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AC Alveolar cell fiti i = 5z Al

ACTH Adrenocorticotropic hormone I B AR A Ve

Al-P Alkaline phosphatase TN RAT 75—

ALT Alanine aminotransferase T7=VT7I ) NTUAT 2T —F

AML Acute myeloid leukemia A BEE B R

AMPH-B Amphotericin B T LR T VB

. BRI E 1 Bl LR Sz 3XT

ASaT All subjects as treated DR

AST Aspartate aminotransferase ;if[; TXRT I/ M T RT =

AUC Area under the concentration-time curve T P — BRR ] il R T T A

AUCo. Ar'ea ugder the concentration-time curve from 0 &5—?& 0 ¢l 2> & MR K IRFfH & T
to infinity I — e R b R T A

AUCo1n Area under the concentration-time curve from 0 e 51% 0 IRF T 70> © BRI E 7T RERRE A
to time of last quantifiable concentration F COEE — S T

AUC,.. dA(fseil lglr;?lferr?ael concentration-time curve for 3 5 0D 3 B — B s T

AUCo, Area under the concentration-time curve from 0 | 5% 0 7> 5 t Iffl] £ TOPRE —IKF
to t hours postdose R T A

BID bis in die (twice daily) 1 H2[H

Cavg Average concentration R

CCr Creatinine clearance JVTF= )T TR

CL Clearance JIVT TR

CLSI Clinical and Laboratory Standards Institute IR - MAIEER B

Chnax Maximum concentration e e

Cumin Minimum concentration AR

CPFG Caspofungin HART 7 /X

CRP C-reactive protein C-BUCEE B

CT Computerized tomography o a— X — Wi ERY

CYP Cytochrome P450 F k7 1 L P450

CYP51 Lanosterol 14 alpha-demethylase Z ) AT —)b 14a-ii A FVEESE

DRC Data Review Committee F—A L Ea2—FKBS

ECOG Eastern cooperative oncology group —

EDs 50% effective dose 50%F s &

eGFR Estimated glomerular filtration rate HE PR BRI =

ELF Epithelial-lining fluid Jili b BB R

ELISA Enzyme-linked immuno sorbent assay PSR o I E s
European Organization for Research and

EORTC-MSG Treatpment ofgCancer/Mycosis Study Group B

FAS Full Analysis Set —

FLCZ Fluconazole Taf ) —)u

y-GTP Gamma-gultamyl trans peptidase y-INVEIN T UANRTFH—F

GVHD Graft-versus-host disease 2B SRR

hERG Human ether-4-go-go-related gene t |k ether-4-go-go B IE{R 1

HIV Human immunodeficiency virus b MR A LA

HMG-CoA 3-hydroxy-3-methylglutaryl-coenzyme A é-oi Fexy3-2FH7Ns Y-

HSCT Hematopoietic stem cell transplantation i MR A R A

HUS Haemolytic uraemic syndrome T I R 7 e S e A

ICso 50%-maximal inhibitory concentration 50%BH =R
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ITCZ Itraconazole A NZ7a)—)
ITT Intent-to-Treat —
LDH Lactose dehydrogenase FLER K FE IR
MCFG Micafungin ST xRS
MK-5592 Posaconazole Rypatry—nu
MDS Myelodysplastic syndrome BB B RORE i
MEC Minimum effective concentration e/ IMER R E
MIC Minimum inhibitory concentration e/ N B PRI R
MITT Modified Intent-to-Treat —
MRI Magnetic resonance imaging FERE S IEIE I 1
NOS Not otherwise specified FEERE
OATP Organic anion transporting polypeptide HHET = A L gnkR ) X7 R
PAFE Post-antifungal effect Frfoe P =@ 1E M
PAS Periodic acid schiff e S
P-gp P-glycoprotein P-HEEE HE
PSCZ Posaconazole R — v
PUVA Psoralen ultra-violet A —
QD quaque die (once daily) 1 H 1[H
QTc Corrected QT interval fH1E L7- QT [k
QT interval corrected for heart rate using MEIEIC Z 0 DCCHIIE L7 QT
QTcF S, e _
Fridericia’s formula Fridericia ElE]
. ANIRT F =TV B> 7 BT %
SBECD Betadex sulfobutyl ether sodium ZRULF YA
SCH56592 Posaconazole Rypary—nu
ti Elimination half-life TH 2R 1800
TID ter in die (three times daily) 1 H3[H
Tinax Time to reach maximum plasma concentration | #x re L4 FP i 5 281 53 B R
TTP Thrombotic thrombocytopenic purpura AR i AR S PR SR B
e AR I T /= I
UGT Uridine 5'-diphospho-glucuronosyltransferase TR
ULN Upper limit of normal IEH ERR
V. Central volume of distribution iz 3— b AV SO EE
V, Volume of distribution O3 AEE
VRCZ Voriconazole R ary—u
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1. FR5%E4#
(1) #0 4
J 7B 7 4 VPR T 300 mg
Q) #* %
NOXAFIL® for Intravenous Infusion 300 mg
(3) BHDH kK
2. —ig4

(1) M4 (8BiE)
AP =)y —L (JAN)

Q) #EH (WMfE)
Posaconazole (JAN)
posaconazole (INN)

(3) AT L (stem)
AHMHEFEA, 22— /L ER : -conazole

3. BEXXETRER

E
%o@m N@—N \T H OH
N / N )
F )// >-./<¢:H3
" ° " —ch

N ~N
(7

4. DFXRULFE
773 1 C37HaoFaN3Oy
& 1 700.79

5. t¥& (d4iE) XEEXHE
4-(4-{4-[4-({(3R,5R)-5-(2,4-Difluorophenyl)-5-[(1 H-1,2,4-triazol-1-yl)methyl]tetrahydrofuran-3-yl} methoxy)
phenyl]piperazin-1-yl} phenyl)-2-[(25,3S)-2-hydroxypentan-3-yl]-2,4-dihydro-3H-1,2,4-triazol-3-one

6. ERA%A. A, KBS, BSES
TRBRE S : SCH56592, MK-5592
W45 - PSCZ
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1. MEPHEE

(1) 58 - R
HEDMKRTH D,

(2) BfRME

RYaFV—ILOBERENE
ey WRE (mg/mL) TR

N N-CAFALTE T IR 588.3 wETFReT v
A== 120.5 Wi dn
T 24.4 VT IZ <
AR ) =)L 12.5 R IT W
TEhr=RUL 10.4 R IT W
T J— (99.5) 4.5 Wiz v
0.1 mol/L Y% 0.79 & TEIFIZ WD
~F Y <0.001 FE AT RN
7K <0.001 FE A EET RN
pH3.0 ® 50 mmol/L U > BRHE AR 0.003 1F & EWT R
pH5.0 @ 50 mmol/L U > BRHE AR <0.001 FEAEET
pH7.0 ® 50 mmol/L U > B R ik <0.001 FE A EET RN
0.1 mol/L KF&{t 7 kU o AVEIK 0.001 1F & EWT R

) KiEtE

Wi ME 2 TR & 720y (25°C/95%AH IR E)

@ R (SRR, A, BER
LR L

(5) BIREAERETE B
IKIZEERYED T80, A% 7 —)v/ KIBECHIE L. 100%KEED pKa lIZ/MET 5 Z LIk W EH
L7z, EXTOUVEROERLONNI T Y —VEROERD pKald, TNEN 3.6 X146 THHoT-,

(6) P ECRI
7Bl (Log Ko/w)
1-4 27 % 7 —/v /0.1 mol/L ¥EBRIRIK 0.8
1-F4 7 & =)V IKIRiE 3.9
1-42 & 7 —/,/0.1 mol/L /KEALTF b U 7 AESHRIRIE 3.8
HEE /R v~ N7 74— HIEIRE @ 25°C
(7) TDRDELRIEME

FERE @ [0 ]5:-24.5~-28.5" (BiAWICHAH L7-H D 025g, 7 h> 25mL, 100 mm)



B2 ICEY HI1RE

2. BRHESDOREEETICEITAIREN

HEBRIX 5 PRAFSRA PRAFHIM TR E AR

. 25+ 2°C/ KBER) zF L& (ZH)
F IR AR 60 & SYRH 36 » H S AR Bk

N 40 + 2°C/ KBER)zF LR (ZH)
PR 75 + 5%RH 64 )] + 77 A= R4 R

FAMBEE 120 5 lux-hr DL E R OX
2z E PR R TRUT EE A = R L — RSN
& LT 200W-h/m?LL |
ARERIEE - MRk, WERRRER, Ky, EEE, MERR EEWE)

EVHSOEREBRE, EEX
TR B IA

s TRIMRIRL AT D AVRETE « BAER U 7 LEERTE

X TIEERK I 0~ N T T 4 —

ERIA

R TIEERIK I < N T T 4 —




V. B&|IZ8¥5ER

1. HifE
00F:1}iZ0]=s]
A (A T L)
(2) HE DN R UHER
W4 J 77 4 VERRERE 300 mg
blhi A (A T L)
PEAR 10~ S TR A DR

Q) #EMNa—F
BARPIA

4) HEDME
REE 1 (EEAERICR 5 )
pH : 2.3~2.9
(5) £ Dt
MERR L
2. SEOHERK
) BRRES GEEERS) OEERUVEHEMHE
W7E4h J 77 4 VO RTEFRE 300 mg
R % RYyarr—
Gy ik Y
(1 A T 1) 300 mg/16.7 mL
VR ANKRTFINT—F L B2/ B FF A LY 2F kU 74 6680 mg,
B =7 M Y v AKFIY 3 mg, pH A

) ARFNTEFER SR OB EZZRB LT, 1234 7AHFIZ 17.6 mL OERBFRIEEN TN S,

Q) ERBESFORE
M ERR L

3) B
MR L

3. BEBRACHERRURE

EARSANA

4. A
LR L

5. BAT SWHENED H DKM

BARWAR




V. BE|ICBEY HIEE

6. WHADEEEKTICEITIREMR

BRIy BAZEPE | (0 R R
BRI RIR 5+ 3°C/ 36 5 A ﬁzisjzfgijﬁ HUH P
SRR fAEﬁ%fﬁ%ﬁ?%i&U (SO Bt

& LT 200W-h/m* L |

ABRIEHE - MR, GF, ERk, MERER EBWE) | REYERRL T

7. RARERUVBREOREN
< RFNTEIRABE G- ORNCAIRT 5 2 &)
c NATIIVERBICR L7, A T 5 167 mLiKEEY . 150~283 mL O AEF AR X1 5%
7 R UBEESNE DA o T2 BN v 7 TR MVICEIN L, &AQIEEZ 1~2mg/mL &1 5,
UTOFEREEIFRAZEEZTOTHEA LW &,
Y R, S%T R OBEMILER Y » R, 42%KEEKFET B U T ATEEHE
c AFNIREA 2 S £ 0T, FRBITHECHIER T2 2 &, BeITHEH LA2WESIE, @
ARAE (2~8°C) L. 24BEBILINICHE¢T2 2 L, LEREWEIY TH Y | HRIRIIEEST S 2 &,
c KRN EARE, BETHRNCERTEYR 2V ERT 5 2 & AREORIRITEA~0E T
HD, WRICEDSEOR D> GEITHER LN &,

8. hFLDEELEILL (MEILFEMNZEIL)

) thF & DREEIL
B LR 2 G20 E I SN 56 2 RE ., MO ZF— DK 7 A > 2 L CRFFICEA
LT &, R E ST MR ZE—OliE T A > b RFEAT HAICIE., BaE bz
ZSRVWEREHND Z L,

(%)

A EEA L, HEBRAE, BE N OREMERRL A2 X 0 3Hn L2f R, wEelic TEAMEEZ R
X TEEAARE] & SNTEBNIUTOLEREBY ThHD, I-72L, ZOfREL - T, KFEH LD
BLAZHIET 2O TR, I L TUISHOBFRCEREZERT L L,

WA MEE R

T IR, WA L DART 7 X, T oA~ A o mEgE, v e T
nXxYr Xru AR, T h~Av ., RTXIUERRE, /e x7 ) A
vavwAVUEBE, e ReeL T4 UBE. 7T Y0 T4 VT T AT A (BT
Z) . AN B, R afr =, ST X F R TLA, SEY T A, R
AR A BV REREBE KT, LA T Xy r BN

Bl & AN -

TvrmabEN, TANVAFTA TIFFaEBE, TARTY Y B URY—LA8H, T
YU T RITDA TUET T NI TA c AN ZEAFT NI LA A ISR AKFY) -
VIARBZFUF NI TL, v, JV AT VBT ATV, 7R ARY
ONFTELEBE, AN T 7 A EH Y= NURXARNTU A, E77Y V0 F I TA, &



V. BE|ICBEY HIEE

T EAERIE, B2 VLK, 7 NIV TRV T NI TA TUYY RY URTAT
o RUNRIRAKF, 772V F M) oLa* RN NFFY—uF MY oLk & e
ANFaAnIBEATNNT NI TA ERXTVIY T NI TN ZINTENTNY T A,
Ea—~UYR(ERAURAYY) | 7REIR, AU UFRUTA 327/ UBET =
FNE AFAT L R=yaryanyBrA7 ) M) UL Ahn=FY—L UxVIUFR
*EPAR AR

Q% - R DEREEL

10.
!

LUF ORI L TR A2 bEE SO THEMN LRV L,
B TN 5% T R UBEIMALER Y TR, 42%RBAKFET B Y T DR

(%)

AFN O HRFIZIRA DN TR SN D8R - AE 10 22N L CERAZ(LIC O W TR L, BIRMR
AL R ORNEVERRL 12 K 0 FHM L72RE R, BRI TEaEERd) | TERAaAE) & &
M-8« fRIZLA T O B0 ThD, 72720, ZOREREL > T, KK - ik E ORE ZH#E
425D TR,

WAMEZ R KN Sk
oA AT 7 — 2 F iR, U — D iR, TR AR S L R A 02 SR e
KN3 58z, /U ZC-T1 5#ig, /U ZS-T3 58k, 431 %1 Sk, x4 /31
®2 SR
xflg 5 o Ik

B
M L7

BqE - AKX
) FRNDBEGRR - AR, SENRKREES - 2RICHT IFER
L

(2) a%

13470 (16.7mL) x 10

G) PREER

LR L

@) BHDOME

11.

12.

HTANAT N, TEREOIT NI =T LTy v

BRI S 1 B RHE
LR L

Z Dt
M ERR L
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V. S&EICE8d 51EE

1. ZhEENIETZhE
OEMEBMEBHEEE X IFFHKBEIONFASINIORELHESEEICET52FEHERED T
OTRDERED A
BREMTFARILFILRE, FHYVUDILE, L—IJ)VE, A9 PHATRE. VAETSA LS
a—J R, HfE

2. PEXITHRICEET HIE

5. MERXIIHNRICEET HEE

(EEE (BEET7ARILFILRE, YY) OLE, L—aJVE, A9 CHATRE, V0F
JS5R+3za—Y R, HIE) DAE

5.1 A z#¥ET LRI, RNEREZ DR ORET 570 OEFESE, WEMARFORESD
DR AED IO DFRELZEHIT 5 Z &, HBEFOMREDRE RN DI DRSSy PIEE AT
HHAETH, BMAEDOERNHL TR A TENDIE U PIEEANC X 2168 2 Fed
HT &,

(EHE (FHVDLE, L—a)E. AV VPFHATRE, VAEITSRAMIa—VR B
fE) DB’

5.2 MOTEEHFNNER D D5 VITRAFMEICRERN S 2 L EX ONIEAICAAOH T2 EET 5
Z&,

(fiAEs) * () OF ST BEFISCOEE S5

5.1 BLEAE ORISR T 21 G) 72 B BRI VAN O 72 DI LB A ICBE T 2 — e e R
FTIHE LCRIE LT,

5.2 WAMRIERBRIC R 1T 2 RO G EE  (EERNTUE R TAR N B IR A 72 8F) |
S TORIEDAGEINEE « R, WINDOIRRTA R T4 BT DA T Dt Rk,
HMERFIRIE SUIRBIE COM A 2 HELE) 25 2, 7YV U LE, A—a)ViE, a7 V44T
RIE, 7 BETTARIa—VA, WEORFEICET DY) 7Gxt g8 c T 2B FEE
LCHE LT,

3. AERUVHE
1) BZRUAEORER
W RANZIEARY Y — e LTHIRIE 1[E300mg 2 1 H 2B 2 HHUBREIZ300mg % 1 H
L[EL HULERIR T A 20 BRI 90 43 R 23T CREAR IZ A T 2.
( TVl 11. @M EoEE) OHEBHR)

(a0 - RO G 1 — 1)

EARRBRICB W T, A a3y — VB ERE POEAIRT A 203D 90 43 ) CRERIZ AT LTz
BROREMEIZRF CTH -T2, — 7. KBRS T —T A SRS 37 — LEEIR ) 90 50T
CTHRLATE T L2 BTN N FR TE R WEIE (6/9 ) THRILL, EARRZ 30
Sy NG U C R G U2 BRI, TR SO Je QAR PEFF IR X T BL L 22 v o T2y, e BL
LB ATHRBAESIXE T L, #E52H 322 La<EE LI EDRERINTND,
UL, HEARRZ 30 50ICHME L T, [ —ORMHFIRT A b0 IR LTS LzERIcidm
Bt ARRDNTFR TE R2WES 35 #) TERO SN (VL 12, (1) RIS < F )
DHBH)

IO, RV b= UERERIE, PODERIRD T =T AV SUT R A R LERIR Y T T v B
TeHLEART A 23D, 990 T TRBRICEFTFET D 2 &,

11



V. ARICEY SEA

Q) AZRUVAEDRTERME - 1B5L

B DBRETY CEE SN A SRR SEARED HERBERN/RE I, Zhailizd
BERI R OFREIR O iR O B2 MEAME 5 T AR CHERR L 7%, ENE TR %
Fhti Uiz, EWNEEIAHRRER Tlx, BARNREMEEEEIRR S ICB W TR RIS, R
BEOBELOIEMNE AARNEAEOZ 2N EOBREGNRRO NN ERERINT-, £72H
ANTHBEFIHT 2 EEGRBITENE OO, FEEFRICESS I ab—Ta VORERND,
KEHOBARNTIEE THIEREEOER & BROICHTRAERLZEEE T a7 7 A VERT &
EZ 5T,

<R ORI O ML O 2 EOREN  (MESL S TARRER) >

NA U AT BEORBEEEEEICST DR a - — Lo THHRICONTIE, Rafy—iu
R VRETE 2 N T2 2 DOV, BEAE A b, HeiakBh (P01899 3R, C/198-316 #kbk) 10k
WTC, MHREE (Zvafy—n /A4 FTat = AREXIE T v 3 — VR Tk B R
WEIELERRFES Nz, 2D 2 OB CIHREMEFHED A U A7 BEICBT AR a)
=W OZEEWRNCEEE LRI (TV. 5. (4) 1) O/ FEIFERE (P01899 FER)
K O@UgEsFEIIARRER (C/198-31678BR) | DIEEBMR) |

F7o. REMEFHEREZ SR L LAY a )Y — UK OBEIKEZ O 7= 15 5 TR R

(P00041 #BR) TIHRIMEEEEICH T 2REDROFNRIIBIUMTHY | BT 2T 7 AL
WZOWTH PR EFETH D Z AR EINTZ, BIEHENME - 2720, sHlif s 72
Noleb DD TH Y T LAIE, LA—a)VE, a7 VPFAATAIE, 70T TTA I a—VAKD
HIEICx L Ch AR ath Y — o B iaERnrmsn (V. 5.0 6) M/ VS IAERER (P00041
RER) | OIESR)

<BEAI M OB EIR O IEMENRE . MK A IMEORHE (S22 TR S IHRER) >
W CTORY 2+ — L OFEAI R O EIR ORI HT- > TE, EFRRD 3 S2ORBEOT — X |25
SE, AOMELIEEE (Cupy & OBBRUICLEMELBRBER (Cap) & OBIRDUSAAFENTIZ X
D REG S L7z, EORER, ZEMEOBLA OIREEO ERICET 2R BTSN o T
D, A ONWTIIBRBEEO S W I NV —T CRIFRAIEN RSNz, BLEICESE, A=
T = OFRMED BEERTE B THERE O 90%LL ETEFIRIEIZH T D Cag 2% 500 ng/mL LA E
WCEIELTWDZ ) EL, BAYREAELE (VL 11, 2)BE- LA OESHR) |

ORBEEE X, BREEEEIEONA VA7 BEERGE LioAYaty — gkl & AV i- %1
% LA S IAEERBR (P05615 3RBR) WONSARY = — )LERER 2 W= % 055 1 F AR
B (P05520 #BR) Z3EhE L7z, ZORE, WTIhoRBRIZBW\WTh A=) > — 1 1 (8 300 mg
ZHIAIWC 1A 20, 2 HEUMKIZ 1 B 1 ARG OMERETERMED BERE R OS2 e
L ENREN, HERSNTBBREOHME TIIARY 27 — L OLEMER BRI ONTH BT
THY ., FHEROENIN RIS ZRE, TNETORYa Y — A ELETHRR I TV ZS
PrTa 7y AV ERBETH-72 (V. 5. (7)2) #SVE T BN (P05615 35 & Y
P05520 5BR) | JOY TVIL 1. (2) BRIREER CHERE S 72 iR 3) O X UO@) OEZH) |

12



V. BEICEYT HIER

< AARNEEMEERFHIELRE 255 L Uz ENE IR OMRGHEOKE & 2V L OEZIEORHL >

TEEEWRBRAE (S BT B AR 2 — VBRI Je ORI % 51 OB EhRES A AN (P067 #BR) &4+
E A (P05637 #BR. P06356 3ABk) THEIL TWDHZ ENMERSNIZZ LD, HARANRENERS
JEBF X E Lz P101 RBR Tl AL OFEROME - HEE LT R afFy—iu 1 [
300mg Z#fJHIZ 1 H 2B, 2 HHLEIEX LB 1 [ERE) 28R LT,

P101 BB CTIL, AU a7y — L OREEKR OEEENHER I, BARNRA OLEME EOBREIX
BOOLNIENoTz, Flo, HRANL—)VERSE 3 fiIF 3 fICRINTZARY 3T — L OIRED)
RIZBRGFT, AYatFy —VoOEZHEIZENATENRBO AT, AYat Yy — L OgEEE
(Cave) (IR ORI T H 7R NVAZ ORI IR E (Cap) & HEZL TR
UEbEThHo7z (V. 5. (4)1) QEWNETHEFE (P101:ER) | OHEZBR)

%’ilﬁjﬁu ’&Fﬁ L\fzgiﬁfﬁf‘@ Cavg &U Cmin o)ttiﬁ

(ng/mL)

10000 = & 66 50 | so
5000 239 20 218 71 52 5
A N RS S O N o { £ %s ______ %L
1000 1~ * + $ * @
L R e . B R B
il r
i L
i B C..
A 100
= F &8 Cuuin
® OF
B
10F
L
C/198-316  C/I97-280 PO0041 PO1899 P05520 PO5615 P101£6 P101§EHl

C/198-316 3Bk : XA, SMEANTEHESE . C/197-280 3Bk : 4 7B AL SEANTEREHR .,
P00041 75k : #& ARETR. SMEAIEFREAE . P01899 7l « R N MREIK, SMEATRLIEE .
P05520 iR : ¥R, SMNEANTEHEE . P0S61S R : iRl SMEANFEHEE .

P101 3Bk « SEAIDOLEHER, BARNRERES

<AARANZXR L UTREMEEREIE TSR0 2 AN BOME >
AARNTBIEE DRV a2 =L O G2 OV TIE, HARAND HSCT B3 & QLR B & Ko 4f
THERIAME R 72 A U 27 BEOF - REOEFHERICESIS T I 2 b= a VORIRNE,
AARNTHIEE SRS 2 — VR M OFHER Z 300 mg DR THR G Lo Ky Bk 7
A—ZIIHNENTIIREO M EM L THEELTEBY . BARANTRE BN THIEANTI LT
B EBE TR BB 2 55 L7eBR & i U CRIBRELL EOBEFE R (Cog. Cain) DMEOHND LT
Pl Z &int, SMEANA U A7 B THREE S AU IRIEMEE L O T B2 RS FAR I HHE S 4,
Elo, BEMOBIRNO G, BKANCTFRRERZEN T 0 7 7 A Ve L EZ b,

<REEVET A~V X)L ZJETRIRICR T 2 M BIRE, A ME R O &M OFEAE  (EN & OYES 5 T
R >

REIEET ZA~VL XV AGEZ )G L LT ANERIRREBR Th 5 P069 RBRIZI VT, BEET A -1 ¥
JVAFEDIRIRIZ BT DAY 3 — L OIEWERE, A2 VL EMEZ TN L7z, Z OB TEiR
L7eRY aty — EEH E OFER O HIE R OHEIX, A2y — o ZivE TORKRBAT k&
K OERRBRAGE ISV TRE L TE Y, WESREEED P A OERELE (73U 7 LAE, A—

13



V. BEICEYT HIER

IJE, AT VTUFATRIE, JRET T A I a—V A, HlE) OBBETEARINTWLHEKL
CHEEFR—E LT,
P069 #RER CHIZE STz Week 12 £ TOMIICIHIT ARV 2y — L0l (WEF 7 7RED
iS85 0 1500 ng/mL £F3T) (X, PO69 FREBR & [F] U Y =) — )VEERI UL EREIR O FHE K O &
PG SN TAR B EHIE I3 2 PRI 5B (P05615 5B M O P05520 #lR) CTrEmk Shi=R
Yo — L OREE L MRFERETH - T,
P069 #ABR CTlE, IR L7-HEOBREIC L v A2 FEFMIEE (ITT £HICB1T 5 Day 42 £ T
DRFELEH) (IZOWT, R 3TV — T 58 a2+ — L OIELEN R ST, EEREIKREE
i H (FAS $EIZEH 1T 5 Week 6 FF DA NRDOALNHR) 1L, A¥aFy —AggELARY 2
V= VBETHEBILTWD Z L RNFER SN, P069 BR CHER S NIZBEMET 2~V X)L ZJED —
WIBRIZB T DR a Yy — o7 e 7 7 A E, 2 E CORKRBR CTHRRINTNDL
T 7 A NE—HTELOTHo T,
HARNDOEENEFEEELE 238 & Lz P101 R Tk, EROHELROCHED R 2y — %
Beh LB AR NDRBENET A~V NV ZEBEORY 2+ — LV OBRGFERET, SEAOREENE
T ALYV AGERF OB RO SMOFHENTH -7, o, PEBITORFTIEH L3, BA
N DIRBET RV RIEBH THEY 25— L OAMFIRBD LR THY, AARADRBENET
ALV ASEBE B W TBIE SN2 LM RS . BARNICFRNZR DT RhoTz,

PLENG . ARH T O i fi i i 82 ST aF kD 28 73 S 4 2 i B R I BT 5
EIEMEEEIEO T, WO ZEEME T Z~L XL ZE, 7% U W ASE, A—aUfE, a7 JF
AT ARE, 7RETTARIa—T A FHEOIBFKIZBWT, A aF Y — ORI IXFEIR
ELT1E300mgZ#fIHIC1IH2E, 2HEUBIZI A 1E&RETHZ L E LT,

) AAEFER R D, ARORE - AEE, 8%, KA iTﬁ:%/—»&LT@HiIEwm@%

1H 2@, 2 BHELFEIX300mg 2 1 H 1B, FLEIRT A 2055 90 20T TRERICEHEETH
%,
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V. ARICEY SEA

4. AZERUAEICEAET IIE
1. BERUVAZICEEYT 5IE
(BhEEHE)

1.1 BER & FERITEM OB TV B2 THERT A Z N TEx 5, 727 L, BRRBRICE N T
FHER ORI 5 ORBIIBR SN TR Y, FEROTNFIALVETFLro—T )L -7 a5 %
ARV MY T AIBEEEREOH D BRETEM L., BEEDELELTI S EZTRBZAN
HDHZEND, BEROESIR/NBOMM E L, RO TR BE I, SEAIZRIRT S
ZE, [9212H]

GEMEBHIEFEERE X IEFHEBONFA SN MEEHEEZEEICH T2 FEEERED T

1.2 e 5N BRIV E AT R B b OREIEICESERET 5 2 &, SMEFHME A mH
T B Bl B RE BERE O B TlE, A ERBUDE O FAE D Tl S 5 3K B RN ARANS & 5 T8
ZBAE U, AP ERELDY 500 cells/mm? LA FICHI N, 7 AMRRERG 2T 5 2 &,

(EHE REMTARILXILRE, FZHUDILE, L—2J)VE, A9 CHFATRE, V0F
JSAMIa—L R, HE) DBE

7.3 H 5 HIMIT AR EORRE, SGEmE0 D OEIE R R RICESEHET L L,
(figast) * (fRgn) OFFILETIRICOEEF TG

7.1 BEOIRFEITIG U THEHNFID D EEAI~OUER 2. (BE ORENGE L TROKE G N ATEEIZ -
TG ARIBFRICBATT 25670 L) « HD VT, SR D ERAI~OUIE 2 (i ik S g
VZXF 9 ARSI s M AR AR 1% OB kg £IR I & 0 I EEER A U TR D & 523K
Lol GReE) BDUBEILRDZENDHD, UTORMNG, EAOHE CARIEEEA & FHER
DY ZIIFREL B2 b D20, BEFHE L THE L, =20, BRERRICB O TR
DEMELGORBITIR SN TEY . FHEROBMAIANK T FLT—FT B>/ aTFA N
TRV NIEREREOH L BETERL, BREOEMELZIISEZTBZEALH DL Z L
O, FEROB G T E/ RO & U, BO&RGREZRBE 1L, ERZRIRTL2 2L & L,
AIEGEA| O TR G- (P05615 3llR) M OARIEFR IR O TP 53kl (P05520 #llR) To%
T 7y A, ERAREOFEER QEATAKLS) ZhrE . ARRROIRERE G L
7= TR OFE R (C/198-316 KUY PO1899 #klR) DREMET 17 7 A L L L CTHELELL Tz,
HARN % X G ARFREER Je OB & B 5 L= 16 aBR (P101 &RER) Tlk, EARARAEOLZ S
PO EIT e <. BERENOREMICKEZ 2ENTRD 2ol S5, BHARANKUSEA
EHNGEONTEYBIRET — &% K0 | RIEFEA K O ER T, B CEEREO TR &
ORISR 2R LR DRI & R ELL EORTR 2R B 1 b,

72 FHHHBTOREBEHEGHFIZEEOREIN U TR D, #EMBEZ2RET D007
HEEFIHE L CHELE, £, 2B B iis 3 E 8 SR AEERE D B oG/
DT, A a Y — R OBRERO TR 53R (P01899 #kR) 2\ T, AFHEREE
DIIFEN T S DA ANIAFNC LD TR 2 Bilsa L, 4FHEKES 500 cells/mm3 BL R IZHE AN
R 7 BB ZG LI BB MR O RN REINT Z N DRE LT,

73 WBFEHBOTOREEE GHFIZEEZE OREIZG U TR D, #5HHEE2RET DO RN
HEEFHEE L TRELR,
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V. ARICEY SEA

5. BRERALIE
W)BEBERT—2 Ry ir—o
1) EmnEEBEEE NXFRRFINFASAINEEEEREICSTIREHREED

FHEUVRERE (ZYUDLE, L—2)fE,. AV IPFATRE. VAEITIFREFE
O—L R, HiE) DaE
WK T — & X 1 — DI, FHE RS LT H AR NS E C ORI & OFREIR O 3K EhRE
LAVE R OBENEZ TN L7255 T AR R O & 538 (P067 3BR) K OVH AR ANRIENMEER
JEBE TOFHMAMARER (P101 3U5R) (2 A, WA CTRE O EREIK O AR OARML & 70 - 72 FH AR
R (P0O0041, P02387, P02952 k) M OVMEIIAHE T Phie 536k (P01899, C/198-316 #llR) | #Esth
CHEA B OV &2 TN L 7= 158 T A0 SE AHFRBR (P05615, P05520 #ER) % & 7z,
Flo, EEEE LT, ENANCHER L7 1T FEEER 40 3Bk, 5 TR 2 3B &K OV IHHR
B Rz G 0T,

< YEAMiG AR FRBR A R DRI S A T O T2 B PR R BR EGRE O R I o T >
R T — 2 X =L LT T — X 2RI RE L B X - BAILL T O LB TH S,
1) BB O g R Ay BRI 603 2 AR O ERZ X E WA TR E i3 < L B O 72
ZHRBOLNIRNT &
2) R OEYEhAEIT A RN L OSME AN CHEREEIL TWb 2 &
3) RAEVEEEIE O T 15 K ONERIZ B3 2 BRI RICOW T, BRSO TR T A K74 1235 <
L EHNAATRERERITRN &

£, BEAREIRZ T S BRRRERZ RN U CAIMEZRIE T 5 2 LI, SEA K O
TRz A TRERHESE L - MR C O L 72 lRRERBRIC B W T, BARAKRUSMEA DWW ICE
WTH, TBERE ST THIEE T D b3 NIRRT 2 O T B AR GR T OREE & & FREZ U L
D EEZONTZZENBHETHDL EERALNT (TV. 3. (2) HEKUHEOBERE -
BRI DEZM) . REMEICHOW TIENF IERER O L et O 2 102, ERAAToR e
777 A NVORFZHERT D2 & Tl L7z,

HEBRES
ER/E5 B#Y PO HERTH A Y ‘5 5% R
{3 A &LE
ST & ¥
sx— bk 1 : HifA]
_HEMR. AHY v — v BEAl 200, 300, 400 K O
% Wy @) fE BAERAL, 600 mg X377 & AR % ZEfERFIC % D % -
s r x 7T R ARRR, | WY 2 F Y — L ERETR 300 mg K O A
I S R R
iw@ﬁ gggﬁg;iﬁ*@%%%%‘mﬁﬂz» UL T R TS 30 29 C R RS
A B OHEK| =k 1166, ﬁg_%” Mg
Tab/IV E;%;mfé?{? IN— I\ 2:16 W'J) ﬁ&/\o*ﬂ/ JS— k2 Ji?ﬁ (10 A Fﬁﬁ)
i (=12 . | BHF 3TV —LEER] 200, 400 mg XiT 7T+
FH B AEZEERFICTIHE 1B QBB 1A 2[E, 2[H
HoRLGoOAEHEE) ROks
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V. BEICEYT HIER

HEES
B/ &5 B# FoEd HBTHa Y ‘5 5% R
{5 A ELA
Bl
2B EEE O 8 HMLA k. A& 28 HIH
A4V 27 BF (M
wEE REEMEE W%ﬁ@%%%m mmm:$~F(N~bm)
mﬁ FED /A Y ﬁﬁék?%ﬁﬁ:#%ﬁ\ ﬁ%:%7~wﬁﬂQMmg%1E{E(la
POS615 Sk AU @BEE | S 4 o B | R BiX1RH26E) | BFEGGEHETTROKS
; Tk E Lis [, [FAE HSCT £ |2 /35— b,
i USRI [0 GVHD) 23551 | SRR |300mg A= b (S— h IBRUVS— 1 2)
B (200mg = & — A aF Y — AN (8= 1B KTUVS— |
k20 f5l, 300 mg 2) 300mgx 1A 1M\ (QAHBIX1H2ME) |
SiR— b : 215 ) BHELMEZHEEETROKRS
aR— kK07 HME
AY 3 — VR 200 mg XX T AR
(5%7 N UMERRIR) Z$5-1 H BIZ 90 530 F
THEIFOEIRNE S, K 12 FZICR Y=
F LR DIRRYRIR 400 mg & BAAIRE 0% 5
2 H B AR O RREIK 400 mg % 1 H 2 [E#%
{2 B BB JE D RELeA
PN YAt
(I 7 M e R aR—F1:#28 HE
[N e R (A 3 R 3 — LR 200 mg 24851 B B
GHET 2 R B B B D 4 P ER I IHZE\Tﬂ4EHMIEM]%%#ﬁT¢
4 JED /A Y |AE, [FIFEHSCT# LDEARNEEE, 15 B BUBRIZR =2 —
P0S520 3B x&%%%<bmmm2m@{ #%@\ FR O RRBIR 400 mg 2 1 B 2 [\ O # 5
ok ﬂ%&b} (:$~b07@{§mﬂiﬁ )
v os | PRIBGER| =Y — ki 2= 2928 HIH
B 200 mg A 11§ O WY o — VR 300 mg %51 H HIiX
7T REE 11 6, 1H2[E, 2~14HBIX1H 1[E 90432 TH
SR— R 1z 2140 DERIRNEE .. 15 A BURBIEAR Y 2 —u
arR—h2KD3: RO RN 400 mg 2 1 A 2 ERR O S
244 f3i))
aR—1F 3428 HE
Y3 — L ERERR 300 mg %5 1 B HIX
1 H2[E, 2~5HHIZ 1 H 1[E 904 hF T
DEIRNEES, 6 HBLUBRIIAR Y=Y —1
0 BRBIE 200 mg & 1 H 3 8] 31 400 mg % 1
H 2 [\ 0BG
&5 84 HIH
IREPEE R IE D~ A A Ty LR
Y27 B (g o Q S
SR B | R R T % RY S — R ORI 200 mg 1 A 3 5]
e CLIAESCR | PRIRBIRIRCITT B | g pon s, e sURIBIE 59 % 0 1R HEDA & & b
E 4 JEDNA Y m%ﬁghﬁ9ﬁ¢l%¢%m RO
PO1899 Bk | A 7 B & | HIE) %m%%& ’
HES xt g L L; ‘(7]'3-&:1%7»—/1/ e N SR A T A L
o8 g;EE%%liﬁ ﬁf;vigéjétf_ﬁ/bx/, WATRERZER | 7 /L)Y — AR DIREIE 2 400mg 1 B 1[5

A NZafry—n
#2298 1)

BELEFEZREETROES, IA T2
FY = VN % 200 mg 1 H 2 [RIZEfE R 1%
TV—=TIN—=2 T V=TT N— T a—
A FEFBURFIC R O R G-
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V. BEICEYT HIER

HEES
B/ &5 B# FoEd HBTHa Y ‘5 5% R
{5 A ELA
Bl
16 38 ) S H = BEME E#E D FEAE £ T
. FEEME W | RIEEERED A | SRR, . NS
IR og |y 2yt (FHE|EEsl, | Do/l
C/198-316 % % |HSCT %0 GVHD) | — B EH RV — LR NRIEIK 200 mg 2 1 B 3 [A]
R e TH? GVI BOL e s icmngsg
- ﬁ%kbﬁ fﬁ#:+y~w/%%ﬁ%\
oS TRIBGRA B 301G, 1= SEATHER, T b3 — LB
5 U : 299 f5i)) Hrag iR T aF S — )L FELFE 400 mg 1 H 1
RFELEEEHETTROKES
g | s | Do o
zgﬁfszuﬁﬁﬁ P02387 BBk ifggéigiéigﬁgzgo P02387 B P00041 35k & OF P02387 5l [l
DR | T Pk
HAR NGREMEE 84 H
iE FBE
RY - — Ay oS — LB
7 78 451 AY oY — A FER 300mg 2 1 H 1 [H
- AARNBRE|RY a5 Y — | (FE5 1HBEIXLA2E) FOLEIRNE S X
SEI4H W e R | B E2EEIN . Ny
P101 3B @ﬁ?Euﬁiﬁsm e IRV ary wﬁ%3mﬁg%1Eﬂlﬁ
P %%ﬁ%; (3ﬁ—FlﬂW‘#gﬁmﬁﬁ (F5 1B 1A2E) ROoks
IV /Tab Lt%ﬁﬁi2+7—wﬁlsﬁgﬁ ) .
5 KEORY at ) —|" AN aFf— VBt
JURE T, 2AR— R HEHEHAARY 25— 4mgkg (5 1 HH
2R YPaFy— L %6 mg/kg) % 1B 2[EFRIRNSEE S TR Y =
B 63 FIRORY = F V=8 200 mg (5 1 HHIX 300 mg)
F — LB 31 43 Z 1 H 2 [\ OES
28 HEILL L2 > 2BEM: E R AE O FER O 11814
7 AMELE (& 365 H)
ERIR E%%Eﬁﬁ%ﬁﬁﬁ%ﬁﬁﬁigm%ﬁﬁ ‘
mmmﬁ%sﬁ%%éﬁfﬁ%ﬂﬁKﬁ%WJ#ﬁg” Y ABREBRFITIIARR IR 2 — R O
AN G L Lis | REEEEERE #tggﬁﬁ I 200 mg % 1 B 4[5l B IX 400 mg % 1
oS Pk B 336 R B 2 [, SAREEITRY Y — A RO
I 400mg % 1 B 20, Wb ARFLNR
FIIF & & bITROFS
R B E
ENIIR ] BB HIC X % Wi 2 4 7
P02387 Sk | 2 A B M| BRHERY B B IR R vb?;&} RY a3+ — VLA OEERFIEERR (7
Yk ?~&%u/ﬁﬁﬁxwﬁWM§?47 LHRT Uy BRAL, 7T RPIEEK
=B @E%@Eﬁﬁ%;bnj, &), BBRE (KYyary—n) oFbidk
X - F L
Bypary— | T 4 TITHE| 2073 B oo | U
NO¥eh 7L B0 I
DFER

PANE AEFEHBRE BN TS AT XA T8 YT ¢ 2B L7z 25388 (P04975 7Bk & OV P07691 #lR) I ON
R R B AR O 535 (P05637 R, P07764 35RO P07783 :RBR) DfEH. b DB Tf

U T BEF Ok g B3 [EINES 1A

B (P067 RBR) NMOENFEMERE (P101

ARBR) TR L7 BERIC

B DBREREFLL TEY ., BIRMICEKROH 28 IR LA HERE ST,
TR e R A

HSCT (hematopoietic stem cell transplantation)

GVHD (graft-versus-host disease)

: TN x g 32

Tab : $EAL. IV : §#EHR. OS : M ORMIK, Cap : B 7 k&L
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ARICEY 2ER

HERES
B/ &5 B PoE- HERTHA > BE5HEARER
EdES
SEEH
S SS— b1 i
SEZ = ¥ AY ) 5‘
- SER = # = B ‘ﬂ}‘{: p . R N N L
i b (T AL | s — ki 300 mg % 2 oA
fﬁ?;:% L P R PN S T R HARPI S
T RERE| B S— b 2 -
TNV ) w12 ) seby |G ERIEE BHEI e
e A3y — L EEA] 300 mg 2 ZEEREIC 1 A
11 > 1E (1AR 1A 26 (WENZZ2EER, 2 BH
. TE®%) ) oS
KmEhhe (#8 -
=148 L R PRy pr—. ﬁaf’%‘ e e R s
- N4 5 e E SR | AR AL, A atr—nu (lﬁfmﬁJ EOH 7 at)
Tab/Capt |7 1. D % 24 4 W1 7 v A |200mg ZZEfEIG K ONRIRNG R IAL IS #E P
) T R
Ky Ehhe (8 SN Hi[A]
E 148 xRN A AT I e | A3 F Y — L DRI 200 mg % 22 8RR
i g g ey | IR MBI | oo e e ek s e e 6 1 g
0S/Tabt |7 4., RHED e Rz — VIHEEAT 200 mg & @ lENG R
) FHMm g3 Y mE s
E£ 14 KmEhhe (#8 FEMR. B[]
= &t B R L AN Y e . . ) )
possTs B\ 0O Ivmatwepe | PO gy a1 Grrssmin, senoon
0S/Tab' / |7 4 . & D # 16 1 42 n % ;g%gOmg % 22 R R OV RIS BB BRI
Cap ) A A== =
b —
L T Rt By S 4 A T | S E SR R . ﬁﬁ“y b o | AP =TI =GR 100 mg R OGEAIT 100 mg
Tab/Tabt | A 7 B U240 jf_/{_ ZZENERE, ARV Y — LR DB 100 mg
08 7 1) #Hl 6 43 P ZEE BRI ICR NS
HE RO RE (8 A
w14 B (% IEEM. A 3 — R ORI 400 mg & ZEfEIE X
e e - s . i
P02812 3B | 32 6 BY A1 0 B | 4[5 )ik HE BB ;\1’%%;&:! B lég%}%@%ﬁﬂﬁﬂwﬁ 1 HEKEW 15 A BTk
N bz 7
i LA S sSe (B A 2 o LR IR 400 mg % RS A
e EGE) | #EdE. 1 H 2| (18~25 B AL 25 A A
DR) BAKE
£ 14 . o HEMR.
! EMIIE (| g1 e e s | e e B[]
PR o) g | ERBIR IROESIE, ok 27— il 300 me 2 ehani e Ot
Tab fl s WA D B
e
HER, A7y 71, 2, 4 KOS5 HiA
e (O 7 T & R | ARV 3 — R 0 BETE 50, 100, 400 KX
o BROLE) |# 4061 AL THET, o
oS g o 20 s m x| AT v 3 HE
! F— N — (x| AP AT =R DRERIR 200 mg XL T &
T 30H) | NEREELOERRICRARE
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ARICEY 2ER

