H A 5 5 | 87620 |

20264F9 A t&RT (5526/K)

EEn A V2E1—T+—L

H A5 B A Al 2 O IR FR a2 58 (19984F9 H ) I HEHLL CHERK [—3#52018 (20194 5 Hif) (2 L]

EAMEEA
wexs of WY =)L e 5O
Itrizole Capsule 50
Al & | #h 7L A

&
%
oy
e

1 7N A T3V —)L 50mg =& A

4 /73— (JAN)
4« ltraconazole (JAN)

B W ARG H B | B AKERE A B 1993FE7H2H
SR YENHE A B | 1993458 H 27 H
% 58 4 H B | 199348730H

B % - B E - A -
e - 42 5 - | BUERGEI (A) v Ty — <A St
& 4

e
(S SRS Nl
T & Jo

- fis 4

5o

Yo TSt AT AINA L T A= a B S —
WAL Z OV T 0120-183-275

M & b & 0| #HYMR~OEKE - &R 55K :0120-118-512

(£- B BB BIOEFAR B ZFRL)
BRI T A b s https://www. janssenpro. jp

AKIFIE, 20264F8 H taT (8l DO T L DREHU IS EUGET LT,

SO O MSTATEIE A (3R E IR R A O ISR I R B
NV THERL TS, '
SRR T LD TR OBGET O BB E2UTEA— R LD B S,




IFRIADF5IEDHME-B RRbEAIE=—

1. EERAVEE1—T+—LIER DR
WEREE AT DWW TR 3 O RS 23 (LU L MREBE ) SR ICA 22—, BEEEGOFIAITIO
VB ERGFERIREL TH O T A FE 2—T 4 — 2%, B634E A AR BREAIM 2 (LU T, BRZEENET)
B2/ BN ERALFE 2—T4—0 ] (BL T, IFEIET) LU CRE A2 B, Z 0l A e M E L,
ZLU T, R0 H RT3 NE B A I Tl e ML A SIFFEHE R R B ST,

2. IF&lE
IRV TR R S I SCE SO Mol HAIME O EFIEFE ITL > T H 8 B0 B R 3K 5 o0 1E T
ORI D720 DB DU NTHEANE HIRBLO AT LA D BB RK SN A RIRE R i E L LT B EED
R AR R L FRAAN S O 7260 12 2 5% 5 3 ity O BLIRA FE TRl K DR L2 L TN AT B | LA AT
Tohb,
LipL . SEERE O B O 5 IO o i, B A 3 O RAF XIS S U716 3% OSEAET B 525
A < T - SR NS FIHEFIFO LR FHLTRB0,

3. IFDFR - VERL - FE1T
HikI3ALH] BiEELL ., JRAIE L CORA LML EOFRTRERL . FINE— BRI E3 2, BEOTLHH B 1T —L.
JR R EU TR O F G- B BN AR T2, IR B IR EEDNRAE LT [TFREEEERE > CRisli 3228, ARIFRCHEE I,
FRR AR LA PR AGES AV IR K S DIl I L7220 | BEFE 78 i SO IR TR R | S LD ERk - SRt 2 iR S %
HOTIIAR, Fo, B A K OFF A (5 PR 3R S 12 1 5) 2322 ST RE a7 & QN I E O IE K EE A2 S,
LN AN R EE R DG EITIFBNWUET - FITS D,

4 FOFAIZHT=>T

IFREDFREREZ . MRNDA 22— BEREDT — & M2 TIFOWNEEFESE | IFOF|FHPEE & TR
WEEDND D,

MRADALHE 2—TA - T 2B B LU T, BIFE DR, RAIRRHL, SEEVER . BRARRE, JERRRERBR S DI A A3
T oD, Fo, BIRFYGETSAHEEN EoNEFICBT 2 HHICBL T, HEERL ORI ZEDW, Db e, ERM
IR IRATSCE, BAISESCE, AL AMERE M, Drug Safety Update (E 3R 572 2] SR ) 12 L0 FRAAfSE H HA3
N4 55, EDTDDBELLT, FO T BUTIFIERR D B L72 o To i SCEOVERSUTSGET 4 A 450l Td,
PP IEAE RO IR D B REHS I TOD TR Rl | 0T T8 ME TOFEFRIRDLNZBE 32 B F I3RS O
FHiE- A&, 2heE - RSN TODEERHY | Z ORI THEL T2,




=

R

I. BtEICEISEE

1. BB DARAE - v 1
2. B R DA TN FATE cveeeerrrnennnnnnnnnnnnnn 1
. &2#ICE95ER
1. g}iﬁ% ................................................................................................... 2
2. _)C;]Q% ................................................................................................... 2
3. BEETESUITRMETL wevvvvrrrrnmnnnnnnnnnnnnn 2
A A k4 U = 2 PP 2
5. EEERZ (4G IE)  wrrrrrnrrrrrrrnnrr e et 2
6. [EFHZ. Bl4&. H@%\ B BB D vt 2
7. CAS’E_‘%%%% .......................................................................................... 2
Il AR IBET 3R
1. ﬁ?ﬂﬁzﬁ@%ﬁfﬁHBﬁ ................................................................................. 3
0. MMTR(ESEEGIERD «eeeveererrmneantnnann it e s e e 3
3. ﬁ;ﬂ&ﬁw%*ﬁ%{&l;?(:}sﬁ-éfﬁglri ......................................................... 4
4. B OTEESRERSE v rvreev sttt s e 4
5. ABHFIAN DD TEDRIE rrrvvrrerrrrrnrrerrrrn e ettt et 4
IV. KA SEE
1. BT e 5
2. @gﬁua)%ﬂhjz ............................................................................................. 5
3. BIFIDRIERBETIZE[FBIZTENME  wrrrrrrrrrrrrrrr e 5
4. BAT DEBETED I DRI -+ rrevrerrrrrnrrerne e 6
. AHUERER  «reneernneernn e e 6
6. @ﬁ“[’]@)ﬁiﬁmﬁ\wﬁgﬁgﬁﬁﬁ;‘f .................................................................. 6
7. BRI DA TNEIII D TEDIE --orrrrrrrrrrrerrrrrr et 6
8. jflﬁﬁ ...................................................................................................... 6
9. TRBROANE revverrreremeeseritmn i 6
10. %0)4“1_1' ................................................................................................... 6
V. BRICEISHIER
1. ZHEESUIZZNER - veeevererenermmtn i s e e 7
2. FETR TSR rvrerrereerr 7
3. BEEREHAE «revvvrrrrrrrnrrreemenneee et et 8
VI EhER(EA Y 2EE
1, BIBE A CEEEH DI S UTIE B MPEE  vvrrerrrrrrrre e 12
2. %Iﬁﬂ;ﬁﬁ ................................................................................................ 12
VI EYEREICEIT SEHE
1. Im_q:;%gw?&*g.;ﬂuiﬁi .............................................................................. 15
2. AR SR/ NS Al «evvennnnnnnnnnnnnnn s 18
3. ﬂ&”ﬂ ...................................................................................................... 18
4. ﬁj\*ﬁ ...................................................................................................... 19
T .. T R 29
6. *#/ﬂ' ...................................................................................................... 23
7.



V. &&MH(EARALOEES)ICETSHIER
1. %%W%‘it%o)fgm ................................................................................. 24
2. %%W,’?&t%@}im ................................................................................. 24
3. BRI R (R E T AT E FMIEE -+ revrrerrrer e 24
4. FERUVRAECEET BB EF DI r--rrrrrrrrrrrrrrrrrrr s 24
5. EEE%KE@}IE&%O)IEEE ........................................................................ 25
6. #%E@%%%E?é%%(:@?‘éii% ............................................................ 26
7. FHTLHER wveeeenrreermenmaeeeeen ettt 28
8. EIH’FFE ................................................................................................... 40
9. Eﬁﬁi*ﬁﬁ%ﬁ%':&'ij_$2% ........................................................................ 47
10. :@%1&5 ................................................................................................ 47
11. EFHJZ@/I%: .......................................................................................... 48
12. %0)1@0)5}% .......................................................................................... 48
IX. JERREREERICRE 9 51
1. _EQ;?;IE ................................................................................................ 49
DI v L LT PP 50
X. RIRVNEOEBSIET ZEE
1. ;ﬁ;ﬂﬁﬂfﬁﬁiliﬁﬁﬁ'ﬁﬂﬂﬂ .............................................................................. 52
2. ﬁ?;ﬁ{%ﬁ%ﬁ; .......................................................................................... 52
3. ﬁﬁ“ﬂﬂ*&b‘i@;}%‘}ﬁ .............................................................................. 52
5 23 - PP 59
5. @% ...................................................................................................... 52
6. ﬁ_mﬁj\ﬁﬂ-j;{e ....................................................................................... 52
7. EISTEAE AR G ] wvreevevrrerrrnnnrreemmnnaeee et e e e 59
8 Bl S ARKAE A RUITKIET D e 59
9. ;‘i‘gﬂﬁ%ﬁ”lﬁﬂiﬁ = LR L T R P PP PP PP PP PP PP P PP PRPPPR 52
10. PR~ SREM. Ak AEEEBMEDE R B RUZORE wreesreeermessees 52
11. ﬁ%ﬁﬁ%s §§$1ﬂﬁfft§%/j}§ﬂiﬁ H&U%@W:’E ............................................. 52
12. ﬁgﬁlﬁﬂﬁﬁﬂ ............................................................................................. 52
13. E'EH:I:Q%—.—_G)EI?:: ....................................................................................... 52
14. EE%{%%%‘:{E%&”R%E;%:_I\ ............................................................ 52
15, AREEHAAT L MDIEES ---rvverermrrrrrrrn e e et 59
XI. 3@k
1. BIFHSTRHR -veereeereerenrer 53
2. %O)ﬁﬁa)%%%—j(rﬁt .................................................................................... 55
3. BB RER UGN A HLE --rrrrevrrrrrrrrrmae e e r e s 55
XI. E5&H®
1. I;‘J%E—Cd)%ﬁqklﬂ .............................................................................. 56

2.

A b b 10~ - 58



[. BIZICEATHIEH

1. AFEOEE

AT F =L, 19804EY AR TR RSN 7Y — LR HIEERITHY ., ENICB W T,
19864E L0 AR BR A BIAE L. 8 B2 D NS NIRE BEE 6 28 2k - i >nTo
REIZATUN, 19934 AR — Lo 72508 THFEL . BaIK CIAH LTV s,

AR — VBT RVB05E5E 1 TVERESC TN L 4 JiE A2l O JTUEL BN 56 U i K ek S L
FWIRIE R NSO, 19994KFB3 N2, F7o, 20014F3 A FF A VARSI, FHFIEF145
H2H, K5 OAGRIER FHOWTHIUCH LY LW ED RSN,

SHIZ20044F, AR — L7201 T NA~OBATIE, FFREMEICENTODIEICED, TNERECXL
T OVAFRE D AGR ST,

2. HAORFHED
BRAK

1. AR, Do E, T ALV RAB 8 I U T E BRI E2 R L E T, (n vitro)

2. RAI100mga 1 H 1F128 H [ 5% 0 F 5 K O O B2 G A 88 ~OBITM I, il i i
BG4 THRIZF VAR THELELED, £ A BB R OREITE G THr02~4lEFRD LN E
L7,

Fio, ARHNA00mg SV AFRYE* IRFO BETUH R B 2 L7285 | 483 DI RUZ 38UV THMICe 2B %

BHINHREZ RUELT,

*400mg X 3942V (1[5]200mgZ 1 H 2[8] (400mg/day) 1 [H# 5L, F D% 3RS, Zhz19-A
INEL T3 A7 NARDIKT, )

3. INERE~DOARAIA00mg/ SV AL *FFOH )5 1384.6% (4441 /5241) T, TEFINE THH
Trichophyton rubrum DEH FHIZ0F: (B bt b =R) 1262.5% (1541 /2441) CTL 7=,

*400mg X 3% A7 /L (1[8]200mgA 1 H 28] (400mg/day) 138 ¥ 5L . F D% 38 RS, i 19+
INELTIVAZVE0IRT, )

4. WHBEEIE (R R E) OmSE A L CTOET,

Flo BT AL E— Tt AR BIFR A Tl XBRT AL | B SRR, B AR R O
FEELLIHEERAT ST A TR DRI B 2L B72 72D, 63.4% (26/4161]) TL7Z,

5. ERARRWEAELT, st A4, kAR, FrkasE, Ryt5 o0, BE, | 3R 7 st i e

(Toxic Epidermal Necrolysis: TEN) . F & kERARAEEE (Stevens—JohnsonfEEERE) | AP ILIEME
BB VENEE ., FINE R SR ZIBALEE, v avy T 7 4T7% > —, MEMEM 2, KBV L
MJE., A7 VR AT AENRE S TOVET,
728, EOMORIVER (0.1~5%Am) LT, B, IR, (ERL, T, EH, bR B, AR
MR, BB AUE, IFHSHE 2 . ASTHEIN, ALTHEAN, LDHEEAN, v ~GTPHEM, ALPHEEIN, 3835, %5
FEJE  fRISURS, BUNOD _B& | AFFRERIE 26 . A IMERED . /NGB | R, N7 D' T AR O EF7MR
WEINTWET,

) FEEUEIE L, PIBELRE I3 DA (RS2 e K2 5% . ARIE K128 5. TOZRENERE
st G5 151 (5B 7R L Akt 5-36 1) & OMS s & 2 & .




II. 2#MICEIHIEE

1. BR5E4 ()4 AR — LT T L 50
(2)*% ITRIZOLE® Capsule 50
B)BIMDHEE —RLTHLANTa Y — L Evm4
2. — 54 ()% (&fik) ATz — (JAN)

(2) %4 (8n4i%) Itraconazole (JAN)

3. EERRIFRMERN

Cl Cl NN Cl Cl
& \ Noop
J HzC “ N O o O HxC II
oGO e OO
YQONciHE T TR e U5 SRR

felo

4. PFRRUSF

ﬁ%ﬁ ¢ CasH3sClNs Oy
53-8 1 705.63

5. L4 (@ dik)

4-(4-{4-[4- ({ (2RS,4SR) -2 (2,4-Dichlorophenyl) -2—[ (1H4-1,2,4-triazol-1-yl) methyl] -1, 3-dioxolan—
4-yl}methoxy) phenyl]piperazin—1-yl}phenyl) —2-[ (1RS) ~1-methylpropyl]-2,4-dihydro—-3/-1,2,4~
triazol-3-one (IUPAC)

4-(4-{4-[4- ({ (2SR,4RS) -2- (2,4-Dichlorophenyl) -2-[ (1//-1,2,4-triazol-1-yl) methyl]-1,3-dioxolan—-
4-yl}methoxy) phenyl]piperazin—1-yl}phenyl) —2—[ (1RS) —1-methylpropyl]-2,4-dihydro—3H-1,2,4-
triazol-3-one (IUPAC)

6. BRAA. Bl&.
e, 85 &5

W+ ITCZ (H AL FRIE 2 HIE)
(LAY R51211 (v oLtk & WE =)

7. CASEERES

84625-61-6




. BT SHIEE

1. BESD [ZIES
RHE S
2. YIRIEEHME | (DS - 1K
HEOHRTHD,
(2) AR

NN=-TAF LR BT IRIZRORCE T 0T, =4/ — /1 (99.5) 1ZhBD TIEIFIZLL, KDY
2-F s ) — ) TIFE A ETEIT RN,
(3) BT
ANTaFV =L, FERHEE11~92%., 30°C. 30 H MRAEL ThKSZLSFRD BN ENNS,
W E A TR ST EDMRRRS AT,
OEm (DfER). Bm. BES
RS 0 166~170°C
(5) BRIE B fEREE S
pKa=3.70 (BT 1147)
(6) D BLIRER
logP=5.62 (1-A42 4 /—/1/pH6.0FE FEATK)
logP=5.67 (1-A42 % /— /1 /pH8. L B TK)
(1 Z DD R HEE
FESCEE « e A RSN (T RURDTZ0D),




3. EMHS DEE
EHTIZHITE
REM

EEEHTICBTEREN

AR H RAESA RIFR2E TRAFHAR] i R
E R J N, T A% | 6, 12, 15, 24, | 4
(ATE) = &R (EikiE) | 30,36 55 | ZIEBL
40°C evenn | 2,4, 65 H |27l
ity s g -l
BTN i . (Raikse) 75
HE 60°C 1,2,35° | &L
<
|2 SEAHOE (1,0000ux) | MEGEW] | 1,2, 308 | &kl
R EseEia HIAESE
i | TINNTrTED | GREIRTR) (12, 24, 48 WRfH]) Z2{k7RL
i - 5,10, 15 B | Z5{k7eL
IKVERTD 40°C 5,10, 15 H | Z{k72L
LR TE D) AT T
(pH2, 4, 6, 8) pH4, 6, 8 T TLC 235\ Y
SN HEOL (1,0000ux) 5,10, 15 H | Tl aided =73,
pH2 TIXLE Th-oT-,
o 40°C. 75% RHED TR 2,4,6 18 |27l
PR ‘ (k1)
= & = 2,4,6nH | EieiL

D IR AR PR AT
VE2) HE RN T TR
TE3) ANF=F — VA A FEpHYAIE (50% A%/ — LA &) 120.01% (W/V) JR LB LT A S 6 7 7 UL
iR, 40°C K OEPMEBOL T (1,000lux) THAE
VEA) fEIRIEIR SR T R T
BEINRICEDERY
A% 1mol/L HCL, 7K. 0.1mol/L NaOHIZRREL, 100°CC5 H BN M i#aAT-7=, F-EHHIEFT
24T -6 LT,
R OT AV RGN T CIXZEE T, RO B -oT223, KEGSE T R Ok
TiX, B TROGHEMHFRDOLIT,

