y — L O ENEEIC TS R 25
CRF5) SE R R B YRR R BN REFHM B2 - 21 1)
(FiE) B, 77 2R, WATREM R
1~7HEHEW15~21 HBIZAY 2y — % 1[H 200mgl H 2[0S (721, 1 X
15 HEIX 171 200mgl H 4 [E#& 5, 7THHIFZ1H 1EES) L. SHEML 7= A
300mg XL 7 7R %E 1 H 1EFEREE L=,
GRESH) 7= 20 LK, AU a2y —® Cmax FIRAUC ¢ 1%, 7T BREEIx L
TZENZI 50.3% MK T 80.6% 208 L7z,
ZhiE, 7== M UKD EYREESE (CYP3A4) OFFEICE2bDEE X b,
¥, RYarFy —Lob5E% 1\ 200mgl H 2 [\55 1 [F] 400mgl H 2 FICHE L
7HEORY a5 — LD Cmax KON AUC © OFEEIL. 7 == bAoA U OFART & RIFLE £
THE LT,
s AR TS =N T == b A DI BRI KIE TR 25
CRF5) SE R B ERE R BN REFHM B2 - 15 1)
(Fik) Z—HEHR., 77 R EELL, WATHRER
17 HMl 7 == hA % 1171 300mgl H 1 [FIOKER NS (F)H OARREIZES < Aff
HEO7 = %&&E) L, 8~17T HAIZAY =25V —/L 1 [F] 400mg XX 7' 7 &R
Z1H 2 RERERAKRE L,
ER) AV a Yy —APFHBECB T 2R ) 2 Y — A RO 7 = = 4 > @ Cmax KON AUC
T OFEHEOGE AR & DI, 7T ARG L R L T2 1.7 5 KON 1.8 5124
MU=, ZHIEARY aF Y —An7 = b A OIS (CYP2C9) 2HELZZO L
EZzbhic,

@ /1 ARY & DI AEAEM

ARV aF =R a AR Y OIEYENREIZ KIF TR 29

(RF4) BRERENZEE L TV D AME NB RS (7 #1)

(FiE) —HER. BIEA, 77 BRXR, 2 17 v 24— —3kBk
1I~7THBRICYZ 0 AR R 27—/ 200mg XIiT7F T R4 1 H2EESL, 8
HEIZIZYZ7eARY 1 H2EERY a2y —v% 1[0 200mg XiZ77€HR X1 H1
Bl (FADOH) Beh- L=, 51 E5H 2 W & OMITITRIEIF A2 D7 < &b 4 HIFERIT, IR
MR L Y7 v AR Y OBk LT,

GER) RV atry—na2HT2 81k, 7 e 2KY >0 Cmax KWNAUC t 1377 &R
DFRIRE & IS LT, 224 18% KON 70%H800 L 7=,
It RV aFy—Anv e ARY COREEERE (CYP3A4) #FAFLZIZHEERX
LTz,
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@5/l AR LOIEYMEANEM

ARV I F—ARNE T a ) A RO BN R IF T R 29

Cet5e) SME A REE R N B LB CRRMBYREREE 514K < 12 #1)

(FiE) WEk, BEAL, 7T 2R, 2 #5272 F— —kEh
AU =z — (9B 1 12 FERIRIRE < 115 400mg., LA 6 H 1T 12 BRI < 115 200mg.
77707 HEIX 118 200mg ¥ 5) X7 7R (12 BT 7 BRE#&S, 7L 7 HH
X 1) ARERAO#ESEG L, 6 AEOFRTHIZH 7 7Y A2 (0.1mgkg) # Hial#E 5
L7z,

GERIR Y a - —pPrfEo % 70 U 520 Cmax LONAUC © 137 7 BARGEAR & ik LT,
FINEI 2.2 RN 3.2 fFl2¥mLE L,
ZE, AV aFy—ang ol AAOR#EREZRE Lo B2 b,

Q@ TF =7 L DIEWMEAIEN
LT F=TEEO 110.2 HHEE] OHEIC TRY ar Y —) Z#F LD, AFlo 110.2 §f
HAEE] oIz e F=7) #iBEftL, EEMELIT L& L,

@U/LT 7 v EDIEMMHANEN

ARV aFY =TT U PEHRRCEIT S T e hr v Bl (PTT) (2 &IF 3 52%E 30

(RF4) S ENERE R B E (16 #i)

