hoH A3 X fiEEeEHA50mg
HhoH A3 X Ei#EFEEA70mg
[CEH9 &%

ARG EHZ FoEH S N T2 HRITER D HER] R O FIZ DN T
DEALIIMSDEASALICH Y T3, HiZE 5 o EfE
FICRIAT DL ERBHNCARE R 2R T 5 2 &
T CTExEHA,

MSD# R =4t




NoB A5 AR iEFHERS0mMg
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B et ettt 2
] ettt ettt 3
B L O RE DD TE TR oo e 4
1.5 R SUETE L OB N ONBHITE D FEAR oo 5
LS. R SIETE T OB oo 5
1.5.2 BAFEODIRAE oottt 8
1.5.2.1  FERGIRFRIBR DA oo 8
1.5.2.2 AMEEEIRFRER O ..o 8

1.5.22.1  EGIRFEKFHZRER  (FEH AR A ) oo 8
15222  ERREER OMEE TFRZEIIFE) oot 9

1.5222.1  HERRTEFRBR c.ooooeeeeeeeee e e 9
1.52.222  SEIAE BB IIAHEERERER oo 10
1.5.2.3  [EPEERFRBR DBEEE oo 12
15231 FSARFEEEGRER (A AATIEL) s 12
1.5.2.32  ERIRZTBERRIC K D BEANESAETRER oo 13
1.52.3.3  [EWNFEIAEERARGRER (0625UR) oo 13
1.524 AREIZBIT DI AR T 7 T L DIKGEHIFE oo 14
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W5 M OV RE D E

EAA T R

B4R (H AR

ALT

Alanine aminotransferase

TI=r T ) N TUART 2T —F

HIV

Human immunodeficiency virus

b MEARET A LA

1.5 ERJFSUEIE L O M OB SE Ok
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15 BEEXIIEROBERUVRAROERE
151 EBEXIIREROEE

WAEEREEIL, WERE LT MEOARNICTHET D, HHVITHEAER & L CEREET
IR AR L TOWAEEICERT D BYIED 2N TH —RICEETH Y . Bz L
5T LD, e, RIEMEREEITERE & 722 BEE O3 ) D s < | 8 S kY
EE (@Y AZET) CBWTORMEREA S ERITZ 00, BRLEYYE & L CREIC
o TS, BEORENKTELI&E T A7 BERIIE, MEEERE, M, 7R
B, IRBHERORWIR G, AT v A FERG, SR G- o 2 3% R SUIFFFEIEO 7%
BEARRREBRDH T bND, EHIT, EROGEEGITHEV, FEmRI 7R3 AALFRED i, BHi<
O — M l, & BITIXHIV EREE . Sl A DO LIl kv 4%, RIEEEREED
BML TV ZERTHRISN D, TREREREEDHBIZIE, 1FEALTRTOHRA, FIEFEKE
AW b FFRER WSS, Ll b, BEEOMIIITEZMIRTH Y . ML TH 2 A
HEER K0t hOMBICEI-HEER MR E o2, MRICRIERZ 5 2 TICEE O
JH 2 BRE T D HAIOBRF IT — I REETH D, TOHF T, MIKOHERER THDLAT r—/L
NDE FTIEILATR—ATHLIDIZH L TEFE CIEI=/LIATe— L THLZ EEFHL T,
ZIVEREN) & T DERF OB EEN B Sz, RY U RPIEEEKIL, =T RATr—b
(CERPCHREA LA 2 R b DI L . 7Y — LR EERIZ, o327 n—1
AR A MLET HHFIC L0 FUEEIEE 2 R 228, BIEES 0 Tlidienizo, BRAIE
R OVZ MRS X0 @OWFTRIEERORAENEE N TV D,

R U RMBEEETHLIT LAHRT U vy B, B DRISOEEZRIBT 25 b i O PIEF K
ThV, BERROEWER L SN T&, 7487 VT Bldtk MUFEEOHIERHDIEE A
EEBGURBINNER AT N7 L% R L, TEMREREOE-LFERE CHL I X RBEN)
T ALV A BICEREWNCAEN T 5 70 EHIEETEHEIZR I TH D, LLRBRR L, TART Y
vV BIEERMESRD TR, BREER EDORWERANZWIeDIZ & a2 5 TE RWIEFID D7
SIRW[EES.4: 22, T AKRT YTy BO@EERBAE BB SN T AFRT VB UKRY
—ABANT, EE W CORMEORIER K ORMIE SIS BIEFEORBBENRT LRT Y
YU B LVEEBLIEb OO, BEEFERIIMA DL Z LIXTET, TARFIORE &IZHE L CRIE
MORBRN EAT D720, mHAEZRETIHAICEIHSERET D2 &) SR SCEICHER
EENTWA[ERS4:24], — . ZNVaFy —UWIREFEEND TV —VRPIEEEKIL, 7 L4587
Uy B LV EEREREROENERET 0 7 » A V2T DH, LNPLERDL, FIEEHARY
FDBEERHZIRE SN TS (Zvaty—u) Z& WHICK Vb Ll o O F @3 B
LicZ e 72> T 5,

DX O E R DY & Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse
Station, N.J., US.A. (LT, KEALL) X, R R0T Y —/LROFEEROMERAKRF & 4<
Bie s, B NOMBICHEE L WHIRREEZEN L+ 5%y o T 4 VRIBERHETH DLV AR T 7
VX UEBR LTn, WART 7 X 1L, pneumocandin BoD A ALFHEEIARTH D . £ < OFFEME
BHIZ & o THIBBE DR 2 MR T 2 T DI AR A K Th D B-(1,3)-D-glucan 7 Bk D5 71 73 fHLE Al

1.5 IR T RO RHE K OB Ok
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T D, WILEHDOMAL TIL B-(1,3)-D-glucan 23 EAE SN2, B AR T 7 U F T BAF 7258 R
BHEEATLILOLEPRENZ, WART 7 XL, DU PERBEOT A~VLE )L AR E
RHNCEE 2% OBEFHICHIEFEEEZ R L, ZORAEOEREF»L 7 vat >y —u, 7y
Ko v, TART Y VY B EOMOPIERFEIEIZHED B > ¥ X8 ORER B IR L T H PR
HIEMEZ T, BART 7 X UI20004E 12 A IS HROIO X ¥ o F 1 U RPIEEA E LTAFY
T THAGR S AL, BUETIXAARZERS A D80 [ELL E (20104F6 H BifE) THEA I TWD, A
N7 7 X AL TRROMEL ZRBEICIEIZ DWW AR A BG L T 5,
1) Bl U A EHEEE A Y A
2) REMDUHFRE (BT MGEKR OREENIRE, BRI, MEENEGL 72 & D2 Do
T B EY)
3) MOIEEE (T LART VB, 7AKRT Y B URY—LABIAIUIA ST 2tV —L)
SIS AT AR O BF N DARBENET AL L 2 E
4)  EEBYEDE DI DR EVEL RERBUE  (RRERAIRIE)
RBRAKLO/NRIZBIT 20 ART 7 X 2 O SEDOEEIZEIC L » TR > TV B [EE
5.3.6: PSUR],

HART 7 X D—4, (bFA R OREXEZ[FLS: IR LTz,

1.5 IR T RO RHE K OB Ok
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=151
—fRa. EFRRUVEER

— A

H AR wh

B ART 7 X U HERE Caspofungin Acetate

b4

(10R,12S8)-N-{(2R,65,95,11R,125,14aS5,1585,208,235,25aS)-12-[(2-Aminoethyl)
amino]-20-[(1R)-3-amino-1-hydroxypropyl]-23-[(1S,25)-1,2-dihydroxy-2-
(4-hydroxyphenyl)ethyl]-2,11,15-trihydroxy-6-[(1R)-1-hydroxyethyl]-

5,8,14,19,22 25-hexaoxotetracosahydro-1H-dipyrrolo[2,1-¢:2',1'-][1,4,7,10,13,16]
hexaazacyclohenicosin-9-yl}-10,12-dimethyltetradecanamide diacetate

HO H
O, s

OH H
NH CHs

H
N HN )
HZN/\/ ™ /

H + 2H;C—COH

HaC™ ) o)
H CH, H CH,

1.5 IR T RO RHE K OB Ok
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152 FREORE
HART 7 o F U OBIRORMEEZ[IX1.5: 1I7R Lz,

1.5.21 SEERIREABRDIFRE

T ART ORI, B R K O BRI DWW TR SREIARHEDSME THEME L 72
XixEncEE Lz 1 2 E coRrBRERICE ST D,

HART 7 T ATEIREH APFIEEE T, 7 AL RGR N P F R 7 CRRIC &
B OEEICH L THEBRENZR Lz, DART 7 UF ALHROEREFICELY . 74
KT Yy B, Zafy =, T R ERAEEH SN TO L HIEERICTEO D v
ZIBOERITHRIC O AN TH D, DAKRT 7 o F UL, 7T AL F )V RIE, #FEET A~1
FOVANE, FRHMED U FE & DT B PEHIE K ONE kR U o Y IED B E TV T h HLEE AR
HZERLIZ,

HNART 7 X EF v T 4 VRPIEERKIZE L. pneumocandin BoD Y-& ik EA T, B
Glarea lozoyensis DIEWEPEMIZHRT D UV R_TF R TH L, WART 7 o F 0%, BRAJIZEHEE
125V FBOEBEITK L in vitro TREEANC/EN L, 7 AL F /0 28 ITIEHE A O =i E
MERT, £o, BV X ROT ALV RIEOBMET VT, DART 7 X NIT LR T
U v B LRABREOHEEELEZ R Lz, &5, & FSOEREELE T HETHIART 7
X ORI EERE T 0 T 7 A AIUREN, 1HIEEREN ST,

15.22 S EERKHABROZRE

KRR TR ONTET — 4 %%c:w.ﬂiﬂ Ik hExtg e LR A B L7, 55 14
B TR K OISR ENRE 23RN L, Al U ORISR o ¥ ZIE BB X RIZ D AR T 7 o F
CORERERBREIT -T2, SOIREMT A ULF IV RIE, BIED Y HIER MR EME D Y
SIERFE 25t G L LI IR/ SBIHRRZTV), b ORBIZBIT 20 AR T 7 ¥ 0f
R OB EMR LT, £, TODART 7 XU OEMNIRFEOZET U AR E 2, FF
TerEFE B A R BRI E BB 2 x5 & LTS MAHRBR 21TV, AR T 7 % ORRBRANRITIC
BT ONREMRE LTz, LLTICHNEICI T DR ORI L R~ 5,

15221 BRRREEFE CGEBAAXR)

PR BRI R M OB REIE E R 2RI H AR T 7 o F o2k b LR
DL R OFEAENRE A 514 L 7=,

Ak AWEBRE 2 x5 & L720015850 & UN00255R Tlk, B AR T 7 2 F 5~100 mg D HiA]
1%15~70 mg D14 H AR G-% O BEMET RN R TH O | 5 TAHRBRA~OBITH3H &
Nz, 72, ZDOHD036:RBR T150 mg K& U210 mg D HE X100 mg D21 H M AE &G0 Blif7e
DEVED R ST, HDBNRBI LM ABRE (SilE 2 Ete) | BB EBE K ONTHRE R
FEREL R E UCHHE L. 3 A AF BB IR AR T L 7=,

1.5 IR T RO RHE K OB Ok
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1.5.2.2.2 ERIKHER WEFE I HIHE)

152221 HAEXRTERER

FRN O BTE XL APEHEA S o ¥ IERE X RIC, T ART UV B EMRIEE LT, 1D

DORBED A ART 7 X2 THE R OVZ 2 ZREHT 5 L0 T 0220 &k E iR S <

iz (003 K T0047K05R)

1) BEh L UHIERE E G E U258 DAREERHER (003305)
AR, BIED P HIERE MBI AR T 7 X 500X 70 mg 1 H 1EEFIRN %
b &7 LR T Y 2 B 0.5 mgkg 1H1EEIRNE G- O A0 K O oM %2 leiEt4 2 2
EEAME L CHEBINTZ, DART 7 X U8 (50K TN70 mg) DRAIEDOHRHRIT
TERTYVV BRI ENST, WARTZ 7 X270 mg BEOANRIZ, WAKRT 7~
X 50 mg HEDO AN L0 BUERICE 22 o 7o, WART 7 F U8 (S0KTT0 mg) DESE
PEIHEL TR T, 202200 HEOLREMET v 7 7 A JVITHERL L Tz, BREAEIR L
IRREMOBIVERORBLLII N AR T 7 X8 (S0 T0mg) OFFNT LERT Y B
BEL D B EERITAR D> o 72 [ 8F5.3.5.1.2: P003], Z DIBHERZRBROFERICHESE, H R
K7 7 X OB G EEZTRIRT 5720 0:BIMOE MR (0047805%) % 3k L=,

2)  EIEXIXAPEEHEE Y Y FIERE AR L U8 AHERRER  (00475%)

AGRBRIT, BIE X A ENRER T o ¥ FRERFE 2 R GIAT T AR T 7 o F 35, 50 1E70 mg
LHIEEARN G- L 7 L9087 U 2> B 0.5 mgkg 1 H 1RIERIRANBS- OAa 20 %O el
WA AR 7 7 X ORBHEZEBIRTHAZEZHME LTERSNTZ, DART 7
FUBE (35, 504 VMT0mg) OMEZROAZRIL, TLRT U v BRI ENoT,
BENEOEHRTIIIART 7 X URE (35, 50K U0 mg) OHEIGHEN RS e
Moot DD, WAKRT 7 X8 (S0LNT0mg) OFNRIZHMED ETHART 7
F35mg LV LELS AR T 7 o F50mg Bt L WAKRT 7 2 F 270 mg BEOH =
FRIRECThHoTo, WART 7 X8 (35, 50K D0 mg) OB L TR TH
ST, BERIEROBHWERORBERIII AR T 7 X 8 (35, 5070 mg) DFNT L
RT U BREELD BIEN - TZ[EEE5.3.5.1.3: P004],

HART 7 X2 70mg BEOFMEIX, B AKRT 7 X250 mg BEE i LT L v EFIE
HHNT, FEHART 7 X 50mg KO0 mg BElX, 7 A48TV v B LB L CReM
N, RIERRBBIRIIE 72 b2 E 2, BRIEV VI EBE~DHART7 7 X OH
BIXS0mg O1HI1EEE & Uiz, 72, Emzg T EEREEEEFHEYYE (BEED o UF
FXiF%@TX&waxf)’ﬁTéﬁXT77/%/@%gi eEYH X0 HiEEEE
MOHEE ST AR IIE PSR IR ISR S D MDD | &5@5 AR & L T70 mg,
é%waau%wmgwﬁfﬂmm@)@wﬂgﬁﬁk RE LT, . REEMEERE L LT

:%%éhéﬁ%ﬁﬁy/ﬁﬁxi?xmw#wxﬁf%é_&ﬂ%\%mﬁ%%@ﬂ¢%ﬁ
DIEBE DI AR T 7 2 F - ORFBANER O &EIZB VT H70/50 mg Z IR L7,

1.5 IR T RO RHE K OB Ok
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1.5.22.2.2 H I/ HEIMHEEKAR

RNBEZXGE LT, DART 7 VUL HRIED U HXIEIRR (020505) . BEMED
HIEEHE (014K U801FRER) K OMBEENET A~ L ZSETRH (0193805R) | Eiﬁmﬂﬁbn
% FERWELT TP RISV E BB ~ DO RBREGIENE  (0263858) D5akBR % F2hi L. AMER OV 2%
L7,

1))

2)

3)

(REEVET R~V )L ZERE Bt G & U258 THFEE M B (019345R)

AFBR T, M OREAETRIR D ) TR M ORI T 2~ F L AJEBE & X HRIT
ART 7 ¥ 270/50 mg &1 B 1AL Uiz & 2 OFMEROLZ2MENRIEER T ORI S 1.
FIARRBROFERE U b a AT T 4 TIMREMET 2LV REBE Z xS L Lk R
NUBvay ba—/ LRk (028/029568) & O LRGN 0E Sz, ARBRO I AR 7
7 X 70/50 mg BEOAZNRIZ, B A B U B ar b o —/LiRkER TS b BEEYERRTE IS
EDEDELY bE < MOEEIRHR DR AR OREENET 2 ~UL )L ZJEBEF ~D
TRIRICBIT 20 AR T 7 X 70/50 mg 1 H1RIBE GO ENEM T 5N, ET-hAKRT
7 X 70/50 mg 1 H EH 513 E162 H B THhiL, BAEMIIM L TR Th o -[EE
5.3.5.2.3: P019], [&#}5.4: 18],

AR T, BRONIIEFITH AR T 7 2703212100 mg 1 H 1R 5 H G S 723,
INLOEHED I ART 7 X U BH1X70/50 mg 1 H 1A 5 & L THBMEICIH S
IREWTIRD N noTo, TN ART 7 X270 ON00 mg 1 H 1EF 512 &K F
PREMEITERD B o Tz,

BN oV HRERE xS & LT B I B S MR GAER (020505Rk)

KRBT, BED D HIEREZ R RIIH ART 7 X 50 mg 1 H 1EIERIRNEES- & 7
S =200 mg 1 H 1EIE IR 5- O A G R OV 2O Feiltat & B i & LT
ENTz, BARTZ 7o F050mg BEE 7 aF Yy —ABEORENROFNEDOE (I AR
T 7 X S0mg BE— 7L — ) [95%EHX] 1%, -3.6% [-14.7, 7.5] THY .
HAART 7% 50mg BEOFRWET, 73 )Y —VBECK L THELETH D 2 LR
SNTz, FTLHART 7 X 50mg BEOIFMEIIML TRAFC, ZaetE7rm 7 7 A il

ICRWER L RIERIC X 2% G- IRICBET 28BLRIX, 7 at Yy — L FEEIL T
[&#}5.3.5.1.4: P020],

(REEVE D O HTEBE xS L L E I B S RIEGABR (0143850)

KRBT, RV D FIERE BRI AR T 7 2 F 70/50 mg 1 H 1RIERARA 5
LT LART Y T B 0.6~1.0 mgkg 1B HEFERN TR 5- DA 900 & OV Z 2o thigigst 4 B
e LCESNZ, DAKRTZ 7 X270/50mg BEE 7 AR T U v BREE ORADIRD
BNEOE (DART 7 F70/50mg BE—T LAB7T Y 22 BEE) [95.6%(EHIXH] 1X
12.7% [-0.7, 26.0] TH Y, B AKT 7 ¥ 70/50 mg FEOF LT L7xT U 2> B RE

1.5 RIS AL O ik K OVBR 8 D
- 10 -
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R L CIELETH D Z R ENT, EI2HART 7 X 270/50 mg BED BRMEFHE L
TRAIFT, ZeE7re7r A0 EWEM. BWERIC X 2% G 1k, FIRN$EGIZBE L7z
HERGE KDY 7 AME) X7 2587V B RBELD LEN TV Z[EES3.5.1.5:
P014],

4y Rt BWE LT T BRI E A & X RICIEBRAIRIR 21T - 7o FE TIF 5 R belgeaBR (026
AR
AR, FREIE R BWEAF P BRI E B ~ORBRIIER E L TH AR T 7 o F
70/50 mg 1 H 1[EEARNEEE- L 7 587 U 0 B U AR Y —A8K13.0 mgkg 1 H 1E#EE-0%
ek, BEER OO KRG EZ B E L CER_ SNz, AR 7 2 F70/50 mg
BT ARTIV Y B URY —LBAREE OREDIROGHFEOE (WAKRT 7 X
70/50 mg BE— T LR T U v B VR Y —ABAIRE) [952%F4E XM ] X, 0.2% [-5.6, 6.0]
ThHO, BART 7 X 70/50 mg BEOFNETT L8 7 VU > B UK Y — LA
LCIHLHETHD Z LRI NT, F 7 BERIEIR K OV AR AR A8 o0 BIE FH F8 8L DN B
FMEORBRIZ, W AKRT 7 X 070/50 mg BEO TN T LR T U 2o B U R Y — L FIRE
XU B - 72 [EEE5.3.5.1.7: P026],

5) REMS U UXIERR E MR L L ZHE R (8015ER)

AFRERT, AREIED O HEBE E AR, MAEON AR T 7 ¥ 150mg Z1H1
[EF ARG LIZREE B AR 7 7 ¥ 270/50 mg % 1 B 1R ARNE G LRt 22, 2
KEROAEIEO IR ZHNE L THEEINTZ, DAKRT 72X 150mg B &
70/50 mg #E & O ERALEMEM (BEZREWEHSOIENERIC L 285 1k) BBEOAE
(150 mg BE—70/50 mg #%) [95%(EHEXM] X, 1.1% [-4.1,68] THYH, WAKRT7 7 F
2150 mg FEDOE R EIERFEELHIL. 70/50 mg BEIZXT L CIHELMETH D Z LRSIz,
FREDEOEDRIT, I AKRT 72X 150 mg BE L 70/50 mg B THEL L TV 7Z[EE
5.3.5.1.6: P801],

KETIEHZ O OFRKRBRAGEN S, OTERE (T LART VB, 7AK7YV B UR
V= DUEITA R T3S =) DR IR O BE I T DRIEET AL )L ZFE~D
TRIR O SSIEN 20014512, BIE D > ¥ ZIEN20024E12, REEM D VD FFE (I VX MGE, KO
REWENIRE . REMAE . MOREENEYL 72 EOZOMOD T o P ZREYL) ~OIREN’ 2003412, FLEEK
Y3 Gk oA D FEEMAEAT HERIBDE ~ DO RRBR AT DM ISIE 232004412, L OMR B 0 O A EIC
BT 5 m A EOM 232009 IR AR S v, 5L o80LL EoE/Hilsk (201046 H BifE) THEH]
INTWD, [EF}5.3.6: PSUR]

Fo, NRBEEEZGE LT, BT ASDFERP AR INZEHISETHD, 1) BREH L TF
SE, 2) REEMED U HNE, 3) REEMET A ULV RIERE . 4) EEREN DN D BT T
EERE  (RERAIEH) IZOWTHART 7 X o oiyEhe, AoMER Vel & Retd

1.5 EFUOUTIFR RO K OBH%E O
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D12 DI A FS OO THEERFER (033, 042, 043, 044, 058FkBR) 2N FEhiShiz, BEH Y

SIERGE . (ZEWE D D AE R M OMRBE T 2L L R EBRE . BEEBEN S D AT

T PERIBAERE ST 2 AR 7 7 ¥y (FEHIAIZT0 mg/m®, #5520 H LS50 mg/m® 1 H

1E], LLT70/50 mg/m®) ORAHREOANRIT, SMANTRABE Z 55 L LI ERBR O 4 %)

%kﬁ&ﬁ?%otﬁﬂ%k@@ﬁ%ﬁmmg%ﬁié’kiﬁ#okoikmm$%m®ﬁx

f77y¥ymmm@ﬁ&5’ié§ﬁriﬁﬁf%oto*lfim 2B D RO RYYE
IR B IEE 2008 AR S Tz,

1523 ENERKRABRORZRE
X.Ei?ﬁ%ﬁ%ﬁ@%ﬁ@ﬁ?wxﬁ77yﬁyﬁiﬁ@ﬁmﬁmﬁbﬁmémt_&ﬁ
5 s EERRB a2 oA o o2 R g TR AR AR R S L L
3O DERR IR 2 Fhe L, 2R OSEMENRBIZ OV TIER AN & ORI A M Lz (HiE
Pe 5B - 057aRBR, SCIE BEGRRER ¢ 061 X TN0635ER) , 72 HARNBE DD Bl S 7= R R 0B
R % O T SRR MR 2 520 L. BEICAS O AL T 72 S [ B AR BB oD Jife PR 0 Bl L 2 X 2 BRI RK
SHEE OB ERF LTz, 0%, A ARNEEMEEFEERE TR K OV 2k % [FIff[H ) 5K
THHIN T 7 oXF T2 L2 HME LEENFEIHERRS (CEHEe MR %
Fehi L7 (0623K8k) .

1.5.2.3.1 ERKREEGER (BXAXR)

1) B TAHE R GHER (057305)
ARBRIT, B AKRT 7 X020, 40, 70, 100, 150X 13210 mg % [ FIRN&ZE G- L7- &
T OREM, BARMEKROEYEEROFMNEZ B E LT, EWNTHARAMERRA Z 55125
i STz, BART 7 X U8 (20~210mg) ORFMEEFM L CRFTHY . 2T
AN ESNESE THRBROIEA RN L TRES BRSO R0 o7, RRBRE XIS 55 EH R
ARER (001 % V03658ER) DIMENREXT XA —4 (AUCoogns Cine KON Cogny) DOFELINEZ
TENTHRFT LIZAE R, BARANEIEARND D AR T 7 % O WAl 5.1% O Ky EhRe T4
U CHLIL TV [EF}5.3.3.1.3: P057]. [E£+5.3.3.1.6: POO1], [&#}5.3.3.1.10: P036],

2) I FERER G (06155R)

ARERIL, BART 7 - F50mg, 70/50 mg (#FG-HHIZ70 mg, 52 H H LS50 mg)
XUX100 mg Z 1 H 1[8]14 B BEARNKER 5 Lz & & O e, BRM R Oy EhRE O FEf
ZHIPE LT, ENTHARANERBRAZ FRICEMS Tz, BART 7 ¥ 8 (50, 70/50
JONM00 mg) OERFMEIM L TR TH -7, BRIERORIERIZ, BANESNESE 14
REBROIEAARNE TRELSERLRNWEEZ NN, BEREMBOBER (FITRED
ALT #§0) OFBLRIT, FEHARNTESRARNTEVEAA bz, AR E ST 2
SRERERRER (021 X V036:85k) DOIEMENRE XT X —2 (AUCooanrs Cine KLY Cogne) Z L
LA, BB 4BICBIT2AARADD ART 7 X L OMBETEYIERE X, JEAAR

1.5 EFUOUTIFR RO K OBH%E O
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HART 7 XN EEHE
1.5 REJREFE R oo R M ORBRSE ki

ALY bR m o T2 [EFF5.3.3.1.4: PO61], [E£15.3.3.1.9: PO21], [&#}5.3.3.1.10: P036],

3) & IR R GHER (06355R)

ARFABRIT06 1 FBRAAR A I F 2. HARNEFERLA & %F 5122081 H O 55 1 AH R E % 5305k
(0635k5R) % KI[E TIHf L7z, AR TIL K GHH I AR T 7 2% 2-70/50 mg (70 mg.,
F5-2 0 HLARES0 mg) XUTAMERF & AR L7270/40 mg (REWIHICH ART 7 o F
70 mg, %520 HLAK40 mg) Z1H1E14HBEIRNICER G- & LT & 2 ozaett, A%
PR O ENRE L OFliZ HAY & L, ENHEIERBROH&EEIROZE L Lz, 72, 2
A7 7 ¥ 150 mg 1 H1E14 H HFIRANSER G- Uz & & Ot o OV 2 7l
L7ce HART 72X 270/50 mg B, 70/40 mg BEJL OV 7 7 2 % 2150 mg BED ML
WML TR TH-Tz, WTNOREGEETHBAMAMEOAEFFRITME S N7, A
AR T 7 X 70/50 mg BEOFE 5% 14 H OFEMEHE/XF A —# (AUCoaanes Cine ST Cogpy)
(X ART 7 X 70/40 mg BEL D 28~36%m < . HEWLHFIMENGTBO bz, —JF, AR
BROT AR T 7 X% 70/50mg BEE . XIS T HIEARANZXRE L AMERARRR (021
W) OB ART 7 X 70/50 mg BEOIEMEHE T A —4 (AUCoaanr Crne LT Coanr)
O LG R, WERI4B ON AR T 7 o F O MET Ry EE L, RRETH (4
kE5.3.3.1.5: P063], [ +5.3.3.1.9: P021],

INHDOFERES, ENSIAREERBR THWAS D AR T 7 o F o fA&EIE, 5021%70/50 mg
D1H 1B G RIRS 7,

1.5.2.3.2 ERIRZBEMRIC & B EAIRZ AR

HAR DB EIEBRE 2 B8 B IV TR 5y BERK o0 Jgsz MERER 1%, CLSI (Clinical and laboratory
standards institute) DA Z A M27-A2 (BERE) MO M38-A CRIRE) (IZHE> TITo 72, HAAN
D HL B YYIE FBE D> © 20 Bl S VT BRIR 53 BERK (Candida albicans, C. tropicalis, C. glabrata, C. krusei,
C. lusitaniae, C. parapsilosis, C. guilliermondii, Aspergillus fumigatus } O A. niger) \ZXt9 % 71 A
K7 7 2 F 2D MIC DB, MICo & O MICsoiE, 3 TOEFEIZ IS\ THMERRIR AR TS
IV ERE STEERR OFE R LRI L T [E RS .4:27]0 [1.13.2: 02 TH],

1.5.2.3.3 ERNFEMAERKFHER (062:45K)

HARNZxG L L2 T HRBROMREZEE 2. AARANOWIEMEFEERE 234 & LI2H1
R G CRAYI G RN Aoy

061FBRAAL &V \ HARNIZI T D IR RERERBLO P RENEE TERNEEZZ LN L)
b, DART 7 XL OREMIZOWTERR EOALE ST % T 572912, ENE TR
DT VAL, ERNBEARETHLII N 7 7 o X UKL T2 “HERERRE Lz, £
Toe IHT 7 XL OBELIEGBR A FET 2 LT, BARRBRICHA AL R B E R L
MRBEBOBEIELE DS S 2B E 2, ARBROFEENEZ TERZEWER (FEERBERXIEIE

1.5 RIS AL O ik K OVBR 8 D
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HART 7 XN EEHE
1.5 REJREFE R oo R M ORBRSE ki

LB GHIE) ZIEL LI AR T 7 o X OREMEIZHONWT, I A7 7 X0 L& R
T5) L L, . AEOFHMBC oW TR, ARBOBIKANT (H P XBULT AR
NFNLABIZ R DEEEREEICH T 2RER RESEI L) 2HEL LEIAR T 7 0%
YOHIVECONT, IAT 7 R EHBRETT D) SHUE L, 612, REBRTIII AR
Ty X OREENEARBHELRAEREL L, BEDV LV UHIEICH L THART 7 ¥
50mg 1 H 1], ZBEEPED P ZIER T Z LT L ZJEICKH L THART 7 o X o 2850 H I
70 mg, #52H HUBESOmg 1HIEIEHE L, I B 7 7 X OENOEKHAE (150 mg 1 H 1[\])
Lz LTz,

ZORER, TEANOLZEMEICE LT, PART 7 F070/50mg fEE S 7 7 0 F 150 mg
HCTORERKRREEHBERARIFRLE TH T [DART 7 X 5.0% G606, I 07 7%
10.0% (6/6061) 1, £/, BART 7 2 F R TOEKRRRBEMIEEHIRIL, SHETEM S 7B T
FIRBR K OB IR CH AR 7 7 U F R E G SN2 BE TORREFRE Th o7, BRAE
WEOERBREMOBERBHEIZONWTH, WARTZ 7 X eI 770X L bICRRE
THY, DART 7 VXA OREEERIIA LN o7, AREIC SV TIX, PPS fi#fTic
BIDHNART 7 0 F 2 OENPOFEHRIT, BED P HIE [100.0% (6/661) ], REMED >
DARE [100.0% (3/341) ], 1BMEEFEMN T 2 L)L Z0E [45.0% (9206)) ], i 2~r¥n
—=< [50.0% (5/106))] THY ., h o P XIENILT A-VLFXNRAIEICKT DD AR T 7 o F D
BRI R ENTZ, Fio, BHEBICHAANDNTZEBFHITRY Bb D0, FERBORENRED
BNREIFADART 7o X eI 77 XU TRIBE CTh o7z, IHIT, EFIREBIZEBIT DI A
K7 7 2 F270/50 mg FEOIPENHE X T A — & 1ML T HARANERR A L0 HEENICE»- 72
D, Z O RANIEANERER T ORER & FEEThH o 72 [ERS.3.5.1.1: P062],

1524 EXFIZBITEHRARIT 7 oX U OKBHE

HA ARS8 1T AERARER (057, 061, 0633BR) Tik, B ART 7 ¥ OIEYEE K 0%
EYEFIEAARNE R L LT AMERRRBR CORRE L IZTHELUL TRV, Fh AR T 7o ¥

Vb D B B O RS IR S BERR O &S ME S [EIN & AME CTHEL L T, i CEN T S
Wiz v P H R AT AUV IV A RIZ L 5 REME B EIE B E TR O F MR AR R (0627K05)
TlX, BARANBZEICKT DI ART 7 X DL OB INEDHER S LT,

S EFERRBR A ORI L TIE, 1) A P Z BB OT AL L A BIC L D IREMEEIE
&w%@@ﬂ¢%ﬁwf’%#65%&@%5@@%&%&‘wfﬁ%‘:%@%5zéﬁ%ﬁ
ZNRD LN L 2) ENFEIEERRR (06258R) (23517 2 FER 3 BERE O FEH s M

SME P BERE O SEFNEZ M L 0 b EWBEA RO ez & 3) ENERRHE (06288k) & &
B2 ANERERER (020, 014, 019&% VR0263ER) (Z351F 5 0 AR T 7 o F o OGS IR 2
BT L B 2 HRERENRD NN L Ik 0 ERNHFETORDM LG % &k
ELTHWD Z &M ARE & W LT-,