Cl
N
CH:
> @Cl O\\C/H CHs

O T
? 0 \ »—N—CH—-CH:—CH;
CHz*O@*N*CHz*CHz*NH@*N |
=N

CH:
X”'@Cl CHs

|
(B 0 %LN*CH*CHQ*CHs
CHz*ODNH*CHz*CHz*NHDN\_ |

=N

4. BRSO

F+HE B AR S —BHDOA T3 — L ORI HEL S

e sRE BRiL
5 BT D M I IE B AR S S — Bl oA N3 — L D E BIEICHEL D
EE;




IV. SHAICET HIEHE

1. iz (1) Ffz D X 5l B 4K
fRFE44 @, - FJE PAX
ARV — 18 Fyo 7 PR OREY] o ,
HF L 50 AP RS X S 2 =RATeY
(2) BE Dt
EERERER
HR— s & el —ERRIoES
(3) RIS
JK901 (17, PTPY—NMIFER)
(BIF E D)
AHNL, 3JBOSFRDIERIN 72U TSI TCND, ZORERIE, T L ORIZAN F3Rea—T 7
THZETHLE SO E R, ZDJE A TERIFE - OREZ I T-d~rna—)L TR #Ea—T ¢
VTENTND,
2. HEIDHERK MEMRSDE=
LB RIVHRICA NI —)VE50meh A
(2)i&m
irwieal S} ANy E S =t ey
a—F 7 e AT —A
~Znra2—,L 20000
TFNeRaFL T =)L
3. HE|DEIE (1) ERERT—4

ZHTIZEITS
REMN

BREHTIZBITAREML®

ARERTE H PRAFEe: PRIFIRE PRI IS
E WA R sk | 6, 12, 18, 24, s
e 40°C PTP /319 2,4,6 %M L
% n . R R ; o
60°C PTP @455 1,2,3%H bl
He
TR IMEEER| 40°C, 80 + 5% RHEY | PTP ALy | 1,2, 31 AL
%\ o 5 3t m SEPEOL (1,0000ux) PTP {3k 2,4,6 %/ k7L
IS) 6‘ 0 N2 e K
’ EI AT (8,000lux) | PTP 4049 | 1,2, 378 Il
. 40+ 1°C, 75+ 5% RH*? | PTP @9 | 2, 4,6 »H ZAb7sL
IBE=Y
= i PTP G 4EEY 2,4,6#HH bl

L) TE IR AR IS ERAT
R 2) TE VR E W o P AR AT
1E3) ARV L E= VAL NET L= L4 CPTPA M E L= D

Q) EAETORENE (HTIL)
AR =TT 50 TIE, EITIBE L TREE 219K, 30°C, T5%RHOEM Tz
Wl A BB h 7RV ORI DR AEMENA U B BRI RSN, 2 FIch 7 un
@S NAUE, ZOREEOT D S MR SN2 ATRENME N U D, — B LIRIE TORE IR
AERRETO A EE T COIFEILRERT T, BEOFBICEREZIONLER DD,

PRATZR1F PRAFIERE PRAT-HA R AEoR
| S o = R e
40°C. e *‘%@ﬂggﬁﬁﬁ 1,2,3%H kL
30°C. 75% RH R
HEFRIY A 15% 30 T‘%’éﬁ??g*ﬁﬁﬁ 1,2, 350 BT RO
Ui g
=ik BT T AR & IR
AT (1,000lux) m 1,2,341 Z{bL




3. HElDETE
ZHTIZEITS
BEM (DDF)

R)VEBETDREM BRHTILIZEHEEH)

AR = VT TV E0D N THDTERL O NNE ST FICB I DL EMEERRTT D78, FERL
BT RANSEOHL, 25°C, 75%RHKLU25C, 90%RHICTHIRU/ZS4E FICIRAE, 1, 2, 4K
O8I B oMtk OBl oflzs . EHER &K OE BEREET o7,
ZORERID, BTRNAINSAN VORI AL, 1B EEA RS, PRS2 RRE T
WRIELEZS A, AABARE LI G T2 ENEELWEEbND, LnLAnh, EREL
7RBMERDE NN L, BHIRICRETAEEDRNETHD,

PRIFSAME RAFFETE FRAFH R T
25°C. 75% RH T 2 AR A
AL T I ABAFIIRIE T | R L0 T AR 88N 1,2,4, 8% | ZfbielL
AR TIRAT
25°C. 90% RH RERL 2 SRR B Ax 438 BB TR b
AR T R DARFIRIR | FE L7 T AR 4 1,2, 4,8 R, 8 HIZITE A
THAE TERAT TALDFRD AT *

% 043 B CRIRISE IR 5 e b o 28 (B B & TRMB Al SUn VW IS B o o 70) K OV DR 53 HY
IRGHEDBIZES L, ST H TIIARLELIZRY, 2P ERICEHEL., BHEITMEZRLOTIIRL, 590
TICECHLRLLEE Th-o7=A3, 8l H Ol PERLICHELT=H 4 OFE AN > TODORT-EN LMD FHL

SR L CWOBDOME RS,

4. BATHAIREMED
HHIMY)

L

5 AHEER

H R R BRE S 295 OSRWE) ICEDREBR 2179,
2 - [BliA% 100rpm

AERIE B R AR EE BRI SR 1k (pH1.2)

6071E63.0~90.3%

12047ft81.2~100.6%

r(\u% .

6. REIFDAEMES

(1) 3T DI T - FHERAIRIZLD R AU

DHERHERE (2) AN AANT IV (A T8 ) — VKD
Q) HEfd s~ T7 %k
7. BEIPOEMRS | Wik~ T771k
DEE;
8. A 102N

9. BHROME

PTP: ARV L =—/L 7L IR

10. ZDftt




V. BEICETHIEH

1. MEEXIEHR () EER TR
[E G EE]
BERKEA (NI B SVARKRIVLRE. TETILEIA(VRE) . AVDHR. ISEFTRE.
FARILEILRE. PUTravIRE. RRAMNJVIRE. RoEHITE
(5@ e fiE ]
O WiRBEEE CREMHERE)
BEME. FRFEFEE. HILRERE. REERE. BERHER
O REMKEERE
ZAROr)a—L R, YOFIT—VR
O REMKREERE MEELS)
=| B AEaE. RIaE. FafE. EaE. ERAE. TILAXARKE. aEEEE
AU QAW DS E. BRIEDVOHE. MAVDHE. AU DAEMBEM%E, hodF
HEE. BEEEHEN S IE
BE. XSEFTEER
O ME %
(2)hBER I RICRET DR

5 EERIEHRICEETHEE

(REMEEERE JTEELN))

5.1 HEATEDH DXL DAL 3524,

(MBEEILREER))

5.2 AFNIHE K THL2D . FHLWTBMEOTIARNVERY . — B LT R A2 RE S50
ESEZ AN

2. BiERUAE MHAZERUVHAE
(NIBREEE GREEERE))
W RAITIEA RT3 — L L T100~200meZ ] B 1A E# ISR D #5125, 7ods. i,
FERIC I EET S, 7270, AT — RSO0 2 D4 . 1[EI200mgEl A
2[5 (1 A JH=400mg) BEZISH D575,
CGREMREERAE)
WE . RAICIEA T2 =L L T100~200mgZ 1 H1EEEZ ISR 0% 545, k. Fin,
SERICE D B2, 72720, 1 H e HE13200mgl 35,
(REMREEEE TEELUN))
WE . BRAITIEA T2 I — L L TE0~100meZ ] H A EZ IR O 535, 72750, TheoF
JE N OB A TR LU Cld, 100meZ 1 A IEEEA IR D&% 545, 2B, Filis, Bk
JOBEERNE T D, 72770, 1B i A EIZ200mel 5,
(MBEEESILRER))
W A EANTa ) — L LT LEI200mgZ 1 H 2[8] (1 B £:400mg) A B (1B R 0 #e 5L,
FTO%IBEKRIES B, ZNZIVA7N0EL, 3P AZMDIRT, 2B, KIS R E
5,

Q) RERVAEICEETSEE

1. BERVEZICEESDIE

(GheEHE)

71 RKFNIA T2 — VNHR A FHICRIE IR, A2 — VAR A F T
AZEVT AN LTS AhTa ) — )V IN RS ARB~DOEIVIE 2 12> TE, AhT
g = VDI R RE DMK T3 22E08B5D T, A7 — )V NHIROIRIAI ChireRNa
AN B AT R ANACKRIR 5 B Ik (N, %) I8 g 258075670
Cabrx, FHIELTUIDRZ Z1Than b,

OB ULRER) )

7.2 WERFFOFZNFRICEAL T, N7.5REGE ] OHEESROZL,

(MALOHE, AoOFHEMBEIMA)

7.3 £ (60 AR ([Zh 7o T 5 L THIEIR O UGEDR RO BAVRWIGEIZIT, AAlo# b2 H
=95,

AN — VN ATRITARSE PR (2025473 H 2K B R 1 1)



3. ERERRHE

(D ERERZNRY Y

WTHEMS 7 ZH G R HEGBRE 5 TG 7826112 3 1T D g AR BR O EILL F D L3B80T

HoT=,
OB 4 R (F%h%)
PN B A
T VR MSE 5/6 (83.3%)
fiti oo B 5/5 (100.0%)
BE L DRNE 11/13 (84.6%)
SR T 7/7 (100.0%)
Jili 7 AL L ASE 8/9 (88.9%)
fili 7 A~ Lo —= 17/30 (56.7%)
IV hay s ABERESR 1/2 (50.0%)
fitiZ )7~y A0 1/1 (100.0%)
RIEME R W B i

ARBR)a— A
JaEIa—I A
FEAEME 2 S L T
A8 g

JBe350 1

FHF

& H i

SR

IV AATSIE

F e

A P2 e

S & TR
o P HE
VNS R IINENISS
BV ERIE
e B R RENE A > i
L
~IvF T BAK

28/32 (87.5%)
6/10 (60.0%)

112/125(89.6%)
51/57 (89.5%)
23/23(100.0%)
202/250(80.8%)
11/11(100.0%)
15/17 (88.2%)
8/8 (100.0%)
26/29 (89.7%)
44/46 (95.7%)
28/32 (87.5%)
18/20 (90.0%)
4/5  (80.0%)
5/6 (83.3%)
25/28 (89.3%)
10/10(100.0%)

JE A B

HE R R
(B 2P ER)

Candida albicans
C.glabrata

C.parapsilosis
Aspergillus fumigatus
A.niger

Cryptococcus neoformans
Sporothrix schenckii
Fonsecaea pedrosoi
Trichophyton rubrum
T.mentagrophytes
Microsporum canis
M.gypseum
Epidermophyton floccosum
Malassezia furfur

107/115(93.0%)
3/4  (75.0%)
5/5 (100.0%)
14/16 (87.5%)
2/2 (100.0%)
2/4  (50.0%)
27/31 (87.1%)
5/7 (71.4%)
266,301 (88.4%)
54/61 (88.5%)
20/21 (95.2%)
3/3 (100.0%)
3/3 (100.0%)
31/34 (91.2%)




3. BREREIE (D DF)

(2) BRPREEIE A BR - BAMAER
fERE R A 10BN R L CAAI50mg, 100mg, 200mg# B[R HE 5- U7z i 5, — Mtk . e, sk
O B PR B A I T L AR ISR S 22 B i TR 0 B o Tz, £z, R A6l L T
100mg, 1 H1[EI8 A [##% G- L= HE b HiE# 5-L[FERDOFE R Th o7z, 1V
Bk AN 1261112 % LT, AAI1E200mg, 1 H2[E (1 H #:400mg) 15 H & 5 Li5Ad ., EiER
HERERG IR EREE 22/ ERHGIIRD LD o7, D)

() FHRIHER: AERICIERAR

< KGRI >
R EEEOREB N ETHD /T FiE, A58 BE (A BRe, B awe) , v oy
PRS2k G LT, “HEREICE A ER TR e L7, SRBELAREIZIA L
[F150mg & TN 00mgd2 &, % 5 IRIZ4E R & L7, £ B EDH50me, 100mgD W T b A %D
PEZEMEEBIIFEAL ERBNBOLNA T IRERELE DN, Ll AR CIEE R
PAL R ARHRELIZ100megf& G-HER LB T e, 20 & FAECEL R & OWES T
DOHEFRERRIZEB O TT, & AR CELNIZGE D1 B 1A1100mgd H E2F% E STz,

(4) HRETHEABR

1)\ AL TR R ER
kL

2) REMRER
U ERIRL

3) BE - TR ER
O=krE"®
AFN | EAEVE R EIE S S 7 R 61 ~88i% D LGB, Lothafla st e L TiT-72, 1611
50mg/ H . 8611L100mg/ H &, FEGHIKAH &, WM CA RO 27z, Ah7a > —/uif
FRR B R AR O I Tlo o 7203 R aH I H il R B N 2 U< B H- L2 il Ae < BIE
L ESARRR A S 27RO T2 B, L DI RA BRI 2 28D 121l D A Thh o7,
QEHEE GENT—2)Y
MR AT IS T, AAI200megie 514 O ME /3T 2— 213 @B TR E FEFTATRE TR
HHNIRDST,




ERER BAE (D DF)

(5) A FRAIE A
D EARERE - HEFEARERE - SLERTRERERSR
(PR A& T )
Ao PSR AR A U % 2 AR PEARATT e 524, 185451 T | K FRIE SR REEE FAE (] Aok Y B PR R HOE B

M E R BEIE 1 ddotCe251 A bR\ 723,560 & A7 Sh i S FE kI GUE B L LT,

FHR RN OA R K O BIELRIZLL T DL ThH- T,

¥, TNELEAETNEEE, TN D HE, DX MENFR N | DA 3RO R A )
B, WIAMER Cho7e %, LRSI, REIC<ZE > LU CRILI

WO 4 BRI (CH%h=R)
PR .
B H ME 4/6  (66.7%)
it o o2 YiE 16/26 (61.5%)
BIE T D HE 23/25 (92.0%)
RI& T B E 4/4  (100.0%)
Jiti 7 AL L ASE* 26/70  (37.1%)
7 AL m—— 7/15  (46.7%)
VT by 7 ARG 1/1 (100.0%)
iz V7" by 7 Z9E 2/4  (50.0%)
A R N L A
ZRaR)2— 2 20/23  (87.0%)
JOEIT— A 3/5  (60.0%)
FAENE R 6 E T
ENE=pE 347/363 (95.6%)
JEE 1 i 108/113 (95.6%)
T 170/197 (86.3%)
& i 1770/2138(82.8%)
S i 21/23  (91.3%)
PV AATEIE 18/21 (85.7%)
[EF e 4/4  (100.0%)
HfEh X SE 58/74 (78.4%)
JZ G 1R E 130/153 (85.0%)
VN e 2/2 (100.0%)
18 R R RERE A > i 2/4  (50.0%)
iy 72/87 (82.8%)
~TEFT B 19/23  (82.6%)

* Jili 7 AL NVAIEICDOVWTE, AEIGRREE R R COA 23 (88.89%) IZEE~T, EH%EJ‘Z%EGH HTOHRHE

(37.14%) A BENAR T2, Zhud, PIEAGRRFEGE R ER 6 A O AL R, BRI, 2]
TE M M OV BRAM YD fCHEDDY . DS R BB 5.2 - b szhéo
Ji EEFIZNE (B REPEb=R)

Candida albicans 57/69 (82.6%)
C.glabrata 8/11 (72.7%)
C.parapsilosis 2/2 (100.0%)
Aspergillus fumigatus 3/8  (37.5%)
A.niger 0/1 (0.0%)
Cryptococcus neoformans 0/0 (=)
Sporothrix schenckii 1/3  (33.3%)
Fonsecaea pedrosoi 0/0 (—)
Trichophyton rubrum 121/145 (83.4%)
T.mentagrophytes 14/15 (93.3%)
Microsporum canis 10/11  (90.9%)
M.gypseum 2/3  (66.7%)
Epidermophyton floccosum 0/0 (=)
Malassezia furfur 24/30 (80.0%)

A ARSIV TR, R B ORFE & O B2 R CO B FEEM 21 E 3 5 H A M HE H &L
TRl BN HETAICHIZ0, LT OGS CE BT AIE] & B3 7 Rl L 5]
LU,

SAEL AR R GUEGI TR LT L,

A2 0 ARANBE G- BRAARH BB I R IS KV RN E RS FESHTWAHTE,

SRME3 - ARFIE G PRAGRFOEE AT RS, + UL EThHTE,

Stk ARAFEE G A OUIFE G5 I E T A ESNTWDIE,

EREtbRIE, (KA S OUIERE%) ICEEFT S () / (S
FHLZ,

SR BRI ) X 100 (%) 122D
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3. BREREIE (D DF)

BRI EL T, W7 AL X o —<ITx L TT AL R L A BR v R OV 22 1R Bt oD 58 1)
JEZEFREZRIRVIEL . ARMEERRFILIZY L RVEMRNT X GUEBI4961 2> H 85 2 Fra L 7=4 1451
EAIMERENT S GIEGIE LT, XERPT OGBS . B PRGN, BRSNS A b LI E S
1T BRI RN, ETH-TZDIX, 63.4% (26/4141) THo7z, W7 A ILF LA
ERINEEAIR LA RE CTET-DIRS B Th o7, ZOIH1FIERUAFIZBNT, AhFaty —
IVRHERNIZBATL TWDONERS N, BeG-WIRM23E LL ECR BRI B D3 i 5 Fh R A
ERls7 2Bl DR A BRI T A2 ThoT,

<% . NERE (ki 5) >
TNEBEE Ve, T D&, A1 P F PRV AR SOV, A IR 5 Th 5 Rk
L14E6 H TR REIB NS T2 Z & AR U RAL L7 BRI 52 L Tuie vy, UL
FELZ S92 A 2 MEIC DV T, BRI PSS S 7o 6 BOREGR AE B O T 2D | 5%
T2 3 SR BTG SIVTIE B A R P EE G L BB T — F L LT, At O AR A E 45
N RHE R L CIRTR B | TR R 5 O JEf IH B o L sk RE Al O 72 60 0+ 53 70 Bl 2% 11 ]
DRENMTONTEL T, ARITZEREHEDATIESESHEL,

OB 4 [HEYZRAIES (E2h%)
T i 241/353 (68.3%)
NI 2P i 7/11 (63.6%)
VI e 8NN 4/4 (100.0%)

J B Prh R (FkatbER)
Trichophyton rubrum 11/15 (73.3%)
T.mentagrophytes 2/2 (100.0%)
Trichophyton sp. 1/1 (100.0%)
Candida albicans 0/4 (0.0%)
Candida sp. 1/1 (100.0%)

JNVEEZ3H 327 SV AIEO T REREE L C. AR R EMEERGILZ, etk
GUER2,53261 51,4811 & BRI T21,05 15112 B N EMNT ST GUER & LT, AEE, BESH
TSR RSB, BB (F7aiH IRIRE) & OV RFRIEBR AR RE & OIRE L O 2 QR
YGEE) K ONEBESIR O RAEBEICHEF LD, RERRDENEDLL L ThHo7mDI351.5%
(541/1,05141) . FE=H LA ETH-7-D1184.3% (886/1,05141) Tdr-7=,

NEBEMLELTERTFENONEBRIEERL-HBOBME
IKGRAME LU CHEME L3 BR - TN iE (0 LRHRE) > 10

JNEARERE R B, 7V (400mg/ H 3V A7V 5., 200mg/ H6HYA 7V 5-, 200mg/
H 3V A NARE) ZATST=BE DA RIL, FIEI84.6% (44/52) . 66.7% (34/51) ., 63.8% (30/47)
THY, 400mg/ H 3VA 7N 5 IRF D FFF K B TS Trichophyton rubrum BB %0 F (F
M) 1362.5% (15/24) Téh-o7z,

L AVERRATAERA 1856, BIVEA (BRpR iR A a5 5 A 845 10) 1225041 (13.51%) 621 FIC58D B
T2o TOEREDIZALTHEMNOM: (4.86%) . ASTHEM, v -GTPHEIINESHE (4.32%) . ALPHEMN,
LDHEINA30F (1.62%) . WS, EULEAEIM, SR 24: (1.08%) 5 Th o7,
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VI. EHFEEICEHTHIER

1.