(FiE) —EE#H, BIEAL, 7R, 2827 0 24— —kEr
AU )= 300mg I 77 AR%E1H2ME12 HEEEG L, 7THHOFIZIZV LY 7
U2 80mg AU a2y — X7 7R EFRFICERS Lz,

GER] AU aFy—Zvuir7y sk PTT OIEESREZ#ER ST, AU a) Yy —i1+
IT7 7 ) ARG O PTT OR—2F A4 b DR NIEEREIZ, 798 R+UL7 7
U BEHORK 25 ThoT- (FTER+UALT 7 ) o FHEGEH 88, R aFy—iL+
INT 7Y o 1T ),
BERIZ T S8R +U LT 7 U R GRET 15 Bt 3 IR bNT-DITH L, RY =)
=+ TN T 7 U T 16 BT 18 BlICRES Hivie (BAHM 2 4, e baue
VI 2 4, BT 11 1R, &P 3 4R,

@ AT — )L DI AN

ARV TR F AT TV RO O O S EHREIT KT TR 8

Okt 5] AMENERER N B (R ENREREAm 14 - 16 #1)

(FiE) —EE#H., BIEAL, 7R, 28127 0 24— —kEr
RYary— (1 HEIZAMNESE S LT1E400mg % 12 B, L% 6 H FITHER:
FeHELE LT 1A 200mg & 12 Bifif) U778 A (1 H 2M[) & 7 ARfRO#ES L,
ZDOFHHE G A AT T Y —v (118 40mgl A 1 [8]) Z R O#E Lz,

GiER) RNV oV — AR A4 AT TV —/L®D Cmax KON AUCulx, 77 BARGEHRE
LB L TENEN 2.2 KON 3.8 fFIHEI LT,
T, R aF =B F AT T CYP2C19 I X 5N B 4RKT 5 5-& K F
VA AT T =l CYPBAAIZ L DRENDAERT A AT T — -7 DY)
BRI T TRELRF LI ZA MM ORY 2 F Y — RO AUCu X, 77
T AROFHR & e U CAEIIMR S 72> 7243, Cmax X & b 50%FEEE 12D L
oo TOZ X, RV IFTY—NARBEFRAT T =D 2 DOFEGHEEE (CYP2C19,
CYP3A4) ZMHELZZDEEZ LN,
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@7 3L & DI AAE

RY 3 ;=& DT BRAEPH LIAMEAEER A 12 41280 T, D780 AUCr-78
2.2, tU2 28 L9fE LA LIz 2 EBE ST D, Y7 E/3413 CYP2C19 KU CYP3A4 12 K
STRHF S, RV 35V —13 CYP2C19 KU CYP3A4 AFFET 2 Z &b, iEHRG L
BITE, UTERLAREREN, VT B R AOERNRE - MR 28T B D 39,

@ BT LEDEYMMEEEN
R aF Y — eV ET AR UIANE AMEREA BB T, YL ET LD Cmax KO}
AUC OHEMPBRRO T OWRENRH B 39,

@ <L TR = VR SE R MBERE T 3E & o SKE AAEH

RV aF Y — b & RVR = VIR FE R MBERE T3 & oY BAE I B4 5 BARRY 72 i PR 3L PR AR
WML T, AR Y 3 — N R VR = VIR B R MBS TR OMHIEEE CYP2C9 #PAH
THZEITE - T, AR VRFERIMBERE FEOMAPIRENSEM L, 2 O MpER T EH 23R S
nNoBZENNRH 5,

Ot 7 VIuA NRGUEIEIESEE & oW LR

R aFy— LTI uA RRECEVEIESZIE & O FYA EAERICBE T 5 AR 7o fi R 3
HRBRITFERL TRV, RNY a3y — ARl a7 vhu A RRGUEMEES3E O SRR
CYP3A4 Z[HETHZ LIC XL - T, B A7 v a A NRPUEBMEBEREO M AR ESHML, £ 0
RIERIS RSN BENNRH D,