HERE S
ER/E5 B FOE HETHA > BERERK
{3 R &L
SEEH
R HER, .
- e . = oo [ AE (14 HTHD
Lrosont fgﬁ%?;;? At | 7 7 F M e 2o — L nmi 200, 400 mg X1
e fadine & 24 4 AR FI e REABIC L E 2EEOEYE (14 HE
[EIN FEAM JH i DT
oS AFATHER]
£ 11 ©
I-P05014 HEhge (H — Hi[m]
o 1 18 ) ;i’%}g’ﬁm ﬂ’f’t'f;ﬁ%ﬁ LS R 100, 200 J O
5[0 B2 : 400 mg % ZEHEIF ISR 0 4% 5
oS
THER.
e e WAES(L, | HE
z;w f%ﬁ%i;fL%EA@%Wﬁtfiﬁzﬁﬁ—ﬁ#:+f~wmﬁ%W>m\mmzm\
%M ﬁ% H 54 1 iGN 400, 800 K T® 1200 mg X% 7' 7 &R % @A
8 WATRERT . IR IR O &S
FH ST
THER.
e - e HEVEAAL, KiE (14 HE)

:}E;\L*ﬁ ﬁﬁ%;&;;ﬁ SENBEEEWRER | 7 7 & R 5| ARV — v IHEEAED 50, 100, 200 KO
e i % 49§ o8 400 mg 3T T A A BRI A B
" AATRER] A EEIEIC 1 H 2ERO%RE

JH R
HENONE (ah—F 1:17 B, ar—
= 148 Wy Ehae (B THER. ~2:9HM)

e [\l } OV 18 #% : MR 24l ARy aF > —gEHT 200mg (adk—K 1) |
%’;f”mﬁ N s) | %K g;ﬁ’%%ﬁgﬁ 7 5 b R A |400mg (2R— b 2) T TERE
Tabt J1% (BB B [iz8 HE (1HH) WNNZ1H2E (6HH, aaFm—

HE) REAM F B Ml OH15~22 HH) KU1 H 1\ (7~14 H
H) &Ro&s
Hi[H]
(maFR— 1 1 TRDOLNEHEEHMORMEIC K
0. aR— b 1 OHERRY RN 0 2 F )
SEER (o 2Ebl
% A O} B) APy — VEER 200 mg L7 7R
%Ok B ZEMERFIZ 90 3T C 1 H 1| (1 HBAED
= 148 . (mﬁ(JﬂﬁTwMEH)&UIHZE(6EH)f%ﬁ%
P04985 3k %”fﬁ?‘b‘w(i SR ABEHERES | D) | Pl L A)
sk Ejgw # 12 4 AR L, .
v 7(;;1*;;'? A T — LR 400 mg T T T bR
B) = ZeEREIC 2 BERD 2N C 1 H TEIR O T A 2 [8]
S (6 HE) KiEFIRN#S (A& B)
JH B

Y 3 — U O RREE 400 mg % R A
BEERZICROES (WLE C)

AR 2 — L EERIT 400 mg % ZE B ISR O
B 5 (WLiE D)
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. ARICEY SR

HRES
ER/E5 B FOE HETHA > BERERK
S
SEEH
28— R 1 : HifA|
AY 3 — L ERE L OF IR 0,
@ 50, 100, 200, 250 &% Ot 300 mg X iL~7 7 &R
\ e | —IB B R %SGR 30 23 0 T AR IR 5
B4 |EWBE (6 goﬁﬁ}g%’%ﬁ 5
PO6356 Mk ([l B MR ER | T e o |77 AR | S b2 AR (10 HI)
A+ o & Ik A Bl e blz- Ha RY a5 — )V FE AR O R 0,
v 5.) G 18‘@]) 28—k, 100, 200 % U8300 mg X377 &R & 22 fFHEC
FA S LH1ME (1HE1H2E) 304500 CTRME
AR B 5
* I 5% OEANBIMOFEHEGIC LY, S—
b 21% 100 mg 5% IS H IR
%148 fzig‘%g S (8 )
P04547 #BR O K - R PNESPN R R NS A2 — U ORI 400 mg & = AR &
TZAN e e g ) q.“ & 25 %1 = HEH% (8 HHIXZEER) (21 BH2RRO#KE
oS i o (1 B BI3HEHRSLO 8 A BiXE o)
P05270 # Bk ng]?%‘r;) - SME N EREL B | FEE MR ARY I — LR DIERIRIE 400 mg 2 @ iR &
HES i = T 230 4 ffEZb BERZIC 1A 2ERRO#S (8 B Bid@i&s o
oS )
F£1H Wy EhaeE (= <A E]|
i %5352z | BC. K 3 — L 1 W T 409 mg
0S DO FFAM (79.3 uCi) Z@IENEERZ IR RS
F£1H e X
_ HyyEhae (< B [A]
%’;ﬁlgﬁﬁﬁ ARNT v R) gafga@ﬁgﬁ e MCL R =2 — L% 1 R 399 mg
o S (81.7 uCi) % RS AHE LI i B 5
AE (7~14 HE)
U ER DA A L A 2 F — L% ORI 200 mg & BT
BREBEIMRE [ EWHE (K| W EHE|IEER. 1 H 1 EREOES
o+ Bk OB E) | FRETERE | 2k, | AV 2y — R OB 400 mg B AKIC
(ON A B % = 1 7240 | B 1 H 1 EFREOES
[E A B 31 41 A3y — RO BB 200 mg 2 R%ZIC
1 H4FEFEOES
5 S EEM: B
SR 14 ﬁ%fg; HEm, i (8~28 HH)
;1'172’%% EIBIE (K| o7 o SRERRILE, | ARV 3 F Y — L EER 300 mg & B O I
o [ERE R TG D0 MR, b5 LA LB (LRE LA 2E) Oy
i SEAf T | (FTrA—F 1> 1 BEKO S A H 2%
Tab 1:20 1, 72 — W )
JL—"7"2 : 45451) )
PANESDN 9530
ERTINNE T71 1 O R N )
P02810 345 | B K D4R 00 | o %gwé wien. | T O 400 mg XUET T ¥
TZAN 5%2’%"[ . QTc 18\1§IJ %fﬁ%% 7v7JmLﬁEE REEIEHEERZIZIH2EROZES (8 H
0s fil b D F-A T RIidsADH)
ot 16 1)
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ARICEY 2ER

HRES
ER/ s He poE REBTHA > BEH® R
3 FA %1
sEEH
g | OBE A wor oy )
po2st1 st | O HE) 2y iy A | b
Wk mbﬁ%\ﬁéﬁé%%%56ﬁ§ﬁ% A 3 — LR ORI 400 mg & @SN £
05 FRARF O | o BRI 1A 2EROBS (8 HHIZHOR)
1
Hi[a]
" . . . AR 3G — VEEAI 300 mg & ZEIERFICHE O #
I B3 & .
ill*fﬁ%ﬁ ?ibzlﬁ(lj; ERESPN 4 iﬁj‘jm ;A
N e Sl DA WY = F > — L ERERE 300 mg % Z2ERFC 30
s IR P9 R ONE | 18 45 3 om x| "
Tab/IV &’é"-) ng’ﬁﬂj j“—‘/\“‘ JJZ‘PUT?H‘% ﬁ%ﬂ)ﬁlj\ﬂﬁ’ﬁ—
RY = — L EEA] 300 mg % @IS BB
[ YuE o3
NPT T el y
R I o
g&%ﬁ‘ﬁ%" 24 1 A3 F Y — U DRI 400 mg & mAEN &
%148 W E e (%ﬁﬁ”%ﬁ B ICROBE (WEERELEE 356
POLOAO BRI | e vc e o e e+ 6 gy | 70 P PR VT B AT I T H )
WSt w) i g e . s | SHBEER | MEENT G L T BRI
0S S e Gl i PRI 54 2~3 BRI O MIEHT O 6 HEH
B BT A =19 — L% 1 RRIE 400 mg % 515
Eiw-6w> BB R A% M R
AR A s
w3 R OVE #
%14 %%@%Uﬁ%%é#%ﬁ N
g4 BREEEOK ., i;#%@ W 2 — LR DIREIE 200 mg & R £
0S &) FAM ﬁj4%‘$§ R s JuE A
BE o4 fil, &
BE - 4 45])
P EDNGIR T
w=H K OVE
s i | B OF | g e R
o |REREOR| T T R A = — LR ORI 400 mg & @ RN £
&) P ; S BRSO
0S B o6 B, Pk
g7 i, &
B . 6 f3)
<AE (10 H &)
AYaF Y — L HEERIT 200 mg & @ lEN&E
%I 1 H1ERA#ES (1~10HH) . 9H
s - = HORYaF Y — Vb4 2 Befilic, CYP 7
% 14 %cﬁ@?%E;ﬂEA@%wﬁz$Z§¢\ n =T RAORET 77V % HEE LB,
HEF- e 312 55 | 13 4 5 %ytjx1055@$#:%y~w&5&2ﬁﬁm\i
Tabt 6%2@\) o, 7“_;/*_ X7 I 0.05 mg/kg & HEIFARN 5

1~8 A BHIZMALE, 9 HEIZKAH CYP V' 12—
THBORAH 7T RBEERO®ZES, 10 A
HIZ 2 V' T A 0.05 mg/kg % HIRIFARN &5
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. ARICEY SR

HBRES
B/ &5 BrY P HEBTHA Y BERE R
EFEECE
SEEH
<iE (10 H&)
AP —VIREERIE 200 mg % R AT
148 Koo (Y . BIZ 1A 1 RS B
ot Ty TFrL %EA@%Wﬁéﬁﬁw%m V77 7Fr 300mg Rtk (1 BHOALEE
Tab} o Wy K B A | 24 151 ﬁ%ﬁ% YO AEERE) 1R 1ERO#ELG L (-7~-1H
) I H) . Az —/LIREEAF 200 mg % F i
RERZICIBIEEY 77752 300mgd 1
A1ERAESEZ0FH 1~10 8 B)
K (10 HiE)
AYaF Y — L HEEAIT 200 mg & @ lEN&E
148 oM B R . @%Klﬁl@ﬁﬂ&%h
" (7 == bANIMENERER | gy s 7 == b A 2200 mg Z mIRN RIS 1A
Tab? v DOEEY | 364 S 18] 10 H RO &5
ab AR FEA WATRER | g 2 — LR BEAI 200 mg % el et
A g ILE] =X
B#IC1IH IEE 7= hA2200mgd 1 H
1 B 05 % 08
18 (10 B[
1 48 %%%% (v - ﬁ#n+7~wmﬁﬂUWTg%%%%ﬁﬁ
o 7mme:/%EA®M@%;#E@ @%mlalﬂkvymx$uy®yazﬁ
Tab? L DOIEMIE | BE 45 ROogsz20H 0 ARBERYaF Y —1o
ER) FFAM 3R, v uARY CHEE% 12 B
DOERIMAL T #A P 5
AE (8 A
e HiEhgE (& | S E AR %271l AR 0.05mgkg ZEERAKE (1H
B |7 P bR | 54 H)
P B\ st mpe| Gspizs s |k A T — LR LIS 400 m A E TR &
oS M) . QTc M|V & 2D A B 1B 20 (7~14 BH) (14 BEIX
[y oD FFAfh 5) ZEERFIZHOR) L2 7 a ) AR 0.05mgkg
OHEREARGE0H (14 HA)
XiE (14 AR
Ayt — LV HEAT 200mg & &% IS
¢ B (k% 1.1 K&O 14 A BISEEASRIR) 1A 1 (A
ig%%;g m&%(rqgaay\ﬁwm&%%ﬁﬁﬁ
=148 ELEH KO RE =N FERPALERE (VK7 173/\290 mg 1 H 3 [EXiX
T TD?T—%f%EAmV@%}W%%M\ 300mg 1 H2E\, I7Y150mg 1 H 2[A]
Tab’ A e | BT | X OBRRMR T RENER) K0T B
¥ FE HAE F) 77 —PH#EA (U hF e/ 600mg 1 H 2 [
S XiFA YL 800mg 1 H 3[E) OO

E (-2~148H) &40
K1FEY R TP DRDYICTF /22100 mg %
1 H2FE#&E
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. ARICEY SR

HRES
ER/ &5 B & PUE REBTHA Y ‘’EHE AR
152 FA B4
sEEH
X— R 1 R (14 D
< IHYV T A 2mg F AR IR I B E R
Osfe b (R4 2> — 5 RkART 2 A)
YT A 04mg FZENERCHEBIERN &5
(Be5-BRAART L H)
YT — LR ORREBTR 200 mg % SR
BRI 1B 2B (BGEGEE 1~7HH) &
VT L 2mg OHERRAMRE (BG-BRAAH
6 HH) XU 04mg (FEBAMGTR 7 HE) OB
I E IR G- 4 G
AV F Y — VR DIREBIR 400 mg % ElEN A
BT R 20 (R5H%A%E 8~14HH) &
XYV T 2mg OHERRNOEE (F5-Biak
13HH) KO 04mg (BeHBMA% 14 AA) @
B A ERARN B S % OF
c IV T A 2mg ARG AR A L HE R
O#5 (7 baFy — A 586RT2 B)
FHEM. XYV T 5 04mg 22 EREC HE FR RN B G-
45— | (B 5-BRkART 1 A)
(S= b 13| 2 — 1 400 mg % NSRRI 1 A
W2 BEGIR| 1 (B GBRMAR I~THE) LXK YT A2mg
W ERE (3 52N \‘7 7 A OHERORE (F58KB% 6 HE) KW
yV§A§i/%EA@%Wﬁ:ﬁﬁ“< 04mg (BHBHEA% 7 A H) OREIFIRNES:
. ’ & 53 1l SN— N 20 2| B
B | 5o o | SR 12| g
N AT NS N IS [ 5o (16 A
oS nyOEEWIZWL/*i%»N~}~3:4amUAX;m%Q@ﬁK%@ﬁD&ﬁﬂﬁﬁ)
$RE¢%)§P3W2W\’*‘%\2&5Miﬁ%ﬂfy—W%D%@W4mmg%%%%ﬁ
it k417 41) Fro 7 o\ A \EE%ICIA 20 G0~45HH) vl Lax
A==, 2mg OHEREOES (36 A H) & 0FHH
N— kK 4:3
W, 2 BHE| 2=k 3 RIE (7 B
F. 7 o 2| BRBRICT7TZIFEN 300mg KOVZEIERHZY b
F—r) FE/L100mg % 1 B 11617 HERORS

Y Y — R ORI 400 mg % ARG A
BERZIC 1 H 2B E 7 # 9 ) L 300 mg XL TVY
R e/ 100mg @ 1 B 1ERRE OS2 08

T AP EN 300mg ZRZIC1TH 1E 7 HRH
FERE oS

AP 3 — RO RETE 400 mg % &R IA
BERZIC 1A 2[EE T Z P F L300 mg D
1B 1RO #5 %0t

S—b 4 RIE (10 HE)

TT77EL VY 400 mg ZZEMERIZ 1 A 1Bl
10 H R P 5

R aF > — R ORETE 400 mg % =g
AERHBICIA2EE T 7 E LY 400 mg
@18 1RO &EE %0

AV — RO RREIE 400 mg % @RI
ABIRLIC T H 2ERO&S
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. ARICEY SR

HRES
ER/iEn B# PUE HEBTHA Y ’BEHE R
EFEECE
SEEH
KAE (13 HH)
IXY T A 2mg HEERIZHEERORS
(-9HH)
5 149 HpEhe (2 HER, SUNRALF L 40 mg K ZENE IR BRI O %
. X5 AN VR AL, H (6 HH)
%’2359%5@ SRR T g;{;}ga@mﬁ B 5 M BB | A 2 — L DR S0, 100 ¥ I
oS & DI FE 7. 200mgZ 1 H 1R (I~13HH) LIV T4
HAEM) FEMm AT REH 2mg (8 HH) MUY v _"AXF > 40mg (11
HE) oHRRAOKRGE0H (1~7, 9~10 &
O 12~13 H BidmERER%. 8 HAAW
11 B B iXZ= R 5.)
3 W # e p
" (Glipizide & » B (10 AT) - P
E 148 S W f Glipizide 10 mg % @B BB IZIC IR A
mmwﬁﬁ;m m$7¢%ﬁkﬁﬁwﬁéﬁﬁi 5 (1RH)
st o g | B 120 : AR 2 — LR R 400 mg % SRS &
0s &quﬁﬂi EER%IC 1B 2E 2~11 AH) & Glipizide
jagu " 10mg HEFEAHES (11 HE) 200
ak—h1: X8 (14 HfE)
HARTZ 72X 50mg (1 HEH 70mg) % &
NENF &I 1 B 1[E 14 B RIEIRNERS-
A 3 — LR 1R 400 mg % IR R £
KpEhne (B BRZIZ 1A 2ERAOKBLEEIART 7 0%
o N 5 (12 0
=148 xm77yﬂ;gfﬁfﬁmﬁéwﬁﬁ > 50mg (1 HH 70mg) @ 1 B 1 [EFHIRINEE
PO4931 BB |~ X i 2 | T 2T ﬁzﬁk .7 B
ifESh 7T R s e || AT
0S DEMMENE| ) : k= k2 K (7 AR
) ‘ IH T 7R 150 mg F RN A R I
1 B 137 H &R S
A Y — R OREIR 400 mg & = s
AEDZICIA2ERAKGE LI N T 7%
150 mg @ 1 A 1 \FEIRN G % 0F 1
Hi[A]
A3 — L IHEERIF 200 mg % ZSPEIFIZ %
A#5
N A —LIHEERIT 200 mg % ZEJEREIZ#%
e ¥ W # R HEM, B N
b (Mylanta ™% | 5[5 A sl | SR, | oS MYl TR0 mL ORI R A
Tab ig%%?ﬁi%uwj ;fiif;zﬁ%:%f~wmﬁﬂMMmg%%%%ﬁﬁ
! I IR M 5. & Mylanta 555 20 mL o> Hi[a]
Rogh 20t
ARY = — L IREEAIF 200 mg Z RN R
P Jhat s QP EE2
<AE (10 HH)
- e (< - ARA =Y — LV IHEEAE 200 mg % @ RN A
E 14 %??Eéxgﬂﬁkﬁﬁw%ﬁﬁﬁk Witz 1 B 1 ERR O &S
4 ARG A I
Tab* ) SEA 7“_;/*_ AW 3 — VIHEEA 200 mg & B &R

BZBICTIH LEESAF D 400mg D 1 H 2
% A &% 54 BF
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ARICEY 2ER

HERES
ER/ B B * & BT &5 h*E /R
{3 FAEIH
BEEH
Hi[A]
ARV a3) > — LEERIT 400 mg & ZENERFICHE O
Bl
Mylanta ##5# 20 mI o B[R O &5 B %2R
R g:;;;;—wﬁﬁﬂ* 400 mg % ZEJE IR O %
(Mylanta 52 Z . RO .,
w14 S—Fu R Z =F V2 150 mg & ZE IR HRIR O 5.4
- > SRR S — JLBERIT JupH I
POTIGARER | = Y A 7 7 |SMEAGEHERER | WA, || =T B 400 me & SRR
i VR A |1 5 s o= WROEE L, J=FY 5% R2KEMICT
Tab? Ny ao s s SN =F 2 150 mg % ZERE IR HLRIRE F 5
F‘&O)%@%*\a TY AT T =)L 40mg FZEHERHC 1 B 1 [
YRR A Erih (-4~1 BH) RV a7 — L5
! FIt 400 mg DI NFEEPHH (1 HE)
A hru77 IR 15mg & /T30 5 idstE
AIZ 1A 4EEO#&S (1 HEAXO 1 HHE)
LRV aF Y — L EEAIT 400 mg RO &
AR (1 B B D)
AR B EEE - IR 6 B
FEEVE I P ERBUVE « iR 42 B H
400 mg BID £
B U W 1 R | B SIS R A PRAB RNty
E 148 B E B | R BRI E O | SRR - BB D IerE
P0O1893 B | 1 38 B 4 | FB3E 98 #il B, 600 me BID
{ﬁ% 5*15&9%1%%‘ (400mgBIDE$ . ﬁi{;’z#ﬁ'fE\ ﬁfﬁﬂﬂ”f‘—ll/r'ﬁélil‘ﬁ;?:@{fﬁi 600 mg % 1 H 2 IEI
0s Zxf g & L7 3541, 600mg BID | & HLig .,
Vg 7+ 314, 800mg (EEBRLE S 2 ARIZ 400 mg % 1 H 4[8]) |
H 78N pn . N : VY E :;"
QD - 3243 BHELLELIIXNFEZEDIZROKS
800 mg QD #f
R 3 — LR N RRETE 800 mg & 1 B 1 [H]
(F5-Bss 5 2 HIZ 800 mg % 1 H 2[A]) |
REFLEHICUIRBEDICROES
- 18 VRIS B i =
% I DU VYA A| I VAT
CN97-280 |, SR B | IR Zharx3LHE, |6 » HH
%ﬁgﬁ ;% k ”]j 71,, Y *%%i‘l‘t‘t:’ ;: 3 }F%*ﬁ\ 71_\0‘9—:71—\/““—‘/1/7\770“‘211/1% 400 mgl El lﬁﬁ
N AR\ RS T 2 FlL bR
Cap' R FA T AED R
#2011
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ARICEY 2ER

HBRES
ER/ st Sy FOE 3 HBRTYI BEHE MR
15 P SR
sEEH
28 HAILL BT PL B B RAEIR 2R
PR b D ETHRE
72E5. BAF OB TIEAIRE G2 BE L,
WU VK MIE, R BB (REBEE) |
RS » DS RE, D S DI
14 A FIELE SRR OE % 7 B FLL B
I R 11 1 3 49 72 FRERBE (GERRBED)
TEE DN R I FRERISAE O B8 14 H UL L
A XAEARY =5
ﬁﬁip%%b\f: HERREE G 5B
HEFFIE IR Ok A= — LR DR 200 mg % 1 H 4[]
N BT R T T CIRREZEH (T 400 mg 2 1 A 2[E) AFXT
MBI | REAESUEIE || | 2RO e e 010 P OUTRIB R S
mm%ﬁﬁlﬁﬁﬁﬁwwﬁﬁg%ﬁwggéﬁﬁi
A 7 7 R AR o T I, RAEM L LTV B AR D B
0S R (a8 — TR FRER | R4 = — % DIRIK 400 mg % 1 H 2 [a]
e - 085 . SEASUTRA A L & b IR N i
e (GY) TR 34 ke RO 1
S A 3 — AR 1 R A S C AR L7
989 i) BHELIXA L THRE

NG 8

WY AT — R AR A R EIIS TR
OHETIH2ERFL & HICHEAES
>34 kg : 400 mg, 20-33.9 kg : 200 mg,

15-19.9 kg : 100 mg, <15 kg : 6 mg/kg

PANE AMEEGBREICB W TAALA AT XA T Y T ¢ 2Lk L7 2388 (P04975 38R & (Y P07691 FRBR) AN
R R BRI O 53R (P05637 iABR. P07764 B K Of PO7783 3BR) DfH., AEEFI DIRE FIX
ENE THRBR (P067 iBR) KROEMBIARRE (P101 35k) T L-gEANCK T 2 & &l L

TRY., BRICEKROH DE VTRV LR S LT,

PHEEAI L O 720 - R D BREIR O BN BRI OBERHRBE TR OO A, 27 LOoRE S &2k
W L7z 7 R ONEEERI ORI NS A FT XA T Y T 4 23 L7258 T RABRICBS W T, Zatkl
B 2 REIT <. REBERIIMOFREHFRBR CHONZREEOFGHBENTH S Z L BHERINT,

§I XV T AROA  ERNRAR

BID:1H 2, QD:1H 1A

Tab : $E#.

v

D FHEIR, OS : RHREIR. Cap : W 7L
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V. ARICEY SEA

2) BERME 7 ARILEILRIEDARE

RAEMEEIEO TR A OCEREIE (73 Y ULE, L—aVIE, 27 Y PF AT RE, 7 0ET

A MIa—v A WE) OIEFR] ORhEE

FRROAGBIZB N TR, SHEANREIET 2~1F

JVASERBEE R L LIz P069 RN ET L TR o 2z, T A~ULE )L ZIEDIRE DRI

NI R EED R WK T — 2 Ny r— Y CHIRIREEZIT 72, F D%, P069
bz b, BAANEIENEEESRE COHEMMERER (P101
TRy =L L, BEMET AL RGEDORNEE

KK 21T o 72,

B DS R F
RIER) ORI & PR TR
TR 2 BN 5 72 DGR —E

< WEHh B IR R AR & FH O T BR IR B AR O F Iz DT >
R T — N =L LTSN T — 2 R ARE L B X TEMBAILL T D LB Th D,
1) Aspergillus J& D R IR 53 BERRIZ 3617 2 ARFEITHREF D MEIC DWW T, BN TR E 22281330

bhignZ &,

2) ARE DY ERE T B AN K OSME AN THERIEEL L T Z L,
NVRBEVET A~V X)L ZSE DS W M ONERICEE T 2 [EREREE X, ERNAO TR A RT A Ik
S L, ERATRERZERITZWVWT &

LARMECHOWTIE, EPNE IR 2 5 e 240 E TIZFEHM S L2 ARIEDOTRIEMEE BERE DRI L O
T8GR D WA RBR TR D o LRV A MR L2 b BT 721245 b 7 vgs 55 IAH RUBR

DG E P E2ETIEIT> 2 & & L,
HERES
E A/ w5 B POk HEETH A > B’EAHE AR
135 AR &L
ST & ¥
HARNREEERE
SEBE
Ry aF vy —n
B 78 441 84 H
AY aF S —
B - 3841 B aF S — LB
(ad—hF1:& AP oy — UEER 300mg 2 1 B 18] (3%
kaﬁﬁzﬁnfffwﬁls ) 5155@152@)$®%WW&5X@%
ERIIg ! ,@§%E${ﬂ&0$9:rf§W§iﬁ\ﬂﬂ%ﬂ-»ﬁﬂmmwélalﬁ(&ﬁl
P101 #Bk %Zﬁ%;‘f#wﬁ7ﬁm:1£ﬁ9ﬁ%\ HEIZLH2E) &Aa#ks
EA L#%%%zw—bz:ﬁ%n;#éﬁwﬁ? \
IV /Tab %“D‘" F I —LBE 63 it | B RY aF ) — LRt
; BEORY 3+ — ERARY 2y — L amgke (510 BIX
JVEE 31 4) 6 mg/kg) % 1 H 2 FIFFIRNE G XITA Y =)
Y —LEE 200 mg ($¢5-1 HBIX300mg) % 1
BEEME T 2~ ¥ H 2 |l 0t s
JVAGE AP =
V= )VEE 9 i,
AY a2F S —
B4 EETe
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V. ARICEY SEA

HEREE
ER/ 5 B #4 POE HEBTHA Y ‘5 kR
FERZE
Xl
84 HFH]
RY a7 — LB
ARyt — A EER300mg 2 1 B 18] (%
S 1HBIE 1 H 26D POLEIRNES TR
S E N 0 12 B PaF S — BRI 300mg & 1 H 1A (851
=4 ﬂ/ﬂ%%ﬂ«t T AL L R %ﬁ’mﬁﬁ:lﬂ HEIZ 1A 2E) &Ofss
P069 Bk T AL F L Jﬁoﬁ%‘i ‘ %1@%{5\ E . “ ‘
it xﬁ%%&ﬁ:ﬁ&:fy~w/%ﬂ%\:gﬁw:fy~»ﬁ
IV Tab %thtﬁﬁﬁ%ﬂ%ﬁy E@\tﬁﬁﬁﬁ%ﬁ$U3+V*ﬂ4myg(&5155@
N RY aF Yy — |5 6 mg/kg) % 1 H 2 BEIH.OFRIRNEE S SUTR Y
HE 292 151 a5 Y —/LEE 200 mg ($&5-1 H HiZ 300 mg)
Z 1 H2ERRO#KE
S EMPEHERF o=, 2 B LRI, A 1
BidAY =ty —in, 2 BBIZT 7R EH
WRINF% 5 I3R% 1 5

TR (L SN2, RBREZFRG SN o= 16 Ry =V —Lif) 28T,
HEEZL SN0, IRBREEZ R G SN o 72 1041 (KBESHI) 2 ETe,
IV : §EW, Tab : 524

(2) EREREEHER
1) BZEMERR : NS 8RR (Po67HE : AAAT—4) Y

H A NEERERR A 32 filic, A2 —/LEE 200 mg, 300 mg, 400 mg & * 600 mg Xix~7 7 &R
Z SRR O H, A3y — LR 300 mg KOV T & AR SUIERE B (A V7R
TFNT—T)L -/ aTHA Y F U A (SBECD) ) ZZEMERFIC 30 43 ) CHEIRHY
FIRN P G- N AR 2> — L 8E 200 mg XN 400 mg 77 &AR%Z 1 H 110 HE (1 H
HiX 1 A 2[E) ZEERHCER OGS LIcBEORZ e, AL OEYEREZ T2 ~HER.
AEZ L, 77 2R xR BR 2 306 L 7=,

AF 200 mg, 300 mg, 400 mg & T 600 mg % HL[AIFE A 45 A 300 mg & HEIFFIRN &K G-,
ONZAAI 200 mg, 400mg 2 1 H 1[E1 10 HfE] (1 HEIZ 1A 2[E) KERORG LHER BEL
TEET, ARMIIRGThoTz, EHERAEFFLRIRDOONRNoTo, R a3 Y — g
400 mg OAER OB 2500 7= 1 filik, BEo7-» 2 HRICREBREZTIE L/, F7=. SBECD #
BZRES 5 A HFRFEROF AT D b kd o7,

WY a3 F Y — VERER Z RIEBEIRNIR G U725 THEEER  (P04985, P06356 K T* P07783 3

B AEAT—%) P

- Hi[El$e 5
SME N AZEEGRER A 1A Y 2 — L EREIR 200 mg & 90 T CHERAY BRI G- Lz & &
67% (6/91) DBF THEAINLE (MARPEFFIRIELISON) i 47z (P049853ER) . TEA
IR 4 30 43 12 L TR Y o — LRI 2 BLIEDR SRV B- L7 & & . P06356 7R/ N —
N1 Tk, AFIEGEE (50, 100, 200, 250 & TN300 mg & : & 9%1) @ 4% (2/45641) <Tifn
FRPERARR 2N E S 4L, 16% (7/45 #) OBE CTHEATALOS (IARMEFRIRELISL) Rid &
iz, F72, P07783 5B X— k 1 TIX. AH 300 mg % 30 23 /) CHEERRFFARNE G- L7 8
FD 7% (113 41]) TiitetEFFIRE S H#E Sz,
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V. ARICEY SEA

- AERE

AP — U ER 100mg 2 30020 C1H 1B (WIHOA 1 H 21[E) | 10 B MKE KR
FRIRNER G- L= & &, 60% (3/5 f5il) s CIAMEERIRE 2N ME S, 80% (4/5 #) DBEE
TIHEABNEOS (IARPEERIRZE LIS s Sz (P06356 3R <— k- 2)

) AFIOME - AEE, @, ARy — e LCHRIZ 1A 300mg 2 1 H 20E, 2 A HLE

1Z300mg % 1 H 1[E, FOFIRT A 2255 90 R0 T TRERICEHBEETH 5,

2) QT/QTc EF{HEtER (P02489. P02810. P02811, P02812 KT P02862 BRER : A EAT—4)
SME AR AR 3 — LR OB & &5 L2 & &0 QT MIIRIER DR &L+ 5 7=
D, 5 EBROPEEINT 21T - 72 HTHERIE TV, 5. (7) 1) QT/QTc 3iAliikER | DEHM) |

) AR EHER RS, AAIOME - BEZ, @%F, KAZERYa Y= UTHIHIE 1 E 300 mg %
1H2ME, 2HBLREEZ300mgZ 1 B 1EL, FOFIRT A 2058 90 /3T TRRIZETHEFETH 5,

) RERGHFRER
PR L
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V. ARICEY SEA

(4) IREEAIEAER
1) BN ERELAER

O/ S MAEREBR (P01899 RER : SAEAT— &) 9

PIE S

RIEMEEFEIED A U A7 B (MIEEEREER B4 2 RIE IS D
AF BRI RE S HERR ST TR S % /) 602

BNy
THA

SRR ILE, ARG, RHEE B, R, WATHE R R

THEE

REMEEEIED A U 27 BFE (MR B3 2 LA D
BFERIAE S HERE ST TR S 0 BAE) ISR T DR Y =7 — Lk NG HE
WOTRINRERAERNT Y — VRPIEEE (T va Y =33 b7 a7
Vb)) LR - BT D

7
IR

13 LA ECIRED 34 kg AR A DA (MER K OVAFEARR)
cLUFOWTNNAOEBIZE Y, 3~5 HUWNIZ 7 AMLLEEHET D ATREME
B DI HPERBDE LA TP ERFE S $5<500 /mm® (0.5 x 10°/L) 1 DFRIED RIA
FNDEBE I —RAT A R ERBUME L2 S v, 7 B REILL ERE
T 5 A REMEN B D B
a) FIFEAMEE BT A M (AML) (263 5 58 ) 2 A YE A 8 i A fb 2
BEERORT VI A 70 R XIFOMDOEBED LNIZLI AL (o
IR ZRS) O&5
b) #MIEIFFIE D AML (2% 5 R i 8 AL FRIE O S
c) AML ([ZBAT L7 BRERERGEREE (MDS) XUIakisib L7z @B il
P A I DA O TR AML %69 2 B SRS AR E O

7
BRoN I i

CHEERT L, R E. UL O &k

- FAAAUATO 30 HEAWIZ, REEMEERGE (FeEZ W UIERRZH) (23 LT
TLARTIU Y B, ZAaFY =) XIFIA NTaF Y — Lo 2T
-

T Y= VKRR E M EERR D D BAIREIER A b b T AR D B D
WHNEZFEH L TWDEE, 7 — L RPUEEA 0O iE 8 T3 & K
TEELHEANZHEH L CWDLEE, LDEEOZET VAR DIE BT L
aA RXIT o b IV A7V o a2RRGEINTHDEE

JRBH Y EMMOBIWNIC LY . BRSO EYIT A EEZNDHLL T DR
RE BRI OME A A LT L T 59, MR B LA OO i 8 R B 5 S A
RS 7 EORLERIGE, TIPSR ZED 5 VI T 5
EEZ LD HEREREE

< FAAFURTOD 30 H BAPICALSRIRTE L 2 A v LIS OB BRI X328 W i il %
Lz B

c TV VRN ULT LART Y 2 B ATk B BEUE 3 RS S D
BEE 2 A+ 285

- SRR BTk 5 M AL ¥R O ECOG PS (Eastern Cooperative
Oncology Group performance status) >2 @ B35

c R R T A TR T2 S R EREGYE SR STV D Tk b i
% B

BARE (R—RF A 2T Cer20 mL//3 A, XITIRBR SBT3 5

« QTc MMRIEER : B4 450 msec B, Zth: 470 msec A

- AST. ALT B IE#H LR (ULN) o 55, e UL e v 23 ULN @ 3 %
D, X—RAT A CHEEIEEOFHKEREOSD 5 BE
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V. BEICEYT HIER

< BME Y o NIEERME A R SR R R B R ORI 2 A T 5 BE
< [RIFE I M AR UL B BERBAE OBEERE N & 5 B . UTEMRBICH LT
B Z2 i MR O BRI O & 5 BE
PRFNIR— R T A VOB OLIRAE, Mg, 506 PR R & JE B IR 1 &
LT 1:1 O TRYaFYy—AHEXIEZT7Vva )b —v /A N af ) — )L
(ZEI Y T B,
s IRYaf S — LR
R — R DR Z 200 mg 1 H 3 [B& R X IINRI 0 & & ek 15
BABAI L &bl OIS
s TN ar =)/ A T aF Y — LR
TaFY = R OB Z 400mg 1 B 1 BlEEEr 2B EE TR O#&
5. Xi3A T a Y= VNAEE 200mg 1 B 2 MZEERE L L—TF 7
=" T =TT N— Y 2 — AIEEREFIC R OS5
% 0 % 5 A it 75 0 R
B {EFIIED 1A 70D ) bk 3 Al (ifkE 84 Ao GHIM D 9 5
i 10 HH) 1RBRIEEE 5 2 KT LA T O SE 2 F RN % 5
R af Y — VR
T ART VBT AF Y a— LERRA] 0.3~0.5 mg/kg/ H & 4~6 B[ 2>
THARN G-
s aFS— v N T aF S — LR
TV a3t — VERERR 400 mg & 1 B 1A 2 BEM 2 TEIRN 5. XA
kT 2 — ) VERER 200 mg & 1 H 2 [8] 1 BT CERIRM 5
P 511
CFEFREDOY A I NV T LI FOWTNNICHE T2 ETRE L, BIEAE
bk 84 A (12 8H) fkise
- I ERBUE (4 TR ERHE <500 /mm? (0.5 x 10°/L) ] D[El{E
« AML X O MDS 0 5¢ 4= 5 fiig
- (REEPEE A E DFEIE
1595
1) Treatment Phase : HE/E2EIfF 1T 2 HIRBRIERAMAHK G 7T AL E T
2) Oral Treatment Phase : E/EZ IS 1T HIRERIE (R OAD) D&k 5 7 B
T
3) 30-Day Phase : #EMEAEIFIT 205 30 A £ T (BT & QMR ERMEFUEIE O
FEATE 91 SiE DA 1 O FEAT)
1B 5 3 A
1) Post-Treatment Phase : {GERFEH A& G- 8 H %7 b IR A& 5 30 H % X
IEIEEZAEIS T 05 100 BEOWT D IEWER L E T
2) 100-Day Phase : #EAEZEIHT 205 100 B % T BB K O BEE B #E O
FEIE D AT HE D REAM)
FRHT x5 A IERRAT R AR, 2 VR R
] All Randomized Subjects (HE/EZEIfF 723X TOHERTE)
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V. BEICEYT HIER

BRI

(A2htk]

EH M H : Oral Treatment Phase DR BEVE B SE* D FAE R (JRBRIERE G-

BITIEAEZ BT 2 b H IR B £ TOIRIER)

H LR EKR G H

(1) Oral Treatment Phase ® 7 /L 2} — )L /A ~ T 25— LiitEE I & D158
PEEBE* DI IEFR

(2) Oral Treatment Phase O Aspergillus J&|Z X 212 BEME B B E * O FIiE %

(3) 100-Day Phase }2 O* 30-Day Phase 013 BE: B iE * OO FEIE SR K OVFEIE £ TO
]

(4) Post-Treatment Phase 012 B B FiE * O FJiE %

(5) 100-Day Phase }2 T} 30-Day Phase D 3t1- F TOHIR]

(6) 100-Day Phase DI HEVEEEE (RN ERHE) ([T X DT ETOH
]

(7) Treatment Phase DR Sl

LT OBGE BRI E L, LS8R & LT,

a) (REEMEHEE (DRCHIEIC L DHEEZEH TR Z R DIEIE

m&ééﬁﬁrﬂ&bnéwﬁﬁ[ﬁﬁiﬁar(&wMDXifﬁiﬂﬂwTﬁ
W L DIREEET D2 RHEE AT 5855 ] 1Cxd 2 4 BRI Eoagihia
[EEROL S

¢) it 4 HRLLE UFIE 10 H 2L EOIEBRE O NI TH 5 HEH KoM

d) BWEAIZ X 5 Hik

e) [RIE A nl f QNB B EE

Z Ot o @R EF AT E H

() FEEEREE RO B [RIEVEERE (HEZWH/ K2,
VBT SUTPUE BN ) THIRE I X 2R 2 BT 5 A AL
HHERFE] Ikt D g PR R 3K (/A%ﬁi%ﬁﬁ?<) DOff % Treatment
Phase (ZBi%6 L7 BE OEIE . KU 100-Day Phase (235 1F D 25 MEHTE H 3K

(JEBRIEZR<) D& Gt E TOHIM

(2) Treatment Phase & U" Post-Treatment Phase 0D 12 B BT B JiE 0D S8 JE =R

G EHDamg A E—a v

(4) Treatment Phase >3 1E M B IE O FEIE R

6) R 2L TOX T LR EEREE (R Y EMEE) ICL 5T

*F—ZLa—%&BSa (DRC) HIEIC L DHEEZWE HRRZE T

T Buropean Organization for Research and Treatment of Cancer/Mycosis Study Group
(EORTC-MSG) DKk (2002 HR) 12FKD &, IRERE Y AR BN B EE
DHEEZWHI, BRIRZ W BBl R EEMEEBAE /2 LIC/HB L, E7o, IRFREK
Bl GRBERIROIEREIZHES ) 2 HE LT, DRC 1F, 7 —#X—AFEERFN, EM
T CIRBRH Y E AT AL U 7RI B E DS B b D BRE OB oW T, Bk
B DR BRI ELRE O MR8 % e iE 201, R IR 2 W] B8 W Bl O W USRS T
DT OWTHIE LT,

PIRBRH Y = A KX O DRC HIEIT & 2 e E 2 Wl ERIRR2 W], geu it

FEAT L 8

BREMEEHEORERLZRMNL, A¥yafYy—rBHo7rvatry—n1 /A4 N7 aF)
V= AT T D IELMEERGE LT, FELHMEDN R INTHGEITIE. RYyatFy —
BoTLaF S —L /A T aF ) — VB D EEE A BEE LT,

[Zz4tE]
AEFL, MARRAME, S 2o KEECLEX
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V. ARICEY SEA

(# 8]

- B

T EEFHMTE H : Oral Treatment Phase {2 B4 B B IE 0D R R

Oral Treatment Phase D{REEM:EEIE DFAERIL, AY a2 — LBt 2% (7/304 f51) . 7r=)
V=S A N T Aty — VB 8% (25298 fil) Th o7, %‘éﬁ%@@ﬁ%ﬁ% [ (RYaF Y —Ff)
- (FnaFy—=nS A T at =R ) 1 (95.13%EEXHE) X, -6.09% (-9.68~-2.50%)
Tholz, IRBREMFHEE CHFANIHE LIRS T Y — LV REREE (Zrvafy—iu /A K
Fafy—)v) BECT AR oY — VREOIEL O HME ((FIEXME ERED 4%AL70) LKW
RO ILUE (SR BRI 0%A) 7z S, BN T Y — LV RLERFEEK (7ra)
=S AN T aF Y =) Bk DR 3 — L OEYE RS REE S L7z (P = 0.0009)

Oral Treatment Phase DREEME R (DRCHIFEIZLK S
FHETE 2 Wl BRIRZZ2EAGI) "TOFIEE (%) (All Randomized Subjects)
FIER /N (%)
ANy o — LR gnarS—),S A4 NS ar— LR
7/304 (2) 25/298 (8) -6.09 -9.68~-2.50 | 0.0009
P OHIEZ B STHEE N EMR T THE L, Cl: [FHEXH

RERE 2= 95.13%CI P fi

HEERBRGHMIEE -
(1) Oral Treatment Phase ® 7 /)L o' — )L A + T aF > — Vil E IZ X 512 BEM: B EE O FRBGE R

Oral Treatment Phase D 7 /LA FV—I)L/ A4 S aFV—IMHERIZ K 2REHEERE
(DRC ¥IFEIZ & 2HEEZ B ERERZEH) DFHIEZE (%) (All Randomized Subjects)
FBIEH n,/N (%)
Ry at >y —ngt Tnary—n,/S A NTar S — Uit
3/304 (1) ¥ 23/298 (8) * -6.73 -9.98~-3.49 |<0.0001
t4 hTaF S UEE IR . Tva Y — iR AR Ls, Cl: {EE X

RERE = 95.13%CI P fi

(2) Oral Treatment Phase @ Aspergillus J&IZ L % 2V BB IE O RIER

Oral Treatment Phase O Aspergillus J&I1Z & S REEMHE R
(DRC HIFE (= & HHEE 2 W ERIRZEHI) DFEAEZE (%) (All Randomized Subjects)
FIER /N (%)
Ry aty—ngt Tnary—n/S A NTafS— LRt
2/304 (1) 20/298 (7) -6.05 -9.05~-3.05 | 0.0001
Cl: XM

RS = 95.13%CI P fi
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V. ARICEY SEA

(3) 100-Day Phase % O 30-Day Phase D12 B B B IiE D &I 5 K UV YiE & C D H i
<100-Day Phase >
100-Day Phase D{REEMEEEIE (DRC €I Xk DR E2W0 BRRZW ) ORIERIL, R =
F VB 5% (14/304 B]) . TAaF Y =S b T 3t —BE 11% (33298 f5i) Th o7z
(P=0.0031) ,

F72. 100-Day Phase IRl OREMERE O BEBIERITA Y a2 — A/ 51%, 71raty—
NS A NTaF Y — VB 120% TH Y, Wi 58 O Kaplan-Meier B # IXTEHE L T 7o
(P=0.0029) .