ERPREA G BEE

N7 — W RbE&W (7 vat —u)

HHEEYMR T AIF S = NVRACEW Ra ) —b rhaf ) — k)
L&
2. EIF/ER () VERERLL - YERBERS 9

VERHAL « B ORI D ZERE IR E ThHHTI T AT o— )L DAL B (F- 72— LP450)

VERET « BN D R ThH LA AT 10— VT Z DOHIEMA THEHT ) AT m— LD AT
AREHE D14 a (D RAF UG EV E G RSN, ZORAT M ET M —
LPASOIC I FHESNA RIS THY, Fhrm—aP450 LT — MR L TODEKR 712
BRI DSECNL T A Z LI E T REN RSN TSI TT 5, AhTat Y — Vi
BAMANNALE T DR 7 — VDR - DN EEHOT ~m— LP450DELR - IZFAI L,
Z DG R A DF b1 — APASO~DEN AR ES L, T AT — L DA
I BHE 5,

}

HO
HsC  CHs ] Ho

S/RFA—)L A3V —IL IILTRTFA—L

ANTAZTY = A DEEHOF ~7u—LPAS0ITR T D EEMIT, MLEEROT e —24
PA50 L0 B CILEE 2R LTz,

FhoO—L P450 (2 HEEFRE (Cs* : X 10°M)

5| C albicans \%7“5\%% 'ZVE'\J %Xﬁzg ?ﬁ'ﬂ?ﬁﬂﬁ
rmy — A Sy — A b= RUT Irmy — A
ANT=F>— 3.1 > 1,000 > 1,000 > 1,000
TNy — v 24.8 > 1,000 > 1,000 > 1,000
S=FY = 7.6 48.7 125.0 > 1,000
J5ik Ay EGIR

sk Fhrm—2 P450 1, CO (—{biRsE) LOREAITIY 450 ~ 490nm | T4 DWRIN#AR~d, ZDZe
ZRIML. Calbicans & OB FRR A ROF Frm—2 P450 & CO EDfERZ 50%HET 57 —/L
RPEEADORE (1Cs0) Z0 DGR IVIIE L,
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2. EBER(DDF)

(2) EhHE T+ HRERAE
DNIEEEM Un vitro)
DD BERRIZRTT Bin vitro A E B JE -2
in vitro \ZBWTEERREEICH L, ATz — WO E B EEZ R~ U,

2% NZFA
— E— T2 MIC i (u g/mL)
ITCZ KCZ MCZ | AMPH | CTZ BFZ
Candida albicans Serotype A 23 0.098 | 0.022 | 0.572 | 0.688
C. glabrata 8 0.958 | 0.159 | 0.885 | 0.370
| C. tropicalis 7 1.534 | 2.057 | 2.050 | 0.379
i C. parapsilosis 6 0.0013 ] 0.031 | 0.159 | 0.392
£ | C krusei 2 0.028 | 0.622 | 0.622 | 0.622
| C. guilliermondii 1 |0.04 0.08 0.16 0.16
B | Cryptococcus neoformans 15 0.031 | 0.377 | 0.072 | 0.072
Trichosporon cutaneum** 3 0.0013 1 0.791 | 0.012 | 0.621
i Aspergillus fumigatus 9 0.063 | 2.504 | 0.923 | 0.919
Asp. flavus 1 0.08 1.25 1.25 1.25
Asp. niger 2 5.0 3.535 | 0.63 0.63
Asp. nidulans 1 0.02 0.16 0.63 5.0
Trichophyton mentagrophytes 104 0.170 0.105 | 1.632
B\ 12 rubrum 103 0.060 0.100 | 0.455
J& | Candida albicans 32 4.229 0.426 | 2.909
. | Microsporum canis 3 0.793 0.050 | 1.574
Epidermophyton floccosum 2 0.001 0.056 | 0.020
s Malassezia furfur* 7 0.212 20.000 | 2.760
Sporothrix schenckii 12 0.119 | 0.43 0.328 110.0

* DA MalassezialiZ i, fthidCasitone agarlgHizffH *k k @i dhEfE

ITCZ : ATz —)L, KCZ: 7haF>—)L MCZ: Iz} —/;L, AMPH : 7AKR7TUI B,

CTZ : /ah)~>'—)L, BFZ: 74—

FEEIMICHE « BEY (ZO%E T E ) OREZIED /341 DR L/ D5 THY . MICIED KM ¥z Lo
760 Té D, MIC (minimum inhibitory concentration) &i3d/NEE FLIERE THY ., MEMD
B &I TEDIEAN DT NRIEDZETHD,

2) RBRMEREICK TSR (BILEYRM) P
DEILEYMIBITDRERKREEISTTHR
T. mentagrophytes ¢ OM. canis & &GS T-E /LTy NI L TA T — L Ofk O K512
RUNINCARSTEY =35I /S 15 gWial

F5& (mg/ke)

FEH JEGT 1BIEENY) (%) +UEEE (%)
0.63 1.25 2.5 5 10 20 40
A+Fa)>—)v | T mentagrophytes |65+ 27| 96 +4 [100+ 0100+ 0 — — —

A TFaFV—)v | M. canis 24439 87+6 | 98+2 100+ 0[100+0 - —
rhay—v | M. canis — — 0 10+27(33+53|100+0 -

TV AT7NE L | M. canis — — 11+ 28147 +33(62 + 33140 + 50 —
SRR I3 B JOB AR, 1 H 1R114 B R 0 5

TR RV E A LR ORE BRI DSBS

W3 DO TOVRIR IR T b LT, BERE ORGSO T, D BoOm=—E B 55
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2. ZBMER(DDE)

QEILNEYMZBEFTEEHHEAOFEICHTEHE
Ty MIBITAERIEF D DA IEICK L AT =L DR ARG LY, FEE
FTROFE RO g, B F OB FIBFHI B W TR WIRED RSB LN,

o o % (%)
% R &G Bk | BURERRORE RS

(mg/kg) | & #% O | PR | & | B i5)
xR (PEG200) p. 0. 18 0 0 100 0 0
ARF=F—n | 031 | p.o. 12 0 17 83 0 0
ARFaF—n | 0.63 | p.o. 12 25 42 33 25 0
ARFar—n | 125 | p.o. 12 100 0 0 100 58
ARFar—n | 25 p. 0. 12 100 0 0 100 83
ARTaF/—n |5 p. . 12 100 0 0 100 100
TNNaFy =L 0.31 | p.o. 12 0 0 100 0 8
Aty =L 0.63 | p.o. 12 0 42 58 33 25
TnaFy = 1.25 | bp.o. 12 25 58 17 50 58
Aty = 2.5 p. 0. 12 67 25 8 67 67
TNaFY =) 5 p. 0 12 84 8 8 75 83

SRAN B G-I 3RGY B I0BRAA, 1 1E14 3 R D& 5
J&YLEE  Candida albicans 8,000CFU/g
QFEIEYMNMIBITEEFETARILFILAEICHTEHEE
ARTIF Y = VO AZEGIZEY, BTy NIBITARH T A-ULE VAR L TRV
1728 Je OV HP D i W B PR A L R 3 3 DA,

LU %Y 28 HZ ORGSR
A & | & 5 | 9k iﬁ@ﬂf% E iij 9 i 2 D
(mg/kg) | #% & U %  |[EfF | EEREEE (%)

*FEE (PEG200) p. o. 324 0 0 5.5 1
Srhaty—u 10 p. o 18 0 0 5.9 7
Srhaty—)u 20 p. o. 24 7 29 12.4 22
Srhaty—)u 40 p. o. 24 10 42 16.3 23
T)aF— ) 10 p. o. 6 0 0 6.8 1
T)afy—)u 20 p. 6 0 0 7.3

T)af)—)v 40 p. o 6 2 33 14.7 17
A T3} —v 0.63 p. 0 22 0 0 6.3 7
A T3} — 1.25 p. o 28 6 21 11.5 33
A T3 — 2.5 p. 0 52 24 46 17.5 69
A T3} —v 5 p. O. 92 76 82.6 24.7 94
ANTaF— ) 10 p. o 42 36 86 25.4 95

AN HIRERY Y B JVBIAA, TH1EN4 A B O &5
J&YLE « Aspergillus fumigatus 25,000CFU/g
@FIVEYNZBITDLE M) TRy I RES KUV Ty R IR 2 T 5508
AT — L DR A G IE LBy MIBITFTHI) T hay 7 ZBEE S B VS 7)) T by
TAREICKI U CEE O, WEEEOERIZZBOOI, ENIBE R E R,

| AR RIS F G 2ENE HEEME R (%)
(mg/kg) AERICE JEC | DR | KRE | MBI OBEN |t 96 figds

% (PEG200) 5/8 0 0 8 0 18

ARFaFy— L 5 8/8 8 0 0 19 90

AT — )L 10 8/8 7 1 0 38 95

Tat—)L 5 8/8 4 1 3 6 87

)L a))—)L 10 8/8 7 1 0 0 84

AP G133 A% KO BRAA, LH L[A]35 H MR & G-
J&YLE : Cryptococcus neoformans 200 yeasts/g

96k - J L JH AL, 7258, A HR, B2 R, RN, s, Vo SEf JBEIDE . 7 K B D1 2% X 8PL
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VI. EMEREICEATHIER

1. MAEEOHEFE-
HBIE %

(BELENGZLRRE
LR L

(2) &z M0 AP R FE 51| EE B e
REALAR : $I4~5REH]
OH-ITCZ : #34~6HFRE

Q) BEERETCHOMmMPEE
[ [m] 5 550 ] 2
fEHE R ACA RT3 — /L &50mg, 100mg e O200mg & HA[AIFE O 4% 5-L7= 8 & . g o R 28
(LA 13 578 4.4~4 SHER] CRem B ICEEL . D% “HIMETHRL, L (B)13#14~28
Bl Ch o7z, — 5 EWEREY (eRaX oA FaF > — b OH-ITCZ) 13 4% 5-#%4.4~6.00F
M e i i, PR BE LT E L R 10~ 2 1IRER DT 2 98031 (L1, (B ) ) Tk L=,

(ng/mL) o—a @ 50mg(n=5)  (ng/mL) o—0 : 50mg(n=>5)
1,000 ¢ ~— : 100mg (n=5) 1,000 ¢ ~— : 100mg (n=5)
r v——= : 200mg (n=5) F v——= : 200mg (n=>5)
Mean=+S.E. Mean=*S.E.
it
i3
EPIOO
O
fl
I
T
7
i 10
1 L L 1 1 1 1 1 ] 1 L
0 12 24 36 48 60 72 84 96(hr)
R R
HOROKRSHOEY/SA—42
Dose _ Cmax Tnax AUC ti/2
(mg) ITCZ/OH-ITCZ (ng/mL) (hr) (ng+hr/mL) (hr)
50 ITCZ 37.0 = 14.9 4.4 +0.9 456 *+ 184 13.8 £ 7.0
OH-ITCZ 146.2 £+ 43.8 4.4 = 0.9 1,819 = 612 21.3 = 36.0
100 ITCZ 132.2 + 80.7 4.8 £ 1.8 | 2,221 = 1,141 24.9 = 7.7
OH-ITCZ 267.4 £ 71.4 6.0 = 1.4 6,772 £ 3,221 17.4 £ 11.2
200 ITCZ 215.6 = 58.1 4.4£0.9 | 4,142 = 1,272 27.9 =9.9
OH-ITCZ 678.6 £ 62.4 5.2 £ 1.8 15,028 % 2,524 9.5 = 2.1
Mean=£S.D., n=5
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1.

i AR E D HERS -
BIEE(DDIF)

[ 18 B ki ]2
TERERR A FAZA T )> —/1100mg] H 1818 A i 5-L7= 356 O EH R EOHRIL T KO
BN THHT=,
(ng/mL)
1,000 ¢
E s—=a OH-ITCZ(n=6)
o0—uo [TCZ(n=6)
100 £ Tz
J_Jﬂl L o
‘:F‘
b
i
10 e
o T 2315678 9 1'01'11'21'3(5)
iE3ih]
B 8 HIX5ERDEY/ISA—4
Cmax Tmax AUC (0-23) ti/2
(ng/mL) (hr) (ng*hr/mL) (hr)
&K ZE AL AR 333.1 + 86.2 4.3 +0.8 4,318 + 1,290 30.8 = 16.6
I(/gg%lﬁcg?)% 563.5 &= 103.3 5.7 £ 2.0 9,374 &= 1,903 25.1 = 14.6

Mean=*S.D., n=6
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1. MAEEDHEFE-
AIE R (DDE)

[ 18 P 558k 12

R N\ 112 A T2 — 1 181200meZ 1 A 25115 B [ CERE 05 (7272015 B B 310
HPEH) UT5A, PR IR R O IR EREY) (ER e A T2~ —)b : OH-ITCZ) Dk
FSIWGEOPEEE I 212 B U, 5120 B (288 B ICIHEIE B R REIC B LT, I -
(t1/0) 1Z31.0H [0 J OR22. 205 T o7,

(ng/mL)
10,000
0----00H-ITCZ (n=12)
aa —eITCZ(n=12)
a ¢ o0 Mean+S.D.
1,000 & &
oé

WS
2

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30(H)
(K]
RERORSFOEY/SA—4

Chmax Tmax AUC (012 ti2

BGH (ng/mL) (hr) (ng+hr/mL) (hr)

MEEE S H | 291.0 = 143.4 | 5.1 = 1.2 1,598.6 *+ 780.8 -

REAE
B A (2,194.4 = 642.8] 4.1 = 0.8 20,923.1 = 6,064.5| 31.0 = 7.9
- . MES-H | 396.1 = 155.4 | 5.5+ 1.1 |3,113.9 £ 1,349.4 -
IR TEHEY
(OH-ITCZ)

Iei&cpeg-H o 13,365.0 &= 713.1| 4.3 £2.6 37,1759 £ 7,514.8] 22.2 = 5.6

Mean=£S.D., n=12
[/ L AJRVE R i P FE ] 10
JNEE R E IZA N2 —1200meZ 1 H 20\ (1 H &400mg) . 1HERH# 5L, 3MMIRIEAE 1
AZNVEL TR LTz, AP T 55 T OB 55046 A RN RL, 2 OULRPRE
EICEDEREERD N7,

(n%/g&f &—0400mg/ H 3% A7/ (n=47—62)

Mean=+S.D.