@ A KR & oS ALER
AU ar ) — X RUOffHICE Y, A9 R Cmax 28 30.7%. AUC 2% 47.2% N L 7= &
W) RIS ERRE LTz 42,

@1 = Rk DIEMAH A AEH

R ary—rtddyaFraffflizt&, %22 R Cmax 2 1.7 %, AUC 78 3.6 %
AR LTz, A% a RATEICHGERESE CYP3A4 TR#@ s, —FH. AV aFy—iu
1% CYP2C19, 2C9 K Tr 3A4 TR S, CYP2C19, 2C9 KX 3A4 DILEEMZAT 5, RV =
FV =iz kv CYP3A4 BRHESN, A% a RO N-AFIUULEILET 2 Lick>TAF
va RUOREBEAEINLIZEE. %3 FUOITIREE (IRERAMT . fill) 1CBREEDZ(L
e,

@7 =X =)L DI ANER

RNy ary—nb 7z 2=V EGH UIZANE AR 12 41280\ T, 7= Z = LOmiEs
V772N 23%IE T L, AUCo- 145 EH L2 ERRESIN TS, 7= ¥ =L FEC
CYP3A4 [Z L » TR L, AU a2y —id CYP3A4 #FAETH Z &b, kS LI-56
WX 7 2 X = VDM EEN ER L, 72 =M X AERMHEINE L 2BZRRH 5,

@ (77 uTxr, VruT =t s OERYMEER

RVafFy—neAr77urcy KORYafby—revraryFrx0flLlEx, 47
n7xrbyr/u7 ) 7O Cmax & AUC BRENENABICHEM LI, A 77072 KOWW
07 =73 EICFREEERE CYP2C9 CTR#anD, —FH. AU aF Y —id CYP2C19, 2C9
KO 3A4 TR S, CYP2C19.2C9 K X 3A4 DILEEH A BT 5,4 770 7 = 250 T,
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—

ARYat >y —ickv CYP2CY BIES, A7 7a 7= OEBEENMENLIESAE, A 77 a7
= CREERFEOR . DI XIXECEEWERH OFRBLY 27 BNEE L RREERH D, /a7 =)
ZIWZOWNWTIE, AU Yy — ik b CYP2CO BES, Y7 r~7xF 7@ Cmax & AUC 2%
ENENHEEIENMT 2200, V/u 7=t ORAENOGEGTHIZENREETLNEEZD
5 38 39)O

@t (I VALY Y UEAHERNLEDOEYAANEM
RY)aFy—neefavF XV VY yOHMIZLD, AU af >y —nro AUC 2Ed Lz & O
HRD D,

Ok 17Ty A (FRSUTHEARE DAL U o AR 1Y 2 SEREE Y » M%&) ORER
BB, SPERBIEE M) . LT AT LA, T e v kSRS (Fa bl F=T) &
IR

LR OAFNOTE TR B AR TR (CRE ST 2 &b ARNCBNT b T

JITER) (C2NbOEFEBR L, EEWREEIT) 2 &L L,

@ LA Ry b EDEYMEEM
NUANRL Y MEOBTFIRXO PFHER) OBIIRY a7y —AREfshicZ ez, A
AOBFIHLIZBNTH AL A MRSy haBiL LIEEMEZITO 2L & LT,

. BEl{ER

11.El4EH
WOBWERNH b Z ENHDHDT, BEEHITITV., BFENEREO b HAICIT&RE % |
T 57 Bl 24T Z L,

) EXLRIER &R

1.1 EXLGEIERA

M1 2avdy BERH)., P74 53F%— (BEERH)

11.1.2 hEHR KIEFERMALE (Toxic Epidermal Necrolysis : TEN) (JE ). RIER AR &R
(Stevens-Johnson FE&RE) (HHE ). BB (BHERH)

BBEDIERD b b o GE 3G AL L, EURAELZITS 2 &,

11.1.3 HFEE (5.0%)

EEDIEE (k. WE, FRe, IHEEEE) 2oobnbd R0, T bH#ME ST
W5, [1.2, 8.2 %]

1M11.40ER QT EE GHERH) . (DEHER (1.0%) . DEMEY GEERP) . REBAR GEERH).
TEEETAYY (HERH)

DEX QT LR, =M (torsade de pointes &), L=EAMEN, RER, TEEET 2 v 7,
DM T EER, DEMERAMGE, EIRES S SbhD Z NS D, [8.3, 9.1.2 BH]

11.1.5 DF2 (3.0%)

DHEREICET 2 BE AR ONE IS 2PIE L, @Y ALEEZITY Z &,

11.1.6 BEE (1.0%)

HEELEEE (SRS, BR, BRMEELES) PbEbobildZ bbb, (8.1 BZH]