100-Day Phase DREEMEEAE (DRC ¥IFEIZ & HHEELZEBERIKZEG) DFAEF TOHM
(Kaplan-Meier Bi#R)

1.00 =~
M e
= = S U-e08ces-60———g
0.75
%
iE
& 0.50
b
B
0.25
0.00 1, ‘ v . ; .
0 20 40 60 80 100
100-Day Phase (Z#(1 2 REMEREDRIEE TOHAM
— R aFJ—J coo ARYaAFJS—IJL
— 20 aAFV =S A R ZaAF =i cco JNAFY =LA RTAFTI I

100-Day Phase [Z424F L TW o X T OBEIIMEREIFIT 5 100 A& TR T,
Bk U7z BB TR EEBIER S TITEID & LT,

<30-Day Phase >
30-Day Phase DR BEME B EIE (DRC HIE I L DR E2WH FaR 2 WrF) ORIERIT, K¥a
V= LB 2% (51304 fl) . Tovatb Y —n A b7:x+y“~/1/%$ 8% (25/298 f5il) ToH -7z
(P=0.0001) .
F 72, 30-Day Phase (D12 BRI B HE O FIE £ T O MM O i 58 O Kaplan-Meier HifR I3 TEEfE L C
W= (P=0.0002) ,
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30-Day Phase DREEMEEAE (DRC ¥IEIC & HHEEZEBIEREREZEG) DFAEF TOHAM

(Kaplan-Meier B #R)

1.00

:D_W_D_“_"w—s—._g_
0.75
Ei3
fE
4 0.50
z
=
0.25
0.00 " . T T T v
4] 5 10 15 20 25 30

30-Day Phase (28 1 2 BRMERAE DRE X TOHR
— FyaFJ-i eoo RYIFJ—JL
— ZNaAFV=N A RTAFT I coo FNAFV—I A RZAFV -

30-Day Phase [ZAEA(F L T2 X TOBE THEAELATIMFIT 225 30 HEE TR T,
Bl U7z BB TR EEBIER S TITEIY & LT,

(4) Post-Treatment Phase ¢ {2 BEM: B iE O FJiE 5
Post-Treatment Phase ({2 EERE (DRC HE T X 2 &2 WiE Bk 2 W)

DFRIEZRIZL,

RY a3 — it 3% (10304 f5l) . ZAaF V' — /A KT a5 — it 3% (9298 f5) T

otz (BEEZE £ 0.27%. BEMZED 95%EHE X/ : -2.54~3.08%) .

(5) 100-Day Phase }2 1} 30-Day Phase D 3ET= F TOHIH

100-Day Phase I /5 00 BAEAE - RIL, RY 2V — B 15.0%, Zvaty—L,/ 4 FFa)ry—
NEE21.9%ToH Y . W 5D Kaplan-Meier Hi#RILTEHE L TV /2 (P=0.0354) . 30-Day Phase Iif
MOBRBIETHRIZ, A aF Yy — ¥ 6.0%., 7Lar ) —/ (4 Fa)r ) —LEf 84%Th o

7=

100-Day Phase MFET=F TOHAM (Kaplan-Meier BI#R)

1.00

e oo,
o oo o
T s o 5850 cx
0.75
o
P 0.50
0.25
DOO T T T T T T
0 20 40 60 80 100

100-Day Phase I &7 33ET % TOHARK
aco FHYIAFJ—JL
voo 2NAFJ—IL A bZAFI—IL

— FYarJ—-i
— aAFV—iL A hZaFI—

100-Day Phase |2 4% L TV 2 R T O BFITIEIEA BT 05 100 H & T e T,

FHI IE U7z A R Bl R L THTE Y & LTz,
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(6) 100-Day Phase D12 BEM: B i |2 L 5 SE 1 & C O]

100-Day Phase FEROREEMFERE (EBRIYEMHEE) 12X 2R TRIT, APafy—u
BE1.8%, Zvary—,/ A4 hTaF =g 57%THY ., m5H O Kaplan-Meier HifR 13 TE
BEL T2 (P=0.0209) ,

100-Day Phase DREEHEEE CAERIELEMYIE) ICLHTHETOHEIM
(Kaplan-Meier B #R)

1.00 {o—ececeoergeetece o — -o—s - N .
0.75 4
4
#£ 0.50
$
0.25 4
0.001, g i . : ;
0 20 40 60 80 100
100-Day Phase (& 2 BREMERIEICL S2FETE TORERM
— RO+ coo FRYIFU—IL

—— NaAFJ=N A RZaAFY = ceo 2NAFV =LA ZAFI =N

100-Day Phase |27 L TW e X TOBEIIMEREIFIT 5 100 A& TR T,
Bl U7z BB TR EEBIER S TITEID & LT,

(7) Treatment Phase D KHCE

Treatment Phase MARKME (%) (All Randomized Subjects)

n/N (%)
. s . TafS— e 7= 95.13%CI P fi
=T £ R TSR
TR IS 109/304 (36) 138/298 (46)
- - 10.45 2.59~18.32 | 0.0091
D &) 195/304 (64) 160/298 (54)

TEEVEA BT, IR (BROAD) B—EuRoREsnhro7 134 (K=Y —ngt 74, 71
afy—n /A4 T a6 Rl IXRERKRE L To T,
CI: {BHEXM
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- B2t

TREBRE DRI

AP — VB304 BIh 761, ZovaFy—n A b T aF Y —)VEE 298 il 6 B, EEES
BT T#%, BBREOR G 2% oo e, BEBEHMOPREITmE G CHEEL, A=)y —
JVRE2S H O (HGDH - 1~151H) . ZaF Y —n,/ A4 hFaF Yy — L2100 (FH : 1~112 H)
ThoT,

I1EH

BIVER ORBEE L, RNy — L BE 34% (102/304 f5]) . Z7v=ar Yy —n,/ A4 hTafy—
JVEE34% (101298 631) Th o7, ERBMWEH (WT oG THRIEFE 2%LL 1) 13, #l
(RS — L BET7% (22/304%1) . 7aFy—i /A hTaF ) — L E-Y% (25298 ) ) .
Tl (R — A8 7% (20304 ) . Tt —N A NFaF Y — B 7% (21/298
) ) L EH RV = — 8 5% (14304 f51)) . Zv=atby—u /A bFaty— 8t 1%
(20298 #1) ) . QT./QTc R (RH¥- =+ — /LRt 4% (12/304%1) . 7=tV —n,/ A4 +F
aF Y= RE3% (9298%1) ) . KBV U AMGE (RY =Y —L#E 3% (930441 | 7=a)
V=S A NT At =B 2% (6/29841) ) | FE (RYa SV —ARE3% (930461 . 7L
aFy =S A NTat =Vl 4% (11298 #) ) | M8 (R¥- =Y — 8 3% (9/304 i)
TatrS =S A N T a S — VB 3% (9/298 B) ) . KEiEK NOS (RY =V —LBE 2%
(7/304 %) . ZaF =i/ A hTaF =R 0% (0298 #) ) . B UL EMAE (RY
=B 2% (7/304%1) . Taaty—v A NTa b — R E3% (8298 f3)) ) . TR
LS (RY =3y =it 2% (7304 ) . 7vatFy—n /A4 FZ7aF Yy —EE 1% (3/298
F) ) . ALT 89N (R¥ a5 — 8t 2% (7304 #l) . 7=ty —v /A4 vFa) Y — it
2% (5/298 1) ) . ASTHEM (KRY¥ =) —#E 2% (6/304%1)) . 7rafy—iu/ A4 v a)
V= VBE2% (5/2984511) ) . THAEARE (RU = —nBE2% (5/30441) . Zvaty—n A
N7 AT —ARE 1% (3/298451) ) . y-GTP I (RY =7 — Lk 2% (5/30441) . 7/v=F
=S A RT At =R 1% (229841) ) . BR (GRY =Y — B 2% (5304 41) . v
aF = A T aF Y= E<1% (1298 fi) ) | R (RY = — B 1% (3/304 1)) |
TNaFS =S A NTaF S — R 2% (7298 4]) ) ThoT-,
HEZBEHOREBEIGIL, Ry a Y —A8E 6% (19304 ) . 7v=aty—i /4 N7 a)
V=L 2% (6/298 ) Th oz, b L ALNTEEERRBIERIZIE Y LV E VIME T, A2t
VB 2% (5304 %)) . TovaF Y= A NTaFy— 1% (3298 ) Thoi,

BeH I E > TZREWEH ORBLEIS X, 8% (25304 ) . Z)va)ry—) /A vFa)r S —u
B 8% (251298 i) Th oz, HGHILICEST-RIEHD® S B, AY- a3+ — Ao 1 4] (3EH)
DM ERIBE RS B IS BUIAEPE & = > 7 ROV IIE A F 5 L, REEO E EHC Lz, Fiz,
Tnaf—nNS A NTat = AREO 1B (AP HEN) A EREFEAR AR CRREIE THh - 72,
W E - RWER T, Aoy — B o 26134 (YU v miE /e 151, R4 1)
DHTH T,

ol
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AEEZRDOEH (All Randomized Subjects)

R T — L
EHEIE (%)

Ay = A NTaF— R
HEEE (%)

AEFESR

FIRE

HELAEFER
HERBIEM

Beh I E o -G EHER
Bl IsE o 7= FIER
BLICE T EFL

302/304 (99)
102/304 (34)
159/304 (52)
19/304 (6)
99/304 (33)
25/304 (8)
47/304 (15)

298/298 (100)
101/298 (34)
175/298 (59)
6/298 (2)
120/298 (40)
25/298 (8)
67/298 (22)

P75 AdY (Probably) | Xix TEHH &V (Possibly) | CHEINT-FEESE [RIE

Ml & L7,

T AEEGLORIERIL, BESEI T 0 OIRBEER KRG 30 F%E TICEISUTE L L s5 25k
FRL, ECICE-TAFEELR, BELAEESR, HEELRAEMLUCRETILICE>T2AEERIT, [

BHUGRICAEFESRER L L TR ShicFR e L5 LT,

L NEMRAT R REE M - BAEAEIT T ST TOHEE (All Randomized Subjects)

) AAHEFTER R D, AAOME - HEE, @FE, EAIKEASa )Y — & UTHIAIZ 1E 300 mg %
LH2EL 2HBELBEE300mg 2 1 H 1EL FOLERIRT A 222 H5) 90 52T TRIRICATHFHETH 5,
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QOB E MR (C/198-316 KRB : AFEAT—%) 9

PIE (BEEPEEEIE DO NA U 2 7 BE ARG MR (HSCT) # OBHE%i1s =
% (GVHD) 351600 {5
AR g, A, CEER. EEATR. WATR. HERER
THA
H Ay REMEEEIED A U A7 B3 [[AHES MR (HSCT) % OBAE A xHE &
% (GVHD) H#E] 1o+ 2R ar- Yy — A ROBEIKDO T R% 2 71 a)
V= b b R D
T <13 LA B CIRE S 34 kg B 2 D HBE (PERI R ONAFEASR)
e FENE | - [AIFE HSCT % @ Grade2~4 O &E GVHD X (X181 GVHD % A3 2 (2 8Lk B # e
DA Y A7 BEIFANEIC GVHD (2% L TLLT O & & O imsia i
Z 2B EZ D ENRIAEN D EE
(1) Grade 2~4 O 2 GVHD (% L T HE O GZ M H 2 & 5-F T, L TFond
D> DSFEAMHIF O BN ST S B R B
a) AF LT L R=Y 11 | mgkg A LLE LIRS D HKHA]
b) Bt GVHD Oi5#% & L CHiiRfia s v~ v
Q) X/ BULA, 2aTVx /)= NBET TN IIZOMD 2T 1A NEiEG
P2 Bl A
(2) 18 GVHD 2% L T & o mZ Al 2 & 55T, L Fownwdhi 128k
OGP INHIF OB ST ST 7 B
a) 7L F=Y" Imgkg Ut (AFNLTL R=Y 1> 0.8mgkg XILFL%DHE
#) b@B s
b) JAFE/2 18 GVHD Tik, 2 DL EDOWBREEZ T 5 L &R E T 5720, #
FREIC 1| D EomEimEis (270l A, Sa7x ) —LBRE7=F
Jb. Psoralen Ultra-Violet A (PUVA) %, BHBRIEHE T 7+ b7 =1 —
Z7p ] &M
T s TIRTBE OB R EE Y (e T W U ERR W) ORI
FRAMEEHE |+ Pneumocystis carinii F&YLE % bR < AR BEMEHL B EGUE N B b 5 B
T VRIEK E O EAERN S U Ba R BIER 25 ZE T RRE O H 5
HR D
< T =V RTEE KO ME IR E AT AR T S &5 3O H
s MY —BRZE AT, RUIT o "I A7 ) v EREEZIT T
% HBE
 QTc MIRAEER : Bk QTc>450 msec, #c: QTc>470 msec
< RIS O A B L D IE R
- HEITHEE B 2 B D RCR IS TR RERR
cDLFD 12123 : ITFEERERER « ALT ROV XL AST>ERED FIRD 10 {5, #E
7E Cer<20 mL/min XX @& MNE L 4+ 5 BE
© ARSI
R SO AL o Lok
« T — )V RIRAN KT 2 B HOE XX R BAAE SO O BRI
- TRBRBERAT 30 H RIOTRERIE G LWMEemE) o b
< BEFME T HLANIZIELE T 2 ATREME DS O RE
VRS EAT O M T, RIEOL M L H M OFEAMN & R E#EIZ 9 5 FTREES S 5K
PHLTWDHARE
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AR 1%

R E L. HERR KRN GVHD D448 (At/gi) ZERIKT & LT 1:1 Ot TRY
aF Y — AT TV a = VEERICE D T ST,

Ry aty— it

RY 3 — LR ORI 200 mg 1 H 3[EAFELE & biIckn&ks

s T)aF S — LR

Taf = T EAF400mg 1 B 1 BEIEEREEZREETROKS
KEMMEZHERFT 2720, BV a3 7Y — R OBREIER 7 V2 )Yy — A0 7 AH O
FNERCRIET 57 7 e R e ERE RS LT,

BRLESIG

167

1) Primary Time Period : E{EZEIMH T2 HIRBRIEE G- 112 H% (16 %) £ T
2) While on Treatment : /GBI G-BHAG ) & fcfédc 57 L £ T

3) Treatment Phase : IRBRIESR G-FALA70 6 112 A% (16 %) £ T

BRG] (R 5 20 I8 % KO8 24 I8 1212 A 20 M OVZe 4 % 2

1) Post Primary Time Period : {RBRIEEE G- 113 Hi%Z (16 + 1 H&) 2 HiBHFRAD
OOERKary 27 NAET

2) Post While on Treatment : JRBRFE AL G- 8 H 127 HIBHRGHA D72 O D itk =
27 FNAHET

FRAT X
S

AN PEARAT R REEL

+ All Randomized Subjects (HE/EREIfHT S NioT X TOEE)
- All Treated Subjects (All Randomized Subjects @ 9 &, {RERH 2 1 [FLL EH G S
T BF)
L RNERRAT A R

+ All Randomized Subjects (HE/EREIfHT SNz T X TOEE)

BRLECYE!

(A7)

FHFEME H : Primary Time Period (2351 2 REEEEFEIE* O RIER (JRERFEAEK

GENTEEZEUT T 25 112 A %i’(@%ﬁraﬁ)

P2 BRI H

(1) Primary Time Period |\Z331F % Aspergillus J&Z L 2 12 BRI B E * O R IE 3

(2) While on Treatment*|Z 35 (T % 12 B E B IE* O FIE 5

(3) While on Treatment* 235 % Aspergillus J&(Z & 512 BEM: E B IE* O FIiE 3

(4) While on Treatment*|Z 35 () 2 2 BV E R IERIE £ TOMM (TR 5511670
IR fﬁﬁlf*?ﬁ Lﬁé:hﬁﬂ%ﬁmﬁi’()

(5) Treatment Phase (233 1F 5 38 1= & T D HIfH]

(6) Primary Time Period (231} 5 iRHE IR

UTO%E BRI E L, ThUS2iaiRmth & L,

a) (REMEEFEIE (DRCHIEIZ X DHEEZM B ERKBWEIT) OFRIE
b) it 6 H LA EO SRR ESE (RBREZER<) O

o) BR P IE (GEBFAHE

Z DAt D EI R EEHATE H

(1) While on Treatment |Z 33 1F % {2 SR B E** D FE 3

(2) BB ﬁé&éiﬁ.ﬁWD%E+

(3) While on Treatment |25 1F 2 =& EHFIEEIK (RBRIEZRLS) OFFEH

(4) Treatment Phase (235 F % RAEMEE FIE O FJiE =

(5) Primary Time Period (2331} % 7 /v ) — )VIIEEIC X 2132 BEM: LR IE* O FJE =R
(6) MBI 2R TORT KR EEEREIE (RS EAMEE) X 5T
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*TF—Flta—FHAx (DRC) HIEIC X HHEEZEH] ERZ KB

**F—F L a—FA2 (DRC) HIEIC X DHeEZWE,ERRZ W5, g ot
 European Organization for Research and Treatment of Cancer/Mycosis Study Group (EORTC-
MSG) DORBWiEHE (1998 4)if) IZHED & IR Y AR IR B IE O e E 2 Il
B2 W6, ge il REEVE R EE R LIS L, F72, BRI (S5 P E R
OER%ET 58E8%) %HE L7, DRC L, 7— 5A~Xlﬁ% . BT TR
A E LS K 2 R E R B B R 2 e B (IR (e MR
Oz 24 5 BEE) OBV T, EORTC- MSG @J/\Lﬁ%ﬁ (2002 4FfR) 123
DE . BHEIRE OREIEFTEIE O WREE & e E 2 W) BRIRZ T BB O VLT
AT DOV THE LT,

PURBR IR E CITEAEL BT T2 D & LTWahd, BIEAEITT B ICIRBRIED 5 % B
L TWRWHBRE WD Z &b, IR GBI ORI 2 Z & & Lz,

Rt HE

&*@§@ﬁ®%f+%ﬁﬁb f%:ff~wﬁ®7w:%f~»ﬁ’ﬂ#é#%ﬁ%
WRFE LTz, FELMEDNRENTZEAITIE. RYaF Y — O T L a ) — LT D8
P A BRRE L 72

[Z244E]

AEFES, BAREMRE., M2 A KELOLEN
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(# 8]

- B

FEFLIEE - Pr1maryT1mePer1od BT 2 I B E O JIER

Primary Time Period (Z#5(F 2R EMEBIEORIER T, R =aF Y — 8 5% (16/301 i) . 7
L — LR 9% (27/299 Bl) Thoto, REMEEFEEORIERD A v XX 0.5614 & H#EE S
. ZD 95.01%FE XX 0.2959~1.0651 TH 7=, 95.01%FHEXM O LIRS FRTIZHE LT
R (REEEEEEORIERD 15%DZEICHY) O 1.1625 KiiiCTh o7z, K=t —
NEED 7 v S — VBT T 5 IEL TENRGE S L7z,

Primary Time Period DREEMERE (DRCHIEIZL D
HEE 2N BRIREZEAGI) "OFEAEE (%) (All Randomized Subjects)

FIEXR n,/N (%)
S - - 7+ v Xk Pl 95.01%CI SN
R T — R S aF TRt 0 e N
16/301 (5) 27/299 (9) 0.5614 0.0740 0.2959~1.0651 1.1625

N—R T A BEO GVHD 7538 (AMESULEM) Ci%E L7z Mantel-Haenszel # €

PO PIE R B STHEE DS ER T CHE L,

HIRPEAEIHT 2 DIRBRERE S 112 B £ CoMMICBT 2 REEEEREE FEZ W UIERZES) o
FIERICHESETHMT HET, 7»ﬂ+f~»ﬁ@&§@§-r®%fﬁk@1%@% YT B,
95.01%CL D EIRA Z DR KME LY FEl- A, FESMEEHIE L,

CI: BHE XM

Primary Time Period (23317 2 UK EE R DR EHEEIEONREZ RIZR T, ZOMIRIREERER
PE 2 FEIE L7z 43 b 38 i GRYr = — L BE 1461, 7 v 35 — LB 24 ) ﬂ”tljézw_
JRREEIZ, 7vadh Yy — AR TH o7,

Primary Time Period DREEMEE R (DRCHIEIZL S
HEEZ W ERREZHI) DMER (All Randomized Subjects)

Bl
JRR E A Rz — L Z)aF ) — LB

Aspergillus 7 21
Candida 4 4
Other Fungi 5 2
Pseudallescheria 1 0
Rhizomucor miehei 0 1
Trichosporon beigelii 1 0
Scedosporium prolificans 1 0
Mould 2 1
B2 16 27
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HE 72 F R E
(1) Primary Time Period {Z

BT D Aspergillus JBIZ K % 12 50 B IE ORI F

Primary Time Period 0 Aspergillus BIC&HREMERAE (DRCHIEIZELD
HEE 2N BRIRFZZHAGI) DFEAEE (%) (All Randomized Subjects)

FIEL n/N (%)
S - N - - v Xk Pl 95.01%CI PN
WA 2 — LR TS — LB ° TN
7/301 (2) 21/299 (7) 0.3121 0.0059 0.1306~0.7458 1.1579

N—2 T A WD GVHD 7348 (A suEdl) <

TR T 2> HIRBERER G- 112 A% E TOHIRMIC

% L 7= Mantel-Haenszel 1 7€

B BRI (REBWUL BRI o

FIERIZESEHIT2ET, 7vat Yy —ABOREREEEORIER L O 15%DZEIZH YT 5,

CI : {SHHXTH

(2) While on Treatment {Z

BT 2 R IEVEERNE O FEIE R

While on Treatment DREMHEEAE (DRCHIEIZ &L S

HEEZ W ERREZEH) DFRAEZE (%) (All Treated Subjects)
FEIEFR n/N (%)
o X A 5.01%CI 5 t
AT A | oharo—am | 0 PE PSOI%CL ) FKiE
7/291 (2) 22/288 (8) 0.2956 0.0038 0.1239~0.7057 1.1585

NR—=2 T A WD GVHD %3
PRAEZ BT 2 DIGBREEE S 112 B £ TOMMIC

P (BPETEME) T

% L 7= Mantel-Haenszel & 7€

B LREMEREE (HEE2E UIRRZ ) o

FIERIZESXEHTAHET, 7raF Y — A HOREBYHERIEORER L O 15%DFEITFE YT 5,

CI : {SHHXTH

(3) While on Treatment |23 T 5 Aspergillus JBIZ K % 2 BV BB IE O RIER

While on Treatment D Aspergillus BIZ & HREMETEIE (DRCHIEIZK D

HEEZ B ERREZEH) DFREAEZE (%) (All Treated Subjects)
FIEXR n,/N (%)
o R A 01% & t
R o — L T — v X P fE 95.01%CI B RAHE
3/291 (1) 17/288 (6) 0.1665 0.0013 0.0484~0.5720 1.1558

NR—R T A D GVHD 3% (BfE3Es) < H%‘ L 7= Mantel-Haenszel ¥ i€

PIRVEAEIHT 2 DIRBRERE S 112 B £ CoOMMICBT 2 REEEEEE FEEZWUIRZES) o
RIERICESEHMTDMET, 7V a )Yy — VHORBEERIEDRIER L D 15%D AL T D,
CI : (B X [H]
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(4) While on Treatment (Z 351 212 BIVE B FE R 4E £ COHIR

While on Treatment |2 3317 % {2 B4 B B IE O FIE F TOHI O 5-FED Kaplan-Meier Hif71 X TEwfE L
TwWwie (P=0.0034) ,

While on Treatment 23 1T 2 REMEREEDFAE F TOHM (Kaplan-Meier BifR)
(All Treated Subjects)

1.0 &= SR

T Ne—gg

0.8 1 }

0.6 1

0.4 7

Rt e R

0.2 1

0.0 + . . : . ; r
0 25 50 75 100 125 150
BRELRSHED S REMEREOTRIE X COHM (8)

Y‘Efﬁ oo 7JLOFJ—IUEE eoe FYOFJ—ILE

TRTOBEIT, BREEKERE 7 AR THYIY & L,

(5) Treatment Phase (235 1F D31 F TO IR
Treatment Phase RE 2351 2 BESE T RIT, N2> —#19.5%, 72+ —/L#E21.0% (P
=0.6328) Td V. Kaplan-Meier i#IZLL FD L0 TH -7,

Treatement Phase IZ# (T 5T F TOHAM (Kaplan-Meier Bi#R)  (All Treated Subjects)
10 o=

0.8 1

0.6 1

HRtHE

04 1

0.2 1

0.0+ ; . r . r v
0 25 50 75 100 125 150
HRERSHRPSRCETOHY (B)
BE5# e TNaFV-LEH oo Ky —IVEF

TRBREES G- BAAD D 112 AR £ TAMF L TV TREST, BT IR R BIER S THEIY & LT,

(6) Primary Time Period |28 1 2 {8 LR
Primary Time Period (235 1F 2 1R KM, RY 2 — L 33% (99/301 #i) K7Lz
= VEE 37% (110/299 ) ThHotz (A v XLk : 0.8528. 95.01%EHEX M : 0.6060~1.2001) .
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X

TREBRE DRI

RY 37— VB 301 Bl o> 1061, 70z F > —/VEE 299 o> 11 ik, EEMEAEUTT %55
OG- %5 T 72 572, All Treated Subjects TOEIRFRILDIFFZE M OHRAEIX, RY =25V —
AFELIL B (P : 1~138 HI#) . 7o —ufE 108 B (#iPH : 1~130 HRE) Tho7=,

IWEH

BIVER ORBLEI ST, RY a5 —u#f 36% (107/301 1) KOV 7 v — Vi 38% (115/299
) Thot, EREWEH (WTFhroF G TERIARS 2% L) &, BL (K=t y—u
BE7% (22/30141)) . 73—V 8E9% (28/29941) ) | WEE (RHY = — L BE4% (13/301
B . TaaF— R 5% (15299 f51) ) . ALT #8001 (R¥- = — LB 3% (9/301 431)) . 7
S — B 1% (4/299 1) ) | y-GTP ¥hn (GR¥ =) — /L8t 3% (9301 fi) | 7/v=)
V= VEE 2% (7/299 f) ) . AST 80 (R¥- =) — B 3% (8301 ) . 7=z — Lff
1% (3/299 1) ) . Tl (R¥ =5 —LEE 3% (8/301 ) . 7=+ — & 4% (12/299
F) ) . BV NLE UM (RY a2 —fE 3% (8301 ) . 7zt —#E 2% (5299
) ) . BFEEE ER ORI = — B 3% (8/30141) . 73— LB 2% (7/29941) ) |

M7 L7 F =8 (Ryad > — @t 2% (6/30141) . 7z —u#E2% (5299 %1) ) |
AP BN (GRY =2 — LB 2% (5/301651) . v — L 2% (5/299%1) ) . Sz
It (RYaF =B 2% (53014)) . 7ab Y — LR 1% (22996)) ) | FEMED EW (K
Yo — B 1% (4301 01) . TS — L EE2% (5/29941) ) | Y (R¥aF— LR
1% (47301 6) . 73 F > — B 2% (6/29961) ) | Kk (K=Y —#E 1% (4/301 61) |
TaF =B 2% (6/299%1) ) . MR (RY =y — B 1% (43016) . Taraty—u
BE 2% (7/299 #) ) . ABARE (R¥y a5 — LB 1% (3/301 i) . 7va)F Y — Lt 2%
(7/299 %) ) | HEIR (R — B 1% (3/301 %) . 7=z — LB 3% (8/299 %) )
Wit (RY=z2F>— 1% (330161 . 73+ —ujE2% (5299%1) ) . TR (KYy- =
V—LBE 1% (3/301 #) . ZaF ) — B 2% (5299 #) ) . THIEARR (RY o — gt
1% (37301 f5) . Z/v= > — L BE 2% (6/299 f5) ) | BREEIEE (R¥ =) —8E 1% (3/301
) . T F = BE2% (529961) ) . mIE GRY = — B 1% (2/301%1) . 7=
TV BE 2% (5299 61) ) . fERE (RY = — A BE<1% (17301 61)) . 73— L EE 2%
(5299 f5l) ) ThH -7z,

HERBIER ORBREIGITRY 27— VB 13% (40/301 6) . 7L — LB 10% (29/299
#) Tholz, L AN EEREEH (WIF2rOE G THREEE 2% E) 1%, y-GTP
BN Ry a5 — B 2% (5301 #) . ZaaF Y —ARE 1% (3299 #]) ) K ONTEESE F5
(R zmF ) — B 2% (6/30161) . Z/LaF > — L gE<1% (1299 4]) ) ThHo7-,

BeH P IEICE > ZBIEA ORBEN SR a7 — LB 11% (33/301 41]) Kk OX7 L=z — LR
2% THY, MEHGHTRIBE ChH o=, I<ALNLHRGHIEICESTZRIER (WTFhuokk
HRETHRBEE 2% E) 1%, B (RYy = — 8 3% (10301 ) . 73> —L#E 2%
(6/299 f511) ) | WEH: (RV = —BE 2% (7/301 B) . T3 — VB 2% (7/299 ) )

L OWFEESR B (RY a2 — B 2% (6/30141]) . Z7vat Y — L RBE1% (2299%1]) ) ThHo
oo BETICESTERIERIL, RY a5 — L BEOEYENENOS (BETRIE) K OMRIES 1 6], 7
NatF =L HOBEAR2 1B ThH T,

ol
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AEEZRDOEH (All Randomized Subjects)

Y3 — L
HHEEG (%)

T a Sy — Vi
FHEEIE (%)

AEFESR

AIERT

HELAEFER
HERBIEM

Beh I E o -G EHER
Bl IsE o 7= FIER
BLICE oI EFRL

293/301 (97)
107/301 (36)
222/301 (74)
40/301 (13)
103/301 (34)
33/301 (11)
74/301 (25)

291/299 (97)
115/299 (38)
221/299 (74)
29/299 (10)
114/299 (38)
37/299 (12)
81/299 (27)

P75 AdY (Probably) | Xix TEHH &V (Possibly) | CHEINT-FEESE [RIE

Ml & L7,

LAAMMATIGER - BIEAEIHT Sz CToHBE (All Randomized Subjects)

) AHEHER R D, AAOME - HEZ, @F, KAIKEASa Y — e UTHIA I 1E 300 mg %
LH2EL 2HBLBEE300mg 2 1 H 1EL FLERIRT A 222 H5 90 52T TRIRICATHFHETH 5,
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V. BEICEYT HIER

GEMNB MR (P1013B : BARAT —%) 97

PSES PRAEMEEERE D H AR A 116 41

%ﬁ%ﬁ o 2L = 3 2 L 7Y ™ fA b

NN L liak ., EAEL L, FEETIR, WATRERE], JEE MR

THA

FEAR | 7 AUV XL ZIERAR (BT 2 00 X)L ZJE K OMEVE 7 2 ~L )L ZJE)
DARNEBEICBIT DR 2T —LOLEMZRY aF ) —)L & B ET 5

EERAN $%%@Hiﬁ {C 18 LB HA A B S i3tk

BERILHE | M ak— s PREE | PRI L

aR— bz.ﬁ%ﬁmﬁ@mﬁﬁ4ﬂgui®wﬁﬁ

JRBREREEGRT T HLND R 7 Y — =0 TRAEFER D B ) ~@DWT I 1 212655
() REEET 2~V )L R |
PLF. a) fiEE2Wrfl, b) BERZWIFI X o) BeWBlO W a7 3B
a) W EZ W - LLT (a) XX b)D W3 s
(a) TRBRFEIL BT 14 B BAWNIZAS: & v 7o RN 5 TR AR SUT AR AR O AL BR 7Y
FRAs . AR B R TR A SO L E R CRCR I AR T2 & & BT, fERkE
50 BHPT R 2 1 5
TEROBIELBIET 2720, MBIREEMA, AR ELERICHR N S 7Rk & A
Jaz 7=y MYt 3 PAS Yefa THE
(b) KE SMRLGEER . BRZE 2 o ORISR 2 R & | 1 B B0 70 Ak ST
JEAEMR & B U CERR b BB IEH g o B3 6 DL 6 TREREEE 5o
14 A LI EIM%WTH%mt#%wP%@ETYX«w#szﬂ%m
b) BEERZ B : LLF @), 0)EDC)DTXTIZONWTENZI 1 DLL E &= BE
(a) 15 EX 74
« ERIEDFIE & RFRAYIZ B L 72 4F FRER R o JR JiE
- (Rl & i e AR A & 52 1 72
- T AffaseZ i o2 90 A M D5
C3EMBO T L F=Y U HE ORIES HE 0.3 mgkg/day UL EOaLFax
TuA ROFGHEG (7 LALX—MHEMT AL RIEDBE ZFRL)
« HE RS RMEREAR S
ARBENET AUV XL RIEERIAET H DITHER W E ER T (b)) (e)EnZ
A1 DLLEEmTE L, IBBRIKEE OFRIEKREZ55)
HMEERFIZV A7 77 72— LRZETIE/RL, TR L > TEDE EMZEMEEEE %
FIE LT W23 ﬁf%ékmo%&f%éoﬁil%iﬁﬁﬁ$®é$%xfé
BECEMEE MMM, BBt T -BENEY T2 LE2ERILTWD
;h%@ﬁ£.?13W?327D4F@@@Tﬁ@%ﬁﬂ%ﬁﬁbf“éﬁﬁ%ﬁ
FHUAEREOBRFICLHET 5,
(b) PR B i vES
« NRGERGY R < URREE RS EI R . Air-crescent sign XX ZEFAD 5 H 1 DL
L%CTTﬁM
CRUE - RUE SRR, - RUE - RUESRTE. REER. (AL BER ST & RUE S
fﬁ*ﬁﬁfﬁﬁmu
© IR - B EER S EGRA CHER I ND Z L. A CRAMERATEN.
BEMLZE D BIBE., Al OIREZZHEENY 722 5RO H
15 1 ’JU\J:%TJEM
« ARG ¢ AR A CRRBMERZE . X MRI X CT CHEFHE 7814 % 58
SEEENITAN D 2551FF N E—8 L., BIEORYLE DI H & RFFIZEEE LT
5k
Mt DIF K & BERR T 5 7o DIl ) Ao AL 2§ R Cik A b 2 &
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V. BEICEYT HIER

(c) HLEHE R YE

C EEEORA IR 5RT 14 BLURNICE DR, JE SRR, &
B BGRBRAR SOLRE SR ER SRR T, SRR O BB & M U TR R
B 14 B LLAICHS D2 RIK O RSB A T RR T 2 R

- [ERERORAS © MIE MR U TR SRR & ELISA RIC XD 0T 7 b~
v U BUR A R

) BeV Wl - EREEERZWIHI(a). (b)&EZFNFH 1 DLl BT B

(2) BHENG T AL L R E
LIF, a) OfF ER T, b) BKAOIEAER O o) BEFNEHED 3 THH T X TIZEY
L. EEEOBIENG T A~V REEH T 5 BH
a) HER T BT AV XL RFEDY 27 RT-2HT5
b) BERAIEHE : LR D)L Ob)D W T bilifz T BE
(a) BRI R ERRIER 2 BT 5
(b) M R 2 TR 3 A B AL, O JRIRIIE ER) &l S 5
o) EF RO EEYE « HEAMA UG FARE T TR W nIicigy
(a) IRBRIR B R 14 B DANIZA S - ERA eh, KB I Mila ek, ek, &5
BWEIE, BAKCZEOMOEY) 2 HETHONZRIKOERESE KR TT A~
XL A JBOWER 2 T 2 TIRBRER 581 14 HLUNIZE S LRIk Dk
BRRAETT A~VULXIL R E AR (HeE2 W)
(b) TBBRIEE 58T 14 B UUNIZH B VIR O R B PRI A T 7 A~ $ )1
@R (e 2 Wrl)
() ML I & E LI PEE 2> & ELISAEIZ X D 0T 7 b~ Uiz
XAXT AL XL ZAGURIRA G (56 R 2 W fail)

() b= VE (RY = — VR EIT )

BRI AR SRR 5 L0 RG2S R < BE b, 2O FOWTFINICEYE T 2
B

a) ZERPEE, KUE SRR . e, RRAVERGIEE. k. Lg% O fth o>
PR FETHEONEBREOBEESR TL—a LB OEER LT 5 3Es#
R CL— 2V H &R

b) JH B MR A T A — 2V H 2

@) 7YV 7L (RYaF ) — VEZEIRHT)
B R E IR S i f 55 K 0 B RGN R < B biL, 2 O T OWTNNICEE ST 5
B
a) ZEREE, KB SMRaBer iR, B, RRREWRSIE, Bk, miEseE OfthoiE
B 72 FETH LN IR OB SR T Fusarium J& O B E 3 % BT 5 X3Hs
BT Fusarium J& % WER
b) 7 BRAR AR MO C Fusarium J& %

7
RN i

T ARNFENARF, Lr—a)BH, 7V VO LARUAOEEZERNERE L TH
T 5 HRE

c T UAXR—MRETET ZA-ULF L RIE, T LR —PET 2L X)L AR & e
RNIIIEBICIRE SN2 T A-ULX L ZFED BE

< JRBRIRIC X0 B E IR K OV T R o e EwEN AR T E W E IR FEE RO 7
AR —~EHT5HEE

TR P OAEGFNREEE 2 S b BE

© A IE R OV O TGS IR & e D AR R A OHE  GREEMEMIR XUXIRER
KRR L KB N R E MRS X eg s H T 585
cEEMNEFEEAERET T, BREPICE S AR TE R, I D
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V. BEICEYT HIER

AN LY BEEEOERNDUGE TS EEmICH 2 E8F (EEEDOER & E
ST EBEME AN 2 WA, 2D ORI SIEBRIE~DY) v B 2 1L 7T
o GERZS I PSR RES IR O RN LB L RIAE N5 BE

R 7 1%

A aF YV — B WA ER

CEERT300mg 1 H 1B (WIHE 1 H 200D L ERIRNE S
< BEAI300mg 1 H 18] (WIHIZ 1 H 2@ BOkh

R Y AT = VEE D DL & ER

c FEH T4 mg/kg (FTHIX 6 mg/kg) 1 B 2 [BIFFHIRN A 5-
< B2 200mg (FIHIX300mg) 1 H 2 [ERE DS

FANVKRTFNT—FT VB uTHA RN UF MY TARBMENTNWD Z L2, EE
DOE MR E BE (HEE CCr<30 mL/min) M ONEHTEH I TRBR O REHE N BRI LT,
HRAEE OB EERSE RS (HEE CCr30~50 mL/min) X, MyEZ L7 F =2 2 HEELE
2L, EABRARLONEEGEITRAOF~OUEZ Z B L,

B ICA 2 )0 B2 725 E . BEPHICRE SNAR I EITFER ST, &
A& B0 A 72 B 2 DHERF B T G- &kt L 72,

PRY a Yy = omiER b7 7R D & E SR,

adk— bk 1IZDOWTIE, RE 40 kg A0 SUXERE D O P45 OFFFEREIC T (Child-Pugh 4y
D7 7 A AXIEBOIFEZICHY) DBE S HEFE,

P G- 4
JEHI 84 H [

R
L

BN PEFRHT X B 4E H] : Full Analysis Set (FAS)
UFZEmEZTEELSLSNTZaR— 20T XCORE
CERRHEZBRICL O RIRBROMIRER (EZWH., WKZHH) Tho L
W e &z

- IREBREED 1 [ELL EoFE

CETEA OR—ATA T =2 EHT D

ZEVEMRAT X RAEM] : All Subjects as Treated (ASaT)

BBEEZ 1 B ERE N, HAANONTZTT (aF—F 1 EPaFr—h
2) OBE
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V. ARICEY SEA

At H [ 2hE]
FEAMGEE
AREERMET A ULV ASED Day 42 OfRAIE (FAS)  (BRARFIEZE B SHE)
< ABYENT T 2~V L ZIED Day 84 DG RIE (FAS)  (BRARHIEZ BSHIE)
RIREEAGSE H
ARBEE T AL XL RJED Day 84 O EG R (FAS) (AR HIEZBSHIE)
< ABYENT T 2~V L ZIED Day 42 DG RIE (FAS)  (BRARHEZ B SHE)
c T AUV XL RARERR (REEVE T R AL L RGE R OB MERT T A AL XL R
SiE) OFEEEGREORE R (FAS)  (FRHEZEBSHE)
« 7YV 7 LGE KON A — 2 VAED Day 42 & O Day 84 DA% (FAS)  (FaFRH
xR B SHE)
AZEEPE T Z AL XL ZE K OMBPEG T 2~ )L %)L ZJE D Day 42 } U8 Day 84 D
IRFERZD R . BB ZWI R K OCERE TR (FAS)  (BKHEZBSHIE)

[Zeaxtt]
AERR, BRREME, A ZH A RO ER (ASaT £H)

FEHT B 1]

TH Y T LEKLRL—TVEIL, FNREFHBYYECTHY . A— ) VEXAR Y 2
ﬂ‘f*—/1/75§411£?ﬁf%5k@i&iﬁ%élkb)%\ INHOEFNL, Azt —
IVEEIZE D fHiF 72, RIBBRTlE, REMFMERAEBNTH D720, AT
éﬁtﬁﬁﬁ#miihbﬁ#oko