1,600
1,400

O T 1 & 1 & 1 &
e Beh B Beh Beh k5 Beh
BAghH T H BHRAR KTH BHAAR KT H K TIEE
1 %5518 91 #1358
PR IURT

(@) hBERE ST T DI PR
L
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QO HE R ERDEFIE/FTA—SF

INTGA—~A (1) TR AR IR B 3 30
50mg#% 5-FF 1 1.23 (hr) 100mg# 505 : 0.59 (hr") 200mg#% 5-FF : 0.83 (hr™)
Q) INAFTRAFEY T4
EFERE AT (OME ) 1A T2 — 1 100mez#¢ 1 XATE RN R G- L2560, il 4 DAUC
F0, BOEGEREOWINHFELE N LIZ5G. 55% Tholz,
(B)HEREEEHY
50mg#¢ 5-FF : 0.13(hr™") 100mg#% 5-KF : 0.10(hr™?) 200mgf% 5-HF : 0.11 (hr')
(DT ZR™
50mgfé H5-RF 1 109.6 (L/hr)  100mg#% 5-If : 45.0 (IL/hr)  200mg#% 515 : 48.3 (L/hr)
B) P mAEY
50mgf G- 1 940.9(L) 100mg#% 51 : 471.3(L) 200mgf5-FF : 488.5(L)
(6) MIFEALFEE R
99.8% (in vitro, P& ATk, 0.5 1 g/mL)
) V7 50 2 R O I AR TR A B GO F T _ASE YT 4% 100%E L THEI LT,
3. kIR (1) IR AR BB 4L
R

(2)RIRE : BEIZKLEEY
fERERR A TS A T2 — 1 100me & ZE JEIRF & B IEZ ISR O G- L2354 Tk, 2045
BIRIHENEALT D, ZOFIZOWTUIFEII R, BFICLDHBRow s, H
DIEFNER DTG R A7 & DR & VB HENEDIRIAR Y DFE (AT — IR R TEN
5 IRERVEDS BB ATREME D) I KO RS EHEHEES D,
K ZE AL F  ZEERRHDC,.. AUCIE, BE% B GHEDKI40%. 60% ThHD,
TR« Z2IER% 5 DC . AUCHE, BB %% G DKI55% ., 33% ThD,

(OH-ITCZ)
(ng/mL) (ng/mL)
Looo 100mg £ 5 (n=3) 1000 o—o 100mg £ ## 5 (n=5)
s 100mg 2} (n=>5) 4= 100mg ZZHEHF (n=>5)
i it
# 100 w1 100
h O
x i
7 1'
1t T
(£ G
0% 10 Z 10
i woE

L o L L L L L L L Il 1.. L L L L L I L Il
0 12 24 36 48 60 72 84 96(hr) 0 12 24 36 48 60 72 84 96¢(hr)

=] =]

DOSG _ Cmax Tmax AUC ti/2

(mg)  |/TCZ/OHATCZY (/) (hr) (ng~ hr/mL) (hr)

100 ITCZ 132.2 = 80.7 4.8+ 1.8 2,221 = 1,141 24.9 = 7.7
(ﬁ %) OH-ITCZ 267.4 = 71.4 6.0 1.4 6,772 + 3,221 17.4 = 11.2

100 ITCZ 53.2 = 24.5 3.6 = 0.9 1,326 = 573 32.8 7.8
(225 IE) OH-ITCZ 148.4 + 60.4 3.6 = 0.9 2,268 + 1,248 95+ 3.0

Mean*+S.D., n=>5
(3) IBIF R

B FROKERID | BITIER T DL ES D,
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N

SH-A T2 — 1 10mg/ kg Wistar AMEMET ~ MR 1 5 5-9% . 2SRRI O IR B2 1 3B -2~ 4R
Bl E iz R~ L, BB R O b i iR T 7=, IO THRIGHLGER ., R, B, i TR EE R
U7z, B I BRERABRN T, AR S ST R P K02 ~55 @i o7z, A kAR50 1 S FE 1 dfn 45
IR LZIZFIC ThH ol Enh, AFIZE G L TH ISR I BT WeE 2 b,
MEZ > MH-A v — L AR O3S U= REOFRR N 0 Af 2 32— 3T R EFEIRLL TN =23,
SR B LA | SRR A REIR B I I 2~ A5 s o Tz, 0

H-A+53FV —)L10me/keZ B E#2 01X 5 & OB REIRE
(fERIEZ VN n=4, F191E)

FHPUREE (4 g-eq/mL X g)
Sk B O (V)

0.5 1 2 4 8 24 48 72 96 168
il 0926 1.35 1.78 1.59 1.05 0.331 0.123 0.034 0.019 N.D.
% 0.171 0.270 0.328 0.396 0.296 0.155 0.039 N.D. N.D. N.D.
Jibd T A 3.26  7.46 876 836 6.28 1.92 0.416 0.291 0.234 0.179
TFR 1.79  5.91 10.1 15.2 10.8  5.27  1.22  0.737 0.486 0.148
JiT e 413 38.2 383 351 214  5.31 1.56  0.588 0.517 0.227
5 Mk 436 691 7.56 8.77 5.63 2.26 0.648 0.304 0.247 0.179
B[ 15,5 26.2 384 469 375 189 3.36 0910 0.883 1.56
" 11.7 165 825 189 296 0.895 0.183 0.096 0.086 0.039
N 28.9 234 231 21.1 590 1.64 0.334 0.109 0.099 0.050
NI 0.561 1.27 2.24 591 12.0  1.39 0.335 0.136 0.088 0.070
REN; (AR | 3.09 8.2 16.9 25,5 13.7 5.01 0.384 0.080 0.060 0.044
i 1.57 419 599 109 10.7 2.04 0.166 0.059 0.046 0.033
re @R, 793 899 175 168 11.6  2.32 0.338 0.308 0.127 0.084

N.D.: ftisind

(1) MR- R P E B : &Rl
()BBRADBITH : BLHE R
<HBE L Tyh>
SH-A+7a ) —/L10mg/kgZ i UR18 H H OWistars2 7~ MSPEIZHRE O &5 L7-KE RHMA K ORI
FELRR PV R 13 512 A~ SHENIC B iR BE IS EE LT, B 5 1 ~8EFE [, e R oo i B i A I
FHAD IMIFEFPRIE DK/ ALARD - T203, I PR EE 132~ 35 Eh o7, #4596 R4 121X, ek
AR IR R IR L RIFEE DL~ L, #5-E0D#90.8~0.9% D B HED IR IR 11278
sz,
fe#E b O RRIE ISR T B R OBEERIT B ICRE(R TH S0, FNTHRIE
HRR L AR B TR IR E DRI 1/2~1/3L1RD o7,
SH-A >3V — LD NS RERE (EIR18A B Svh)

- HLER N LS BRI EE (1 g eq./mL XX g)

R S

{ZIS{TQ H%EFEﬁ (hl“)

0.5 1 2 4 8 24 48 72 96

i3 0.530 | 0.715 0.949 1.34 0.962 0.969 0.264 0.208 0.098
IERENIIRTES 0.385 [ 0.539 0.596 0.975 0.741 0.332 0.289 0.112 0.064
i R 0.122 | 0.182 0.257 0.385 0.557 0.266 0.090 0.082 0.036

Fak 0.022 | 0.055 | 0.081 | 0.176 | 0.259 | 0.157 | 0.229 | 0.120 |=< 0.01
IS 4.19 | 4.08 4.57 7.83 7.61 6.43 0.564 | 1.50 0.419
fif B 0.775 | 1.47 1.95 3.29 4.46 2.59 3.31 1.01 0.776
T 0.283 | 0.490 | 1.11 2.15 2.41 1.59 0.774 | 0.631 0.272
aAE 0.648 | 1.10 1.70 3.15 3.31 1.63 0.910 | 0.788 0.394
= <0.01 | 0.202 | 0.241 | 0.427 | 0.458 | 0.567 | 0.546 | 0.384 0.392
LR 1.16 | 3.63 3.89 8.42 8.47 4.36 1.52 0.691 0.592
EEIfE, n=2
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4. D (DDE)

) Eit R~ DRBITHES
RAMOSENRBE L2 ICH L AT T =AM BTV (A T2 F Y —1ELT
200mg) & 1205 ] Z L2 2[RI O B L 7o e, FLIT HPIc i g iR BE D K90.4~2.6 5 DA 1T =
T v nREhT,

2 [m] B #5251 IRy ] AL (ng/mL) Sl IR / (S
(hr) T g FLIFAREE / i AR
4 232 88.3 0.38
) 24 18.2 36.4 2.00
48 11.6 22.6 1.95
72 7.7 20.1 2.61
4 82.4 52.1 0.63
24 15.5 18.9 1.22
2 48 6.2 9.8 1.58
72 RRIHBRFLLT RHRFLLT -
96 BRHBRFLL T RS PA T -

J5 15 HPLCYE M FR A 5ng/mL
(M) BERRUVZDMDMBEEA~DIITH
DEER U RER SRR R VSR EED
BE . R ACA T2 =1 100mg i3200meA Hila] K N AER A5 L., &g L O
MEENOA T 2T — VOB EZERE LIFE R, AhT2) — L OB R Crdm g 4 &
IR, Wiy BCRg. FIR. B . TR ClTmhoTz,

- e o et o AT =L e
i S PRI B OV JEBIEK B (ng/mL) I - R / i A
100mgl H 1 [5] ME K 1 =2 = 0.002
200mgl H 1 [a] [ REd 8 <2 = 0.002
" iR 1 =50 = 0.007
B ST MR 3 <5~35 -
7 7 15 ~ 442 0.07 ~ 0.38
B K 4 1060 ~ 3170 1.3~ 3.4
100mgl H 1 [&] o fE 9 75 ~ 1366 0.5~2.0
200mgl H 1 [A] fii 5 156 ~ 1090 0.9~ 2.4
Xix 1 H21H B s 1 479 1.5
ik 1 1070 3.5
B 1 1470 4.7
i 3 569 ~ 15700 3.1 ~10.5
H 1 703 3.8
HNR 1 4710 26
i lap ek 1 4160 23
REL ik 1 569 3.1
i A 1 440 2.4

QOREREROHIVIF. FERVETDREAEB~DHBITHY
ANT3F =L 100mgZ 1 A 1[H128 H 45 G- | 8 K O B2 4 B R 0 Ji JEE 2 R g ) 1
MEL,
MAE PR IR G TRIZITTAR THAT LD, KA EE P ORETHR G/ T1H52
~BERHERFESNL TN D,

(ng/g, mL)

10,000 o—o [

ob—a0 T

. o—e HIT NS
g“ﬂ,l,ooo Ca—
I:FI
PN
75100
1k
(£
§ 10

0 7 4 21 28 35 42 49  56(H)

1 H1[E]100mg
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4. Nt (DDF)

QYL RABER DR MHREDHELY

BN B E (A NT 2T — LD VAR E 2 F L, A T2 — /L (ITCZ) OB R i %
HE LG R, e s ER L NP~ RT3 b, £72, 400mg L AFR LR

(T 7)1 348 DI ;S IZ BN THMICo 2B 2 D NP E 2 7R LT,

* I HE200mg X 3 VA2 L (11r1200mg4 1 H 1A 1 5L, E 0O %3 IR 3K, Z a1 (710 T

3PAZ VAR IRT,)

ME200mg X 63127/ (1181200mgZ 1 A LAl 1 [ B 5- U, 2 O %3RS, 2z 1A 271 E LT

6 A7 ARD KT, )

MA£400mg X 3327 L (1[H200mg# 1 H2[E] (400mg/day) LE#5-L, Z O % 3B EUA SR, 2414

AINELUTIYAZVDRT,)

ke

(ng/g)
500

ITCZ

450 o--o(1)EE(n=27)
o—o (II) #E(n=37)
400 - o—e (II) £ (n=39)

350

300+

250+

200

FRERERSE

150

100

50

MICoo

6 ()l TAn—T 7

48 G#)
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5. ¢

() R ERL R R BHR R
AT — T EITHE TREISNSEE 2605,

HETE A SR IR
N
N D
I‘\I Cl Cl
Cllip/
»\ CH3
\—( @ @ N— CH- CH2~COOH
TN CH2-0
N3
) Cﬁijra /%wom
CHz | L3
& CH:;
N CH— CHz — CHs
oo AU
| A FaFy—n \ﬁf{t(nmw\u%)
N
TAXITD N‘I\»
AR BHZ () \ C@a
CHz )
l O>< CHs

1\
CHs CHZ o@ @ CH- CH- CHs

>\‘n CH— CHz—CHs
HOOC — CH—Cl:- O@N N ERmd oS a
ﬂ%w&&@ (FAE L)
figfk (1)

H3
H\ CH— CHz —CHs
HOOC —CH2—0

(2)RBIZBE 5T 58 % (CYP450%F) D FiE
Fma— A P450 3A4
@) VEBEBNEDEERVZTDES
MR
(HRBYOFEDEERULE
OH-ITCZ (FEIGEMEHW) « 1T RSO EEIEEA <, 3

e s AN
in vitro BB E (MICHE : ¢ g/mL)
RIALIR FAEMERHY
T. rubrum 0.2-1.6 0.2-0.8
C. albicans 0.02-0.04 0.02-0.04
A. fumigatus 0.08-0.16 0.08-0.16
Cr. neoformans 0.04-0.16 0.08-0.16

KiHh : SAAMF
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5. K& (DDF)

(5) FEME R B DIEE /A ATA—F
ITCZ100mg% 1 B 1[E18 A M E#HE IR SR DR E LA (TCZ) & E F MR B (OH-ITCZ) DIARNEIRE(E

_ Cmax Tmax AUC (0-23) ti/2

Day ITCZ/OH-ITCZ (ng/mL) ) (ng - hr/mL) (hr)
Ist d ITCZ 81.1 + 38.6 43+ 15 749 £ 369 | 249+ 7.7%F
st day OH-ITCZ 197.3 + 83.5 4.7+ 1.0 | 2294+ 1,138 [17.4 = 11.2*

8th da ITCZ 333.1 £ 86.2 4.3£0.8 4,318 = 1,290 | 30.8 = 16.6
Y OH-ITCZ 563.5 = 103.3 5.7+ 2.0 9,374 + 1,903 | 25.1 = 14.6

Mean = S.D., n = 6
*k : Adopted from single dosing study

6. ;];;F;’ﬁ-zs) ,24)

(1) HEs BB AL
PR O PRt S LD,

(2) HEitt ==
fEEERRA B 1 (n=5) (A hTa )/ — )LD Hi[a] } U8 H Wl 521 T o 75 B, RE(LIRD R
HEEER1Z100mg., 200mgf% 5-DEHHDOREL EHRD0.1% L1 T, 50mgH[E[# 51Tk HBR AL
T Toholz, Fz, 100mgHia e 5-1% D2 PR30~ 23] TR 5- D KI4% Th -7z,

<BE ST —H

RN (OME ) IZPH-A 7= FY —/1100meifk & G- L7c 56 1565-7 B B LA GRS
54.1% M FEHZ, 35.2% 2N R FIBEIS U=,

(3
AL
7. B EIEBMEE (1) MRS
IEBEBAT DI A 5= — R S o T
(2) MEH

MIEEHT BE B W CEITRF L FEBITRRICA N T2 ) —/1200megiR A & 5% O M 3T A—21C
EITFRO LN oT,

(3) EHEMEER
Y BRI L
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VI. &€ (EFRLEDZXESF) (CBEISHEAB

1. BEEREL

ZDEH

ARESILTZ20

2. ZQARE
ZDIEAR

2. R (CROBHIZIFHRELLENIL)

21 B EDR, F=Ur XTUDL . NITYIL, SRRETF | TEL=U TEL=U .
FNAFNE ARFYIL | YNV TATRI « AT oA+ AV TRELT o FEY
VR LI g VA RN AT VT AN VT ST v 2T VL Ty
YU VIV TFF T (LRTFAF) | AETT 4 (TRIV) . ARLFH b, R/ Ldxd ok
KF), ATNF=T, FATLa, aIFER ANTTU0 | NI TTAFI T EEANE
OV WE IR GV BRIV S JER G Te) O W), VIV R ERRE, 7
VUSRS, ~/NILTY . TaRb v RTBARY AT o 2y Mg, v h Ty
=7 NasaFr TURFLY | FEHNT ., US—ax U a2 G o B E 110153 ]

2.2 IFlE U FE S BE T, e F a2 RSP oRFE[9.2.1, 9.3.2, 10.25#]

2.3 RFND R U CRBEUE OBE TR DB L B [8.1. 9.1.15 /]

2.4 HERIITEROBUE, BHEREOHLEE
[8.1, 9.3.1%M]

2.5 HTIT MUFATEHR L QOB RIREME DS D 2ot [9.5 5 1R ]

(fifE3)

2.1, 2.212BL %, NOAHAER I OEEASBTHILE,

2.3 AFNOf I IBHEIEE 5| 2 L= OB D BE TIEAR D 5 IV OB BUEE 3 5145
AIHEMEDNE 2 HNAZENS . AMNECOURT SCEIZEEADNT, AFNORA ST LR B 1ok LT
1T G- AA TN R L LT,

2.4 ARFNIIFRHEIEAICHY . ERRRER WO R MR 1 528 O U BLTRD B2 2035
EIEA AR OBUYE, BEEREOHLEFIIEEREL, HEEOHDBHIIEEMEL 5,
IMNENZIV N TR Z AL B T G- LT 2 A, S/ T A—H (Cas L12Z0) W EDSFEO DI
ik AdbD,

2.5 TV DOEE M 55T, AFI160me/ke (£ 1) TIELEOEM, ALFRE DR Ot
MEEEEIE, Ph~v=7, HRLEDET IR RESN DR ZE K ORI T o 5
2B 2+ IR B IR AE D RN e b EE S e LT,

3. MEEXTHHRIC
BEETDHERE
ZTDEH

5 MEERIEHMRICHEETHEER

(REMREERE (MEELN))

5.1 HHEMEHDWTILFE ORI 3528,

(MBEECLRER))

5.2 AFNIHUE I THDI2D . FLWTMRONTIRWRY . — B2 G U AT RARESELE0
ESEZ AN

4. RERUVAEIC
EEYHEREE
ZDHER

1. BERVHEEICEETSEE

(hesE)

71 RENIANT 2T — VN R &AW FNZ R % Tl AN — VNI IT A AT~
AFEVTABI ELTOBID . AR — LD S AR~ G EZIZANTIE, AR
AT = AOMAFRENME T SDIEDBHLDT, AAT7=FY — VN OTIF ThHoENrF
UTEE)L - B a7 R ANACIKN 35 B GRS (T, RES) [C LA B 2RO 5 7
Cabrx, FHIELTUIRZ 2 Thianll,