11.1.7 PRI ESEAE R (SE AH)

1.1.8 X5 « INL—EEE (HEERH)

11.1.9 MAEE (2.0%)

BBEIE, ERRA . AR R L, MEEEDRIERAE . RRREME M A PR 45 O FAE 22 IRFE E A &
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LbhNBZ ERbBD, [8.1 %]
11.1.10 BIEME KRR (E R
BIEMERIGREOEE L2 KIBRBRH LN ENHLHDT, EF. THID L ONIHGEITITR
Hadik L, @@ sito 2 &,
11.1.11 |8 (B ARH)
A EDMREEN D LN DZ ENRD 5,
11.1.12 #RUARRAAREE (B A1)
MiAdE, B, CK k5. MR ORTF I 42 e vy ERA M E 3 2B EARIENR H & bh
LD ENDD,
11.1.13 EE M (0.2%™)
N, PER IR, FEEN, i O R (REF) RO ONEAITIE, E T X B, i
CT. MiE~—h—HDMRELEEM L, AFORGZRIET 5 & 62, BIERERVECAIORE
HOMY) LB EZITH Z L,
MA14{EmPE GFEEARH)
HEQIKLWERD b Z ER3b 5,
11.1.15 BEEE (0.1%Y)
EiiHE, BV SVORTEOEREERH OO Z LD D,
) FEBUBEE I3 R A OFE R IS VT B,
(fi70)
11.1.3 fifpEsE
RY aF— I 7Y = VRPEEAIC B LEE OO LS L LTI~ OB ENEE S
%,
FEl N 26 AR R BR S OB ENC 38U D BT + IRIE R ORIEAREBURPLUL FRED E B Th D,
(ENE MBI 31 2/ - MHIE R O RIERFEBLRDL
EINEE AR 10CiX, JIF - IERORIWEA D 36.0% (36/100 ) IZiROHNTZ, ZDHH 5
BIREEGFRIEE 720 9B 16 (FFERERY) TEE b7, £, I - JHEROBIEMIC X
S CARZE LTZERIL IBITH -7,
11.1.4 0ER QT R, LM, LDEME, Rk, 22EETa v 7
ENE AR 10T, O« MEROBERN 4 FIRHR Lz, BEETH-T-HDOILLAE, O
SEMEHISMNE, DEME T BR R VL EESEIROS 1 Th o7,
11.1.5 DARE
ENE T FRER 10T, BEEOLRSEFSIEE LIFGATIES Tz,
11.1.6 B prs
[EI NS FERRER 19120 C, Bk ORIVEA2Y 8.0% (3/100 ) (238D Hivlz, ZiLo OAEH]
D9 HBAREHBE R T 7 LT F = IO 704 16 (O s ) RAGHikic -
776
11.1.9 i gk
FEINEE AR 01280\ C, HEERMKFEEORIERN 1 # (A1 v FRIEH, A ek IE
K QM MRIBAME) 3B BTN D,
ARFNLIE MAERR IR 2 LT T RREMED & 1) | B Xt G B CIXRIEREDME T L TV 25403
2V, EMICMERREZET 52 L,
11.1.10 ARG
KA I, BEERIGROBBUEET D2 &,
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11.1.11 i

AANO B G- A FE 2 OMIRRIEEIER N IS 5 Z LD SN TN D, T OHIT IR, i,
PR FEOIER BB EN TR, 2O XD ERE S b b HGaI i3k E2 L2722 8
U7 ALE AT H 2 L,
AEB G L, EREORBUEETDHZ L,
11.1.12 BT b ARIE
AANF G-, B RAREORBLUIIEE T 5 2 &,
11.1.13 V& MER %

AANF G L, MEMEMROFEBRIZEET S

-
—

&

11.1.14 & fkE . 11.1.15 = akkEsE
AFN G, AR X EFREEORBUCERETH 2 &,

(2) Z0iDEI{ERA

1.2 £ D DEIER

5%LL L 1~5% Al 1% AT 2 1 A<
mig e *Y H MERIBE i)V i, U o EiE
FRIEE i
LM iF, DFERETHE iiKIE, W7 ey
H - KRR DT, B, [AEstE L