216 OEWNERR B AR N SME R IR BRI S EE D & . A TIZLL T DR ANIZIRIT 5%
BE « RIZONWTHART 7 U X ORGERGEABHFEEZITY 2 & & L,

1.5 EFUOUTIFR RO K OBH%E O
- 14 -

Resfricted
R € Confidential
Himited access



HART 7 XN EEHE
1.5 LR IR R DR M ORBRFE ki

[%hEE - 2hik]
1) FEEEGED G DI D R ENE L TR ERS D E
2) BTV HBXILT AVULE L RABIZ K D T RO B FHEGYE
- Bl Y AE
- ARBEE U FIE (B U X IMSE, RERENRG . MRS, Ml EGY)
s T AYLE L ASE (REEMET 2 UL XL RJE, BN T A UL XL RGE, i T A
~¥r—v)

1.5 R I3FE LR K& OB 58 DO
- 15 -

Resfricted
R € Confidential
Himited access



HART 7 X N TEEA
1.5 ELJROUEHE RO R M ORI D8k

ERIA B
JFEE - RHIRFRER
(=70°C)

S

E

P
A . RHIRAFRER
(5°C)
WA 5 T
S # 5-FE

?

| e

B
s
Dl

e

B 8 | SR

| B - oA

BT - e

M OEFIEH &2RT, CEANTER - : SME T E
®1.5:1 FREOREX
1.5 RS SEFE Rk fE M ONBH 3 Ofihe
) 16 ) Restricted

R © Confidential
Himited access



NART 7 X U HERE TEEA

1.5 EJFE3HE R ORSE K OB 38 DRk

Eo#FIEA 2R3, ———— BNTEE --- 1 AME T ESE
K151 BEROERER (F)
1.5 IR T3 L Df&fE B OVBR 3 Dk i
- 17 -
Re_slriclefl i
RO,




NoB A5 AR iEFHERS0mMg
NP A5 AR EFHERT70mg

1.6 HEICEITHERIKEFICET HEH

MSD# A =4t



HART 7 X HERE A
1.6 SMEICET DR EICET 5 E R

HR
H
B B ettt 2
161 AMENTI T DA HIRITEE <o 3
1.6.2  AME D TR ST oot 9
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HART 7 X HERE A
1.6 SMEICET DR EICET 5 E R

1.6.1 SEIZHEITHERIKREF

20114E6 H BUE, 71 AR T 7 % UEEHLIE . B OVNLBE I8 2 LU T Ol Bk
DIEHHE (FEFAD) & L THETERIN TV S [foiREIEN B2 IR T d 5 B DRk
PET ALV RSE - 84 [H, BEN U HKIE 46 [FE, ARERED O FUE 314 EH| REEME
B P HIE 80 [, BEERIYEN DN D R BWVELF P ERBAME  (RRERAUTEE) 784 [, ARA
BB OW TR MG b LI A SR B o/ NEEE A~ - 705 H], FEEICET S
TR [321.6: 1TITR T,

1.6 AMENZIT 248 PRI AEIC B4 5 &k
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HART 7 X FEREE TEEH

1.6 SENZRT D ARNEICBE T 28k
£ 1.6: 1 EEEICHFBEBIRE (2011 4 6 ARA)
E X FHgs | BR5e4 AR AREAR ZhHE - Rt Ak - A&
KIEH CANCIDAS™ | (RHEIMET 2 ~UL )L BN OV (%30 AL L) B3 | 1 8583 2
/S A G T 2 &5, AANIAIIRER 2 T o < D ERIRNEE G5, SElEERGIE L TR biau,
50 mg /31 TV | 200141 H26H - HREYYEN DL DBV | O FIRN G FREER, I )UTEIKS & OEGROBEGIET — 2 M5 6T
T0mg ATV | ATED VS E BRI 39 2 AR BRI TR 15 W, & DRI, R EIZ LW &, AFNIE, 7 RUBESAOFRK T T
20024E9 H20 H c U VHIMAE, R ONERE N WIARBEETH D20, 7 KUk (a-D-7 KUkl) 28687 5mREERA LN &,
(REEYE S D K GE fERESE . MREIENEY 2 E o2 0 | 2 RS (I8ELLE) (BT D HEEHE
20034E1H7H fthodH o 2 Ry EE. S0mg Z1E ARG5S (1F& A EOBIGAEICE LTIE, 70 mg D&M &R L
FEBRE IR R C BEN VSR ), v P HMIEXUTEDOMD T 2 G H T 5 B 1001123V T150 mg 1
20049 H30H - fDIRERE (7 AKRT UL B, m@&@mﬁ¢i&0ﬁ%i%ﬂﬁbt(¢mﬁ 140, #BH : 1~510), Z0&E
B ISR B R TARTY B YRy — EITIB T D ARFIDF L ism@1m@&%&mxﬁw EWL DO TR T2,
H/NREE DA A, XiIA hTaty—u) BN | FOMOBESEEZ AT ARABRFICE T H50mg LV EAETOAEIMEIFAHATSH S,
20084E7H29F TR T D EBEDOREET | RERAIGHE

A~V )L ASE

B RICAMARELE LTI0 mg Z B [EE 5%, 50 mg Z1H1E& G35, &5 8%
BEOERDRICESL Z b, FPERMAIESTY AT 5 £ TR E kT 5. BRI
DRBD LN HAT, RIKI4B BG4 PERBE & QNG RAE IR 0 X5 258 B 14 |
%ﬁﬁﬁ%&@%%%?é 50 mg O BERMED BAF 12D +503 PR B AR R G D LA
Al 1A 1EHREOHAEZT0mg [ICHET D2 ENTE D,

B vV EMIER NE DD F o B ke

BHBICARTAREE LTI0mg Z BB 54, S0mg 218 1RI#E 595, #581X
BEDOBEIRERL CEFEENDRIC L > TRET D 2 &, B%., PIEERERIT, &Ko
AR 2 7R T B i 14 B ke 3 5, fFHERISAME DS REfE L TV 2 B3I, 4
PERIEAE R T D F TR AT 5,

M PHIE

50mg 1B 1A%, FERMAET~148 £ THRET 5, AREISECR LTI, 70 mg AT
FABITRET L T HIV R EE 2B 2 NFEREA D o O ZIEHR O Y A7 58
LT, ROPIEEIIC L 2HEIFREEZRFTT 22 L,

(ZEEYE T 2 ~L X)L A SE

BHBICARTAREE LTI0mg Z BB 54, S0mg 218 1R#E 595, #581X
*%@Er%@irf %FW%#%@@@ K OMRHFIC IS Z &

3 NRERFE (EHB3IH A~175%) ISR T DA R
#&Tmﬁmﬁmﬁbr\&Emﬁmﬁﬁﬁikbrmmyﬁ%$@&5%\meﬁ
ZIAIER ST 5, BHISNZHRECED L, EEOAHHAEROHRAREOR S &
NI0mg 2N &, NRBE (E#H3I A~175%) ~OHEIL, Mosteller 22 &
> THM L2 BE oFFHEME (BSA) 1THS<,

HBH O BSA B %, A AR (mg) 1Z BSA (m?) X70 mg/m? 53R 5, HEFFH R (mg)
1ZBSA (m?) X350 mg/m* 53R D,

B G, BRABRETO BB & B0 FH#IGEICES <, 50 mg/m’ O BN BT
DA R R ENE S A WA, TR 1EESO A E%270 mg/mA I ET 5 2 &8
TE% (I0mg #Hx2NZ &),

L6 AMEIZFIT D HAMKILE BT £ Gk
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%= 1.6:1

FEEICHEITHEBIKR (2011 F£6 ARAE) ()

[E X34

WRFE4 A

KEBAEH A

ZhEE - Bk

Atk - HE

KIE (i)

4 JIFHRERE A

1 FE RS AERE S (Child-Pugh A 22 7 235~6) 49 5 R N BH ~O A BIHEIILE R,
IENRET — Z IS & | PEEEFHEAERETE (Child-Pugh 2 27 237~9) ZH T DA
BECKR L TR, AAOHRAEZ235mg 1AIEIE 5, 270, #EIWIGE, &
LERBIZ70 mg OATTHAEA# LT 5, SEEFHERERE (Child-Pugh 2 27 231084 L)
AT DERNBE K OFFSRERS BREZMbRV) 28T 2/ NEEFE~OFEFRHRIT
AN

5 I VT T AHEER A AT A A K S 5 B

V77 o EREROBRNEREITIE, AFT0mg Z1A1EHRET S, rETE L,
TTFELYY AN B TEVRAZ LT == A U ERETORAR
FHTIE, AFI70 mg 1 B 1E~OHEEZ BT 5,

V770, FETEY ZT7FEL VY AR EE L TR RAZ Y U
Tz A VWS )T T AFEEH AT 5 3RE & ARA RN RE O
AELT 28E,. AAI70 mgm® 1A 1EE G 2G5 ((0mg 22202 L),

EU

CANCIDAS™
A

50 mg /A TV
70 mg /A TV

BEEE T A~ULFE L
AJE
20014E10H 24 A
(BB o D B YE
200342 A 17H
FRER T
200445 13 H

b B s R BT
B/NFLBE ~ O
2008411 H26H

A OV (k120 AULE) &
FHRXMBIZLL TN &Z#IS & T 5,
c BRRYYE (0 > P F BT T A
~OLEILRE) DD D REEME
A BRI E 12X B IR BRI TRIR
A2EEME D LU HIE DOTRIE
c T ARTULYB, TAKTY Y
VB URY—LBFIUIA N T =2
T = DN TR T d S R
FITRBIT HRENET 2~V F )L R
JEDIRFR, Wh b 1x, A7t
B IROIRE A & CRIKT A M&
4%k, RYSET TSR B
L LLERT D,

AANIOM AL, REEEERYYEOBTHICEE L2 EMIC VG T 5 Z L,

TSR - A% OB A FIREE DT T o < D FRIRNE ST 5, 1E0OFIRN &S
A, W, XOFEIERS & OBEAMET — 2 BB 5Tz, il & ORI,
FIRFR LT LN Z & RANTT RUBEEHEOMPURT CEALETH LD, 7 KU
W2 EAT DB L2 &, 70 mg B TS50 mg A TAABME AT RETH 5,
AENET B 1EFFIRNES- &35,

BABEICE TS A%

TGV RICARAELE LTI0mg ZHEEE L2, S0mg #1H1EEET 5, FERN
80 kg # X HEFITIE, 70 mg OYIEIATHAEEZHL5%, 70 mg 1 B 1EIOF 5 A3 H#ELE
SN, RIS AFEIC L2 HEREO ST,

/RS (ERI120 H~175%) (BT DHE

NRERE (EBI12H A~175%) TR HEIT, BEOERREBICEKSHTRET S,
FTARTOMIEBERIZH U BG B ICATR AR L LTT70 mg/m® (EFEO# 5 2370 mg
EBZRNI L) ZHERE L%, 50 mgm*Z 1R 1ERET 2 (EEO1RREGEN
70 mg AL /RN L), 50 mg/m® 1 H 1B G- OZEMEN BAFIZ03 453 R ERIR R R 035
LNARWEAE, 1R IERGEOHAREEZ70 mg/m’E THET L2 ENTE DS (EBEOIA
BEBNOmg ZB2 72N L),

AWK OAER12 0 ARBEOHLIE R E U BRRRBRIZ BT 5 ARKIOA ki oz
AT ATl SN TO R, ZOFERERICK T 5 FEGEITEERLETH D,

T—HER TV DY, FERKOFIE (E#%3» AR 121325 mgm® 1A 1E, %
BO(E#B3~11% A) 121250 mg/m? 1 B 1EIOHELE 2 BT 52 &,

e G

RERETAE & L CORLG ML, BEOBIRSRICE S Z &, hEkid el k& [
KHAF R ERER>500] 2 BT E TR AT 2 2 L. BEBEREAR® b E T,

L6 AMEIZFIT D HAMKILE BT £ Gk
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FEEICHEITHEBIKR (2011 F£6 ARAE) ()

[E X34

WRFE4 A

KEBAEH A

ZIEE -

PIES

Atk - HE

EU (ft&)

FAR14 BRI E U, 4 PERIVDE K O RAER O 1 5 23 k% . BelK7 B R 5 % Akt
THILE,

1REEME D P HNEICKR T DR G IR, BB ORI CEE AR RIS 2
Lo REEVED UK REOBUE K OYER A SE L, Ml o3 et & g o 71, O HiE
HEEA~OEEZEBRE L TH LV, 8%, PIEEERIL, REEEGEAZED N T
e f&14 A Rk 5,

(REENET ALV ZEISHT DG, BE OSSR B O B, ik s
OBEE, ROBRDELZEZB L, ER 2 LICREST D2 L, @i, BRI, BRI L)
5 A7 B RfkRE T 5,

FEEFE CORE

B (65 1) TiE, MR — RER AR R A2 30% N 5 A%, g
HGREOMBIZSLEL LRV, 65l EOBRE BT 2RI SN TV S,

B ERE COMAE

RS REREE LS < A BEIILE R,

I RE R AR T H &

R DFFHEAEE S (Child-Pugh A 22 7 285~6) %A 2 RABHE ~O i BT LB
VY, SRPENRET — 2 (IS & | PEE ORFEREREE (Child-Pugh A 27 87~9) &F 7
DEENBEICK LTI, AROHERAREZ35mg 1H1EIE 35, BE5HHICARTARE
LC70mg #5325, BEEOKHAERS (Child-Pugh A 272104 F) #H T HA
BE R OWHGEREE (RBEZMDRV) 283 5/NUEE ~OERRERIL /2,
Wiy VT 7 AFEEEREHET H3A & O ES
F=BIIROENTODB FEEDEY 7 VT T > AFHENEH % 49 5 3H & AH % O
BETDBEORANEE~OARF O AL EIT, AMARTIOmg 2 HEEE5%, 70mg 1
HlENCHERET D, DNERE (ER120 A~178) IS, ABIOHEZ70 mg/m? (S
DIARGENTOmg BN &) ETAHZLERFTH L,

ot

CANCIDAS™
/A

50 mg /A TV
70 mg /XA TV

BEEET AL FE L
R

20014E7H 19H
BIEH Y HIE
200347 H 11 H
(BB o D B YE
20034E7H11H
FRERIP VB
20044-12H 8 H

b B s R BTk
H/NREE~OMH
20094 A 22 H

AR OV (k120 AL L) &

FraRBILUT M ET 5,

© ELRRYE N GO D FEEWE I
BRISAE 163 2 IR BRI TR

< T HMAE, NERENIRE. MERE
%, MRsE N Y & & TR B 1
VB RED IR

< BB Y HIEDIEE

- L OIEFEED W) I AT T o 5
B DIRBENET 2L XL ZJED
1R

i & OIRFNSC, FRFRGIL LA 2 &, Mo FIRNE S AL, e, UXEIER
L ORAROEAMET — 2 BRELNTVARWL, AFIE, 7 R UMEEHEOMREH TIER
RECTHDID, 7RO (o-D-7 RUB) 25T H2HPRIIEHA L2V L, K
FNTA IR 230 T o < 0 RN G- 2,

B EYYE 23 B o D FEBMEAT hERIBUDE LS K3 2 IR TR I

BehHg AR R E LCT70 mg & HER 5%, 50 mg 21 1EHES 35, AANTA1
R T T o < W EIRNE L9 2, RGBT, BF ORI RIS Z &, i
HRBMENTHRT 2 E CREEMET 5, BEREBRO bNTHE1E, KIK14 A H#&
B U, W hERIBE B O ARSE R O R I7 S [EE Y IK7 B G 20k 5, 50 mg
DRI BIFIED A3 T BER BV R DG D20 IEE 1. 1A 1RG0 F &% 70 mg |2
HWETDIENTED, 70mg | HIEITOREZMERBITIR I TWRWD, REMRL
BT — 25, 70mg 1B 1RI~OMEIIAFUENBHTHD Z ERRBINTNE,

L6 AMEIZFIT D HAMKILE BT £ Gk
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[E X34

Waoe s/ #I

EH B

2hee - R

Atk - HE

B I (Hi
&)

(RS P BE

BEGYIRICAT AR L LT70 mg Z R 5%, S0mg # 1A 1EH#53 25, AFNITH1
RN T o < D EEIRNER 53 %, (REEBME D o U AE DB IIRIT, B ORER S
FOBEEHERIRIC L o QRET D Z &, WHE., PIEEIBRIT., REOBERGEZ D
TSR 14 A Rk T 5, P ERBUE A BiGE LT 5 B, A BRI JE 2511
KD ETRE LM T D,

M P HIE

50 mg ZHIEER T T o < VRN G35, BG5S HIRIE, BEOBREICL -
TRETHZ &, BHBARHC R X% N ERER A o ¥ ZEICRER L Qe HIV G
BRI D OWEHEE D v P HIEFREO Y A7 2B E LT RO EHRIC X 2MEE
ZRETT A 2 L, ABEUEICE L TIE, 70 mg AR A EIIHREF L TUhARY,

(BHEPE T 2L )L A SE

BEYIAICAR AR E LTT0 mg Z HEH 5%, 50mg #1H 1592, ARANLHK1
R 2T T o < D IR 572, HGWIMIE, BE ORIRB ORI, SZmslH
O, KOBEENIICTES< Z L&, 50 mg % 1 B 1[EBGAC R AR RS2 e i
TOTOmg HE LI A OFEIARATH S, RENRELEET —2220H, 710mg 1
HIEI~OMEIIEZFMENBIFTHD Z LRBEIN TS, 710mg 2B 25 HETOD
HENEI R ENE T 2L L ZSEBF T IR S Tnan,

WWo VT 7 AFEER A AT DEAONH % 5Z2T D RNEHE

TTFELUY, XETE, VTV TR AZY U Tx= M XTI H
N BE L EWoTe s VT T v AFBIEM % H T 2 KA & ARF % RS9 2
Bix, AFI70 mg O1R 1RG22 HFT 22 LR T 5,

s (65mLA L) ToABRHFHEIILER N,

PERI, AT, BREEICS < A EREITSLE RN,

S A

% FE TR HERE S (Child-Pugh A 22 7 235~6) 28T % ik ABRE ~O Fl B IL L5700,
YENRE T — Z IS & | PEEERTHEAERETE (Child-Pugh A 27 37~9) 2 HFT HA
BEITH LTI, AROHRAEL35mg 1A1EET5, =720, HESWLES, &
HAAICT0 mg OATTHEEZ#E9 5, HEF#EERE (Child-Pugh 2 27 7231084 F)
ERHTDERNEE KONGRS BEZMbRv) 2657 5/ hNLEE~ORKERERIX
72N

NREE (7TERLAT) OHESEH & L B

AFNTANIE 2T TP o < W BIIRNE G35, /NEEE (E%129 A~17%) ~0H
B, BEOERRREICKE S, T X COMIMEICKH LT, 5 AICARmARE LT
70 mg/m® (EFEOATTHENTOmg ZBZ 7202 &) ZHEF 5%, 50 mg/m® (EEEO
MERFH BN IO mg 22 7202 &) 1B 1ERL T2, B5HEIIE, RABRE TOAH
ISIEIZFES <, 50 mg/m? D BFNED B2 e BE R DB S WA,

L6 AMEIZFIT D HAMKILE BT £ Gk
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FEEICHEITHEBIKR (2011 F£6 ARAE) ()

[E X34

Waoe s/ #I

EH B

2hee - R

Atk - HE

JF 5 (Hi
&)

TREERSOHBEEZTIOmgmAIERET 2608 TES (T0mg #2722 L),

70 mg/m> TOANERIRIF R S TRV, BREMRLEMET — 2025, 70 mg/m’
~OWEIIERENRRBEF THLZENRBENTWS, V77 By, =778y
V. RXETEY, Tz b U TEP A U IIINAARTEBE Lo diip s Y
T T v AHENEA & AT D KA & AFN N RE ARG T DB, AFI70 mg/m?
DOIEIEHSZHBHT5 (T0mg 2827202 &), HAER, £%35 ARBOILIEK O
3~115 A DR TiE, AFEIOAFNER OVREMET SRR S TR,

16 AMENCFIT D HAMKILE BT o &k
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1.6 SMEICET DR EICET 5 E R

1.6.2 SNEORTXE

1.6.21 SNEORMIXEOHE

1.6.21.1 REFRTXE (BAXRER

KERASCE 20106 H D) O A DL T IZRT,

LI Foftikid, CANCIDAS (LLF, $ﬁ)%%é#Oﬁ%:ﬁﬁﬁétwmﬁgﬁﬁﬁﬁ&r
R L2 b O TR, REIOUM CE (&30 % RO

CANCIDAS (I ART 7 X Wil AL 3 H
KIE T OMIEKGRAE © 20014F
SIRE - R
KA, AL OVNE (%35 HULE) BEEZXNRICUTE#IG S T25F ¥ T 4V RPTEEE
Thd,
BLRGE DN B0 D FE BT TP BB E - (RRBRAGTERR) (1)
T P AMAE, R OMEREN IR, MEIER . MR ERYLe E O Do B o o Z g (1)
BEH TV HRE (1)
OB RE (T LAKRT VY B, TAKRT VU B URY —L8A] I T3y —
JV) DN ST C oo 2 B DR T A~V L 20E (1)
Mk - A&
TRTOBE (2.1) :
FIRERI T TP o < W EIRN G35, SURFHER ST L7su,
&l & OFFL, FRHEGIX LRV &, 7 RUdE (a-D-7 N8 &0 258 Wikix
LN &,
A EE (18EL ) (2.2) :
BIED v VAR TR TOBISIEIH LT, 59 B 1270 mg O &% Hn
54, 50 mg 10 1A% 5,
BIE P AREICKR L TR, A EZR LO50mg 1 A 1B 5.,
N (E%R30 H~17m%) (23) ¢
B BIXEF ORFrREICESL,
T ARTOBWIIEIT S LT, %50 B 1270 mg/m> DA A &2 HE#E 5%, 50 mg/m® 1 H 1

b
AEHESnEHECED LT, FEEO AL HER MR HEOR G E170 mg 82 202
&

V77 B RN EOMDIEY 7 VT 7 AFEERZ AT 2341 L OOFH (2.5) :
V77 ey ra®&Ero NEEIZIET0 mg 1H 1],
FETE, T ELUY IR RBE Y TEXHAZ NI T 2= b U EERS
HORRNEFITIE, AAIOHEET0mg 1 H 1EA~OH EERFHT 5,
7 ORI A # G o/NRBFICIE, 70 mg/m® 1 A 1R GE~OHENRLIER Z LW 5D

1.6 AENZRT HEARNEICBET 288
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(70 mg #2722 &),

FHL e OV
SA TV 501X T70 mg DG LR (R &AL B D) (3)
AR

2 SN

AFNOE NG ST ENAN SBUEAER 2 23 2 BE 3R E L2V & @),

-------- S RO il oY S < S—

I BARY O BIERARSR T 4y NBEBIENY A7 % ERIZBFEOHIHND Z
& PERPRER IS RERE CRE RO L BE T, RBBIZRZITV., ARHFIE Gk
DV RY /R 7 4y MNEEFHMET 22 & (5.1),

JFgA~OIER : IR AEE O RN, ERENROBE THKMICERD & 5 T
REfEE ., FRKOFARRRME SN TWD, AEEG IR E CRENRO LN
BT U TR RE LT LI B3 D BBl 2 17\ AR Gkt D U 27 /R 7 ¢
v MEZEFHIT L2 & (5.2),

AEFESR

RN EFIC L L AL NDEHERES GRBFE=10%) 1. FH, B, 77=-7I/ h
TFUAT 2T —E (ALT) /T ANRNTGX BT I/ b7 A7 27 —8 (AST) N, i
HT7 B VIRAT 7 2 —BHME M F S U o LD (6.1),

NREE EFICELS BN LA FFR BIFE=10%) (T, FEE THI, 52, ALT/AST
Hhn, i Vo A R & OVERE (6.2),

AN & ORIEN DN D HEFG DA X, Merck Sharp & Dohme Corp., a subsidiary of Merck &
Co., Inc., (1-877-888-4231) (% FDA (1-800-FDA-1088 (% www.fda.gov/medwatch.) (2595

ek
N— o

Rl 72 M 30T 26

B

S

I

G~ ORE KRBT — 2 b, RIRICEZELZ RETBETNARH D Z L3RS

ns (8.1),
INBA~OB G A1%3 5 AR OFHAR K OFLRICEB T 2 ZeM R OB RIS L TR
VN (8.4),

FHERERRE E R E ~D RS . FEEOITHEREL B T 2R AEFITIIHEZHET S W
PN U T, HEWRIZ70 mg BT E#R 5%, 35mg 1l H1EHRE), EHEONTHRERE %2
BT DNEE L OWFEREREE (FBREZMDRV) 28T 5/ NEREICRB T DT — 137
v (8.6, 12.3),

fGZ ARXERITITHEHEASROZ L
METEEH : 2010566 H

1.6 AENZRT HEARNEICBET 288
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W scE (BSChR) - Bk
1 ShEE - 2R
2 I - &
2.1 HECHET DR
22 ERANEFE (8L L) (kI HHELEH &
23 /NREBE E®3 A~ (ISR SR &
24 JIFHEREREE RS
25 HMI VT T UAHEEMEAT A E DL 5 B
2.6 Beh A O TR OVE R

AR Ry OVE B
4 e
5 st K OME oo 1S

5.1 v aARY o EOHFA

52 JFlE~O/EM

6 AEEL

6.1  FRAZXIRE Uiz KRB

6.2 /NRERE (EHB3IH H~1T7) 25 E U R R BRI
6.3  HRIREBRIZIS T D ARHN OB 2 A

6.4  BEHRIER O REER

7 FHAEAEH
8 Bl 7245 FIC B 1 D 4H
8.1 &

83  fRFLim

84 /INRE~DRE

8.5 mmE~DE

8.6  JITHEREfEE BE ~D&KG
8.7 BHmREMEEFERE ~D&KRE
10 5
11 FELEY « PRI
12 IR HE B

12.1  {EHEST

123 HpEhhE

124 HEY

13 FERG IR 7

13.1  BAFME, BREE, EHE~ DR
13.2  FERIR FEME L O JERG PR SR
14 R A R AR
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14.1
14.2
14.3
14.4
14.5

15

16

17

FEENE A R BRI E S~ D RRBR TR

i P ME, R ONERENIRG . IEMEA ., BMBEENIER YL 7e & D2 DM B v 2 2 kG
BIEH VA (ORI EREE D o 2 ZREC BT 2 1)

(REEMET 2 UL L ZE

N ERE

ZEE L

HEAGTERE « AR R OBV EOEE

BB D& W

*ZIK%’{TJ'X% (/jéjzﬂﬁ) T%H%éﬁf:Iﬁci%b(b\fib\o
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I 3GE (230W)

1. BhEE - ZhE
CANCIDAS' (BIF, A#) 13, MRAROVNL (E#35 ALLE) B&FE /I T 285 &+

LF v T 4 URIIEEETH D,
BLRE R AN B DI D F ML P BRIV IE  (RBRIMTR )
BV MAE, R OREEN RS, RIS, e NG /e & o2 oo v U XY, H
YOS, BRER IHIER BT D BEHEI L Tnauy,
mEh U [ERRER (14.3) 3]
fhDIRIFRE (TR T VYU B, TAKRT UV BURY —28A A T a3ty —i
E) WIS IXARM Cd 2 BE DREMET A~V XL 2§, RIEET 2L F L RSEIZE
T D HIFRIEOREHL L TV,

2 M- &
2.1 F G5BT S 1F

AAFNIAIRERE T TP o < O EIRNIE G- T 5, SlFHER G L IR B0,

fth OB RPN 355 F3RA S, AT EIR G & ORLA RO AT — 2 BME L TR N2,
i & ORFIL, FRRGIX LR &, RANX, 7 RUBESHE ORI TIIRLETHHT-
W, ZRUKE (o-D-7 FUks) 2503 2RI LRV &,

22 FNEE (18R 1) 12T HHELEH &

W, S0mg Z1H1EREG T2 (13 A EO@EEICK LTIE, 70 mg DARHERG%), 7
VU MIEXNZE OMD T ¥ FEG 2 A D BN EE 1006123 T150 mg 1 H 1Bl D224 K&
O Z R Lz (POl - 14 R, &P : 1~51H), ZOmARICB T D2ABOA T,
50mg 1H1EHERE LR FRICEWLDO TIE o7, TOMOESEEZ AT 5RAREICE
T 550mg XY mAETOAEMEIIAATCHL [EARR (14.2) SR,

FRBRAIE

BHGPIRICAMAE S LTI0mg & HlEE5%, 50mg #1H1EREGT 2, I BF
DEFRFNCEES S Z &y GFPERBAEPHEET 5 TREZMHET 5, HREEENRD b
T, K14 A EEG- U, A HPERIVDE K OSERIRFESR O X 23 [RIE# . FedR7 B G- Ak 3
%o 50 mg DEENED BAFIZD A3 IREEIRBIR DG SN WGEE X, 1H 1EHE 5O & %70 mg
ICHERET A ENTE D,

T o P EMIER ONZ DD T o 2 EGe [HRRR (14.2) ZH]

BEMRICAMARESE LTI0mg ZHEEREEZ, 50mg #1H1E&RET 5, &EHIMIL, &3

1 N
CANCIDAS (%, AHIOWESZI31F % Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc. DB EXPHIZE TH 5,
Copyright © 2001, 2008, 2009 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.