MAF CTHEBEINToAY 27V — /L ORhRE K OGN RIT TiE Ml fa A B A BRI 23 7
W=D MEEVENES B B T 2IREMEFEEDO TP KO [ FROEREEDIRE 2%
T AL RJLRSE, YV U LIE, A—aVIE, a7 VP FA T AIE, JaET T AR a—
VA, HE] ThHD,
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(& RI]
- B HEEMRD S bEAREERNDAHELEHT D)

EHEEHMEIAE -
2R — b 2O FASEMIZE T 2 FEFHMOEH OMFRIZLLTO LY TH -7z,

(REEMET A~V L RJED Day 42 O GE (FAS)  (BRHEZESHE) |
ERRHIEZ B S HIE LT Day 42 RER O ENFROANFIL, A2V — Vit 40.0% (2/5
Fl) . RV aF Y —#E 100.0% (33 ) ThHhot-, R aFV— L EOEN 3 HOIH, 2
BUNTHEARREIZL D b O T, BLEHESNTBEIXN R -T2,

VIREEE T ULV AETIE, BRARTEIRANE, BRSO K OV AR IS SR AR & e R R,
—FR, I, B, HIERRED SEETIHMEL, 209 b, BREIRO-HENEADE LI,

B REHmE H
2R — b 2O FASEMIZEB T 2RIKEFHMIEH OFEFRIZLLTOERBY TH -7z,

REEMET AL X)L ZGED Day 84 OIREIER (FAS)  (BRKHIEZBSHE)
FRRHIEZ B2V HE LTz Day 84 PR DA ZNROFRRIT, N¥ =27 —/L#E 60.0% (3/5
B . ARV aFY— B 100.0% (33 i) Thotz, RYaF Y — A O 2 flo 55, 1
BITHIERREIZ L 2O T, BAL L HE S NTZBEIIXN R -T2,

(REEPET A~V L ASED Day 42 } Of Day 84 B O EFIAAER H, B2 Wl R &k OB F 2 sh 3
(FAS) (EEARHIEZBSHIE)
- ERARAEAR DAL

AR EZ B RIVHE LTz Day 42 Rl ORFRIERZDREOFNFEIX, MHEOEISIIAR =)

V= LVEE60.0% (3/561) . ARY a2 — A #0.0% (03%]) . KEOEIATRYyaS Y —

BEC20.0% (1/5%1) . AU =)V —LEET 66.7% (23 1) Thol-, ERHEZBRH

i L7z Day 84 WRESDERIRIER N R DA NRIZE T D2EHOFNE IR a5V — L 60.0%
(B/5%1) . RV aFy—AfE333% (134 | SGEOFEIGIEARY =) — 8 20.0% (1/5

) . ARV a7 —L#E333% (1341 Th-olo, Dayd2 Kk O Day 84 Ri i ORI T, Hb

SUTHEARGE L SNTBEIT R0 o T,

HMRERMET ZA~ULE IV RIETIX, NA XAV A4 U EROERREM (CRP 55) OB %5510 LHKEE
WCBE T 2 AR (Wmk, FEURIREE, weak . fge. wRifL. SRR, REG OREBDE) ko X,
ERARIEIRI R iR, o, A, Bb, FHMIREED 5 B CHIE L7z,

- E{GR2WTEh AT

BRI EZE B3 2V HIE LTz Day 42 R O BHEZ I R OB 2h31%, fHE &HIE Sz BE 13

BHEEL b 72 < WEOEAIIARY - —VBE 400% (2/5 ) . RY a2+ —/LEE 100.0%
(BB HI) Thot, RV —LEED 40.0% (2/56]) 1TFHEARRE & S BE T, Bk

E SN BFNIN R o T, BERHIE Z B2 03HE L 72 Day 84 R S OBEHGZWI I R DO HNET

b, MEH S HE ST EE T ER G L 2 WEORIGIIAR Y2 —LEE 60.0% (3/5

B . AU P — B 1000% BBH)) Thot-, Day84 MO T, Ay — Uit

D 200% (1/5 B) (FFHlREE & AL BH T, AL & HE SN AR a7 — LB O BE TV

VRSV

TREEMET 2~V XL RE TR, BREFIC X 2EGITRICES X, EGRZH R EME, kFE R
75, Eib, FEARRED 5 B THIE LT,
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V. ARICEY SEA

- B TRRAT

BRI E ZE B3 2V HIE LTz Day 42 RO B PRI O AR HRIL, HEOFIGITR 2 ) Y —

NARE200% (1561 . AU a3 F Y=gt 0.0% (03 6) | REOEIGIIARY 27— Lt 80.0%
@sp) . RV 3 —ABE100.0% GBRH) Thoiz, ERHTEREBSIVHE LT Day 84

SHOBEFHZLENFHE O TR OEIE X, Day 42 iR OFHIN HZED Y 2o 72,

TREMET A~ VULF L RIE T, A7 U —=V JREOEE - IR TR SN EEOMRHER L. 2
U EROEREORHFERICE D&, EFEFHIRELHR, AL, B, HMiRGED 4 B CHE
L7,

7V 7 BE KON A — 2 VIE D Day 42 K& U8 Day 84 D A%E (FAS)  (FEHHIEZE B SHT)
+ L— T LIED Day 42 K O Day 84 DA 20 #f
BEPRHIE R BT LIz 5 — 3 VIED Day 42 B OME N BEOEDRIL, —ERL 66.7%
(23 B) KONEAL 33.3% (13 61) THYH ., #HAANGNTZ3BIDH 5 2 {m)ﬁ;ﬁf‘a@of:o
F72. L— 3 VIED Day 84 R OB ERR DA BRI ONTIE, 3FIRFIN—HEL T, A%

Th o7,
P A—oVRE T, BRI R. B2k VEE RIS ERE MR BT, R
2. AL, Bk, HERRED SBEETIHML, 20 HbH, BeEEIRO—EEDEERE L,

c TH U T LIEDREKIT RN o T,

-T2t
BB OBEERN (ah— bk 1 KR ars— b 20(8)
BRI O PRI X RN a2 — B (776)) T78.0H (#PH : 1~85H) . KU aF Y — L

6%%‘(%05(%I.%%6H)T%otoT#ﬂf/~wﬁ®1%ﬁ\ﬁ¢%m3ﬂtﬁ
RSO G2 — 42T oz,

BEEMET 2 LX) AERZE TR, Ry — it 9F) T 62.0 AR (& : 5~84 AR .
AUy — Uit (46]) T84.0 HIE (4GPH : 78~84 HIE]) Th o7z,

Fo, A— a3 VIERE O 3FI2FH Day84 FTOHEGEET L, 205 L0 2B EERGHIC
BAT Lo, b 2fl0MEREG IR T 2 &5 WML, 229 B AL N10 AR TH -7,

EIEH
RIWEHORBLEIEIL, RYy a3 — B 72.7% (56/77 ) . A Y a2F > — L 89.5% (34/38 f5i])
Thol, AV aF Y —ARETRD DN ERBEWERIL, BE22.1% (17/7761) . &I+ 14.3%
(11777 B1) . HFRERERE 13.0% (10/77 #) | 1KH U 7 AMdE 13.0% (10/77 ) | BEBAEGER
11.7% (9/77 f51) . ALT #9010 9.1% (7/77 #) . AST #8411 9.1% (7/77 #) . LFEX QT #EF 7.8%
(6/77 B1) . B> 52% (477 B) KOFEIZ 52% (477 H1) Thotz, RU aF Y —LEETR
LT EREWERIL, &8 28.9% (11/38 f3) | HFHERERE 15.8% (6/38 #) | &R
13.2% (5/38 i) . HOMEE 13.2% (5/38 fFl) . M Al-P ¥§A0 10.5% (4/38 %) . y-GTP #i/n
10.5% (4/38 1) . AST #4010 7.9% (3/38 #) . %I% 7.9% (3/38 H) . RARJE 7.9% (3/38 f5il) .
NS 53% (2/38 fil) . JFIHGE SRR 5.3% (2/38 f5) . ALT #9010 5.3% (2/38 f5i) | LFEX
QT #EFR 5.3% (2/38 f5l) . @k U o AIMIE 5.3% (2/38 1)) . BREEE 53% (2/38 ) . %
53% (2/38 %) ThH -7,
Ry — VB CTRO LN EERBIERIL. Wik 2.6% (277 #1) . % 13% (1/77 #l) .
BEEIZ% 1.3% (1777 611) K OWERAA 1.3% (1/7761) Tho7-,

!
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R —LBET 2 BILl BICA bR EPIRICE > ZBWERIZ. ¥E 6.5% (5/77 #1) . B
FBEREFL T 2.6% (2/77 ) | Mgk 2.6% (2/77 #]) KR OVEAIBOR 2.6% (2/77 1) Toh o7, AU =
TV = NBEORGHRICES>TZRWERIZ, WTnd 16 TR b,

WEICE ST HFEFERIT, WTILHIRBREYEMIC L VG & OREBRIT e L L HE Sz,
B, EREGHICBAT LI A—a VIERE 2 5095, 1 lTKBRFREOAEFRIZL VLT
IZE o7z, REQITIRBRIY EMIC L 0 IRBRIE L OREERITZ2 L EHE ST,

EEEZOEH (Ak—bF 1RV 2H8) (ASal)

Ryt — it AU ary—ngt

FHREE (%) FHREE (%)
HEEGL 77/77 (100.0) 37/38 (97.4)
BIEHT 56/77 (72.7) 34/38 (89.5)
HERAEFES 30/77 (39.0) 5/38 (13.2)
HELRRIEN 5/77 (6.5) 0/38 (0.0)
BhHfIEHCE - - FEESL 25/77 (32.5) 3/38 (7.9)
P 5. ICE - - EIEH 18/77 (23.4) 3/38 (7.9)
BT HEES 6/77 (7.8) 1/38 (2.6)
TIRRBERDHY | CHEShAERESE RWER] & Lz,

BB O R
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@S MAERBR (P69 3Bk : SAEANT —%) 99

PIE (REEME T 2 ~OL )L AE B 585 15

IR | LR, WA, CWER. SRR, WATRM. HEatn

THA

FEAM | REET UL L RIEICKTT DR 27— L O—RIGHIZE T D Day 42 £T
DEFLERERY aty — )L LT 5

EEVAS < BEVEAACIE, 13 mRLL BT (REDY 40 kg B> 150 kg KRl D HBE, 13~14 %D

ok B BEIX, S0kg L ETHDZ &,

- EEZ LR, LU FIZ7R 9 EORTC-MSG (European Organization for Research and
Treatment of Cancer/ Mycosis Study Group) DFZ2WiiE#E (2008 F-hR) (ZHES& | (2
HEMET 2~V 3L ZEDREERZWIG, BERZIE TR B S B Lo B

(1) file &2 Wr i
LR D a)3E by W& im =1,

a) 2RI SRR AR XA B ORI B R A . R B i TR A S X BB
HRCHEARUNHER IS & & bIT, MBSO BEET R (BRI X 2 i
AT ER R AT L 2 RFECREDOfER) bR D Z &,

P EEOME BT 5720, MR EREA R SO TR EL R R ISR S LA
L O %Z 7 a2 R (Grocott-Gomori methenamine #RY4f4) XI% PAS Yefa
(Periodic Acid Schiff Y t2) TYES 5, EfinfERGG, REMERFEICHES S
BN DR LI D wet mount ZH# AT D (B : Hrarw— L XITT T
»azEx7r)

b) W E XM T b 2 DIEGUERE R 2 n 3 ERR U EiG Lo RE N H 2D
AL D A EE T Do iR (R SRR, 9E25 2200 K R i
ZR<) OEFRBRAETT A-VVFNVRAERHERIND Z L,

(2) ERIR 2 W3]

UTOEERY. BKHEER CEEPHEEO T X TIZTOWVWTEAZL 1 D

D/ b e s €

a) 15 E /74

BB E O E & RFRIAYIC B L 72 ar Bk (10 A M 48 2 TaF ek
500 /mm? A:fiii) OHFIEZ EITTHT D

- [ IS M e R A 2 52 ) 72

v/ m AR Y . TNF-o HEREE, FFEOE /7 a—F Ak (7 LAY A= T 7
E) . X7 VAT T u s Eo Tt 22k 90 Afic&kE Sz

S AEA TV F=Y CHE ORI A ED 0.3 mg/ke/day UL EORIE B RV
FEUHIORHGER G 52T T D (T VAT —MRE T AL )L ZED B
Fabr<)

CHEEE O R AR (IBYERIFEE, HEAGRE RER L)

YEERTIRY A2 77 7 X — L RAFTII R, BREEEREEZRBE LT WEES
R TEDLEVINMERT S, BEREOREEZT 5 BE, RS SIES
& ONBER R 2 Z T I BB NEFEICES T2 2 A EESN TS, RIBKER
VT T T MBI A LT 5 BE R ORREEE RS0 BE bEE
(= i R

b) i PR Y J 7S

RGBT, IR LB EE RS EIR (halo-sign O EIXM DY) | air-
crescent sign X(XZEH D 5 B 1 DL B CT THER I D

RUE - RUE UL T, R - RUESOREG. REE. IR, BRSO A RE
XHERAE TR IND

B SRR CIX, BISMERNDEBRMRE TR SND Z LT, SMERPTERW
(IR ~D R Z &te) . BOME LD SR, AlEskEroiREE2ET
BNV T B HERDO S B, 1 DL BRI ND
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UG T UE, R A CTIRAMERA ., UE MRIX CT CHEFHE 14 25

s
SEEFHFT RN D D GE 3 & —8 L, BIEORYUEDFEHL & KAV B L T
WnZk

It DR % HERR T % 7= DI A i 2T TR b =
c) FLE Py S e
CEENRE (HRZ. EESERSUIRERE) - WBIE, [8 Miin. K
BB ORI SIER S BRI T, RIREORER (BRI Z2iRT 5
JAIRIR DR EMRA TRIRE (7T ANLVFILVRR) Z iR
SMENRA (TURSUTHIIREERE Ry O ) o i R ST RS S R e
WS HT 7 "~ F o (7 AL X L ZHR) OB B E%
X, Iy A ZE>1.0 (I{ERESUTEE M REERH 1 ETHRE S
88 Xi3=0.5 (MIBERED 2 [AlE i TR ShZ8E) &345]
(3) Bev vl
RREEARZW G O a)fE EIKF. bR EEZ TN 1 DLl Bz HE
(Bl & L CTRERS NI BEDN, BAEL (L% O R Tl &2 I XL R
PWH O FEYER 7= L=, MEEZWEE OXEERZH & LCERY )
s FLEIRT A > (BODERIRD T —T v, R BERIPODEAIRY T —T L ) &
BE BB OB ARN B G- BRI R & T ED H 5 BHE
HLERARY 7 — T VREEOSR S, BIKRMICZELTRBY, RBREOROHKE
EZTHIENTEHERE
- BMEREEET ALV AE (BRAIEREORIRIAS 30 B ATM) (CRE LI EBE

7
RN AL i

g Gln A) | B SUIMLOFREREEICIS 2R S RVREEET 20

IV ASE R
i, K= R, TAYLFo—<, XIIT LAAX—ERE T 2~
X)L ASEDBE

< PR & G e BEA OIR AR IR B R YYE SCRE A DR BEME T AL L A E
JEYYE T, WINDOBERELTEEEZ RISV EB 2O 5 EBFHE

CEEABIS T RIS ME (RO, FRIR. RA) PTEREIEKAZ4HM (96KEH]) LA
Beh Li- 8B

- PRAROERE- & LC, PURIKNETEE 2 RT EEX LN T Y — LR XIAR Y = RD
FEEE ((FFary—, Kbary—i, R aFy—,

isavuconazole*, WA XIZEHMT LAKRT Vv, TLART Y O UEERA 25
i) ZI3AMAZBL THEATIRENET AUV X)L ZEZIE L2 B (FeE
W, BRI SUTERWE]) . =% ) Xy T 4 U RPIEE KT
OO THEMARRETH o7z (BAEZAEILT AL *EiAKR

c EVEAEITTETO IS HLANICAR [ (96FERD) LLE. BRERRDIEEE L TRY o)
V=V XIAR Y a = v E RS L ERE
CEEEAESTTRIOU Ay 2T U MIBIBNHE SN TV D EGEESEK (THR)
ZRE LB L7- e

C VBRBRIYERT ORI LY . FRBRA~OBMEN T D L EZ BN FOREL
HT5HEE

OB A2 LT L T 2EE, MR B LA O O 8 B ST R e
72 EORLERIFIE, IXIEBRMIB P IC R L ED D WIIEIT T EZ N5
RERERE S (f] « RO SRR R, AN » H U O &AM LIEZE, DE
M, REER D >MPELARE, REERAEIR, LEER60a]/75 A 0 L 5l
g, MY —F R AT > b UREEME DR R ARO R, RLEE 7
TG S [Grade 20K 4 U w7 AME XK~ 7 % 2 ALSE] )

© T VSR P IR SCTR R IR R 1S kT A iR EUE X E OO EE e F ERHS
DYEEN D 5 BE
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V. BEICEYT HIER

c A —=
o SEAE 2RI T R EE O TR RE
o MEAE 2 BT U R I 22 UL Child-Pughy

- HEETEEE

- BEMER BT TR

- BEMRR R Iy
TR & OO AL SN TV D IBREDRLETHIETE R0V EH
s BTS20 1ML EOEFRREE L B X b D BE

- BRI RIS IRAR T SRR TR, SUISRFLH O Lok
© M=K

R AT ¥ N AIRLE e REEARME AR BEE . U AN90 H
PARIC DR ZE D BEE N & % B

VT XAFIAN— AT A UREZQTefMl@  (Fridericia X (¥ BazettD fifi IE{%)
>500msec D &

EEOHDHEE (A7) —=r 7HORE Y L E
VﬁEﬁL@@1%%%VL%TXiMJﬁEﬁL@@3PﬁTM£#E%)
YD T AC (HEOFHERERE) T
»H b HRE

EEDOH D BEE (HEECCr<20mL/min) . HE/EZA BT B0 BT

mﬁ¢\x@ﬁﬁ$ﬁ%ﬁﬁ%%&ﬁéﬂ%@ﬁﬁwﬁﬁ

CBBHIRA T 7 P—ARME, Ty 7T X —BRZIE, I va—A « 4

77 b=ARINARBIEZ A 5 BE

S AHAILD6 5 A P EPEDIEGMEIER 2 38, SUTBEIEREIT 1 R TR MR

LW S IZBE
R LR 2 O IREWE R R R A B D . T
% B

HLAILDSELL
PR B BB Il DO BEFE 2N B

- BEPEZ RN T RIS N TP SUTRERERR /N A LV SE 5 FE PR 5 % A T

oo B
IO N AR )VIEERE UL F DRV DH D BE

/n&’ﬁﬁf‘aﬁﬁ TR ORI ] T D #5215 VA vy a7y M

EEVERERFHIE ( L ERIR. TRN) Ik B>3AM (C96RERH]) DIEHE | RSN E R
EHMEHIEERK ( . BRI, WEN) ICEA<3HM (<O6RER]) DB | FEAEABITTRRS P IR

TR %ﬁ%"%ﬂ:/\%X AR RAD - fE ZL‘ﬁﬁﬁkIﬁ%‘@ZL‘%ﬁ?ﬂ 30 H R
AT AYEE AR EE X :MIS%JF%V/X > OWFFEAE L AT EE
T = NVHRXIERY T ROPIEREEIC L DREEEEED T, A N8RBTk
FaFy—, K¥aty—) KU ) —)L isavuconazole*, W A
FEHWT 2R T Vv, TART Y U UIREMKEETe
TLRT )V UBBATL— T ART VBT YL WAL BT T B Ak
T VR EOHEERAN D) TEY, AmE B2 TRIERADNEZ|10A (7273 Y —
VI DHH : TAT IV = UHTY REx L NRTF | )
halofantrine*, EEY N, ¥=U0 | TN T = F Pk 24BER (fh oS
FEMT NV HOA R (mrIHIy, Ve Rexag Iy [W[77AOR2ARM
AR RRIE)
EIAJRIZE B AT 7 b~rF U HURBRMEZ 7T 2 RN TWELE|RA 7 Y —=
Bl TEXY /YT T T B Plasma-Lyte’ IFR G
T — VR PR IR O Mg PR E A AR T S D Z &30 T 24k
BEH  NSLEYL—R, IANRTEBEL, VRAFI A V=T
K, Ze2=hfv, V77 T7Fo, V77, BV a—0 X
U—bh (B304 XY VD)

> 7 HiR

CYP3A4 TR S 2 HMG-CoAR LR HEH (> "R & F o |24
lovastatin®*, 7 hJLNXZA X F 1)

vIaRA7 7 I KM 241FE[H
RAT T LN, U hFeEL, =778 L Y 2415
vy h T aA Rl 24
val) AA 7 H [E

IS OEREHRIT, FAEE L CREEIEZ L L TV 5 BRE TILRBREORK 5RE -
TRIHT, SUTIRBEEO L% IC B G2 L3R5 £ TRl T 5,

LT AVEEANOEFERO Y v a7 v MIEIXI4EMET S GORMAEZELRYY) |

SEIAVEIC LD AT 7 b= v U HURHE I 2 759 2 & 281 B30T 2 SRAI B SR R P _&gauj
LW, BHBREIN T 7 b~ U B RWTREIET AL )L RIED RSB 2 R L7220 2 &

HMEAEY 7 ek 277 2 MIRRREM Pl c& 5, Y7 ahAx7 73 No&L BITIRHRIR
Z—REIC P2 2 &,

NEBRIEEEF, 7 aRA7 7 I REOE Y AT Va4 ROJFHESEEIEIS, v 7 n
BRATZ7 7 I RXRE VAT A aA REET 5 BEITIER &k CE 203, 1RBRIED24FEH O
Uy aT U NBUETHD,

* ENARKGE o EAIRGEH I
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V. ARICEY SEA

KEBRAE | HHRE L. HEROTFERREDY 227 (BU A7, IKY 227) #@ERIRFE LT
AP — VREIAR Y a7 — VB EIC 1 1 OTEELIZE Y 1T 5z,
Aot — U WA R
C R 300mg 1 H 1B (FTEIE 1 H 2E) FOFEiRN S
< BEAI300mg 1 H 18] (WIHIZ1H2[E) BOkh
AU I F Y= VB DA IR
- T 4 mg/kg (M) H 1% 6 mg/kg) 1 A 2 [BIHFLEHIRN 5
- $£200mg (F1HIX300mg) 1 H 2EREOHES
VIR XTI (Child-Pugh A =7 A XX B) O#EBRE CIX, ARAEIEES L, #E

FHEITRE (FIRNES 2 mgkgl H 20, EO4#5 0 100mgl B 2[E)
P 51
JRHI 84 H I [ RFFASIM (98 HIF) ]
fEMT RS | AR IERRAT R SR -
£ « ITT (Intentto Treat) £E[ : MEAFER b v, 1RBRIEDS | BILL B G- ST R ToEE
* FAS (Full Analysis Set) 4£[ : ME{EAL S v, RN 1 HILLEEE S, &5
{Z. CAC (Clinical Adjudication Committee : [if# ¥ EZE %) 7% EORTC-MSG D
ZWTEENE (2008 FhR) ICHES X | REEMET R UL XV R GE O R EZ W TR
RS Wi ] & HE L= R CoBRE

LARMERNT X REM -

+ ASaT (All subjects as treated) £EM] : EEAL S, BEREEL 1 B ERE S
72T _NTOEE

FEAmIE H [ 2hE]

F= AR I H
< ITTHMIZE T 5 Day 42 £ TORIETH
IR AT H

* FAS4EMZE1T % Day42 £ TO R

< ITT S£ [ L N FAS 4£EH1IC 31T % Day 84 £ TORIEI-H

- FAS M EBIT 545010 £ TOHiR

- FAS£[IZ351F % Day 42 J O Day 84 DZHEE:T A~V F )L ZJEIZ K HFE L
- FASHEMIZE T D Week 6 & TN Week 12 Dfe A 2hER (A EZEESH)IE)

FEAT E 1

BT RIIFEMED 5% EEXMEZR N Lz, BEKEO LR 10%AR0 (3E%
H~v—V) OBE, Ky aF Yy —ABHIR Y a Y — VBEHCKR L CHELETH
L LW Lo, FESME & Il S v, BERIZOEEXE O ERIED 0 K CTh 545
X, AFRIEICESE, SBIEARYa Y — L BEORY aF Y — VBRI 58
HtE RSN EfmCcE b e Lz, EHFEREIIT TV - v~ A Y —EEZHD
TR L7z,
RAENROBEDRIZT, HHEED S%EEXMEREMN L, i, 7—% DX
B OHEABRITES & e g 2 L & LT,

[Ze 4]
HERG, Tier-l DAEHFRLT| WERBRAEM, A 2 AVA 2 LEX
T Tier-1 DA EFS : [THEREREOFSR, PHRMRR R O BEOFR | R SOGBEE
DHFL, BIFEAT oA REABEO RS
ZREMT — X O IZIE, PSR 72 )51 (tiered approach) % VM7=, Tier-1 OF
FRERRIZOWTIE, PHEKD95%IEHEIXHE 2R L,
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V. ARICEY SEA

(# 8]

- Aotk

TEEMEIEH  ITT2MIZEIT 5 Day 42 £ TO LRI TR

ITT £HIZEBIT 5 Day 42 T TORKETHRIL, AV aF Y — B 153% (44288 #) . ARV =2
Y —VEE 20.6% (59/287 f) . BERIZED RHEEMIZ-5.3% (95%EHXH @ -11.6, 1.0) THY |
HEMZED OS%IEX M O ERRANFANIHE LI2IELE~Y—T 0 TH D 10%% FTEI-TZZ &0 b,
AU 3P — kT DRV 2T — LV OIEBHEN RSN T, BERIZED 95%(EHE X M O _EIRfEH
0% FRIGARN-T2Z L, BRI S 0o T,

Day 2 FTHDLRERTE (%) UTTEH)

HREBI, REEET — X O R 2
BRI LS e jjﬁ(%) H (ﬁ%ﬂfﬁ—/vgiﬁ;ﬁu:—r?—wﬁ) i
e Ry — AV ary— g | EREOHEME (%) 95%CI
A 44/288 (15.3) 59/287 (20.6) -5.3 -11.6~1.0
AT 244/288 (84.7) 228/287 (79.4)

TRCKRNTHRARDO U R

\U AT ARY R7) ZEBIKT & L7zE5] Miettinen and Nurminen 1% % F

WTHEH Lz, S%EEXM O LRBESLE~—T 0 THD 10%% FEl- 72546

Y =T — VRS LTI S HE LTz,
TS ORPSUTHERREIL, LT & A7 LT,

CI : X H

ARG -

FASH#MHIZE T 5 Day 42 £ TORIET R

A=Y — VBT

Day 42 FTHDEFELTE (FASKEH)

331 T — # =371z
BRI LS &ﬁﬁﬂnifmj O (ﬁ%:TY—W§F§U:+Y~wﬁ)T
e Ay aFy— R AV aFy— R | BEREOHEEM (%) 95%CI
T 31/163 (19.0) 32/171 (18.7) 0.3 -8.2~8.8
AT 132/163 (81.0) 139/171 (81.3)
T%tgfﬁ%ﬁéxﬁ@ Y27 (mY A7 KUY X7) #@RIKT & L7zJEHI Miettinen and Nurminen % %
WTHEH L,

7= ORMSUTHERREIT, FET &R LT,

CI : {SHHXTH

ITT MK I FAS ££HICEB T 2 Day 84 £ TOE LR

Day 84 FTHDELFETE (ITT £H)

R FHEE T — Z DEEH 7=
SR L &5ﬁmliﬁm? 2 DEK (ﬁﬁ:%fgwgﬁiyszgwﬁ)T
= Aoy — RY aFy— gt | BEEOHEME (%) 95%CI
T 81/288 (28.1) 88/287 (30.7) 2.5 (-9.9,4.9)
17 207/288 (71.9) 199/287 (69.3)
TR OTFPHARDOY A7 (GY A7 &Y X 7) ZEHIKT & L7 &5 Miettinen and Nurminen £ %
WTHEH L,

7= ORMSUTHERREIT, FET &R LT,

CI : X H
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Day 84 FTHDERFELE (FASEH)

TRES iy it
BRI LS FIE jNRH(%? oEe (ﬁ#:fﬁ—/ugiﬁiu S )
P Ay aFry— LR AV aFy— R | BEREOHEEM (%) 95%CI
1= 56/163 (34.4) 53/171 (31.0) 3.1 (-6.9, 13.1)
17 107/163 (65.6) 118/171 (69.0)
FTHTEKROTFPHARDOY A7 (GY A7 &Y X 7) ZEHIKT & L7 &5 Miettinen and Nurminen £ %
WTHEH L,

7= ORMSUTHERREIT, FET &R LT,
CI : fFHEIX[H

FASH#EMIZBIT 521 F ToHIME

Day 114 FTOERFETE TOHARM (Kaplan-Meier BI#R) (FAS £EH)

REaFY—IL RUdFY—)L
B 163 171
FET- 64 56
m _|
Log-Rank p=0.2767
60 RYIFV—IL
5 e GRUFY =)L
t 4
£ 0
(%)
20 =
#JEJ
0 T i T T T T T T T T
0 14 28 42 5 70 84 93 114
S|
No.at risk
REIFY—IL 163 147 140 132 121 114 107 104 99
ARUaFY—IL 171 158 143 139 129 122 118 115 113
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FAS M2 31F % Day 42 2 O Day 84 DEHEHT A~V X)L RJEIZ L DI

Day 42 XU Day 84 DX -5 EEBIDIFTE (FAS FH)

Ry aF > — Lt RY 3t — it
n (%) f n (%) f

Bl 163 171
Day 42 (28 1) B SE T Hi%k 31

BT 2L XL ZREIZ L DR 16 (51.6) 10 (31.3)
[ZEYET 2~V )L ZSE LIS D

RESPETTE L X S IR 132 0 (0.0)
ZOMDOEAIC L DT 3 (9.7) 4 (12.5)
CAC T & B 3ERHIE CTHIE A Ret 11 (35.5) 18 (56.3)
Day 84 (Z351) B L 1= B3k 56

M7 2~ L ZJEIC & B BT 22 (39.3) 14 (28.0)
[ZHVET 2~V L ZSE LIS D

(B ECE I & B AT T 1 (18) 0 (0.0)
ZTOMOEBIZ X B 10 (17.9) 8 (16.0)
CAC (T & B 3ERHIE CTHIE A ret 23 (41.1) 28 (56.0)

1 Day 42 }¢ O} Day 84 B¢ R OSBRI DL THIEH OFIE
HEEMET 2L X)L 2E LR B FE & fE TERWVET
CAC : IBRHIEZEB =

FAS HEFIZH 1T 5 Week 6 BT Week 12 DEZE (FR B EZEBSHE)

Week 6 DIRENR ERERHIEZESHIE) OBFEME (FASEH)

BHRER] RIHEET — X OFK) REM
7 /N (%) (B aF Yy —nfE—RY a2 — L) t
RApady—nAft | R aF Yy — it | BEEZEOHEEWE (%) 95%CI
B2 73/163 (44.8) 78/171 (45.6) -0.6 (-11.2,10.1)
HE2) 90/163 (55.2) 93/171 (54.4)

TR OTFPHARDOY A7 (GY A7 &Y X 7) ZEHIKT & L7 &5 Miettinen and Nurminen £ %

WTHEH L,
T— X ORBSOTHERRIT, Tahe e LT,
Cl : X

Week 12 DREDE EEERHAETEESHIE) OFE (FASERH)

BGRER] RIHEET — X OFK) REM
I /N (%) (RYFaFy —nLpE—RY a)F >y — g t
RApaFy—nAft | R aFy— it | BEEZEOHEEWE (%) 95%CI
B2 69/163 (42.3) 79/171 (46.2) 34 (-13.9,7.1)
) 94/163 (57.7) 92/171 (53.8)

TRCEOTHRARDOY R (FHY A7, &KY A7) %#EHIK T & L7zJERI Miettinen and Nurminen % %

WCTHEH L,
T — X OXRKBIATHERGRIL, T2 & HRip Lz,
CI : {FFE X
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- B2t

TREBRE DRI

TR 1Rl EREG SN BEF L, Ry — V#2884, ARU 3+ — LEE287HITH D |

IRBRE O G-I (FPfE, &) 1L, e s62 AF (67 AWM. 1~112 AfE) | 545 H

M (64 I, 2~112 HH) Th-o7-,

EIEAM

BITE O HEIA 1T, R+ — LB 29.9% (86/288 ) KONAR Y 2V — LB 40.1%
(115/287f51) T -7z,

FERREH (EhZno&RGHT 5 FILLEIZHB) 1L, A=Y — 8T ALT #0 7.6%
(22/288 fil) . AST #00 6.3% (18/288 fil) | Rl 4.2% (12/288 fil) | KA U 7 AMffE 3.8%
(11/288 Bi) . WEM: 3.1% (9/288 fi]) . M E Y /LEHIN 2.8% (8/288 fi) | I Al-P EEjn

24% (7/288 ) . HTHgReRE 1.7% (5/288 i) . y-GTP ¥400 1.7% (5/288 ) . AV =)y —/

FECTALTHINNG6.3% (18/28741) . ASTHENS.6% (16/28741) . M AI-PEENNS.6% (16/287H61)

LI% 42% (12/287 f) . Hly 3.8% (11/287 f5) . y-GTP #4/0 3.8% (11/287 #) . FEH 3.5%
(10287 f511) . B3 3 (A% 2.1% (6/287 fl) | JeAUE 2.1% (6/287 f5) | #HIIfEE 2.1% (6/287

B | WEM 1.7% (5/287 B) | AP EU L E UHIN 1.7% (5/287 B1) . ZIAR 1.7% (5/287 #) T

Holz,

HEZBIEHORBEE A X, AV at Y — LB 5.6% (161288 ) . AV a2V — Vi 7.0%
(201287 Bl) Toh-o7-, EREERENWEH 2 BILLEICHE) X, A=Y — /BT ALT #0

341 (1.0%) . FFHERESLE . AST #900. vy-GTP #INK %154 2 61 (0.7%) . RV =) — Lt

THIE 361 (1.0%) T o7,

BeHHIRICE > ZRIERA O BESIIR Y a7 — VB 6.3% (18/288 1)) K OVKR YU =)' — L

9.8% (28287 i) Toh oz, FEpFEHPILICESTZREWEM GBBELHIE 2 fILLE) X, A¥ =

V—VEETTLIR 36 (1.0%) . ATFESBERLE . ALT #4900, AST BEIN M OSSR 2 61 (0.7%)

RY aF Y —ABETLIR 3B (1.0%) . ALT BN OIE N4 2 411 (0.7%) TH -7,

WA E S TZRWERIZ, AV a7 —VBETIIRE L 20 o723, AU Y — A BETiE, 34
(1.0%)  (BER. RIMFEE. RES 1)) 12REBL LT,

BEEERDEHR (ASal)

RNy o — LR
FEEE (%)

N aFy—
EHREE (%)

AEHR

AIERT

HELAEFER

HEREIER
BLICE IR EFL
FTICE - =FmIEA

B HILICE o T FEHR
HHIRICE S T2 RITEH
BEPILICE ST EHERAEFER
B G- IbICE o I EE AR RIVEH

281/288 (97.6)
86/288 (29.9)
178/288 (61.8)
16/288 (5.6)
86/288 (29.9)
0/288 (0.0)
93/288 (32.3)
18/288 (6.3)
76/288 (26.4)
10/288 (3.5)

280/287 (97.6)
115/287 (40.1)
172/287 (59.9)
20/287 (7.0)
87/287 (30.3)
3/287 (1.0)
102/287 (35.5)
28/287 (9.8)
82/287 (28.6)
14/287 (4.9)

TRE D Y LHESNIEAEERE TRIIEM & L7,

BEELIL, IFREOEERGEN S, RS 30 AR E TICRRALI-ELLE
LRMRANT I RER - BEA(L Sh, 1BBRIEZ 1L ER G S/ 9 X TOHEFE (All subjects as treated :

ASaT)
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V. BEICEYT HIER

cEH LEEAEEFS (Tier-l DA EFLR)
Tier-1 DHFEFROFFEIGIL. HWRSHETREE TH- T,

Tier-1 DAEEZDFHIEHBIE (ASaT)

RYyary— | RYaFy— RERE =
BT =Y — % =3 JVRE (RYy=maF = FE—RY 2+ — L)
n (%) n (%) HEMZEOHEEM (95%CI) P i
Bl 288 287
PR RERSH D F 5 11 (3.8) 10 (3.5) 0.3 (-2.9,3.6) 0.8305
AT S U B 93 (32.3) 103 (35.9) -3.6 (-11.3,4.2) 0.3633
DHEL
B R S B o H4 47  (16.3) 55 (19.2) 2.8 (-9.1,3.4) 0.3724
B AT oA RpEd B
Dt 23 (8.0) 20 (7.0) 1.0 (-3.4,5.5) 0.6431

f Miettinen and Nurminen %

CI K O P EIIMEATFHENZ IR - TR L7z,

AEHRIT

. BB OB GG, Aotk E 30 HEE TIZHBL L e HR L HEF LT,

RS RERI D F 4 « AST XIiZ ALT 728 ULN @ 3204 EISHIN/> E U L B 223 ULN O 2 {5 5L B8,
DO[EIEFIZ, ALP 28 ULN @ 2 (5RO TG CREOBIHIY A & v A2 HD < WM TR O] & L HE I
HHTHER)

JFRRERE O FHIL, 1BBRIEOE GHMEN S, k5 7 At E TIORB LI ER24E5 Lz,

CI : {SHHXTH

2) REMHER

LR L

5) BE - WERKER
HEHVEMAERER (P00041 3Bk : AFANF—&) 10

ISES BEER P IR R N B SUIANMMA CTh 2 REMHHEEIERE (F—2 L ba—%&
B2 (DRC) HIEIT & D HeERZ W I SUIERKZ W) 336 141
R Gk
S Zhtiae LR, FEXIHE, FEE e
H Y FRYERHTE TR AN L SUTARINE T o 2 RIEMEEFEERE (DRC HIEIZ &L D
TEZ W SUIBRIRZI ) 26 RIC, RYa )y — /Ui NIgEROLelt, 28
PE R O 2P 2 FHl 9~ 5
7 < 135 BB (PRI K O H)
BESEE | LFOWTNICEEY T 2 REMEEEE (HER2WE RG] 8
(1) FRIERI DU R TR M N B2 SIS AT e IR IE D 2o
(2) IEHER PR TR & RRBR O H 2 BER L (3 Ema&D ﬁ‘ﬂ%@ﬂ%ﬁ}ﬁ‘
AT D IR ERHTEE RN O Mk 25 A rlae 72 llas A~ & (B ek
F) LTV D
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V. ARICEY SEA

7
RN I i

TR SOEFR L O Lotk

« T VSR P ER T e B EEE O UE S OO R B S O BEFE IR

< FIRFEATE O MR (REMEEKREICE D2 L0 ER)  ZRM%EEL
JE, MR M EE, BEOMMERE, mEO L THIM, ZELTW5
Thdi, HIVEERER, A b AT a4 L 2R TR <

T VREFN M EER L, B RRBIERE L DT RREER S D Z &0
HHILTWAIEDRE L.

< T VRPUELE KO ME R ST AR T S 5 oM

s MY =R I T A u A ROBREEZIFT TN ABRE

s MU =BT MU R 7 BUNIZEE LD 20%E0 QTe gz B 75
B

BT o2 A EEE FFIRNSUTRO) &2 RFFCE S X3RS T EN
»H5H

- FFHSBEMRAE © ALT XU AST> E4 EFE (ULN) @ 10 %
VEBRFMEAOHIEIC LY . RV 3 — L DA K O 2 o AT A I
(2T D ARENEDS & D BRARER X Tt ez A4 284 Bl : A1 F AT vA
VAL g, RV ST R dE, AR SS)

< SERA S 72 BRSNS 0 R

< TRBRE GRS 24 RER AN O P 3R EE7e N TR 2R 4 255 L T\ 5 B

AR 7 1k

N GE

R 23— U ORI 2 ABE X 200 mg 2 1 B 48], BFE%IZ400mg % 1 H
2\, BEOIKBHMBAE &b ICROEE

sk H

R — U QR 400 mg & 1 H 28], AE IIBMHBAIE & biokkn
%45

P F- 1
28 AL ko, REEMEEBEEOEROEER 7 AL (k& 365 H)

FRAT X
S

BN FRAT 3 R [

* ITT (Intent-to-Treat Subset) : JRERIEZA 1 [RILL B G SN 7c X CTOEE

- MITT (Modified Intent-to-Treat Subset) : ITT @ 9 &, DRC 2MFEEPEELEE (7
TERZ W ERRZ W) 2y SRR HER LI B S ) U AR Th 5 &HIE
Li-8E

TR AT I, MITT % %82 Eii L7-,

Z AR VERRMT o R

+ All Treated Subjects : JEBRIEZ 1 BILL LG SNz X CTOBHE
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V. BEICEYT HIER

BRGECYE!