L
PN i b ADH i 53Wh RIS BB R RE AN 4, HR IR
BERETTHESE . HUIR I REA
TE
AR p s WD Y| (AR BFE R, FEEE, A ARAG 2 | ARARRRJE | TRIBE S |
BRFEED  |RERE, EHR. IRRTE, IR, Bt N
PRIREEIN, AEE, Rl
SHVRIE, SGHUE, M2
Y. AR, AR A i
B, MANRELAL, MR i A
K. HHUE
H I B, I\ (EEEE. 0BoO0UE RTINS 7 N e =1, /)N
A TR, T HIE AR R, B, ER, R, BT
BEG. Rz, A LD A i, HEREES
(P N m P= i
AiESR, HiRtERER, 0
R
a5 E RO HENE ., M, B G FIE VRSO RO RIE
B 5 JRpTiRRE FLER BRI, RRMEE A VTN YRR
JlE, FEEL, O
JHFJIEE S e ARFES . AHAE, PR
YR R OV A Rl e
A HE
RO K OV 2= | AR IR EIGE, AU v AME, (K MY U AlEI VAT a—/VIE
== KAV 7 AlfidE M AE
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10.

1.

DRRAVAS: )11 5 515,90 S
JERH. 747V D XA
~—H§N, MiE FDP #50,
BT X T — PRI, fFERER

. B

5%LL k= 1~5%Aif 1% AT @ BE R
R AN B, YR BAEI % B
AR b
FECRIES  |BE FOENNRBIE , s, VREDE R IE M = o — |BEER . . ITRIE. A
DEV, REERE, R 2T — BORTUME, ARIR. Jorh, &
B IR, SERRETE . Rk, P SRS BEIE BERE
BLIF K 4H
g ialiaes ANHRYE PEELIRRE, L. ZE, X\ R%L DO, T
i
& OVR B PR MR, 7473 R
FE R, U W& 1f.
S OME R P 5
B g Kk VLT B, B, RLBE, A |2 PRIRVEIE . BER B R R
Lk e HIVEALEE, 3892, B, 9 BLBIE | I B2 R 2%
JERRBBIYERS . 2iF. % UREE, [EERZ, WoE,
DFEIE, . RIEHE B, E= ) 7~ h—
F A ABMERIL T 4 U E
IRl JIAL i, AR tERRIRSE ., &
RS, U o R
R ALT #4850 . [fh e U e8| BUN B
AST #§h0. |[AAs o a8, s v
ALP #80, v |7 F=>#m, LDH #/n,
-GTP #8/0 M U o LA g

& B B |3 B ST VA B R R YE O AR I O B N B R B Of I DT B,
a : FEBUBFRE 136 HGER A O RIS T D,
b:[1.3. 85 &M]

REINTVA

BERS
BIE TR

BALOIE

. BRRERBRICRITTEE

|72

vy

14EBRALOEE

14.1 ERIZFRFOIE
PTP 2 OFAIL PTP & — F OV H L TIRAT 2 L 9ET 52 L, PTP v — FOFEAKIZ &
V. WS RIEREARIA L, IS E B 2 U CHERRIAR S0 BEE RS IHE L IR T 5

ZEWDHD,
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12. ZOHODEE
(1) BREFERICE I HH

15.1 BRERERICE D 1858
1511 SMEABF BT, R Y 3 — Lo mEh iR & ISR R F R B O MR I
ERBEMENED bz, BARAMERER AW T, HFEREREENIE LIZIEF T, 2o, I
BER R EE N HE S CTWIER O MBERRE 7 7EiTvwInd 45ugmL U ETHH-72, Tz,
[E NI R AR B T e e OV BPEICISE U G RORBEIC A, BZE LT R T 7P REs
4.5 g/mL L EORGE HEIE L TR EZRET 2 MFRES=%Y v 72 FE L, ENS
DEFRRER T — 2 2> b 1L ITHE e I AL B 5 o0 B 2 T3 2 M il B o0 BB IZRR D BT/
W, [7.4, 8.7 &M
15.1.2 il At & 5 ML D IR R & x5 & LT OBIEF IR 5\ T, AAIRER BH TSR
W EREDOFAEY AT BT Y — L RTIERESIEREEE L R L CHREICE S (A F— R 2.39,
95% (5 HEX M 1.31-4.37), ZORAEY A7 11180 HE 2 2 EHBEOEE THV (NTF— ik
3.52, 95%(5HHIX ] 1.59-7.79) L DWERDH 5 42,
15.1.3 AFIE %I, KR EREROEERAENEAE L OWMENRH D, /-, ABIELE
Bz, SEREBESOG & FEBL L T2 B TR R BRI S OV R ES R A LT & oiis
Wb, [8.6 5]