(MBEE VNLREE) )

7.2 WERBOASHRICBEL UL, N7 EERER OHEEZROZL,

(MAVCHEFE, Do OF HEMBEMAD

7.3 EHI (65 HFRED) 12 7- > TH L THOIER OB EN RO LNARWESITIL. AFloE 54 h
1=3%,

AR — /LN IR SE 1k (202543 A K H ik # (8 HHIG 1)
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5. EEREARNIE
EEDER

8 BEELEANIEER

(GhekadE)

8.1 AR D HAZBEL T, R BOBEERE, HWEBUE, 71X —BEEREEIZ W TH4572
22TV, ZHOOBUE X TBEER OGBS BE IOV TL, 5 IR T ER 51250 T
ERITHIE, (2.3, 2.4, 9.1.1, 9.3.1, 9.3.3%H]

8.2 fflE, AR -, HIHAHHDONAZENGHDLDO T, TN EMEZITOZENE EL
W, [11.1.28 4]

8.3 AHIFE-BHIEICHT->TiL., HENCDUNLT7UV IR O EZHZRL, UL 77U LT
BAE, 7 e BT E B NN AR T ARD [ o e B S 59752k, [10.2
2]

8.4 IXAVY AMIENHLONLZENH DO T, EWIRICI P EMREREZITOIZE, [11.1.6,
11.1.758]

(NIBERE GREMERIE))

85 A~Ta — LR AINLARA400me/ H Wk 5 ~BIV 2 72354 mo il Fj e
Ft 7207, &G HMBATIOE, R AL E-IATIZENEELN,

(B (ILRERE) )

8.6 AKNIH G THLMNEFICEHMIFRE 722800, 2R EIINOHEMEEZELT
119Z&,

(fifta3)

S.UTBHL L, 195 EDE A T0BE T DHIESE | OEES R TDHIL,

8.2 AHN D HAZ L0 R BER AT L RO ONAZENHHD T, 1hH UL EDOE G- L2 BIERIC
RLTIE, BBty A I IEOFFERERE 1T,

8.3 EANIZBWT, U7 bIay — VKA EER M BEEORBIERANERS, 4 4 3F
JERICHBESN, 32— L ERILTY — AV RHEEHBITHARBNC BN TIEL, YL 77)
VEOMEAEREFHERICTREL TR, 77U OFEHEETR DGR DT S5 03 e
ENFZEDS, EEMEZL TN (T10 M8 EAEH I DEEBR)

8.4 (KA VY AMAED B ERIER WS N ERSN -2l ESE, TZOMOBNER 1255 8RR
YER I DIEICEE L, AUTLEOR T ARDLNIIGEITIT, WML EXBRE A2 FmEL
WEREEITHTE,

8.5 AFNDH NSy THDHANT 2T — VTR O HHTHY . AR OB 5L IS RERMR A
R RRDONDLENDD, Fim. AT — VIERFI ORI TéhdHHP- B -CDIZ, T
bR OA R 239 H BRI GRSV T, BIREY S ERE S s S s 2 &1
R T DB B EZ o X T ERHBNI STV, LIRS T, MRS 41T,
BIEH OB RS ORIEE Bl 72528,

8.6 ERARFBROFERID ., AFN OB FITHEA260 A RO E 52X P "I RETHDHEE 2 HND,
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6. BHENE=%
FIHEEIC
B3R

() BHHE-BEEFOHLEE

9.1 AHHE - BEREOHIES
9.1.1 EVABUEDEEERE. TULX—BREREOHZEE (fF2L. RFIZH L TREVE D BEEE
DHAHEEICITZRE LG E)
[2.3. 8.1&=M]
912 S5-oMEEDTERIFZFOBREREDHIEE
I MDA OB ST R 2T BENAGD5, My OmR A, FLmE LR A (P EEL) |
T2 VEPHIENERIR B, BARE, TOMOEBEMLER B > L AREEERITBZ0H5H
FNH U TARANZHR 5T DB AT, ZOBERIEICHOWNT AT EEbIC, PITRIE,
IR R 8 00 B SRRSO BN AT E BICZ 2 T2 BE e 4oL, [11.1.1504]
(figL)
HRN B BE K O T LD T VX — B 2 R B CIE3EA & 5 S L0 IBHUEZ 5 |
X 2T T REME D B AT TEE WL LTS,
(2) BHAEEEE

92 BipElEE SRS
921 BHAEEEZNDHHEE T, ALEFUERETDESE
BHURWZE, [2.2, 10.25H]
922 BHEEEEDHHEE QLEFLERERDEEER
KN S O E DY DSERIEL . BIVER DO 0T <082 1005,

(fiF750)
9.2. LTI, NAR I OHEARIRTHIL,

9.2.2 ARFNTEFEBE THHHCHEMEI O MBENRND LN TOD, EERIENEL T

DA T, Y OPEIS I BT D REME D DT . EEMRL TS,
BEELATHEE~OEGEHNIITHTHY, SBNRITERNRO LT, FHLZFIEH
1L, BUN ES- 1, ALP ES-144, v -GTP L5144, o 1 CTh o7z,

EEEZA DL CWDBRE LA L TR WEE ORIER R RIL, £ EN8.1% (3/37

Bl) . 6.7% (278/4,148%1) THY, WL CTHEZILRDOIRD T,
(3) FFikeElEE RS

9.3 FTHREEEEE
931 EELITEEDTRE. BREEOHIEE

BELRWIE, R EE BB DBENNDD, [2.4, 8.15 ]
932 FHAEEEZNHHEE T, ALEFUERETDESE

BHLURWZE, [2.2, 10.2 2]

9.3.3 FFEeEZEDHLEE (ALETF L E2RETDEEXIIEELHRENDHIEEER
P EZ B S E5BTN0 D5, (8.1, 11.1.28H]

(fif30)

9.3. LUTRL T, AR OEEZSRTLHTLE,

9.3.2, 9.3.3 AANINFCH OIS THL-0, MFEELZEAIEZY, FEEDIKTL TS A
HCIIARBIOIE A D TR T2 [ REMENHDT-D . FEEMLE L TWD,
Il EZ A D BE ~OFEFNIEHITHY, 6GICREIEH DN, FIHL-
BRI, FFRSRERL S 30, M BRI GiE) 24, M/ Vs GiE) 244, ML,
THILETH-T~,
IFEEEZ AL CODEBELAFLTOARWVWEREDRBIER B ERIL, zhZEh

10.3% (6/58%1) . 6.7% (275/4,127%1) THY, WHEM CTHEZRITRD LN -T2,
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6. BENDEHERE
BIHEEIC
E3E RSP N
(D2F)

(D ETEREZ RS 2F

94 £FEREE R T HE
TFYR35 ATRENME DD LM, ARG L O d% 514 1 7 NI CREE 2 06 B
K OB 22 B O W TR 3528, [9.581]]

(fif i)
[ 28§ O % G\ Z B3 DB O BN (2B D A & AT DWT (B FIs4E2 H 16 B+ 3.4
HRFIR021655 1 5, FAELZIE0216515) [ICHESEMaI2E L, AFNCBI DY A7 &R L Ta%
EL,

(5) 157

9.5 14w
PRt SUTAEIRL TOD FTREVMEDD D L PEIIT R G- L2 e, B R (T, <D 2) Tl

FIMERHESN TS, [2.5, 9.45 ]

(fiFL)
IR (T = 2) TRRIFFIE L OMEFEIERRO LN TWDIZD | ik id sl
7o TN,
(5 (M4 ]
SMECTERESNIANTTF — VTR 5523105 HHPE K OV TEOF AR AR EL-, 7 e
ARG T AT AR DAZT A OREICTAIUE, TR AERIIA NI — 58 (0=198) T3.2%,
o ba— LB (n=198) T4.8% THY ., LT AEDFE G fERE130.67[95%EHE X ¢ 0.23~1.95]
Tholz, WPE, WHEDRAEIIANTa T — N RO 3 ha— UL LT, FIXHE R
FEIZ1.75[95% 154X [H] : 1.47~2.09] TH o722,

(6) IZELIF

9.6 RELIF
T LA MR OB ALK RO A RIEE B L, IO U P I RE 7528, EMT

B A~BAT T OZEDME SN TODE,

(fiF#)

[VI-4. 5341 |OTEAE BB T HZ L,
(M INR

9.7 INR

FEREYYE R TR _EOA RIELMERIEZE LRIDE RSN GAICDORE 528,
FAGRRFE T ORI (OIE « D BB 25 1) K OB BB NICEL /NI
JF9 D IR L65HE B (1P BTk ARmi2261, TPl B 15k ARm43610) THY ., BIVEH X4
BN T, KA AMAE, AST, LDH, HUTAD _EHGRDLIE,

(fig)
GBI E T ORI RER M OV 252 B [ PN 65 IER /NI A0 IR BR MG DAL= 08, 224
DHENL LTZH DO TR, BITEDO L Z AN G E > 2 F P E AT 0 20, AR o
LRI DD B IR B 4 A/ NERNIS U ARIOFE AL TRISNDZENE, IB#E O
M falEtEz ERIAGSICORERTHIE,
(8) S HlnE
98 BiNE
LB RS B NS Do - B BT SRR 2 S R B 5528, mliE T
IRAREERE DM FL OB ZEN £, BITER 235090,

(fan)
[P 0D B A ISR C 00 B/ F 96 B3 J OB DR WS T I B S MR BLSR T4, il |\ O
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Ho B T 38 AHNO M REIME T THZE03S5, T | Beor i AR T 07z AR KO LE T OREMRIE
TFEFOUE HEHAITITW A OB G HRE TELRVZETS | METL RIS T 45280305,
TR EEICER ST 528,
JOriRTIREH AAN DML R EDME T 5L DD, BEIT

AATZT—L™
SVVTSI—IL
SRTSY—IL
IYATSI—IL
RITSHUIRIVEE

U TCAR OB -85 WA 0045 5- ] s 2 R
FHREEETHIL,

HlEEFI
EIRKEIE T ILE=O LTI
EIEKERIE T ILE= O LY
L KBBIER T R L

A LI RRA D BF LD AF D C o Y
AUCHZENZILT0% K TN66 % L LD
H 3D BT IR CTA O3 G-, il | 0>
LGz 208 EE 528,

AAFTHLT

EN PP S=E S/ NNOYIS I G/NG S=E /N
D Coox L CAUC B ZIVEFL64% S OV37 %
DU DR E RS L, BTG TARF )
LOP G A RET A7 FRICER 7528,

ARFNIR AR 2 ) LD TEALE 2D O WL Z 4]
THLEBEALND,

VALITTH

VAT TR OMApPRER ERSELBERDRSD
H(UAT T TR va Y — O IZED Y
F 7T RO AUC L ORC o B FLEFL50% 2 Y
46 %M, Fie TH I RN ER LTz LD
NoD) AHIL OB P LERS AT BFED
REEICEBE L LBEIECTUA VT T RO R
EEES DL,

AHIDOCYPIAL K CYP3A4BLEIEMIZEY, Y
FLTTDIVT G APME F T 2ZLRE 25
no,
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7. HEER (DDF)

(fiF7L)
(FRILINZRATFL)Y
ANTZF — VL ET I ASRATF L OOFHRICIY . TR AREZT O MR EE F RSSO,
(s (fsh) 140
RE AR A L0FNZRBWT, 7uAd— " —EICI Ei L7, Ah7=a) —/1(200mg/ H) X
1I7 7 RE4B MBS L, 48 BIZT I RAZ T (40mg) 2% D& H-. 24854 (CHE A7
a1 (200mg) XITTTERERELZ, TORR. AhTay — L EofHHIcEy., Thr
INAZFPFEDAUC 1o, L1l T8 4 3EITHIN (p<0.001) . R THDHT MV ASAETF LU F IR D
AUCo~ 7l ZAEZITHINN (p<0.001) . Craxs L1/l T 2 2651ZHIN (p<0.01) LTz, Fl2, HHET LA
BT R OB T I SZZF L DAUC il T4 2 1,642 (p<0.001) . 1.7fZIZHIM (p<0.001) L=,
k Z DI DOHMG-CoARE TEREE L EFR] « FTRREF L0 T "2ZF L0 REHCBITS
CYP3AADRH G- DD IRNESIUTERY . THHDIEAOIEY BRI, (~F=a)> — e fFHIZ
JDBAEITEANEZ TN EV D RIENHD,
(EVDURFY)
ANTaF — LR VURF U ED T, EERMPREEDORK BN REINTND,
[ (fgsh) 149
SAENSMEY M E A IMIF R 4BV R =Yy TARTIFF—8, B 7URTF L/
BT ) VE S TOIERZATV., FEIRYIZcotrimoxazole A F7=1F"— 1 (400mg/ H ) ¥ 5-L7=,
ZOREE . A6 3 e VB 8 LN B A e e — R — (KR R RO SR
TGO AR TS) IR BLLTE,
(AFILTLRE=VOY)
ANTaF =V EATF LT LR =V ar ORI, AT —  HERIFOR L CATF LT LR
=y aroifFREE EAPREIN TN,
(51 Gigst) 150
61m%. SMEEME R R L SE
AT —)L (400mg/ B ) EAF LT L R=V 1 (12mg/ B ) OPF BB ICIA T —, FER
ABFBL, A T2 — A G R O R B 52> TR LT,
(52 (i) 17
A ENEEE R 14BN TA T2 — L GRERLE B @ 400mg/ H ., #BR2~4H H : 200mg/
H) %, RERBHAERTH M O4 B BIZATF VT L R=Y1rr (48mg/ H) X371V R=" a2 (60mg/ H) %
BEL-, TORER., A 7oV — L HEHICED T L R =y ar O ENHE (T A— 2T T8
RO ST, AT VT L R= 1 DAUCH2.5F TR L, Lo L5 ERE LT,
(THRHAR)
ANTAT =T XY AR U OPFRICZED ., T AX D MR E R RHESILTN)D,
[ Gigst) 1o
AME R ASHINZ A5V YT, AT —/1 (200mg) XL 7Tt R%4 A M 5-. 40 B O 54107
Y AR (4.5mg) Tk G UL T XD A% R A (5.0mg) Z i 5- LT, 7% A%
LD IVT T A TG I068% I . Cond TR AR 5 KO LTI T, T2 A2
DAUC)~eol L, FFEREG T304, OG- CI.UEZNETIHENMUT =, Tl X, FHER5-Cl.204%, OB
HO28FFNFIER L= (W3 1ubp<0.001) , 7 A AR HA%AT K ORI L 2R E LT
TV VR, AT — VORI BB  L,
(TTVI=K)
AT — VT TV =ROHICID, 7T Y=ol R E R NEESNQ0D,
[ Gigst) 192
ShE B ALOBIZBW T, —HEERZaAG — S —IEICIOE LZ, AT —/L (200mg/
H) X377 7rRa5 PS5 L, 58 BHO®RG 1R RI%IC7 T /=R (1,000 1 g) W AL7=EZA, A
o = VETTFY=ROGHHIRL, 7T V=ROAUC K OCranM.2605, 1L6F5IZHIN LT, F-.
FOREELLCLF Y — VO REAE DI SN,
(aLEFL)
DVEFUNICYP3AATHRIENDLZENS, AT — AR eF o ORBELEL, 2Le
Fo DI AR EFUAEFANBER T8I e F o O RaER (RO - EH, JE 58,
VRZN7 TS SHBLTDRIREME RS20 JFHEEEL, 7ok, RS, BEEOHLE
FH T, e T O EIERIEBLOYAI N LI KT HBZNNHLO = LT,

S VSIN)
AN Y T LR D AEO P IZED TREOME 2SI TD,
[R5 (Hgst) 199

SEASEHERR A BN T, AT =L (200mg/ H ) R 0T TR E4 H G L, 4H BIZ3
25 (T.5me) AR 5. LT~ FORER. FTERE LI (N3 — U ZIIX Y5
ADCaud T3ELL L AUCo~ol Z1OfEHINNL . T125H2.8 = 0.6IF[E]2357.9 = 0.5KFHIZIER L=, F/z,
FEAEEERE R BR Tl B S R L OMEIR S A SFRD H,
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7. HEER (DDF)

(TaFISL)
eI — 2% W zin vitro FRBRIZIUNC, AN = UZID 7 e T T LD 360 %BH
SNz JFER L,

(FIVTSVYSL)
AT = NETIWVTZZLDOPINCID, TIVT T T LD A OVER ORI GOSN,
ES=ake
HAR AR A L0BIZ BN T, AhF2F > — 1 (200mg/ H) XTI 7 IR %6 HRE#E51L.
Be548 BT AT IV T 5(0.8meg/ B) RO BE Uiz, ZORER, 77 BREHELTAR
TaAF =R OTNT T T EOAUCDIEN, CLya DI LoD IE RN HbT, Fiz,
FRER M T V7T T AOVER ORI A BT,

(A\ARYR—)L)
ArTat — o YR— L OPFHICED, e AU R — Lo R EE IS SI TS,
(s (gsk) 180
YR =L (12mg/ H Xi324me/ H) 4% 5.3 QOB AMNE A RTE BE 13628V
ARFaF =L (200mg/ H) #7 H G LIZE&  ~aXY R — L K OoNm A~ R — A3 o 1,
IR EDRI30% EH LTz, ~aRUR— L OGRS R ZITRRD SR -T2 08, AR EIER
DM FIHIT,

(FUETSS—IL)
AT = ETVET T — OB RHICED, TIET T — D Chus AUC, t 03 ZFNZE
A119.4% . 48.0% ., 18.6%HINIL 7=+ DEE N HH,

(ROorEOY)
ArTaFy—tRaxruarOfEHICED, e e DOC, . & TRAUCHZENZE NG 1%
K N6 8EHI ML 7= & DA 138 559