[ 2h]

F= SR TE B

DRC HIEIZ L DR THE (End of Treatment) D12 BE: B FHE IZ XT3 DA 203

IR AT H

IRBRIREE HBRLAD D O 372 H R OR B EEE RE 2K O dspergillus JBIZ &
212 BRI B E FRFE O A= A7 T

- AR B R E B AR K OV B R = B O TR R i - 30 H R D AEAFOH|
4 (REMEFEEEOETEOIER B OES)

I BEOETFICET L, IR IR G 30 B E CTIE LT,

< JREHE THRE (End of Treatment) : JRBRERMEIEES H (R 5 %4 14 AL EHErL
T2HAX. TOFWRIORKES H) b 7 A% (RBRIER GBS 372 HLN)

AR BAREER, BER2EK OCER PRI ES X, BeRY, —HEY. R
2. BALXITHEARREREZHE, TEBIRO—MENEHTE L, T 5L
L7z,

- ERIRZR 2R, —EED. AE, BOUTHERBEOWT AL D HE, B8
B ON—HBhEmzhe L, TN =B E Lz,

BRI KR HEEEK, RE, ZERLonTA LV HE, HREOHE
WREEDHE L, FRLUSNERE L,

PR AT E 1]
TR H I, R

HEEDOFKNER 2 % 8 fiZ/4y¥E L., DRC NHE L=
JEL IR L B 1) i D A7 D 3R 2 B M

L7,

(22444 ]
AERG, WRBREME, S 2T A ROLER
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V. ARICEY SEA

(# 8]

XINEENR D 5 LGRS N FHFEICBE D DR OB ERT,

- B

H‘EEEWHFEH :
DRC ¥I X BB T (End of Treatment) OREMEREREICX T 2R ENEOHEF
MITT (235 ) 276 %#& T (End of Treatment) {2 &M E FHIAE %3 2 A2 K1, 50.0%

(119/238 m) ThoT,

FEMERMEICNT S End of Treatment DEZFERERFIDRENERE (DRCHIFE) (MITT)

Ji IR L 1 L A i /N (%) (95%CI)
T AL F )L ASE 45/107 (42) 33~51
A RRVNN i 7/18 (39) 17~64
a7 VHA T R 11/16 (69) 41~89
L— 1 JLE 6/11 (55) 23~83
IRETTA NI a—Y X KOHEHIE 9/11 (82) 48~98

CI : X H

BIKEHMIE B : AFOEE M OVEGFYR (R B EE 2 E)
MITT (28T D IRBREEE A 5 30 H 2 O A OEIA :t 56.3% (134/238 ) T -7z,
F 72, MITT (2B BRI 5BH4E 5 D 372 H B @ Kaplan-Meier DT IZ X 5 1585

372 HEF R OAFEREIL, 45%Th -7,

MITT (28 1+ 5 RER R EBIA N S D 372 BRED Kaplan-Meier i%(2 & % 7R iR
1.00

0.75

0.25

0.00 4, ; ‘ ; ; ; : ;
0 50 100 150 200 250 300 350
SFHR
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V. BEICEYT HIER

- REH
1B BRHE D Wik FE R I
All Treated Subjects O 330 FllZ 351 HUREEHIF O P REIX, 1025 B (#EPH : 1~609 H) ToH o7z,

EIEH

BIEH ORBLEE 1T 42% (140/330 %) Th-o7-, EREWERIL, 9% (31/33041) . MEH: 6%
(19/330 f51) . HE% 5% (16/330 f51) . 5EJ 5% (15/330 f51) . ¥ 3% (11/330 f5) . ify& GPT
BN 3% (117330 1) . 1iiE GOT #4001 3% (9/330 f51) K OVR9% 3% (9/330431)) Th -7z,
HEZBIERORBEIAIT 11% (35/330 #) THoitz, 3 BILLEICRE L= EERBWER X, 3
MR 1% (4/330 6)) | JFBESR E5- 1% (3/330 #1) . ML 1% (3/330 #1) | MEM: 1% (3/330
Bl RO%Z 1% (3/33041) ThHhoT-,

TRERER K 5 BHIA O &5 7 H1% £ T (Treatment Phase) OG- H11E VI T ICE > T-AEHFHS
DB, 3% EICAHA LN ERIEROF EFRIL, FRAE 7% (23/330 #) . 2ArkE§ErE A m
JREAT 4% (12/330 f) | FEEHELT 3% (10/330 ) | Zld#s A4 3% (10/330 f51) | PR IR 3%
(9/330 %) . ELEEREYE 3% (9/330 %) TH o7z,

TR 5 8 %205 30 H#%2 £ T (30-Day Follow-up Phase) DFRERF LT TICESTZH
EELD I G, 3% BIZA DN BRARIEROFFHEG L, SrEE e B s EIT 3% (10/330 i)
Thol-,

HEEZRDEH (All Treated Subjects)

FHREE (%)

HEEGL 323/330 (98)
BIVEHIT 140/330 (42)
ERLAEFR 244/330 (74)
HEHEZENER 35/330 (11)
B G-d 1k I T E > 7= HEFES (Treatment Phase)

BEARSEIR DA EHHE LS 132/330 (40)
R AR MR A B D A E 4 16/330 (5)
B EPIE I TICE > 2 FEFS (30-Day Follow-up Phase) *

ERARSEIR D EHHELS 60/330 (18)
BRI A B O HF G 7/330 (2)
P I725AHY (Probably) | Xid TEBLHE B WL (Possibly) | EHESNT-AEERE RIE
Hl & Ll7,

W BEFEGLORWERIZIRBREE 5560 O Bk 5 30 HE E CICRBLITEL Lo FR 2 £ L,
FILICESTEFEHEREG, WCILE-AEHG, BEERAEFRLOEEZRER X, REBRSGZICHE
ERG L L THE SN FG R EE L,

R E 5060 O Bk 5 GRBEREE G ol & &Tr) 7 H#% £ T (Treatment Phase) OHFHR L L
THRESINTHIE XTI CIC R T AEFLER P I IR CICE oA EFREG, IR KRE 8
H#% M5 30 H# £ T (30-Day Follow-up Phase) OHGZ BT (E I CICE T FEHEG L L,

S 1 ENTTRBR IR RS- 8 H% 5 30 H# £ T (30-Day Follow-up Phase) PARRIZFETS L7223, 1GBRIEE S
BRI D Icfed% 5- 7 H#% £ T (Treatment Phase) DA EFEHESR & L THEFShT-,

ZERVERRNT RIS ¢ 1B Z 1 B B S &= _TDHEE (All Treated Subjects)

) AR ERER RS, AAOME - BEIZ, @F. ZAERYa Y —1 e LTHIRIE 1R 300 mg %
1H2E 2HBUREZ300mg % 1 H 1A, FLFIRT A 2265 90 73 B2NT TRRARICARHETH 5,
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V. ARICEY SEA

(6) AR
1) ERARERE (—REARERE. FEEARERE. CARBLERAE) . ERFTR
T—2R—RAE. HERFTEBERIRONE
a) (KRB DB O BE TR T 5 Z ORI BT 2 e ks (FhE)
HEOBR FIZBWT, /7% 7 4 A%E 100 mg KOV 7 W7 ¢ V50 HE 300 mg 2 L
EEOY L, KERE N OREEROBEICE T 2EEEIC OV TRFT 5, T, KIKE
DBE, FiEOBREZTNETNICEBIT 2 Z2EIC OV THIRET 2,
b) /b LA IR YE B2 BT 2 H M ORI BT 2 R e il oA (SEhE )
HEOBR FIZBWT, /7% 7 4 A%E 100 mg Y/ 7 W7 ¢ V508 300 mg 2 L
7= A0 BT B BT AR O W TR 5,
c) [E PR 73 BlERK O SEANE S ME O ffesR I BA 3 2 FeE il H il & (SEMEH)
)7 4 VEE 100 mg KT 7 Y7 ¢ VE TR ERE 300 mg (ORAD) (Z31T D hE 12 B
LR (EANERRDBEER) ORI B/ ERIERE (MIC) ORIEIC XY R 5,

2) BRRBFEHL L TREFEOHABRIXEHME L -FHE - ABROME
IR Y A 7 R 2 RE O B EYNIEMT D 2 &

(7) T Dt
1) QT/QTc FHEKER (P02489, P02810, P02811, P02812 R UL P02862 SAEBRD B ST OISR -
SNEAT—%2) Y
SME AR AR 3 — R OB a2 &5 L2 & &0 QT MIIRIER D&%+ 5 7=
O, IR EEEB (P02810 #ER) 1A T, 7 BARRRAERRE L2 4 38 (P02489,
P02811, P02812 }TF P02862 #liR) % Fhi L7z, 189 fil (RH =) — Vit 173 5, 77 ARRE
16 ) Z &G0, [F—FEL CHEER R OLER ZFEE L, S RBROLEXT —% 20 Uikl L
Teo WY aF Y — LRRZITLME (38%) RUEHHERE (14%) BNE TV,
B 5% 12 BRI DO QTCF M D_— A F A )b DAL EO BRI EE FITRT,

£ QICFREIRDOA—RSA UMLDEHELLE (RE5% 0~12 BRE)
BEBRAADRYIF Y —ILBOBEK400mg XIETS5tRE 1 B 2EEE LERHER
(P02489. P02810, P02811, P02812 B Uf P02862 54 5&)

. R=AT A UING DV LR
i th i FEIE YR 72 fe/ME R fE
RYyaFy—gE | 173 -4.67 -5.59 10.86 -50.50 25.33
75 R 16 275 -3.20 14.70 -23.83 33.00

AY o — R O RRBIR O G - HE

+ P02489 5Bk : 400 mg 1 H 2 MR M52 10 HRE (ZOf, glipizide % 2 [A] H[a]# 5.)

- P02810 7Bk : 400 mg 1 H 2 EIR ARG I 78R 1 H 2B A &KE5% 8 HIH

< P02811 7kB% : 400 mg 1 H 2 [EIRE O 5% 8 HH

- P02812 7k : 400 mg Z Hi[E], D% 400mg 1 H 2 EREOEE-% 8 H M

- P02862 7ABR : 400mg | B 2[EIFE N 5% 8 B (2D, #27 vV Ax% 2 [EHEEHEE)

QTcF IO T ZAL B2 fEYT L7 R, AR a7 — LR T K O SRl 759-5 msee @

QTcFHIREDOZALFRD Bz, [A—E4TO QTcF RIE D LW B ED R K EIL, A=) —
JLEE (25 msec) 2T T B2AREE (33 msec) TRE Do T2,
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V. ARICEY SEA

DFEIEAT OFERN G AY 29— Vg NIRRT IR B T QT bRt R 2 #3847,
D HAIZAALIE QTe MM D IER 2 EBOFHN TH 5 Z LR S,

) RHFNEFIER RS, ARORE - AEE, 8%, RAZEAR =Yy — e LTHIRIK 1 E 300 mg %
1H 2B, 2HBLREZ300mg % 1 H 1AL, FOEIRT A 258 90 2320 TF TRARICRTHEHE TS 5.

2) BHE I/ EIMERE (P05615 RERR U P05520 RER : AEAT—4)
T 1 R R A 4 O RS I K18 F298 OO T 85 S TR IR B W QNS M B AR L2 ok DAL SRR
PES IFPERIAEZ AT 5 T FRI SN D BEICH LT, BEEELEOFRELE LTRYFa) Y —
JVOFER] (PO5615 3BR) XUEFHEKR (P05520 #lR) A5 L7 R aF > — Loy aE)he
ROtk 2 Rl 2 % 0155 1A S5 A, FERTHRBR 2 2 h T 3EhE L7,

Ry a3y —vosERlE Vil (P05615 #ER) 'V TIE, 210 Flic ARV =Y — L EERIZ ) H
[Z1[E1300mg % 1 H 20, 2 HELAEIZ300mg 2 1 B 1 EREOEL Uz (58 o i 28
HE)

BIVERBLEIAIX, 40% (84/210 fl) Thoiz, ERBEWEMAIZ, o 11% (23/210 Fl) . FH
8% (16/210 %) . JE¥E 4% (9/210 1)) . W&AE 4% (9/210 #41]) . ALT #9011 4% (9/210 1) . AST
BN 4% (8210 511) . AKAH U & AHLIE 3% (6/210 51]) . _EREERIE 2% (5210 1)) . LR R 2%
(5210 ) . FFHEREMRAS L 2% (5/210 f5) | 1RV UERIMAE 2% (5/210 ) | 8% 2% (5/210
B . BE 2% (4/21041]) TH o7z,

R a7 — VORI A AR (P05520 #Bk) DT, 237 BlCRY 2 — L EER &
MIEWZ1E300mg % 1 H2E, 2 HELEIZ300mg 2 1 B 1EFLEIRT A > bt L
(B H-WIR O SfE 9 HIR) .

BIEH S BB A1, SRR 58T 30% (72237 #) Tho71-, EREMEHIX. FTH 8%
(19/237 1) . Hls5% (12/23761) | 32 5% (11/23761) | WEMH-4% (9/23741) | KAV T A
MIE 4% (9/237 61) . BF 3% (7/237 61) . JEYE 3% (6/237 f) . ALT ¥4hn 2% (5/237 f31)) .
M e U LE 2% (5237 F1) . BRR G 2% (523761 . BEELEE 2% (4/237%1) | K~
TR T NSE 2% (4/23761) . F D FEIE 2% (423761]) Tholz, K< BB ENBA IS
WCRBEET 2 HEFS (BEAEES 1% E) X, 7 —T7 VEEEAIER 2.2% (6/268 #) . HEA
ERALMAR 1.5% (4/268 B) . BT —TF NEFETNRLEE, 737 T VR BT A S ONE NER AT IR
A 1.1% (3/26841) Th o7z, BIEH CGEBLEIA 0%E) 13, AN 0.7% (2268 %) K&
OVENEE RS 0.4% (17268 1)) T -7z,

BRI OWTIE, VL 1. 2)3) AEANREREEIETHEE GHEAT—%) | OESHR

H) ARA AR R D, RRORE - AEiX, 8%, ARy —v e LTHIA I 1A 300 mg %
1H 2Bl 2HBLBEZ300mg % 1 H 1EL, FOEIRT A 2258 90 23 20T TRARICRTFHEHETH 5.
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VI. ENERHE(CREHIHHRE

1.

2.

REZPHICEEH S LEVMRITILSYE
FUTY—AREEY (RY2FY = TraFy =i A hTFaty =)
FEE B0 D 2 (LAMOME - HREIL, RFOBTIRLEBRT 52 L.

XBEEM
(1) 1EFRERL - IEFAF

R aFy — TR ARY N EET AT Y — LR EEECH D, FYaty— it B
AR ORIBE AR T 2= L T AT o — L OAEGKERET D, TOME, =LIRATr—LD
B L 0 MO Ess b &k OWRE BE OREIR T2 E I D,

AV a3 — ik, Aspergillus J&. Fusarium J&, L—=2a)VH, 7 2E7 7 A I a—vALVH
JEOJRINERE, “IHER. RERIKE. Candida J& X Y Cryptococcus neoformans \Zxt LT in vitro
MEEFENEZAT 5, Aspergillus JEIZxF L CIIREREM 2779728, Candida J& 2% L TlE—#D
B A bR & SRR 2R,

) EMERFT 1+ HHEBREE
1) {fERBFICEd 5
Q= NITRATu—LVEREEER
RV aF > — ik Aspergillus B O Candida B TOxT/VIAATu—LOAEEREREL, £0D
EEDICHMEIT 0.07~03 pgmL Tho72, /o, RYaF Y — Lz EGL&ET ) — VAT ER
D ICso i & MICE & ORI FIBIE A 23580 H iz,

@CYPS1 BER L7 YV —NVRHIEAR L OBSEDILFHEE 1D
A. fumigatus 13572 % 2 OD cyp51 BE T (cypSIA K eyp5IB) #H T 5, RN at > —nixt
T DM 59 % A fumigatus D CYPS1AFESE & 7 — VR EFE K & OEA RO SLIREE
DR AT 272, CYPSIA O LREEIALOIHIZIE, Ry =2 — VR OR Y a5 — L
FHEAERTDEMAH Y, SHICKRYaF Y — ik, RIS EFEEMRT S CYPSIA OF
DEALNFE D BT,
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VI. EMERICEY SRR

A. fumigatus B3E CYPS1 £ 7 V—ILRMEEE L DEEROBEEHLOEE

A. fumigatus B3E CYP51A-PSCZ E &K A. fumigatus 3 CYPS1A-VRCZ B &K

'51\, a7
j L7

PSCz

CYP51 MiEMERHL
(NLFEEF) (NLFEEF)

CYP51 OEMERAL

A. fumigatus IR CYPSIA LR at >y — () | RV aFy— () &OEEEOEEHI O

EERT,

PSCZ : RY =) —/b VRCZ: RY a) Y —

R BEOH LB ORRE « IREL, BHOETRX ST D &,

2) MRE{EA
Oln vitro WEBEER 19
1) BIR 7 BERR M OV TR BT R 3K LS ﬂﬁﬂéﬂ ARE S 2 7R EL B O R
<[EWERIR o BER I L O TR VDR SOV FAR S M 2 7R L D S s M >

RIS E%ﬁf;IW%@%%-&U@%M%?-@%EM“ YHERE. 19000 BRI in vitro Bt
BREEMERE LTz, ZORER. RV 2V — i Aspergillus J& (A. fumigatus. A. flavus, A

niger. A. terreus %) . Candida J& (C. albicans, C. glabrata. C. parapsilosis, C. tropicalis.

krusei, C. lusitaniae, C. guilliermondii, C. dubliniensis %) . Cryptococcus neoformans, Fusarium
B, L—=a VB (Mucor J&. Rhizopus J&. Cunninghamella J&. Rhizomucor J&. Lichtheimia J&

(Absidia J&) . Apophysomyces J&. Saksenaea J&. Cokeromyces J&) . 7 BET7 7 A KIa—v
AR OHEOJRINERE (Fonsecaea J&. Scedosporium J& . Pseudallescheria J& . FExophiala J&

(Wangiella J&) . Phialophora J& . Cladosporium J& . Cladophialophora J& . Alternaria J& .
Bipolaris J& . Aspergillus nidulans %) . B E & (Histoplasma J& . Blastomyces J& .

Coccidioides J& . Paracoccidioides J& . Penicillium marneffei, Sporothrix J&) K ORIk

(Trichophyton J&. Microsporum J&%) ORI/ Ix L TEN-MEEEHZ R Lz, 9 BEN
B IR T BERR O EZ IS O W TR RS, S B2, & MEPUE E I I W SRR % o
Aspergillus J&. Candida J& X3 2— =V B FEDRFIK S f’a"ﬁﬂi IxtLTH R a Yy — I EN B

HEEHZR LT,
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VI. EMERICEY SRR

ERNERR D BERE (Aspergillus &) DREZMHE

BB & % D MIC XX MEC & (ug/mL)

dj’kg) B 50%, 90%., FEY : SSTEIE (FEE)
PSCZ VRCZ ITCZ FLCZ | AMPH-B CPFG MCFG
) 0.06, 0.12 0.25,0.5 | 025,05 | >64,>64 | 025,05 | 0.12,0.25 0.004, 0.008
A. fumigatus
(25) 0.085 0.34 0.29 >64 0.33 0.18 0.0045
(0.06-0.12) | (0.25-0.5) | (0.25-0.5) (>64) (0.25-0.5) | (0.12-0.5) | (<0.002-0.008)
0.25,0.5 0.5,1 0.5,0.5 | >64,>64 1,1 0.25,0.25 0.008, 0.008
A. flavus
(10) 0.29 0.76 0.50 >64 0.93 0.22 0.0063
(0.25-0.5) (0.5-2) (0.25-1) | (64->64) (0.5-1) (0.12-0.5) (0.004-0.008)
) 0.5,0.5 1,2 1,4 >64,>64 | 0.25,1 0.25,0.25 0.004, 0.004
A. niger
(10) 0.38 1.1 1.4 >64 0.44 0.22 0.0032
(0.25-0.5) (0.5-2) (0.5-4) (64->64) | (0.25-1) | 0.12-0.25) | (<0.002-0.004)
A. terreus L L L L L o >
(5) 0.14 0.29 0.29 56 1.1 0.25 0.0039
(0.12-0.25) | (0.25-0.5) | (0.25-0.5) | (32->64) (1-2) (0.25) (0.004)

— 10 ERmOL S, BHET
PSCZ : R¥aF v —/) VRCZ: RV zaFV—n ITCZ: A ~ T2+ —/, FLCZ: 7/aF > —),
AMPH-B: 7 LK T U B, CPFG: #ART 7 ¥ MCFG: I 77 v F
Fik 1 2005~2014 FIZREIRIGIA D & 0B S A7 B 238 MR K FEFTEREEIC KT 28 A Mat LTz,
BEIR - MAAE#EZ B4 (Clinical and Laboratory Standards Institute, CLSI) ¢ M38-A2 {EIZHE-3&
MIC/MEC Z#5f L=, &¥ =5 —/L, VRCZ, ITCZ X TN AMPH-B T, Bl LV Eo7mLE4R
FEEIERA BN D HR/MRE, F72 FLCZ Tik. BEIC X V) 50% DI ERRIER 7 b5 i/ N IE
&, ENZI MIC & L7z, CPFG ! MCFG Tid, BfER OB LV /&, < ar s

N 7RI R &R RN R & i /ME R R EE (MEC)

&L,

10 BREL b o> B bk Il Br 3 o

MIC/MEC fE X ¥ . 50%&% T 90%LL EODIE ZHIET HIRE (LN EH, MICso/MECso 2 Y
MICo/MECofi) ZHH L7=, F£72. MIC/MEC D% EEaEH L=,
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VI. EMERICEY SRR

ERNEGER D B (Fusarium BRUL—2J)LE) ORZH
RS & % D MIC XX MECfE (ug/mL)

(ig) B 50%, 90%., FEY : SSTEIE (FEE)
PSCZ VRCZ ITCZ FLCZ AMPH-B CPFG MCFG
) >8, >8 8, >8 >8, >8 >64, >64 2,4 >16,>16 >16,>16
Fusarium J&
(10) >8 8.0 >8 >64 3.0 >16 >16
(2->8) (4->8) (>8) (>64) (2-8) (>16) (>16)
1,8 >8, >8 >8, >8 >64, >64 0.25,0.5 >16,>16 >16,>16
Mucor J&
(10) 2.1 >8 6.5 >64 0.33 >16 >16
(0.25->8) (>8) (1->8) (>64) (0.25-1) (4->16) (>16)
RhiZOpuSF% L L L L L L L
7) 0.45 >8 0.61 >64 0.45 >16 >16
(0.25-1) (4->8) (0.25-2) (>64) (0.25-1) (>16) (>16)
) 0.5, 1 >8, >8 4,4 >64, >64 4,4 >16,>16 >16,>16
Cunninghamella J&
(10) 0.57 >8 2.8 >64 43 >16 >16
(0.5-1) (>8) (1-4) (>64) (4-8) (>16) (>16)
Rhizomucor@, o o o o o o o
) 0.50 >8 0.71 >64 1.0 >16 >16
(0.5) (>8) (0.5-1) (>64) (1) (>16) (>16)
Llchthelmlaﬁ T, T, R T, R R R
(Absidia J&) — — — _ _ _ _
(1) (0.5) (>8) (1) (>64) (1) (>16) (>16)

— 10RO SBES, AT

PSCZ : R¥aF YV —/) VRCZ: RV zaFV— ITCZ: A T2+ —), FLCZ: 7/ a3+ —),

AMPH-B : 7 A&7 U v B, CPFG: W AET7 7 ¥, MCFG: IH 77 ¥

F7E 0 2005~2014 FIZERIRIRIE D b 3B S VT2 HEE 238 RO FEIIE RIS KT D2 M Lz,
CLSI ® M38-A2 {EIZH-S % | MIC/MEC Z#Ft L7z, R¥ =) > —/L VRCZ, ITCZ &' AMPH-B
T, BRICE W EOREEREEFIEND LD 5/MNRE, F£72 FLCZ Tik., BEIZ X Y 50%0
REMLNAON D IR/NEE SR, THZE MIC & L7=, CPFG &' MCFG TiX. HRKL UK
WCEV/hEL, W 2oy M BRERTR/NBE 2 R/AMERBE (MEC) & L7z, 10 %Rl E
O HERE TIXPEBREY O MIC/MEC L V. 50%K N 90%LL EOMO R E ZHIET 5iE (ZhE
. MICso/MECso }2 U8 MICoo/MECoo ) ZHH L7z, F72. MIC/MEC O ¥4l 2 FH Lz,
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VI. EMERICEY SRR

ERNERKR DB (Candida BR Y Cr. neoformans) DR

i BRI & 2 D MIC XX MECfE  (pg/mL)
(%{) EEY : 50%, 90%. FEY : (T (HEE)
PSCZ VRCZ ITCZ FLCZ AMPH-B CPFG MCFG
) 0.008, 0.015 | 0.008,0.015 | <0.015,0.03 | 0.25,0.25 0.5,0.5 0.25,0.25 | 0.004,0.008
C. albicans
(25) 0.010 0.0074 0.020 0.21 0.41 0.18 0.0050
(0.004-0.015) |(<0.002-0.015)| (<0.015-0.06) | (<0.12-0.5) | (0.25-1) | (0.12-0.25) | (<0.002-0.008)
1,4 0.5, 4 1,4 16, >64 1,1 0.25,0.5 0.008, 0.008
C. glabrata
(15) 0.91 0.48 1.1 18 0.66 0.33 0.0082
(0.06-4) (0.06-4) (0.12->8) (4->64) (0.25-1) (0.25-0.5) | (0.008-0.015)
| 0.03,0.12 | 0.015,0.03 | 0.06,0.12 0.5, 1 1,1 1,1 0.5, 1
C. parapsilosis
(15) 0.031 0.016 0.045 0.42 0.76 1.1 0.55
(0.015-0.12) | (0.004-0.06) |(<0.015-0.12) | (<0.12-1) (0.5-1) (1-4) (0.25-1)
o 0.03, 0.06 0.03, 0.06 0.06, 0.12 0.5,0.5 0.5, 1 0.25,0.25 | 0.008,0.015
C. tropicalis
(15) 0.026 0.026 0.063 0.42 0.57 0.21 0.0098
(0.004-0.06) | (0.004-0.06) |(<0.015-0.25)| (0.25-1) (0.25-1) (0.12-0.5) | (0.004-0.03)
) 0.12,0.12 0.12,0.25 0.25,0.25 16, 32 1,1 1,2 0.06, 0.06
C. krusei
(10) 0.12 0.13 0.22 20 1.0 1.1 0.063
(0.06-0.25) | (0.06-0.25) | (0.06-0.5) (8-32) (1) (1-2) (0.03-0.12)
C. guilliermondii L L L L L L _’_
(5) 0.13 0.072 0.38 3.0 0.38 1.0 0.19
(0.12) (0.03-0.12) | (0.25-0.5) (2-8) (0.25-0.5) (1) (0.12-0.5)
0.12,0.12 0.12,0.12 0.12,0.25 4,4 0.5,0.5 16, 16 >16,>16
Cr. neoformans
(10) 0.10 0.095 0.16 3.0 0.44 16 >16
(0.06-0.12) | (0.03-0.12) | (0.12-0.25) (1-4) (0.25-0.5) (16) (>16)

- 10 R O%E, Biwd

PSCZ : R¥ =)' —)L VRCZ: RY a2} —jL ITCZ: A vZ =2} —n FLCZ: 7)a)t >V —,

AMPH-B : 7 AR F U B, CPFG: HWART 7 X2, MCFG: I 77 ¥

J7¥E 1 2005~2014 FEIZEFRERE B3 S N FRE 238 Mo REPTE RIS 2 B2 2R Lz,
CLSI M27-A3 {EIC#-3& . MIC/MEC ##i7t L7=, AMPH-B TiX, BRICX Y EoOmER%F L
DAHOLNDIRE, ZNLSOIEY TITHA LN RBE IR AN R/NEEZ, ZHE MIC &
L7z, 10 8RLL EOBER TIIgiBREEY O MIC/MECE X ¥ . 50%K& T8 90%LL EDORRD IR E Z k35
BE (NI, MICso/MECso & T8 MICoo/MECoo ) ZHFHI L7, F7=. MIC/MEC D% FH)1il
FEHL,
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VI. EMERICEY SRR

MEREFEICTMHED 4. fumigatus DHZ

WERERY & = D> MICE (ug/mL)

A-{gg%m B 50%, 90%. FEE : TRIE £ AEHERRE ()
PSCZ VRCZ ITCZ AMPH-B
0.25,0.25 0.25,0.5 0.5, 1 0.25,0.5
— , , , ,
i 7';2];?)&% 0.169 +0.108 0.267 £0.210 0.415 +0.564 0.339 + 0.209
(0.0625-0.5) (0.125-2) (0.125-4) (0.125-1)
0.25,0.5 4,8 0.5,0.5 0.5,0.5
ARY 3F ) — Uitk ’ : : ’
(12) e 0.33£0.22 5.33 £2.05 0.74 £ 0.25 0.52+0.144
(0.25-1) (4-8) (0.5-1) (0.5-1)
0.5,0.5 0.5,1 8,16 0.5,0.5
A £ T aF =itk : : : :
(25) it P 0.48 £0.12 0.47 +£0.20 7.56 +4.58 0.40 £ 0.20
(0.25-1) (0.25-1) (2-16) (0.25-1)
0.25,0.25 0.25, 1 0.25,0.5 4,8
7 LART Y 22 Btk
(15) 0.25+0.0 0.34+0.25 0.27 +0.08 3.48 £2.26
(0.25) (0.25-1) (0.25-0.5) (2-8)

PSCZ : WY =Y —/L VRCZ: RV a3+ — ITCZ: A hF a3}V —)L. AMPHB: 7 ALHR7 U B

T:1994 48 1  ~1998 ££ 12 J]IT Detroit Medical Center T4y Hiff & A17= B PR 45 Bl ik,

Itk EBRAICHE L SRR ERICHYED A, fumigatus DREZMEEHiEHL 72, MIC (X CLSI ® M38-P
BIHESE WE L,

MEEZEICHMERIFERZEDENEKR DB Candida BDRZ1E

i MIC MICfE (ug/mL) : 50%, 90%
" s PSCZ | VRCZ | ITCZ | FLCZ

RY Y — ittt (MIC>2 pg/mL)

2T D Candida & 234 4.0,16.0 8.0,32.0 8.0,32.0 128.0, 256.0
C. albicans 101 2.0,16.0 8.0,32.0 8.0,32.0 128.0, 256.0
C. glabrata 88 4.0,16.0 4.0,16.0 16.0, 32.0 128.0, 256.0
> Candida J& 45 2.0,32.0 32.0,32.0 2.0,32.0 128.0, 128.0

A bZ =ik (MIC>0.5 pg/mL)

2T D Candida JF 1151 1.0,4.0 0.5,4.0 1.0,16.0 16.0, 128.0
C. albicans 176 1.0,16.0 2.0,32.0 4.0,32.0 64.0, 256.0
C. glabrata 719 1.0,4.0 0.5,4.0 1.0,8.0 16.0, 128.0
> Candida J& | 256 0.5,2.0 0.5,16.0 1.0,8.0 32.0,128.0

T3t — Uit (MIC>32 pg/mL)

2T D Candida JF 446 1.0,16.0 2.0,32.0 2.0,32.0 128.0, 256.0
C. albicans 167 0.5,16.0 2.0,32.0 2.0,32.0 128.0, 256.0
C. glabrata 149 2.0, 16.0 4.0,8.0 4.0,16.0 256.0, 256.0
> Candida J& 130 0.5,4.0 0.5,32.0 1.0,32.0 128.0, 128.0

R =) — VR (MIC>2 pg/mL)

2T D Candida & 176 8.0,32.0 4.0,32.0 16.0, 32.0 128.0, 256.0
C. albicans 62 8.0,32.0 16.0, 64.0 16.0, 32.0 128.0, 256.0
C. glabrata 86 8.0, 16.0 4.0,8.0 16.0, 32.0 128.0, 256.0
> Candida J& 28 16.0, 32.0 32.0,32.0 8.0,32.0 128.0, 128.0

PSCZ : R¥ = —), VRCZ: KRV =+ — ITCZ: A bZ7=a}—, FLCZ: 7)a}y—)
JiiE - B FEHUE I SO RIS M D BER /2B Candida J&  GIEFL O 200 g% T 1990 4E441E70> 5K 10 4F
MR ST BRIRAYBIERR) DR PEA fEt L7z, MIC %, CLSI D M27-A2 {12 S X llE Lz,
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VI. EMERICEY SRR

<PFLEEHIEO R IEHR ST E CINE LT ANA XL ZAB L OFH D EE ISR T AR
=D EREEH >
2010~2018 £E D EF IR A BERRIZ %2 in vitro PIEFER 285 LT R 2 U TSR,

2010~2018 FDERR D BEMRIZ T 57 V—ILRIEEFED MICy {E

. o MICoo il #i# (pg/mL) T
PSCZ | VRCZ | ITCZ
Aspergillus J&
A. fumigatus 1483 0.5 0.5 1
A. section Flavi 212 0.5 1 1
A. flavus SC 202 0.5 1 1
A. nomius 3 0.25-0.5 0.5 0.5
A. parasiticus 3 0.12-0.5 0.25-1 0.12-1
A. tamarii 4 0.06-0.12 | 0.12-0.5 | 0.12-0.25
A. section Nigri 207 1 2 2
A. niger 100 1 1 2
A. niger SC 98 1 2 4
A. aculeatus 1 0.06 0.06 0.25
A. foetidus 1 0.5 1 1
A. piperis 1 0.5 1 2
A. tubingensis 6 0.25-1 0.5-2 1-2
A. section Terrei 91 0.5 0.5 1
A. terreus 58 0.5 0.5 1
A. terreus SC 29 0.5 1 1
A. alabamensis 4 0.25-0.5 0.25-0.5 0.5
A. section Nidulantes 44 0.5 0.25 1
A. nidulans 34 0.5 0.25 0.5
A. nidulans SC 6 0.12-0.25 | 0.06-0.5 0.12-0.5
A. unguis 4 0.25-1 0.06-0.5 0.25-4
A. section Usti 12 >8 >8 8
A. ustus 9 4->8 4->8 4-8
A. ustus SC 3 0.5-4 0.25-8 0.25-8
A. section Versicolores 27 1 1 2
A. versicolor 10 1 1 2
A. versicolor SC 2 0.5 0.5-1 1
A. sydowii 15 1 1 2
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VI. EMERICEY SRR

e . MICoo fl,/#i#H (nug/mL) T
PSCZ | VRCZ | ITCZ
Aspergillus J& LI O KRG
Fusarium J&
Fusarium solani SC 49 >8 >8 >8
Gibberella fujikuroi SC 30 >8 8 >8
L—za)LH 81 2 >8
Rhizopus oryzae 11 2 >8
Rhizopus microsporus group 27 4 >8
VRET T AR 33— R R OHEE O FUR B
Scedosporium apiospermum (Scedosporium boydii) 65 2 1 8
Lomentospora prolificans 16 >8 >8 >8
Exophiala dermatitidis 15 0.5 0.25 0.5
Sarocladium kiliense 19 >8 4 >8
Purpureocillium lilacinum 21 1 0.5 >8

PSCZ : R¥ =) —)L VRCZ: RV aF>—L ITCZ: A hTFaF > —/ SC: FEAK, MICy :
90%LL EDORDFEE Z RIS 2 R

TCLSIEIC L 0 MIC & HIE L7z, 10 BRLA_EOBERRIZ -2 Tid MICoo fifi % 5t L 7=,

FITIF 10 BREL L o i /section/FEIZ DV CREHL L, 45 section 128 N D WFEDOFERIZONTHAR LT,

EE  BEEOH (LB DOIEE - DREL, B OEFRL eI D L,

i) B E
ARV aF > — i in vitro T Aspergillus JBIZXT U COREPNCIER U7z, Candida JBI\ZX L Tld—
HMOEFEZREFEHN TH - T,

i ) FEeeIPLELEE  (post-antifungal effect, PAFE) & OMLEL /B FIC KX 4 IMTE & AE D%
R —ViX in vitro TR R IEREIEH Z RS 2o To, £, Ahaf Yy —iEEsn
EAMARE R L, MIEEAZEOFRINCE Y RY 2 — L OFUEEER AT L7z,

OlIn vivo TEBEER
AV 3 F Y — )V RAER AR EREOER &I, EIMHELE Y FOMiT AL F L REE T LV
ZER< &L 0.01~36 mgkg/ H (1 HEOKFZFR) L7220, THROVEEKRE T, KREREWVIT
WD BRIz, — ), SEMEIEY CORY o — L O AL, EEEEY L i
THLEEMEER LD LD, JEREEOYERICIIE E0mEIRENE S5 2 LR SN,
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VI. EDFEEICEI SHIER

BEFVETIVICHT IERNEREORERSHOERARE

- s 5 o s YEHH & (mgkg/H)
R i TE | gy | P PSCZ | VRCZ]| ITCZ | AMPH-B
T AL X)L AGE
SEAE 1R LEL ] [ - _ % | >2.5~>5.0
~w2 |4nm | (EDso ) 436 1007 )
el (1B 1], T AAFRE 5 @R | — — -
~wx |4 AR AN |5 @IRM) | — — —
Gl |1 A 1~3EL |, L |1 FBREE e _ _
FARE e 1A 1, g | EEIA Y o IR -
~U A |4, 10 B | T EfER
SRR |1E LB | ESER S« 40% B B B
~UZ  |4HR P R
SFEAME 1A 1~ |, [EEE B B
LTy b |4 B L e 0 B0
LI T % ’f’;‘ﬁf% o | v e 0625 | — | 100 -
NV F L A
. MG 1A 1~ |, |[EEE
;“ NIy _ —
" LTy b |4 AR L e 3 Ho
WAL Y 0 (S ER (LA LR, | [P 10 ~ — | UERER)
L ~UA WL BAM| T B R 10 — — i gapew)
FEREME L — =L |30 (1A 1~3[E] - A A7 30 — | >90% |1F (EMER)
i ~w A |7THM N ERET T 30 — [ >90% [1* (iEkEMN)
s/uaEe7T7A R a—VAROHE
- TER _
F.pefc:rz;voz iz qremd LB EL | B 93 25 T AR 20 >20 50
KD UREL RS B 160 | s N
S wigoptes | 0 || 0~
FIER |1 B 1A, ,
E. dermatitidis %J;X & 7 EFEﬁE B (A1 2.5 — — —
\C & B R PR
EEEYE | N " - — —
RRSE S | A BT |EAE IR 2.5
FRAEMES = — GEERS 30 — | >90% —
. : SeEIE (1 H 1~3E, |
R7Ly=l TR (o, 8/ PPN AR ,
, ~ A 10 H toH _ X _
T s 10 90
R 0.01 — 30 —
ALMES 2 o SR 1R | ;ﬂ _
HA T RS ~wv 2 pE, 20 AR T RO _ | 30 _
B
SeREIEH (1R 1mEL |, [ N -~ _ 3.0~9.0
e P | gDy ) | 002700 (2 )
Sl |1 1R | [ETEER N B - 1.7
vy |eox pam | %] Epep | 020780 (% F)
JiE SEEER 1B 1T | L, [EER B B
ey kL 3 A | T | (EDs i) 017 1 36
SoEdmEl (1B 13U |, |ETEE B B
s kR 40K | % | (EDs i) 30 710
W27 U7 hay [REER (LR IEL |, R 10% ~ ~ ~
U A ~vx  |THM T R OmvEES] 107 = -
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VI. EEFEE(CRHT HIER

X 1 HETomE

a: ARV FY —iF 25 KOS5 mg/kg/[BlD 1 B 1EIXIE 2.5 mg/kg/Fl0 1 H 2 B G- OWT IS AEFROSK
ENRED LI,

b: ARV a7y —LOEEHHAE 4 HHAS 10 ARIER T2 Z LIS X0 AEFEFI ML,

¢ WY 3 F Y — L OBRRERE & YLt 24 RS 48 S 72 FERICIES A Z L2 X 0 REFIICAETE
RMMET L7,

TERARLE LT, R COR/MEAEIT EDso % R L1z, 725, HERGHERIIM®R L,

FRICRMORWEA TR AKRE & L,

PSCZ : R¥ =)V — VRCZ: ARV aty—n ITCZ: A h7=2FV—/, AMPH-B: 7 AKT U v

> B. EDso : 50%F %0 &

EE  BEEOH LB DOEE - DREL, B OEFRL 2SI DL,

JMMEEEAEHET I EMERB/NF A —4
TG~ 7 A O S UHXREET VT, BN AEREREIEEICR Y 2 — L ORI
HOMBET2EYBENRT A X ERFTLEEEZA, Ay atF Yy — LOREEEHIL.
AUC/MIC LT 2 L& b,

4) FEH £
ORISR FFOTHIERRE 19
<A. fumigatus >
A. fumigatus Z R F Y — L & L HITHMUETE L, TPEREO B2 Gt LTz,
A. fumigatus D453+ 3 x 108~8 x 108#/~7°' L — k% 1 ug/mL O R 2 ) — )L OAFIE T THiFE L
leE A AV a2y — WRIRE ML 2 7R T IVEZS BRI 1 x 108~ 1 < 10° OFEETHIL L 7=,

A. fumigatus ZRY A F V= )LEFET CHRBEL-LTOMMERR

. . MIC (pg/mL) CYP51A ®
e HIROIR PSCZ ITCZ VRCZ AMPH-B |7 X/ BRZ S
ND158 LIV 0.03 0.12 0.25 1 —
MS6 |ND158 Hisk % Btk 1 >16 0.12 1 G54R
R1-1 |ND158 f3Zs Btk 1 >16 0.12 1 G54R
R4-1 |NDI158 Hi3feZs Fpk 1 >16 0.25 1 G54E
R6-1 |ND158 F k% Bk 1 >16 0.25 1 G54E
R7-1 |NDI158 H 328 Bk >8 >16 0.25 1 G54W

PSCZ : R¥=)F>—) ITCZ: A hZ a3}V —) VRCZ: RV =a}>—/) AMPH-B: 7 AL%K7T U B

<C. albicans >
C. albicans Z RV aF Y — b L HITHREEE L, A3y — L REZ 0.008 pg/mL 725
2.56 ug/mL F THIN S HMHEE O HBLZRFT L= & 2 A, R at >V —Lod MIC B2 57
ZAGITRBO T RV 3T — I D MPERIIERIICHEE S h e o 7z,
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VI. EHFEEICEY SIER

ONEHEELHRERED C. albicans DTHTERRDHE D
ARERND D ZRERE 1 IR a2 Y — L 2B 0iEFEEZ RIE G T2 LIk, A

afF = EETT Y — IV RITEEEITRESZ D C. albicans 7373 %ﬁéz"bf_o
HANPEH AR > 7 OFBU X S R TRIT 72 o 7223, CYPS1 FHIRIC BT HEEXD

NDT 2/ BRERPRD LN,

NEREZRHKRELE-EENO DB SINT C albicans DERZHERUV
CYPS| EHEDT7 I/ BERE

N L VRCZ T ﬂﬁIT(Cng/mL) FLCZ | AMPH-B 7 ‘:C\/( %;13{5"
%4

cast | | 003 0.03 0.06 0.125 0.5 EFIL

€369 }?/9285/ 0.25 2 1 32 0.25 g;gi ﬁiéig Y1324,
C378 3/9289/ 0.25 2 1 32 0.25 g;gi ﬁiéig Y132H,
€371 119/32/ 0.25 4 1 >64 0.25 g;gi ﬁiéig Y132H,
€372 12/989/ 0.25 2 1 >64 0.25 g;gi ﬁiéig Y1324,
cn || 5 | o | W | o | ew |pue cmr v
om0 [ [ 6 | m | e | e e
| m | [ [ e | w | e | e e

PSCZ : R¥ =) —) VRCZ: RV aF YV —n ITCZ: A hF =} —/v FLCZ: 73}V —),
AMPH-B : 7 AR T U B
T CYPS1ITZE R D 7y vt Bk

11 CYP51 @ P230L O BUIYL AR D 1 RITH Hiviz,

EE  BEEOH LB DOIE - DREL, B OEFRL BT D L,
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VI. EMERICEY SRR

@7 V= NRHGEEKICKHT OMELTHFE TS CYPSIEROT IV BER D

A. fumigatus ® CYPS1A &7 YV —/VRFIEFEE L OB SKROFEETALOMEL . 7Y — /L REIEH
X HMPELE R A5 %#5CwmA@T\/Mﬁﬁ®u%a@%L$%@ﬁbto

Yt — VOIS Sy A EMER T 20 H D G54 0T X JBERIZE Y, MHEET S
RV — )V ONITCZ O MIC X EF-9 228, {AIgED 720y VRCZ D MIC fﬁ 'Nh (ECZNSY WA
Molz, — T, ~NLDOUHEIZHD G138 LN G448 O T 2/ BRERIZ X gD 720y VRCZ D
MIC 1 B3 528, RH¥=2F Y —/L T ITCZ D MIC [EOZEALIZREH TH -7, Ziux, &
FaFy— O E CYPSIA &L OMAERIC L D . Bl bR e HER SN D,

TI—ILRMBEREICHT HMEEFET S A fumigatus D CYPSIADT =/ BMEERU MIC {E

s MIC & (pg/mL) CYP51A ®
Aary—n | KVary—n | AbFary—n | TI/BER

ND158 CHi#k) 0.03 0.25 0.12 PR L
MS6 0.5 0.12 >16 G54R
R4-1 1 0.25 >16 G54E
R7-1 4 0.25 >16 G54W

F55064 (kR 0.25 0.25 0.25 HRIp L
F10 0.25 16 2 G138R
F33 0.25 8 0.5 G448S

A. fumigatus @ CYPSIA ERYIAFV—ILRXIER) 3 F V=L LEDEEERD
BERUMMEEREZFET L7 I/ BE

wRYyarJy—i Ryarvy—i

“Helix A’

(&

G54

.
;2‘;
A Helix B’
f Ve

= Jelix [
CYP51 Dt ER 7 8 CYP51 DB &R
(NLHEETF) (NLFEEF)