1.6 AENZRT HEARNEICBET 288
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DRI R KL OCEREFINRIC L > TRET D2 &, @HE, FIEREREIL. REOEREMEZ R
D ThbEfK14 HFEfkE I 5. A PERIBAMEDFifE L TV D BE TR, I PERBAEDRH R T 5
£ TR ZHkRET D,

BIEH U HGE

50 mg 1 H 1R % JERVEREZT~14H £ TRET 5, AREIEICBE L TIX, 70 mg A f H &3
FLTWARL, HIV &Y BE B2 OMEHEE D o P AJERED Y 27 2#ZE LT, ROPIEE
I XD IHREERRT D 2 L [FARRER (143) B8],

BB

[ZEEYET Z~ULF L RYE
BHPHICAMARE LTI0mg & HEHREG%, 50mg Z1H1ERGT 5, BGHIMIE. B3
DFEREBOEIEE ., EMEN S oEIE, KOERDRICE S Z L,

2.3 /NS (B30 H~17r) ICB D HESEHE

FTARTCOBEICK LT, H50) R ICAmAREE LT70 mgm’ % HEH#E5%, 50 mg/m’Z1H 1
BG5S+ 5, EHSNEHEICEDL T, FEEOAMAER OHER H &G B3 70 mg Z# X
Nz &, NEEE (BRI A ~17) ~OMEIE, Mosteller K2 K-> TR L2 BH DOKE
mAf (BSA) 125K [ZEER (15) &,

1Jngm(cij Weight (k)
BSA (m?) = 3600

B O BSA BEH%, AWHE (mg) ZBSA (m?) X70 mgm’h bR %, MEEHE (mg) 13X
BSA (m?) X350 mg/m’»63RD 5,

BRI, RABRETO RO LB FHEIEICESS % R 22) 28], 50 mg/m’
DBFMEN BIFIZ D53 R EERDENE SN AR WA, 1 H RS O FE %70 mg/m’ 12 H &
HZENTED (I0mg 22N L),

2.4 PR RE R 5 R

BRAEHTFRERERRE  (Child-Pugh A 22 7 235~6) % H T 2 NEE~OHEFEIILE R\, FEY
e — X K-S & | PEEFERTREREREE (Child-Pugh A = 7 237~9) AT HRANEEITK LT
. AFIOHEE3Smg 1 H1EIE T2 [EREE (12.3) 2], =720, HESLDGE, &5
HIRIZ70 mg DAMAEEZ &G T 5, HEEFEIERE (Child-Pugh A a7 3108 L) 2H7 5K
N KON RERE S (FREZ D7) 28T 5/NLERHE ~OERRERIZ /2,

2.5 iy VT T AFENER AT AN EOFRR 5T 5 B8
U770 RETORANBREICE. AFIT0mg Z1H1EHRS TS, XTI, =77

1.6 AENZRT HEARNEICBET 288
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LY INAIEBE Y THEFRAZY URIIT == b U EERORNERE TIE, A
70 mg 1 H1[EI~D¥E AT 25 HHAEEM (7) 2R,

Y770y, FETEL, ZTFELYY AANRTEE L FRHRAEZ Y T T ==
M eWo e Wy )T T 0 AFEEM 26T 538 & AR 2/ NNEEF IO DB,
AFI70 mg/m® 1 H 1E# G- 2835 (70mg Z8BA2W2 &) AEER (1) 2],

2.6 Be b5 FA LA O TR OV iR

DRI TR G SEA], BN, URERS E OBAET — 2 BME LTz, Al &
DR, R GII LN &, KA, 7 RUBEHOFRIET CIIRLETHH20, 7
FUbE (o-D-7 FUHE) ZGA 3 2 WREIEMMA LnZ &

B AR PN 52 -5 FH S5 oD i

1) WA SN TOEARBINA TV ERIZRT,

2) METT, 0.9%%E(LT MU U AOKEIR, ERAK, T A LZEFBRATIVKORT F
X UREERT v RN U2 ES K, UE0.9% X 2T b 3 — )L 2N LTS
K108 mL 0% 5,

B T IVITERMICBEOARFINFTE TAINTND, Lizhi-> T, BRSO &SR
Wyl & R TR T,

®1 FAAHAER

ARER

AFH (SAT ) O EALIA R 2 & Te) N~ ARE O & PSR ORI
50 mg 54.6 mg 10.8 mL 5 mg/mL
70 mg 75.6 mg 10.8 mL 7 mg/mL

FEADEEY 2 52 2SR 5, BWRIRIRIC R 5 £ TROMICET 5, FIREH L)
B GANC, FRARRAIR P AR OB BN Vg B CHERT 2 2 & R\
BT LT EHRITEA L7222 &y

Z ORI, 25°C (77°F) LT CIRFIERFT 2 2 L TE 5,

ARENDSA T LIE LOMEH TE 2\, 5% OWIRITIIET 2 2 &,

3) EEF T T, bl (mL) OFEMEREKEZI0 L, 0.9%., 0.45%3X130.225%H{t7-
MU DK D D WIFFLIRIN Y > 7 Vi E A 0250 mL HHEM N 77 (U3 ITINA %,
FRRIG DAKN 2 BHEIRFENN0.5 mg/mL % % 7220 X 5 ISR AR 00.9%, 0.45%, XiE
0.225%ME kT b U O NERE S 2 WITHLEEIN Y > FARIZINZ TH v, Z OFHERTEIK
IX. 25°C (77°F) AR CIRAFE L7 5 B 1324 LN, 2~8°C (36~46°F) T irRfr L7-
BA A8 LINICE 32 2 &

1.6 AENZRT HEARNEICBET 288
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A3 AU EO/NRBFIZI T L Kl 2o e B

FRRO MR FINEICHE > T, 70 mg XIE50 mg 31 T b & AW CHEREKZ RS 5 [k -
H& (23) 2], Tmg/mL (70 mg /A TV CEEM LT-5E) XI5 mg/mL (50 mg /31 7V
THEM LT-5E) ORBEICESE . Bl L Af HESOIHERH &I Y 3 5 55 & O FIEfE%
Wi A TV HE T,

NA T TN EBEE~OFHGE (mg) IZHEASWTGERIRT S 2 &, EMEICKREGTE5X 9, 50mg
UTOREZZESTH585E81350mg /31 7/ (SmgmL) Z#HL (AFAEEREA). 70 mg /N
AT MIS0mg 2 B2 DHBEEZHREGETDHEEOEDICE>TEBL ZL&2METL, EHSW-H
HICBb 6T, EEOAMHER OHERHREOR G5 E&NT0mg B2 22 &

3 FIR K OV &

CANCIDAS 50 mg 1T, SREOT NV =T AV —NAMNETTRAF v 7% v o (RO SA T
WCEER O AEROKEK/ Y T, I TAHICHARTZ 7o X L LT54.6mg 2 e AT 5,
CANCIDAS 70 mg 1%, e fAT NI =0 A — W& T T AF v 78X v o THEDO A
TNAHRICEERO AEOMEK/EEM T, I TARICHART 7 oF - LTT5.6 mg 25 H
T2,

4 pooy=h

2 SNy

KRN DA ATRIMBNBBIESER (7T 7 4 7F =R E) 22T 2BFTHRE LR
WZ & [EIER (6) &M,

5 b R OMER EoE

5.1 I aARY v EOHH

AHNE 7 v ARY OO, BENSET v NBEERY 27 % ERIZEEICRET
5zl B AR ISR LEIE~FEI0H ICAFITOmg 25 L, HFI0HICY 7 a AR o~
3 mg/kg % 120F MR IE C2ME1% 5 U7 BERRBR CIE, 5511 B 4B 36—t ALT B2 551
Lo, ZHIVHIFEEMEME FRRO2~3{ETh o 7o, Uikl D e 5 B AR 2 0Tl AA
35mg 1H1EIZ3AMEEE L, F1HICY 7 a AR > (3 mgkg & 120 R C2E) Z20FHEE
L7ce ZA, F2HIC8BIH2HIT ALT ORI GEEEZ OB AT) PR BE LT, W
TNOEERETH, ALTHME & H12 AST HMAFE D S 7=, BEIX X V&) -7, BIORK
AR T, 8 2B O ERE BRI — i@ TR _EBRO2MEAIM O ALT HMNAFED bz, Y%
ARERTIE, BIH~FEIR2BICY 7 v AR Y vdmghkg 285 L, FIA~FHIBHICAFTOmg Z1H1
Bl 5 Uiz, 1BIOBRENETH LOFEIRIC, 8O3 F19HIC ALT BI04 R L7223,
WAL H27TH £ CICEEEICR o 7o, T XTORGHET, ALT #1E & 612 AST #INFEH L
TR BEIXL VIR -T2, TNHOEKRRAEBR TIX, 7 g AR Y > (4 mgkg 18153133 mg/kg
2018 E) & QBT K0 AH| O M bR — R AR T EfE (AUC) 23K935%H8 L 7=,
REMRTER L b AR T TRERCIEL, 37RO & 5 1406 D50 AR BRI A XPRICAK

1.6 AENZRT HEARNEICBET 288
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Flev v ARY a1~290HM (PRAE: 17.58) OFHHZES L, OFHESHIRSUII4B MO
BRI, 1461 (35%) ICHEYEME LRROSEFEUIN—Z T A b DEEDO T A7 15
— B EANRO NI, 20D BSFIEIFHAEKE & ORRBEZRA EL L & bW 2720 EHIE I LT,
F NG E OREBEENPEL L LWV 72V EHESINTZE Y L E A REEL LT,
FFEPE DB AR AT A BB 2R PR E IR0 DR T AFIMI B DR IRIC L v 5l & = Shiz
JFEER OEERREMERFIC LV PIE Lz, 2055, 268130 E 2 5 2 Iz T, ARFIXIE
7 u AR O AREL ORRBEENREL S & bW RV EHE S L,

(REEVET A~V F )L ZJE R ORFIRIRDO 7 1 227 7 0 TR T, 45 OB ITAH]
50mg/H KON 7 v AR Y o &22~56 HEEEE Lo, WT OB IS IFEERENIITEED b d
D fio

INLDOTF—XORREEE X AKE L7 AR L OPERITIBIERN %X 7 4 v N BETER
VA2 % ERIDBHEOHIAND Z &, JFRRIERICFEERAE CRENRD b/ B3 T,
PORBIZR 21TV, ARAR GO Y A7 EXXT ¢ FONRT U AZFET 5 2 L,

52 JFlgE~ D 1FE

RN D G- ST AR REHBRE W ONT Rl A e OVINIRB S IR RE D ERIR IR AR 2 2538 D b
TWn5, BEEREMEELZA L, AAEEEOIFFRIEEZ R E S L TW iz 2 e o8B E ok
AR OVNREFIZ, BRIICERO & D ITHRERE . R LK O R s S, KElL o
KR BAFRITHESL L TRV, ARAFIF G- HIC R RE R A CRE 238D b7 B 1Tk L TR REE
LT AT 2R8I 21TV, AR GMGGED U R 7 XX T 4y FONRT 2 %7 T 5 2
L

6 AEFR

UTFTOBEERAEFRIZOVTIL, MIETHEME RN,

JFlg~DOIER 5K OER EoEE (5.2) ]

KFEGEHNCT 7 4 TR —DNHMESH TS, 5, EElER, EE, 75 FEE, &
R ORE SR & B AX I U EMIER E B 2 b ERRME SN T 5D,

FRPR SR BR LR TR 2 7RI T CEME SN2 72, AFIDOEGKRER TR b= HEFLR D%
BUR 2 AR ST 2R BLE L BT 2 Z ST, o, 2D OFRBLRILE
KEHGTROOLND bOEXMLR2WGEERDH Y 25, BRRBR TR ON-AEEFRERIT. A
FfE N R R BIR DG E T E WA ERRORFE R OB REOME D72 O S 2 29 5,

6.1 BN % kPG & U T B AR B

ANF 2 WA IR P 5 S A7 1,865B1 D R N % b Gl ARH D A= )22 0k % 5 L 7=, PRI,
FEENELT BRI E B 56401 (RRERAOTEHETRER) . 1 o O & IUE SUIMEEP RS . IR, Mafk
WeNIE G B 38201 (18RRI I o ¥ ZEAB & Grte) . il NENREE D o ¥ & #2974
(REEET 2~V X)L 2 E 22801, KO 1 BB OB 394051 CTh o 72, RBRAIARGERER D

1.6 AENZRT HEARNEICBET 288
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BA TG IO S P IREOBE 2 A L T e, ZWNHEE Lo o 2 2 REYYIE & kT 52
& LT BRRER Tl P BANEROIFMEOHM 2 LE &35, HEREZARE [
WM, & OIS, BEOROKRFHN, b MUERE YA LR (HIV) Y l] #H6 L
TW e, 7 AL F NV AJERA x5 & LTI B Tl EEO IO 2 L EZ L5,
HEREFIPREBOFEER (B, IRM MM, B, RS Ao, B
f72 L) 2HTHBENEILSHENT,

FRER AR IR

EME 2L —EEROBBRINEERBRICIB VT, AFIS0mg/H (P10 O AA R HETIO mg) X
AmBisome® (7 AT U v B UK Y —A8HA) 3 meke A OV AEBEICES L, AR
BRIZ 31T D B RAE AR ST ER AR AR AR O T BR e O FEH R ORBLRIT, AFIHE39%. AmBisome
H45% Th oz, £lo, AFEDORRBEFENEL L E bWV W EHESINTCHERREIERE L
TEE UL EVIES MRS Sz, WINhOBERHICB W TTS%L EORBR TR b
A EFRERUTRT,

K2 RRMETFPRBOEERECBTLIAEER'
WINIDEEFH TRIAE275% F[ENKIERUVEKREH

HEHREG A AmBisome*
(MedDRA version 10.1 D25 E B K 2358 e OFEARGE) N=564 (%) N=547 (%)
EHFHEFRGHRIBE 95 97
BRI AR AT 58 63
TI=y T R UAT 2T — BN 18 20
MFTH Y RRAT 7 Z—EEh 15 23
s Y o L 15 23
TANTEXUBT I N T U AT7 =T —EH 14 17
1Tl 0 S =2 10 14
7 v 2 R 7 8
M~ 7% v L 7 9
AR =7 R o 0 6 9
A E Y L HN 5 9
I FR R SEEE AN 4 8
7 V7 F =8N 3 11
2B fEE R L O SRR 57 63
FEEL 27 29
I 23 31
KAy PEIE 11 12
FERR D NE 6 8
HIBEE 50 55
T 20 16
D 11 20
Pi9r 9 11

2
AmBisome %, Gilead Sciences, Inc. DB EEPIIE CTH 5 o

1.6 AENZRT HEARNEICBET 288
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HART 7 X HERE A
1.6 SMEICET DR EICET 5 E R

K2 FHAMFHHREVEBECSTIEEER
WINIDIREFHTREER275% REINAPERCERER HE)

HEHREG AFF AmBisome®
(MedDRA version 10.1 D25 E Bl K 55358 e OFEARGE) N=564 (%) N=547 (%)
Mg I 9 17

BEIR 28, FERES K ONHERR 2 47 49
I ik 11 10
W% K] B 9 10
75 7 8

JRYYIE R K OVE A 45 42
Jiti ¢ 11 10

F2 kS OV T Ak 42 37
w5 16 14

PR R IR 25 27
SHA 11 12

Rt KOs 21 24
& U 7 A IAE 6 8

1 & 20 23
B 1 J 6 10

DogBE 16 19
HNR 7 9

PEBIRDETIE, WBWOBREPHEU LOFERZEZREAL TCWDEARH 5,
TORRBER A D,

P 50mg (WIHOHRT0mg) Z1HI1EES Uiz, 736031 A5 E4270 mg ICHR L7,
Y 3mg/kg/H, T4BICIT1 A B 5 8% S mg/kg (B R L7z,

HEABEOAERS GRBRIEFARN G- o ST RN 55 LRI IS S8 B U 7o 8 B, e
WAL, ARIME, EE, SR, PRI S, BB T T 4 TXx R EDEFERDOF
%) NEBL-BEEOESIE, AmBisome B (52%) & ik L CAAIRE (35%) THEEFHICAHEIC
&> 77,

AHI XX AmBisome DERERE~DIEMA ZFHMET 2720, M7 V7 F = AMENRSX—R T A )
D2EHEAN, TR — AT A AENIEEE LR A B2 TV GE . I mg/dL BL BB L7254 %%
ML ER LT, R—=ATFA DI VLT F=2 7 U T 5 AMEN30 mL/min 2 TV - BE
IZRB W, BEMEORBERIT AmBisome B (12%) & L CTAFIEE 3%) THEHICHEEIZK
Motz RRBAGR % D7 ERARE R O BB R O BLRITAHIRE (13%. 75/56461) KO}
AmBisome £f (16%. 85/547f%1) TH{LLL Tz,

T v ZIMIE R O DD Ty > P R

RV D HEE SR L LT EEA L T EERRBRICB N T, AFIS0mg/H (¥ H O HBff
HE70mg) XIX7 LA T V> B 0.6~1mgkg/ HOWTnaEBEITEE LTz, WInhok
HRECTL0%LL EORBLR TR DN A EFRERIITRT,

1.6 FAENCRT D R ICBET 2 &8
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£33 HWUPHMERVZOMDA L CHRBREBEICHEITHEEER !
WIhDDEEHTREE210% HENKSEROERER

HEEG A#I50 mg® 7 LET UL B
(MedDRA version 10.1 D25 E B K 2358 e OFEARGE) N=114 (%) N=125 (%)
EHHEFRGHRIPE 96 99
R 67 82
A5V 7 KL 23 32
M7 AH U RRAT 7 & —BHN 21 32
~NES v e U 18 23
TI=r e T IR T =T — P 16 15
TANRGEXUBT I NI A7 =7 —BE 16 14
MmEE Y LE 8 13 17
~< 7 U MNED 13 18
M7 7= 40 11 28
PR R L BR B4 10 10
I HR R N 9 23
AU A HN 8 14
HEE 49 56
I 17 16
T 14 10
LD 9 17
RYLIER K O% A hE 48 54
B iEM: > g > 7 11 9
fiti g% 4 10
EHEER LG RPEE 47 63
FEEL 13 33
KAy PEIE 11 12
I 9 30
R 2%, BERES X OERR e = 40 54
1323 N 11 12
fifg 7k 9 14
B 1 11
Lol e 26 34
HNR 8 12
FE R KO T AR 25 28
R 4 10
iR = 25 38
B 1 J 10 16
MiEF LY R E 15 13
A 11 9

BWER AT, BOBEN I EOREFE LRI LTV A5 806 5,
TOREIENNRE. RERRE . MRSIEN IR R

PREBRERDR,

S 50mg (WIHDHT0mg) Z1A1ERSE L=,

HEABHOFERESR (RERIEFFIRN B G- X TFR RN B 512 TREF AN 8L U728 B0, TS
WAL, ARME, mfE, SR, FERAEE, BERER . 82, T T 4 T xR R EORHIEROE
8) BHEBEL-BEOESIL., TLKT U2 BEE (49%) & ik U TAFIRE (20%) THEHY
WA BT o 72,

ARIUET LAT V> B OBEE~OIEREZTHMET 2720, {27 L7 F=fERR—RF

1.6 FAENCRT D R ICBET 2 &8
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A UINBAUFEEIN, XUFAR—RA T A AMEPFEEE EIREZ B2 TO 284S, 1 mg/dL DL BN L 72355
AEBBELEER LT, R=ATA O VT F=2 7 VT 72 AMEN30 mL/min 22 T
T BE OWMASEMIZIH T, BEMORERRILT AFRT U v B BEL Wk U CAKIRECREEIC

Bl o7,

(RIS D HER G L LT220 H OBEAL —HEMRABRIZIB W T, AFISOmg/H (FITH D
HARARETIOmg) XiX150 mg/H DWWz BEICRE Lz, AEFSE2RE L-RFOEE
(X, WEERTEEIL CWeR, £k, I THIL2VWAEFRGICET 2 22 RHT 57201+
IRIEBIE AR LTV iRinoTo, WO GRIZBWTS%L EORBIR TR b A EF
G h RAITTRT,

x4 HUOCHAMERUVZFOMDALSHBREERECHITA2EESSEN !
WITNHIDIREEHTHRIER>SY% B[EINKDPERUVERER

FEHZ AF150 mg® AFI150 mg
(MedDRA version 11.0D 25 E Bl R 4348 K OJEAEE) N=104 (%) N=100 (%)
EHEFLRIE 83 83
JEYYE R L OV A E 44 43
B iEM: > g » 7 13 14
fiti g 5 7
BRI g 5 7
EHEER LGBk E 33 27
FEL 6 6
HIEE 30 33
Mg I 11 6
T 6 7
L 5 7
R 28 35
M7 AHVRAT 7 Z—FHN 12 9
TANRGEXUBT I VT A7 =27 —BE 6 9
A5V 7 NEd 6 8
TI=r T NI AT 2T BN 4
BEOR 28, FERES L OHERR 2 23 26
IR AN 4 6 2
18 P 19 18
91IDER 7
& I JE 5
F2 G ES OV T Ak 15 15
PRI IR S 3

PRERIRDETIE, WOBEN UL LOFEERSZREA L TWDEARD 5,
TR, RERRSE . PR Y B

PREBERE R DR,

Y 50mg (WIHDOHT0Ome) Z1HI1EHS LT,

1.6 AENZRT HEARNEICBET 288
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BIED VO AEL OO EHEE D A RE
BIE AWEREE S o P FRERE BV TI0%LL EORBERTRO bNT-AEREL 2 RKSITRT,

%5 BE OFWEEHVCHAEERECRITIAEEE
WFRHDBREHTREE>10% BEAIKDERUVERET

HEHES AHI50 mg* T aF Y — L ERE
(MedDRA version 10.1D#8'E BIRSYHE K OFEAZE) N=83 (%) 200 mg?
N=94 (%)
EHEFLRIE 90 93
HIEE 58 50
T 27 18
L 15 15
R 53 61
~NES v e R 21 16
~< 7 U MNED 18 16
TANRGEXUBT I VT A7 =7 —BH 13 19
M7 AH U RRAT 7 & —BHN 13 17
TI= T ) NTUAT =2 T—BHN 12 17
H i ER s> 12 19
ALy EER O 55Tk 31 36
FEEL 21 21
i PR 19 15
HIRS 18 11
PR REE 18 17
SHR 15 9

TEMRGE T, MWOBEP UL LOFTERELEZRLL CWHIHERH D,
TORERBAR A DR,
PSSO IRERBRIC I 1T D REA

(BEEMET 2~ UL F L R E

T ASLDL RV ZGE R SRR E LT IEERIER R TAK (W H D270 mg Af & 5%,
50 mg 1 H 1[E#5) 25 SN72696IC BV TI12.5%LL EDORBLRTERD b - AEHELRIT, Mh
TNTVHRAT 7 2 —EHM (22%) (KifE (20%) . FEEAAE (20%) . FEE2L (17%) . T (15%) |
B (15%) . B8 (15%) . &2 (13%). 7 A~ULFALRIE (13%), 7=+ T I/ kTR
77 =B (13%), 7TANXNTX VBT I F 7oA77 —EB#M (13%), fHeyire
VHAI (13%) KO A Y v AR (13%) Thoto, £, ABHELEFITE VT, MikiE,
RN PER BB EERE (ARDS) & OVE{ RN S £ @E vz,

6.2 NREBE (EHR3H A~1T) xR & UK R

AR % B A IR A B G- S T2 171 D /NI 2 PGSR D ) 22 Nk % 3 L 72, 1%
34 AU EO1536 /N EBFE OWNFRIE, FEEWELF T ERIBAE B 104451, 1 o 2 & e XA TNEEN
s, REREYS . WOREze IR YL R 381 Al o A EL], R EEME T XL XL ZGEBRE 106 T

1.6 FAENCRT D R ICBET 2 &8
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o Tz, NEERFEITB T DARAN ORI L e T 0 7 7 A T RABREDO SO LR LTz,
BEREBRIC I 1T /NI BE DT7.5%LL LIZRED b B EFRREZRKOIITT,

KA - Sl 1] (0.6%) &Y AmBisome Z #5723 (12%) (ZHEERREIEH 28 HL
L7z, ARAFED26] (1%) MO AmBisome #ED3% (12%) 2RIERAO7zH IR LTz, HEARED
A EEGR RFIRFRAIRN G- XX IRN £ G- 14 1R R LU S8 B U 7= S8 0 B | WL, IR
EILE, BEAR, FRURINEE, BEER. B, T T 4 TX R EORHEROES) NEH L
BEOE AL, ABIBEN22%,. AmBisome ££7335% T - 7=,

%6 /NEEZE HEROHA~TE) ITBIT2E8ESRET
WINHIDXEETHRIRE>75% B[EANKSERUVEKRER

FExt BBk FRBR A TR R O FEHE ) HE S B

A H AH AmBisome

HEFEG SR 50 mg/m** 3 mg/kg

(MedDRA version 10.0D 25 B Bl K 5358} O FEARFE) N=115 (%) N=56 (%) N=26 (%)
HEFRGHRBE 95 96 89
R 55 41 50
A5V 7 NEd 18 9 27
TANRTGEXUBT I VT A7 =7 —BE 17 2 12
TI=v T NI AT 2T —BHN 14 5 12
MR U o A8 3 0 8
TR B 0 0 8
ALy EER O 55Tk 47 59 42
FEEL 29 30 23
I 10 13 8
FEIRE D 5% i 10 4 4
5 3 4 8
PR 2R, MERFS L ONHERR P2 43 32 27
IR 5538 8 0 4
Wk 6 9 8
HIEEE 42 41 35
T 17 7 15
M - 8 11 12
[z 7 4 12
D 4 4 8
RYLER K O% A hE 40 30 35
HOLERIR D 7 — T LR 1 9 0
FE R KO T AR 33 41 39
Z 9 PEIE 7 6 8
35 6 23 8
LB 4 9 0
iR = 24 21 19
B 12 9 8
e I 10 9 4
RS L OERE 22 11 23
KA Y 7 MIfE 8 5 4
N s 17 13 19
LR 4 11 19

1.6 FAENCRT D R ICBET 2 &8
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x6 INREE (EBRO0HA~TE) ITBIT2HEEE
WIFNHADIREHETRIEER>T75% BNREAINKSBERUEKRER ()

FE X} BB FRER TR I 0D FEFER BB R

ARH AH AmBisome

HEFES SR 50 mg/m** 3 mg/kg

(MedDRA version 10.00D#3 B Bl K533 K OFEAGE) N=115 (%) N=56 (%) N=26 (%)
PR REE 13 16 8
SHR 5 9 4
R EFs R B KOS A kL 11 14 12
R 4 0 8
MiEFR L VY v REEE 10 2 15
A, 2 0 8
S RBEE 7 7 12
A k18 B 1 4 8

PEBIRDETIE, WBWOBREN U LOFERZEZREAL TCWDEARH 5,
TREBERE R D,
¥ 50 mg/m? (F1H OAHT0 mg/m?) %18 1EEE L,

6.3 MAGRERIZ J6 1T 2 AA D ey 2 ek

34 DERRABRIZ I T, 5~210 mg £ TOARA|Z BB SIE (1A 1E) &5 722,036/
(R OV B 1,642, #BRE39401) 2 REGUTAFN DO MRA L 2N 2 5]l L 72, 2D DRUFs
TRREABRIZHAAN DNT8SPNC BT D LT — X ITEERAEFROAIIRONTWND D,
FERRLERMT — XIS IFN /LN TS, 26 OBKRBRIZEB W TR Z kb Sz
NTOBE KR OWIRE 2RI, 5% EORBERTRO bN7-AFFR (RREFZMDR)
HRINRT,

BIRT, KFZHKG SN2 BE IR 1,9516091,66561 (85%) \[CHEHSLNRD bz,

K7 BERRRICBVTARERE SN BEICE TR 5HHFICHRBLE-EEER"
WIFhHI DEREHTREE25% HBENKSERVERE

HEFL
(MedDRA version 10.0D 5B Bl K5 H8 e ONFEAGE) KK (N=1,951)
n (%)
HEERIHLHK 1,655 85
BRI A 901 46
TI=v e T NTUAT =T —EHEM 258 13
TANTEXUBT I N T AT =T —EHN 233 12
M7 H Y RRAT 7 Z—EEhN 232 12
s Y o L 220 11
M e ) L e N 117 6
EHEER KOG RAEE 843 43
FEEL 381 20
I 192 10
KA PEEIE 110 6

1.6 FAENCRT D R ICBET 2 &8
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K7 BERRRICBVTAFERE SN BEICE T 2BR5HHFICHRBLELEEER"

WIhIDIREHTREER2E% HEMNKSERUVERTEN (FE)

HEFL
(MedDRA version 10.0D 5B Bl K558 e ONFEAGE) AHK (N=1,951)
n (%)
HBEE 754 39
T 273 14
L 166 9
I 146 8
i3] 112 6
JRYYIE R K OVE A 730 37
i 115 6
PR 2R, MERFS L ONERR PR 2 613 31
Wk 111 6
F2JEFS OV T Ak 520 27
%5 159 8
FLEE 98 5
TR R IR 412 21
SHR 193 10
1 & 344 18
B 1fn 118 6

TORRIB G R R O G544 TR 14 B OBERAR IR R L= E S5, REBREMDRV,
AR L b 1ER G SN BE TR DA IEAGED I ER>5%,
S BRERIRSETIE, WOBREN UL EOFEELEZRH L TWIBRENRH 5,

BEDOS%ARNMNZFEH LIRS EE A EFR (RRBEMRLAURAR LMDV 2T

Y,

MR KOV SR - i, BRI, FEEELF R ERIBE, A TP ERIE, i)k
JAIE

Dol o AR, DEAE), IRAR, O IR DAREE, HH
HGMEE - AN, IR, R, AR
EHEER L UG RPTHREE - BOUIE, 597, EARAER € O PR ERR. RO %
iE, VEIE

JPRRTERBET AP A4, FFIEOR, BFEtE, me Vv e v iiiE, sE

JRYYIERS L OF A RE « WILAE, BUE, FRIES RS

R L OREEIEE « BACIR, BAEER, KomAR, K~ 27 x> v AMiE, &Ly
U AIMAE, . K Y T A E

E#E Rt KOS S MRRIEE - PASTR., . B

PR RIETE « e TREIMED U, IR, IRk

FErpRES « A2, SEELIRAR. 5 NN, AIRE

Bl LUURKEEEE - R, BAE

RER g, BERds & OMERRRE T « FRORINSEE, S, (KERFRAE, SHFFL

P F K OB TAEREREE « ALBE, UL, BEIRA. R

=

1.6 FAENCRT D R ICBET 2 &8
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IR AL, R, SRR

6.4 Bl R 50 1% O REER
AFNARE O T, LTI 2 AEERNREESINT, THUHIFEMY A XHRARHO
HHREREIC L D720, BBBEOHEESAHIEE & ORRREROHEN LT L HIEMHICITA D &
RS 72200,

BIBREE « P

JIFREE SRR« JITEESE

Bk KO THERRIEE - ZIBALBE, AT 4 —T7 R « g Y UEGRE. BUERI

B K OURKEIEE @ BIRICEZR O & 2 B G E

EHIEER L OB L RFTHRRE « Bk, RM7E

7 FHEAEH
[ERARZERR (12.3) &M

AR ClL, DART 7 X3 AlOF b7 o — 24 P450 (CYP) 3AMRHZFFE L 72h o
oo DARTZ 7 XX PHEAOEE TIEARL<, CYPIZLVIZEAERBI SN,

TR ARG 2 %R & LTZERRRBR T, 41 T2y — 1, TAKRT UV B, 3237
VR T =TIV, RNVT 4 FEAIEF 7 0 Y AAOPREEIC LD | AR OSBRI
IRHNZERD B DB R E o le, o, KFNX, A T aF Yy —n TLARTIBX
a7 =) =TT = F L OTEHEEY OB BRI B L ME S 2ho T,

IO ARY o HEERAWNRE 2SR L L2 o0BERBRTIZ, Y2 ARY CofHH
(4 mg/kg B[R G KT8 me/kg 2[R G) (280D, BART 7 F 2D AUC 23KI35%HMN L7,
AR EDOPFRNZE D 7 v ZRY COMBERREIZED Lo, KFE 7 m AR &
OFA#EE L2, —iED T 7=« T ) h 7V AT 2T —BROT ARG X U@RT I ) b7
VAT 2 7 —BHMARO b EEROMEH EoEE (5.1) 2R,

A7 ULA: BEICHART X270l AAOmPZEEGETHE0E,. #2700 LAl
HEEOEREN T =2 ) 7 /RO 7 a ) A A7 AEFHE 2R 5,

V77t V77 BV 2B 5RO NEEITIL AAITOmg 21 H 1BEE5+ 5,

ZOMOIEY VT T AFHEAE 2479 D A -
BN NEE AR EF 7 VT T o AFEEN AT HEA THLZ 7 7L Y XE
T, TXBAEZY Y Tz b AT BE U EFRHBEGT 55E1E. 7T0mg D
AMTHERGHZOARFOI A EE LT70mg OEAZBRETT 52 &,
NREBRE NREBEICARIE Y 7 )T T U ABEERE AT LAEBTHDL ) Ty BT,

1.6 AENZRT HEARNEICBET 288
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TT7FELYY XETEY, Tz b2 TXRAE Y XTI B B2 HEE
THEAE. AHFIT0 mgm® 1 B 1EFHEG 2852 (70mg #8202 L),

8 S Iba AT NS SIp Y s
8.1 i dit

FEFING SR Ay JE AR E - C

TR~ DO AFN DAL N OV TRE B 2D+ 43 2 BEHI E i STy, EiakiR Tl il
IRB O IR RTSE L RO, I8 R OEEENIZ BT D RZEEBREDI AR T 7 o F AT L
DS - BRIBEEMEDSERD DTz, IR OB RMESfERMEE EED L S b AT D
5 2= AR

RFREREICES R EICHY T A HEDO N AR T 7 X 285 LIEHFES v FORIRT
1%, BHE R OMEIO RFERFAA N OFBBER N LTz, o, WIS K OFEIRATFE LT
FHWIN U7 AREREICE S ERABEOUEITHY T IHBEONART 7 X o &5 LIz
BRU Y TIE, BRIEOEE IS OARZE B L ORIEDORBE RPN L7z, 7y FEROY
TFIZBNT, BART 7 o FUoidbBErmE L, BEOMEETICED b,

8.3 52 AL

HART 7o XDt MEANOBITIIRATH S, KA ZEE L-RALT » F Tk, &P
THART 7 X URBO BT, L OEFNR e MREFLICBITT 22 b, RHE~DARH
DO¥EIITEEVRLETH D,

8.4 INRA~DFE S
A& SR Lo+ oy b — L SR, NEBEEOEpEET — %, KD
3 A~1TO/NREE RS L L7 0 20 T 4 TRBOBINT — % OFT RS, 4AE#%3
A~ 1T O /NRBE I T BT O JSE I 3T 2 ARFN D 22 M e O W ER SR S vz [%h
HE - IR (1) M,
B RYEGe0I L FEWVELT R ERBAE - (RRERAITE )
T P ME, R ONERENIRG . IEMEA ., BBEENIER YL e & D2 DM o 2 2 kG
BT D HIE
tOVERE (T LART IV B, TART U B URY =LA IA b T2ty —
JV) DN IR T & 5 B DR T 2~V L |
A3 ARMGOB AR R OILIRZ SR L L7 a0 220 T ¢ THRBRICEB T 5K 0% 4
A IMET ISR STV 20 A3 0 A R OB AN R OFLE ) B IR S L7 S shie s
—Z PG DI, BERD U A IEIREIZ B DARENO RN R O M & fENL T DI A+
HTH D, FAERORENED P ERE TIE, XV ERS EoBE L PHmRRR K0S
l#s~ DRI @R TH B D, AFID MLIE-MEEA R 2 8l v e, E 7o /DN IR ORI 2 2 1R IR
THZENTEDLNIAHATH D,

1.6 AENZRT HEARNEICBET 288
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T2 VDN B BER LTRSS & A 5 2 /NEBFE ~OARFIE 513G LT, Fz,
(REEMET A~V X)L ZE AT D/ NEEE~OFIHIRE L L CORFE ST L T2,
BRARBBRIC BT, %30 H RO 18612 &1 17180/ NE BT (E5%0» A ~175%) MAAIO
RN 525200 7o, SEEREERIZ 665 /N BE Z i Ndv, LMk OV 2 IERBR IZ B0
TEBLITI05FNCAFIN G Stz (AR (123) ROEERER (145 ], #@¥5o/NERE
2350 mg/m* DHEFF R Z P12 B [ [FRgfi : 9 (HEPFE - 1~87H)] 1H1EREG S,
FTRTORRKRBRIZ BT, IRBREER 5 M T Rk VR BRI G- 112 14 B ) O 22 2 2 TR R
LEDSFM Lz, AFIZEG SN/NEBEICBODTIEFICL LS AONTHEEFRIT, B
(29%) . M A Y 7LD (15%). TR (14%), TANRNTX BT I ) b7 A7 =7 —EH
m(12%) ., %% (12%), 7 7= -7 b7 A7 =7 =B8N (11%). K+ (11%). &
VS (11%) Tho7- [BHWEM (6.2) B,

HEREFHRELZ 2T 2/NEEFITE N T, ERTEEZIIFLEROFEERPREINT
W5 LR O EoERE (5.2) 28],

8.5 i ~ OG-

KR ORI L. S EE CORIENMEBOINEE L Bip 3 InE A RET 5 DI 14y
2B D655E LA L D B LI ATV TR, SREHRITIC 2 R BEHTIZARWV S OO, EilBE
EHVEH TR BT AIIE R O EVEIC SRR BN T o 7o, R £ (657 LA 1)
T HART 7 2% 2 O MSETERY I FE 138 OB ME & Fi LT3 2NN L 7= (7928%) o
ST RO EIRORES . 712 P8 MR OIOD 2 58 (R,
MRS SUAHIEE PR L) B CHRD BTz, Flid ~O A RFEOLEIT RS, FlE
R HEABINL TV EE LD 2 L2 EET BLERD B,