(HaRRY)
AT F =R DOFRIZED . e RRU D I R E B SERE ST,
(i (gst) 180
53k, AMEEME R DR g%
AR (220mg/ B R OSTHF A7V FUR= O 5451 QOB BT, ik DT A,
ARSI, WRIK XV C albicans, A. fumigatus DN EESII-T-807 IRT VL BET VNP L,
QHZRICA NI —L (200mg/ H, GAR) ICEW LTz, A7z —II/%EELHIJ@/m:ZTJ/ml
FRR X516~ T764ng/mL CH-T=DIHI L, A 73— H2H RIZ :t849ng/mL Z. 3HHIC
M5ng/mLIZ B Uiz, SO ARARREIA T2 — R G T SRR T 1 R ;IEH’EU‘_O
Fo, AR O B RET ORI B LT, # Gl J&é&@%&ﬂb BHLBHDH,
M PR E =2 I3 EE 2 HD,

(RoOn) LAKFIY)
ANTaF A a) AAOGEHIZED, #7a) AAD M FRE ES-NHESI TN,
[ (fgsh) 197
A E N g A B O BN SIS R L CH ) AAKFIM A &G LT-T1H 055 A T2
T =N EERLZIBICRB W TE ) AA KT IR E O RN HERSN (15ng/mL—
50ng/mL) . B EIEOBENFTLERSN,

(KtAa%t)LKFH)
RE 2% B/l OMRHHTIECYP3AAN B 5L TERY, ENFIZuaY — 2% H WS Din vitro
RERIZRBWT, Fha ) — V¥ LR 2L OGN T SN =),

(724F=7)
ANTAT =V EF T4 F =T DU IR ST =T OmRE ERBSEESI TS,
Uty (Hdh)

%}\@Eﬁﬁii}\%'@%{ﬂ IZBWTC, 74 F =7250mgeA b T2 — /L 200me% ff 5L,
FIAF =T DENENEIZ T AHANT 2T — VOB AR LT, 77T =7 Bl L
ttixbf ANTaF ) — GO ME 77 0 F =7 DAUCIE AT e/ — S T78% .
Coa TEEA A TH1 %N U7z, F72. Lol T 4 T25% N L 7=,

(TIVLASR)
fERERR N 2% G UT= 3R I 36U N C (AT e G [ - OF R L5651 + JEOF HBE LS 1) . 7/ UL &R
(240mg Hi[EHFe 5.) LA T F — /1 (200mgl H 1EH5) EOFEAICED, 779LZIR D CmaxiE
22% D Uiz, AUCIZIZR BN IZRO BRI -7=8, (ShE AT —X)
ifiﬂﬁﬁ%%ﬁﬁg%wv SRR E N ST 7’/\”/1/5‘1\‘(2401115;1Hllﬁl?ﬁ%ﬁ)}:/ﬂ\
T — % (400mgl H LA G) EOPERICED, T2V IR D EFIREIC BT HCmax L Y
AUCITZFNZH38% M 51 % N4 A HEE S 7-8,

KIha —v AT =V LFLT Y — VSRR E A CCYPSAUTK LILEEMEA 35,
E N THESMHAI DA IRTESITND,
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7. HEER (DDF)

(REHFF=T)
ANT2F Y A IH T =T OOFRHICEY, - I T =7 O R E EAAHRESIL TN,
[ (fst) 199
ShE AR LSBT L, 1 H BIC 3 F =7 4. 5megZ BB 0% 5., 4-TH BiIZA ko=
V' —1200mgZ 1 H 1A% 5., 8H B I~ HF =74.5mge A b7 )" —/1-200mg4 Hi ] 1 #
HL,9-11A BICA T3 —1200mgZ 1 A 1[E[# 5 L7,
ZORER, ~"IHF =T BB 5T AT — L DB I SIHF =T Dt ol I
ETHINL (19.2 vs 12.1h, p<0.0001) | CrantE17% (p=0.0098) . AUC,i£91% (p<0.0001) , AUC..
1%88% (p<0.0001) H#E N 7=,

(IXMLYFZT)
ANTGaF ) — VXN F =T D HICKY . TXNTF =T O RS RESITOS,
(5 (k) 1100
ARE A EBERS A L0BICRIL, 1H BICZXR27F =7100mgZ % 5-L. 9 H B Dwashout o
#%. 10-19H BiZA T2 —1200mg% 1 H1E& 5 L=, 14H B DA T2ty — &KL 1
MRICT X7 F =7 100meZ Bl 5 L=, TR, =X 7F =T B EIZ X, A
Foa ) = EDOPFHIZID = XN 7 F =7 Ot 3G BIZHINL (50 vs 20h) | CoudE73%.
AUC 1 Z504%85 L7z,

(TzoBAZ)L)
AT =T 2 X =R F O ICEY ., AEAAROEIVEH OGO BT,
L Gigsat) 189

T 2B =80T (50 pog/hr) Z 1 R 5L QU B ICA o= — 1 (400me/ B ) O 5-
FRIALI-EH . AEAARORWER OMAETH A T-O A O mEMIIEI A7 0 — X ADOME R A LED
T E A N BLLT,

(FFaky)
ARTaF V=LA X AR OFERICEY, TR D27 I ZANR32% AL, AUCH
S1%IENMLT=EDHIERDHD (AF T aRERHFN) Y, Fiz, AFTaROAUCH144% EHL
T-EDWENHD (A aR AR AF) 9,

(ELFY)
b DTy FR ey — L% WS Din vitro i BRIZEBWT, Fha by — ¥kt
LV ORET L E S 7259,

(HAS2AZ)
) = VEE T A DI ED AT A DR E ERARESN TV,
(5]
fEEE R AN 166N T, T2 (4mg) 1 H 2[E &7 b —/L (200mg) 1 H 2B ZOF FHL7=&
X TR = DCran K PAUCHENFENLT% K TB1% FH- LT,

(AZHFTzFI)
ANTAF = VAT T 2 F L DPERIZED . AF T 2 F D C o FAUCHENEILL.32
15 o O T8FE BN U7 DG 23800

(INRF)
haty — WEL SZF O FERIICED . T SATF D MR A NS ST,
[ Gigst) 180
AME AR NZ BN T, =32 F 2 (20mg/ H) U7 7HRE1~5H Bz 5L, 6~13H B
Wi bt — % (400mg/ B) Z#0F L7, = AT R OMRHE O M F A5, 13H BlZ
HEL, DEXZL, 5, 13H BICELZ, TOREE., =2 F o brha > — L AR,
Coax 15, AUCO0fE EF-UT-, T2, QTelZxf 3288 T, =/ AF & haty — L ffH
FFI2IZ18. ImsecEfR L, 77 BRErhat > — L OF I (8.0msec) IZHE_THE TH-T=,

(ZILFEIL)
RS — VR LE LY /U RFE VO PRSI0 Z LT E L K OV ha S — )V ED I TR R T
HRMESHTOD,
(75 ]
fERERR A 15HIZ 3BT, ha —/L1 (200mg) 1 H 2[E1 &4 /L /L /U FE L (400/100mg) 1 H
2 ZPEALIZEE, Zha )Y — L DC, K PAUCHENFEN2. 164, 3. 1fE8mL., #/1F L
DCrax CAUCHEINZEILL205, LARHEINLTZ,

(BEZST4IECTIVR HFILTAT))
ha — % (400mg/ B B H) EOGFHICED, #XT7 41 (20mg) DAUC K OCrha03312%
K O22% BN HEDMALEN T — 20365,

MrRaF =L ARTa Y — L ERILT Y — VR BB E A CCYP3AAC R UL E/E % 95,
EIN TS AI DA BRFESIU TS,
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7. HEER (DDF)

(TILTFY)
ANTAF = TN T U EORFRIZED ., FHLLINRD EFH- 35728 L7 7V OfE A SR
DIEZN TS (I8 /R FEARMEE | DS M)
[ (fgst) 169
61k, AME ALt JRE - FRMEMEERRE, WHE
77U (bmg/ ) Z1245 ABIARMAL T\, AT AR AICEVEEsShi-alEhe
HIEIZX L TA T aF> =1 (400mg/ H) % 5217V, 4 B 225 A S F 38 % o S
ERATZIZD, ULT 7V b A b TaF ) — vk LA, B H ISR o Hifn s 2 H
PG DT ABrére Tz, HrEsHE M LA TERRIC I M IT B S Y., HIsIEAa0 -T2,
(Z7zPEY)
ARTGa ) — =T 2 D OOERIZIY . =7 = U ORIVE B G O R RE |- 53 4
Shna,
(s (gsh) 169
68m%. FME A ZE A ¢ g e
BN A HEA SR T2 DA R T 2+ — LD L AW (400me/ H 2 1. 35 AR A 191
INNELIYAIIN) AT o1 ZA 1ROV A7 LD 5152 ~3 H 4 I[P TR IEAS TR L |
BeH b 2~3H THELE, 3TA2VHITIXZOIHRIERITZRB OO -T2, 728,
1L ENIA T — v HRiX147/83mmHg Th-7-25 . R REIX128/72mmHg Th-7-, A
Noaf ) — VSR O=7 =M REDN T 7L ~L312.7Tng/mL CTH o T=DITHKTL
BEFIEIZIE56. Ing/mLEF B2 FR-UZ,
(7zAPEY)
ARNTaF — L7 2P OPEIICED . 7 =a Ut OFRIVE I OV P EE |- 5538 45
Y ANGAYR
(5 (gsh) 169
JEB 1
52m%. AMEAZE R - g e
Z7xaPEr (10mg/ B) Z VFERREL Qe RABEDOT-OA T3> —/L (100mg/ B ) £ 5-
ERRIALIZEZA SFRZIIUO OB, FEOERN AL, ANT7aF > — LD
B2kl 2~4H TIFEITN L L, 0% 7 2ol O 5SS TV,
EBI2
535k, FMEA Lot P ER i I E
Z7xuat (5mg/ H) ZHERRIEL TV, MEBEIEDOZD A 72 ) —1 (400mg/ B) (2L
DIEWHEEBMGLTZEZ A 2~3BNICRDIEIRN AN, £2, ATV — L AEHEED
7=V OAUCIHE, M 58045 Th -7z, PEABIGS5H BIC7 =0l o 5%
kU=, ANTa Y — U035 AR 13T R G- L208, BIERIZALN e h -T2,
(RF/\Z)L)
ErNFIZ Y — 2% WS Din vitroi R IZEB W T, XTIV OHEIZIZCYP3A4,
CYPIA2NE E L TWAZEMNS, R_IRLT, INBEEEZEORE LA NS OEE
FEFHETHIAN A B AER 2 23 TR 3557200 | EHER L,
(Cdxov)
ARTAFY =N EDAX L DHENCRY, AR ORISR ML R RN ST
b\é%)o
[R5 (Hg4t) 150
69i%. JMEA B
DA% (0.125mg/ B ) 22 5B AR L TN, EEIIR S A 2 2154 . Aspergillus fumigatus
WL BB RERE R DDA T3 — L (100~400mg/ H ) #5217, OF %, 3%
VO EEREEDNDE L RSB L, 0FH35 A By oam iR E X
5.9nmol/L (A B 1.5nmol /L) 1IZ_EH L7272 3% 0 %58% £ Tl Lz,
FEHFIEY TR DR G EFEIER L, A RT3 — L DOIRFRE T HRITTaFmiE E
DAL T NALIT,
(TRILT7Y)
ATaAF =T 2N T 7 DHICEY T2V T 7 DIVT T AR20% D LT D
MBHDH
(rz)ROTAIV)
ANTaF = erS) AL DOPERIZEY . AT — O MR EE E s ST
WD,
(5 (Hgst) 169
NE AN AN ZAZXEESHIZBNT, AbT72F Y =L (200mg/ H) 7TV A~ AL
(1,000mg/ A) EZ2PFHALIZHE, AhT2F — /LDAUC K C a3 2 1,915 FH- LT,
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7. HEER (DDF)

(URFEIL)

(T)RATAIY)

(o7moax4oy)

(HILNTEEY)

I7oEIY)

(Tz=hA)

(AIV=TTE)

KAty — v AT F = L EFRILT Y — LR B E A TCYP3AYT S UL ENR A A 5 2,

srha ) — R LY N e L OGERIZ I ha S — v D R B R AEE SN TTQNBIEND,
ARTAF —/UTINTh BRI L T E A 792 AT RetE 2 e 5,

Css (Hgst) 159

HME NEEERE A 1261123 T L R — L (200mg/ H) EURFE L (1,000mg/ H) %7 B [50F
FALIZLZ A rhad ) — )L DOAUC K RCouun N % 3.3(5, 1.5(H12 EF L LM 9E IR LT,

ArTaF Y = (200mg) LTV AR AL (1g) DPFFICEY, ARNTFaFY =L DA FT
NATEVTADKIA0%IEIN L T2 L E S TNDY,

A Tary—plrravaxh o OHICED. AT — L DC L CAUCHZE LTI
53.13% % U882.46 %o B ML 7= L DAL 238 599,

NP OBERFENEHICIY, AFFa Y — L ORBMEESH, AFFaFY —10
MR R T N ERESNTWS, -, ZFhay — L e <= Pro o icky, s
~ P OMPIERE FRNIMESNTHAIENS, AT — LD I i LT b v
N B O R E EFRPARIBENS,

(51 Glgsh) 170

435%. SMEANFME REC T AL —~ | IR

ARTaF ) — 1 (200mg/ H) &AL "<~ (400mg/ H) 2108 H RO LT-, OF AR 44
17H B120.15mg/LChoT- A FaF Y — Lo i EE L, 710 B TR R 7T eIk & CIK
TL., A<= &Ed1E22 A B12130.36mg/LE7s -7,

(52 (i) 170

ANTaF ) — L EANANTPEL OO HIC IO N AP DI PR U8 13700,
3B (600~800mg/ B ) ZHe 5-ZH QU AMNE N CAD ARSI T, rhat—
(200mg/ H) Z10 H EIPEHLI-E2 A, AP O PEENGEIC EA-THE 702251 g/ml.,
100 H : 72229 ug/ml) Uic, OfHZHIET5E, OFHAIMEICART U (PFHAT @ 5.62=1.9 u g/mL,
PEAFRIE : 5.9+51.8 0 g/mL),

V7 7 B DI RIS T B E LD . ANTa) — Lo il P AR T 2SS S Qunvd,
(&1 (gst) 1o

53 TR AW

V773 (600mg/ ) 58 B, A=) —/L(200mg/ ) O GE-NBGESNT-, LisL, A
’oa — LD M P EE 24 IZBO T Ling/mLE RV =D | fiZ e R Z 1k LA~
= ET VL R=Y 1 5mg/ H DBHOFEIILTZEZ A, JERDOUEN ST, ZOREOA T2
—LOMHEE L, 300mg/ H#%5-15C3,230ng/mL,  200mg/ H #%-5:12,360~2,600ng/mL Cér-o77,
(52 (igst) 192

4455, SAENBYE BB AIDS

V77 B RO BEIT AN — LD 54 BRIELT-, 600mg/ H4H # 5L, D%
400mg/ B 5 L7203, V7 7o B U EHEH L TWODENE, A b2 — b o i FP i EE TR E TR AL
TTHoTz, BT, V77 O HH IE3~5H k| AhTa — LD Fri 3R E BR A LA
T Tl

T 2= MU DM HBER B EAEAICIY .. AT — D R E R AR ST,
(5 (Hgst) 1%

AEAERERR A 32611235 T, 7 ==k (300mg/ A ) #% 5-15 A B I(ZA~7=2)~—/1 (200mg/ H)
B LIS A . AN — VBB R TR L CL AUCIZ10% LA T (3,203ng hr/mL
—224ng-hr/mL) 1ZJ0 U, 121322, 307 17553 8 I AT fE L 7=,

rhady) — ) =T RO BB T b — e D I PR AR TSRS S QLD
NS, ANTT — IR THIRERDIEDRIZEIND,

L& (Gigsh) 17

ANT2F )V EOF EAERZ R T A 200, SMNENERRESHICIWTAY =7 VR (5mg/
kg) &4 b — L% (200mg/ H) 23 A A LIZE2 A, ha ) — /Lol EAME R BH B : iR
FH2IREI#%CT5%., ARFHSINFRI#. T85%) Liz,

EANTIIANHA OH AR GES TS,
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7. HEER (DDF)

(REZEY)
ARNTaF V=L ERETEDOGICED . AT LD Cha. AUC K UM 0N ENEFI38% .
61% M D831 %l Lzt DS HE™

(HBE B 2 )
[R5 1 Glgsth) 199
FERERE A LB A N7 ) — 1 (200mg) BAEE 5 & A ~F=a)>— /1 (200mg) +7 7 EF V0
(80mg) 5L, A NFaF ) — L DI A E LT,
ATa ;S — VMBI 7T OB CIEA T — v o i R
1E50% 2K T LIz,
(52 gst) 199
fERER 12612 T AT —/L (200mg) B, A +F2F>— /1 (200mg) +3 AF
(800mg) X A hT7F ' —/L (200mg) +T7=F > (300mg) Z 4% 5-L . (KNENEZ BT,
Ho W B A R 2 & 5 L2356 A7) — L DAUC K ONC A T — )L Bl %
BOBEIVETFRTLTWER, AEREITZRD LR -T2,

(FATST—IL)
(s (Hsh) 170
TERERR A LIS W TA T2 — L (200mg/ H) &4 AT TV — )1 (40mg/ H) 2B L=
LA AT FT V=L DAUCH64% ., Craxh366%CNF UL FLIZ,