(fi#i)
15.1.2 fififghlido 5 W DB RE RS 2515 & LT OB D X v o nizmiziBit Lz,
15.1.3 A CTHRGHIH] 1 LA EOSER & & Lo ARFI R G- O B TR B TR R aE )
MBE L TG RV | 2 SIEFI O I IDEHRIBBIE OGO FIEITHEFE L TR EER ) < T
PEBRANE) ZRBLL CWEBELEEN TV ENDORE LT,
WS CIEHE L 7o IS B C D RER T FRIFSE 49 K ONERIRRER 4912\ T, R BRI T4 L
TBEORY oY — O FHES IR (RE-REHR) X, £hZh 284 H (68-1458 H)
L34 »H (2337 % H) Thotm,
(TVIl. 5. EHEERFEARMEE L ZOHEEB | OEBH)
(2) JFERERHBRICE D 1HH
BEIN TN
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(TVL. JEZhIEPCRETHIHE ) OEHSH)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
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k5844 VFEND-voriconazoletablet,filmcoated
FIE - ik | 50mg. 200mg

INDICATIONSANDUSAGE
1.1 Invasive Aspergillosis

VFEND is indicated in adults and pediatric patients (2 years of age and older) for the treatment of

invasive aspergillosis (IA). In clinical trials, the majority of isolates recovered were Aspergillus

fumigatus. There was a small number of cases of culture-proven disease due to species of

Aspergillus other than A. fumigatus.

1.2 Candidemia in Non-neutropenic Patients and Other Deep Tissue Candida Infections

VFEND is indicated in adults and pediatric patients (2 years of age and older) for the treatment of

candidemia in non-neutropenic patients and the following Candida infections: disseminated
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infections in skin and infections in abdomen, kidney, bladder wall, and wounds.

1.3 Esophageal Candidiasis
VFEND is indicated in adults and pediatric patients (2 years of age and older) for the treatment of
esophageal candidiasis (EC) in adults and pediatric patients 2 years of age and older .

1.4 Scedosporiosis and Fusariosis

VFEND is indicated for the treatment of serious fungal infections caused by Scedosporium
apiospermum (asexual form of Pseudallescheria boydii) and Fusarium spp. including Fusarium
solani, in adults and pediatric patients (2 years of age and older) intolerant of, or refractory to,
other therapy.

DOSAGEANDADMINISTRATION
2.1 Important Administration Instructions for Use in All Patients
VFEND L.V. for Injection requires reconstitution to 10 mg/mL and subsequent dilution to 5 mg/mL
or less prior to administration as an infusion, at a maximum rate of 3 mg/kg per hour over 1 to 3
hours.

Administer diluted VFEND I.V. by intravenous infusion over 1 to 3 hours only. Do not administer
as an IV bolus injection.

2.3 Recommended Dosing Regimen in Adults
Invasive aspergillosis and serious fungal infections due to Fusarium spp. and Scedosporium
apiospermum

See Table 1. Therapy must be initiated with the specified loading dose regimen of intravenous
VFEND on Day 1 followed by the recommended maintenance dose (RMD) regimen. Intravenous
treatment should be continued for at least 7 days. Once the patient has clinically improved and can
tolerate medication given by mouth, the oral tablet form or oral suspension form of VFEND may be
utilized. The recommended oral maintenance dose of 200 mg achieves a voriconazole exposure
similar to 3 mg/kg intravenously; a 300 mg oral dose achieves an exposure similar to 4 mg/kg
intravenously.

Candidemia in non-neutropenic patients and other deep tissue Candida infections

See Table 1. Patients should be treated for at least 14 days following resolution of symptoms or
following last positive culture, whichever is longer.