8.6 IR REIR = B ~ Db

RIS RERE S (Child-Pugh XA 27 235~6) AT 2 ANBE~OHEMEO LI/, 3K
WIENRE T — Z |2 & | PEEEATREREREE (Child-Pugh A 27 37~9) ZHT D ANBEITK L
Tk, AFIOMEE3Smg AR E$5 [FREH (123) 2], 2720, #REINZGE.
BERAICARAREL LTI0mg #5352 & [k AR (24) ROEKRER (123) 28],
FEEIFREREREE (Child-Pugh A 27 230LL L) #H 3 2 N EE L ONFHERER S (FRE 2 Rb 7
W) EHTL/NREE (BRI A~17) ~OBRRBRITR,

8.7 R RERE E R ~ D& 5
ESREIE EBRE ~OA B EOVEIT RN D AR T 7 X AIBITIC L D EREISNR N0,

MR ORI G DOLEIT v (BRI (12.3) 2R,

1.6 AENZRT HEARNEICBET 288
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10 it 5

210 mg O HE G- 22 6Bl B R 2B EFZOMEIT R -7, 150mg 1 H1[EIZE % 5 H
B CORERGIIFEM L TR, BART 7 VXTSI L VEBRESRRY, T Mok
DI/ NESE EIE50 mgkg Th o7z, ThiE, AREFILEIZHES < EHEEHEO10R5I2MHY 3
Do

B ARRER ClE, 1BIO/NEERE (165%) ICRE> THART 7 X 113 mg NHREEEG S (6
10)., TO%7HMIZ80 mg Z#1H1EHRS S/, BRRMICEELFEERORE TR,

11 KK+ PR
CANCIDAS X, Glarea lozoyensis DFEEEFELE IO ER I ND B Y AT F NMeEW)
(echinocandin) % & A7 % #RINF G- O BB HURS REREAI T 5. AANTEE OMIBEE A 7]
K72 B-(1,3)-D-glucan DERLEZLET D2F v 7 4 Y RIIEEHIETH D,

KF (I ART 7 X FEeE) O1b50%. 1-[(4R,55)-5-[(2-aminoethyl)amino]-N*- (10,12-
dimethyl-1oxotetradecyl)-4-hydroxy-L-ornithine]-5-[(3R)-3-hydroxy-L-ornithine] pneumocandin By
diacetate (salt) ToH 5,

F 72, CANCIDAS 50 mg [ZIFLA T3 & £ D KR A9 mg, D-~ > = F—/126 mg, KEE#E
KOUKEREF R U 7 L, CANCIDAS 70 mg ([ZIZLL TG END - R sS4 mg, D-v > = h—
V36 mg, KFERE K OUKER(ET N U D L, I ART 7 % UREBEIIRREEO BEAOKmKRTH 5,
KEORAZ ) =TT, =8 ) = VITFETIZS W, I ART 7 0 U HiRREE A K ES
#H @ pH 13£96.6 T 5, HERIT CsoHggN190152CHO0, Ty 0 F&IF1,213.42TH 5, Mz LA
TRT,

-2 CH3C02H

12 IR KB
12.1 VERIR%
AFNIHEERTH D [ERIKIE (12.4) 8],

1.6 FAENCRT D R ICBET 2 &8
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12.3 SRy Eh e
N OVNRIZ BT D IRMBHRE X T A — X 2 FK8ITIRT,

GAKii]

T ART 7 2% 2 O M P HEY IR EE TR O FRIRN BLIE R 52 IS 2O R 2 R T K 5E
BT a HDGRO BT, B HN6~ 4RI TR 22 R 2 3 B AR CEE « 9~
1) BZ2DOKESZ Lo, B AR TIRMEPEDREITZIZ V0D T 5, S 51240~500F
MO 2 R y AR, HEIOERINERL L D & SAABNIMES VT F v Rk & < AT
Do WART 7 U FAITNT I ATERITHES L (K197%)  RILERT~D5AITIZ & A L7220,
< ANT v ARBRIERICEES < PH]- AR T 7 0 F W70 mg HAI$5-1% O U fERL Rk
ITRITH G436~ 48IF ] THR G EDRNY% Th o7, HWART 7 X L OPEI-CIRN AW T %5
BEMI O30 TIXIE E A LR e Tz,

ARE

HART 7 X NIALTF RIKSEE N-T7 2 F AR Lo TRRICRE# SN, T ART 7
VR UINDIEREE IR T TF M TH D L-000747969083 4183 %, [(H]- B AR T 7 o X FE
PR O BRI 5%, BEWRER (G5 %SHELLE) Tk, mEFR L~ (<7 pmol/mg EFE,
XIF G E<1.3%) OFSER CREREROLAGR-EENBO b, ZHETART 7 ¥
225 L-000747969~D A7 B 53 fR OIFE T2 O D UG R EN R STz lzb L ZEZ bivd, £
O, BRIRTF REHKRT 27T 2 BEOZ OFERA~DINKSIRIZ L > TV RrF ikt
FuaL U KRR NTEF AL FaFoREeEFas o RERNERSREZ, Znb2o0Fas ik
ERITIRPOALTRD DI, BlgZ N L CGESHICHERT 5 2 LR s,

GE RN

B[R] 5 REA ek SR B RE AR B2 3B 2 S0t L 7=, 1D H ORBR I, i, JR, K OFE%27
A, 22 HOREBRTIX6» ATz > TR LTZ, BHEEE AR T 7 o F v o RE X
B 5 ) 024~ 48 HIITFELL L Ty, ZRBIBE, AR T 7 2 F 2 O IR B LR I8
M UTe, BART 7 X2 O MY 1T 55%6~8 HIZERIRARN & 2o 723, fithie
(351422 3 M TERRBAKRM & 2o 72, & MCPHID AR 7 7 o X il & SRy B ml4 5
%, WAKRT 7 XU R OE ORI G EDOIS%NE, 41%IFRPICHEN Sz, B AKRT
7 VX EREE L LTRPICOT D ICHRt S e (5 EON1.4%), BUbamos s 1T
Z o AFE L (015 mL/min) ., B ART 7 XD U T T 2 AE12 mL/min Th - 7=,

Kl 7245

70 mg HEIR G ORAKRER Tid, BEBHERERE (7 1L7F=0 2T T 050~

1.6 AENZRT HEARNEICBET 288
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80 mL/min) DIEWEIREITERE EFHERE LB L CWie, BEE (LT F=r -2 0T T
A :31~49 mL/min) , #EFTVE (7 LT F =0+ 7 U7 T A 5~30mL/min), XOKH (7 L7
F=r 7 V7T A 10mL/min Kiifi THEFTH) OEHRERESEE CIX, HERSHO T AR
7 7 X ORIy R RO L. (AUC #PH @ 30~49%), LasL., REMHET 201
FOVASE R O > P FIMIEITZ OO 7 > P e (RN, MBIk, MEFENEG) o
FRNEBFITAAISO mg 21 H 1EIEHRE LB, BEN ORI OBHREREEIC LD ART 7
X UEMBE~DERD B 5 EBIIRO SN -T2, Lian- T, Bk s RS~ f&H
BATMEIR, HART 7 X ATBITIC KV BRE SR W 2D, MIRENT% O R &5 DB
XA,

AR A s

B OIS AEREE (Child-Pugh A 27 235~6) 2B T HMANBEICH AR 7 o F 270 mg %
A U7z BR o mAE SR 1L, R & ik LT #955% (AUC) #inL7-, 14HTH
KGR (WHOARTI0mg #e5%, 50mg 1H1RES) Tk, BEFERERE 2479 DA
BE OMAE IR X, S BRERERRE L i LT, BTAROE 4B IO L
(AUC H319~25%¥400) . 8% EE PR RE R & B~ F EFR R I TN EE 720,

HE B DO IFHERERE S (Child-Pugh 2 a7 27~9) 2 H T HMABEIZHTART 7 - F 270 mg
Z BRI G U7 BR O R M rh SR B 13, fERERBRE & ek L C76% (AUC) ¥ L7z, Zo
FWERET — 2 I CHOE | PHEENIEREEELZ AT ORANERFIINEZEET L 2 L 2R
2 [HELAOCHE (24) ZR], HEOTHERERE (Child-Pugh A =7 281000 ) 2/ DA
BE R OIS (REEZMDRV) 26T 2/ NEBE ~OBRKERILR ),

PR
HART 7 X 70 mg & ARG U7 M5 RS8R 13, (R B M & O et TRl L ¢
Wio, 50mg 1H 1A% 13 H & G5, fELMEO D AR T 7 o X O MmBETIRMIEE X, /S

ML LR LU CThEnIcH#n L7 (AUC 258922%500) . RN K 2 I EFHHE O LB T /0,

N
BE OEYBENRET — X OEUFENT NS, AN, BAKRDPE AR IO ART 7 o F O3
WENREIC RIS B D $H DB WI R W R ENTZ, AFRICHE S FHEREOLE L0,

il

i i £

fEREmE i B (65U E) IS ART 7o X 70mg ZHEERE L-BEIZ, DART 7o ¥
O I SRR B VI AR B & HEi LT TSN L7e (AUC 25K928%HE00) ., v
K MIE, DD T P2 (BN, MEIESR ST MIREENEGY) SUIRBRATER & LT
AR Z G SN BE T, FRROFRIC L 20T 0REEN LY GOBE CTHALN, g
~OMEFEOLI T2 (R EH~D&E (8.5) Z#],

1.6 AENZRT HEARNEICBET 288
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ANNE S

18 AT D/ NERFZ KR L L2550 7 1 20 T ¢ TERERT IV TAAIZ Bl L 7=, ZhiZ
ITIE BN R BR[O RBRIIEE (12~175%) KOVNR 2~11m%). 2o H ORER TSI
(HE%3~23% A) . 3o HOMBRITH AR L OILIE (E%3H AR 22hEhnsdgs Liz] »
GEND EHRIREMICE T 26/ (8.4) 2],

KA B 544 /N R O N BB TR 5 BT A — & 2 KSITRT,

x£8 MR (ERIHA~T R RURABZBICKRERERES LEREOERDFE/NS A —4
HBRE T A — 5 (CFHIHEHERE)

AUCq 24 1 Cin Cos e tipn CL
KGR N | 1A#55E (uM-hr) (uM) (uM) (hr)f (mL/min)
INREH
12~ 17 DEF 8 50 mg/m®> | 124.9+50.4 | 14.0+6.9 24+1.0 112+1.7 | 12.6+5.5
2~ 11D /NA 9 | 50mg/m? | 1200+334 | 161+42 | 17+0.8 8.2+24 6.4+2.6

ER3~23 5 HOSE | 8 50 mg/m*> | 131.2+17.7 | 17.6+3.9 1.7+0.7 8.8+2.1 32404
PPN:E
BT Y HIEDR 6+ 50 mg 87.3+30.0 | 8.7+2.1 1.7+0.7 13.0+19 | 10.6+3.8
NEBE
BRI 2 7~ | 1198 | 50 mg! - 8.0+3.4 1.6+0.7
RN BRE
TRREEY v v U A T R
PO BMVAUC) 24 1 : N=5, Coqpr : N=6
Y Cyype: N=117, Cip, : N=119

I'50mg (MJHDOHT0mg) % 1H 1EHS.,

FEAER HAEER (1) 2]

In vitro MERDFE RS, WART 7 U FUAIMFI L7 WTHO CYP o FRELHEFE LRI &
WRENT, BWERBRTIX, I ART 7 X U 3AID CYPIAMRZFHE LTz, BAR
Ty X EPHEEAOEE TIERL . F2. CYPIZEDIZEA LB ENW,

TEFERR AR 2t b LT ERREBR I, 747UV B A hF5aFYy—1, Ia7=
JNVBEET =T, RVT 4 FEAIEH 7 0 ) AAOPEREEIZEI Y | AR OSBRI LER
RHNCERO S DBREDOELERE ool £, AFNE. A b T aF V=, TALKRT U v
YBXIEI a7z ) =BT T = FAVOIEED B 5 R OB BB E KF S 2o T,

I aARY o R AERE 2kl L2 00K I, 7 v AR Y > (4 mgkg
A 5 K& O3 mg/kg 2[a1#% 5-) 12X > THART 7 2 F 2D AUC HRIBS%IEM L7z, &KL Off
Rizkv, 7 axR) o OmiEhREIIM L ehotz, ALY 7 u AR 2GRS L
7B, —Eo7T 7= T I NIRRT 2T =BT ANTXUBT I ) N T AT 2T
— IR b EEEKOER EoEE (5.1) 2R,

27 al NA EER AR E IS, AFIT0mg 1H1EEEGOI0H BIZZ 71 U LA (FK-506,

1.6 FAENCRT D R ICBET 2 &8
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Prograf’) (12WFIMEIMECO.1 mg/kg Z2ME]) Z 5 L7ZB. % 2 o U b RHFE5ORHRE <55
MR LR LT, #2710 AZADMA AUC) 15 i (35920%, R MLFHRE (Ch) (316%. K&
OB 512 O ML R (Chp ) 1326%000 L7, BEICHAZ &L T D08, #78U AR
MHHEEOIEREN T = U > 7 K OZ 7 v ) AZAOmEY) 7 A EREE S5,

U7 7By RERAEBRE gl Lz 77 ey L ORI AERARBRCIX, &
ARTZ 7 XD T TREDPI%HAD Lz, V77 ey raBEHRORNEEITIZ, KA
70 mg Z 1 H1[EE 555,

FOMMOIEY 7 VT T o AFENER A AT 5 K

FRN 0 512, ANRFEOIEYTRET — % ORIRMTRER O, ZOMIEY 2 V7 7 v A58
ERAET LR (=77 LY, RETEY, Txz= bV THXFRAZ YU IA NN
PEr) EAFIZHH LI, B ART 7 X QYRR ERZRO D 5 %24 7]
REMEDSVRIB S NTz, AR 7 X OERNEIREICEE L CW5 EDIRAIZ U T 7 v AT
BINDIONIARHATH D, RABEICAKNEEY 7 VT 7 o AFEEREETHERTH L=
TrELYY RETEY, TEXHRAXY L T b TN B U EHRAES TS
HaX, 710 mg ODAMAERGHZOARFOIAE G &EE L TI0mg O HZKRFTT2 2 &,
NI NREF T 2 FEWERE O EURMATRE RN, T XA &V v L ARAION RS
WXV, BART 70 N7 ZRENEIRICERO S 5D 2~ RN RIE I L,
KRN S, NREBETHHEY 7 VT T o AFEERN 26T 25A & O MICE VA TH LR
ZbOEFBEOBONALND Z EDRB SN, NEBEICKRAEEY 2 VT T AFEEMH
EHTOEFTHL) 77 o8V, T FELYY RETE Y Tx= by, TEVAH
VU AN B ARG T 5541, AAOTBEEEEZ70 mgm® (EREO1H &S &
NI0mg ZBZ 72N &) IZTHZEEmET DL,

124  EHE¥
TERIRET

ANARTZ 7 X AL, Fx o T 4 VRREREETHY, TANUXLRABRKOT X TEDIK
AR OMIILEE AR 72 B-(1,3)-D-glucan DELZFRET 5, WFLIEMADIZIL B-(1,3)-D-glucan
IHEELR, B PHE BT HDHART 7 X OREBEIEERRD LN TWD, Fiz,

Aspergillus fumigatus B 5% O MBI FETEDNEFE 72 EALA~DOIEPE S RD HIL TN D,

in vitro 1%

AART 7 »F 03 invitro R OERREGE DO )7 T, LT DIE & A EDOERRIC K LIEMEZ R LT
Wa,

Aspergillus fumigatus

3
Prograf |, Astellas Pharma, Inc. DB $%pEIETH 5,

1.6 AENZRT HEARNEICBET 288
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Aspergillus flavus
Aspergillus terreus
Candida albicans
Candida glabrata
Candida guilliermondii
Candida krusei
Candida parapsilosis

Candida tropicalis

Bz B0 ik [EEE (15) 2]
T AL X)L R JE & F O SRR E R
T ALV R g K O OO SRR B2 B3 2 82 MR E FL B I N S Tua Ly,

Ny

AART 7 T AKT D0 2 VX RO DL, 24k fRRE R R T O R/ NE B LR
& (MIC) GErfBib=> RARA > k) HIEIZEST 5 Clinical Laboratory and Standards Institute
(CLSI) DOFEHEREA IR M27TA (ZHE U CHEM LB ROAICHEAETH 5,

RIARRTIRE « FUEREZEO MIC 2 HET272OICHWLRTWAERE, 2O MICIZXD,
LR IKICKIT D H O H BOREZNEOBER R I D, MIC 1L, BEHERFIEIC L 0 24FFHR%H
fﬂm#é[ﬁﬁgﬂ(wwwm FEVER L &L, RVE R BRI R O AR T 7
ERE R 2 AW MERIRETH D, DAKRT 7 X0 MIC 1E, EINTRTEEMEIHES T
HIET D,

K9 NARIT7UXUIZHT A OFROBRZMHHIERE

PREIRIR A BUAIC & % 24 RTREE % © MICT (ug/mL)
973 Jir B =D D RG] it & 0
VKR < @) )

TOTREEMED Y | ICREY T DA, PUELTE R L P I S 18 B T AE e T BE OO R B 3
FELIE X35 ATREME S mV 2 & %T?”

PHIEDLEZAH, DART 7 X UMHESERICE T 5T — 2 B3G5 Tz, sk
HY | USNOIT IV =2 ERTDHZLETERY, ZNHOIEZEDT T —IT5EYS T
5 Z & Homme T HRBRAE RS DN SRR AL E TH Y | RPHERESN L &
1, HREBERE A AR~ R L C S BB AT S,

el
R R R TIEEIC L D & RBRFIEZ BINICEBE T ILER S 5720, WEEHEA
WAEYKE WD Z ENRRODLINTWD, Flo, DART 7 X OEMERN, FKI0IZFEH L

1.6 AENZRT HEARNEICBET 288
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THHOEZ 2R Z LRk b D,

VB OMAERR L, THEA B = X ARG ONFE OB IR D B AW 2 A
TAHERETH Y . = O FRE TR AW D EBEOBEMRIC TR EZRIT 0,

£ 10 BSUHRBEREDONY T—a3 VICAVWRHRRI 7 UXL DS BESEEEEDSERE

PRENR AR AL £ D 240 R 0 MIC
o B U (pug/mL)
Candida parapsilosis ATCC* 22019 0.25~1.0
Candida krusei ATCC 6258 0.12~1.0
TS BRER . REMBEIR OIS X BNEFTH o 72720, Z O TIEEEOM AT

B9 % SELE B OO HPHIIMESL L TR,
¥ ATCC I%, American Type Culture Collection DX EEIFIE CTH 5,

in vivo {&EE

IEH 5 KOG it~ 7 B WTH AR T 7 ¥ U IFERATHRE LI L 25, vy
A DAL O IE R K OB ZRIZIT 5 C. albicans OV OFHMIE B IZB 1T 215N C
albicans DIEFEMEFRGLAZ e K24 F TR S v7e, B R ORE Il - i HaIc 0 AR 7 7
YR UEIERATERE LI E 2 A AWM OIER DS Aspergillus fumigatus DREFEN LR 33
Jutt e R2AFFH £ TR BV, W FHRG OB & 13X —B Lo Tz,

SEF iR
HARTZ 7 F D MIC 32 ugmL BLF (HEZMH 0 ) OBE X, PrEmE i R a3 @ %
@éT%@%FTﬁ//&E YEERE OBAFE AL S D RSB W L ERT, BART 7
XS DR MEAME T L7z BERICBI L €L D 0 ) LSO 7 T — % R T D720
®%$@%®%ﬁi+”;%%hfw@w FEHEIEEE L LTHART 7 X B> ng/mL
BEST A E SO T LA T AN — YN = T A C albicans YT T IV RO D 2
LOEPOBE TRHRO BiILTc, WL DNDIEERRTIL FKSHBI FICRARERPBO bz, B
YV HBBROT AL F LA B O & TR BRIR ST BERRIC 31T 2 FEAIME DR BLRIT R TH 5,

THAAEH

in vitro &N in vivo BRICBWTH AR 7 7o X 7587V B #0FH LB, 4
Sfumigatus X% C. albicans \Zx4$ 5 W TN OFUEEEHICE L CHHEHUENIZA N0 T,
DG ROEFARERITIAATH 2,

13 FERG IR 7
13.1 DAEME, BiamrE, AR~ D2
B30T 2 RIS AUJRMERRBR I L 50 L TRy,

1.6 AENZRT HEARNEICBET 288
- 35 -



HART 7 X HERE A
1.6 SMEICET DR EICET 5 E R

A (Ames) ROWHILEEMIE (VI9OF v A =— RN A X2 —[fifsHEFAIIR) 12 351) 528 B
RER. 7 v MTHIIRZ W=7 08 U EH DNA $H9IREER, W ONET v A =— A A A X —F]
BAHIRE 2 AW T2 Qe iR B SRR O 4 in vitro SRBRICIB W T W AR T 7 o F v OBsFEEE =TT
AIFRO LT, 52, vV AFHME AW RAERRFERRICBW T, IART 7
XU %125 mgkg (AFREICHES L bD1 mgkg DARICHY) £ TOFIRNZ G Tl
PEITRRD D e otz

Ty MIHART 7 ¥ 5 mgkg £ TEIRNEE S L72BR. SZiame  OVEIHREIZ 2B TR 0 &
N7y o T2, 5 mgkg OIRFERIL, BE] mmg%&ﬁbt%@%@&ﬁULTW5o

13.2 FEERR FEME X OFE R AR S

FRNBHEIZTO mg &85 LTZBROKI4~6fE DOIREE & & 72 5 &2 &5 L7 9L 5 RIS
WC, SR BRI AS TS me/kg 5 5-FE O 861245 J U mg/kg 551 0D 851 Hr 4451 oD JiF gkl Z R 1”&
IRRENE N HEBE RS HUR S’ 2 ORISR ET IX AR O H B 2 27l i G- L7 B oFER Tl
BN T,

/NERFEIZ50 mg/m® 1 H 1 EIOMER B2 %5 LB ORB3EORGER L 25 HEE2#5 Li-g)
FY VST RIS BT, B G BT IS4 S o T,

14 fifg R Rl B
RN Z 65 & LT BRI 2 141~ 14,458~ /DNEZ x5 & UK R 13 14,518
T,

14.1 FEENE A R BRI E SR ~ D RRBR TR
THEEBRARBRICLIIBIORBWEAF R ERBE (<500 cells/mm®) B Z A AL, AFIEE (9] H
DHAMHETO mg 5%, 5S0mg/H) XiL AmBisome ¥t (3 mg/kg/H) (ZHAELIZE D 1) 7=,
U A7 54 (RSBSOS E R AR 2 /T 5@ ) 27 BH) ROHE#HEO T
BEOFEIZESWCTRELZER L, 24%03@ Y A7 B 56%NEREEL PG Ih T
Wie, SHREIOIRERS ., BEMNEHE L, RS ENL LT ITE, AFOM&EZT0mg A, 7
LRT VYV B UARY—L8KOH &S50 mgkg/ HIZHEREE LTz, HHERBEEKE T
B b-Zlkfe LT (REEYEEE SAVRVRY . 28H Zi 2 720h),

AR (TR 1%, BEERTIARE TICHE SN T LA 7 ANV—OEFEBYEN D, &5
#& T 7R % E TOAELE TRBRIEEIH O B SUIR RA T3 K 28GR 2 GF P EREA o
FEDMEHE, KON —R T A VIFOEEHBYIET X CUTIRFEIRD O . OHEMEL T THT-T 2
LELi,

BERDRIZEED & | FEEWELF BRI E O RRBRATERIZ I 1T D AK O FZMEIL AmBisome &
FRRETH-T- (R,

1.6 AENZRT HEARNEICBET 288
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R 1N ERMFRIRKBEDEREICE T 5AME

FEM 72%
AHI T AmBisome' (EHEXR) *
BEK 556 539
3 (BE) 190 (33.9%) 181 (33.7%) 0.2 (-5.6, 6.0)
T LA T AN —DBEFEREIEI 2 527 (94.8%) 515 (95.5%) -0.8
BEKRTIE®RE TOESRS 515 (92.6%) 481 (89.2%) 3.4
FE XTI EAR I KD IR 220 499 (89.7%) 461 (85.5%) 4.2
i R RIS HR D RN R 229 (41.2%) 223 (41.4%) -0.2
T RHN:50mg (BT OAT0Omg) 1B 1EE S Lz (736131 B #5584 70 mg (28 & L7-), AmBisome :
3mgkg/ H (74BNZIT1 A 5 8% 5 mg/kg (2R L7,
PRRAE BT U HEE I ORER 25 &2 K] — AmBisome D75 (952%{FHEX M) TR, ki
OfE % OFEHETF A HEMA TIE7e, BERZE (%) 1344 — AmBisome D75,
VBB BRI BT P BRIV E 3 A B LR W B IR D ERSE L 72,

FHEHHEE D1 O TH D, NX—R T A VIHEE S TGk T D IR A =R B W T, Wi
MICHFHIC A B R ZEITA Lo T2,

U A7 G5B ROMEREED PRG-I OBRIZERICEE L T, MR CHRICETAD
otz

14.2 71 v A MEN QN RGNS . RERRE AR fe O N Ye e & D2 DD 1 o 2 A ke
BEVEA L HERRBRICBW T, REMED O FIEORKHEE LI BEICAA (FIH0RA
fa 70 mg %54, 50 mg/H) X7 AAT U > B (FEAFHRERPEE BE12130.6~0.7 mg/kg/
A, 4P ek ERE121320.7~1 mg/kg/B) &5 LT, BF & 4P ERED OFREE & 8 APACHE
IRAa7OWGTREHIL, oYX LNEER, BB K OB BE I IARRBR ) SR LT,
FANZEEIZAE L D72 < & 1ERRBRIE A FRN & 5 X 7= FB3 % Modified intention-to-treat
(MITT) FEATICE D, IR I S48 TR ORI A & 3 U 72, R K& OV s D1 2 ST ke
WO > ¥ F RGO B FEHIN AR DT GE . SR BI 288 L,

23901 2 AFRER IS ATz, BB OWNFRZ R 121257,

1.6 AENZRT HEARNEICBET 288
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K12 hVOHTMERVEDMDH 2O T RER
(REERIRE. RIEX. MIEERRERE) BEDOAR

AFH 7 AERT Y
B
HEVE BB 114 125
& T 1 63 (55.3%) 69 (55.2%)
B 1k i
AR 1L 5] 51 (44.7%) 56 (44.8%)
BRRIER DB HFHLIT L 2B 1k 39 (34.2%) 43 (34.4%)
MR EEOGEFRIC L 2B Ik 0 (0%) 1 (0.8%)
B 5 k45
5 H Ik 48 (42.1%) 58 (46.4%)
FRARIER DR EFRIC L oG9Ik 30 (26.3%) 37 (29.6%)
PR DA EFRICL D% GH I 1 (0.9%) 7 (5.6%)
FTRTORWERNC L 25 Ik 3 (2.6%) 29 (23.2%)
" 50mg (WIHDOHTOmg) #1B1EEE L=,
PRI, AR 5 K U6~ ST O JEI R & S TR & R T 5,
S VRBREHTEAISIC X 0 IR L ORBERER, EhHE BRI, ERABY . IHEEICH
D LHEShT-AFEFS,

MAANHINT239B10 5 B, 22461 (RFIREL09F], 7 L74T U > BEELLSH]) A3 MITT £
DHBIZAE LIz, TDHH, BV HIEBRFILI86H] (KA, 7 A48T U > B EE94H1)
ThHoloe WTNOBRERICBWTH, 1T EAEDD P FNERF I P ERBUDIE (87%) T,
APACHEI A a7 [320LA T (77%) Thotz, mMEICHALNTH VX IIEDRKFEIZ, C
albicans (39%) T. #e\ T C. parapsilosis (20%) . C. tropicalis (17%). C. glabrata (8%) K
C. krusei (3%) TH -7,

RN A& T MITT £ D 4 oV F MIEDIRFNFIL, AKFREE T LRT Vv
B BHIRIRE CThH o7z, ZOMOFRMEFMEER FFIRNE G108 B, SPUEEEE 5K TR,
Be 5 T RBERIER, LK O 58 T HRIBIR6~8EIF) ICB W TH ., AFIOFINEILT KTV v
VB ERETHHT,

BFNR, BREOEEEOT — X 2 RIZITRT,

1.6 FAENCRT D R ICBET 2 &8
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1.6 SAENZI T D ARSI B9 5 R
xR13 AVPAMERVZOMDA L OFRERE BENEE. BIEX. MIRERNRE) BFIC
BT HEENR. BRATICETE
AFH TAETFVLUB | ERRESGO
BER 2%
(EHEXm)
MITT FEAT 5 G515 109 115
FARPN I 584 TR BRI (MITT)
MITT At 52451 81/109 (74.3%) 78/115 (67.8%) 7.5 (-5.4,20.3)
71> FIfE 67/92 (72.8%) 63/94 (67.0%) 7.0 (-7.0,21.1)
TP ERIBUAE & 1 S 6/14 (43%) 5/10 (50%)
P ERIBAE & R R 61/78 (78%) 58/84 (69%)
IR % 0/1 2/3
BN 4/5 4/4
IIRT: g ) 2 1/1 1/1
1M, HE R 1/1 11
Mg,/ IR - 1/1
JEIE, Fa 1/2 -
NEER, ME R - 1/1
TR, E R 1/1 -
PR, BRAUF LR
U PRI R O FE R MR 4/14 (28.6%) 3/10 (30.0%)
R 7/81 (8.6%) 8/78 (10.3%)
B A% e E PR A1) 5/81 (6%) 2/78 (3%)
REEH O MITT BT REIC T D4 | 36/109 (33.0%) 35/115 (30.4%)
ROFET 2
BRERGPOET 18/109 (17%) 13/115 (11%)
NV HREICERT DT 4/109 (4%) 7/115 (6%)
T 50mg (WIAHDHT0Omg) %10 1EHESE Lz,
PARRI—T ART Y B D%
S B U EMIEIZ DWW TIEIS%E KM, ABEIT OV TIE95.6%,
I Modified intention-to-treat
TOBBMARTIRIC, BRI L0 A O BEOFRI MR SN BE . ROHEE S IRV O H 5 o 2 Y
DIRFED T DM EEIEE LWE L LI BEZ 8T,
f ORI, IR SRR Ve~ SRR OB S LB L ERT 5.
AR TIPS . RERER K Ol NI D 7 o o ARG B B 26T D AR HI D 2%

19451 D IELT P ERIBME BB TR L 7=, 26125 o P X MIEZ S DF L Tz, 19610 5 H11#IICE

W, B D HERGIMBIENCABIE) R L — D 2B L LR RO — i CTh o7z, 1R
DENZT. MR EFIFIFof], IR EEAE P3E] (PN, PUE . KX OWEDORE) |

y
oS

HaRsfzE

W‘”$%2{§JE|32{§J HEREE R O D 1R A& R A8 D281 1 1451, REIEE PO RIS B OMIE R 2% ffF 8 iR B oD 1

3R 1451
Aﬂrﬁﬁﬁ%:aintﬁxf®a
TARTY VB ERBRETH-TZ,
APBR T, 4P R E R 1T
B

I 2 BIBINARE R LT,

2O O E _HERRRTIZ, REMED P HEDOD

1.6 AHEIC

ZERWT, AFIDFIT 2 IR DS A

W vV AR EBEE BB ER S BTz,
GRSt L C L F A B (28

B DRI

- 30 .

B4 % &kt

i S HlEE L 72 i

197151

B AR OF M

TOARFDHENET — 2 BIREN TN D, BlOBEFRRRA
(2 & D RIHTEE IR G RICAR ORYIR G 2%

(ZAH
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50mg/H (HHHIZAMHAETOmg Z#&5%) X150 mg/ H 2 &5 Lo, 2ZWikE, FHmHE
R S OV 2RI B XA TORBR CTH Wb D LRk Th o 7o, I U XLAER, Bk
K OB B IR N RN LTz, AR SO BOLZ LML T 572017 1 v
SN, Fnfp, ETHLRWAEFRICEAT 5222 BHT 272D FoREfEz /L T
Wipinodz [EWER (6.1) ZM1, 50 mg &R LB, 150 mg 1 H ARG TITAERETAD
nighnoiz,

143 IR oV HRE (RO R ERE D o 2 FREC BT 215 H)

I ¥ ZIREIRIRIZ 31T D AHKN D22 Ve Jo OV W 2 | UL L s s BRI 251 B PR ki 1 3R
A ONT &0 /B e H SO R ER 2 AR (2 s W TR L 72,

3BT R TCUTHB W T, BFITERETFIICHEE S, IERDPBO NI BIED VX iEEZ A LT
WD e L L, 13EAEDEBENETHO®R RIS R 2IEGER (AIDS) & Tho7- (CD4
U o S ERH<50/mm’)

KRHUERBRIZ BN T, R=R T A VIRHTRIED & ¥ A RED R A 7R LT2166610D 5 B ~—
AT A OFEEE & LT, 120061% Candida albicans., 2511% Candida tropicalis 7> L LB THE
DO —F, MBIOREERIZIT C albicans H3 5 FATIED, 128 LD o ¥ F R DIRA &G
DO BT,

BIED P HIEIRBICBIT D AF|ISOmg/H & 71 25— 1200 mg/ H §FARIN & 5- % bl L 72
KRB b —HEBRABRICR W T, B IPFIRM&EE Le G - 7~210), &5#&T5
~THZIZB T 2EF (B2 13, JEROFEEER K ONHEIMR A CTOUEDN 73580 b
HZLEER L, WRBREIZBIT 2RI AEEDO 7 L — FEHWTHE LN —R T A
DIRBOBIEFEN 2B PEL EOUGE I N—A T A 22T P2UTOEE TIET b— FO~DK
TLER LI,

N

WEZIR (A% 2R LIEBE ORI KA L 7 va )y — VB CRIRE TH - 72 (£14),

K14 BEHUOHEREICE T 2EME

AF TaF =L TR 2%
(95% 15 HE X [H])
BEKTS~THE 66/81 (81.5%) 80/94 (85.1%) 3.6 (-14.7,7.5)
VOB U FEDOBWSHEE L T ARWEBE RO R L B HBRIEOR 5221 TORWEBE Z RN b R
L7z,
PARFl - — s

JER O EZ R LI BEOEES bW CRIRE Ch o772 (RFIRE : 90.1%, 7/v=a) Y —u
#£89.4%), & LT, NHEERA THDRD b BFE OEIEG b RIFRE Th o 72 (RHIFE : 85.2%.
T aF S — LB 86.2%) .