(CHIEEH| (RZIRKERIE T IILE =Y LS ILE))
A T2l = ERIBRAIOGERIZED AR T2 = DC L CAUCIHRZENEIT0% M Y
66%JHD LT=E DGR HDH™

ARFXTAhL)
ARTa T = EAax v LAOHHIZEY ArF T B ADC M RAUCHZILE 164 % M Y
3T% I LT L DB,

8. BIfEA

1. Bl1EFE
WOBIERANBLONAZENHEDT, BEETATV, B NROLNI- AT 5%
S AN T A PA U B o N

() EXLEIE R EMHAEIR

1.1 EXGEIERA
1111 SoMtED AL GEERP) . BhKEE EEAE)
TRERIE, MR NS ORI EE A2, [9.1.28 ]
11.1.2 BFREE (0.25%) . BEAS2/ (BHEERI) . 98 (0.1%A01H)
BACARRE, EK, B, BoRk, I, BEREOERIGERTHZE, [8.2, 9.3.35]
11.1.3 hEMER KR IZIEEAZAE (Toxic Epidermal Necrolysis : TEN) (BEERH) . KIS HIRAREIR
#% (Stevens—JohnsonfE{ZE¥) (0.1% A7) . SN ERDSHERALE GEEARH) . RIRHER
B BEEE ) . SRAIBE BEEE AH)
11.1.4 2399 (BERY) . 7HI45F%— (BERY)
FT =8, Wit R, FEREEE, WNERSERHL DN IR G eIk,
YR EETIZ L,
11.1.5 fE B PRl ¢ (B A<HT)
Bk, PRGNSR FEEN, IE ORI (REE) E0RRO LG AL, E I HEIXH
JERCT, i~ —0 —FOMAZ I, KAIOHEG-A2H IET2EE0IC, @O EZ1TIZE,
11.1.6 €AY LI FE (0.1% Km) [8.42 /]
11.1.7 A7 ILERTOUSE (BEEE )
AV AAE  fLE 5 TR A ARTEROITE I (KRB INER bbb 20 e 5, [8.4
Z ]

(R0

11.1.1 9o MR ARA - B AIZRBW T, A Mz — VRIS @D D BB E D /2 Sk
HEROIK FAEIESTZ, EERHEME FURENESE 2L~ ik R0z
FREMEN D EMD, MR A BE LTI B E DY 54 2R E I 21ER] 111
HRARIVEH ] OIRIZER L QD
i N = [E PN COHEFNIZRND, WEFL D B I IEF] D 5347 OFE R CCDSIZIB LS
ZeasFEx, M1 BRAREWEMH | OBICFRHEL WD,
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8. BIfEA (0D&)

11.1.2 — @O FEEM A ED FFICEEEDRLDNL NS, FHIDOFE G- F 1R T A7 RS 7
DL, FEFEOMELRDIS7, BRI, SRR, RBE, 7B, HHEOIERITE
OO AL, EBICEGAE P IET A8 MO E 2TV, EIE (LA ZENEE ThHD,

11.1.3 ENA TR EEERIE RO BN R ESINTND, S EREIFARIE GRS T, 2808 AL
KO EFEFAICHD, EEL B, BIETRRE ORFAEREELICRE R OURE, DE, 4t
SEORIIZOS A, FLBE, EIREAELD, IBRITEGIIREEER 2R Gkl BHs
DEHATOARFRE, ZWRIEGO T K Ok 7.

11.1.4 NIRRT, TF 74780 — T 7478 — kR, 7T 7473 — a7 Sivng,

11.1.5 ENTIREZ BT, AFIEORFEIRE T E TRV E MR (MiEEE2 S Te) OWME
JEFIDMERESNIZZ 2 54, [11.1 EARREIWER ) OEISREE LTS,

11.1.6 EWNTIIRZIZBVT, ARFIEO R FRERE T E TE7MEA YD AfUiE O T FIE S A
EHINT-ZE2SER, 1111 ERZREWEH ) OBISFEHL TWD, VY LMEDIK T 237
I AT, OO ERRAEZ LML, MU E A THIZE,

11.1.7 AFIE DR SRR E TEARMET VR AT aEBEOEFI N ER S, O TR
THHHID MMER T K OULE _EF 125 Tik, CTCAE (Common Terminology Criteria for
Adverse Events) Grade 3LA EOJERIL G £ W22 eAaSsE 2, 111 ERARREIWER  OIHE
WZRLH L TnvD, Mt B5 DU MERT, L=UAEIR R, TARAT BRI R ROE RIS
P BRSBTS AT, ARRE L5728 e LB 41728,

(2)ZD D E 1A

11.2 ZD it D EIERA

0.1~ 5%l 0.1% i BEARIA

BEUE JIIREQURE

faRes IR IE L PARINE | N EE e/ )
P BDAEFE AR, AR, o0 7 [ 5%
MR R E RA SR, &
i AR

SHAESR | AR, WA RS, TR, | 3o<ON AR DN, I | R, IEER AR, P,

Mt | YA AN B SRS | B I B JARE%E T RBES

% S i re
i JHF B HE FL R L ASTEEN, | e Y LE 0 LAP
ALT ¥ A0, LDH #4 A0, | #4940

v ~GTPEEIN, ALPHEN
FEIR 25 WEIE S | W% DR | Iz ik

EiE W35 EHFERE CBEPETE IS, LR, S0 | A BRI IR A2 2% 95 | R g
% | R EE RS LI 2R AR

=3

AR | O TR, AR, D FEV, B | IR SRR R SR, R4

Joi A ARE PR M, F8 75 P L B ELIK AR, IRk
B fid BUN®D |5 WREB R ORBEDIE, | SR, IRAREE, MR, i 5
T PRFAE bR B8 | BB RE AR A M

FLEW B IRANAE
liihi:3 AFRERMEZ | (BRI | | i 1 R G 2 JEORL BRI | A T R
i/ B
ETESR HtR R e 2

ZOfh | EE FERNAETY, BRIE B | I s, BRI (., 1
gy Wadde) | . B, EE

R D VEE NERR, A 5, (R

0 v M | 26 VFE A

BRERRE |NJUEIARD L& M R ES- g By | iU #m, fp=ar 27a—1

TAD EF T IT— [, f D A CRPEY

PHIIN, $7E AEEN. % | N, CKEEM

ol 27—/ L0

1) AN — VN K (BRGEH 1E) OENEERRBRICB O GRO LU, FOFHLE G T« R g I/nsar
N, B-NTEFADI NaYI=Z—PHIN, R o 707 a7 U0, R R

FEBUBEIE, PIBELIRIE (k3 D ER PR3N A2 e K2R B 5% . AKIZ IR K120 [ B ) TOZeaMEET

iRt G515 (SB A7V Allfkfe 5 5-36/151) Je OV kA 2 e,
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8. BIEA (DD&)

SEHARERAXEBRERVEREEBEEE —&
NATeIILE BEHRES
PRI P8, VRTE 1M B R B B e VIR AE 1 B2 i B B E 1) T RV S et 3 %7 SV RV E 1 %
Br<) 5,425, FIVER (B AR ALl 5 2 3 40) 1343161 (7.94%) 5441FICRD BV, D &
b OIXITHERE R W (AST(GOT) . ALT (GPT) #i/m%%) | B Rk, R, BiBEThoTz, (FF
AN T IE)
JVEBEZ 957 L 255 (200~400me/ H ) 0 i PR FRBRE 51 18551 Hh | &R A (Jif R A s fi B
A ETe) 122561 (13.51%) 621123 HIL, D LB OIZALT (GPT) #, AST (GOT) 4
MLy ~GTPHIIN, ALPHAIN, LDHEEIN, B © UL E AN, S MUESE CThoTz, (L
AL GRIRE)

HREEHETO s gt = o E) INLREER =
EHE ﬁﬁiﬁkfﬁﬂﬁﬁ Eﬁb"ﬁgﬁ%ﬁ é A
AR fit R A 72 612 30 677
AT %% 1240 4185 185 5610
BI|E 8 BUE (511 45 150 281 25 456
BIlVE A BLIREL 194 350 62 606
BIlVE I BUEF] R (%) 12.10 6.71 13.51 8.13
BEADTESE BIMERDFELER RIS (50D 2 (%)
FZ &« B2 & 5 e 17(1.37) 23(0.55) 1(0.54) 41(0.73)
* IFOZE 0(0.00) 000000 | 1054 | 100.02)
SRR S 2(0.16) 0(0.00) 0(0.00) 2(0.04)
SMEERRE 0(0.00) 1(0.02) 0(0.00) 1(0.02)
FLBEVESE 5 1(0.08) 1(0.02) 0(0.00) 2(0.04)
BRI 3(0.24) 2(0.05) 0(0.00) 5(0.09)
FH¥E (iE) 3(0.24) 5(0.12) 0(0.00) 8(0.14)
WiE (i) 0(0.00) 1(0.02) 0(0.00) 1(0.02)
FIB 8(0.65) 12(0.29) 0(0.00) 20(0.36)
sk J7 S Bt 0(0.00) 1(0.02) 0(0.00) 1(0.02)
BRI 0(0.00) 1(0.02) 0(0.00) 1(0.02)
k PURL IR 15k o 0(0.00) 1(0.02) 0(0.00) 1(0.02)

* BATOM A EOEENS THEITERWEITER
1) AR 1993457 A 2 H ~19994E7 A 1 H
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8. BIfEA (0D&)

RBETCO | pmmmma | /L 20E & %
BERDESE B1E R OFEERI S ERAE B (4350 2= (%)
FRURX « ARAH ook 72 P 7 6(0.48) 7(0.17) 0(0.00) 13(0.23)
""" Hooo ] 1008 | 1002 | 000000 | 20004
*HHAIIRNE 0(0.00) 1(0.02) 0(0.00) 1(0.02)
SRR 3(0.24) 2(0.05) 0(0.00) 5(0.09)
FIROL O () 0(0.00) 1(0.02) 0(0.00) 1(0.02)
(R AR B )
WFEN 2(0.16) 2(0.05) 0(0.00) 4(0.07)
TR 0(0.00) 2(0.05) 1(0.54) 3(0.05)
T I 000.000 | 000.000 | 1050 | 100.02)

sk IR BR 14 0(0.00) 2(0.05) 0(0.00) 2(0.04)
TR il e s 0(0.00) 1(0.02) 0(0.00) 1(0.02)
kg | 000.000 | 100.02) | 000.000 | 100.02)
Z OO R 1(0.08) 1(0.02) 0(0.00) 2(0.04)

wamsE 0 | 1008) | 10.02) | 000.000 | 2(0.04)
TR i 0(0.00) 6(0.14) 1(0.54) 7(0.12)
""" " | o000 | 5012 | 00000 | 5009

* B HGR 0(0.00) 1(0.02) 0(0.00) 1(0.02)

Sk FFIERR 0(0.00) 1(0.02) 1(0.54) 2(0.04)
VAL B 52(4.19) 130(3.11) 6(3.24) 188(3.35)
CkfERmE | 000.00) | 000.000 | 1059 | 100.02)

HIER R 0(0.00) 0(0.00) 1(0.54) 1(0.02)
 HALE H i 0(0.00) 1(0.02) 0(0.00) 1(0.02)
M - 4(0.32) 4(0.10) 1(0.54) 9(0.16)
B 1(0.08) 0(0.00) 0(0.00) 1(0.02)
T 4(0.32) 8(0.19) 1(0.54) 13(0.23)
TRfE 1(0.08) 1(0.02) 0(0.00) 2(0.04)
a4 0(0.00) 5(0.12) 0(0.00) 5(0.09)
* [N RLIER 0(0.00) 2(0.05) 0(0.00) 2(0.04)
HH 7ok 2(0.16) 1(0.02) 0(0.00) 3(0.05)
Jg-=ouF 3(0.24) 3(0.07) 0(0.00) 6(0.11)
BRI 3(0.24) 4(0.10) 0(0.00) 7(0.12)
AL 1(0.08) 1(0.02) 0(0.00) 2(0.04)
259 8(0.65) 11(0.26) 2(1.08) 21(0.37)
ERNIR 15(1.21) 55(1.31) 0(0.00) 70(1.25)
ki 5(0.40) 9(0.22) 0(0.00) 14(0.25)
JE R A gk 1(0.08) 3(0.07) 0(0.00) 4(0.07)
T 1(0.08) 1(0.02) 0(0.00) 2(0.04)
{55 5(0.40) 8(0.19) 0(0.00) 13(0.23)
I S R R (Bt M ) 2(0.16) 3(0.07) 2(1.08) 7(0.12)

* B fE 1(0.08) 0(0.00) 0(0.00) 1(0.02)

*TIT7—F LH 0(0.00) 1(0.02) 0(0.00) 1(0.02)

* HABEEE 0(0.00) 1(0.02) 0(0.00) 1(0.02)

M & 9(0.73) 22(0.53) 0(0.00) 31(0.55)

* BTOM A LOEENLTFHITERWEITEH
1) AT IR : 199347 H 2 H ~19994E7 H L H

43



8. BIEA (DD&)

RBETCO | pmmmma | /2R & %
BERDIELE BI1E A DFEEERI S ERAE B (4350 2= (%)

JHF e - R % P 32(2.58) 76(1.82) 12(6.49) 120(2.14)

""" yeevsE | 000000 | 00000 | 1(0.54) | 1(0.02)
EtE 0(0.00) 1(0.02) 0(0.00) 1(0.02)
JFHERE JL 5 12(0.97) 42(1.00) 5(2.70) 59 (1.05)

JiFp = 1(0.08) 13(0.31) 0(0.00) 14(0.25)

AST(GOT) E&- 16(1.29) 11(0.26) 8(4.32) 35(0.62)

ALT(GPT) k5 15(1.21) 13(0.31) 9(4.86) 37(0.66)

EUAEE - 1(0.08) 1(0.02) 0(0.00) 2(0.04)

EULE U LE 0(0.00) 0(0.00) 2(1.08) 2(0.04)

LAP E5&- 1(0.08) 2(0.05) 0(0.00) 3(0.05)

v -GTP_L45 7(0.56) 9(0.22) 8(4.32) 24(0.43)
R AR 21(1.69) 15(0.36) 7(3.78) 43(0.77)
""" kE®m | 0000 | 0000 | 1054 | 10002

ALP E&- 7(0.56) 5(0.12) 3(1.62) 15(0.27)

LDH_ L& 10(0.81) 4(0.10) 3(1.62) 17(0.30)

AV A LfE 2(0.16) 1(0.02) 0(0.00) 3(0.05)

i PR b5 2(0.16) 0(0.00) 0(0.00) 2(0.04)

A= AFE— KT 1(0.08) 0(0.00) 0(0.00) 1(0.02)

M= 27a—1 5 0(0.00) 1(0.02) 0(0.00) 1(0.02)

* MLIEHRER M) 1(0.08) 0(0.00) 0(0.00) 1(0.02)
FRUERG 1(0.08) 0(0.00) 0(0.00) 1(0.02)
MG EH L5 1(0.08) 0(0.00) 0(0.00) 1(0.02)
KAV A 0(0.00) 1(0.02) 0(0.00) 1(0.02)
MZUEFAR E& 2(0.16) 4(0.10) 0(0.00) 6(0.11)

Lo e A R (— %) 0(0.00) 2(0.05) 0(0.00) 2(0.04)

""" miE RS | 0000 | 1002 | 0000 | 1002

* M JEAR T 0(0.00) 1(0.02) 0(0.00) 1(0.02)

PSSR QDB =5 1(0.08) 1(0.02) 0(0.00) 2(0.04)

SeRER | 10.08) | 0(0.000 | 0(0.000 | 100.02)
EUfES 0(0.00) 1(0.02) 0(0.00) 1(0.02)

[l O 748] = 1(0.08) 1(0.02) 0(0.00) 2(0.04)

LY S 100.08) | 0(0.000 | 000.000 | 100.02)
FR 0(0.00) 1(0.02) 0(0.00) 1(0.02)

I, 25 i 1(0.08) 0(0.00) 0(0.00) 1(0.02)

""" gLy | 1008 | 0000000 | 000000 | 10002

7R ifn BR e 1(0.08) 1(0.02) 0(0.00) 2(0.04)

""" FmEkE> | 10008 | 000000 | 000000 | 1(0.02)
~= 7y ME A 1(0.08) 0(0.00) 0(0.00) 1(0.02)
NEZ T 1(0.08) 0(0.00) 0(0.00) 1(0.02)
2. 0(0.00) 1(0.02) 0(0.00) 1(0.02)

*HATOMH EOREENL T TERWEITER
1) FRAT IR - 19934E7 H 2 H ~19994E7 H 1 H
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8. BIfEA (0D&)

RBETCO | pmmmma | /L 20E & %
B[R DIELE B EFA DOTELER S IRAEH (30 2 (%)

1L ER < 8 PN SR i = 5(0.40) 13(0.31) 3(1.62) 21(0.37)
CRHERHEZ OE) | 000.000 | 000.000 | 10.54) | 100.02)

IFERERIE 2 (E) 4(0.32) 4(0.10) 1(0.54) 9(0.16)

M ek OF) 1(0.08) 6(0.14) 1(0.54) 8(0.14)

sk [ i BR A H 1(0.08) 0(0.00) 0(0.00) 1(0.02)

M BRI 2 () 0(0.00) 2(0.05) 0(0.00) 2(0.04)

k AP FEERIE 2 () 0(0.00) 1(0.02) 0(0.00) 1(0.02)

I/ INAR « S I i B 1(0.08) 8(0.19) 2(1.08) 11(0.20)
RS 000.000 | 000.000 | 10.54) | 100.02)

sk B AL FH . 1(0.08) 0(0.00) 0(0.00) 1(0.02)

NI GiE) 0(0.00) 6(0.14) 1(0.54) 7(0.12)

kB BE P 0(0.00) 2(0.05) 0(0.00) 2(0.04)