Esophageal Candidiasis

See Table 1. Patients should be treated for a minimum of 14 days and for at least 7 days following
resolution of symptoms.
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Table1l:RecommendedDosingRegimen(Adults)

Infection Loading Dose Maintenance Dose*1> *2

Intravenous infusion Intravenous infusion Oral*3

200mg

. o 6mg/kgeveryl2hoursf
Invasive Aspergillosis™ . 4mg/kg every 12hours every
orthefirst24hours
12hours
Candidemia in
o 200mg
nonneutropenic patients 6mg/kgeveryl2hoursf 3—4mg/kg every
ever,

and other deep tissue orthefirst24hours 12hours*? Y

L. . 12hours
Candida infections

200mg

Esophageal Candidiasis Not Evaluated *¢ Not Evaluated™® every
12hours
L 6mg/kg every 12 200mg

Scedosporiosis and .
o hours for the first 4mg/kg every 12hours every
Fusariosis

24hours 12hours

*1: Increase dose when VFEND is co-administered with phenytoin or efavirenz (7); Decrease dose in patients with
hepatic impairment (2.5)

*9: In healthy volunteer studies, the 200 mg oral every 12 hours dose provided an exposure (AUCt) similar to a 3
mg/kg intravenous infusion every 12 hours dose; the 300 mg oral every 12 hours dose provided an exposure
(AUCr) similar to a 4 mg/kg intravenous infusion every 12 hours dose (12).

*3: Adult patients who weigh less than 40 kg should receive half of the oral maintenance dose.

*4: In a clinical study of IA, the median duration of intravenous VFEND therapy was 10 days (range 2 to 85 days).
The median duration of oral VFEND therapy was 76 days (range 2 to 232 days) (14.1).

*5: In clinical trials, patients with candidemia received 3 mg/kg intravenous infusion every 12 hours as primary
therapy, while patients with other deep tissue Candida infections received 4 mg/kg every 12 hours as salvage
therapy. Appropriate dose should be based on the severity and nature of the infection.

*6:Not evaluated in patients with EC.

Method for Adjusting the Dosing Regimen in Adults

If patient's response is inadequate, the oral maintenance dose may be increased from 200 mg every 12
hours (similar to 3 mg/kg intravenously every 12 hours) to 300 mg every 12 hours (similar to 4 mg/kg
intravenously every 12 hours). For adult patients weighing less than 40 kg, the oral maintenance dose
may be increased from 100 mg every 12 hours to 150 mg every 12 hours. If patient is unable to tolerate
300 mg orally every 12 hours, reduce the oral maintenance dose by 50 mg steps to a minimum of 200
mg every 12 hours (or to 100 mg every 12 hours for adult patients weighing less than 40 kg).

If patient is unable to tolerate 4 mg/kg intravenously every 12 hours, reduce the intravenous
maintenance dose to 3 mg/kg every 12 hours.

2.4 Recommended Dosing Regimen in Pediatric Patients

The recommended dosing regimen for pediatric patients 2 to less than 12 years of age and 12 to 14
years of age with body weight less than 50 kg is shown in Table 2. For pediatric patients 12 to 14 years
of age with a body weight greater than or equal to 50 kg and those 15 years of age and above
regardless of body weight, administer the adult dosing regimen of VFEND .
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Table2: Recommended Dosing Regimen for Pediatric Patients 2 to less than 12 years of age and 12 to

14 years of age with body weight less than 50 kg*!

and other deep tissue Candida

12hours for the

12hours after the

Loading Dose Maintenance Dose
Intravenous Intravenous
) ) ) ) Oral
infusion infusion
Invasive Aspergillosis*2 9Img/kg every
Candidemia in nonneutropenics 9mg/kg every 8mg/kg every 12hours

(maximum dose

infections*3 first 24hours first 24hours of 350mg
Scedosporiosis and Fusariosis everyl2hours)
9mg/kg every

12hours

4mg/kg every
12hours

Esophageal Candidiasis™ Not Evaluated

(maximum dose

of 350mg

everyl2hours)

*1: Based on a population pharmacokinetic analysis in 112 immunocompromised pediatric patients aged 2 to less
than 12 years of age and 26 immunocompromised pediatric patients aged 12 to less than 17 years of age.

*9: In the Phase 3 clinical trials, patients with IA received intravenous (IV) treatment for at least 6 weeks and up
to a maximum of 12 weeks. Patients received IV treatment for at least the first 7 days of therapy and then
could be switched to oral VFEND therapy.

*3: Study treatment for primary or salvage invasive candidiasis and candidemia (ICC) or EC consisted of
intravenous VFEND, with an option to switch to oral therapy after at least 5 days of IV therapy, based on
subjects meeting switch criteria. For subjects with primary or salvage ICC, VFEND was administered for at
least 14 days after the last positive culture. A maximum of 42 days of treatment was permitted. Patients with
primary or salvage EC were treated for at least 7 days after the resolution of clinical signs and symptoms. A
maximum of 42 days of treatment was permitted.