RISITRT L HIT, BHE T4 BKGERHCI T A /8 7 v ¥ F0E O FRAE SR X R TR L

1.6 AENZRT HEARNEICBET 288
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T, REHT28 A& KEICE
B ool

D FRREERIT, AR CEERIC

B 708,

R156 R—RSAVRICRBEAVOFEEZRELTVWEEEICETS
’RERT 14 BRRU 28 HEDBHERE

AFH TaF =)L BEMI A%
(95%ZFE X [H])
BT 140 % 7/66 (10.6%) 6/76 (1.9%) 2.7(-6.9,12.3)
BH&T28A1% 18/64 (28.1%) 12/72 (16.7%) 11.5 (-2.5,25.4)

P AR —TvaF S —mE

RIED VAR TO T N2 F Y — T D ARRNOIEL M E ML T 5720
F.1226 (70%) 25 ARERER S o P FREZ GOF L T\ e, AR, AEIRERS &
LT, EKTS~TRHZICHRE
MR EE

7= AGER Tl

JE DT T OFEIR K OVH R Al RE 72 O ENHEER 2 D e 2iE Ak & &
MHEEDZhF: (F%h) % L BEOEIE]
Nrehoi-, BEKT 14028 H 1% kpibf iz

T & bl U CAHIRE TRETRIICA EIS

R16 R—RAF4 VKICTRE/OFEEEAVOFTEZA LTV EEBEICE TS5 T 5~7

W, ARFIRECEAERITAR DN > T2 23,
BUIAEED P HIEOFRRIL, 7rafy—u
mnoTo, fERERIONITT,

BEOOREEEHD D OHFEDHEDELVICIRESRT 14 BRRU 28 BEODBHRE

AFH TaF =)L BEM A%
(95% (5 $E X [#)
W HKT5~THBOHL)R 40/56 (71.4%) 55/66 (83.3%) -11.9 (-26.8, 3.0)
BT 14H B OFRR 17/40 (42.5%) 7/53 (13.2%) 29.3 (11.5,47.1)
PG T28 H L OF R 23/39 (59.0%) 18/51 (35.3%) 23.7 (3.4, 43.9)

P ARRl-T v a Y =0

20 D/ INFBL BSOS TRER TR B MU 7o Rl 3 RKEUWGRBR COR SN2 RIE D & ¥ FETR T

HARBNOFIEEZEMSTHLDOTHH T2,
in vitro I[ZBIT A 7L aF ) — Tkt A RYLEE DS M IR T B 75,
I AR L=, C. albicans IZ

— /L 200 mg # 51
EIVARIEYI SHIE s N O

14.4 (ZEEMET 2~ X)L R YE

D OHE EHIBEN ) TR 2~ L7218 ~805% DR BEME T 2 ~L X)L ASEHRF6IE %2, A
FID LA BN R O 02 5 5 72 9 DI E M FE T BB A AN -,
BE LT, THMU EOT AFRTU Y B, TARTU L B URY—AHHK|

1.6 AHEIC
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by XUXT AL F L R BITH T DIEENHE SIVTWD 7T Y — )V RIGEIE B 51410, REBHELT
XTI 2R LT B L ESR L2 AR AN 2R LT BE L1, 7 V7 F = U EO25H# N (X
XREF O LT F=AMER>2.5 mg/dL) . = DOMAMRIG, & 2 WITIEABEENM & EX LT,
i BRI, RERIET ZA-VLF L ASEDOMEE  (RERHYTFE TR ALRN B RO M S 3RS
FEEME) UXIEIEHETE [XBFT R Lo ©a— X BB (CT) OB R, K& X
Velfpr-oWG 48, 0T 7 b~ v U G E WA (ELISA) . 5 WMIARY A T —BElHK
J5iE (PCR) I X VMR SN2 56] OEREmI-THE., RBRISHEHAANTZ, FiLSto
RREATHEREIL, BREMET AUV IEOREDEREW =TI L Lz, ZNHDER
I% Mycoses Study Group E¥EZET /T LT [BFEE (15 28], BEICIIEEGHHIZT0 mg
DA EZEG%, 50mg Z1H1E#ES Lz, EHMOPIEIZ33.7H @EHE : 1~162H)
ThHoTl,

M RHIETRE SN, REMET A-ULXL ZJEBK, BIHIEEGRE O E L OBEME, AH
OIRFSTEE, WA R A G RE T — ¥ 23l L7,

AT, TRTOBER EROTEREER (BRER) &5 WITHKRNICEKRO & HdE (5
) L ZIUTERT 2 X M EFT RN DN GE L ER L, BREETORWEREIXESD
EHIE STz,

AR AL HNT269BI D 5 B 63BINFAANDOZW MG L, 1BEIROT —F %
ALTEY, 205 BS2BI038AMLL EOEE & 51T 7=, 5361 (84%) AAITHIE AR M & R
L. 106 (16%) AR T o7z, 456 MMERE, 18FINMMLSNOEREZ A L Tic, SEMERE
(X, MREEEIES (2461) . [AFEE RO ST (1801) . lBeseii (861) . B A (3
B) . KOZEOMIER (106]) TH o7, RRBROT X TOBRENEEERED 72 D OFHIGHEE 2
TW e, 18I 7 8 U AAROARFEZJREG L, 2095 ByFlCiZIarz ) — L BET = F
b L,

BIRT, MVNFRHEZE ST, D7 L b IRIRFZ G ST BE D41% (26/63641) HA
BhEHIE LT, AFIAZ8H MU L5 SN BEDS0% (26/5241) MNEZh&HIE STz, AiHE
PRI I 2R L2 BFIZB T 20 00RI1%E, 22 n36% (19/5341) KT70% (7/10
B) Thote, MEBEHT HEFEKOMUNOEEREETHEEICBITIENRL. ThEth
47% (21/4561) K TU28% (5/18%) T o7, MUNDEREZHETLEBED I B FHARRE R~
DY), FIEMEE UL ATRENED © OB 2BIN G R 2R LTz, ZnbsfloH B, 26Xk
B 531 ] P SR R A T S OV AR R~ D YL 358D B LTz,

TOART YV B, TAKRT VY B URY—LBRIA F T a2 — VB I %
IR LT ARERVE T 2~V XL A JEBE OIEFICB W T, ABIOFIMENRE NIz, 72720, FE3kt
PR ORIV TR EENE 7 2 ~UL )L BB D UIIRIEOBRFHI L T,

14.5 IR ERE
20D T AT T 47 Bl LFEERREBRIC BT, E%3 s A~/ NEBRE %R
AFN D2 A Jo OV 50 % 54 L 7=,
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12 H OBRIL, FBEWEL P ERBME 2 A7 5/ NEBFIC, BEBRIIEIE L L TARAl [H548IC
ERTARE LT70 mg/m % 5%, 50 mg/m® 1A 1EHIRNEZ S (102551270 mg 282 720 ]
1% AmBisome (3 mg/kg 1 H1[EEIRNES) % k3 2 E4L _HERRABR TH 5, 2~17i%
D/NREBEFES2H %2  1OFIG THAANT: (RAIRES6H]. AmBisome #£2641), BT V1 > KO
ARERHG AR, BRABEICH T SHRRBRO b O LR TH -7 KRR (14.1) 2],
U275 (AERSAIRRA USRI A MR 2 T 50 ) A7 BF) 1ICE SV THRELE
Bl L7z, WIRED27%25 U A7 BE Thole, HEMELFHERIBE 2 AT 2/NEEHICHIT 51
BIROBENRERITRT,

R AT EBMFPIKBEDEZA T A/DREBHICETAREMROEMR

AH AmBisome'
BEH 56 25
BEIE B 26/56 (46.4%) | 8/25 (32.0%)
YAy 9/15 (60.0%) 0/7 (0.0%)
Ky =27 17/41 (41.5%) | 8/18 (44.4%)
PSRRI DI IND T2 DIRHT A D RS Sz,

20 H ORERIT, BEMED LD FE, BT 2L RER BB D A fER AT D%
3H A~/ NEE 1T 5 (BFTER & LTo) REIOL2M K O %2 TlT 5 IEE M
X T v AT T 0 TR Th 5, A§ER TIL, European Organization for Research and Treatment
of Cancer-Mycoses Study Group (EORTC-MSG) DHEST S #U72 8GR Dt & XTI IEMEE D FEHEIT I
O BWEELZRA Lic, TOREET, e REICEICBIT 2 N & x5 & U7 BRI CEH
L7-bDERBETH -7z, [AERIC, AR CH T2 B 0 MEREA I E R OV Zh R E E b |
XSS 2 A BH TR D EIRAEBRO b O L R TH - 7o [ERHER (14.2, 143 TN4.4) 2],
TRTOBREIHEGH B ICARHE L LT70 mg/m®Z #54% . 50 mg/m® 1 H 1EIEIRME S L7 (1
A& G EIT70 mg Z B 2 72\, AN, RFIZ G SNT-49610 5 B 4841 % M EMATIC &
Oz (R—=RAT A VIFIZT A-YLF IV A T & D FFEGEINTBD LR o T2 1 &R L),
ZOABID D B AV HMAE XITZE OO P HREGIE3TH], REEMET 2L L REIT10
B, BB P HREPIBI T oo, MBEICA DN P F MIEKR E DD T 2 H G D
ERE X, C albicans (35%). #tW T C. parapsilosis (22%) . C. tropicalis (14%) }OX C. glabrata

(11%) Toh Tz, BRI TREOREZNROANRIT, WIERIZ, B P& MAEXUTZ Ofth
DIy Y ZEGLBAE TIE303761 (81%) . REEMET AL /L ZIEBH TIES/104] (50%) . £iE
71 vV B IERE TIRIIBNFED BT,

15 BE G
1. Mosteller RD: Simplified Calculation of Body Surface Area. N Engl J Med 1987 Oct 22;317(17):
1098 (letter).

1.6 FAENCRT D R ICBET 2 &8
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2. Reference Method for Broth Dilution Antifungal Susceptibility Testing of Filamentous Fungi;
Approved Standard M38-A2 Clinical and Laboratory Standards Institute, Wayne, PA, USA.

3. Reference Method for Broth Dilution Antifungal Susceptibility Testing of Yeasts; Approved
Standard M27-A3 Clinical and Laboratory Standards Institute, Wayne, PA, USA.

4. Denning DW, Lee JY, Hostetler JS, et al. NIAID Mycoses Study Group multicenter trial of oral
itraconazole therapy for invasive aspergillosis. Am J Med 1994; 97:135-144.

16 HEAGTERE - ARE R OBV EOEE
1/\,/\ ZHe

CANCIDAS 50 mg 1%, #EHO PR/ EEHTHY , FEAT VI =T L —AfFE ST
ATy 78X X THBEONA T AFICTHETAINTND,

KEHEKT 2 — K (NDC) : 0006-3822-10 1[I/ NA 7L ORECTHE S D,

CANCIDAS 70 mg 1%, #HERHOBEAOMEK/EMTHY | #HEa /a7 NI =0 Ay —/ff
XSG AF IR v SMHBONAL T AFICFETAENTNS,

NDC : 0006-3823-10 1[EIH/ A TV DIERE TG S D,

RE AN C/ AR
XA T IV

WG S A T L132~8°C (36~46°F) THIEIRTT DI &,
B R e iiE 4

FEfR% DA T R OERFNL, #ENEEFIRET, 25°C (77°F) LLT TLRFH £ TORENR
ﬂﬁbf“g?) %)o
A BRAL VSR

FEA N 7 CUTHR) NOFE A BAIRIRIL. 25°C (77°F) LU T C4HE £ T, 2~8°C (36
~46°F) CA8IGRE CIRENAIEETH 5.

17 BB DX
AHNF 5 L0 BEDOIFIEA~OIEARHE S TS Z EE2BEIBZ D Z &, EAMIIEA
Al G-I T REMAE CREVPRBD O BEOE=F ) V£ L, AFIER Gk D
YRTERRXT 4y hONRT U RAEFET 5 Z &,
ARBEGIZ L0 RE, BEEER, 2 5 FE0E, RS OYRUE SR 7o & OWRBBUE KOG 23
SINTWNDHZLEBHEIBRZDZ L,

FE4TH 1 201056 H
9915001
5161987 055A-06/10 3822/3823

1.6 FAENCRT D R ICBET 2 &8
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1.6.2.1.2 BFEMHRMAXE (BRER)
RRMESHT SCE (200947 A hR) OBEE % DL R ISR T,

1.6.2.1.21 BERMFHFMAXE (50 mg /31 7 L)

1 iR 724
CANCIDAS 50 mg  #f RPN 5- F A B A f <

2 FHRZ
FNATNAHNNI I AR T 7 o% (BRI & L TS50 mg, &R ARE35.7mg 256,
BUINF O—E 16 1T A2 S,

3 RS
Er RN 158 5- FH 75 B FH g i o
F €, 0D A VR s i A R

4 B R AR
4.1 ZhRE - %5

R K& OVINRBE T35 1T DA Ty o & FIEDIRTE

TLRTYY B, TAKRT UV B URY—=LB-ENIIA FT a2 — LN IR
it DEEA & OV T35 1T DAZ T T 2~ L ZSE D VR

BERh &0 AR ATHUE A O IR & ThdR7 A [ 5-1% . YT AT EN R b D
ZELEERTD

FAE NN IZ BT A EERYYE (I DX B XUIT AVLX L RE) NEebivd
FE BN L FRERBAE 1 6 5 RRBRIVITEIR,

42 A - &

AFI O HIL, (R EREREYYEOFHEICRKE L ERMIC X VBRGT5Z &,

PR - AR O 2 FINRERDNT T o < U IR 53 2, 1Z0 ORI IG HEER, iRk
ey, SOFEIES & OEATET — 2 N E 6Tz, Al L OIRFI<e, R G103 L
&, BANTT RUBEGHE ORRIEP CIIALZRETH D720, 7 R UbEZ2 G 2 A BRI H
L2RWZ &, BEMRIZET 4R136.65H % 3 ],

70 mg K& ON50 mg /A TIOVRERFAIHETH D,

AFNEL H 1EEARN G £ 95,

MRABZEICIBITAAE
BEYHICARHAREL LTI0mg ZHEEE L%, 50mg #1H1EEET 5, KEHN80 kg %

1.6 AENZRT HEARNEICBET 288
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2 5 BEITIX,. 70 mg OFEI AR HEZ & 5%, 70mg 1 H 1B ORGP IS (52HSMH),
PRI ST AFRIC & B AEFHE OB T2 (52HEBM),

NREE (ERI12H0 A~1750) (IS8T 5 HE
NREE (BERI12H A~170) (SR 2 IR, BEOEREREM (BSA) (ZESWTRET S

(/N EBFE~OMEH ], Mosteller &' &2 H), T _XCOMISHEBICK LT, HIH OHRAT L
LT70 mg/m® (EBEOHEENTOmg 22\ L) ZHEHEE L%, 50 mg/m’% 1 H 1[[#
547 (EBEOIHHEGERTOmg 2827202 L), 50 mg/m® 1 H A5G- 0 BAEMEDN BAF 72531
SRR RN E SN VEAIE, THEGREZ2T0mgm*E THET L 20N TE 5 (EEDLH
B ENT0mg #2722 &),

FAERKOAER 120 ARBEOFLILZ 55 & U BERRBRIZ I 5 KK O I NS 2 e tX
FIZEH STV RV, ZOFBERICBIT 2R GITEENLETH D,

F—HFRON TS, FERKOILNE (%35 AKGM) 121325 mgm® 1R 1E, S (4
#%3~11% H) 121350 mgm® 1 H1EIOR G- 2 HET5 2 & (52HEBMH),

P 541

PRBRAUTEHE & L CoORG ML, BEDBARIRITHES L Z &, i ERBUETER (s ir
B (ANC) >500] 22D720fH & THRE 2t 5 2 &, HREENRBD b2 %613, &kiki4
ARG U, G R ERIBUDE & ORISR D 1 5 3 Ktk . BlR7 H G2 fkki 32 2 &,
(REEME D O HREICKRT D B HIMIE, BE ORISR OCHFEFER RIS 2 L, R
PETy o 2 ZIE DG OSER S e U, MIfaEE R 2t & 2o o2, MOMEBEEE~OEHELE
BLTH W, @HE, FIEREBRIL, KRG E280 T b idK14 B k95,
(REEMET 2~V )L ZGEIT 3T 2 5 5-WINT B O AR B o BE BE | S B s & D[RR
FOGHRDREZE L, ER S S ICRET D 2 &, W, BRI, ERTE R BT B Rk
5o

HlmEE CTOHE
EERE (6SmLL L) Tid. MmAEh R E —RER R TR (AUC) 238930%E8 3523, &F
BEEOFKIILIEL L, 65l FOBEICB I AHERBRIZIBESLNTWD,

IR RERE = R COH &
WAL DOIFHSAERE (Child-Pugh A 27 235~6) ZH T HRANEE~OHAEFE TS E 2, K

4
Mosteller RD: Simplified Calculation of Body Surface Area. N Engl J Med 1987 Oct 22;317(17):1098 (letter)

1.6 AENZRT HEARNEICBET 288
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WENRET — X 12D % FEEOFHREREE (Child-Pugh A 27 137~9) 67 5 ANEBH X
LTid, AAIOHEEN EA35mg 1HLRIE T 5, FIHOAARAES LT0mg &5 25, &
FEORFHRERS (Child-Pugh 2 2 7231084 1) Z2H 79 5 N EE R ONFHRERREE (FREE 4 b7
W) EATLH/NLEE~OBERERIT Q4ESHR),

Ky VT 7 AFEERER T 23EA L O AES
T—HIIRONTNDN, FEOHEY I VT 7 v AFENER 203 5 3KA| & AHK % A&
LEEDORNBEFE~OAF| D1 H G-I, ARARTIOmg 2 HRE 5%, 70mg 1 H 1[I ET S
(4.5THBW), NEERE (E%I12H A~17m%) (2, AFNOMAEE270 mg/m® 10 18] (EEEO1H &
HENOmg Z#A 2N E) 552t oZ L,

43 M

ZIN e

AN DA Zhp S AT TIMAN S BOEEIR 2 25 D,

4.4 B RO EoEE

RONT=T =2, AENI— RO TRWD v P X RUSNOBERE K YT A~V XL 2 & LIS
DOIFREIITIEMNEEZ RS 2N ERRIBEINTWD, 3D OREER RIS RHT 2 AF O F 2%
=g AV PN QAVAIAN

TR AR R O AN BRFICB N Ty 7 a AR Y v L RKFIO R 5 23746 L=, AHI & Of
LTy 7 xR v 3mgkg #2205 SN BHOWEBRFTICSWNT, — @7 7= 7
R T AT 2T —8 (ALT) KOTANRTIXUET I ) N7 A7 27— (AST) MM
RO DN, WG EEME EROELLT TH Y FGHIERIZEIE LT, 4061085 %2 55
WCAKIE 7 a AR Y o &21~2900 [ (FRAE : 1750) OFA&RG L-80ERGEH L ho 2~y
T4 TR CIIEELRHEEDOAERZIIED LNRNoT, TRHDOT =20 b, BERX
T4 FBEBER Y A7 & ERIDGAICIE. v a AR v EEE RO BE ~OARFIF 2 AT HE
ThdIENTREENT, 7 rARY v EARFZHAT DT, ROMERE=21) 7
DFERMZEZET D L,

R K ONR AR FE O IS RE R 2 1 - D RS TlX, AUC BZEIE420% K% O T5%E N3 %,
A RS DRTFREREIE E 2 A 2 R ANBE~DOARF O HFE 1335 mg ([CHET 5 Z L 2HEET 5,
HEDOFHRERE 2 A T 2N BE L OFRERE (BELZMDRV) 25T 5/NLEE~DH
IRIRBRIT 72V, 2D DBE TIIHEEOIFHERERE CORBEBR LY M D TRENERH 5
72, AROBEGITEENLETH D A2KVS52HSH),

SEMLL oSBT 2 ZeMERIZR SN TV D,

AHIE I RAREN G END 2D, ENREEHIRE TH 2 RERTHERL A7 7 —F - A

VB — B RABEREICIIAREZRE LW &,
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4.5 fin OFEAI & DR AN Je OV O O A AEH

in vitro AERDOFEIR NS, DART 7 o F AT LToTHOF 7 v— L4 P450 (CYP) 431
FHHE LRI RSN, BRRBRTIL, AR T 7 XU 3MhAID CYPIAMUH %4 75
Liginole, WARTZ 7 X AXPHEEBAOEE TR, £/2, CYPIZEVIZEAERH S
RN, Te7E L, BRIRFERRERBR K OB CTlX, AR T 7 o F A3 EHAEER 2T 5 2
EBRRENTWS (LLF&M),

TEEERR AR 2 6B & LI22 o DOFERBR T, v 7 v AR Y > (4 mg/kg B[R 5 K O3 mg/kg
12FEFRE TR ) IZXL > THART 7 o F 0 AUC HRIBS%EEM LTz, Z @ AUC O
E. B CTOWMVIALMET LclebtEZ 6D, AAIEOFHICLY, 7 r AR ol
HEFRIRE I L 22 o 7o, ARAFIE 7 v AR Y U E2GFAES LB, —i@atEO M ALT X O AST
BRSO LD WIS EEE LIROIMELI T TH Y | &GP IRZICEIE LT, 406108 E
ERIGUIIAANE 7 v AR Y o 21~290H ] (FPRfil - 17.50) &G L2 ERGER L h e
AR T 4 TR CITEERFEEOFEFEFLRIIRD N7 4B, 7/ AR
v ERKNEAT DBRE, IHFEROMERE=2 Y LV TOEMEBET D L,

TR AMEBRE ClX, AFIEDOPFRICL Y #2700 AAD b T 7REN26%AD Lz, BEIC
HART 7ozl AAOmMAZERETHEIT. #27v ) A MFIREOIEERNE =4
Uo7 k0% 7 a ) hAAO#E A ERENLETH D,

TR ARG xS L LIZBRRBRTIL, 7208 T VS B, A hFa)Yy—, Ia7=x
J=IVBRET = FI)b, FAT 4T ENNIZ 7 v ) ARAOGAEGIZL Y . KA OSEKYEIRE LR
RHNCE®RO B AREOEE RS e oT-, iz, AFNL, TLAKT7V 2 B, A hF7afy
—, V77V EI a T e ) AT T = T VORY BRI EE RS R oT, &
T —FIFRLENTNWAEDR, TAKRTY B, A hF7afy—, X7 4L FEI =
7 x ) —NVERE T = TV EARK L OB GICET 28R R ERIISLE W E B X BN,

TR NIRRT IC Y 7 7 v B v & RFIE G & RIRFCB G L72BS, OFHEGM RO AR T 7
VXD AUC B60%IEM L., b7 ZIERITO%IEM Uiz, GG ENT AR 7 7 o F 00
N7 7RISR 2 1) Lz, 2BE# 5%, AUC ICXT 50 77 B U ORBIRITEA L
Tpotzd, b7 7REIIRAEBRE ~DO B AR T 7 X HAFGREL D $30% Lz, 2
OMHAEAEHERF T, 25 <EERAEOWHIAERVZDHOFEIZLLbDLEEX LD, il
DM 7 VT T AFEER A AT HEFNCONTHRBEORENR TSNS, FHER B 5E
R CHONTREN T =20 b, W VT 7 U AFEEREAT 28 THH ) 77 v B
VU, ZT7FELYY XETEY Tx= MMy TR A TN ERE S EARA|
DOOFREEEICE D BART 7 XD AUC BT 2 AREMES/RIE S iz, BB ITAH]
LYy )T T AFEEN AT 2R EHHERET 52561X. 70mg OAMHAERGHOR
FIOIHHEEEZTOmg IZHET D Z L2 Rad 2 2 & @2HEB),

FROBRAYEHRE Z G L LT X TCOEYB A ERRBR CHW I AR Y 7 X ORI,
50mg XiZ70mg 1H1EITH -7, EHEDOH ART 7 X v LHI A0S L-BROM A/
FHOIER 2R X580 LTV 7,
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INRRE T, BRI RICE 2P TET — 4 D, T ALV v EAFI O AL
XV, BART 7207 7IRENEIRIOIZEW®RO H 580 2~ 3 algEENRIB I N2, 2
DFERND, NRBHETHLIEY I VT 7 AFFEEREZHT5EA L OOFHIC L A THA LR
ZbOEFBEOBLRALND Z EDRB S, NEBEE (BRI H~17m%) ([CAH L Y
I VT T UAFBEEREATLEFTHL YV 77 BV ZTFELYY XETE Y, T
SRV, TEFRAEZ U NEIIANAEE U EHEET 24T, AFIOIREEES
70 mg/m® (EEDOIHHEENTOmg ZBARN L) ITT5Z e 2BmET52 L,

4.6 SR R O L

SRR OBEIR BT BRI T — 2137 u, B S 2R e BEEDS AR Y | RIS AH 2 L
RN &, EROERICET 5 47T — 213, Bk B AR A FERR T3 ERE
RANREDHNTND (53EBM), BWRBRICE T, DART 7 XU 3B E @R 5 2 &
DRENTWD, b MRIZBICBITAZEEN Y A7 1IRHTH 5,

RILBWICBW T, DART 7 X ORAA~OBITHARD bz, b MEEL~OBITIZRH
Thbd, RABGHIIIRHLEITDRNT &

4.7 TS Ny OBEARIRAE~ D 2R
TS Ny OBEARIRAE~ D 2 2 5 9~ 2 BRI S L Tuewn,

4.8 aIl1EH
DN

AR T, 1,865B1 D N EE [FEEWELFHERIBUDE B « 56401 (RRERBUTRHER) . 12T
MED v D ZRERR - 3820, (2EEMET R ~UL L RE < 22801, [RIEMED P ZRUE 2976, &
I FEFRBR OWEBRE « 394451] DAKIDOE 5 %3217 7=, BREROGTEHRER Clx, BSOS 510%
Wik DI MR (R T B O39B &2 & Te) &5 Tz, B2 ¥ FRYED
DWIAHEE LB Xt s LB T, 12 AL OREM D v O X YEBRE M, EE DN
AEDOHER A2 VT L35, EELAEE [REEEE, = OMEEERE, EILoOKRFIR, b
NEERETANVA HIV) B2 E] 28 L0 e, 7 ALV RIERE 235 & L= FExt
MR T, EHOPFHEOM A2 0T &3 5 BE R ABEEOREER (BB, SUIRH M
HMIRREAE, MLECEMIESS, BEES A, BasBiER ) 2/ T0BF NI AbNT,
TRCOBEENEB O CHEBEEICHE SN EFEAORIERIL, §#IRE TH > 7, Z O,
BB RpTRk B O RIVERITALBE, M, ER. £ 98, Lk OBV Th -7,

A% e - ST gl N BB R OB 1SS S U7z BRARE R B OV R M A fE oo J% (§11,780
) 1, EERECHILICES Z LITENRTH T,

FEFICELS AN DES G1/10), K< ABNDHHES (21/100, <1/10), HE D HHHIRNE
£ (>1/1,000, <1/100)]

o
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MikF LY N RbEE
LS HBONLHER  ~ET R EUHD ~~ b7 Uy MR, AMEREE A
HEVHONRVER B, IMIEADE, BRI, BIMERBODRE, AFRREREEEN, i
ARERY i REE I, U o oNERBOR . B EREGE N, af R ERkEER
R L O EREE
L AHGNDFL KD Y ¥ A E
HE Y HOHNIRWES KA, K~ 7R U AE, BABOR, ERE K
Ty AE, REHET & F—2 X
FEPREEE -
bFEYHBOLNIRNESR  RL, KN, AIRE
PRI RIEE
FL<{ ALNDES  UEF
HEYHOLNRVES TFEIED VN, TR SEERE. BIR, RER, RS
IRFEE
HEYHOLNRVES  IHIR, FH. IRBTEE, JREEm
DofgfE
HEYHONRVER  BiE, HIR, AR OEMEL, 9 ot LA
M/ RS
L HENDHR - FHlkk
HEYHOLNRVESR - EPEEIRE, BRI, ETY, &MmE, il
R AR, Mashds K OMEhRRES
LS HDONDES « RN
HEYHONIRVES - BPA, MR, SR, KUE SRR, IR, FE A R A
HE, EEREE, T8, WS
BB
L B LNLFG O, TR, EE
bEVHOLNIRVES R, FIEHR., DN, HEAR, BAPUE, I, 18K,
ffn, meTFREE, B
JFREE SRR
FL< HbNHHER IR LA (ALT, AST, P 7 A BV ARAT7 72 =8, fAHEY L
vy, ey rey)
HEYHOLNRWER B ) oM, TFER, mE Y Ve vmiE, sE, IR, 1TE
PE, IR
B ¥ L OV TRk IR
ELS AONLES BB, £ OFEIE, ALBE, ZITIE
HEYHOLNRWER  ZIALEE, BRIREZ . BRIREBIREE . £ O FEMEE, FRRE. 7
VLR —PER R, RHPEE O FEIE, ALBEERE ., R VRS, RIZERIEE . KSR E

fe={1118
=
iy
=)
>
T
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B Rk KOS SRR
L AN 5 ES : B
%i@ﬁ%ﬂﬁw$% WEE. MBS, B, KT, BE
Bk L DR B
%i@ﬁ%ﬂ@w$%:gﬁé\%ﬁﬁﬁé
S REERS O RPTERRE
ELS AN LHES  FE, I TEATALZ 9 FERK
HEHONRVER KR, AT — T VEE AR, 7. i, BUR, TEATBALRLEE,
TENEBALEERE . SO, EANECIEAR, ESALERIRIE . RIEMEAIE, . M
P, Mo, BHEVAIE, RIBAENK, AR, AL MR, AL, A
NEEARDE . TEANEALRIE . GRS . TEAHALAIBE, RS ERAI VAR, RSO TE
TS IENR ., PEEUER, IR
RIS
L AN ES b h ) YLD, BT VT R
HEVHRONARVES  MF s LT F =8N, RPRIMEREGTE, REARD . RPEA
P, e her EURMEERE, e e s B URREE, s R Y o AR, i R Y
AN, LT A R v T AN, i s v — b i R b
e fud~ 7y KA Y e it ) CEN, i REEEN, y-Z 2 IV b
T AT =T —PHI, JEMELES b AR ST AT R R, I R R R, i
Za—VE, M) v AN, M A i REEREA . R, e R,
FRfb R SETD . S s B A EE AN, INR 8900, JRAVEE, JRth FmEREEME, SR pH L5

W%, HEMER, €0 FE, IREEORQESEER L, e AZ I UNTEHEREZEZ ObNDF
RPWESNTND, o, AHEEGEPICTF 740 7F—NRESLTVD

REMET ALV AEBFICB W CTHE SN AEFGL, MiKE, mkww? [E B A
(ARDS) K OVHi{%: EOREY CTH -7,

(REEME D O O HIEDIRRICB T 2 ARFIDOS0mg 1H1E (WIHOAARHAETIOmg 2#5) &
150 mg 1 H 1[5 % bk L 7= iR BR 2BV T, 100 Ok AN B 12150 mg 1H 1A %2 B5 L=
(RARSTHM)_GAEZH), sHELZ&RE SN EREEIZEBT D AR OZ ML, 50 mg 57
LBEBLRMEL L TWe, HEERBEMR SUIAAER GO ILICE > R 238 LI BF OF|
BIXmEEE CRIRE Ch -T2,

/N

rD]

B

FRRGBRIC IV T, 171D/ NREFE GEEWELF T ERIRAE R - 10401, RIS ¥ X YE R
Fs6fEl, BIEH v UARE - ], AREEMET ROV XL RGE ¢ 1061]) ICAKIE BE UK ERE L
7z INRBEIZBT DAB ORI EMEIX, RABEO LD LBBURRRE TChH -T2,
WESNTAFEERELUTIIRT,
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[(FEFICL LS AN EFER (31/10). LL< ALNDFESL (>1/100, <1/10)]

MEFs LY Rk fEE
L HDHNDEG : i FREREE N
PR RIEE
L AN HS : U
DofgfE
EL<HDLNDLES : MR
A& R
EL< AN DL FEG WL, KT
JHFREE 5 PR
LS b L HES  ITEEFRME L5 (AST. ALT)
B 3 L OV T REk b
L AN ES BB, T OFEIE
S REERS O R
HEFEILE L HONDEG : FE
L HOND TG B HT—T VEEINIETR
BERAR AT
EL BENLHEG W) LR, R~ Rv U AME, 7 ROUREEIN, U A, U oH
i