TV RITEE IRICTHIE 2 7589 2 A fumigatus A CYPSIA O 7 X/ FREHIAL (G54, G138,
G448) &R,
PSCZ : RY =) —/b VRCZ: RY aF Y —

@FAPHR T DR E 19
B OTMEREEIZHT HMMEICBEGT 5 2 LR O TH D EREOIEAIPEH AR 71220 T
ALice A, A aF Yy — L oOPeHIiZiL, ATP-binding cassette (ABC) BUHEH AL 7 Th 5
CDR1 3B 59 %723, [A CDR2 & X major facilitator (MF) HUSEFIPEH A 7 CTh %5 MDRI (X5
HL7pnweEz b,

3) EFA R - FiREFME
M E R L
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VI. XY EiREIcREd 5IEE

1. mREDHR
) AEREED M RE
HYERR L

Q) EBRKABRTHERESIN-MFPRE
1) BEERLA
OHEFIRAIZES (P067 HER) D
HA NERE A A AR D 25— L8R 300 mg & Z2fEIF 2 30 40201 CEARIERIRN & 5 L 72 B
DIMBNRE T A =X I T DO LB ThoTz, HISEESHNIL 21.8 B (13%) Th-o7,

BARAEERBAIZRY2FY—IL 300 mg %
ZEERICERBIRFIRNIZS L-BROEPEE/ NS A—4
@AIJ ;ﬁ AUCo-24hr (nghr/mL) Cinax (ng/mL) Tmax (hr) ti2 (hr)

6 1l 48400 (15) 3300 (41) 0.50 (0.50—1.00) 21.8 (13)
Tmax (XML GHIFH) . ZHRUSNOEKIEYEIRE T X — X 1 THNTTEE (B3R E%)

BARAEEBAICRY 3+ Y —ILEE 200~600 mg. #:ER& 300 mg %
BERES L-ROTREHRE (P67 HER)

B m,g_arg‘g.e ixie
1000 — Al iy s, e I
E ﬁmagg.iww;xﬁ;ﬁ
] ——
100 — ;‘7
(ng/mL) E
10'—E
1000 — :
il = |
¥ C o 2
x - 20 24
KR n
ﬂ.
3 100
7+ =
Y =
I |
T
?E - 200mg FEOKRS5
3 10—5 -+ 300mg EO%E5
E -2~ 400mg EO%E5
-1 -+ 300mg E#ERAIIES (6 Fl)
1 T | T i T ] T I T I I ] I |

0 24 48 72 96 120 144 168

#51%EFE (hr)
T OFFIRP G TFHERE 2 30 30T TRMEFIRN RS LTCBRO PR EHERB TH 5,

) AFOAB SN HE - AR, 8%, RAKIERY =Y — 18 LTHRIEZ 1E300mg 2 1 B 2[4,
2 HEHLUREZ300mg 2 1 H 1A, FOEIRT A 22258 90 30T TRRICEREFETH 5.
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2) BRAANREMREESSE (P1013ER)
RHERRMBREE 7 /AT S S HEE S vl BAR N IRAEVEBRUEE 25 (2 1191 300 mg THIHIE 1 A 2

B, 2 B HLIREIT 1 B 1 B CRIEIHE L72BROEFREBIZE

BRI A—ZITUTDOLEEY ThoT,

F AR G — Lo i S 6

BEMEYHEETIVICEDSHESIN-BARAANREMRERESREIC 18 300 mg

(WHF1B2EH, 2BELRIF 1B 1E) TRYFV—ILETREJERILEED

EEREIZE T HRYaF V- ILOMBEHEYFE/NS A—4

Bi%k

AUChst (ng-hr/mL)

Cmax (ng/mL)

Cavg (ng/mL)

Cmin (ng/mL)

16

82653 (41)

5453 (46)

3719 (42)

3019 (46)

ey CGRMZEIRE%)

NNEABRBMEERETHEE NEAT—42)
OF¥IRAZE (P05520 HER) 2

SNENRIRMEREEE A Y 2 7 8% (M BN B s X3

‘B S RUIE (e R R R NI i

R ) ISR Y 2 — LRI 300 mg 2 AR ER S (1 BEIZ 1 B 20, Z0%
G 10 HFEXIT 4 BEE T H 1E) LEBEOERYENE ST A —XFLUTOEED Th-o
72y TEFARFED Covg DFEMTTIIL 1500 ng/mL TH Y | T _XTOWERE (49/49 ) 75 HEZRE
& (EFEIIRIED Cue 500 ng/mL LA L) (2B LT,

AMEREEEMEX (L BRI BEREEER ENFMEBBEEICRY IS —IL300mg %
REFRARS LEBROEDBE/NSA—42 &5 10HAXIE14B8)

Kh% B E (%) AUCo: (ng-hr/mL) Cmax (ng/mL) Timax (hr) T Cavg (ng/mL)
10 (30) 37600 (31) 3696 (80) 1.52 (1.00—2.00) 1566 (31)
14 (19) 33800 (42) 2610 (39) 1.50 (0.98—4.00) 1410 (42)
BT (L@ %) T 1 24

P A (s IMiE — S KD
i Cavg = AUCo-+/1

(2%E)

@#rO%E (Pos615EER)

SMNENZEMEEEIE N A U R 7 B (G BENE A M5 X3 E B 2% BUE B R M OV Mg
Ml EsE) 1o, A3y — LEE 300 mg Z# HERE O &G KO ER &S (1 HAIX 1 H
2], 2 AECBEZ 1 A 1[E) L7zBRoEyBIRE ST A —X OFHEE) (B8 1. LTFo
EBY ThHolz,

#5- 8 H HD Toax DHRAENE 4 K, EHIRAED Cavg DFI )T 1580 ng/mL ThH o7z, EH
IRHE DD Covg DHIPHIL 510 ng/mL 2> 5 3450 ng/mL TH W . T X TOHERE (50/50 6i]) 73 H EEigE
& (EHIRAED Cavg 500 ng/mL PA |) (ZEIEE L7, 3750 ng/mL LA EDEE TNV RD o7,
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AMEHEEMEX (L EHEMAEREEERVCENFMEBEEEICRY IS —IL300mg %
RERZOKRS LEEORS 1 BERUERS S BEDEYFRE/ NS A -4

wh% B (B0 AUCo- (ng-hr/mL) Cmax (ng/mL) Tmax (hr) T Cavg (ng/mL) *
1 (50) 6730 (40) 908 (39) 4 (1.8—12.0) -
8 (50) 37900 (42) 2090 (38) 4 (1.3—83) 1580 (42)

B (ZRER %)

T BEME (%51 8B 120, 8 H B 24 )
Tl (/B — B R AE)

1 Cavg= AUCo-_+/1

49 BRAREMREETHRE

(%)

FHERSEMENREE 7 /WIC S & Tl Sz A AR NREM L BEE T8 812 1181 300 mg THIA 11
H2M@E, 20 BLABEIT 1 B 1 CHREHE LZBEOTEIRE (%5 8HH) B2 RYy oY —
LD ME R EIRE T A —Z I TFD LB Tho Tz,

BEFAEYHEETIVICEDEFASIAE-EBARAARERERTETHESEIC 1 [ 300 mg
(#MIAZ1H2ME., 2HBLUEE 1B 1E) THFEHFIL-FOEERE (R58H8)
28T ZRYaF-V—ILOMBREYFHE NS A—F (VZaL—3Y)

AUCo24n (ng-hr/mL) Cmax (ng/mL) Cave (ng/mL) Cmin (ng/mL)

70519 (47.0) 12897 (78.2) 2938 (47.0) 1812 (71.9)

n=1000, “FHME (LERE%) |« Cave : FHIMIETIRE (AUCo-24m & 24 R TER L 72H)

5 BRBUTARILFILRERE WEAT—E) (P69 iXER) ©

SHENRIET A~V L AIEBAF NSRS 25— 300 mg & 1 H 1EES (F1H D7 1R 20
Beh) Lzl &omiEn s 7 7RE (506 16~32 BFFLINICE bz, Ik L L FH
AN DN ISR — 2) 13, LFOLBY Thote (IRINEG L RN EDT—4
ZORECRE) , MmUET T 7R OSMEEIE, Week 12 £ TOWTILORETE 1500 ng/mL
FHEOfEZ R L, SEEI IS < BRI 70%~90% T - 72,

R+ —ILDOEFIXIEETHRE300mgDAET 1B 1EKRS WHIZ1B 2R, 2HE
LBE 18 1E) LizEonhiEd b5 7EE FERAKREEEOREOT—42 %468 TEHl)

Week o ol (/) MiE — e R i) KA1 GM CV
(ng/mL) (ng/mL) (%)

1 183 1460 (280.0—5040) 1386 68.76

2 160 1545 (228.0—7030) 1521 73.98

4 146 1570 (184.0—7310) 1494 77.12

6 123 1570 (26.40—6290) 1502 82.66
12/EOT 111 1770 (39.10—6230) 1577 93.12

CV : ZENEE. GM CV : E(T 2SS ABREL. EOT : IRBRFE&K G4 T iy
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() s
REERR L
(%)
SAENTB BB ARV 27> — Uik DI & 55 LTS IARRER (P01899 M TN C/198-316 75%)
K OGER], FHERZ 2N En G L% 8% T B IFERER (P05615 7Bk, P05520 #ER) (24
WT, AT = LORWEMFEREISIC, BETEEOZIC L DWMLENTRD bhRnoT,
Flo. AARANBREE 2SR E LFEIERER (P101 3B) (I8 T, BWEMZEE & R &M
(BT 72 B E 1 TRR D SR o 72,

4 BE - ftRAEOEE
HBEOXE
M ERR L

) BFRAROEE
A a Yy —LOEBERRBREKIZ TNV v v BRAETHDL, Fo, NP at Y — X P-HEE
HE (P-gp) OIEETHD, AP aF >V —)Lid CYPIA4 DA RLEAITH LD, R¥=a)
V= EDOPFHIZE Y CYP3A4 TR S LY O MR EITIEMNT 5 Aletkndb 5, 7z, K
P aF = LIIE T Pgp METLRREMELNDH D, RV -V — RO #E (B0 ERETE X
WXIREEAD) & PFHZE DI BYRE~ DB A T U - BGR WM EAEH B O RIZ TrRo & B Y
ThH-oT,

<BEREDHEERARR 3% Bo&s) >

i) WY 37V — L OEMBRRICKIETHRAKDORE

OV2I277F> WEAT—E2) 9
SR E SRR E 1SRV 2 — L IREEAIT 200 mg 2 E R AR EIZIC 1 B 18 10 B FKER
Al XXV 77752 300mg #&%IC 1 H 1A 7 HKERO&E 5%, Abat-y—iu
[HEEAIT 200 mg XNV 7 7 7 F 2 300 mg Z OFH CRlEHF &I 1 B 18] 10 A FER D
5 L7,
AP 3 F =L D Cpax LY AUC DAL (0%EHEIXR) (X, V7 7 7 F o LOFHE S
L7=BcEE40.57 (0.43,0.75) . 0.51 (0.37,0.71) 7=-7= (GrFAK: 86/ FEGEREF 12 61) .
( TVIl. 7. ¥HAEAEH) OHEZSH)

@7z=krq4y NEAT—E) D
S EAFEEEREEBR A (SR Y 2 — L [REERIT 200 mg 2B, 7 == hA > 200 mg & EM, X
AR 2 — LIAGEAIT 200 mg & 7 == b A > 200mg ZPFHT 1 A 118 10 A M &ET &
BRZICKEROEG LR, B35 — /L0 Cra L AUC O EMERIE (90%(E 56X [5)
(BERIEE 12 61,/ FEGEREE 12 1) 1 X204 0.59 (0.44, 0.79) . 0.50 (0.36, 0.71) ThH -7,
( TVIl. 7. ¥HEAEH] OHEZH)

@I Z77ELYY (P04490 RE&, SAEAT—4H) 10
A E AR (AR 2 — L% 1 RV 400 mg A2 EARC 1 H 2 (0] 10 H B EERR 0% 5,
XiF=77EL Y 400mg @ 1 H 1E 10 HEKERAORGEEZHHH LI, Ahaty—1o
Crmax X Y AUC DRI (90%(E X)) (DFHIRE 11 61/ FEDFFRE 13 #1) 1XZ£HE4 0.55
(0.47,0.66) . 0.50 (0.43,0.60) ToH-o7=, (V. 7. #HELMEM] OEHR)
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@RRT7UTLFEL HEAT—4E) D
SME R BRI AR T 20— U NRIEITE 400 mg B XA AT 7 L BV 700 mg &
OPFHT 1 H 210 HFEKEROEG LIZEE, NP 35— L0 Chpax L Y AUC O R{T 2 L
(90%(E 4 X ) (DFHIIE 20 61/ FEDF I 20 B1) X241 241 0.79 (0.71, 0.89) . 0.77 (0.68,
0.87) Th-o7=, (V. 7. MAEIEH] OHEZEH)

®OBMNpH R WHILEEBICEET HEA] (P07764 FHER. NEAT—%2) '

SN E AR SR E AR Y 2 — LEEA] 400 mg A B THER O#E, HH50IET=F P
150mg &AL QE) \ =Y AFFY =1 40mg® 1 B 1[0 5 AMEROEE, SUZA b
7a 77K 15mg® 1 H 4\ 2 AMKEROEE T TRY 2 —LEEA] 400 mg % HERE
A5G Lz, A aF Y =1 D Cuax OV AUC ORI (90%(EHEX ) (ORI, FEDE
FEE) 11X, 7=F YO 1.04 (0.88,1.23) | 0.97 (0.84,1.12) . =Y A7 F Y — )L
BEiX 1.05 (0.89, 1.24) | 1.02 (0.88, 1.17) . A b7 a7 7 I ROFHKREX 0.86 (0.73, 1.02) .
0.93 (0.80, 1.07) Toh-o7-, BN pH IFHLEEBICHEST LEFOFHIC L DR =2
VIV DIRBEA~OFBIIRD LT, 2D ORRA L O ZHIRT 5 LT,

i) BERROEYBEBIZRIETRY =TV — L DEE

OV277F> WEAT—E2) 9
SR E RSB (SR 2 — L [HEERIT 200 mg & BN AR EGEIC 1 B 1[E 10 B BRER
Afeh, XXV 77752 300mg Z#R&%IC 1 BH 1\ 7 HEIKEROES%, AbarFy—iu
IHEEAIT 200 mg XNV 7 7 7' F > 300 mg = FH TR AEIZIC 1 B 18 10 HMERD
5 L7,
V757 7F D Crax XY AUC ORI (90%(5HEIX ) (GFHEE 8 i,/ FEOFH IR 8 i)
X, A aFy— L ARG LEBRICENE 131 (1.10,1.57) . 1.72 (1.51,1.95) Tho
7oo  CTVIL 7. fHAEAEH) OEZRH)

@iyBaRKRY) Y NEAT—2) 19

SME DI RS 4 Bl E IR BBI%IC Y7 v 2R Y > 1 B 2 [\l & Bl 085 303R 3
Y —)VIAEEAIT 200mg 1 B 1 ERRAOFESG & 10 BROFHA L7z, 7 8 AR Y O Chax LY
AUC DM (0%EMIXE)  (DFHE: 4 61/ IE0FHRE 4 61]) (X2 2k 1.11 (0.99,
1.24) | 122 (1.01,1.49) ThHotzp, M 87 7RED EFBH LI, 4BFIFHITRATZ U —
=V TR ENEN 175, 175 KN 150mg ThHho72v 7 v AR Y o of&EiF, BE5/&K TR
FIEIN25, 150 KM 125 mg & 720 . AY 3y — Lz 0FHE G L72BE, &K T 29%IEN
VETHoT, (VI 7. HEER OHEEBMR)

@& 01 LR (P02862HKER, SIEAT—42) 20
S E SRR IS ER I X 7 1 ) AR 0.05 mg/kg A B CEEIRR 08RG SUIR Y 2 —
JURE BRI 400 mg 2 1 H 2081 8 HREIKERR N E G EOFH LB, #2720 AAD Chp KOV
AUC O8I (90%FHEX ) (PEAEE 34 61/ FEDFFHEE 34 1) 1% 2.21 (2.01, 2.42)
4.58 (4.03,5.19) ThH-o7-, ( IVI. 7. F#HESEH OEZR)

@DTI77ELYY. YAVLR, 2EVYSLRUTESFFEILSY FFEIL (P044905KER. S E
AT—%5) 19

a) SMELNERREBRA 1= 7 7 BT LY 400 mg Z BT 1 B 1R 10 A BISERE R 5. SU3R

3 — ViR DRI 400 mg O 1 F 2[A1 10 ARRER DG 20H Lk, =77 eL
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U D Coax KON AUC OEATIFREILE (90%[FHX ) (DFHRE /FEOEHEE) 122 F1 1.00
(0.94, 1.05) . 0.50 (0.43,0.60) THV ., A aF/—AHFHIZZ 7 7 LY DIRHEEIC
BB RITI o T,

b) FMNE AR E IS 2 U AR 2mg & BB EGRE O &5 30T AR Y 20— 0k 0 IR IR
400mg @ 1 H 2[A 16 HEERAEG O LTz, 0 U A AD Cra T AUC O S -
It (90% (X)) (DFHERE 12 B/ FEOF R 12 6) 1 X2 6.72 (5.62, 8.03) . 8.88
(7.26,109) ThH-o7=, (V. 7. MHAEEH] OHESH)

o) ZME ANBEREHEERE 12 G122 &Y T A 2 mg 2 BUMUE[ERE 1 X3 0.4 mg # f#F kNG, H25 0
IR = — LR O R 200 mg XUE 400 mg O 1 A 2 M EROFEG ULy ha) S —
LV 400mg @ 1 B 1 [EIEROEG LA LEZ, 247 58IkRNES ERYya-Yy — 1k
BEH LTZERD . 24T LD Crax N AUC DAL (90%EME X)) (BRI 12 41,
FEOFHRE 12 ) 1 XENER 1.62 (141, 1.86) | 624 (543,7.16) Tholz, £lo, I¥Y
TAROFEG LRy F Y =V EHFHLEEE, I4Y 750 Chwx KT AUC O ETEE L
(90%(FHEIX ) (DRI 1261/ FEOF AR 1261]) 1322 24112.38 (2.13,2.66) | 4.97 (4.46,
554) ThHot=, (V. 7. MEEH] OEZEHR)

d) ZME RS 126127 # e 300mg 2 1 H 18] 7 AEMSKE CRO&ES, H5
VWIE U R EL100mg D 1 H 1A O SUTRY 25— Lk 08K 400 mg O 1 H 2 [1]
FHAT 7T BMKEROES Lz, "Yyary—LrorEfFHLEZLEE, T2V FELD
Cmax X Y AUC DAL (90%(EHIX ) (DR 12 617 3EDF R 12 §1]) X221
2.55 (1.89, 3.45) . 3.68 (2.89,4.70) TH -7, £72. U hFTEALT =AM FTHRI =S
Y=L & TEFTEND Cp KN AUC DRMTEEIEE (90%EHIXE)  (PF
R 12 617 FEOFHIE 12 1)) 1 X240 1.53 (1.13, 2.07) . 2.46 (1.93,3.13) T, ZDHED
U R FEILD Coax LY AUC DAL (90%(EHE X))  (BFAKE /FEDERIEE) 1222
1149 (1.04,2.15) . 1.80 (1.39,231) Tho7=, (V. 7. MEEH OHESH)

®OYUINREF L (P05359 RER. HAEAT—4) 2D
ShE N FEHERR R 38 BN ZEJHREIC S o N A X F o 40 mg % BB [EIRE O 5 TR Y2 —
JURE DRI (50, 100 1% 200 mgl B 1[A] 13 AMKEROKYS) E0RFH L, v onzx
F LD Coax LN AUC DAL (90% (G HHIX[R) (DRI 12 617 3EOFHRE 12 61) 1ZZ2h %
U 11.41 (7.99,16.29) | 10.60 (8.63,13.02) Th-otz, (V. 7. #HEAENEH] OEBH)

O@ARRI7oFr, SHIT7oFY (P04931 HER, HNEAT—%) 2

SMENBERERBRE (C AR T 7 % 70mg (1 HH) KU 50mg (2 A HLE) ZHAMTI1HA
1 5] 14 BB EFBIRNEE S, UTRY = — L% 0 SREE 400 mg @ 1 B 2 [5] 14 B B & IEH5
BERBICERNEG LA LTc, DART 7 0 F LD Cr KON AUC O (90%
FEEXM) (DR FEOFHRE) X240 0.898 (0.825, 0.978) . 0.975 (0.885, 1.07) T
D, WY aF =PI AR T 7 U F RBERICEEE RIFS 20 0T,

Fio SNEANREBEBRE I T 7 X 150mg & 1 B 1A 7 A BERCREFIRN 5
XIEAY 2y — & IR 400 mg o 1 A 2 [8] 7 A &N BB R4 2 AR 05 & pF
RALTlee SAT770F D Coax KT AUC DEMTTEIEL (0%(SHIX ) (BRI FEOFH )
IEZNZh 1.04 (0947, 1.15) | 1.09 (0.985,1.21) THY ., RYpaF Y —AHIEI N7 7~
FUBMBRICEBRERFSR»oT,
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iii ) Z DAt

Dglipizide” (P02489 iXER. HAEIAT—4) 2
SR E SRR E S E IR BRI glipizidel0 mg & B CHAERE 05, K¥y-a)- v —u
ORI 400 mg Z BT 1 B 2 [AISERR OB G- TR Y 20— Ui 0 8RR 400 mg O 1
H 2 B ER D50 11 B HIZ glipizide10 mg % B[R O35 COH L7z, glipizide D Cuax &
O AUC ORAERIEE (90%(EHE M) (DFHRE/IEOFHIEE) X221 1.02 (0.88, 1.17) .
1.18 (1.08, 1.28) . RH =TT =)D Cpax LT AUC ORAT T (90%EHEX ) 132 =
A1 0.917 (0.86, 0.98) . 0.907 (0.85,0.97) T V. glipizide &k OAR Y =2 F > — /L DI EHHE~
DB, WINbbITMhTholz, LLAENRL, BTOEINFEMZENRED LI,
glipizide M G- & tlg LT, AN a -y — O G% Tl X TOHERE TILRWD,
—WOWFRE CIIET 7 a— R BENSKIBIZIK T Lz, ZOFEAOEFIIRHTHY B
PRIFIBFZ AR Y 2 ) Y — v & glipizide Z JF ¢ 53 256, AL MBEEOE=4% 1 7)
I D,

* FENARIKGE

TIREERA - % O REEIE OO BT B FE A o BRIRERER TV S i A A, IH@E%’JO)W?TH’J/M’ x7
NATEYT g Za il L7258 THRERIC W T ZalEIicBE§ 2 MBI < e bR i
DEFRFEH R TH ONTIRBEEORIANTH 5 2 L 1R SN,

) AANEFER R D, ARORE - BEE, 8%, RAKIEFRa Y — e LTHIAE 1E 300 mg % 1
H2El, 2 HBELREIZ300mg % 1 B 1, FOEIRT 1 265 90 53T TRRIZAREETH D,

2. EUEERIINTA—4
) B AHE
J A= [ A NETOVIEET AT RHE F SR Eh REFE AT
FHEA S ENREMAT IOV TIE TVIL 3. (1) T ] DIEEBR

(2) RIEREE B 2
FHEM SR ENREAENT L W HEE SR Y 25 — )L ORI E500X 0.194 he'! Th > 7=,

() MR ER
LR L

DIIVFSVARD
HARNERERA 6 GRS =) — L 300 mg & BELEHEFHE LB, 7 V7 7 A0H)E (B
ERED) 12632 L/Mr (16%) Th iz,

S)HHEEY
HARNERERRA 6 FllZARY 25 —/1 300 mg % 30 H3f2 T CAERE L7200 A I
197L THY | MEIN~DHHI R I T,

(6) T Dtk
YL

E) ARAIOAE - BRI, @E, RAIEEY Y — s LTHIEIZ1E300mg 2 1 B 26, 2 A H LR
300mg % 1 B 1[A], Efﬂuﬁ%fﬁﬁw% Y BET 90 T TR AT CTH 5,
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3. BEH (REaL—L3Y) @

1) BAEE
REEFEY T REMAT IIIEMBIR G DI RET VAW TER L, £ 7 /b3 500 v
Goodness-of-fit 7’2 v N R OB R Y I K SV TRIR L2, BEEOBRIITIZIAT v 7T A
AR W, EETNAVOZLMEILZE 7 2 v b, Visual predictive check X N7 — kA T v 7
BEIZE s LTz,
AR D B AR NIRFBEER (1000 #1) . BARNTBHEFEER (1000 1) K OSE AN TB5BE £
(1000 f5) ZFAESHE, A2 FY—1300mga 1 HEIZIH2REEGL, Z0O%28HHETI1
H1RIAFZREAERG LGBAEDOY I a2 —ra v aEiiLT,
FREE SR ENRE DR AEET T 0K — 1 IRO BRI K OHL 28—k A2 bbb D 1RO
EIRE LT 2 a0 /X—= AV METATHY, A aty —LoROE5%0EYEEL LR
BldoZeNnTE, (V. 3. @ MEROHEORERM « 1RIL) OHESH)

Q) IRFA—LEBER

R — L OEYBRE~OFER, MR, AFE, (KELORHIZZER (s, BmE &0
RE) DOREEMRFIT D720, 522 B (WERHERFE 150 Bl L OHEE 372 ) O LT 8615 fidD
MR T — X225 | RHMEMEYEEMT 2 E L2, 205 BHEANT 104 FT, f@EEE
BEBRE 28 5, BRE T6 Bl TH 5T,

REE M B REMRAT CIE, RE, 4Fli R OYFIEN R Y 2 — L O IR B RE (2 R 5 NIAPE S
RTHo., KEMTF, s, HERECI Y Ry ah Yy — LoRBEENEINT S Z LN REnT:
A, LT, NEMERICEE LT, HE0REICETAREDOHERFIRII o7, o, +
(CHME NRBEPE 7 A~V XL ZIEREF OT — X 2B L7254 (1092 6]) T RO SN #E RN
BonTNDG D),

Flin  BHEMSEEEE T VK Y | FlEA a2 -y —Lror7 V7702 (CL) IZXT5HE
REBETHY, MLV RYaF Yy —1o CLIMET L, BEEIIHNT S Z LR REBIR
7o HARNBIREE OFM O 2 W7 THITIE, 6550 DR KA 90 Al 23 m < 72 % & |
R aF Y — )L OIREGEEITR 14%H K L, R/ME 32 sIFEmRME N5 &, Rbat Yy — Lol
BRI 25% AT 5 & TRIES Tz,

KE  REIIRY 27— ONHEE (Ve KOV, KON CLIZxTH2IERTHY, KEOH
me L bicAhtatry—no v, Vo, KON CLIZ#ML, BEEITK T2 &3 r-@In/i, H
ANIBFEEBE OREOFRIHZ W= FHITlX, 70kg 7 Hi/ME 31.8 kg ICHREME T2 L, &K
P aF S — L OBRFERITN 81%HENT 5 & RIS,

B HARNRRBE 255 E Lz P101 RBRO 28— b 2 ITITRE 45 kg Rii0 BE ZHAANT
BHT, 45kg RiiOBEFEOT — X IIRENTH 5,

Fo, RAOKGOREMIEYEIREE T L (33561, fEFEHERE 104 4L OVEE 231 61) 2wz
Lo b—va VORSR, KE 120 kg OHMEANTBIEE TIE, 10%LL EDOBFE T Cavg 75 500 ng/mL
Z FED & TR T,

JRRE - JRRE (PEAEE. 1AREE) IRV a Y — Lo/ ERE (V. ROV, AL 4T AT
YT T OREREEED D> Tholo, YIalb—Ta ki3 < &, BRNBRBES
TOEBEEIFEE L TRELOFERTHATE2EE 26N, —F. BARANBRER &HE
NT B O W AR & R ER 240 2 72 @ oW BR g 75 5 A4 0 Uil L 72 R 5. SERI oD
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VI. EMENREICEAY 51EE

F5TIX, BARNBREE TEREENCOTNIOMA T 7 FLTEY, WEORZEIZL A
AFT ATV T 4 BRI D ATREMED VR ST,

4. TRIR
L

5. 9

(1) I 5% — Bixi B8 P& @ 14 20
(EFE : 7 v 1)
7w MZMCIAYaF Y — % 20mgkg THEEORG L E, 7y O (Crax 0.065~
0372 ng Y &/g) KOFHE (Crmax 0.062~0.417 ug M &/g) ~DOBHEEDO AT DOT T, ZhbH D
FRRIC 31T B AUC 1233 < fiik AR I 0.11 R Th o 7,

(2) 1% — BR A& BY P& B 14 20
(EfE: 7 v 1)
[MCIARY a2 F Y — L 20 mghkg Z IR I8 HHD T v MIHERR AL L & & HORED R VR
FIZRD BN Z EnD ., PRI AT D [HUCIAR Y =) — L H S O i BE A3 ik — A% RE
F % @i L CHRIBICBAT Lo 2 L R &S vz,
JE VL DR I RE D Toax (X SBFRI CTH o 72, F 72, RILOMB T O RERR X, B 5% 48 B
M £ TIZ Cnax DI 6~17%I2ID L 7=,

Q) Bitr~nBiTiE 20
(EfE . 7 v )
7 v MZMCIARY 2 F > —/L 20 mglkg Z#E A5 L7c & & AUCo.2an 12350 < Ft /M i B
IEH 1.6 THolzZ b, R atry — lHkDOEREITILH P ICBIT LI 2 E RS
7o 24 FRER F COBRBUAR P PICBAT LI S BE D R iX, BEHED 0.11%I2/HY LT,

4) R~ DT
M ERR L
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(5) T Db DR~ DRBITIE 20

1) i ERFEERR UMl L RBARAOEDEE (NEAREHERSE. P04547 R

SN E R SR E AR Y 2 — LR D SR IBIE 400 mg & SR ATEIREIC 1 B 2 [\ 8 A &G
14 FIEROKREG QO BEEXOSHEIX 1A 1E#EE, 8 A HMOAZERRE) LB, A
o — VI R (ELF) ROV ERMIE (AC) ~BATd 5 Z LRS-, 8 H
H Gl me 138 5-4% 3 Bif (P Jefl) | ELF KON AC R % 5% 5 IR (CE%fE) <
R CBIE L., MAEKL Y ELF FRY a0 — VB EITEEL L TV =28, AC Ry a5
Vo VPRI, AR L BT, 2272 0 E <, AUChasn (AUCow% 215 L72) Dkt (ELF/
MmER ONAC/IE) X, FREN 084 L 1r32.6 Th-oTz, ZHUE, Y2+ — L OEWIEE
PEROE WM E B L TCWbd EEZxOND, £/, AC PR a7 — LR, 12 K
O GlRZE LT, #5&T% 24 KEfH £ T Aspergillus JBIZX3 % MICy (500 ng/mL) & ¥ 4
HTEMo T2, M4E, ELF X TNAC D AUC™ /MICo D LLITZE 4, 88, 73 K 1N2860 Th -7,

2) REHEMRE (NEAREHERSE. P05270 HER)
S E AR (SR Y 2 — LR DR 400 mg &2 1 B 200 8 HEIX1H 1[H) &% KER
A5 L7zBR. 8 B B Tl 54% 5 REf (P fE) T Coax (CEE LT, 12 R OF G MIRAZ L
TRV S — VO M IE R 1 Aspergillus JEIZ5T3 2 MICo (500 ng/mL) % # % 7=,
Fo, REHORYa ;Y — B LT, 8 BB CIE& 5% 3 REM Chem M PRI BI=E L
720 8 H B OImHEF KO & D AUC)120/MICo DEIE, FHFH 373 L1468 TH-T-,

3) MERADBITHE HEAREHRERE)
SME R BRE I [UCIR Y 2 — VR DR 409 mg % BRI BB EL IS R O£ 5 L
ToBEL AR ST RE (269 B A P ST RE D AUC i 0.70 TH Y . 3RYy Sk D T RE 3R MR
HIZHOTMDCHE SN D Z EDRE ST,

HSE (BPE: TORARUSY R) ¥

~ AL MCIAR Y 3 — & 15~90 mg/kg TREOHK G- Lz & &, g ToOMCIARYy =Y —
VDB FED Crax 1THE 5% 6~8 BEFIZERD B, D7 < & b e 5-1% 48 Bef & CTHURED R
M aiic, H&51% 48 Kefi] £ TORFIET B REIR D AUC 1, mAEHHERED AUC X VK 7 1%
BT,

7w MI[MCIARY 2V — /L% 20 mg/kg CHIERREOR G L& &, 5% 8 WX 2K ETO
HEE (B, /DG BIBLKOKRE) WAL, RO LEBREDO RSB0 LT,
R TEG LIZBUNRED 82% () KTU85% (Kf) MR Lz, £7o. WHILE R OHILENE
W E RO THENRRIRE DN R S R 2 72 DIXEIE  (Chax 46.8~112 ng Y f/g) K OWFHE (Crax 10.4
~39.8 ng Y #/g) Tho7o, AUCIZED Mk MmAE IR, Bl T 48.4~133, Tl TIX
11.5~16.1 TH 7=,

(6) MFERFKEEFE 2
A aFy— e MEER L OREENRE (598%) . 0.05~20 pg/mL DOFiFH TR Y =5
VB KIE Lo T, £, RY 3 F Y — LD REZIIT AT I HEEST D (in vitro)
Flo. A aF Yy — L omEEOEERITBERREORESE (BE, PHEEROEE) KO
BT DA L0 B EZZ T, 982%~98.6%CTh-71-= WEATF—%) .
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6.

1) RBERAL B U B ER 2
SREAEBE R A [UCIR Y 2 Y — L OR ORI IR 5% . Mg CRY 2y — g R kRS
bk & UCTHEE LTV, MET RSO KT/ N 7 0 U BART, CYP IZL 0 AR SHh
DGR, DR LIRS IR h o T,

) AANEFER R D, AR ORE - BEE, 8%, RAKIEFR Y — e LTHIAE 1E 300 mg % 1
H2MEl, 2 HELREE300mg %z 1 H 1A, FOHERT A 29659 90 /32T TRRRICAREETH 5,

Q) RHM-PI5T 58FE (CYPE) OHFE. F5HRD

<HELLTORY=FV—1n>
In vitro (RFRBROFER NS, Ay a Y —LoRBHITT VP 5-T 0 VBT 7 v L BRiE R
# (UGT) 1A4 KTY CYP3A4 NEE L TWD Z LW RE ST, £72. CYPIAL, CYP3AS KON
CYP2RIZK DAY atFy— Lo b AL, LLRns, A o)y — 1o FE a5
FIZUGTIAL TH Y . AYaF V=L DHEKIZBEWT CYPIZ L HBRLAH# O FH 1T/ S0,

<PHEEIFER L LTORY a7 —>
Invitro R LV . R¥ =3+ — % CYP3A4 ODILEERZAT LN RENT-, REHR
CYP3A4 D7 a—THETHLIFZ S Th, VU RNAZF U RO Y AR %Z R EEREY R A
EHRBREL D . AY 2 — ik CYP3A4 1Tk LIBWHEEHAZ A LTS Z LR s, £
7=, invitro i RBR T L 72 CYP1A2, CYP2A6, CYP2C9., CYP2C19 2 (X CYP2D6 7 Eftiod & k CYP
Oy FRRICKTT D AR 2 — )L O EE R K 1% 210 pg/mL LA BT, BEEMH TomEhEeE L v ik
HDICEMETH -T2, T CYP o FHZ I L7 AERIIERR CITEZ 5 2neEB 2 iz,
F7-. ANty —iE invitro IZRBWT UGTIAL Z[HET 2 Z E 0 REINZN, RbaF Y —1o
FEREATUMAE P IREICEES< & UGTIAL 20 LBAERR Z 520 EE 2 b, BARARREHE
(P101 7BR) 1IZB W TCTH, L CTUGTIAl OETHLE U L E LV ORE FRITERO LN TE LT,
R aF Y —L® UGTIAL BREERIXERRICER D H 5 F A RSN LRI E T,

Q) AEEBHNROARRUVETDEIS
M E R L

@) REBVOEROFERVEML, FHEEEO

(%)
WY — AR GEIZB N T, EEREIIERD b o T,
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7. HEil

8.

SMENBERERR A [MCIR Y 2 — L 2R IR & LT G UTBS, BdREIZ 3 & L CHEP Iz
S (BEHHBHRED 77%) | EOERSIIREMETH o7 L HHEED 66%) . WHRIZBIT 2 E
Pt D T 513/ S < B EHURRED 14% R ISR S v CRE(LIRIZR 5 HSTHED 0.2%A0H)
PR R OV I HEE S U A R, B HEREDK) 17% THh > 7=,

7o, FEPNTITE G HIRED 66% B ALK & L CHREIt S N2, 2 OHIIERWINO R a) > —
o REERI NI 0 U BEAERPINAK RSN TER LR a7y — L 5ERN S EE
BIZHHE SN 2R Y 3 — A E2EATWD EEZ NS T2, MRIITEEZET 5,

) AANEFER R D, AR ORE - BEE, 8%, RAZEARY a2y — e LCHIA I 1E 300 mg % 1
H2M@, 2 HBLMEZ300mg %2 1 B 1A, FLEIRT A 2055 90 /32T TRRIZATHEIFETH 5,

S VRR—4—ICBAT B1ER 2
<HELLTORYafry—ir>

In vitro REROFER NS, P-gp OFEETH D Z EWRENTMN, P-gp WEEHZET LY MFENL
iz AR v ERYafF Y —LE A LEZE &, RNYadb Yy — L oRyEhIIIENHRF L K
EIBNNI Moo e D, RY 3t — T Pgp IHEOREEZZITIZ W EBNRBINT,
F 72, invitro BBROERNS R aF Y — IFEKT =4 Uik AR Y <7 F K (OATP) 1B1 K&
ONOATPIB3 OIE TlER W2 VRSN,

<PHFEFTFEEE LToORFary —iL>

R — X invitro lZB W T P-gp ZPHET 2 Z LRI NLTND (IC50=2.7~8.9 ng/mL) .
CYP3A4 DILETHY | P-gp DM IELETHLHHT B Y AAD Cpx I&, AP aFy—1 o
PRI X 0. FEOFAREOR 6T L7ZZ &b, v ) AZDOFEGREDEIMEE Lz &%
R bc, RYaFy — i CYP3A4 ORI FATH L0, RiPafy— & offHic X
D CYP3A4 TR SN HEYO M IREITIEIMT HrREMERH 5, £z, N3t —LidGE
T P-gp ZfHET HAREMENH 5,

BNEFICLDIBREED

MREHNT % LEE L 5 EEEHMEERES (6 #) & IEFEHES (6 #) IRy — ROk
W 400 mg & HERE O E G U72BS, M@ & L3 L 5 HE R RERRES & B s EE TR
BRIIRKELSEDLT, MBI L DRy oYy —dkEsninorz GEAT—4. P01940
AR

) AANEFER R D, AR ORE - BEE, 8%, fAEA 2y —r e LTHIAIIE 1 E 300 mg %
1H2ME, 2 AHLRBEZ300mg 2 1 A 1EL, FULEIRT A >0 559 90 23 BT TRAR I AR FHETH 5.
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10. FENDEREATHESE

1) R (P02810 FHER : SAEANT—%2) 39
SME RN IZ AR Y 27— VR DR TR 400 mg 2 &S EIREIZIC 1 H 2B 8 HE (8HH
WFEAO AP ) KAEROEE Lz, ©FIRE 8 HH) I2BWT, BHICHT D&MD Cra XY
AUCo. 120 D FIEZEHAE LS ARSI O SNA AT XA F BV T 0 OHEEME (90%[FHEX ) 13,
18~45 i TZNEFN 1.00 (0.77, 1.29) KTX0.98 (0.75, 1.28) . 65 kLA T 1.07 (0.83, 1.38)
K&ON1.12 (0.87, 1.46) THV ., I X DHHFHAEEZIRD Lo T,
R afy—LodRyEiieE, BHEE LM TRRTH 72, RN X2 HERTIOLE X2,

) AANEFERER D, ARORE - BEE, 8%, fAER Y2y — e UTHIA I 1E 300 mg %
1H2M[E, 2 HBLREZ300mg % 1 B 1EL, FUEIRT A 2058 90 /5 M TRRIZATHEFETH 5,

Q) FE™
WY AT = VORI REARTIC W T, KEREIIR Yy a7y — D s V7 5 o X ZEE LT
B, MEEORE IR,y — LVOBRFEEIIE L TINS5 Z LRI EInz, LirLh
WoH, RYatFy —LVOFEFEZT 27 7 A VITEERCTEBEL THEIL TWeZ &2nn | KREIC
LR aFy — O HEREIILER D, IRKE (45 kg Kiii) OBETIL, 7—F BT
B0, EYEEERROBKNBEREZMERMNT D 2 X TE RV, KE 120 kg OAMNEATIHEET
1%, 10%LL EDBIE T Cay DWHEIMED HIERFE & CTH 5 500 ng/mL % FEIS & RIS, Rt+o72
WREE R IC K VIR O U A7 NI 2 ATREMER 5, Lo T, 120 kg O BHEICAKIE G-
X7 VA7 AN—BHEBROFEEZ RTS8 (VL 3. ) X7 A—XEZEER | OHBM) |,

3) BHEEEE (P01940 K& : AEAT—4)
A3 F Y — b s R R O B HE ~ DO B RERE E I K D WAL T L 28R ER I T > Ty,

ShE N ER S REREEE (/LT F=r 7 U T T A (Cer) @ 50~80 mL/min/1.73m?2) | F A R
FERERE S (Cer : 20~49 mL/min/1.73m?) K ONMLEENT 2 B L 3 5 B E B e ES  (Cer :
<20 mL/min/1.73m?) I ONZIEF BH%RE®R (Cer : >80 mL/min/1.73m?) & *%IC (% 6 #i) . AP =
T — Lk N BREIK 400 mg & mIE BRI I BRI O & E LT,

NEANBRE, PEERVEEBRHEREELVICEEBERESICRY2F Y —IL 400 mg &
SENEERRICERNEORS LEBRORDBHE/ NS A -4

B | | et | (g Tow (0 © |t (D)

R E R 6 18425 (42) 17554 (40) 555 (40) 5.50 (5.00—8.00) 24.1 (22)

TR T R fR 6 16328 (27) 15425 (28) 631 (47) 5.00 (5.00—6.00) 28.1 (22)
HER R RERRE | 6 18613 (34) 17316 (32) 486 (37) 8.00 (5.00—12.00) | 29.6 (17)
R R 6 | 14751% (140) | 20826 (96) 809 (93) 5.00 (5.00—7.00) |23.4% (23)
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VI. EMENREICEAY 51EE

NEANRE, PEERVEEBRHEREELVICEEBERESICRYaF Y —IL 400mg %
SEMEERRICHEBRORS LD Cox B U AUC D ELER

IEYENRE T A — 4 R AT b 90% /5 #H X [#]
IR R R AR IR I B b RE 0.926 0.49, 1.74

AUCo- W B RE R B B E 1.03 0.55, 1.94
BB E T IE R B RE 0.432 021, 0.88

0 R R R R IR I B e 0.911 0.43, 1.93

AUCo-tast W R R RR R IE R B RE 1.00 0.47, 2.13
HEE B REREE I AR 0.686 0.32, 145

BB R IE R B 1.12 0.54, 2.31

Crmax W R R R IE R B RE 0.872 0.42, 1.80

HEE B REREE I AR 0.937 0.45, 1.93

fn=4, BEREEEMEERTH O 2 F TR ZFHETE T, AUCIZRH TE ahol,
EREHRER 1k 2 EEBMEEREE ORY 2 — LD AUC7n DML (0%FHEXMH) 1+
0.788 (037, 1.67) Th -1,

B K OV OB HERERE E N AR 2 — L O I EIREIC KT REBII A DN o772,
MEREH OMLE T/, BEBERERE (6 #l., 71 7F=v2 1772 A<20 mL/min/1.73m?)
EHETHEERE TIE, A atr Yy —o AUC DIEHO X (ZEMRE 1 96%) HE OfthD B HERERE
LR (IR <B32%) L TRKE Doz, LML S, A ath Yy — Lo x4 L-H
KXo THD, BEBEREBEEIIRY oY — LOEYFEIZEELRTIWEEZ BN
L7280, HERFASHOMLE X2, 2720, BEEOIILOINRENW &b, EHEBKERE
BECARKNOE G, T A7 AN—HEHBREOAEAEHERT L Z LRI hs, (V. 4
MiER O REICEET 57EE] KO VL 6. (2) BigREfEERE ] DESMR)

) AANEFER R D, RKRORE - BEE, 8%, fAER Y2y — e UTHIA I 1E 300 mg %
1H2EL 2HBURET300mgx 1 H 1A, FOFIRT A 22255 90 530N TRARICRTFEFHETH 2.
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4) FFHEERESE (P03742 E& : AEAT—4) 3
RY 3 — L U R O S ENRE ~ O FFFERERE 5 (T & 2 B BRI L 72 3BT T - Tue
A, PR R OVEESERE (£ Child-Pugh 7 72 A, B KON C) 247 HHBRE
ONC FRERE IE 3 Bk BR L2 A 0 - — LR NIBRBITK 400 mg D& BB L=, ZOf5HE, Pk
FEEH CTORY 2 — L OBREE RO SAMITEFEERE FREERE) & Ko NER-> TR
D, FHSREREEIIRY a7 — L ORBEICH L, BRNICEKROD 2 BTV EZ bR,
LT, HREEERE~ORY a2 —LVOHEREHIIRETH D,

RY3FV—ILEORER 400 mg D& FFHEEERHBRE XIS HERESTEH T HHBREC
BREBRRORE LEROnFEHPREDEE/ NS A -5 (P03742 FHER)

e % (Qﬂﬁ&) <éﬁb %ﬁT i
PR e 6 2gf Sﬁ (Mﬁﬂm) %g
e I - - S
RS ITRSERE | 6 25(;%’ ' (71254) (4.050.?6900) 2(72,3;
IPREE 6 2?23?§ éi; (463i£00) i%jf
TLIRRERe ¢ %ﬁ? gﬁ (mﬁ%om 85
IPREE 6 e G5) (5.00:600 o)

T (B %)
Tl (REPH) . ITREREMRE 2 A 2 0RE &AM, i, B R, REXKOMNT~ v 72 7 ST iTEE
EFBERAE, §5 B

) AANEFER R D, RKRORE - BEE, 8%, fAER =2y — e UTHIA I 1E 300 mg %
1H2M[E, 2 HBLREZ300mg % 1 B 1EL, FUEIRT A 2058 90 /5 M TRRIZAETHEFETH 5,

6) EERE ™
FA =S — O BEFEMB IR IC B\ T, ERIEE 2 — A0 U7 T R CHE L
THEY., GEROBETIIRNY a7 Y — L OBRBERITHM L THEINT 5 Z LR sz (TVIL
3. Q NTA—FEHER] OSSR, BARAAKUOSEANT—F) , L2rLanb, Ribart
Y= VDOFEEERT DT 7 A VTERBTHML TEEML Wl e, FRICL DAY )
V=L D EFEE IS EE TR,

11. Z0fth

(1) PK/PD ¥
(EhpfE . ~ o R)
A af Yy —LOREREHIZ, AUCMIC EFERET 2 &2 oile,  ((TVLL 2. (2) Eha EAT
DB ) DOESB)
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() REB-ILERRAT
OF %

PIEARBFOABEANBRBEROTYBE (3% : ROKERKR) 39

HAENBRBER O TFHREICRY 7Y — R OIBEBIE ARG LB IHERR (5% -
P00041 78k, T-BJ : P0O1899 M T C/198-316 iklik) DA NMET — & % Caye D WUSMAEIZ HD U THE
L7 () . ZORE., KLBEENMEWL VL —F TIIAERIRITE o120, FHALISORTE
BERLDEWT V=T TERIA AN RSN, (ULEOFERIZHB VT, WO 5EA K O
WK OB DT> T, AIMEOBLE ORI 2y — L0 HIEEGRGFE R THERE D 90%LL k-
TREFIREIZE T D MR Cae 2 500 ng/mLICEIE L TWDHZ L E&NnT, )

FEABRUFHERTORY IF YV —ILESHOBEMMEICET S
EHMEICET SIBREE (Cop) ITEDCHESMUBRITORER

P00041 BT P01899 7Bt C/198-316 skBA!