WR e A 4(0.32) 10(0.24) 1(0.54) 15(0.27)
kMFILTF= BR[| 000.000 | 100.02) | 000.000 | 100.02)

* B RERE IR 0(0.00) 1(0.02) 0(0.00) 1(0.02)

HEAR 0(0.00) 0(0.00) 1(0.54) 1(0.02)

SR BB 1(0.08) 2(0.05) 0(0.00) 3(0.05)

BUN |- 3(0.24) 7(0.17) 0(0.00) 10(0.18)
LeMEAETE (28) 0(0.00) 1(0.02) 0(0.00) 1(0.02)
L 000.000 | 100.02) | 000.000 | 100.02)
— R By 7(0.56) 18(0.43) 4(2.16) 29(0.52)
T S 200.16) | 000.000 | 000.000 | 200.00

5 (58) ¥/ 1(0.08) 0(0.00) 0(0.00) 1(0.02)

TN 1(0.08) 0(0.00) 1(0.54) 2(0.04)

a0 3 0(0.00) 2(0.05) 0(0.00) 2(0.04)

J R AN ek 0(0.00) 1(0.02) 0(0.00) 1(0.02)

e (79 0(0.00) 6(0.14) 1(0.54) 7(0.12)

AR 1(0.08) 2(0.05) 0(0.00) 3(0.05)

Exe) 0(0.00) 2(0.05) 1(0.54) 3(0.05)

KAy PETRIE 1(0.08) 3(0.07) 1(0.54) 5(0.09)

TR e 1(0.08) 2(0.05) 0(0.00) 3(0.05)
PRl 0(0.00) 0(0.00) 1(0.54) 1(0.02)
kAL FAARIEF | 00,000 | 000.00 | 10.54) | 100.02)

 HBUATOM A _EOTEEND TRITCEZRWEITER
1) A IR : 1993457 H 2 H ~19994E7 H L H
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8. BIEA (DD&)

2) MBEH XY 5400mg/ VLR ETREZAEIZS T HEI1ER®

AR — el T LD B A E SR BIVE T 2328861436 {4 1 2 b, BIEFH 3
BHFEIL11.4% Tholz, RIEROREBICAHDE, ALTHEME1H](2.41%) BN cb £<, K
WY -GTPEMGTH] (2.25%) . ASTHEMASH] (1.90% ) . 1. o LA . /K 35 i 55 B8 N 38 431
(1.50%) . AFEEREFLH 2761 (1.07%) Th-7z, (T E AR T )

ARAE AL 2532
BIVE S5 D S BUE B 288
RIER DB 436
RIE A5 00 38 B 3] =52 11.4%
RIER SO <FHE R8> R OREE" | FEELR (%) | | BIER SO <SR 8> KO | BE (%)
JEYRIE J OV AR BUE 2 (0.08) || B akEE 29 (1.15)
EUEDN 1(0.04) || NE&sME 1 (0.04)
R % 1(0.04) || EREH6IE 4 (0.16)
R R O A pm 1(0.04) [| RIB%E 1 (0.04)
EIRAR 1(0.04) || fEFL 1 (0.04)
T phpEE 2 (0.08) || T#i 1 (0.04)
RHRSE 2 (0.08) || Wiz 1 (0.04)
TR b 8 (0.32) || HE{ERIEIE N 1 (0.04)
FFEIED EN 2 (0.08) EEAS 2 (0.08)
R R 4 (0.16) || ZEHEMEE % 1 (0.04)
GV 2 (0.08) || &z 1 (0.04)
MR e 4 (0.16) || L 3 (0.12)
ARG 1 (0.04) EENSES 12 (0.47)
MR 7 e 4 (0.16) H OSSR 1 (0.04)
F 1 (0.04) || FFRRIE R B E 30 (1.18)
Lol i 2 (0.08) || NTHRESRT 27 (1.07)
o LA 42 1(0.04) || ®EULE U IMmIE 1 (0.04)
o 1(0.04) || AFbEE 2 (0.08)
WP B0 K OMERR P 2 (0.08) || BzJ M Oz TRk B 25 (0.99)
LU 1(0.04) || #2 3 (0.12)
LV ] 1(0.04) || ALEE 8 (0.32)
TP R R 1(0.04) || ZIBALEE 3 (0.12)
E2RRE 1 (0.04)
EOPEIE 3 (0.12)
37 1 (0.04)
#% 2 (0.08)
IR 1 (0.04)
R BIERO < BERE > X EpI) ., fE| 2 (0.08)
TIBIEH & LT, EHLBE 3 (0.12)
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8. BIfEA (0D&)

RINERSE D <ZE R E> L ORER" | F88L (%) | | BITEREO <BE I > K OFEE| EELE (%)
i K S S OV LB 1(0.04) || EwRMEA 183 (7.23)
(Y5 1 (0.04) ALTHAN 61 (2.41)
B ONR B P 1 (0.04) ASTHEN 48 (1.90)
B RE R 1 (0.04) ey 8 (0.32)
TEHR | PEFR M OVE PERI IR B8 1 (0.04) A 7L T FoRARY T —E8 4 (0.16)
H R PE 1 (0.04) M7V 7F =5 1 (0.04)
AT R B O R R 2 (0.08) AL F = B 1 (0.04)
A % 1 (0.04) i LI i 7K S P R A AN 38 (1.50)
H g 1 (0.04) LAY D 2 1 (0.04)
B HEE RO RTEkE 25 (0.99) M YD 280 6 (0.24)
P I 7 4 (0.16) LIRS R WA N 7% 1 (0.04)
ALy VS 1 (0.04) i RY T A HE N 2 (0.08)
Rk 5(0.20) || 1A YRR 1 (0.04)
AP 7 N 17 (0.67) 1 H R FE DA 2 (0.08)
I 1 (0.04) 1. A BR SR SN 17 (0.67)
FEEN 1 (0.04) v ~GTPHEEN 57 (2.25)
V&) 1(0.04) || HERIERERD 1 (0.04)
S /A = 7 1 (0.04)

T RE IR A S 2 (0.08)

AN e e % 3 (0.12)

R ML ERER D 1 (0.04)

I L Bk A e ) 6 (0.24)

H 1 BRECHE N 1 (0.04)

T — R IE SN 1 (0.04)

SRR <BERNE> RiEmsg ), gz P77 TR L (0.00
B L LT, ALPHEI 25 (0.99)

9. BRFRIRERERIC
AESR-Z

RESI TR

10. B=&5

13. BERE
AHNTMIEBHT I L > TR ETEARU,

(fiFwt)

EWNACHRIESNTODA T — VRIFIOEFIEICBW T, BUEECILBER S8 D
PEIEIRE DA ITR VN, AFNTL 3% 14~28hr THYD | MR BT BB 1BV TA T —
200mg 514 DM ST A—2 1%, BEHTREEIEBITIECRENGRO LR -T2, R 5
%, RIS TH B R E WDl — AR AE 21T, BIERER SR BLL 7245

Bl RIS TR ORE RIS 21T,
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1. BRELEDIEE

14 FRAEDEE

141 EFIZMABFOEE

1411 PTPEIEDIEFIPTPY — Mo L TIRA T2 8 3252L, PTPY—FD
RAARIC D . BEDEAE S B E R~ L, L ICIE LA B I CHENE I S S D EES
REPHEZ R T2ZE03H5,

1412 [RABERTETPTPY — BB &R WSO fRE 5L,

12. ZOMDFEE

(1) BRERE R ICEI<IE#R

15.1 BRERERIZEDIER
LAY Rz —v) TR ERE TAEOPFRIZED, HFLW K T2AEO LN
72D ERHS,

(fiF75)
BUED LA ARHI L MERE T A& O BEAERIZ OV TREIZZR N,
(2) JEBR PR SR BRI E D I1E %R
BRESILTOZR0
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IX. JRERPRFERICEE 9 SIHE

1. — g

AR TE H THFE | £ 5 ih R
_ 300mg/kg CHFHEEIK T, R T I,
— IR e UM TE) ~A o
. . ST IO
E FEIREh A~ B <A #o o |300mg/kg TIK F AL
B~ F
i~ DR
FRAX AR R | BRI~ D 528 <A
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IR DR
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L P S R L :
S ML R TR DR R BBy
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i R~ DR il
107g/mL LA TT72F L) 0,
L I~ B e o
ELEVR 10"g/mL TEAZ I AURROB BRI 25 2 b
TR | kw0 g invitro
WAL
fi RS B ~ DR
R E A~ vk 10 °g/mL DAL TR E DI 23 A STz
B ULy W~ D2 R
M bws % | L
HLERERE~OWE | ~vx
B e FIPRTEH Zh o WAL
FE afi PR ) B OV 7 Ve [ e i o -2 74D
IIRGED AV
VR ERER invitro |10"'g/mL TxITRIEZ LRIDE LA HHH-
FEFR IR ~ D 228 Tk invitro | B
REHFRE R
g L~ DR <A o -2
#hH &

#10:0,30,100,300mg/kg
#£:0,0.5,.1,5mg/kg
in vitro: 0,107,107 .10 *g/mL
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BN, gL AT E— L R OVRE O EFAY, 20mg/kg/ H LA ETHFi#O B BN, -
80mg/kg/ HCIi&, Mfi, JHig, -Coisk, Felee, SEFNE. PREROFEIEIM, MHZE, IPHNERKEDGED
LI, ZNHDOZAIT Iy H B OKREIZINZEAL AL LT, MR I5mg/ke/ H R &
WSz,
AR5, 20, 80mg/kg/ H %35 7 A HRE O 455 LIiBRCTid, 20me/keg/ A LA L CRIEOE &
B OER, B, Vo7 SR OIREENRO LN, ZhbOZE biE1s H M OKRIEIZL
MIFEAETHRLTZ, Fo, 80mg/kg/ H TIIIFHROIEZE, (KEOW, BETREORD, JELCHIN
OB, MEEEE T 5mg/kg/ A s,

2)18MSHE
ZwMZ5, 20, 80mg/100gfikt/ B CE¥MEITIETS, 12, 59me/ke/ H, WET4, 27, 131mg/kg/ H) %
120 A IRAER NG LB el APERMELREROZLRGR O HALZIE) . 20mg/100g
fARl/ H UL CHRAIBE G L DIEEIR Z K OEVERESE 2358 HAv, 80mg/100gfaEL/ H TIXAE L
BIAROOITZ, M2 T5mg/100gf kL H CEIMEIZMET3, 12, 59mg/kg/ H, MET4, 27,
13Img/kg/ H) RIS,
AXIZ5, 20, 80mg/kg/ HA 124 H MRERE O 5- L7k CI%, 20mg/kg/ A UL L CHli Gk
ERBRDZEALDFROBNT, B II5mg/kg/ H LISz,

TSN
ZwMZ5, 20, 80mg/kg/ H % 3x A M KON 24 A MR ERE 0BG L3 BR T, 20mg/kg/ H &% 5-
T B BRI NASFED B, 80mg/keg/ A5 CTIXNT o ATIT—¥ L& AFEERIN, fFEEAH
R NRD BT, £7-. bmg/kg/ H TIEINSD TR D BT AT~ 2 13 &
WKL O THY  IRIEICEVEIE T2 W22 L Th o7, A X125, 20, 80mg/kg/ H %
124 A MAER A5 U723 T, 20mg/kg/ B H-IREIZNT A7 IT7—8 EANRDOLIL,
80mg/kg/ H G- TIIN T AT IT7— € EH LRI AN B NRBOLNT, o, Fha)
V= N X BRI OFBRTIL, 10mg/kg/ B O BB O BRI 2B 57z,
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PEURRI A [Wistar | i 250 BEAR | TAAR) HE 24 M 24
e R 14 H i~ 1R
8 H
0, 10, 40, Fo —fk &tk : 40 160: W IR £ n,
Fvbh | #EH 160 s |Fo ZEAEE © = 160 A A T R R A
Wistar | 154 8 ~ 18 A | (PEG400 © M 36 | FrARYE <40 Bt 2 1 o D fR
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10. %hEE- S EREM. ZhHE « ZHELSBANAEA B« 1999466 H8 H
A% -HELTH WA BIEVER S B #IE
EmEQERR Al AR N
RUZFDRE T HNE L JNA DG, S PR TN TN

ik -
N -

JAESBINAEA H : 20044E2 719 H

JVEE (L RHR )

EE . I — LU T EI200mgZ 1 H 2[E] (1 H 5:400mg) £ E.14% 12 LFE R 0 #% 5L,
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SPORANOX
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FH7 ¥ 1:100mg

HKEBAEH

1992429 H 11 H

I QEEIES

SPORANOX (itraconazole) Capsules are indicated for the treatment of the following fungal infections in

immunocompromised and non—immunocompromised patients:

1.Blastomycosis, pulmonary and extrapulmonary

2.Histoplasmosis, including chronic cavitary pulmonary disease and disseminated, non—meningeal
histoplasmosis, and

3.Aspergillosis, pulmonary and extrapulmonary, in patients who are intolerant of or who are refractory to

amphotericin B therapy.

Specimens for fungal cultures and other relevant laboratory studies (wet mount, histopathology, serology)
should be obtained before therapy to isolate and identify causative organisms. Therapy may be instituted
before the results of the cultures and other laboratory studies are known; however, once these results become

available, antiinfective therapy should be adjusted accordingly.

SPORANOX Capsules are also indicated for the treatment of the following fungal infections in non-—

immunocompromised patients:

1.0Onychomycosis of the toenail, with or without fingernail involvement, due to dermatophytes (tinea unguium),
and

2.0nychomycosis of the fingernail due to dermatophytes (tinea unguium).

Prior to initiating treatment, appropriate nail specimens for laboratory testing (KOH preparation, fungal

culture, or nail biopsy) should be obtained to confirm the diagnosis of onychomycosis.

LR O &

SPORANOX (itraconazole) Capsules should be taken with a full meal to ensure maximal absorption.
SPORANOX (itraconazole) Capsules must be swallowed whole.

SPORANOX Capsules is a different preparation than SPORANOX Oral Solution and should not be used

interchangeably.

Treatment of Blastomycosis and Histoplasmosis:
The recommended dose is 200 mg once daily (2 capsules). If there is no obvious improvement, or there is
evidence of progressive fungal disease, the dose should be increased in 100-mg increments to a maximum of

400 mg daily. Doses above 200 mg/day should be given in two divided doses.

Treatment of Aspergillosis:
A daily dose of 200 to 400 mg is recommended.

Treatment in Life-Threatening Situations:
In life-threatening situations, a loading dose should be used.

Although clinical studies did not provide for a loading dose, it is recommended, based on pharmacokinetic
data, that a loading dose of 200 mg (2 capsules) three times daily (600 mg/day) be given for the first 3 days of
treatment.

Treatment should be continued for a minimum of three months and until clinical parameters and laboratory
tests indicate that the active fungal infection has subsided. An inadequate period of treatment may lead to
recurrence of active infection.

SPORANOX Capsules and SPORANOX Oral Solution should not be used interchangeably. Only the oral
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solution has been demonstrated effective for oral and/or esophageal candidiasis.

Treatment of Onychomycosis:
Toenails with or without fingernail involvement: The recommended dose is 200 mg (2 capsules) once daily for

Treatment of Onychomycosis:
Fingernails only: The recommended dosing regimen is 2 treatment pulses, each consisting of 200 mg (2
capsules) b.i.d. (400 mg/day) for 1 week. The pulses are separated by a 3-week period without SPORANOX.
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Pregnancy:Teratogenic Effects:

Itraconazole was found to cause a dose—related increase in maternal toxicity, embryotoxicity, and teratogenicity in rats at dosage
levels of approximately 40-160 mg/kg/day (1-4 times the MRHD based on body surface area comparisons), and in mice at dosage
levels of approximately 80 mg/kg/day (1 time the MRHD based on body surface area comparisons). ltraconazole has been shown to
cross the placenta in a rat model. In rats, the teratogenicity consisted of major skeletal defects; in mice, it consisted of

encephaloceles and/or macroglossia.

There are no studies in pregnant women. SPORANOX should be used for the treatment of systemic fungal infections in pregnancy

only if the benefit outweighs the potential risk.

SPORANOX should not be administered for the treatment of onychomycosis to pregnant patients or to women contemplating
pregnancy. SPORANOX should not be administered to women of childbearing potential for the treatment of onychomycosis unless
they are using effective measures to prevent pregnancy and they begin therapy on the second or third day following the onset of
menses. Highly effective contraception should be continued throughout SPORANOX therapy and for 2 months following the end of

treatment.

During post—marketing experience, cases of congenital abnormalities have been reported.

Nursing Mothers:
Itraconazole is excreted in human milk; therefore, the expected benefits of SPORANOX therapy for the mother should be weighed
against the potential risk from exposure of itraconazole to the infant. The U.S. Public Health Service Centers for Disease Control and

Prevention advises HIV-infected women not to breast—feed to avoid potential transmission of HIV to uninfected infants.

<A —AMFU 7T 435 (Australian categorisation system for prescribing medicines in pregnancy) >

Category B3: (20264F-6 H i 50)

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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Pediatric Use:
The efficacy and safety of SPORANOX have not been established in pediatric patients.

The long—term effects of itraconazole on bone growth in children are unknown. In three
toxicology studies using rats, itraconazole induced bone defects at dosage levels as low as 20
mg/kg/day (0.5 times the MRHD of 400 mg based on body surface area comparisons). The
induced defects included reduced bone plate activity, thinning of the zona compacta of the
large bones, and increased bone fragility. At a dosage level of 80 mg/kg/day (2 times the
MRHD based on body surface area comparisons) over 1 year or 160 mg/kg/day (4 times the
MRHD based on body surface area comparisons) for 6 months, itraconazole induced small
tooth pulp with hypocellular appearance in some rats.
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