INRBFEICBW T HABETHONL D LFAKD E A I U TEMIER A H]E STV D,

TR RE MR
EHEEL LR G RATHRE
FEERR, AAH MV R

BRI AT -

VLT A LE

4.9 e
1R IZHRE400mg ETOHART 7 U XNl TRESNTZHENH 5, 8 EK 55 TR
MNCEERAEFRICEST- LD, AANLENTIZ L > TREI LRV,
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5 ESHiES
5.1 KI5
NS - B AR, ATC 22— 1 @ J02AX04
T ART 7 o F 1%, Glarea lozoyensis DIEWEFEED N DAL S VDGR AT F RMEEW
(echinocandin) T& 5,
ﬁXT77 X UL 2 < DOARIRERCEEREE OAIRUBE AN T R 72 B-(1,3)-D-glucan DAk % [HE
%o MR B—(1,3)—D—glucan ISAFE LRV,

T VR BOBEREICXIT D AR T 7 X U OPIEEIEMERRD 51U TV 5, in vitro X N in
vivo iERICEB W T, WART 7 U F U DOREIZI Y 7 AV )L A& CUA B M O AR FE<C 75
DT I D FH ARSI R DFEDTE D BTz,

HART 7 X NET ALV R B OBEFEIZXT U in vitro W2 H 55 [Aspergillus fumigatus

(N=75). Aspergillus flavus (N=111). Aspergillus niger (N=231) . Aspergillus nidulans (N=8)
Aspergillus terreus (N=52) . &N Aspergillus candidus (N=3)1, 72, BDART 7o X 30
CHBOBEMIZ LT invitro 1§ A2 B T 5 [Candida albicans (N=1,032) . Candida dubliniensis

(N=100) . Candida glabrata (N=151), Candida guilliermondii (N=67) . Candida kefyr (N=62) .
Candida krusei (N=147). Candida lipolytica (N=20). Candida lusitaniae (N=280) . Candida
parapsilosis (N=215) . Candida rugosa (N=1), MO Candida tropicalis (N=258)], ZiuZlliZ%
ML L Bk, 7 vaty —b, TAKRT U v B KUS-7 0y b3 A ERAIE L N A
PEMME 2 7R3 7 BfERK © & £ 415, Clinical and Laboratory Standards Institute [CLSI, IH#: National
Committee for Clinical Laboratory Standards (NCCLS) ] OFEEREAIRE M38-A (7 AL F )L R
BEEA) KOM27-A (I >V FREEN) OEIERMICHE U TR MERER 2 520 L 7=, AR5
FHZ, BHIOBEEIZBNTHART 7 X AT DREEEHENME T Lch o P X R OB RER 3R
ESNTz, LoL. B-(1,3)-D-glucan G RkFHERZ & 8, FLEFIKITK 5B MR O ER F
TRITHENL STV, MIC M & BRARBR OAHBANMEIIHENL L T Toth, B ART 7 2 F i
95 MIC A BRI RO TR H N TR 520, T ANV TNV ABHEMED I AR T 7 %
(K92 in vitro TOMMERBLIIMEE SN TWR, IRONZERRRER TIL, REMET 2~UL1
ZIEBEINZBNWTH AR T 7 T ATKT DMPEITERD 5L TWRY, P F BRI T 2L
XA JEDRR 2 7R ERIR THRIC X D 1 AR T 7 o ATk DR BRI AP TH 5,

REMED D HREDRNERE R O HTEIRIR CDANART 7 X ET LR T Y v
B 7 bt U 7o W1 O ERIRERER (223901 D3 A AL Tz, 2451253 R ERIAE 2 A/ L T\, &b
Lo Te2ird L, MREGE (o X MIE) (77%. 1866) KO v ¥ ZjEHER (8%, 1941)
Thole, VX ONER, BRER K OREIRKBEF IR ORI LT, DART 7 ¥
FEZIX70 mg A 5%, S0mg Z1H1REIEE Lz, 7 AKR7T U 2 B BEOIELFHERBUDIE B
12130.6~0.7 mg/kg/ H . #FHERJE BT 121X, 0.7~1.0 mg/kg/ H 2 85 L7, §RARNE S O
HRAEIL, L9 (FEBH 0 1~28H) Th oz, AR (FE) 13, B2V FEYYEDIER D
THK & BEFRIER O T RO GNT5GE & U, 22451 D3 ErlIRIN 5 544 T RE D A 20 Mk 2 3T 9
% 72 DA M EEAFHT C & 5 Modified Intention-to-Treat (MITT) fEHTICE Fivlz, REEMED >
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VHTEIREORE IR (%) RIX, BART 7 X UFETIET3% (80/109%1]) . 7 AKT Y v
B BETIE62% (71/11561) & WiREM CRIFLE T - 7= [HERZE 1 12.7%. 95.6%{FHE X [ (-0.7, 26.0) 1,
F72. MITT NI SEMICE -0 v ¥ X IMEBE OFIRNE G TREORGIE (G2
RII, BART 7 X RETIE2% (66/9265]) . 7 LR T U 2 B RETIE63% (59/94%1) & Wif
M CRE Th o7 [BEMZE © 10.0%. 95.0%FHXM (-4.5,24.5) ], MR ~DREGL A RBD 728
FIZBIT 57— 2T X VRN TN D, AFHERBIIERET ORAEDIER (FZh) X, hAKRT7 7~
FURETIET/1461 (50%) . 7 LR T U 2 B BETIX4/106] (40%) IO LN, ZHDHDRE
NI T — 2 RO OFERIC L R sz,

2O H OB CIE RENED » P HREBFICH AR T 7 X 50 mg/ H (W] H D I~ EAfef 70 mg
&5&)Ximmgﬁ%&5bt(4%@ﬁ@ KRR TIX, DART 7 X 2205 (GAE
XURERE]) 20 TG Lic, B DX LIRS, B2 K OB R 23 5o D B 1IARRER D> H R
%Ltoﬁﬁ&me%%ﬁﬁﬁfkott@\m%ﬁﬁ%#%%ﬁ%ot%%M$ﬁﬁﬂ%%%
Lz, F7o. RRBRICH AN O FERBAE BEEIIR 5Tz (8.0%) . AFBRTIX
AMEIRIVGHEEE Th o7z, MANEBICAE L, WART7 7 o Frofha207< bl
(152 (T 72 B3 2 AIWERRITIZ B D 7=, B2 (B%)) X, AR T 7 ¥ 50 mg #ETIlE72%
(73/102431) . 150 mg FETIXT78% (74/95%1) & MFERF CTEIL T\ [FEMZE : 6.3%. 95%(5#H
XM (-5.9,18.4) ],

(R T 2LV ZFED R NEE  BEMET XA -OLX )L RIEEZFH T D 18~80m D kA B E 69
Bla I ART 7 X OREM, AR OF EEZ RN 5 72 OIFERIERT FEBRIZH A A
Tz, i OREER TR B IR I I (X7 H [ 01Z 2 OTE B SEIRE TR BT U T ES)) (8
ATVEE D D H84%) SUIARIM FHANEEZD D H16%) ZadEEE Lz, ZEALOBREN
BEHEREBAA L e LGEMEEE Q4]) . FIFG g6 Il (1861) il (8
@J) BN A GF) LOZOMZER (106]) ], Mycoses Study Group #:UE % €7 /LT L 7= ik 72

2w HOWTRINEY 2L XL ZIEDZWT K ORI R (8uE & OYER O FRLEITM 2. X
ﬁ@ﬁﬁf%rm CERYEEPBO NG THR)) 2 HE Lz, &E5HIH o Ei333.7

A (@ : 1~1620) Tholo, MR HEEZB SO TIL, 272 < EBIEION ART 7
y%V&ﬁ%%it%%@M%(%@ﬁ)%ﬁ@k%ﬁénkoﬁxf77y¥y%mﬁuh
B SN BETIL, 50% (26/5261) WA Z R Uiz, BIEFRIC IS IR 2 7~ L7 B
T AEEIL. ENEN36% (19/5361]) K& T0% (7/1061]) Th o7z, Bihz R Lz BEOSFIE
ATLEE TSRO AR B ERENE T 2~ L)L ZJEICH L TREEND D LY %1&7%07‘:75\
INHDBEDONART 7 o F B GEHOFERIL, EOMOEN)Z R LIZBE IR 2 A%
LHPIL T (B0 2/501 R ONT7/4861) . G E A3 2 BHF LML OREL /T 2 8HE
IBTDAFEIL. ENENATY% (21/4561) KTV28% (5/18%1) Th -7z, ML OEREET
HEBED DB, PR RO E, (ZIEMET ., SUIFTEENED V O8FIF 2B F %R L
77

BN TR BRI E 2 T 2 N BRI H 1T 2 RRBRANTEIERE © & R 1L 1116 38 B4 BRI8D iE
T 5 RBREZBKRRBRICHAAI, DAKRT 7 F250mg 1H1E (F] B O A0 HE70 mg
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Beh5) UET ART Vv B UK Y —A8AI3.0 mg/kg/ H &85 Uiz, BV Db 70%
BT IR 2 52 ). 96 LA DO IER O HIEEIRE ORI R ST, 4 EREV D E
(961112 57= 1 <500 cells/mm®) K OFEEL (>38.0°C) AL LI-HBE L ik & Lim, AFER
DIEDTE R T2 E T, IE28HBIB T2 2L Uiz, 72720, BEREBEOZKI HE LT
BECIZL Y BV OB E2AHEL L, SHRO®REG%, DRMEIXBG SN B L.
BARTER AL LT BB, AR T 7 XU Of&EET0mg/H, 7TAKT IV B UKRY—
LAHRIFN O EES5.0mgkg/ HIZHERET 22 L L, ZREIN13.3%MK DN4.3% D EE &G Lz,
BAEDE (%) ZiHlid 2 A2 FEMEST (MITT) £HI2IX, L,095EINE £, AT
HART 7 X UBETIE33.9%, 7T ALKRT U 0 B U R Y — L BUHFIRETIL33.7% & W RER CRIFRE
Thotz [BEMZE : 0.2%. 952%EHEXM (5.6, 6.0)], #AZE (FZ) FLLTFIORTS SO
Walilzd 2L Lic, (1) N=RAT A VIFOHEFEBYIET X TITIBRFEIRDH Y [ ART 7
FUBES1.9% (142761) . 7 AKT YV > B VAR Y — A8FIR25.9% (72760)], (2) 1RBEEES:
MR IR R TTIHBRETICT LA 7 A —DEFEREAR 720 [94.8% (527/556%1) . 95.5%
(515/556%1) ], (3) BEHTTHHEE TOAELE [92.6% (515/556/51) . 89.2% (481/539%51)) 1. (4)
TRBRIEBE O TN TN EA T3 L D 8GR 720 [89.7% (499/55641) | 85.5% (461/53941) 1
KO (5) IR ERBD h ORBOMETE [41.2% (229/556%1) . 41.4% (223/539%1) ], ~_—A T A
DT AL F VA JEEMIC KD BRYIEITS T HHDRIT, WART 7 o F URETIT41.7% (5/12
B, T LHRT VB URY — ARFIFETIES.3% (1/1261) . 7> ¥ X BEFEIC X 5 BEYWE Tl
ZNEI66.7% (8/1261]) K TU41.7% (5/126) Thotz, DARTZ 7 VX UBHTROLNT-T L
A7 AN—OERFEFERE, M) axRiaerg f), 7Y v aE ), s—avE (16) &
WU Y 7RE Af) EnTFRb TR VEERE XIIEIC L Db DO THh o T,

/N RS

2ODT U ARY T 4T Shuisk R T, %30 H ~ 17O/ NUEE & X RICARA] O
MR OENEATM LTz, RBRT VA 2 DWTEER OGO AR X, *Hia 3 2 AR
FIZBT2HERRBROLOLFEETH -T2 (51HSHR),

1D H OFERIL, FEEWEL P ERIVME 2B 2 /NEF IS, BRBRAGTEE & L CTAAl (#5418 12
AR L LT70 mg/m’ & #% 544, 50 mg/m® 1 A 1EFARAHE G (1H 581370 mg 282 720) ]
XIET LART Vv B URY —A8A 3 mgkg 1 HIEFFIRNIES) %l 28540 HE
AR Cd 5, 2~17k O/ NLBE82H 22 : 1OFIG THAANT. (I ART 7 X FE5661, 7
LFRT Vv B YR Y —ABFIEL266]), U A7 BRITHEIZTT > 72 MITT i<t REMIC BT
LB (B I, BART 7 o F U RETIE46.6% (26/5661), 7 AKRT V> B UAKRY—
LHUFIBETIE32.2% (8/2561) THh -7,

2O HORBRIL, (REM D O HNE, BEMET ALV RIER OB S U AIE R T DA%
65 H~TEO/NREEIZE T D (BBEEEE L TD) BAKRT 7 o X OREEROHIWNEE T
W 2IEEMIEXIR T m AT T 4 TR CTH D, 49BIOERFEMAAIL, BE5YHICAR A&
& LTC70 mg/m’ & & 5%, 50 mg/m’® 1A 1EFARANIZ G- L7z (1A &5 RIZ70 mg 2B 2 720, 48
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B MITT AT CE £ iz, 205 b, BEMED P ZEIE376], (REMET 2A~DL L ZJET10
Bl EE A Y FIER T d o 72, MITT ST EGREERIC I 1T D16 TR DR G R (F%h)
X, EIERNC, REEMED Y FIEBRE TIE81% (30/3741) . REEMET A UL XL AGERE T
50% (5/1065) . FE M > ¥ HIERE TIL100% (1/161]) Th o7z,

5.2 B2 )=
pagiil
HART 7 X AXTNVT I ATERITHEES L, RS K OMREEM: D U XEERFE Tom

BEIERE B RIT, TNEN35% L NT.6% Th o7z, AT AR T 7 % 2 O MY E)HE TH
HREFTHY ., a KO B OWIHFAE CTHREEM & 725, Mfk~0nmit, 851 61.5~20%
e —7 (FHED2%) ITEL, MEICBRVIAENTE I AR T 7 o FUoNREME L LT
HHRICRZEIRIHERNEEZOND, Ldio> T, DA PHRREEICE L & HIHANEZ 5
Teh, WART 7 X OGMBEBOEDO TIEEZGD Z L IZBRER CIERAETH D,

AV

HART 7 o F N BIFBERBNCHREDERT 5, £ OBRORBITIEZ, ~TF FIKSR &
N-7 2 F AL E-T 5, BIBRRARSGRR CHEA SN D2 o0 FRKRIZMIEE A E~D LGS
MIMAZ AR T 2, Zhick D, MEEAE~OE L~V OR ARG G E Z 5,

In vitro FRERICEB VT, B AR T 7 X 0%, CYP 20 FHE (1A2, 2A6, 2C9, 2C19, 2D6 X 13A4)
OIEAITIERNZ LRSI, BRRRBRIZIWN T, BART 7 U F 03l O CYP3A4RHT
EHELIHEDL LahoTo, DART 7 XTI PHFEADOKE TIE2<, CYP THITE A LR
H SR,

T 2 S O

HNART 7 2 F ALMFFEFR L GRS D, 7 U7 72 A1F10~12 mL/min T& 5, Il
B SR B VXL RER O IR N B BB B I SR O R 2 T, WG EZIZE o HIFED 5
it 9~ 1RO 2R3 B HEARE < o & BIZ4SRERR] Ol A 7R3~ y MEARE < o BRI
RNEH LD &, SAARMEEZ VT 70 AT RE BT L,

27 B CHE- R DRI TS% DI REN BN S 4172, 41%ITR ., 34%I 33 PRt S dviz, 5%
HID3OKEHIE, TART 7 o F L OYR SUIENEBITIZ LA CE I S0, WART 7 ¥
AR IS HEE S H, R RE O RRFITE RN X 12~15H Th o7, DART 7 U X3 REL
e LTRPIZOTNICHRtt SN (REEDKI1.4%),

REEG T, HART 7 X ORYERE T DTN IERE 2R, AERINIEE > CTERM
ORENSEM L, FEFIREISET 2REMITARIEGFET 5,

Frill 7 A A
R RE IR E SUTREE DT REIR S 2 A+ D AN . MR Kk O\ CTld, W ART 7
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YR OREBENEINL T, SRAITHEMOREITD TN T, HEREEZLELT1ZEDHD
TlEehole, PHEEOIFERERELZ AT LR ABRE XOREEOEFIIIHEFEOLER &
5 (LLTZH),

RE  p N o O FIERE OREERIERM BT 2 & . KBRS AR T 7 % - OFRYEHEIC
WBE 252 LBRENT, IREBINCHE > e SRR 2N B L, 80kg Dk ANBHIC
BT 5 FHIRGEEIL, 60kg DR ANRE LD HIRWEK23% EESIND (42IHBH),

NFRERERR T L K OV A5 FE D JITHSRERE S 2 3 2 iR TIXL AUC 3 F NZ20% K% UM75%
W %, BEEONTHEREIEEZ A3 5N BE L OITEERES REZMDb2RV) 287 2/08
BE ORIV, RKAERGRBR T, PEEOITHEREEEBHE ~D1 B &5 &% 35 mg [
ELTEE LIZEEO AUC 13X, EH¥EO ML - &2 TR E R R ARBTG5 L7-BRofE &4
HlL TV d25EH),

EHEREMREE - 70 mg MR G OARER TIX, BEOEEREERE VL7 F=r -2 U7
7 > A :50~80 mL/min) OIEWENAEIXBHERE IE T ABATE L LI L Tnle, REE (2 LT T =0 .
7 VT T A 31~49 mL/min) , T (Z L7 F=r 27 UT F A 5~30mL/min), X OE
M (ZVvT7TF=r 7T T A 10mL/min Kl THEITF) OEMRERREERE T, HEERYS
B ART 7 2 F o OMIEFIEYPRENLOMEM LT (AUC & @ 30~49%), LU, Rk
YTy o D HE, RBNET R~V L AGE AT RIE T ¥ ZIED RN BEIZAFNS0 mg 41 H 1B
BB L72BS, BENSHETIEOBEREICL DD AR T 7 VXV EMBE~DOBE®ROH 5
BIIRO NP oTo, LIh o CEERESEE ~OHEREIILERW, DART 7 ¥
IXBEHTIC LV RE S NRWZ, MEENT#% OS5 OB IT /0,

PERI : W ART 7 o F o OMBEPEDRE X, Bk ST TEH17~38%m ),

B El BB Tl EEBERBRE & T AUC KT Cog e BIOOHINT 2 (2
IEH28% M U32%) o FRBREVIEHE 2 52\ T T B TR EENE D o O E D B TliE, Fllc L5 FH
BROENER OV EE THRO L,

ANFE  BEOEYBRET — 2 00b, HA. BA, EAR= I KNRIO I ART 7 ¥ D
SEBNREICERRIICER D & 538N IT 72N 2 &R ST,

AN EAE

FAE (12~17%) ICHART 7 o F50mgm® (70 mg) %1 H 1A S L= B o i
AUCq 24 1 1F. BRAIZS0 mg 1 H 1A S L72BROME & BB ORERE TH 7=, T X TOHEEE
2350 mg R D MEEZEG I, BIP6lliTmmMEDT0 mg/ A 3 &5 STz, T b OFEFE
BEICBITDHART 7 o F - OMIEPEDRE T, HEEFIIROEZEESNTZHETHD
70 mg &R AIZT B 1R S L72BROfE X 0 g Lz,

IR Q~11GR) ICH AR 7 o F 50 mgm® (Fim70 mg) % 1 H 1A RAE#S L2 B o i
AUCq o4 1 1F. BRAIZS0 mg 1 H 1A G- LIZBROE & [FRE ThH -7,

IR (E%12~23% A) ICh AR 7 7 50 mgm® (FE70 mg) %1 H 1EIRERHRG Lo
MHEH AUC) 04 1 130 B ALZ50 mg B QU250 mg/m* A 1 H 1A G- L 7= B0l & [FIFRE Th - 7=

BRI, EH3~100 A OBEN LG ONTIEYERE, AR OLEMET — 21X R 6T
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%o %105 B OARIBNC I AR 7 7 X050 mg/m*Z 1 H 1R G- L 72 B 3B EET — 2 8 5
AUCq24 1 1. A AIZ50 mg K OVARIZ50 mg/m?* 4 1 H 1B G L 7-BR Ol & [ —#HNTH 5 2 &
DWRENT, — %6 H HOILIRMENTS50 mg/m* % 1 A 1R G L ZBEOEIZ b mh - 72,

AR R ORI (R34 A AN 120 AR 7 7 % 25 mgm® (F#2.1 mg/kg) %1 H 1AIKE
B LT OR@mRE (Crw) KON T 7IRE (Cyw) 1. BRAIZ50 mg 1 H 1EE S L7 BROfE
CRBRETH T, FAERKOLICEB T DEIRD Cypld. BRAE FIFRE, Coy g lT00HIIN L
72 (36%) s LPL, C i KM Coy iy DWNTHIUZKNTHIEDL D EINA LN (54 H O KM
Cip: 11.73 pg/mL, #iPH : 2.63~22.05 mg/mL, Coy p : 3.55 pg/mL, #iPH : 0.13~7.17 ug/mL), A
FRBR CIRIM AR IRER BN IR S0 TN 2728, AUC) 04 o DIIE XSG Lo 72, 7ok, B30
H A DFT AR K OFLIRIT I8 1T 2 ARE DA B OV AP0 TG S Ty,

53 IR BT — &

7 N RO VT e i@ T~8 mg/kg % BEARNAR G- U 7o SO 1 G- 7 RBR T, VRSO O HE
(7> REOY ) e 2Z I OIFFHICERT 2R (Z7 v b)) WOICHIBE~OFEFER (Y
V) RO BT, Ty MBI 2B ABERBR TIX, W ART 7 ¥ 5 mgkg &5 T,
AR T v FCTO e A I CIERECE RS 2 T REO R ~OFEFEMITMA . BIROEKERD
WONTHER . E o6 i OBEZE O RERE L ORBROIMNFRO Hivlz, £7z, EBORBE
OEMBIRO HNT-, HART 7 XD in vitro BInmERER N N~ 7 A58 % HV 7= in vivo
Yt (KRR Xt Th o 72, BT 2 B ARIERBRIZ I L TV,

6 FEFN Rt
6.1 A — 5
R b
D-v = k—JL
I
KAk T~ U 7 2 (pH FHEH)

6.2 RS Y=

AFNL, 7 RUBEHEOFIRIE T CIIRLETH L0, 7 Uiz &aH/ 9 5735k & 1XIEM
L7222 &, IEDOFRIRNE G- HZEA] Iy, UXEES & OREFOE ST — 2 355
TV, il & RO, FRFREGITI LN &,

6.3 TRAEHIH]

24 [H]

B OWRMEY - BHICERT 22 &, LEMT —% Tld, A TV %25°C L TRAEL .
K CHVEME LT85 6 B VIR O IRE D 13 B4R & TIRAFATRE TH H Z L DR EN TV D,
RN G ARG IRIE ORI 2 2 &, BEMT — X2 E | RBERIE, 25°C LT
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TIRAF LTS 324 AN, BHEM Ny 77 O Cidfrfr (2~8°C) L. 9 mg/mL (0.9%) .
4.5 mg/mL (0.45%) X132.25mg/mL (0.225%) O¥fbF b U o LKEK, & D WVITHEMmY o7
SV CHIIR U725 A 1348 LA 5 2 &,

ARANNIRIFEHELE N2V, MAEYFOBLE» L. RFIXEBICERT 22 &, 3 ITHEA
L7RWEEIE, BB E O RE N 7 — N SN BEHSM T CTIThRWIRY . FHE TORE
HIFERE NIREBIIE M B OBFEO S &, @ 2~8°C TIN5 Z &,

6.4 PRAFIZES 9 D et I
KPAET DA T L BERE (2~8°C)
PRV AIRA% B O IR DO ZEFN O LRAFIRIUZ B L TiE, 6.3HZZ O Z &,

6.5 Aex O L NEY)

1EH10 mL Type Il 77 AL T )b, JRET F AR, FRET VI =T LV — W& T T AF v 7
kv v 7R,

INA T T OEEE TR I D,

6.6 PEFEIZ BT 2 Frat A

R 2R B IE R 0N,
ASF O TR VA iR

AENTT R OBEEH OFRIEF CIIRLETH LD, 7 RUdEE2 &R 9 5 HBRIIEA L2
W L IEFDOFRIRN G A I SORESES & O EMET — 2 BF 5 TWRWNTZ),
fli Al & OIRFNRL, FRFHEGIZ LW Z & REMRRL oA o B2 AR CHRT5 2 L,
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BABE~NOERICEYT SR

AT T KEEENA TV FRRT D

MARE BT 2720, NATAEERICE L, BE T CHESHAKEZ10.5mL x5, FEHF
BONRA T NVOPRFEIT52 mg/mL & 78D,

FIE D FEMG S IR R & B RICEIRT 5. BIRIRIRIZ 72 5 £ TRONITIRNT 5., HEF
BRI T AREMERRL RO BB R W2 BR TR T 5 2 L. ZOBBEMBEEIKIT. 25°C
(77°F) AT C4RMIIRGFT 2 2 LB TE 5,

AT w72 BESOFERERIC R O CANCIDAS # 12 %

A BREIR O RIR & LT, kT MU o SOKEERSUIAIIN Y > VR R 5 2 &
INTE D, M T Tl bl 7 & (LU T OR) O BIEfEZIRMEIR 2250 mL §EH /S > 7 Uz,
FHE VIR 2 T 5, R PRI & S 7256 .50 mg XUE35 mg D1 H & 5-512BI L T100 mL
OEERFEFF R ZEA L TH L,

TR, TLERINERD SIT-IITE R L2 &y Z o EMEKIZ. 25°C (77°F) LLFT
TRAF L7255 B 13 24F I LAN, 2~8°C (36~46°F) THEIRAF L7235 A 1348 I LLINIZE 35 =
&, 9mg/mL (0.9%). 4.5 mg/mL (0.45%) Xi%2.25 mg/mL (0.225%) ¥fbT bV 7 AKIEHK, &
DUVNIIRBEFLEEIN Y > 7R TR L T2 O T/ B FR L ENEIL, 25°C TII24F5H], 2
~8°C TII48HFHE CHEGR SN TV D, MAEMFHIBLENG ., AFIXELIEHTL2 2L, <
WA LA WEAIE, MR O E N 7 — F SR BE S T CIrbRVWiRy i E T
DA IR BBIIEHZ O BLD b &, #H2~8°C TARFRILINIZEER 5 2 &,

BRABE~NDFHIRABRDAR

KEZPEE L ER
PR (PR figts o (FREEfRAR D
RSy 7 XUTHIC | CANCIDAS 3250 mL | CANCIDAS 73100 mL
BB O SR D 2725 X HiTEd) 2725 X olcEd)
iiky CANCIDAS D%y & TR IR B IR B
50 mg 10 mL 0.19 mg/mL -
50 mg (HURIERD) 10 mL - 0.45 mg/mL
o R R R L D &
35 mg (50 mg /A 7 V1A & A ) 7 mL 0.14 mg/mL -
o R R BRI LT D &
30mg (HAGLIAFE) (50mg A7 7 mL - 0.33 mg/mL
VIR ZEH)
T FRTOSA T T L T10.5 mL CHIEMFT 5,
1.6 SMEICIT SRR BT 5 Bk
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NRBE~DEARICEYT 51

INBBE~DOAERTEDT-HD BSA DEH

RN 5 RAFRSIETC . LT oA W THEE O BSA 25 95 : (Mosteller )

1JHeight(cm)x Weight (k)
ESA (m?) = 3600

A3 5 H U LD/ EBE ~D70 mg/m*FHEHRF OFHEL (50 mg 23 A TV )

1)

2)
3)

4)

UTORZTNT, BSA (ERRD LBV ICHE B SN 12ES NREF~OAM &
DR G B2 RET D,

BSA (m?) X70 mg/m’>=&7fFf&

BEOFEAEICEAO LT, GV A OREAMMAEITIOmg B RN & &7 5,
WA SN TN TV EERICRT,

IR T 0.9%H kT b U o AKIEIR, R HK XTI AT A X ZEFBA T VR ORT
IR VRBEFERT 0L ETIN U EST K105 mL 2012 5T, 2 O ARG IR, 25°C
(77°F) LT CIMRIIMRFT 5 2 ENTEDY, ZHICE DAL TARDOAART 7 o F
Y DORAEIRENS 2 mg/mL L 72D,

NAT NS, BHLE-ARAE (27 v 71) 4T 58 (mL) SOEFIZHR D T,
HERE T T ZAa0.9%, 0.45%X130.225%H 67 b U O LK & 2 WIZFLEEIN Y > 7 ViR
EAH D250 mL FEMA Ny 7 CUIK) ([2B T, FEE% OARKZ . Bl 230.5 mg/mL
X 2O L D ITHBERFE0.9%, 0.45%, X130.225%H b7 b U o 2K & 5O IEEL
ey o 7 AR A TH Ky, ZOFEREKIL, 25°C (77°F) LA T CRAFEL7ZGEIE
24 FHIAN, 2~8°C (36~46°F) Tmjifrfr L7 a1 Z48F M LINIZEE 95 2 &,

a3 AU EO/NLBRE D50 mg/m’#rid FHRAI OFEL (50 mg /A T /LAEF)

1)

2)
3)

4)

PUTFOXEHNT, BSA (LR LBV ICHEH S 7fl) (23S NREBFE~D1 H HR A
BOEEREGEEZIRET D,

BSA (m%) X350 mg/m =1 H #EF &

BEOEHAEICEADLL T, IHRRKHEFFHEIIIOmg 2B oW & LT 5,
WA SN TN TV EERICR T,

IR T 0.9%H kT b U o AKIRIR, R AKX AT 4 XV ZEFBA T VR OT
IR VEBEFERT 0L AT LRSI K105 mL 200z 5T, - O ARG AR, 25°C
(77°F) LT CIMRIMRIFT 5 2 ENTEDY, ZRICE DAL TARHDOAART 7 o F
> DEFEIRIEDS5.2 mg/mL & 725,

NAT AP, EHLEZIBHEREAE (X7 v 71) ICHYT 58 (mL) ‘OAZ2 Ty H
T, BEH T CIE0.9%., 0.45%X130.225%M LT b U 7 AOKEK S DT ELERIM Y v
MRS D250 mL #EA N v 277 CUIR) (BT, BEEE OARF % | BAIREA30.5 mg/mL

1.6 FAENCRT D R ICBET 2 &8
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TR Z WX D ICHRBERFE D0.9%., 0.45%., X1%0.225%H ) b U U AR S DV T
BN o Z NI Z TH K, ZOFERERIL, 25°C (77°F) LT CHRF L725HA1
245 LA, 2~8°C (36~46°F) THEtrfr L= E 1348 UINICEEH 3T 5 Z &,

TR A B

Y BGOEEY & S IR S, BHRIRIRIC e D F TR 5,

VORISR T e ORI FRARRSIE T RIS O RO B RN ) R B CRERR T S
Z L, IBEC, IEBMRRD SN IIRIIERA LanwZ &y,

S ARAFNT, A TG 10mL B H L2 A B RO R (50mg) AEHh5 X o
mEhTWA5,

7 BGERIE T
Merck Sharp & Dohme Ltd
Hertford Road, Hoddesdon
Hertfordshire EN11 9BU
United Kingdom

8 BEKRED
EU/1/01/196/001

9 WEARE, B H
HIEAZEH @ 20014210524 H
EHCHEETH - 20064£9 H29H

10 UsfsCESE B
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1.6.2.1.22 BOMFHAXE (T0mg /N1 7))

1 R 724
CANCIDAS 70 mg  #f RPN 5- F A B A F <

2 FHRR
BNATIVHNZZI AR T 7 oo X0 (FEEE) £ LT70 mg. B AFES0.0mg # &,
ERMAN O —E 136 1THZ R,

3 B

50mg SA T /VHERC
4 I R AR

50mg NA T7I/VHERC
5 ESHiES

50mg /XA TI/VHERT
6 T R
6.1 wIHl— 5

50 mg /XA TV ERT
6.2 OF AR =

50 mg XA TV ERT

6.3 TRAEHIH]
50mg /XA TI/VHERT

6.4 PRAFICRE T D Rt 1A

50mg NA T7I/VHERC
6.5 KEnDFEIE & N

1EH10 mL Type | 77 AL T, [RET F ke, e BT VI =g Ay — & T TR
F v 78X v v TR,

6.6 FEZEIZBR ¥ D FrRi g
50mg SA T7I/VHERC
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BABE~NDOERICEYT 21ER

AT T KEEENA TV FRRT D

MARE BT 2720, NATAEERICE L, BE T CHESHAKEZ10.5mL x5, FEHF
BONRA T NVORFEITT2 mg/mL & 72D,

FIE D FEMG S IR R & B RICEIRT 5. BIRIRIRIZ 72 5 £ TRONITIRNT 5., HEF
BT AREMERRL OB BB W B TR T 5 2 L. ZOBBEMBEEIKRIT, 25°C
(77°F) AT C4RMIIRGFT 2 2 LB TE 5,

AT w72 BESOFERERIC R O CANCIDAS # 12 %

HE R O RIE & LC, Hib) B U o AOKERSUIELEEIN Y > ViS5 2 &
INTE D, M T Tl bl 7 & (LU T OR) O BIEfEZIRMEIR 2250 mL §EH /S > 7 Uz,
FHE VIR 2 T 5, R PRI & ST 56 .50 mg XIE35 mg D1 H & 5-5I12BI L T100 mL
OEERFEFF R ZEA L TH L,

RSO, TRE SR LNTRIRITE R L2 &, Z O EHEKIL, 25°C (77°F) LLFT
TRAF L7255 B 13 24F I LAN, 2~8°C (36~46°F) THEIRAF L7235 A 1348 I LLINIZE 35 =
&, 9mg/mL (0.9%). 4.5 mg/mL (0.45%) Xi%2.25 mg/mL (0.225%) ¥fbT bV 7 AKIEHK, &
DUVNIIRBEFLEEIN Y > 7R TR L T2 O T/ B FR L ENEIL, 25°C TII24F5H], 2
~8°C TII48HFHE CHEGR SN TV D, MAEMFHIBLENG ., AFIXELIEHTL2 2L, <
A LA WAIE, FEMR O Z N 7 — h S T CfrbeWRY . fEHET
DA IR BBIIEHZ O BLD b &, #H2~8°C TARFRILINIZEER 5 2 &,

BRABE~NDFHIRABRDAR

R R LT FH R

FRHEM N > 7 SRS
B3 BR o iR o

PR (FRUAfRE O
CANCIDAS 73250 mL
2725 X910 d)

(FBIRfR%Z O
CANCIDAS 73100 mL
2725 X o0 d)

ikl CANCIDAS D%y & TR IR B B
70 mg 10 mL 0.27 mg/mL IRV
70 mg (50 mg /XA TA2AMA) 14 mL 0.27 mg/mL SRR
o R R R L D &

30mg (HAGELIAFE) (70mg AT 5mL 0.14 mg/mL 0.33 mg/mL
VIR ZEH)

T ARTOAL T MZH L TL0.5 mL THERT 5.