({2 PR BRI L2 69 2 1R ) (AML/MDS IZxt3 5 F5h) (GVHD (Zxt4 % T B5)

szzgl\?;l " Response% Ca(vuil Iéi?)ge Response% Ca(vuil Iéa{;l)ge Response%

(ng/mL) (m/N) (ng/mL) (m/N) (ng/mL) (m/N)
Q1 134 (45) 24 (4/17) 90-322 45.3 (24/53) 22-557 55.6 (35/63)
Q2 411 (21) 53 (9/17) 322-490 63.0 (34/54) 557-915 79.4 (50/63)
Q3 719 (12) 53 (9/17) 490-734 53.7 (29/54) 915-1563 82.5 (52/63)
Q4 1250 (28) 75 (12/16) 734-2200 72.2 (39/54) 1563-3650 82.5 (52/63)

AP a3 — U OB O AL - R
P00041 3Bk  ABeE - ABeHiE200mg % 1 A 4[5, BFEE£ZIZ400mg %2 1 A 2 B O#&S
ShREBE 400 mg & 1 H 2 [mEIFR O &5
CN98-316 58Bx AU =2V —)L#E : 200mg % 1 [ 3 [EFRO&EE
PO1899 #kER AV =aF Y —/H#f : 200mg & 1 H 3EIRAKE
Response% : P00041 B TIIME 2 RHETH LHESNZHEG (%) & L7z, P01899 BBAK U C/198-
316 R TIT [100% - (REAHEHE S NHE (%) 1 Ik & LE,
Cave : TEFIRBERF D R Y 21 ) > — )L o> S ifn g v i
AML : 2MEEBEME RIS, MDS @ B8R AUERRE, GVHD @ B 18 329
R EEME T BE O RO IR
PRS-

) AR EHER RS, AAOME - BRI, @F. ZAZERYaF Y —1 e LTHIRE 1 E 300 mg %
1TH2E, 2 HBLFEF300mg % 1 H 1A, FOFIRT A 2058 90 2T TRIRICAHFETH D,

BEET AUV RERE GFEAT—%) 7

P069 FABR CTlx, TLEIHEEH CTH 2D ITTHEMICEBIT D Day 42 £ TORIEILEHR, WO EHELH
WRHEIE H Td 5 FAS EMIZE T D Week 6 B i DA E: (CACHIE) OHERIZONT, K
FaFy—nrofEd N7 TRENG ONIHEBRE 2t RICR 2y — v omiEh 7 7 RE
DOWNAEIZ IS < BREERBNZFHE Lz, T ORR, SHEIMERHMEEE & A2t — o
HER N 7 7 R ORI ZREETIRE O b hoTz, ZOZ Lk, AY )Y — 300mg %
1B 1EES WHOA 1 H2EH#EE) LEBICEONDBEBEEN, AMENRKE 2D MHTIC
FELTEY, 20 Z2DORYaF Yy —LOFHETRERICLIOTHMLT-ETHDLZ L AR
WS 2A5HDThHoT,

97



VI. EYWHEICEY HIEE

W LS 7REOEMIBEICE D CHBREERER. Day2 FTOELETE (P69 HER)

100% 0

=Nl

80% -|

73%
04
Bl 89% | |89% | [89% | |85%
Q1 : 244-994 ng/mL
40% Q2 : 994-1624 ng/mL

Q3 : 1624-2323 ng/mL

20% | Q4 : 2323-5663 ng/mL
TEHEiPTRE A IEE R b D T iR
0% FRShih - - HREOER

(R==) ~Cawa—1

FHIFV—IIOmES b S T IREDEMIE

BRI TREOESMIEICED CHERERMA. Week 6 BFm DB EZNE (P69 EXER)

100%

8% 1% mEME WEH WM PERE

80%

60% |

Q1 : 244-994 ng/mL

Q2 : 994-1624 ng/mL

Q3 : 1624-2323 ng/mL

Q4 : 2323-5663 ng/mL

TERME T Ak L MR b S 7 iRE
FROhEL - EHBEOERH

40%

7_:
Ed
P
L 38 3B 28
N
1l
32

Y AFJ—OmiEch b T 7 iREOEMMLE

Q% atE
A A ANIBRAEE 30
EWNRE K AR TROON T EEZRAFER (BIEMH) 25T, BARABEDLE
(P101 RER) THEOLNIAY 2Ty — L olEgEE L OMEELHRFILE (X)) . 2055,
O ERBICEL TE, BHENRBIEE D Cup (THRE) 13FERIEE LD bEo7ohd, BE
%%ﬁ%%iw#h%4w®ﬁf%b\T%ﬂ%f—»ﬁiéﬁ%ﬁié%@#Eibi%%ﬂ
T2, LT Cag & SO A EFER UIENWEHIFEBLO BT & 2272 BIEE L3O 54172
nolo,
Flo, AEFR T LICUSAEFSGRBEBE CTREPIRICR oL BH, YA EFRRBBEET
BT LB, KOS EAERFGIERBBEOR Y a Y — LV OBgEEL /R LT, ELOHR
BEFE CREP IRz 26TV TR b mBEERE R Lo, Aoy — LR L ik o
WCH B 7 BT 22 0 o 7o, L CTREEDHNIZRD b T, FAFHRLITB N THEFRHE
BAE CHREPILIZR o BE LG AT T LIZEE ORI T, AT — LD Cu (L TH
He72E W ERRD e o7,
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VI. EYWHEICEY HIEE

FEERNGZEEARBEFNRVASTSERFERRESFRTO

RYAFV—ILD Coye D ELER

(ng/mL) &H Y I AlSE (ng/mL) SInE
12500 " 12500 -
100001 ¢ ' 10000 ”
3 .
¥ 75001 T L§ 7500 0 3
50004 i—:—j 5000 ﬁq
2500+ }. | 2500 % —
0- # 0 .
Bl gE A -] g8 &
yid = = i3 = =
. oAl
5 Ezx % 5 %%k
fiE =3 F fiE =2 F
% ) # Bl wE H
0 = D5
2 B A Bl
LS 5
(ng/mL) Bl (ng/mL) MErt
12500 i 125001 e
10000 { [ 100004 5
(.;i 75004 = - (;% 7500
50001 2 5000+
1 2
2s00{ ° $| 2500 ==
04 . o %
Bl g% % 3 5
% Z% & 5 F
B E 3 B L
iE =8 7 fiE =
B L &l
<
(ng/mL) AST S tng/iml) ALT #40
12500+ o 12500 m
10000+ : 10000 .
£ 7500 ; ¥ 7500
= 7 g < 7
5000+ 5000 E
2500 E 2 2500 2
—_— —
0- . o :
Bl el a Bl g f
x Hs = £ Fs =
b bR 7 B ok E
fiE i Ei E =28 Ei
#l BiE B il HiE ]
% # fiE h B T
B Bl & Bl
< o

99

(ng/mL) TH
12500
:
10000 £
¢ 7500 s
18]
5000
1
2500 i
" §
o s =
3 g & E
il HE Ik
fiE i) i
@ Iﬁ}ﬁ ik
% B fiE
B %l
<
(ng/mL) FEEDHE
12500 58
10000 "
c? 7500
.
5000 1
2500
§ 5
& £
1E =
)i:| $
5 Ed
B IF
fiE *
#l i)
fiE
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10000 .
g 7500 10
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Feh

(ng/mL)
125004
100004

QT &

(ng/mL)
125001
10000

Eiard

R —

R

(ng/mL)

12500

10000
5000
2500

MBI
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e Sm AR R E

foe B B ARER IR
(ELERREEwEY)

ELERRIEE

e BB SRR E

fe o S RER I B
(ELERBEEVEY)

ELERREE

fe g SRR

{ehogh SRR
(ELERREEWE )

EEERRBHE
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10000
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5000
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VI. EYWHEICEY HIEE

REMET 2~V NV RIERE EAT—F) 3

P069 FERCIL, Aoy — L omfEd h T 7RENG O NEF EXIRIC, P T TR
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g%, PURRCMR. ALBE, AURHIM, £ 9
FEIE, 895, BEIRES . BEIR 2 IR
B WSS T O FENEE . BUEE
. mEtEEE. CARE, BT

W BAE /AL S

=
mf
=
T

ri e, AR, R STV AR

F RS, M 2%

(fiFin)
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VI. Rt (FERALOZES) (CBYSI1EE

SHEREMERRREERVERREEREE K

P05520 5ABR | P05615 7klBk P069 5 P101 3Bk LN

n (%) n (%) n (%) n (%) n (%)

HEBRBEK 237 210 288 77 812
BIVERZESIE (%) 90 (38.0) 84 (40.0) 86 (29.9) 56 (72.7) 316 (38.9)
MEB LR R REE 4 (1.7) 1 (0.5) 2 (0.7) 2 (2.6) 9 (1.1)
E=qint 0 0 0 1 (1.3) 1 (0.1)
BRERREE AN A 0 0 1 (0.3) 0 1 (0.1)
FEENE LT HPER R E 3 (1.3) 0 0 0 3 (0.4)
I BRI gE 0 1 (0.5) 0 0 1 (0.1)
VLI Bk g 0 0 1 (0.3) 0 1 (0.1)
JIE N AR T 1 (0.4) 0 0 0 1 (0.1)
M/ N R 9 0 0 0 2 (2.6) 2 (0.2)
DgREE 1 (0.4) 4 (1.9) 0 2 (2.6) 7 (0.9)
TNz i) 1 (0.4) 0 0 0 1 (0.1)
IR 0 1 (0.5) 0 0 1 (0.1)
R4 0 0 0 1 (1.3) 1 (0.1)
TR R 0 2 (1.0) 0 0 2 (0.2)
=V AMIHE 0 (0.5) 0 1 (1.3) 2 (0.2)
BENR 1 (0.4) 1 (0.5) 0 0 2 (0.2)
N WREE 0 0 1 (0.3) 0 1 (0.1)
BB SR~ 4 0 0 1 (0.3) 0 1 (0.1)
ARFEE 3 (1.3) 0 5 (1.7) 2 (2.6) 10 (1.2)
JURH R g 0 0 1 (0.3) 0 1 (0.1)
B 0 0 0 1 (1.3) 1 (0.1)
! 1 (0.4) 0 0 0 1 (0.1)
SeARAE 0 0 2 (0.7) 0 2 (0.2)
F 1 (0.4) 0 3 (1.0) 1 (1.3) 5 (0.6)
TIET 1 (0.4) 0 0 0 1 (0.1)
HiBEE 48 (20.3) 54 (25.7) 23 (8.0) 9 (11.7) 134 (16.5)
JEE A Rk 2 (0.8) (1.0) 1 (0.3) 1 (1.3) 6 (0.7)
iR AT 1 (0.4) 3 (1.4) 1 (0.3) 0 5 (0.6)
N 6 (2.5) (4.3) 2 (0.7) 0 17 (2.1)
TR 1 (0.4) 0 0 0 1 (0.1)
- REER YR 1 (0.4) 5 (2.4) 0 0 6 (0.7)
iR JEe 0 0 1 (0.3) 0 1 (0.1)
T PR B R AS PR 3 (1.3) 0 0 0 3 (0.4)
g K 0 0 1 (0.3) 0 1 (0.1)
R 2 (0.8) 3 (1.4) 0 2 (2.6) 7 (0.9)
TR 20 (8.4) 16 (7.6) 4 (1.4) 3 (3.9 43 (5.3)
PN 78 1 (0.4) 2 (1.0) 0 0 3 (04)
WL R 2 (0.8) 5 (2.4) 1 (0.3) 0 8 (1.0)
N TS 1 (0.4) 0 0 0 1 (0.1)
TN N SR 1 (0.4) 0 0 0 1 (0.1)
BILW 1 (0.4) 0 0 0 1 (0.1)
[UCE 1 (0.4) 1 (0.5) 0 0 2 (0.2)
53, 0 4 (1.9) 0 0 4 (0.5)
EES 0 2 (1.0) 0 0 2 (0.2)
HEE 0 0 1 (0.3) 0 1 (0.1)
A W i R 0 1 (0.5) 0 0 1 (0.1)
F S iz 0 1 (0.5) 0 0 1 (0.1)
1 e HEE R 0 1 (0.5) 0 0 1 (0.1)




VI. &4 (FALDOZEESE) 1B 5I1ER
P05520 5Bk | P05615 #klk P069 R P101 B EEXUN
n (%) n (%) n (%) n (%) n (%)
F EPTR BT R 0 1 (0.5) 0 0 1 (0.1)
L 18 (7.6) 23 (11.0) 12 (4.2) 4 (5.2) 57 (7.0)
e s 0 1 (0.5) 0 0 1 (0.1)
MR R 4 0 0 0 1 (1.3) 1 (0.1)
VyF T 1 (0.4) 0 0 0 1 (0.1)
AN 0 0 0 1 (1.3) 1 (0.1)
g - 13 (5.5) 9 (4.3) 9 (3.1) 0 31 (3.8)
&ﬂééﬂiiﬁiklv 13 (5.5) 5 (2.4) 7 (2.4) 24 (31.2) 49 (6.0)
) E 0 1 (0.5) 2 (0.7) 0 3 (04)
MR A P 2 (0.8) 0 0 0 2 (0.2)
fifw e 0 0 0 1 (1.3) 1 (0.1)
BIES 2 (0.8) 0 0 0 2 (0.2)
SRR AR 0 2 (1.0) 0 0 2 (0.2)
FEW) A 1 (0.4) 0 0 0 1 (0.1)
i 0 0 1 (0.3) 2 (2.6) 3 (0.4)
O O & 1 (0.4) 0 0 0 1 (0.1)
BITHEE 0 0 1 (0.3) 0 1 (0.1)
N VA 2] 2 (0.8) 0 0 0 2 (0.2)
bE ANV i 673 1 (0.4) 0 0 0 1 (0.1)
TENERAT A2 2 (0.8) 0 0 0 2 (0.2)
s Rk 0 0 0 2 (2.6) 2 (0.2)
FERR D 9% SE 2 (0.8) 1 (0.5) 0 0 3 (0.4)
T NE 0 0 0 1 (1.3) 1 (0.1)
AN PV e 1 (0.4) 1 (0.5) 2 (0.7) 3 (3.9) 7 (0.9)
RIEMEAR 1 (0.4) 0 0 0 1 (0.1)
FEEL 1 (0.4) 2 (1.0) 1 (0.3) 17 (22.1) 21 (2.6)
e 0 0 0 1 (1.3) 1 (0.1)
TR IEREST 1 (0.4) 0 0 0 1 (0.1)
FFRERES 4 (1.7) 5 (2.4) 9 (3.1) 10 (13.0) 28 (3.4)
NBY 5 - i 2 (0.8) 1 (0.5) 0 0 3 (0.4)
IR 1 (0.4) 1 (0.5) 5 (1.7) 10 (13.0) 17 (2.1)
AR RaR 5 0 1 (0.5) 0 0 1 (0.1)
S 1 (0.4) 1 (0.5) 0 0 2 (0.2)
EEY Y UE 2 (0.8) 0 3 (1.0) 0 5 (0.6)
PRI 0 0 (0.3) 0 1 (0.1)
AR 0 1 (0.5) 0 0 1 (0.1)
SEREE 0 1 (0.5) 0 0 1 (0.1)
P 2 DS K EFER] 0 1 (0.5) 0 0 1 (0.1)
RBYE R & OVE4AE BAE 3 (1.3) 3 (1.4) 3 (1.0) 4 (5.2) 13 (1.6)
T AL )L A Y 1 (0.4) 0 0 0 1 (0.1)
REPREES 0 1 (0.5) 0 0 1 (0.1)
e B¢ 0 0 0 1 (1.3) 1 (0.1)
Y N7 T g ARG 0 0 1 (0.3) 0 1 (0.1)
FE R 0 1 (0.5) 0 0 1 (0.1)
B AR 0 1 (0.5) 0 0 1 (0.1)
Bl ~ L2 0 0 1 (0.3) 0 1 (0.1)
MEBE 0 1 (0.5) 0 0 1 (0.1)
LD 0 0 0 1 (1.3) 1 (0.1)
fifi gk 0 0 1 (0.3) 3 (3.9) 4 (0.5)
JiiE=NEphd 2 (0.8) 0 0 0 2 (0.2)
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VII.

et (FERLDIES) ICEYSHEA

P05520 iR | P05615 3k P069 iR P101 B EEXUN
n (%) n (%) n (%) n (%) n (%)
BE, BEB I UCUESIHE 0 1 (0.5) 0 0 1 (0.1)
F G R 0 1 (0.5) 0 0 1 (0.1)
AR RE 21 (8.9) 28 (13.3) 43 (14.9) 15 (19.5) 107 (13.2)
Zz;—/;a?bu/ P72 8 Ga 9 (43) 22 (7.6) 7 (9.1) 46 (5.7)
;j;\;j;fi%‘m/ Mg ) 8 (3.8) 18 (6.3) 7 (9.1) 36 (4.4)
W7 AH Y RAT 72— 1 (0.4) 3 (1.4) 7 (2.4) 2 (2.6) 13 (1.6)
M e UL e B 5 (2.1) 3 (1.4) 8 (2.8) 0 16 (2.0)
frf 7 V7 F =8 0 3 (1.4) 0 0 3 (0.4)
1. HH LR I 7K 5 P SR N 0 0 4 (1.4) 1 (1.3) 5 (0.6)
ML~ 7% LD 0 1 (0.5) 0 0 1 (0.1)
Ay e 1 (0.4) 0 0 0 1 (0.1)
A5V o K 0 0 2 (0.7) 1 (1.3) 3 (0.4)
fE E5 0 0 1 (0.3) 0 1 (0.1)
C-BG MR B8 0 0 0 2 (2.6) 2 (0.2)
B X RS 1 (0.4) 0 0 0 1 (0.1)
YR AN 0 0 2 (0.7) 0 2 (0.2)
DX QT IR 2 1 (0.4) 0 0 0 1 (0.1)
DX QT iEHE 2 (0.8) 2 (1.0) 1 (0.3) 6 11 (1.4)
DM ST #4y L 5- 0 0 0 1 1 (0.1)
DB T 0 1 (0.5) 0 1 (0.1)
DER T s 0 1 (0.5) 0 0 1 (0.1)
yINEINVET VAT 2T (0.4) 0 0 0 1 (0.1)
FINE IV T AT =5 —PHEN 2 (0.8) 0 5 (1.7) 1 (1.3) 8 (1.0)
~NES | U 0 0 (0.3) 0 1 (0.1)
JFEE R L5 3 (1.3) 2 (1.0) 0 0 5 (0.6)
S P AR N 0 0 1 (0.3) 0 1 (0.1)
AR e Y 0 1 (0.5) 0 0 1 (0.1)
ST Rem A 5 0 5 (2.4) 0 1 (1.3) 6 (0.7)
%5 REEREHE N 0 0 1 (0.3) 0 1 (0.1)
/ISR 1 (0.4) 1 (0.5) 0 1 (1.3) 3 (0.4)
i/ NREE N 0 0 1 (0.3) 0 1 (0.1)
QRS #ih B 0 1 (0.5) 0 0 1 (0.1)
AT I F—E RS 1 (0.4) 0 0 0 1 (0.1)
IRE D 0 1 (0.5) 0 0 1 (0.1)
i EREOED 0 1 (0.5) 0 0 1 (0.1)
REB L OREESE 19 (8.0) 11 (5.2) 18 (6.3) 18 (23.4) 66 (8.1)
AAKIEGE 4 (1.7) 2 (1.0) 4 (1.4) 9 (11.7) 19 (2.3)
Vi Zap oy =ty 2 (0.8) 0 0 0 2 (0.2)
EA Y D AfE 0 0 1 (0.3) 0 1 (0.1)
&AL 7 A IfE 0 3 (1.4) 1 (0.3) 0 4 (0.5)
a3 1 (0.4) 0 0 0 1 (0.1)
KA Y o L fE 11 (4.6) 6 (2.9) 11 (3.8) 10 (13.0) 38 (4.7)
K~ 7 %0 AMLE 5 (2.1) 3 (1.4) 2 (0.7) 0 10 (1.2)
K7~ U T A ME 0 1 (0.5) 2 (0.7) 0 3 (0.4)
1KY > BR fE 2 (0.8) 5 (2.4) 0 0 7 (0.9)
BRI 0 0 2 (0.7) 0 2 (0.2)
< TR ARZ 1 (0.4) 0 0 0 1 (0.1)
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VII.

et (FERLDIES) ICEYSHEA

P05520 iR | P05615 3k P069 iR P101 B EEXUN

n (%) n (%) n (%) n (%) n (%)

HEBRRB L OYEAHRREE 2 (0.8) 2 (1.0) 1 (0.3) 3 (3.9) 8 (1.0)
FA 0 0 0 1 (1.3) 1 (0.1)
RAHI K 0 0 0 1 (1.3) 1 (0.1)
il 0 0 1 (0.3) 0 1 (0.1)
VU i g 0 0 0 1 (1.3) 1 (0.1)
B A 1 (0.4) 0 0 0 1 (0.1)
B 1 (0.4) 0 0 0 1 (0.1)
VU R 0 2 (1.0) 0 0 2 (0.2)
;%ﬁgﬁﬁf@%ﬁ 0 0 1 (0.3) 0 1 (0.0)
8 ESiAp et 0 0 1 (0.3) 0 1 (0.1)
R REE 16 (6.8) 3 (1.4) 9 (3.1) 1 (1.3) 29 (3.6)
FEIE 0 1 (0.5) 0 0 1 (0.1)

S B 0 0 1 (0.3) 0 1 (0.1)
FRpEE 0 0 1 (0.3) 0 1 (0.1)
BHEL~LOET 0 0 1 (0.3) 0 1 (0.1)
FREIPE D F U 2 (0.8) 0 2 (0.7) 1 (1.3) 5 (0.6)
R A4 4 (1.7) 0 0 0 4 (0.5)
R4 iE 0 0 1 (0.3) 0 1 (0.1)
SHY 10 (4.2) 2 (1.0) 0 0 12 (1.5)
FEARIEAE 0 0 2 (0.7) 0 2 (0.2)
fER 0 0 2 (0.7) 0 2 (0.2)
R 1 (0.4) 0 0 0 1 (0.1)
BHEE 3 (1.3) 1 (0.5) 6 (2.1) 2 (2.6) 12 (1.5)
S I 1 (0.4) 0 0 0 1 (0.1)
BEELIRRE 1 (0.4) 0 1 (0.3) 0 2 (0.2)
R 0 0 4 (1.4) 0 4 (0.5)
LI, 0 0 1 (0.3) 0 1 (0.1)
THRYE 1 (0.4) 1 (0.5) 0 2 (2.6) 4 (0.5)
i 0 0 1 (0.3) 0 1 (0.1)
RITEHR e (0.4) 0 1 (0.3) 0 2 (0.2)
BB IUORKEE 2 (0.8) 1 (0.5) 4 (1.4) 1 (1.3) 8 (1.0)
AR R 2 (0.8) 0 1 (0.3) 0 3 (04)
8 T M 0 1 (0.5) 0 0 1 (0.1)
ERBRVERE B 0 0 0 1 (1.3) 1 (0.1)
B4 0 0 2 (0.7) 0 2 (0.2)
e 0 0 1 (0.3) 0 1 (0.1)
EFEER LU ERESE 0 0 1 (0.3) 0 1 (0.1)
BRI 0 0 1 (0.3) 0 1 (0.1)
FEORER, MENE X URHRIEE 3 (1.3) 3 (1.4) 5 (1.7) 4 (5.2) 15 (1.8)
Ik 0 1 (0.5) 2 (0.7) 0 3 (04)
o I 0 1 (0.5) 0 1 (1.3) 2 (0.2)
Loo<D 1 (0.4) 1 (0.5) 0 0 2 (0.2)
s A 1 (0.4) 0 0 0 1 (0.1)
BpL R 0 0 1 (0.3) 0 1 (0.1)
1 ek E R 0 0 0 1 (1.3) 1 (0.1)
filg 7k 0 0 1 (0.3) 1 (1.3) 2 (0.2)
Hifa g 0 1 (0.5) 0 0 1 (0.1)
T 1 B K 0 1 (0.5) 2 (0.7) 0 3 (04)
IR AN 4 0 0 0 1 (1.3) 1 (0.1)
BRI 1 (0.4) 0 0 0 1 (0.1)




VII.

et (FERLDIES) ICEYSHEA

P05520 7Bk | P05615 akbR P069 3R P101 # B EENEN

n (%) n (%) n (%) n (%) n (%)

FEE L OE THREE 23 (9.7) 14 (6.7) 5 (1.7) 10 (13.0) 52 (6.4)
A ES 1 (0.4) 0 0 0 1 (0.1)
SIERER B 0 0 0 1 (1.3) 1 (0.1)
A2 By M I B2 R % 1 (0.4) 0 1 (0.3) 0 2 (0.2)
B W 0 0 0 3 (3.9 3 (0.4)
ALEE 1 (0.4) 0 0 2 (2.6) 3 (0.4)
BT 0 0 1 (0.3) 0 1 (0.1)
SR H I 2 (0.8) 0 0 0 2 (0.2)
9 I 4 (1.7) 2 (1.0) 0 0 6 (0.7)
KI5 15 (6.3) 6 (2.9) 2 (0.7) 4 (5.2) 27 (3.3)
BOIR 22 0 2 (1.0) 0 0 2 (0.2)
IR NITRZ SN A 4 (1.7) 2 (1.0) 0 1 (1.3) 7 (0.9)
RS 1 (0.4) 0 0 0 1 (0.1)
% 9 B 0 2 (1.0) 1 (0.3) 0 3 (0.4)
AL 1 (0.4) 0 0 0 1 (0.1)
RS 0 1 (0.5) 0 0 1 (0.1)
ZEE 0 1 (0.5) 0 0 1 (0.1)
Mg EE 7 (3.0) 2 (1.0) 3 (1.0) 11 (14.3) 23 (2.8)
8 i 3 (1.3) 1 (0.5) 2 (0.7) 11 (14.3) 17 (2.1)
AR if 1 (0.4) 0 1 (0.3) 0 2 (0.2)
SR T 2 (0.8) 0 0 0 2 (0.2)
A MR AR 1 (0.4) 0 0 0 1 (0.1)
JIIEE7S 0 1 (0.5) 0 0 1 (0.1)
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VI. B2 (EALOIES) BT 31EH
9. BEKRRERRICRIZTEE

FEESH TN
10. BEHE

13. BEES

R — I miEENT ChREI RV, [16.6.2 &[]

(fif)

AP g — ) VIMEENT CBREIS AR WD, RBE|ICGEH L CTEEMRET LI & LT,
11. ERLDEE

14, BRLEDIE

14.1 EXRFRARBFOTE

14. 1.1 RANTFARNZE G- ORNCHART 5 2 L,

14.1.2 XA TNVERRIZELEZHZ., XA T7A05 167 mLIKEEY . 150~283 mL OEHAH K
X 5% 7 R O MEEFE N A S T2 SN 7 3UEAR UL, EBREL 1~2mg/mL &
Do

14.1.3 UFORMRIR ETEEZ b ERZTOTHEMA LN &,

FLEEY T NVIR, 5% T RUBEINELEE Y 7 ViR, 4.2%RIEKET b U O AEFHE

14.1. 4 KANIRGER 2 G £20 20, RBITESCHCER T2 2 &, BEehITHH LARWEE
I, WIERTTE (2~8°C) L. 24 BFELUNICER T2 2 &, 1 BEWEIY TH Y | FRIKIZFEIET
5Tk,

14.1.5 KA Z /W%, &5 THRNC AR TEY N2V MRS D Z L, FIREOERITEG~H)
HOTHD, WRICEMSEON D ST HEIEHA L2 &,

14.2 EFIZREFOEE

14. 2.1 REIOZEFFEITITDORNT &,

14.2. 2 18R LR 2B W E I S 2558 2R E | oOIEF % [F— 0K 7 A > %8 L TR
WCHEALRWE &, R 2 TMOIER 2R — O 7 4 b REBFEAT L BEICIT. iE
BAbEL = WA Z WD Z b,

(fiAEs) * () OF ST BEFISCOEE S5

14.1.1, 14.1.2 ERRFBR E R O FNUZ S EE LT,

14.1.3, 14.1.4 KFOFRE%E OLZEERBR O RICESEZRE L,

14.1.5 AFIFRIEOIMBLUZIA S0 BALN RO LD HHITHENEL L T D ATREMENRE 2 B,
REVEED D B D5 IIMEH T RETRNWI EPORE LT,

14.2.1 fEEEp R E 2 %15 & UT-ERPRERBR  (P04985 3XBR. P06356 3R, P07783 3Bk K& () P067 3 5k)
ROHE x5 L UMK (P05520 7B K& U8 P101 7kBR) T HLERIRPY -0 & KRR Ik
W G-RF D22 RN D & R E LTz,

14.2.2 AKH LD FEA & O EZALRBR OSSR OMEL, RatERY, BE) [T SEHE LT,
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VII.

et (FERLDIES) ICEYSHEA

12. ZOMOEE

1) BEERERICE D < 1HF#R

15.1 ERERERAICE D CER

WY 3T Y — )L 2 R E RN BB U ARG LT & & OZaMEIC OV T, LLT ORFERER
BREE DS A STV b,

- SREERERL A 9 112 AR 2 — L ERAEIK 200 mg & 90 43 [T T B ERRS EARAE G- L

< SME R R S AR D 2 — L ERERR (50, 100, 200, 250 }2 O 300 mg & : 4 9 %)

< SNENERERR A 13 61 Tﬁ:%/—wﬁ&m3Mmg%3o THNT CHIBERIE R IRV & 5

- SRENBERER A 5 filC %:%/—wﬁﬁﬂlmmgﬁw ST TCTLH LA (WHDOA

7L & EAEALLIGD 67% (6/9 ) TR Lz (P04985 k) .

Z 304505 CHEERASFHIRNIEE S L- & & MARMEFIRE D 4% (2/4561) . HEAEBNLT
IS 16% (7/45 %) TR Bz (P06356 R/ S—F 1) o

L7z & &, mAetEEIRED 7% (1/1341) TRO LN (PO7T783 B/ N— 1)

Hz@>\waﬁﬁ@$%ﬁ%W§5Lt&% MARMEFRE DS 60% (3/561]) . IEAEAL
BGH 80% (4/561) TR L= (P06356 B X— |k 2) |

(fgdn)
B E 23t 5 & U2 iRARRER (P04985 FAER, P06356 #AER & (Y P07783 #Ek) ToORMEFIRN
B GRs DR 2RI S ERE LT,

(2) JERREREABRICE D { 1HHR

15.2 FERGREAERICE D < [E%R

15.2. 1 53 A X DA% 2~ WICFIRN G- L 7= 3Bk (1 kmf TR AN ER AL R DR B FE D BN A3
HRONTE, 5 5 A DOREEEZ I iﬁﬁﬁ®%ﬁ%f®%m RO BRI, RFTRNID
Nl A XTIE, MR, T8N U EIC R @Eﬂ@#oﬁoik\@%4ﬂ@$%4ﬁ
«9wﬂﬁﬁu&5bkﬁﬁfﬁ\%Kﬁ%®%ﬁﬁﬁﬂéh&#oto
15223yhﬁ%%%§%(mm)@24%&L@% BTHRELEZEZA, BB RS E
K OB N O RIES M L=, 7 v FORIBEREEEILX. B EE XTD%F@&%
M 72 FEAE BN B < N MWR DS L & & é#é%@f%éoit\%émm@®ﬁm
IV T EBRAFTAL L ADEAICKHET DT v MFAEOBRRTHL EEZEZ LN TWD, &
HaF S — L EHELIE TR, AL TARAFT AR ZAOELEIBIEEITRES N
TR,

(figa) * (fR#) OFBILE TR COEE Bkt

1521 R¥paF >y — Lo ERIZENT, A X TROLNTERFEHLICESEHRE LT,

1522 WY a2+ — L OEMFERIZBNT, 7 v F TRO LRI Y- BIE RS ISR TE
L7,
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X. JEFRREERICRE 9 5B

1.

AR
(1) EZFEBEHER
[VI. 3Eh3EPRICRHT2HE ) OHSMH
Q) REMFEEHER Y
_ o BE | Ayafs—L )
R B - B g | B E R e
A R
— MR (Irwin D% | T v b . 30 mg/kg £ 98 .
W) (& 9 75) FEH | R LT
'E‘Lﬁl%fﬁ
T e ke hERG # A L-929 fl | . . hERG i I Z A FREE & bl L
hERG ZE it & 7l Bk Wk invitro |1.1 pM < TN LT
0.036 uM LA DL FE T, 60% M
e s S A X0l Purkinje 88| . 0.036, 0.0977, O 90% /0 ik &£ C D TE B BN HF
FIBOAERR g mViro | 1M GERER % B IE (10% A7) 1o A
£ L7,
mJE, DFE O MFREIERI R T » b |, 30 mg/kg B 9= .
LB (e 12.05) AL BaRs by
5 26 HIZIZIUHE M OB 8)
e . BRIEZS EH- U7z, 85 27 BRI
RGP e I RSP O B B OV P
N K N K e §§\ - /\c
M b (RREREG. 120%| D 90 mg/kg ﬁ:?ﬂiﬁ\fﬁfQiﬁbﬂﬁ nf?f? b, A
AL B AR | 24 1T LA 1L 28 AR\ 9 =257~ ORGICEY, i
ﬁ§% (ol WEABROT LT L ORI
WONTIMIE b e K= T RO
BORINARD b,
e e (3] =
e, oo SRS ey 1 meke |
NS ] B A
LR (% BEHE 6 ) QD (1B 1E, 78/
BEAIR. 4 %07 A& I
0 JER W 9F ) R D = 1 2332
wiE, b | REIERAD = e |40 meke SO P IS AR
B 7AYo QEsD) |10 L. 7 pRg | AL USROS BIARE O L
= (TEERE 5 303 6T) ’ ) HiE. 7 BHEo®R 5%, hEh
5RON3 AR L7,
CIER
1323& S W) QO) R T v b S 30, 60 mg/kg T .
Sy (e % 6 ) R | B REBHONT
B W
7>k 30 me/ke P15 5 MR I SR RS LT
(10 %) HA[] =
[ TR 1&;@) ;i?‘”m@% BB L NP
A N1 2 HET %
SO YT SR HEH BODR. 3 R0 4 TEOED 6
Z v b 30 mg/kg REZ IS IR DD LTz, 59
(Mt 12 pB) 1H 1\, SHME H. 4 X5 H#EO&REH% 24 B5HE
(T R U AR LT,
e R
i it g A A . 30 mg/kg | o= .
H Y/E%ﬂ:/ﬁiﬁb (72\_& 3 [E) 7f\‘jx: ] E"IE %/@nﬂy) [\Qﬂ‘a—
= s Ty ? P4 I\ P 30 mg/kg B YRR N
B NAEHEHRE (e 8 JT) ey L[] RO HNT

hERG : t | ether-a-go-go P H {51
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X. JERRREERICEIY S1RE

3) TDDFEEBHAE
AR L
2. EHHR
(1) BRI E5EEEER >
Bl ) . o o W O B 3E B
L s YT AREE gk (mg/ke)
HE - 0. 2000, 2500, 3000, 3500, 4000. 5000 ,
vUA B0 |#E 0. 250, 500. 1000, 1500. 2000, 3500, | 2300
3 5000 I = 2000
- i HE 0. 20, 22.5. 25. 30, 35. 40, 45, 50 25
JREE il W 0. 15, 20, 25. 30, 35, 40, 45, 50 it ;20
;w%g%%u (B 1) FRARNY | ERE ;0. 11.5. 23, 347, 90 M < >90
Sk . B ;0. 5000 HE - >5000
JGES T i : 0. 4000, 4500, 5000 1t < 4000
%%h SR |MERE - 0. 20, 25. 27.5. 30. 35. 40. 45 MR + 25
%ﬁ%%zﬁu ) BRA | MERE < 0. 15, 30, 45. 90 HeHE = >90
%;; B HEHE - 240, 480, 960. 2000 Wk >2000
z«f;;%;ﬁgﬁu (B 1) RN | MEME © 23, 40, 60, 100 HERE = >100
Q) REREEEHER 0
ﬁ%:+7~w
T A Ei==uRn
15mg/kg/ HEA L+ U U/ XRERE -0 Y CIREE, BIF O
WERE - 0, 15, 45, &%HEJ( Al e B 2 e 2 - vﬁTH%@fHﬂH’?E*H’HK i
7w b 1% HM |90, 180 mg/kg/H P - INBLRTEE R, MR O R SUITHE K
JF K #&nA 45mg/kg/EluL T, Hh&D V CNRERE., B RE EXZ
[<15 mg/kg/H ] DFMRE 22 ol - 1 5 o Fe e
4 B[ ORIz X0 [B1E SR EE/ER &H D
5mg/kg/ L. L f@iRRifa~ 7 v 7 7> — - DB REE
WERE - 0, 5. 15 LUV IEOEK &R - B M HaE 22 fadl - i3 Btk R
J vk 6 % AR |45 mgkg H 15 mg/kg/ H LA L« P> 7 v oS —Hiazefaqb - FRne oo it
JF K w0 FMAaEEAE, LM o> BN
[<5 mg/kg/H] 45 mg/kg/ H : B, VU L/ SRERE ORIk EK
8 W DRI L v [B]4E XX [EEE A & v
10 mg/kg/ B LA b o B - P ik + ORIk - P R - M - ik - M R
QYN OEERN, FEOEERD -BIEOH i, &
R DZENZEVE - IB K - FEHE ., IEALIRANE O 2=l - R
FEVESRAAE - R YRR, IR B R M e 2 At - SR IR
B 0. 10. 20 % B 2 - T ORI Sy, TR IR 0D A e 2= Al - B B
30&1 /k\/Ei : Y| OMIIEIE 2 - DR D O 2% - BRHEL - &ﬁiﬁumﬁuﬂﬁﬂl*
7 v b 3 1B M_%glo 15 |BEBRAE(L I ORIEIESE MBS T RO U o< i
ERlap sl tﬂw\? 2011.1 /k\/EI A Y| TERK Mg S o i - BEAL 1S L - A AR I Rk~ o v
GAgEdr) | " gke 77— VDR
Sk s A I Za% ] R N E
(<10 mg/kg/H ] Jl;zmg/kg/EIU\J: ORI U L oREID Y B RE T
20 mg/kg/ H LA b« 3B, B i B Ak - FFlig oo P9 RS PR
AEK
30 mg/kg/ B BT, EIROMAE-ET U o oNEOLIRER
ENEMESSIE
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X. JERRREERICEIY S1RE

)

e
o8 1

A 2=
Be ik
A

Bt

e
RS

15 HM
&N

WerE -0, 6, 15,
45, 90 mg/kg/H

[<6 mg/kg/H ]

6 mg/kg/ AL L - U U EEIEICBEIE U7 k- U > i -
BEAY oM O R ER - KR~ 7 1
T y—

15 mg/kg/ B DAL« JREBEIN - B v 2 7 KZPEMEE N - JRIZ %
JEOIKT, BIFfoEEHM

45mgkg/ HEL E 3B, MEF D Y U LBADIZ L2 0E
K DOZAL, ALT-AI-P-AST-H#ET & Fu s/ —8 KO
U7 UEY RO, MEHERE- T TS R
NI A ATa—LOD. T 4TV ARGHiEY OB
e iR O P - R I PR . B R D 4L
VL SRERE DG - B R O - H H M PR AE - e i oD
RLERIE I Y, - D5 4 - R M0 oD MK « 65 M 48 4 - AT Sz g
DRI, ZEHE

S M DIRIRIZ X v [BIFE iR E A H 0
B, BISEIROARIE AR & R <)

CHE AR o> A

A X
JF 3

1% AM
&0

MERE - 0. 03, 1,
3. 6 mg/kg/H

[<0.3 mg/kg/H]

0.3 mg/kg/H EA b« JRAP /L2 0 AHEIEEEMN
3mghkg/ HULE - fffild~2r v 77 —URE, U U "REBE
D 7 bR Bk

A X
JRSE

6 % A’
&N

MERE - 0. 3. 10,
30 mg/kg/H

[<3 mg/kg/ A ]

3mghkg/ BLLE - U U AREEIZ B L7 iRk~ 7 v
77— U R 0 ZE Ra LAk ER

10mgkg/ BLL E 2 3810, U IREEIC BRI L 72 28 fu L AT
7 8= HfE, W OGS E N - FERRER L2 ORI

30 mg/kg/ A : fIE O T EIEIN - @R BRI AL - ARG i,
Fe, U U NREREIZ B U 7z NI RR A - AR SR D feh
MilaZERall, B - RE O hR ALK

e
R

12 % A
&

WERE : 0. 3. 10,
30 mg/kg/H

[<3 mg/kg/ A ]

3mg/kg/H L L - i ALT OEEM-T AT I -hvy
LOWA Ry AP, A DO Y
BRUE., BT HER A O 2=t BoE B B AR 2 - KB o
RS 2500 - R 28 (b - RS B AR EN O a2k g - i i
DV v HHRREENE
10 mg/kg/ A LA | M ED E5 30 mg/kg/ A @ B OFE &
e RBR . R YV LR R ZE A - B R D o HE R R A
ORI LD RIMEASE, U BB EIC & 2 B R
e o ZERa k.