Initiate therapy with an intravenous infusion regimen. Consider an oral regimen only after there is a
significant clinical improvement. Note that an 8 mg/kg intravenous dose will provide voriconazole
exposure approximately 2-fold higher than a 9 mg/kg oral dose.

Oral bioavailability may be limited in pediatric patients 2 to 12 years with malabsorption and very
low body weight for age. In that case, intravenous VFEND administration is recommended.

Method for Adjusting the Dosing Regimen in Pediatric Patients

Pediatric Patients 2 to less than 12 years of age and 12 to 14 years of age with body weight less than
50 kg

If patient response is inadequate and the patient is able to tolerate the initial intravenous
maintenance dose, the maintenance dose may be increased by 1 mg/kg steps. If patient response is
inadequate and the patient is able to tolerate the oral maintenance dose, the dose may be increased by
1 mg/kg steps or 50 mg steps to a maximum of 350 mg every 12 hours. If patients are unable to
tolerate the initial intravenous maintenance dose, reduce the dose by 1 mg/kg steps. If patients are
unable to tolerate the oral maintenance dose, reduce the dose by 1 mg/kg or 50 mg steps.

Pediatric patients 12 to 14 years of age weighing greater than or equal to 50 kg and 15 years of age
and older regardless of body weight:

Use the optimal method for titrating dosage recommended for adults.
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2.5 Dosage Modifications in Patients With Hepatic Impairment

Adults

The maintenance dose of VFEND should be reduced in adult patients with mild to moderate hepatic
impairment, Child-Pugh Class A and B. There are no PK data to allow for dosage adjustment
recommendations in patients with severe hepatic impairment (Child-Pugh Class C).

Duration of therapy should be based on the severity of the patient's underlying disease, recovery from
immunosuppression, and clinical response.

Adult patients with baseline liver function tests (ALT, AST) of up to 5 times the upper limit of normal
(ULN) were included in the clinical program. Dose adjustments are not necessary for adult patients
with this degree of abnormal liver function, but continued monitoring of liver function tests for further
elevations is recommended.

It is recommended that the recommended VFEND loading dose regimens be used, but that the
maintenance dose be halved in adult patients with mild to moderate hepatic cirrhosis (Child-Pugh
Class A and B).

VFEND has not been studied in adult patients with severe hepatic cirrhosis (Child-Pugh Class C) or
in patients with chronic hepatitis B or chronic hepatitis C disease. VFEND has been associated with
elevations in liver function tests and with clinical signs of liver damage, such as jaundice. VFEND
should only be used in patients with severe hepatic impairment if the benefit outweighs the potential
risk. Patients with hepatic impairment must be carefully monitored for drug toxicity.

Pediatric Patients

Dosage adjustment of VFEND in pediatric patients with hepatic impairment has not been
established.

2.6 Dosage Modifications in Patients With Renal Impairment

Adult Patients

The pharmacokinetics of orally administered VFEND are not significantly affected by renal
impairment. Therefore, no adjustment is necessary for oral dosing in patients with mild to severe
renal impairment.

In patients with moderate or severe renal impairment (creatinine clearance <50 mL/min) who are
receiving an intravenous infusion of VFEND, accumulation of the intravenous vehicle, SBECD,
occurs. Oral voriconazole should be administered to these patients, unless an assessment of the
benefit/risk to the patient justifies the use of intravenous VFEND. Serum creatinine levels should be
closely monitored in these patients, and, if increases occur, consideration should be given to changing
to oral VFEND therapy.

Voriconazole and the intravenous vehicle, SBECD, are dialyzable. A 4-hour hemodialysis session does
not remove a sufficient amount of voriconazole to warrant dose adjustment.

Pediatric Patients

Dosage adjustment of VFEND in pediatric patients with renal impairment has not been established.

2.7 Dosage Adjustment When Co-Administered With Phenytoin or Efavirenz
The maintenance dose of voriconazole should be increased when co-administered with phenytoin or
efavirenz. Use the optimal method for titrating dosage.
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DrugName Category
A=A NZ VT DOHIE voriconazole B3
(2021 4F 4 AER)

2% PO
A=A NZ U7 D55 (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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