70 mg XA TV ATARE TRV AIE, 50 mg /A TA2AR TR 5,

1.6 SMEICIT SRR BT 5 Bk
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NRBE~DEARICEYT 51

INBBE~DOAERTEDT-HD BSA DEH

RN 5 RAFRSIETC . LT oA W THEE O BSA 25 95 : (Mosteller )

\{Heig ht (cm) X Weight (ke
ESA (m?) = 3600

A3 5 H U E D/ EBE ~0D70 mg/m*FHEHRF OFRL (70 mg 23 A T V)

1)

2)
3)

4)

UTORZTNT, BSA (ERRD LBV ICHE B SN 12ES NREF~OAM &

DR G B2 RET D,

BSA (m?) X70 mg/m’>=&7fFf&

BEOFEAEICEAO LT, GV A OREAMMAEITIOmg B RN & &7 5,

WA SN TN TV EERICRT,

IR T 0.9%H kT b U o AKIEIR, R HK XTI AT A X ZEFBA T VR ORT

IR VRBEFERT 0L ETIN U EST K105 mL 2012 5T, 2 O ARG IR, 25°C
(77°F) LT CIMRIIMRFT 5 2 ENTEDY, ZHICE DAL TARDOAART 7 o F

Y DORAEIRENT 2 mg/mL L 725,

NAT NS, BHLE-ARARE (27 v 71) 4T 58 (mL) SOEFIZHR T,

HERE T T ZAa0.9%, 0.45%X130.225%H 67 b U O LK & 2 WIZFLEEIN Y > 7 ViR

EAH D250 mL FEMA Ny 7 CUIK) ([2B T, FEE% OARKZ . Bl 230.5 mg/mL

X 2O L D ITHBERFE0.9%, 0.45%, X130.225%H b7 b U o 2K & 5O IEEL

BRI 7 RIZINZ Th KW, T OFERERIE, 25°C (77°F) LAF CTRAF L78A1%

24 FHIAN, 2~8°C (36~46°F) Tmjifrfr L7 a1 Z48F M LINIZEE 95 2 &,

a3 AU EO/NLBE ~D 50 meg/m’#rid FHRAI OFEL (70 mg /A T ILAEF)

1)

2)
3)

4)

PUTFOXEHNT, BSA (LR LBV ICHEH S 7fl) (23S NREBFE~D1 H HR A

BOEEREGEEZIRET D,

BSA (m%) X350 mg/m =1 H #EF &

BEOEHAEICEADLL T, IHRRKHEFFHEIIIOmg 2B oW & LT 5,

WA SN TN TV EERICRET,

IR T 0.9%H kT b U o AKIRIR, R AKX AT 4 XV ZEFBA T VR OT

IR VRBEFERT 0 E L ETIN U ESH K105 mL 2012 5T, - O AR AR, 25°C
(77°F) LT CIMRIMRFT H 2 ENTEDY, ZHICE DAL TAHDAART 7 o F

 DEAEIRIEDT.2 mg/mL & 725,

NAT AP, EHLEZIBHEREAE (X7 v 71) IS 58 (mL) ‘OAZ2 T H

T, BEH T CIE0.9%., 0.45%X130.225%ME LT b U 7 AKEK S DT ELERIM Y 7

MRS D250 mL #EA N v 277 CUIR) (T, FEEE O ARF % | BAIREA30.5 mg/mL

1.6 FAENCRT D R ICBET 2 &8
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B Z T2 XK D ITHABEIRFT D0.9%., 0.45%. X130.225%HkF b U w7 AEFHKR S D WO ITEL
BN o Z AN ZTH K, Z OFERERIZ, 25°C (77°F) LT CHRF L725HA1
245 LA, 2~8°C (36~46°F) THEtrfr L= E 1348 UINICEEH 3T 5 Z &,

TR A B

Y BGOEEY & S IR S, BHRIRIRIC e D F TR 5,

OB e ORI FRA RS TE T RIS R OB B RN ) R B CRERR T S

‘ Z L, IBEC, IEBWMRRD SN IIRIIERA LanwZ &y,

SAFNZ. ST ANS 10mL Y H LSS B RO ME (70mg) BNEb5 k5 Ml
EBEENTW5,

7 BGERIE T
50mg /XA TV ERT

8 RE AR
EU/1/01/196/003

9 WIEARR, HEH A
50mg NS4 T7I/VHERC

10 WA SCEWEH
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
CANCIDAS safely and effectively. See full prescribing information for
CANCIDAS.

CANCIDAS (caspofungin acetate) for injection, for intravenous use
Initial U.S. Approval: 2001

INDICATIONS AND USAGE

CANCIDAS is an echinocandin antifungal drug indicated in adults and

pediatric patients (3 months and older) for:

o Empirical therapy for presumed fungal infections in febrile, neutropenic
patients. (1)

e Treatment of candidemia and the following Candida infections: intra-
abdominal abscesses, peritonitis and pleural space infections. (1)

» Treatment of esophageal candidiasis. (1)

e Treatment of invasive aspergillosis in patients who are refractory to or
intolerant of other therapies (e.g., amphotericin B, lipid formulations of
amphotericin B, itraconazole). (1)

----------------------- DOSAGE AND ADMINISTRATION--==s===sunemmmnmmanannn

For All Patients (2.1):

¢ Administer by slow intravenous (V) infusion over approximately 1 hour.
Not for IV bolus administration.

¢ Do not mix or co-infuse CANCIDAS with other medications. Do not use
diluents containing dextrose (a—D-glucose).

Adults [>18 years of age] (2.2):

e Administer a single 70-mg loading dose on Day 1, followed by 50 mg
once daily for all indications except esophageal candidiasis.

¢ For esophageal candidiasis, use 50 mg once daily with no loading dose.

Pediatric Patients [3 months to 17 years of age] (2.3):

¢ Dosing should be based on the patient’s body surface area.

e For all indications, admlnlster a single 70- mg/m loading dose on Day 1,
followed by 50 mg/m once daily thereafter.

e Maximum loading dose and daily maintenance dose should not
exceed 70 mg, regardless of the patient's calculated dose.

Dosing With Rifampin and Other Inducers of Drug Clearance (2.5):

¢ Use 70-mg once daily dose for adult patients on rifampin.

e Consider dose increase to 70 mg once daily for adult patients on
nevirapine, efavirenz, carbamazepine, dexamethasone, or phenytoin.

e Pediatric patients receiving these same concomltant medications may
also require an increase in dose to 70 mg/m once daily (maximum daily
dose not to exceed 70 mg).

e Vials: 50 or 70 mg lyophilized powder (plus allowance for overfill). (3)

CONTRAINDICATIONS
* CANCIDAS is contraindicated in patients with hypersensitivity to any
component of this product. (4)

----------------------- WARNINGS AND PRECAUTIONS -=--==ss=senmmmnnann

e Use with cyclosporine: Limit use to patients for whom potential benefit
outweighs potential risk. Monitor patients who develop abnormal liver
function tests (LFTs) during concomitant therapy and evaluate
risk/benefit of continuing CANCIDAS. (5.1)

e Hepatic effects: Can cause abnormalities in LFTs and isolated cases of
clinically significant hepatic dysfunction, hepatitis, or hepatic failure.
Monitor patients who develop abnormal LFTs for evidence of worsening
hepatic function, and evaluate risk/benefit of continuing CANCIDAS.
(6.2)

ADVERSE REACTIONS

¢ Adults: Most common adverse reactions (incidence 210%) are diarrhea,
pyrexia, ALT/AST increased, blood alkaline phosphatase increased, and
blood potassium decreased. (6.1)

e Pediatric patients: Most common adverse reactions (incidence 210%)
are pyrexia, diarrhea, rash, ALT/AST increased, blood potassium
decreased, hypotension, and chills. (6.2)

To report SUSPECTED ADVERSE REACTIONS, contact Merck Sharp
& Dohme Corp., a subsidiary of Merck & Co., Inc., at 1-877-888-4231
or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

¢ Pregnancy: Based on animal data, may cause fetal harm. (8.1)

¢ Pediatric use: Safety and efficacy in neonates and infants less than 3
months old have not been established. (8.4)

e Hepatic impairment: Reduce dose for adult patients with moderate
hepatic impairment (35 mg once daily, with a 70-mg loading dose on
Day 1 where appropriate). No data are available in adults with severe
impairment or in pediatric patients with any degree of impairment. (8.6,
12.3)

See 17 for PATIENT COUNSELING INFORMATION.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

CANCIDAS' is indicated in adults and pediatric patients (3 months and older) for:

e Empirical therapy for presumed fungal infections in febrile, neutropenic patients

e Treatment of candidemia and the following Candida infections: intra-abdominal abscesses, peritonitis
and pleural space infections. CANCIDAS has not been studied in endocarditis, osteomyelitis, and
meningitis due to Candida.

e Treatment of esophageal candidiasis [see Clinical Studies (14.3)]

e Treatment of invasive aspergillosis in patients who are refractory to or intolerant of other therapies
(e.g., amphotericin B, lipid formulations of amphotericin B, itraconazole). CANCIDAS has not been
studied as initial therapy for invasive aspergillosis.

2 DOSAGE AND ADMINISTRATION

2.1 Instructions for Use in All Patients

CANCIDAS should be administered by slow intravenous (IV) infusion over approximately 1 hour.
CANCIDAS should not be administered by IV bolus administration.

Do not mix or co-infuse CANCIDAS with other medications, as there are no data available on the
compatibility of CANCIDAS with other intravenous substances, additives, or medications. DO NOT USE
DILUENTS CONTAINING DEXTROSE (a-D-GLUCOSE), as CANCIDAS is not stable in diluents
containing dextrose.

2.2 Recommended Dosing in Adult Patients [>18 years of age]

The usual dose is 50 mg once daily (following a 70-mg loading dose for most indications). The safety
and efficacy of a dose of 150 mg daily (range: 1 to 51 days; median: 14 days) have been studied in
100 adult patients with candidemia and other Candida infections. The efficacy of CANCIDAS at this higher
dose was not significantly better than the efficacy of the 50-mg daily dose of CANCIDAS. The efficacy of
doses higher than 50 mg daily in the other adult patients for whom CANCIDAS is indicated is not known
[see Clinical Studies (14.2)].

Empirical Therapy

A single 70-mg loading dose should be administered on Day 1, followed by 50 mg once daily
thereafter. Duration of treatment should be based on the patient’s clinical response. Empirical therapy
should be continued until resolution of neutropenia. Patients found to have a fungal infection should be
treated for a minimum of 14 days; treatment should continue for at least 7 days after both neutropenia and
clinical symptoms are resolved. If the 50-mg dose is well tolerated but does not provide an adequate
clinical response, the daily dose can be increased to 70 mg.

Candidemia and Other Candida Infections [see Clinical Studies (14.2)]

A single 70-mg loading dose should be administered on Day 1, followed by 50 mg once daily
thereafter. Duration of treatment should be dictated by the patient’s clinical and microbiological response.
In general, antifungal therapy should continue for at least 14 days after the last positive culture. Patients
who remain persistently neutropenic may warrant a longer course of therapy pending resolution of the
neutropenia.

Esophageal Candidiasis

The dose is 50 mg once daily for 7 to 14 days after symptom resolution. A 70-mg loading dose has not
been studied for this indication. Because of the risk of relapse of oropharyngeal candidiasis in patients
with HIV infections, suppressive oral therapy could be considered [see Clinical Studies (14.3)].

" Registered trademark of Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
Copyright © 2001, 2008, 2009 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
All rights reserved



Invasive Asperqillosis

A single 70-mg loading dose should be administered on Day 1, followed by 50 mg once daily
thereafter. Duration of treatment should be based upon the severity of the patient’s underlying disease,
recovery from immunosuppression, and clinical response.

2.3 Recommended Dosing in Pediatric Patients [3 months to 17 years of age]

For all indications, a single 70-mg/m2 loading dose should be administered on Day 1, followed by
50 mg/m® once daily thereafter. The maximum loading dose and the daily maintenance dose should
not exceed 70 mg, regardless of the patient's calculated dose. Dosing in pediatric patients (3 months
to 17 years of age) should be based on the patient's body surface area (BSA) as calculated by the
Mosteller Formula [see References (15)]:

Following calculation of the patient’'s BSA, the loading dose in milligrams should be calculated as BSA
(m?) X 70 mg/m®. The maintenance dose in milligrams should be calculated as BSA (m?) X 50 mg/m?.

Duration of treatment should be individualized to the indication, as described for each indication in
adults [see Dosage and Administration (2.2)]. If the 50-mg/m2 daily dose is well tolerated but does not
provide an adequate clinical response, the daily dose can be increased to 70 mg/m2 daily (not to exceed
70 mg).

2.4 Patients with Hepatic Impairment

Adult patients with mild hepatic impairment (Child-Pugh score 5 to6) do not need a dosage
adjustment. For adult patients with moderate hepatic impairment (Child-Pugh score 7 to 9), CANCIDAS
35 mg once daily is recommended based upon pharmacokinetic data [see Clinical Pharmacology (12.3)].
However, where recommended, a 70-mg loading dose should still be administered on Day 1. There is no
clinical experience in adult patients with severe hepatic impairment (Child-Pugh score >9) and in pediatric
patients with any degree of hepatic impairment.

2,5 Patients Receiving Concomitant Inducers of Drug Clearance

Adult patients on rifampin should receive 70 mg of CANCIDAS once daily. Adult patients on nevirapine,
efavirenz, carbamazepine, dexamethasone, or phenytoin may require an increase in dose to 70 mg of
CANCIDAS once daily [see Drug Interactions (7)].

When CANCIDAS is co-administered to pediatric patients with inducers of drug clearance, such as
rifampin, efavirenz, nevirapine, phenytoin, dexamethasone, or carbamazepine, a CANCIDAS dose of
70 mg/m2 once daily (not to exceed 70 mg) should be considered [see Drug Interactions (7)].

2.6 Preparation and Reconstitution for Administration

Do not mix or co-infuse CANCIDAS with other medications, as there are no data available on the
compatibility of CANCIDAS with other intravenous substances, additives, or medications. DO NOT USE
DILUENTS CONTAINING DEXTROSE (a-D-GLUCOSE), as CANCIDAS is not stable in diluents
containing dextrose.

Preparation of CANCIDAS for Infusion

A. Equilibrate the refrigerated vial of CANCIDAS to room temperature.

B. Aseptically add 10.8 mL of 0.9% Sodium Chloride Injection, Sterile Water for Injection, Bacteriostatic
Water for Injection with methylparaben and propylparaben, or Bacteriostatic Water for Injection with
0.9% benzyl alcohol to the vial.

Each vial of CANCIDAS contains an intentional overfill of CANCIDAS. Thus, the drug concentration of
the resulting solution is listed in Table 1 below.

TABLE 1
Information for Preparation of CANCIDAS



CANCIDAS vial Total Drug Content Reconstitution Volume Resulting Concentration
(including overfill) to be added following Reconstitution

50 mg 54.6 mg 10.8 mL 5 mg/mL

70 mg 75.6 mg 10.8 mL 7 mg/mL

The white to off-white cake will dissolve completely. Mix gently until a clear solution is obtained.
Visually inspect the reconstituted solution for particulate matter or discoloration during reconstitution and
prior to infusion. Do not use if the solution is cloudy or has precipitated.

The reconstituted solution may be stored for up to one hour at <25°C (<77°F).
CANCIDAS vials are for single use only; the remaining solution should be discarded.

C. Aseptically transfer the appropriate volume (mL) of reconstituted CANCIDAS to an IV bag (or bottle)
containing 250 mL of 0.9%, 0.45%, or 0.225% Sodium Chloride Injection or Lactated Ringers
Injection. Alternatively, the volume (mL) of reconstituted CANCIDAS can be added to a reduced
volume of 0.9%, 0.45%, or 0.225% Sodium Chloride Injection or Lactated Ringers Injection, not to
exceed a final concentration of 0.5 mg/mL.

This infusion solution must be used within 24 hours if stored at <25°C (<77°F) or within 48 hours if
stored refrigerated at 2 to 8°C (36 to 46°F).

Special Considerations for Pediatric Patients >3 Months of Age

Follow the reconstitution procedures described above using either the 70-mg or 50-mg vial to create
the reconstituted solution [see Dosage and Administration (2.3)]. From the reconstituted solution in the
vial, remove the volume of drug equal to the calculated loading dose or calculated maintenance dose
based on a concentration of 7 mg/mL (if reconstituted from the 70-mg vial) or a concentration of 5 mg/mL
(if reconstituted from the 50-mg vial).

The choice of vial should be based on total milligram dose of drug to be administered to the pediatric
patient. To help ensure accurate dosing, it is recommended for pediatric doses less than 50 mg that 50-
mg vials (with a concentration of 5 mg/mL) be used if available. The 70-mg vial should be reserved for
pediatric patients requiring doses greater than 50 mg.

The maximum loading dose and the daily maintenance dose should not exceed 70 mg,
regardless of the patient's calculated dose.

3 DOSAGE FORMS AND STRENGTHS

CANCIDAS 50 mg is a white to off-white powder/cake for infusion in a vial with a red aluminum band
and a plastic cap. CANCIDAS 50-mg vial contains 54.6 mg of caspofungin.

CANCIDAS 70 mg is a white to off-white powder/cake for infusion in a vial with a yellow/orange
aluminum band and a plastic cap. CANCIDAS 70-mg vial contains 75.6 mg of caspofungin.

4 CONTRAINDICATIONS

CANCIDAS is contraindicated in patients with hypersensitivity (e.g., anaphylaxis) to any component of
this product [see Adverse Reactions (6)].

5 WARNINGS AND PRECAUTIONS

5.1 Concomitant Use with Cyclosporine

Concomitant use of CANCIDAS with cyclosporine should be limited to patients for whom the potential
benefit outweighs the potential risk. In one clinical study, 3 of 4 healthy adult subjects who received
CANCIDAS 70 mg on Days 1 through 10, and also received two 3 mg/kg doses of cyclosporine 12 hours
apart on Day 10, developed transient elevations of alanine transaminase (ALT) on Day 11 that were 2 to
3 times the upper limit of normal (ULN). In a separate panel of adult subjects in the same study, 2 of
8 who received CANCIDAS 35 mg daily for 3 days and cyclosporine (two 3 mg/kg doses administered
12 hours apart) on Day 1 had small increases in ALT (slightly above the ULN) on Day 2. In both groups,



elevations in aspartate transaminase (AST) paralleled ALT elevations, but were of lesser magnitude. In
another clinical study, 2 of 8 healthy men developed transient ALT elevations of less than 2X ULN. In this
study, cyclosporine (4 mg/kg) was administered on Days 1 and 12, and CANCIDAS was administered
(70 mg) daily on Days 3 through 13. In one subject, the ALT elevation occurred on Days 7 and 9 and, in
the other subject, the ALT elevation occurred on Day 19. These elevations returned to normal by Day 27.
In all groups, elevations in AST paralleled ALT elevations but were of lesser magnitude. In these clinical
studies, cyclosporine (one 4 mg/kg dose or two 3 mg/kg doses) increased the AUC of caspofungin by
approximately 35%.

In a retrospective postmarketing study, 40 immunocompromised patients, including 37 transplant
recipients, were treated with CANCIDAS and cyclosporine for 1 to 290 days (median 17.5 days). Fourteen
patients (35%) developed transaminase elevations >5X upper limit of normal or >3X baseline during
concomitant therapy or the 14-day follow-up period; five were considered possibly related to concomitant
therapy. One patient had elevated bilirubin considered possibly related to concomitant therapy. No patient
developed clinical evidence of hepatotoxicity or serious hepatic events. Discontinuations due to laboratory
abnormalities in hepatic enzymes from any cause occurred in four patients. Of these, 2 were considered
possibly related to therapy with CANCIDAS and/or cyclosporine as well as to other possible causes.

In the prospective invasive aspergillosis and compassionate use studies, there were 4 adult patients
treated with CANCIDAS (50 mg/day) and cyclosporine for 2to 56 days. None of these patients
experienced increases in hepatic enzymes.

Given the limitations of these data, CANCIDAS and cyclosporine should only be used concomitantly in
those patients for whom the potential benefit outweighs the potential risk. Patients who develop abnormal
liver function tests during concomitant therapy should be monitored and the risk/benefit of continuing
therapy should be evaluated.

5.2 Hepatic Effects

Laboratory abnormalities in liver function tests have been seen in healthy volunteers and in adult and
pediatric patients treated with CANCIDAS. In some adult and pediatric patients with serious underlying
conditions who were receiving multiple concomitant medications with CANCIDAS, isolated cases of
clinically significant hepatic dysfunction, hepatitis, and hepatic failure have been reported; a causal
relationship to CANCIDAS has not been established. Patients who develop abnormal liver function tests
during CANCIDAS therapy should be monitored for evidence of worsening hepatic function and evaluated
for risk/benefit of continuing CANCIDAS therapy.

6 ADVERSE REACTIONS

The following serious adverse reactions are discussed in detail in another section of the labeling:
 Hepatic effects [see Warnings and Precautions (5.2)]

Anaphylaxis has been reported during administration of CANCIDAS. Possible histamine-mediated
symptoms have been reported including reports of rash, facial swelling, angioedema, pruritus, sensation
of warmth, or bronchospasm.

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed
in clinical trials of CANCIDAS cannot be directly compared to rates in clinical trials of another drug and
may not reflect the rates observed in practice. The adverse reaction information from clinical trials does
provide a basis for identifying adverse reactions that appear to be related to drug use and for
approximating rates.

6.1 Clinical Trials Experience in Adults

The overall safety of CANCIDAS was assessed in 1865 adult individuals who received single or
multiple doses of CANCIDAS: 564 febrile, neutropenic patients (empirical therapy study); 382 patients with
candidemia and/or intra-abdominal abscesses, peritonitis, or pleural space infections (including 4 patients
with chronic disseminated candidiasis); 297 patients with esophageal and/or oropharyngeal candidiasis;
228 patients with invasive aspergillosis; and 394 individuals in phase | studies. In the empirical therapy
study patients had undergone hematopoietic stem-cell transplantation or chemotherapy. In the studies
involving patients with documented Candida infections, the majority of the patients had serious underlying
medical conditions (e.g., hematologic or other malignancy, recent major surgery, HIV) requiring multiple
concomitant medications. Patients in the noncomparative Aspergillus studies often had serious



predisposing medical conditions (e.g., bone marrow or peripheral stem cell transplants, hematologic
malignancy, solid tumors or organ transplants) requiring multiple concomitant medications.
Empirical Therapy

In the randomized, double-blinded empirical therapy study, patients received either CANCIDAS
50 mg/day (following a 70-mg loading dose) or AmBisome® (amphotericin B liposome for injection,
3 mg/kg/day). In this study clinical or laboratory hepatic adverse reactions were reported in 39% and 45%
of patients in the CANCIDAS and AmBisome groups, respectively. Also reported was an isolated, serious
adverse reaction of hyperbilirubinemia considered possibly related to CANCIDAS. Adverse reactions
occurring in >7.5% of the patients in either treatment group are presented in Table 2.

TABLE 2
Adverse Reactions Among Patients with Persistent Fever and Neutropenia*
Incidence >7.5% for at Least One Treatment Group by System Organ Class or Preferred Term

Adverse Reaction CANCIDAST AmBisome’
(MedDRA v10.1 System Organ Class and Preferred Term) N=564 (percent) N=547 (percent)
All Systems, Any Adverse Reaction 95 97
Investigations 58 63

Alanine Aminotransferase Increased 18 20

Blood Alkaline Phosphatase Increased 15 23

Blood Potassium Decreased 15 23

Aspartate Aminotransferase Increased 14 17

Blood Bilirubin Increased 10 14

Blood Albumin Decreased 7 8

Blood Magnesium Decreased 7

Blood Glucose Increased 6 9

Bilirubin Conjugated Increased 5 9

Blood Urea Increased 4 8
3

Blood Creatinine Increased 11
General Disorders and Administration Site Conditions 57 63
Pyrexia 27 29
Chills 23 31
Edema Peripheral 1 12
Mucosal Inflammation 6 8
Gastrointestinal Disorders 50 55
Diarrhea 20 16
Nausea 11 20
Abdominal Pain 9 11
Vomiting 9 17
Respiratory, Thoracic and Mediastinal Disorders 47 49
Cough 11 10
Dyspnea 9 10
Rales 7 8
Infections and Infestations 45 42
Pneumonia 11 10
Skin and Subcutaneous Tissue Disorders 42 37
Rash 16 14
Nervous System Disorders 25 27
Headache 11 12
Metabolism and Nutrition Disorders 21 24
Hypokalemia 6 8
Vascular Disorders 20 23
Hypotension 6 10
Cardiac Disorders 16 19
Tachycardia 7 9

Within any system organ class, individuals may experience more than 1 adverse reaction.

* Regardless of causality

170 mg on Day 1, then 50 mg once daily for the remainder of treatment; daily dose was increased to 70 mg for 73 patients.
1 3 mg/kg/day; daily dose was increased to 5 mg/kg for 74 patients.

2 Registered trademark of Gilead Sciences, Inc.



The proportion of patients who experienced an infusion-related adverse reaction (defined as a
systemic event, such as pyrexia, chills, flushing, hypotension, hypertension, tachycardia, dyspnea,
tachypnea, rash, or anaphylaxis, that developed during the study therapy infusion and one hour following
infusion) was significantly lower in the group treated with CANCIDAS (35%) than in the group treated with
AmBisome (52%).

To evaluate the effect of CANCIDAS and AmBisome on renal function, nephrotoxicity was defined as
doubling of serum creatinine relative to baseline or an increase of >1 mg/dL in serum creatinine if baseline
serum creatinine was above the upper limit of the normal range. Among patients whose baseline
creatinine clearance was >30 mL/min, the incidence of nephrotoxicity was significantly lower in the group
treated with CANCIDAS (3%) than in the group treated with AmBisome (12%). Clinical renal events,
regardless of causality, were similar between CANCIDAS (75/564, 13%) and AmBisome (85/547, 16%).
Candidemia and Other Candida Infections

In the randomized, double-blinded invasive candidiasis study, patients received either CANCIDAS
50 mg/day (following a 70-mg loading dose) or amphotericin B 0.6 to 1 mg/kg/day. Adverse reactions
occurring in >10% of the patients in either treatment group are presented in Table 3.

TABLE 3
Adverse Reactions Among Patients with Candidemia or other Candida Infections®

Incidence >10% for at Least One Treatment Group by System Organ Class or Preferred Term

Adverse Reaction CANCIDAS Amphotericin B
(MedDRA v10.1 System Organ Class and Preferred Term) 50 mgi N=114 N=125 (percent)
(percent)
All Systems, Any Adverse Reaction 96 99
Investigations 67 82
Blood Potassium Decreased 23 32
Blood Alkaline Phosphatase Increased 21 32
Hemoglobin Decreased 18 23
Alanine Aminotransferase Increased 16 15
Aspartate Aminotransferase Increased 16 14
Blood Bilirubin Increased 13 17
Hematocrit Decreased 13 18
Blood Creatinine Increased 11 28
Red Blood Cells Urine Positive 10 10
Blood Urea Increased 9 23
Bilirubin Conjugated Increased 8 14
Gastrointestinal Disorders 49 53
Vomiting 17 16
Diarrhea 14 10
Nausea 9 17
Infections and Infestations 48 54
Septic Shock 11 9
Pneumonia 4 10
General Disorders and Administration Site Conditions 47 63
Pyrexia 13 33
Edema Peripheral 11 12
Chills 9 30
Respiratory, Thoracic and Mediastinal Disorders 40 54
Respiratory Failure 11 12
Pleural Effusion 9 14
Tachypnea 1 11
Cardiac Disorders 26 34
Tachycardia 8 12
Skin and Subcutaneous Tissue Disorders 25 28
Rash 4 10
Vascular Disorders 25 38
Hypotension 10 16
Blood and Lymphatic System Disorders 15 13
Anemia 11 9

Within any system organ class, individuals may experience more than 1 adverse reaction.

* Intra-abdominal abscesses, peritonitis and pleural space infections.

1 Regardless of causality

1 Patients received CANCIDAS 70 mg on Day 1, then 50 mg once daily for the remainder of their treatment.



The proportion of patients who experienced an infusion-related adverse reaction (defined as a
systemic event, such as pyrexia, chills, flushing, hypotension, hypertension, tachycardia, dyspnea,
tachypnea, rash, or anaphylaxis, that developed during the study therapy infusion and one hour following
infusion) was significantly lower in the group treated with CANCIDAS (20%) than in the group treated with
amphotericin B (49%).

To evaluate the effect of CANCIDAS and amphotericin B on renal function, nephrotoxicity was defined
as doubling of serum creatinine relative to baseline or an increase of >1 mg/dL in serum creatinine if
baseline serum creatinine was above the upper limit of the normal range. In a subgroup of patients whose
baseline creatinine clearance was >30 mL/min, the incidence of nephrotoxicity was significantly lower in
the group treated with CANCIDAS than in the group treated with amphotericin B.

In a second randomized, double-blinded invasive candidiasis study, patients received either
CANCIDAS 50 mg/day (following a 70-mg loading dose) or CANCIDAS 150 mg/day. The proportion of
patients who experienced any adverse reaction was similar in the 2 treatment groups; however, this study
was not large enough to detect differences in rare or unexpected adverse events. Adverse reactions
occurring in >5% of the patients in either treatment group are presented in Table 4.

TABLE 4
Adverse Reactions Among Patients with Candidemia or other Candida Infections
Incidence >5% for at Least One Treatment Group by System Organ Class or Preferred Term

T

Adverse Reaction CANCIDAS 50 mg* CANCIDAS 150 mg
(MedDRA v11.0 System Organ Class and Preferred Term) N=104 (percent) N=100 (percent)
All Systems, Any Adverse Reaction 83 83
Infections and Infestations 44 43
Septic Shock 13 14
Pneumonia 5 7
Sepsis 5 7
General Disorders and Administration Site Conditions 33 27
Pyrexia 6 6
Gastrointestinal Disorders 30 33
Vomiting 11 6
Diarrhea 6 7
Nausea 5 7
Investigations 28 35
Alkaline Phosphatase Increased 12 9
Aspartate Aminotransferase Increased 6 9
Blood potassium decreased 6 8
Alanine Aminotransferase Increased 4 7
Respiratory, Thoracic and Mediastinal Disorders 23 26
Respiratory Failure 6 2
Vascular Disorders 19 18
Hypotension 7 3
Hypertension 5 6
Skin and Subcutaneous Tissue Disorders 15 15
Decubitus Ulcer 3 5

Within any system organ class, individuals may experience more than 1 adverse event

*  Intra-abdominal abscesses, peritonitis and pleural space infections.

1 Regardless of causality

I Patients received CANCIDAS 70 mg on Day 1, then 50 mg once daily for the remainder of their treatment.

Esophageal Candidiasis and Oropharyngeal Candidiasis
Adverse reactions occurring in >10% of patients with esophageal and/or oropharyngeal candidiasis are
presented in Table 5.

TABLE 5
Adverse Reactions Among Patients with Esophageal and/or Oropharyngeal Candidiasis*

Incidence >10% for at Least One Treatment Group by System Organ Class or Preferred Term

Adverse Reaction CANCIDAS Fluconazole IV
(MedDRA v10.1 System Organ Class and Preferred Term) 50 mg‘r 200 mg‘r
N=83 N=94
(percent) (percent)




All Systems, Any Adverse Reaction 90 93

Gastrointestinal Disorders 58 50
Diarrhea 27 18
Nausea 15 15

Investigations 53 61
Hemoglobin Decreased 21 16
Hematocrit Decreased 18 16
Aspartate Aminotransferase Increased 13 19
Blood Alkaline Phosphatase Increased 13 17
Alanine Aminotransferase Increased 12 17
White Blood Cell Count Decreased 12 19

General Disorders and Administration Site Conditions 31 36
Pyrexia 21 21

Vascular Disorders 19 15
Phlebitis 18 11

Nervous System Disorders 18 17
Headache 15 9

Within any system organ class, individuals may experience more than 1 adverse reaction.
*Regardless of causality
tDerived from a comparator-controlled clinical study.