A X
FEIR o0

35 HM
R

HERE : 0. 9 mg/kg/H

[9 mg/kg/H]

9mg/kg/H 1 U U REIEICBEE L 72 il D 2 5 RE (A R
Jibd F - 4 00 95 BRAR AR R AT - TN AR I A D BB
R L= 28 k7 L

P v

1% AM
&N

W 2 0, 15,
90. 180 mg/kg/H

45 .

[<15 mg/kg/H ]

15mgkg/ HELE U U REEICEHE L7ZHH~ 7 =
77— ek

45mgkg/ HEL B @ U BB AEIC B L7 g~ 7 =
77 —V%atk, 127 v —Hifa ek

180 mg/kg/ H : FFAEMER ML, fififa - MR Y o Hio ) o
NEEEIZ B L 7z flafb~ 7 v 7 7 — D TR - O
DOEEHM, BIEEK

P v
FREIR 2

1% HHE
HiAR A

WERE : 0, 4. 8.
12 mg/kg/H

[4 mg/kg/H]

4mg/kg/HEL E @ U HEEAEIZBEE L 7 e D Z2 ik~ 7
07 7 — iR

8 mg/kg/ H LA | 0 U S NREE I BEE U 72 Bl o0 Bl i
B U S HARRERTEE - 5 o i/ i VR - B O
R HER - KEDR - [ - ol T5R Y o~ el - IR Y o)
& - g =k~ 7 v 7 7 — Y O

12 mg/kg/ H : YNEERR . @I OEmEEM
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X. JERRREERICEIY S1RE

RYyatry—u
B e 1l Z -
wEE | R S LR
[0 g

8 mg/kg/ HLL L RMEKFZ AN T A—FZ DB, AT a4 R
RVE CAREERICEN LmEF - JRP 7L RAT
o RPNV — v O TR ACTH O, #
B i ER B oo #En, wm&%@%ﬁmﬁmﬁﬁﬁﬁm®%
g - B AR 0 Z2 faAl - @ A R IR EE AT, R - T - e
fige « FIE(KDE BRI, %%@ﬁmaﬁﬁFﬁ%mmW~

WEHE 0 g, 15 |ME BSEMLOSIERZE L, Y L IREUEIBIE L 72 fi

L D =D 22l BB A& DY SRk 22
1 Zgﬂﬁfj 30 mg/kg/H f~ 7 17 7 — R
(BAZE P IE) A 15 mg/kg/ B UL L« RIS R ORSRE R 4> L B L7238 12,

[<8 mg/kg/H ] BIRAE T DR A L RO B A I8 E o 2

ft. D §?4V~®i%73[1 HEOE /L MY MEZERE, Y
CIREEICEE LB I o =ik~ v 7 7 — VR
i

30 mg/kg/H : RERE-EBE DA AL - AR
4 BRI ORIEIZ LY | 15 mg/kg/ B O RAZ A48 XX [A11E
& v

Y 3 — VEERIR
b ASEOHERS, —BCIRRE, RH, AR, FR, Mo EER, REMATEIORE R OMEAR ERFEN
72 MRIRE) DRRE Z1T -7,

3) Ef=E1EHER
T%ﬂf/~wﬁﬁ%%wkmi%%wé@ﬁwﬁwﬁﬁ% b FRRIM Y o Bk A D B Y
RRFERR, Ty A =— AL Z —INEMIEZ 5 22988 Jak B L OV~ o A /NG RBR D s |
WONZARY = — VIRE A (B H 1) 2 W7 2 o 218 IR 28R 8 BakBh . Yefa R 2
RN O~ 7 Z/NERROBE LY. R a -y — L idlEst e mE&ne Exon7,

4) A RERER 92
~ U A& AT 2 AERREE G S AFMERBREZ 2 [, T v b E AW 2 FRTRATER G A A JFMER
B A 1 [A19EHE L7,
~ U ADOHEFBRICIHBNT, RIEOEGICHEE LI BB XA R o7z, mHERE (60 mgkg/
A% 5iEMEG%., 90 mgkey H % 24 BEEL Uitk EO A% 57 HEES) OFWIETRITHK
YR L TREMER B Z b2 &0 n . HRBra 3 LT,
~UAD2EHORBRTIX, KM EZBEZH5HE (90 mgkg/H % 48 W& 5%, L EHFEEHO
728 60 mg/kg/ HIZIE L, HECIX 13 @M, MEZIE 29 @G CIFHb L IR IE 23 7 %hmb) %E
B IXK < FREO~ T A TIXERBERICAONS BEEE CH 0 . BENZRITENE
% R 72 BRI OFE R & B 2 BT,
7w b O 2 R AEMERERIZ I WN T, %kmi%ﬁié%%(ﬁ:mmy@H\M:mmM@
H) T, BB (BREMERE TE RORIEREEES (BMEROEMESAHEE o
HMPRED bz, ZNHOFRBED bN-HEI Téﬂ?ﬁg’ﬂi BRIRIR R D 2 4120l | C
Hot-, BIBKREEGIIRY 2y —Lob5icks 2704 FERBECER LTS EEX
Sz, BIBBEEIESII NS T LR AF AL L ZADOEEF OV FUTEE D BB BEE D o884
HOHLWTEED ) UIREIEIC LD MEREEICLVIBREICYWMS NI T a— T UK LT
WARIREMEN & 5,
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X. JERRREERICEIY S1RE

) EERESHRRBR 2

1) ZRERVERE TOMHKEREICEET KB

<Zw b MESERE25PE>
MEZ > M2 0. 5. 15 K0'45 mg/kg/ H O & T, ZBLHT 14 A6 RB% (WEIR7H) £TI1A 1
ERAFEEG Lz, WTNORGHICE W THAEORGICHE LI BIIRO bk o T,
MEDAZJRATEN S OV MEREICBE ¥ 2 MM = 1T 45 mg/kg/ B EL ETH o7,

<Zw b :HESEEE25E>
HEZ > M2 0, 45, 90 k0180 mg/kg/ H D E T, AZALHT 63 A7 b AR THREE T 1 A 1
BO&EE Lz, WTNORGHICEWTHAREOERGITHE L 722 ITEBO b o7z, K
DR BATE R O RERIC B9 2 MM &1L 180 mg/kg/ HLL ETH o7,

2)F - BRREICERET SR

<T v b KARE25PE>
MZ >~ 20, 3, 9RO mgkg/ HOMET, MR 6 BB 15SAETIH 1 EFERAKS L,
27 mg/kg/ HRETHE (Mg KEEQEETE) K OVEKZE RN &bf‘o;mi FIHEIZBIT D%
BRI, BEBRERELRABE LTSN, 7y PO - BIEREAEICHET 2 EEERIT
9 mg/kg/ H T o7z,

<X AR 20 T >
%W%%Ko\m\m&wmmg@ﬂ@%%ﬁ\ﬁ%7aw%waiflalﬁﬁm&5bko
40 mg/kg/ H LA EOHE T, WBRBOW . WK OVERSZ R OB NN A B iz, [FHZEIC
JABERIT., BEKBRBEED 21 EThol-, U XOIR - JRIRREAEICET 5 HEE @i
20 mg/kg/ H . FFEM) O — IS B3 2 Mt &1E 80 mg/kg/ H UL ETH -7z,

) HEMRUVHERDORES VICREDOHBEECRET 558

<§yh:%ﬁ%@>
M= > M2 0, 6, 18 XN 36 mgkg/ HOHET, IR 7 A2HRIL20 HET1 H 1 ERAOZKS
Lkommygauimﬁif e, AR OIE & | m&%ﬁ®ﬁ9&0mi%iﬁ4@
ERERBO LN, RARICE T 2BERIT, WEBREE L FRE LTSN, F HER
— W EEN N BB O AEFEREIZ BT S M R 6 mg/kg/H LB R LT, Fi OAEFER b&U\
F, DA% OFEMEICE T 2 Bt &1L 36 mgkg/ HEL ETH -7,

4 HESFMERVEHAR

<EhET » bRV 3 AR OG5 EERR >
T v M0, 1, 5 k020 mgkg/H D& T, $%7H#%ntﬁlalﬁﬁuﬂﬁbko
RN T M).:it%ﬁﬁkfac‘: B oA OEFRBRAE &K OJRERAE TOEDNFED B0,
fH DIRFEIZ i@ikhk@wmﬂﬁﬁbt ﬁ%%mﬁﬁﬁo é% A FERE iméﬁm%
FEIZBWT, REORGOREBIIRO LN hoTz, ST~ MBI 2 BEMESIT 1 mgke/ H
Th-oT,

<A X &2 9 A IRR 0BG R >

iFEA 12, 0, 5, 15 K060 mg/kg/ HDOHET, A% 4820059 5 AR 1 H 1 EREO&ZEE L,
Wﬁﬂi%ﬁﬁbto%%43T$6htW%¥®)/%Wﬁ&H% I, WA X OMRERIC
U URRERE I IS, GEB), R R OV E AR R~ O EBIERD bR o T, B
FICRRO LN Y VIREREIX 3 v ADIRIEIZ LD | @@Ri@@@ﬁ% WO Tz, GBI L
TAREWNC L | EEEIE I TIE 1S mg/kg/ B, METIXEFETE Zenvo T,
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. JERRREERICEI Y SR B

<A X A Tz 6 8 FEIR P G- 1 R >

WA XN, RY a7 — VTR Z 0 K0 10 mgkg/ B OHET, A% 14 25 6 M. 1 H
1 EFFIRNES Lz, R a -y — B 0ET7 V=V RIEEE TH LN TWAFTROIEHN
W2, MIBNEILIEORBUEE OBIN A LT, 5 » AR OKRIESARE 7%, MK SEIRIRIEKRE
BE & [FER O FEBUBEIE TR BTz, IMEILENTD ST A XUATHIR ) K O TE 210 7
FALABIVT, B QAN ISR B 2 L B RRD e o T2,

<BEFLILNFEA XD 3 A BIE RN 5 R >

BRI A X, Ry o — L EERE 0 KO 10 mgkg/ H OHET, A% 10 #1513
1A 1 EFHRNES L, IMEORES MRITHRE L& 2 A, MR DZERIIRD N
T FERORE BT I G- IR T 1% O F K OV BRAHAR F RO A C b AR S 47z,

(6) BRI
s Bk L

(7) T DO FFH*REME
S T AERABR 49
<~ AR YaF = (0, 10, 30 X X900 mgkg/H) % 1 ik 3 » ARG L, 2 >ORER
A (b UIRIMER CHEE L7 PUiRE A MRS & OV NK HifaiE ) KOS L) 72 ) B4 LT D
AR A I L7z,
30 J O 90 mg/kg/ A CHUAPE Al e O 188 BE 72 Rl K Y NK AR DR FE 72 A58 D B L7
RL 1oy HEORFERE T, S RIc 2 i@ b ol
AL T2 ) BZAETITBWT, 30 KO 90 mg/kg/ BRET, KRR U o _ERE D 2 < B D
BN, W ONT D U 2 SERE D I <R EE DD R OV HEREL O I < B EE O FEINNERD bz,
1 % ARIOEREK T #H, BRI OMIBICZLIZR D 51T, 90 mg/kg/ B BE TR Y > SERY 7
Ty O 1D TS BEOHMPBDO 5NT-OHTH-T,

B & R AEMERRBR 4
E/LE > b O Maximization {EIZ B W T, RERAEMEIZEED Sz no7-,
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X. EEMERICEAITSHE

1. HRHERES
B BEE, GRS EE-EMSEOLTEICIVEN T L
AERSY - W=y = BIEE

2. FH%hHAR
AWM 3 4R

3. AERETOME
2~8°C

4. RBRVEDEE
LR L

5. BERTEM
BERERLTAR  HY
<FVoLEY :HY

6. BE—m% - RA%hE
[Al—pksy © /7 %7 4 V" 100 mg
[FIZh 3K
Pire {vSE S

TA T2 RRI7A4vm 7 2800mg, 74 7= FEESOmg/ 74 7 = FEE200mg, 7 A
7 = > K 200 mg &
CINAL I TN S0mg, T TINT ATV 100mg, VINANI Y KT Ay 350 mg
STV KT A4 v w7 1400 mg, ¥ 7V H UERERR 50 mg,/ Y 7 VA IR 100 mg,”
T 7V CEERR 200 mg
A NI =TT 'S0, A4 8 Y=L NHTIK 1%
T LY — AT 50 mg
7 L SR ERE A 200 mg, 7 L 23 7L 100 mg

7. EREEEARAR
20054E 10 H 25 3 (EU)

8. WEMTREFABRURRES, REELERHFAR. REMBEAH
Wi B AR A A ) SEMSHEIRAE A B | BRFEBRAGAE A

I T 4
TR BRIV 300 mg

202041 H 23 A 30200AMX00026000 202044 H 22 A 202047 H 21 A

9. PEEXIIZREN, AZERUAEZTEENZEOEABRUZTORAE
20219 H 27 B : BEEMET 2L X)L ZIEDIRIE

10. BEERE. BERRLAREABRUVEOANE
L
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X EEMEBEHEICEYSIER
11. BEEHM
< ¥ i ER ARSI R S AT P BRI 23 T8 S 0 D iR MRS S B (8 ) DIREM E W AE D TB5 &
W7V LE, A—a)VIE, a7 TVFATARE, 7BET T A NI a—v A, EHIEOIRE>
84FE 1 20204E 1 A 23 H~20284E1 A 22 H
<ABBEPET 2 AL )L ASED TR >
FRSWIRT - 2021 4£ 9 H 27 H~2028 41 H 22 A
12. HREARMFIRIZEET 18R
EARSANA
13. &Ea—F
. B SEAMEYE | EREESa— - - L7 AL
W 5e4h IR o — | (Y] 25— ) HOT (9#7) &HHE NN T
BT 4 ®
SO ERE 300 me 6179403A1028 6179403A1028 127844601 622784401
14. REHMALEDIEE

YL
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XI . 3@k
1. BIAXHE
1) #ENER: BARANREBR A Z x4 & Lz ENE TR (P06735) (202041 A 23 H 7&FE .
CTD2.7.2.2, 2.7.6.2)
2) FENEERE R 2 Y — VR EIR A R E IR B G U 72 vEsh e T AREER  (P0498536R, P06356
R K OP07783345R)  (20204F1 H23 H7KZR., CTD2.7.4.2)
3) fENERF : QT/QTcEiAlEtER (20204E1 H 23 H 748, CTD2.7.4.4)
4) FENEE : MEAVE I RER (PO18995AER) (202041 H 23 H &8, CTD2.7.6.3)
5) HENEER : BAVEITFERER (C/198-316385#ER) (202041 A 23 H &3, CTD2.7.6.3)
6) FENEEL : ENFEIHERE (P1O15UER)
7) AERNEER : ENE IR (P1015R) (2020451 H23 H&RE, CTD2.7.6.3)
8) FEIWNEE} : M B MAHFER (PO69FRER)
9) Maertens JA et al. Lancet. 2021; 397(10273); 499-509. (PMID : 33549194)
10) tENEEl : VS IFERER (P0004134ER) (202041 H23 H7&3%. CTD2.7.6.4)
11) &R : VSR [ SRS (P05S61535R) (20204F1 A 23 H7/&Z8. CTD2.7.6.2)
12) #EPNEERE : WEAMLIIE 1A IFERER  (P055205858) (202041 H23 H7&RE, CTD2.7.6.2)
13) #PERF : 2 A AT 238k (2020451 A23 &R, CTD2.6.2.1, 2.6.2.2, 2.6.2.6)
14) #ENEEF: V77 7T o L KM EERHRE (20200:1H23 H %G8, CTD2.7.2.2)
15) #ENEEF : 7 == b & OEYM EEHRER (20204:1 H23 H %G8, CTD2.7.2.2)
16) ENEE: =77 EL Y, v U AR, IEZYTAKOTHZFFEAL U M FELEDHEY
FAVERER (P04490385ER) (20204F1 423 A &8, CTD2.7.2.2)
17) Briiggemann RJ et al. J Antimicrob Chemother. 2010; 65(10); 2188-2194. (PMID : 20667889)
18) fENEEL . HNpHE OVH L E BN BT 2 354 & oM EERRER (P077645805%) (2020
1 H23H 7458, CTD2.7.1.2)
19) #ENEE: 7 v ARY & OEYMAEERRER (202041 52374, CTD2.7.2.2)
200 tENERE : o m U A XL DIEYMEAAEHBE (P028623 ) (20204F1 H23 H 4K 8 |
CTD2.7.2.2)
21) N EE : R R F L R EAERARBR (P053593BR) (2020451 H23 H K% |
CTD2.7.2.2)
22) HENERL: AR T 7o Xy, I BT 7 X OEWHEAEERRE (P04931385) (202041
HA23H74&#R, CTD2.7.2.2)
23) tEWNE B}« glipizide & OIEMA A AEHFER (P024895ER) (20204F1 H23 H &7, CTD2.7.2.2)
24) tEPNEERF - REEMEYEIREMAT (2020451 A 23 H/KRE, CTD2.7.2.1-2.7.2.3)
25) #EPNEEL : BICHVE NBREYE T 2ROV XL RGERE DT — & Z 800 L 7 RHE R SEY) B RE AT
26) HENEEL oA (2020451 H23 HK#FR, CTD2.6.4.4, 2.6.4.6, 2.7.6.2)
27) NG - mER~OBITME (2020451 423 H&#, CTD2.7.6.2)
28) FENEERL : v T AKRDT v MBI D04 (20204£1 H23 H&RY, CTD2.6.4.4)
29) PRl ARH (2020421 H23 0 &R, CTD2.6.4.5, 2.7.2.3)
30) Kim H et al. J Chromatogr A. 2003; 987(1-2); 243-248. (PMID : 12613818)
31) &R et (2020421 423 B 7&#R, CTD2.7.2.2)
32) HNEEL: b T U AR—F— 24 LIS AER OfRGT (2020021 23 H7&GE, CTD2.7.2.1, 2.7.2.3)
33) fENERL BRI E A ) SN R R (PO19403ER) (20204°1 H23 H7K#, CTD2.7.2.2,
2.7.6.2)
34) HENERE  AMNEGREER AN A RS & L7 EAN S T AEER (PO28103KER) (2020471 A 23 H 7KFE.

CTD2.7.6.2)
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XTI.
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35)

W W
~N

AW oW
S © o
N NSNS NGNS NG

N

1
2
43)
44)
45)

i
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< B O BRI - 73 O E ST

- BEAD (BUFS : ARAREE, WRVASE) 51 oo E IR

C FE BUFS B RREYRR) 42 O FE ST HUIE

2021 4F 5 HIZIEoKEL 2022 4 1 HITIX EU T/NE TR O BB 03 KGR S T,

ARHUT BN THER S NI DITFEHR N OFHEIR D H T D, AFRTHARR S LIzhie TR K Ok
MOHMBEIUTOLEEY THY , HETOARBRI L 1TRL D,

4. EERITHR
O MmEMMBIEERE R ILFHERBONF RSN MBEBEEBEECH T2 REEERED T
OTEENERED A
REMHT7TRARILFILVRE, FHUDILE, L—aJ)VE, AV VCHATRE. VAETSR
FEa— R, HiE
6. RiERUVHAE
WE, ARy — e LCHIRIE 1E 300mg 2 1 A 2[E, 2 B BLREIE 300 mg % 1
B 1AL HOEIRT A 25 B 90 23 2T TREFR IC AR FHET D,

HESCOAFRDL (2025 4F 5 A K R)

5] 4 K

I 7% 4 | NOXAFIL

= 4 Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., N.J., U.S.A. (MSD)
- R

FREIR. REEDH
R NBE RO 13 @ Eo/NBERE BT DRI T 2L )L RIE DR
R
Tt g £ 2 A3 2 & ME e B AL B SUILFHREIC & 0 FBAE U 7= 4 BRI i
S MEEEER RS 2 G OEEORE RERETRENET 2L XL 2IE RO >
UHIEEFIET D U A7 NEWVBREIZBIT S 2D ORYEDTBA
< ERE  RABRE RO 2B Eo/NRBETO TP EEINE TS
< RHGE - BRNBRE R OMAE 40 kg B C 2l EoO/NREBETO TR EwEIS & T 5
- RRORETR - RANBE RO 13U EO/NREE TCOTRiZEIGE T2
< N R D IS TR - AT 40 kg LR T2 8L Eo/NRBE TOTFIi RIS &5
OB D &
BABER N 13 B EO/NRBREFICBIT D, 4 b7 at Y — RO T va )y — e p3
Zhod OVENRER A > 3 &0 & & e O VEIREE A > ¥ ZE D IR

A - & | BOBEK : ImLHPIC40mg 5F

KRN 2006 £F 9 A

- HE | BEET 2L RER O > DX ED TS
PN AN Y- AU by % SCARUN N e
200mg (S5mL) % 1 A 3[ERA
B 5 R 34 P BRIBE S5 i 2> B o[ 12 35 <
H WENHEE & o 2 FIE D 1R
N UNE D AN KN - AU by % SCARUN N e
AfTAE: F1AIZ 100mg (2.5mL) % 1 A 2 [FARA
MeERFHE - 2 HELUEIX 100mg (2.5mL) % 1 H 1[5 13 HERA
A NTaF S — AT TS — LN D O EENHEE v ¥ A0 &St DEHER S o o
HIE DRI
c B ANEBE RO 13 LI E 18 R o/ NE B
400 mg (10mL) % 1 H 2 [EIikRH
e 5B 13 R 0 FL iR FR D FR B M QNG PR 2 R 12 F55 <
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BHEE : 100 mg SE

HKERAE ]

20134 11 A

Mk - &

(SHEME T 2 ~L 3L R SE D TR

R ANEBE RO 13 LI E 18 R o/ NE B

AmHE  FIHIC 300 mg (100 mg & AEE 3 88) Z2 1 A 2[R
MEFFAE 2 H B LIBEIX 300 mg (100 mg £ kdE 3 88) %2 1 H 1 FRA
HEBE % 53R 6~ 12 #@ M

RIBE EHEIRIZY VR 2 TREAT A2 N TE 5, BAZUIVEZ 2G5S, AMAE
N

(BHEMET 2~V RSE R O v P FTED TS

< FRANBRE LN 40 kg BT 2 L B 18 s O/ N B

AR FIHIZ 300 mg (100 mg #RfkdE 3 68) % 1 A 2 [BIARA
HMEFFFI &L : 2 H B DARRIX 300 mg (100 mg B 3 88) & 1 H 1 EIARA
50 R 1 4 P BRI E U 2> b o R K5 <

A - &

BRI : 1A 7LHIC300mg 1 mL HIZ 18 mg & A

KRN

2014423 A

ik - &

BEEME T R AL X)L R SE DB
c RABE RO 13 %L 18 s oo/ NE B
BT FIHIC 300 mg & 1 H 2 [ A #E
HMEFF R : 2 H A DIRRIZ 300 mg & 1 H 1 [E5GH§E
HESHR IR 51T 6~ 12 R
RBE E B ERIZ VR 2 CTHERT 2 R TE 5, HAZYVEZ 25E. AW
N
(BHEMET 2~V RSE R O v P FTED TS
< RABRE
AR AR I HIC300mg 2 1 H 2 [A] S
HEFFFH R - 2 H B DIBRIZ 300 mg & 1 H 1 [EASGEEE
P 5 HAR 3 TP ERIBAME ST S0 30 7 & o [EE 12 -3 <
< 2R LA b 18 mEARI /N R
AR FIHIZ 6 mgkg 2D K 300mg £ CTZ 1 H 2 [BLATHERE
HEFFR & - 2 B BUARRIE 6 mg/kg 7Dk 300 mg £ C% 1 A 1B SHEETE
510 R i P BRIV E U 2> D o R IC FE S <

il

A - & &

/N RR BR300 mg

KRN

202145 A

Mk - &

REEPET 2~V XL ZJE KON > P ED T B
{RE : 10 kg BL_E 12 kg il
A AE: PIHIZ90mg B3mL) % 1 H 2[R
HMEFR & : 2 HEDIBRIZ 90mg 3mL) % 1 H 1 EARA
REE : 12 kg LAk 17 kg AT
AR FIAIC120mg (4mL) % 1 B 2[EARM
MEFFRAE 2 AHLMEIE 120mg (4mL) % 1 H 1[EARA
REE : 17 kg LA E 21 kg il
AR FBIZ150mg (5mL) % 1 H 2[ERA
HERFE 2 AEUIMIT 150mg (5mL) Z 1 B 1[EARMA
IRE : 21 kg LAk 26 kg AT
ArHE  FIAIC 180mg (6mL) % 1 B 2[ERM
HEFFFE - 2 A EHLAMEIT 180 mg (6mL) % 1 A 1 [EfiRA
{RE : 26 kg LL_E 36 kg il
AfTHE : B2 210mg (7mL) % 1 A 2 EIARA
MERFHE 2 BELMIZ 210mg (7mL) Z 1 B 1[ERA
IRE : 36 kgL E40kg LLF
AfAE FHIC240mg (8mL) % 1 H 2 [EARA
MERHE 2 HBLIEIZ240mg (8mL) % 1 A 1 [HIARA

(2024 4F 10 A 45T O K EHRAT SCE)
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W 78 4 Noxafil

= 4 Merck Sharp & Dohme B.V.
Zhee - Zhk WHESEE, FEIRD I -

c AR ISR DREMT 2V XL RIEDIRIR
pS B
- RO RAREEZEISE T 5
C HEREE C RNEBE R OMAE 40 kg T 2L LO/NEBEEEEIGE T 5
BRI RANBRE RO 2 L o/ NRBE IS E T 5
< AN D SRR 2L B/ NRBE ARG E TS
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AL X)L AYE
< T ART Y vy BREYSUIRMEDOBFICB T D 7Y o L
A bT AT APEGIARMEDOERFICBT B 70T T T A NI a—v AKRVHE
fidE
T ART VTV B, A bTar Yy — T v aFy — LN RS D BREIC
BiFsar 445 AJE
(REEME B E O TBf
< E R AL RRIERAT R O 2ME B BEME A (AML) 03B B B RLE 5 B
(MDS) H#H T, FHERBIENEBIET 5 2 N THl S, B EEEEE L RIET
B YU RTBEWVBRF BT A REEMEEEO T
B P et E R kE U s Rt R 21T O i AR A RS T, (REEME
FIEZRIET D U A7 BEWERE ISR DR E#HIED T 5
RO SRR D A
c FANBREICRIT D AMERE D o P AREO—RIEE S L TOBE - RPrEENEYNT
HDETH SN EEORBUIGEREEBE BT D OFEHED > ¥ FED— K
L& LT ORI
T XA e T E ORI A B TR 7 BB E%, YaEIT L2 2 & I ER AL
WL L ERETD

A - & &

B OMRETE - 1 mL I 40 mg & FH

TR H 2005 4 10 H
Mk - 2 | SRR EMEREIE — PRIE IS R O RBEMER EE D IR

200mg (5mL) % 1 H 4[RIiRH

BHESREMIMA L BETRE2GE, BF P UIEZELHIC400mg (10mL) % 1 H
2 Bl AR A

B 5 WIMILRE O R B ORRE | ikl b OEE R O RZNRIZHE-S <
O ENHEE 7 o 30 2 0E D TR

WHEIZ200mg (S5mL) % 1 H 1B, Z0O#%I1%100mg (2.5mL) % 1 H 1813 HHERA
W D= D EHE (BERELRGEITREBMBIFIOEBR) P IXaE% T ICikA
RIEMEE HE DT B

200mg (5mL) % 1 H 3[EIRH

W D 7= D EHE (BEREELRGEITRBMBIFIOEBR) P XIXaE% T ICikA

P 5 BV A AR ERIAME ST s 2 B 2> & o el 12 -3 <

AML XJE MDS BT 2 PRI G, R EKBDEDREN FRISN D BB RTINS
BAMR U, I ERE)S 500 cells/mm? BBIZHEAN L THx 5 7 H kw55
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FEAFEH 201444 H
JAE - B | BT 2O XL RIED TR
c FRABE DI

WIRIZ300mg (100 mg#E35E) & 1 A 2E, £D#%IT300mg (100mgHE3HE) = 1 H 1
[ il A
BHEIZBERZ < RAFTER
HESERR & 5 L 6~12 3
SN HIVUTFIRNIR G L RO EI D B2 LN TE S
HEIEME R M B BE— RIE IS RIS O R BEME B E O TR
WIRIZ300mg (100 mg#E35E) & 1 A 2E, ZD#%IT300mg (100mgHE3HE) = 1 H 1
I il A
BEIZBER < RAFTER
B G HMITEE QSR EOBE  SEIHID b ORI R ORI RIS
(REEPEEBIED TP
HHIZ300mg (100 mg$E35E) % 1 H2[E, £D#%IT300mg (100mgHE35E) % 1 H 1
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BEIZER < RAFTEE
P - 1 R VAT AP ERIBUE SO S e B s & DRI IZHE-S <
AML X MDS BHFIIxT 2 PR GIE, i PEKIBAEDFEN PRI S D EA RN S
BA%A L. AFHERELAS 500 cells/mm’ BBIZHIMN L CTA 5 7 H MAkGET %

A - & &

BRI - 18 7L 300 mg, 1 mL HHC 18 mg & A

HKFRAEH 201449 A
FE - R | BT 2O F L RIED TR
- BB DI

WIHIZ300mg % 1 H 2[E, ED%IE300mg % 1 H 1 [BIFARN &S
HERE e 5 HIRIE 6~12 @M
ISR HIVUTHARNIE G LR OB GII 0 B2 52 LR TE S
YA MR M BT, — RIRE IS AR DR BB B EE DGR
NS UN:E
#MHEIZ300mg % 1 H 2@, D% 300mg 2 1 B 1 EEFRN &5
B GRS O AR B ORRE | S El s S ORIE K OEER R H5<
C 2RRLA B 18 EER o/ N B
WHIZ 6 mgkg (B R 300mg) % 1 H2[E, ZD%IE 6mgkg (K 300mg) % 1 H 1[E
RN & 5
B H IR RS OB B ORE | SEEME D D ORIE K ORI FICHES<
(RBEVEELEE O T8
- R
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B 5113 T ERIBME UL S E I 2 B DRI IS HE S <
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< 25RLL B 18 AR O/ NRBE
WIHIZ 6 mgkg (%A 300mg) % 1H2[E, ZDO%IT 6mgke (FxRK300mg) % 1 H 1A
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$ 51 13 A BRI E S S I 2> D DRI H S <
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HIF - & & N HR BRI 300 mg,FREAL - 1 mL PITHI 30 mg B A
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- AR | 10kg U E40 kg L FO/NEEBFE (2 pE2L E 18 ARm) ISR 2HELEHE
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12 kg PAE 17 kg Kk 120 mg (4 mL)
17 kg LA 21 kg K 150 mg (5 mL)
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MBI 1B 20, Z0O%IT 18 1ERH
5 MM
R R BB EEE S — RIS R A OREVEEREE OIRR L, &5 HIRITEE 0K
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B30 RV A P BRI E S B A D D [EIEIZ 225 <
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= & | A—ARTUT
W 72 4 | NOXAFIL
£ ft 4 | Merck Sharpe & Dohme (Australia) Pty Limited
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B 5 LLUT DR EEMEEEE DTRE
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3TV AT ASE
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B - & & REOMETE - 1mL 240 mg &H
TR H 2006 4= 3 H
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(R PAED TR
200mg (5mL) % 1 H 3[REIRH
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HIV Y BE T 2 MEIHER S o ¥ & E DR
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A - & | ARILEE © 100 mg IRAEE

CERAE H 2014411 A

k- AR | SR IEIEERAE, M ORI A ORIV W E O TR R
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B G- MITBE OIEMER B ORE | SEIHIN H OBEIE R ORI R HES L
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8.1 Pregnancy

Risk Summary

Based on findings from animal data, Noxafil may cause fetal harm when administered to pregnant women.
Available data for use of Noxafil in pregnant women are insufficient to establish a drugassociated risk of
major birth defects, miscarriage, or adverse maternal or fetal outcomes. In animal reproduction studies,
skeletal malformations (cranial malformations and missing ribs) and maternal toxicity (reduced food
consumption and reduced body weight gain) were observed when posaconazole was dosed orally to
pregnant rats during organogenesis at doses >1.4 times the 400 mg twice daily oral suspension regimen
based on steady-state plasma concentrations of Noxafil in healthy volunteers. In pregnant rabbits dosed
orally during organogenesis, increased resorptions, reduced litter size, and reduced body weight gain of
females were seen at doses 5 times the exposure achieved with the 400 mg twice daily oral suspension
regimen. Doses of >3 times the clinical exposure caused an increase in resorptions in these rabbits (see
Data). Based on animal data, advise pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Data

Animal Data

Posaconazole resulted in maternal toxicity (reduced food consumption and reduced body weight gain) and
skeletal malformations (cranial malformations and missing ribs) when given orally to pregnant rats during
organogenesis (Gestational Days 6 through 15) at doses > 27 mg/kg (= 1.4 times the 400 mg twice daily
oral suspension regimen based on steady-state plasma concentrations of drug in healthy volunteers). The
no-effect dose for malformations and maternal toxicity in rats was 9 mg/kg, which is 0.7 times the exposure
achieved with the 400 mg twice daily oral suspension regimen. No malformations were seen in rabbits
dosed during organogenesis (Gestational Days 7 through 19) at doses up to 80 mg/kg (5 times the exposure
achieved with the 400 mg twice daily oral suspension regimen). In the rabbit, the no-effect dose was
20 mg/kg, while high doses of 40 mg/kg and 80 mg/kg (3 or 5 times the clinical exposure) caused an
increase in resorptions. In rabbits dosed at 80 mg/kg, a reduction in body weight gain of females and a
reduction in litter size were seen.

8.2 Lactation

Risk Summary

There are no data on the presence of posaconazole in human milk, the effects on the breastfed infant, or the
effects on milk production. Posaconazole is excreted in the milk of lactating rats. When a drug is present
in animal milk, it is likely that the drug will be present in human milk. The developmental and health
benefits of breastfeeding should be considered along with the mother’s clinical need for Noxafil and any
potential adverse effects on the breastfed child from Noxafil or from the underlying maternal condition.

A —A N7 U7 D458 (An Australian categorisation of risk of drug use in pregnancy)
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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8.4 Pediatric Use

The safety and effectiveness of Noxafil injection, Noxafil delayed-release tablets, Noxafil
PowderMix for delayed-release oral suspension and Noxafil oral suspension for the
prophylaxis of invasive Aspergillus and Candida infections have been established in pediatric
patients aged 2 and older who are at high risk of developing these infections due to being
severely immunocompromised, such as HSCT recipients with GVHD or those with
hematologic malignancies with prolonged neutropenia from chemotherapy.

The safety and effectiveness of Noxafil injection and Noxafil delayed-release tablets for the
treatment of invasive aspergillosis have been established in pediatric patients aged 13 years
and older.

The safety and effectiveness of Noxafil oral suspension have been established for the
treatment of oropharyngeal candidiasis (OPC), including OPC refractory (rOPC) to
itraconazole and/or fluconazole in pediatric patients aged 13 years and older.

Use of Noxafil in these age groups is supported by evidence from adequate and well-controlled
studies of Noxafil in adult and pediatric patients and additional pharmacokinetic and safety
data in pediatric patients 2 years of age and older.

The safety and effectiveness of Noxafil have not been established in pediatric patients younger
than 2 years of age.

Noxafil PowderMix for delayed-release oral suspension is not recommended for use in
patients who weigh greater than 40 kg because the recommended dosage cannot be achieved
with this formulation.

Noxafil PowderMix for delayed-release oral suspension is contraindicated in patients with
HFI. Because a diagnosis of HFI may not yet be established in pediatric patients, obtain a
careful history of HFI symptoms with sorbitol/fructose/sucrose exposure prior to
administration of Noxafil PowderMix for delayed-release oral suspension.

EU ® SmPC
(202544 A)

[ Noxafil 40 mg/ml oral suspension]
4.2 Posology and method of administration
Posology
Paediatric population
The safety and efficacy of posaconazole oral suspension have not been established in children
and adolescents aged below 18 years. Currently available data are described in sections 5.1
and 5.2, but no recommendation on a posology can be made. Two other oral formulations,
Noxafil gastro-resistant powder and solvent for oral suspension and Noxafil tablets, are
available for the paediatric population.
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[ Noxafil 100 mg Gastro-resistant Tablets]
4.2 Posology and method of administration

Posology

Recommended dose in paediatric patients from 2 years of age weighing more than 40 kg is

shown in Table 1.

Table 1. Recommended dose in paediatric patients from 2 years of age weighing more than
40 kg according to indication

Indication

Dose and duration of therapy
(See section 5.2)

Refractory invasive
fungal infections (IFT)/
patients with IFI
intolerant to 1% line
therapy

Loading dose of 300 mg (three 100 mg tablets) twice a day on
the first day, then 300 mg (three 100 mg tablets) once a day
thereafter.

Each dose may be taken without regard to food intake. Duration
of therapy should be based on the severity of the underlying
disease, recovery from immunosuppression, and clinical
response.

fungal infections

Prophylaxis of invasive

Loading dose of 300 mg (three 100 mg tablets) twice a day on
the first day, then 300 mg (three 100 mg tablets) once a day
thereafter.

Each dose may be taken without regard to food intake. Duration
of therapy is based on recovery from neutropenia or
immunosuppression. For patients with acute myelogenous
leukaemia or myelodysplastic syndromes, prophylaxis with
Noxafil should start several days before the anticipated onset of
neutropenia and continue for 7 days after the neutrophil count
rises above 500 cells per mm’.

Paediatric population

The safety and efficacy of posaconazole in children aged below 2 years have not been established.
No clinical data are available.

[ Noxafil 300 mg concentrate for solution for infusion]
4.2 Posology and method of administration

Posology

Table 1. Recommended dose according to indication (Paediatric patients aged 2 to less than 18

ears)

Indication

Dose and duration of therapy
(See section 5.2)

Refractory invasive
fungal infections (IFT)/
patients with IFI
intolerant to 1% line
therapy

Paediatric patients aged 2 to less than 18 years:

Loading dose of 6 mg/kg (to a maximum of 300 mg) twice a day
on the first day, then 6 mg/kg (to a maximum of 300 mg) once a
day thereafter. Duration of therapy should be based on the
severity of the underlying disease, recovery from immunosuppression,
and clinical response.

fungal infections

Prophylaxis of invasive

Paediatric patients aged 2 to less than 18 years:

Loading dose of 6 mg/kg (to a maximum of 300 mg) twice a day
on the first day, then 6 mg/kg (to a maximum of 300 mg) once a
day thereafter. Duration of therapy is based on recovery from
neutropenia or immunosuppression. For patients with acute
myelogenous leukaemia or myelodysplastic syndromes,
prophylaxis with Noxafil should start several days before the
anticipated onset of neutropenia and continue for 7 days after the
neutrophil count rises above 500 cells per mm?.

Paediatric population

The safety and efficacy of posaconazole in children aged below 2 years have not been established.
No clinical data are available.

Noxafil concentrate for solution for infusion should not be used in children aged below 2 years
because of pre-clinical safety concerns.
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[ Noxafil 300 mg gastro-resistant powder and solvent for oral suspension]
4.2 Posology and method of administration
Non-interchangeability between Noxafil gastro-resistant powder and solvent for oral
suspension and Noxafil oral suspension
Noxafil gastro-resistant powder and solvent for oral suspension is indicated for paediatric
population (<18 years old) only. Another formulation (Noxafil oral suspension) is available for
adult patients >18 years old.
The gastro-resistant powder and solvent for oral suspension is not to be used interchangeably
with oral suspension due to the differences in the dosing of each formulation. Therefore, follow
the specific dose recommendations for each of the formulations.
Treatment should be initiated by a physician experienced in the management of fungal
infections or in the supportive care of high-risk patients for which posaconazole is indicated as
prophylaxis.

Posology
Dosing for paediatric patients 2 years to less than 18 years of age is shown in Table 1.

The maximum dose volume that can be administered with a 10 mL dosing syringe is 8 mL
using one marketed sachet of Noxafil gastro-resistant powder and solvent for oral suspension,
corresponding to a maximum dose of 240 mg (i.e., the recommended dose for patients
weighing 40 kg). For paediatric patients weighing > 40 kg, it is recommended to use
posaconazole tablets if the patient can swallow whole tablets. Refer to the tablet SmPC for
additional dosing information.

Table 1. Recommended dose in paediatric patients (2 years to less than 18 years of age) and
weighing 10 to 40 kg

Weight (kg) Dose (volume)
10-<12 kg 90 mg (3 mL)
12-<17 kg 120 mg (4 mL)
17-<21 kg 150 mg (5 mL)
21-<26 kg 180 mg (6 mL)
26-<36 kg 210 mg (7 mL)

36-40 kg 240 mg (8 mL)

On Day 1, the recommended dose is administered twice.

After Day 1, the recommended dose is administered once daily.

Duration of therapy

For patients with refractory invasive fungal infections (IFI) or patients with IFI intolerant to 1%
line therapy, the duration of therapy should be based on the severity of the underlying disease,
recovery from immunosuppression, and clinical response.

For patients with acute myelogenous leukaemia or myelodysplastic syndromes, prophylaxis of
invasive fungal infections with Noxafil should start several days before the anticipated onset
of neutropenia and continue for 7 days after the neutrophil count rises above 500 cells per mm?®.
Duration of therapy is based on recovery from neutropenia or immunosuppression.

Paediatric population
The safety and efficacy of posaconazole in children aged below 2 years have not been established.
No clinical data are available.
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