Invasive Asperqillosis

In an open-label, noncomparative aspergillosis study, in which 69 patients received CANCIDAS (70-mg
loading dose on Day 1 followed by 50 mg daily), the following treatment-emergent adverse reactions were
observed with an incidence of >12.5%: blood alkaline phosphatase increased (22%), hypotension (20%),
respiratory failure (20%), pyrexia (17%), diarrhea (15%), nausea (15%), headache (15%), rash (13%),
aspergillosis (13%), alanine aminotransferase increased (13%), aspartate aminotransferase increased
(13%), blood bilirubin increased (13%), and blood potassium decreased (13%). Also reported infrequently
in this patient population were pulmonary edema, ARDS (adult respiratory distress syndrome), and
radiographic infiltrates.

6.2 Clinical Trials Experience in Pediatric Patients (3 months to 17 years of age)

The overall safety of CANCIDAS was assessed in 171 pediatric patients who received single or
multiple doses of CANCIDAS. The distribution among the 153 pediatric patients who were over the age of
3 months was as follows: 104 febrile, neutropenic patients; 38 patients with candidemia and/or intra-
abdominal abscesses, peritonitis, or pleural space infections; 1 patient with esophageal candidiasis; and
10 patients with invasive aspergillosis. The overall safety profile of CANCIDAS in pediatric patients is
comparable to that in adult patients. Table 6 shows the incidence of adverse reactions reported in >7.5%
of pediatric patients in clinical studies.

One patient (0.6%) receiving CANCIDAS, and three patients (12%) receiving AmBisome developed a
serious drug-related adverse reaction. Two patients (1%) were discontinued from CANCIDAS and three
patients (12%) were discontinued from AmBisome due to a drug-related adverse reaction. The proportion
of patients who experienced an infusion-related adverse reaction (defined as a systemic event, such as
pyrexia, chills, flushing, hypotension, hypertension, tachycardia, dyspnea, tachypnea, rash, or anaphylaxis,
that developed during the study therapy infusion and one hour following infusion) was 22% in the group
treated with CANCIDAS and 35% in the group treated with AmBisome.

TABLE 6
Adverse Reactions Among Pediatric Patients (0 months to 17 years of age)*
Incidence >7.5% for at Least One Treatment Group by System Organ Class or Preferred Term

Noncomparative Comparator-Controlled Clinical Study
Clinical Studies of Empirical Therapy
Adverse Reaction CANCIDAS CANCIDAS AmBisome
(MedDRA v10.0 System Organ Class and Preferred Term) Any Dose 50 mg/m2T 3 mg/kg
N=115 N=56 N=26
(percent) (percent) (percent)
All Systems, Any Adverse Reaction 95 96 89
Investigations 55 4 50
Blood Potassium Decreased 18 9 27
Aspartate Aminotransferase Increased 17 2 12
Alanine Aminotransferase Increased 14 5 12
Blood Potassium Increased 3 0 8
Protein Total Decreased 0 0 8




General Disorders and Administration Site Conditions 47 59 42
Pyrexia 29 30 23
Chills 10 13 8
Mucosal Inflammation 10 4 4
Edema 3 4 8

Respiratory, Thoracic and Mediastinal Disorders 43 32 27
Respiratory Distress 8 0 4
Cough 6 9 8

Gastrointestinal Disorders 42 4 35
Diarrhea 17 7 15
Vomiting 8 11 12
Abdominal Pain 7 4 12
Nausea 4 4 8

Infections and Infestations 40 30 35
Central Line Infection 1 9 0

Skin and Subcutaneous Tissue Disorders 33 4 39
Pruritus 7 6 8
Rash 6 23 8
Erythema 4 9 0

Vascular Disorders 24 21 19
Hypotension 12 9 8
Hypertension 10 9 4

Metabolism and Nutrition Disorders 22 11 23
Hypokalemia 8 5 4

Cardiac Disorders 17 13 19
Tachycardia 4 11 19

Nervous System Disorders 13 16 8
Headache 5 9 4

Musculoskeletal and Connective Tissue Disorders 11 14 12
Back Pain 4 0 8

Blood and Lymphatic System Disorders 10 2 15
Anemia 2 0 8

Immune System Disorders 7 7 12
Graft Versus Host Disease 1 4 8

Within any system organ class, individuals may experience more than 1 adverse reaction.
* Regardless of causality
170 mg/m2 on Day 1, then 50 mg/m2 once daily for the remainder of the treatment.

6.3 Overall Safety Experience of CANCIDAS in Clinical Trials

The overall safety of CANCIDAS was assessed in 2036 individuals (including 1642 adult or pediatric
patients and 394 volunteers) from 34 clinical studies. These individuals received single or multiple (once
daily) doses of CANCIDAS, ranging from 5mg to 210 mg. Full safety data is available from
1951 individuals, as the safety data from 85 patients enrolled in 2 compassionate use studies was limited
solely to serious adverse reactions. Treatment emergent adverse reactions, regardless of causality, which
occurred in >5% of all individuals who received CANCIDAS in these trials, are shown in Table 7.

Overall, 1665 of the 1951 (85%) patients/volunteers who received CANCIDAS experienced an adverse
reaction.

TABLE 7
Treatment-Emergent* Adverse Reactions in Patients Who Received CANCIDAS in Clinical Trials®
Incidence >5% for at Least One Treatment Group by System Organ Class or Preferred Term

Adverse Reaction* CANCIDAS

(MedDRA v10 System Organ Class and Preferred Term) (N =1951)
n (%)
All Systems, Any Adverse Reaction 1665 (85)
Investigations 901 (46)
Alanine Aminotransferase Increased 258 (13)
Aspartate Aminotransferase Increased 233 (12)
Blood Alkaline Phosphatase Increased 232 (12)
Blood Potassium Decreased 220 (11)
Blood Bilirubin Increased 117 (6)
General Disorders and Administration Site Conditions 843 (43)
Pyrexia 381 (20)
Chills 192 (10)
Edema Peripheral 110 (6)
Gastrointestinal Disorders 754 (39)
Diarrhea 273 (14)
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Nausea 166 9)
Vomiting 146 (8)
Abdominal Pain 112 (6)
Infections and Infestations 730 (37)
Pneumonia 115 (6)
Respiratory, Thoracic, and Mediastinal Disorders 613 (31)
Cough 111 (6)
Skin and Subcutaneous Tissue Disorders 520 (27)
Rash 159 (8)
Erythema 98 (5)
Nervous System Disorders 412 (21)
Headache 193 (10)
Vascular Disorders 344 (18)
Hypotension 118 (6)

* Defined as an adverse reaction, regardless of causality, while on CANCIDAS or during the 14-day post-CANCIDAS follow-up period.
T Incidence for each preferred term is 25% among individuals who received at least 1 dose of CANCIDAS.
1 Within any system organ class, individuals may experience more than 1 adverse event.

Clinically significant adverse reactions, regardless of causality or incidence which occurred in less than

5% of patients are listed below.

6.4

Blood and lymphatic system disorders: anemia, coagulopathy, febrile neutropenia, neutropenia,
thrombocytopenia

Cardiac disorders: arrhythmia, atrial fibrillation, bradycardia, cardiac arrest, myocardial infarction,
tachycardia

Gastrointestinal disorders: abdominal distension, abdominal pain upper, constipation, dyspepsia

General disorders and administration site conditions: asthenia, fatigue, infusion site
pain/pruritus/swelling, mucosal inflammation, edema

Hepatobiliary disorders: hepatic failure, hepatomegaly, hepatotoxicity, hyperbilirubinemia, jaundice
Infections and infestations: bacteremia, sepsis, urinary tract infection

Metabolic and nutrition disorders: anorexia, decreased appetite, fluid overload, hypomagnesemia,
hypercalcemia, hyperglycemia, hypokalemia

Musculoskeletal, connective tissue, and bone disorders: arthralgia, back pain, pain in extremity
Nervous system disorders: convulsion, dizziness, somnolence, tremor

Psychiatric disorders: anxiety, confusional state, depression, insomnia

Renal and urinary disorders: hematuria, renal failure

Respiratory, thoracic, and mediastinal disorders: dyspnea, epistaxis, hypoxia, tachypnea

Skin and subcutaneous tissue disorders: erythema, petechiae, skin lesion, urticaria

Vascular disorders: flushing, hypertension, phlebitis

Postmarketing Experience
The following additional adverse reactions have been identified during the post-approval use of

CANCIDAS. Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

e Gastrointestinal disorders: pancreatitis

Hepatobiliary disorders: hepatic necrosis

Skin and subcutaneous tissue disorders: erythema multiforme, Stevens-Johnson, skin exfoliation
Renal and urinary disorders: clinically significant renal dysfunction

General disorders and administration site conditions: swelling and peripheral edema

DRUG INTERACTIONS
[See Clinical Pharmacology (12.3).]
In clinical studies, caspofungin did not induce the CYP3A4 metabolism of other drugs. Caspofungin is

not a substrate for P-glycoprotein and is a poor substrate for cytochrome P450 enzymes.
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Clinical studies in adult healthy volunteers show that the pharmacokinetics of CANCIDAS are not
altered by itraconazole, amphotericin B, mycophenolate, nelfinavir, or tacrolimus. CANCIDAS has no
effect on the pharmacokinetics of itraconazole, amphotericin B, or the active metabolite of mycophenolate.
Cyclosporine: In two adult clinical studies, cyclosporine (one 4 mg/kg dose or two 3 mg/kg doses)
increased the AUC of caspofungin by approximately 35%. CANCIDAS did not increase the plasma levels
of cyclosporine. There were transient increases in liver ALT and AST when CANCIDAS and cyclosporine
were co-administered [see Warnings and Precautions (5.1)].

Tacrolimus: For patients receiving CANCIDAS and tacrolimus, standard monitoring of tacrolimus blood
concentrations and appropriate tacrolimus dosage adjustments are recommended.

Rifampin: Adult patients on rifampin should receive 70 mg of CANCIDAS daily.

Other inducers of drug clearance:

Adults: When CANCIDAS is co-administered to adult patients with inducers of drug clearance, such as

efavirenz, nevirapine, phenytoin, dexamethasone, or carbamazepine, use of a daily dose of 70 mg of

CANCIDAS should be considered.

Pediatric Patients: When CANCIDAS is co-administered to pediatric patients with inducers of drug

clearance, such as rifampin, efavirenz, nevirapine, phenytoin, dexamethasone, or carbamazepine, a

CANCIDAS dose of 70 mg/m2 daily (not to exceed an actual daily dose of 70 mg) should be

considered.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies with the use of CANCIDAS in pregnant women. In
animal studies, caspofungin caused embryofetal toxicity, including increased resorptions, increased peri-
implantation loss, and incomplete ossification at multiple fetal sites. CANCIDAS should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

In offspring born to pregnant rats treated with caspofungin at doses comparable to the human dose
based on body surface area comparisons, there was incomplete ossification of the skull and torso and
increased incidences of cervical rib. There was also an increase in resorptions and peri-implantation
losses. In pregnant rabbits treated with caspofungin at doses comparable to 2 times the human dose
based on body surface area comparisons, there was an increased incidence of incomplete ossification of
the talus/calcaneus in offspring and increases in fetal resorptions. Caspofungin crossed the placenta in
rats and rabbits and was detectable in fetal plasma.

8.3 Nursing Mothers

It is not known whether caspofungin is present in human milk. Caspofungin was found in the milk of
lactating, drug-treated rats. Because many drugs are excreted in human milk, caution should be exercised
when caspofungin is administered to a nursing woman.

8.4 Pediatric Use

The safety and effectiveness of CANCIDAS in pediatric patients 3 months to 17 years of age are
supported by evidence from adequate and well-controlled studies in adults, pharmacokinetic data in
pediatric patients, and additional data from prospective studies in pediatric patients 3 months to 17 years
of age for the following indications [see Indications and Usage (1)]:

o Empirical therapy for presumed fungal infections in febrile, neutropenic patients.

e Treatment of candidemia and the following Candida infections: intra-abdominal abscesses,

peritonitis, and pleural space infections.

Treatment of esophageal candidiasis.

Treatment of invasive aspergillosis in patients who are refractory to or intolerant of other therapies
(e.g., amphotericin B, lipid formulations of amphotericin B, itraconazole).

The efficacy and safety of CANCIDAS has not been adequately studied in prospective clinical trials
involving neonates and infants under 3 months of age. Although limited pharmacokinetic data were
collected in neonates and infants below 3 months of age, these data are insufficient to establish a safe
and effective dose of caspofungin in the treatment of neonatal candidiasis. Invasive candidiasis in
neonates has a higher rate of CNS and multi-organ involvement than in older patients; the ability of
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CANCIDAS to penetrate the blood-brain barrier and to treat patients with meningitis and endocarditis is
unknown.

CANCIDAS has not been studied in pediatric patients with endocarditis, osteomyelitis, and meningitis
due to Candida. CANCIDAS has also not been studied as initial therapy for invasive aspergillosis in
pediatric patients.

In clinical trials, 171 pediatric patients (0 months to 17 years of age), including 18 patients who were
less than 3 months of age, were given intravenous CANCIDAS. Pharmacokinetic studies enrolled a total
of 66 pediatric patients, and an additional 105 pediatric patients received CANCIDAS in safety and
efficacy studies [see Clinical Pharmacology (12.3) and Clinical Studies (14.5)]. The majority of the
pediatric patients received CANCIDAS at a once-daily maintenance dose of 50 mg/m2 for a mean duration
of 12 days (median 9, range 1-87 days). In all studies, safety was assessed by the investigator throughout
study therapy and for 14 days following cessation of study therapy. The most common adverse reactions
in pediatric patients treated with CANCIDAS were pyrexia (29%), blood potassium decreased (15%),
diarrhea (14%), increased aspartate aminotransferase (12%), rash (12%), increased alanine
aminotransferase (11%), hypotension (11%), and chills (11%) [see Adverse Reactions (6.2)].

Postmarketing hepatobiliary adverse reactions have been reported in pediatric patients with serious
underlying medical conditions [see Warnings and Precautions (5.2)].

8.5 Geriatric Use

Clinical studies of CANCIDAS did not include sufficient numbers of patients aged 65 and over to
determine whether they respond differently from younger patients. Although the number of elderly patients
was not large enough for a statistical analysis, no overall differences in safety or efficacy were observed
between these and younger patients. Plasma concentrations of caspofungin in healthy older men and
women (>65 years of age) were increased slightly (approximately 28% in AUC) compared to young
healthy men. A similar effect of age on pharmacokinetics was seen in patients with candidemia or other
Candida infections (intra-abdominal abscesses, peritonitis, or pleural space infections). No dose
adjustment is recommended for the elderly; however, greater sensitivity of some older individuals cannot
be ruled out.

8.6 Patients with Hepatic Impairment

Adult patients with mild hepatic impairment (Child-Pugh score 5 to6) do not need a dosage
adjustment. For adult patients with moderate hepatic impairment (Child-Pugh score 7 to 9), CANCIDAS
35 mg once daily is recommended based upon pharmacokinetic data [see Clinical Pharmacology (12.3)].
However, where recommended, a 70-mg loading dose should still be administered on Day 1 [see Dosage
and Administration (2.4) and Clinical Pharmacology (12.3)]. There is no clinical experience in adult
patients with severe hepatic impairment (Child-Pugh score >9) and in pediatric patients 3 months to
17 years of age with any degree of hepatic impairment.

8.7 Patients with Renal Impairment

No dosage adjustment is necessary for patients with renal impairment. Caspofungin is not dialyzable;

thus, supplementary dosing is not required following hemodialysis [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

In 6 healthy subjects who received a single 210-mg dose, no significant adverse reactions were
reported. Multiple doses above 150 mg daily have not been studied. Caspofungin is not dialyzable. The
minimum lethal dose of caspofungin in rats was 50 mg/kg, a dose which is equivalent to 10 times the
recommended daily dose based on relative body surface area comparison.

In clinical trials, one pediatric patient (16 years of age) unintentionally received a single dose of
caspofungin of 113 mg (on Day 1), followed by 80 mg daily for an additional 7 days. No clinically
significant adverse reactions were reported.

11  DESCRIPTION

CANCIDAS is a sterile, lyophilized product for intravenous (IV) infusion that contains a semisynthetic
lipopeptide (echinocandin) compound synthesized from a fermentation product of Glarea lozoyensis.
CANCIDAS is an echinocandin that inhibits the synthesis of  (1,3)-D-glucan, an integral component of the
fungal cell wall.
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CANCIDAS (caspofungin acetate) is 1-[(4R,5S)-5-[(2-aminoethyl)amino]-N*-(10,12-dimethyl-1-
oxotetradecyl)-4-hydroxy-L-ornithine]-5-[(3R)-3-hydroxy-L-ornithine] pneumocandin B, diacetate (salt).
CANCIDAS 50 mg also contains: 39 mg sucrose, 26 mg mannitol, glacial acetic acid, and sodium
hydroxide. CANCIDAS 70 mg also contains 54 mg sucrose, 36 mg mannitol, glacial acetic acid, and
sodium hydroxide. Caspofungin acetate is a hygroscopic, white to off-white powder. It is freely soluble in
water and methanol, and slightly soluble in ethanol. The pH of a saturated aqueous solution of
caspofungin acetate is approximately 6.6. The empirical formula is Cs,HggN1¢O15°2C,H,0, and the formula
weight is 1213.42. The structural formula is:

CHj
N

N W +2CHyCO,H
“OH

0

12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Caspofungin is an antifungal drug [see Clinical Pharmacology (12.4)].
12.3 Pharmacokinetics

Adult and pediatric pharmacokinetic parameters are presented in Table 8.
Distribution

Plasma concentrations of caspofungin decline in a polyphasic manner following single 1-hour IV
infusions. A short a-phase occurs immediately postinfusion, followed by a B-phase (half-life of 9 to
11 hours) that characterizes much of the profile and exhibits clear log-linear behavior from 6 to 48 hours
postdose during which the plasma concentration decreases 10-fold. An additional, longer half-life phase,
v-phase, (half-life of 40-50 hours), also occurs. Distribution, rather than excretion or biotransformation, is
the dominant mechanism influencing plasma clearance. Caspofungin is extensively bound to albumin
(~97%), and distribution into red blood cells is minimal. Mass balance results showed that approximately
92% of the administered radioactivity was distributed to tissues by 36 to 48 hours after a single 70-mg
dose of [sH] caspofungin acetate. There is little excretion or biotransformation of caspofungin during the
first 30 hours after administration.
Metabolism

Caspofungin is slowly metabolized by hydrolysis and N-acetylation. Caspofungin also undergoes
spontaneous chemical degradation to an open-ring peptide compound, L-747969. At later time points
(=5 days postdose), there is a low level (<7 picomoles/mg protein, or <1.3% of administered dose) of
covalent binding of radiolabel in plasma following single-dose administration of [PH] caspofungin acetate,
which may be due to two reactive intermediates formed during the chemical degradation of caspofungin to
L-747969. Additional metabolism involves hydrolysis into constitutive amino acids and their degradates,
including dihydroxyhomotyrosine and N-acetyl-dihydroxyhomotyrosine. These two tyrosine derivatives are
found only in urine, suggesting rapid clearance of these derivatives by the kidneys.
Excretion

Two single-dose radiolabeled pharmacokinetic studies were conducted. In one study, plasma, urine,
and feces were collected over 27 days, and in the second study plasma was collected over 6 months.
Plasma concentrations of radioactivity and of caspofungin were similar during the first 24 to 48 hours
postdose; thereafter drug levels fell more rapidly. In plasma, caspofungin concentrations fell below the
limit of quantitation after 6 to 8 days postdose, while radiolabel fell below the limit of quantitation at
22.3 weeks postdose. After single intravenous administration of [3H] caspofungin acetate, excretion of
caspofungin and its metabolites in humans was 35% of dose in feces and 41% of dose in urine. A small

14



amount of caspofungin is excreted unchanged in urine (~1.4% of dose). Renal clearance of parent drug is
low (~0.15 mL/min) and total clearance of caspofungin is 12 mL/min.

Special Populations

Renal Impairment

In a clinical study of single 70-mg doses, caspofungin pharmacokinetics were similar in healthy adult
volunteers with mild renal impairment (creatinine clearance 50to 80 mL/min) and control subjects.
Moderate (creatinine clearance 31 to 49 mL/min), severe (creatinine clearance 5 to 30 mL/min), and end-
stage (creatinine clearance <10 mL/min and dialysis dependent) renal impairment moderately increased
caspofungin plasma concentrations after single-dose administration (range: 30to 49% for AUC).
However, in adult patients with invasive aspergillosis, candidemia, or other Candida infections (intra-
abdominal abscesses, peritonitis, or pleural space infections) who received multiple daily doses of
CANCIDAS 50 mg, there was no significant effect of mild to end-stage renal impairment on caspofungin
concentrations. No dosage adjustment is necessary for patients with renal impairment. Caspofungin is not
dialyzable, thus supplementary dosing is not required following hemodialysis.

Hepatic Impairment

Plasma concentrations of caspofungin after a single 70-mg dose in adult patients with mild hepatic
impairment (Child-Pugh score 5 to 6) were increased by approximately 55% in AUC compared to healthy
control subjects. In a 14-day multiple-dose study (70 mg on Day 1 followed by 50 mg daily thereafter),
plasma concentrations in adult patients with mild hepatic impairment were increased modestly (19 to 25%
in AUC) on Days 7 and 14 relative to healthy control subjects. No dosage adjustment is recommended for
patients with mild hepatic impairment.

Adult patients with moderate hepatic impairment (Child-Pugh score 7 to 9) who received a single
70-mg dose of CANCIDAS had an average plasma caspofungin increase of 76% in AUC compared to
control subjects. A dosage reduction is recommended for adult patients with moderate hepatic impairment
based upon these pharmacokinetic data [see Dosage and Administration (2.4)].

There is no clinical experience in adult patients with severe hepatic impairment (Child-Pugh score >9)
or in pediatric patients with any degree of hepatic impairment.

Gender

Plasma concentrations of caspofungin in healthy adult men and women were similar following a single
70-mg dose. After 13 daily 50-mg doses, caspofungin plasma concentrations in women were elevated
slightly (approximately 22% in area under the curve [AUC]) relative to men. No dosage adjustment is
necessary based on gender.

Race

Regression analyses of patient pharmacokinetic data indicated that no clinically significant differences
in the pharmacokinetics of caspofungin were seen among Caucasians, Blacks, and Hispanics. No dosage
adjustment is necessary on the basis of race.

Geriatric Patients

Plasma concentrations of caspofungin in healthy older men and women (>65 years of age) were
increased slightly (approximately 28% AUC) compared to young healthy men after a single 70-mg dose of
caspofungin. In patients who were treated empirically or who had candidemia or other Candida infections
(intra-abdominal abscesses, peritonitis, or pleural space infections), a similar modest effect of age was
seen in older patients relative to younger patients. No dosage adjustment is necessary for the elderly [see
Use in Specific Populations (8.5)].

Pediatric Patients

CANCIDAS has been studied in five prospective studies involving pediatric patients under 18 years of
age, including three pediatric pharmacokinetic studies [initial study in adolescents (12-17 years of age)
and children (2-11 years of age) followed by a study in younger patients (3-23 months of age) and then
followed by a study in neonates and infants (<3 months)] [see Use in Specific Populations (8.4)].

Pharmacokinetic parameters following multiple doses of CANCIDAS in pediatric and adult patients are
presented in Table 8.

TABLE 8
Pharmacokinetic Parameters Following Multiple Doses of CANCIDAS
in Pediatric (3 months to 17 years) and Adult Patients

Daily Pharmacokinetic Parameters
Population N Dose (Mean + Standard Deviation)
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AUC.24n Cinr Coanr t2 Cl
(pug-hr/mL) (png/mL) (ug/mL) (hr)* (mL/min)
PEDIATRIC PATIENTS
Adolescents, Aged 12-17 years 8 50 mg/m 124.9 £+ 504 14.0+ 6.9 24+1.0 11.2+1.7 12.6+55
Children, Aged 2-11 years 9 50 mg/m 120.0 £ 33.4 16.1+4.2 1.7+£0.8 82+24 6.4+26
Young Children, Aged 3-23 months 8 50 mg/m 131.2+£17.7 17.6 + 3.9 1.7+07 8.8+2.1 3.2+04
ADULT PATIENTS
Adults with Esophageal Candidiasis 6 50 mg 87.3£30.0 8.7+21 1.7+07 13.0+1.9 10.6 + 3.8
Adults receiving Empirical Therapy 1197 50 mg® - 8.0+34 1.6 +£0.7 - -

* Harmonic Mean + jackknife standard deviation
T N=5 for C1hr and AUCo_z4hr; N=6 for C24hr

3 N=117 for Casnr; N=119 for Cyp,

§ Following an initial 70-mg loading dose on day 1

Drug Interactions [see Druq Interactions (7)]

Studies in vitro show that caspofungin acetate is not an inhibitor of any enzyme in the cytochrome
P450 (CYP) system. In clinical studies, caspofungin did not induce the CYP3A4 metabolism of other
drugs. Caspofungin is not a substrate for P-glycoprotein and is a poor substrate for cytochrome P450
enzymes.

Clinical studies in adult healthy volunteers show that the pharmacokinetics of CANCIDAS are not
altered by itraconazole, amphotericin B, mycophenolate, nelfinavir, or tacrolimus. CANCIDAS has no
effect on the pharmacokinetics of itraconazole, amphotericin B, or the active metabolite of mycophenolate.

Cyclosporine: In two adult clinical studies, cyclosporine (one 4 mg/kg dose or two 3 mg/kg doses)
increased the AUC of caspofungin by approximately 35%. CANCIDAS did not increase the plasma levels
of cyclosporine. There were transient increases in liver ALT and AST when CANCIDAS and cyclosporine
were co-administered [see Warnings and Precautions (5.1)].

Tacrolimus: CANCIDAS reduced the blood AUC,. 1, of tacrolimus (FK-506, Prograf®) by approximately
20%, peak blood concentration (Cy,.x) by 16%, and 12-hour blood concentration (C12,) by 26% in healthy
adult subjects when tacrolimus (2 doses of 0.1 mg/kg 12 hours apart) was administered on the 10th day of
CANCIDAS 70 mg daily, as compared to results from a control period in which tacrolimus was
administered alone. For patients receiving both therapies, standard monitoring of tacrolimus blood
concentrations and appropriate tacrolimus dosage adjustments are recommended.

Rifampin: A drug-drug interaction study with rifampin in adult healthy volunteers has shown a 30%
decrease in caspofungin trough concentrations. Adult patients on rifampin should receive 70 mg of
CANCIDAS daily.

Other inducers of drug clearance

Adults: In addition, results from regression analyses of adult patient pharmacokinetic data suggest that
co-administration of other inducers of drug clearance (efavirenz, nevirapine, phenytoin, dexamethasone,
or carbamazepine) with CANCIDAS may result in clinically meaningful reductions in caspofungin
concentrations. It is not known which drug clearance mechanism involved in caspofungin disposition may
be inducible. When CANCIDAS is co-administered to adult patients with inducers of drug clearance, such
as efavirenz, nevirapine, phenytoin, dexamethasone, or carbamazepine, use of a daily dose of 70 mg of
CANCIDAS should be considered.

Pediatric_patients: In pediatric patients, results from regression analyses of pharmacokinetic data
suggest that co-administration of dexamethasone with CANCIDAS may result in clinically meaningful
reductions in caspofungin trough concentrations. This finding may indicate that pediatric patients will have
similar reductions with inducers as seen in adults. When CANCIDAS is co-administered to pediatric
patients with inducers of drug clearance, such as rifampin, efavirenz, nevirapine, phenytoin,
dexamethasone, or carbamazepine, a CANCIDAS dose of 70 mg/m2 daily (not to exceed an actual daily
dose of 70 mg) should be considered.

12.4 Microbiology
Mechanism of Action

Caspofungin, an echinocandin, inhibits the synthesis of § (1,3)-D-glucan, an essential component of

the cell wall of susceptible Aspergillus species and Candida species. B (1,3)-D-glucan is not present in

3 Registered trademark of Astellas Pharma, Inc.
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mammalian cells. Caspofungin has shown activity against Candida species and in regions of active cell
growth of the hyphae of Aspergillus fumigatus.
Activity in vitro

Caspofungin has been shown to be active both in vitro and in clinical infections against most
strains of the following microorganisms:

Asperqgillus fumigatus

Aspergillus flavus

Aspergillus terreus

Candida albicans

Candida glabrata

Candida guilliermondii

Candida krusei

Candida parapsilosis

Candida tropicalis

Susceptibility Testing Methods [see References (15)]
Aspergillus Species and Other Filamentous fungi
No interpretive criteria have been established for Aspergillus species and other filamentous fungi.

Candida Species

The interpretive standards for caspofungin against Candida species are applicable only to tests
performed using Clinical Laboratory and Standards Institute (CLSI) microbroth dilution reference method
M27A for MIC (partial inhibition endpoint) read at 24 hours.

Broth Microdilution Techniques: Quantitative methods are used to determine antifungal minimum inhibitory
concentrations (MICs). These MICs provide estimates of the susceptibility of Candida spp. to antifungal
agents. MICs should be determined using a standardized procedure at 24 hours [see References (15)].
Standardized procedures are based on a microdilution method (broth) with standardized inoculum
concentrations and standardized concentrations of caspofungin powder. The MIC values should be
interpreted according to the criteria provided in Table 9.

TABLE 9
Susceptibility Interpretive Criteria for Caspofungin

Broth Microdilution MIC* (ug/mL) at 24 hours
Pathogen

S 1 R
Candida species <2 (1) (1)

* A report of “Susceptible” indicates that the pathogen is likely to be inhibited if the antimicrobial compound in the blood
reaches the concentrations usually achievable.

T The current absence of data on caspofungin-resistant isolates precludes defining any categories other than
“Susceptible.” Isolates yielding test results suggestive of a “Non-Susceptible” category should be retested, and if the
result is confirmed, the isolate should be submitted to a reference laboratory for further testing.

Quality Control
Standardized susceptibility test procedures require the use of quality control organisms to control the

technical aspects of the test procedures. Standard caspofungin powder should provide the following range
of values noted in Table 10.

NOTE: Quality control microorganisms are specific strains of organisms with intrinsic biological properties
relating to resistance mechanisms and their genetic expression within fungi; the specific strains used for
microbiological control are not clinically significant.

TABLE 10
Acceptable Quality Control Ranges* for Caspofungin to be used in Validation of Susceptibility Test
Results
QC strain Broth microdilution
(MIC in pg/mL) at 24-hour
Candida parapsilosis ATCCT 22019 0.25-1.0
Candida krusei ATCC 6258 0.12-1.0
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* Quality control ranges have not been established for this strain/antifungal agent combination due to their extensive
interlaboratory variation during initial quality control studies.
1 ATCC is a registered trademark of the American Type Culture Collection.

Activity in vivo

Caspofungin was active when parenterally administered to immunocompetent and immunosuppressed
mice as long as 24 hours after disseminated infections with C. albicans, in which the endpoints were
prolonged survival of infected mice and reduction of C. albicans from target organs. Caspofungin,
administered parenterally to immunocompetent and immunosuppressed rodents, as long as 24 hours
after disseminated or pulmonary infection with Aspergillus fumigatus, has shown prolonged survival, which
has not been consistently associated with a reduction in mycological burden.
Drug Resistance

A caspofungin MIC of <2 pug/mL (Susceptible) indicates that the Candida isolate is likely to be inhibited
if caspofungin therapeutic concentrations are achieved; there is insufficient treatment outcome information
on isolates with reduced caspofungin susceptibility to define categories other than susceptible.
Breakthrough infections with Candida isolates requiring caspofungin concentrations >2 pg/mL for growth
inhibition have developed in a mouse model of C. albicans infection and in some patients with Candida
infections. Some of these isolates had mutations in the FKS1 gene. The incidence of drug resistance by
various clinical isolates of Candida and Aspergillus species is unknown.
Drug Interactions

Studies in vitro and in vivo of caspofungin, in combination with amphotericin B, suggest no antagonism
of antifungal activity against either A. fumigatus or C. albicans. The clinical significance of these results is
unknown.

13  NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No long-term studies in animals have been performed to evaluate the carcinogenic potential of
caspofungin.

Caspofungin did not show evidence of mutagenic or genotoxic potential when evaluated in the
following in vitro assays: bacterial (Ames) and mammalian cell (V79 Chinese hamster lung fibroblasts)
mutagenesis assays, the alkaline elution/rat hepatocyte DNA strand break test, and the chromosome
aberration assay in Chinese hamster ovary cells. Caspofungin was not genotoxic when assessed in the
mouse bone marrow chromosomal test at doses up to 12.5 mg/kg (equivalent to a human dose of
1 mg/kg based on body surface area comparisons), administered intravenously.

Fertility and reproductive performance were not affected by the intravenous administration of
caspofungin to rats at doses up to 5 mg/kg. At 5 mg/kg exposures were similar to those seen in patients
treated with the 70-mg dose.

13.2 Animal Toxicology and/or Pharmacology

In one 5-week study in monkeys at doses which produced exposures approximately 4 to 6 times those
seen in adult patients treated with a 70-mg dose, scattered small foci of subcapsular necrosis were
observed microscopically in the livers of some animals (2/8 monkeys at 5 mg/kg and 4/8 monkeys at
8 mg/kg); however, this histopathological finding was not seen in another study of 27 weeks duration at
similar doses.

No treatment-related findings were seen in a 5-week study in infant monkeys at doses which produced
exposures approximately 3 times those achieved in pediatric patients receiving a maintenance dose of
50 mg/m? daily.

14 CLINICAL STUDIES

The results of the adult clinical studies are presented by indications in Section 14.1 to 14.4. Results of
pediatric clinical trials are in Section 14.5.
14.1 Empirical Therapy in Febrile, Neutropenic Patients

A double-blind study enrolled 1111 febrile, neutropenic (<500 cells/mms) patients who were
randomized to treatment with daily doses of CANCIDAS (50 mg/day following a 70-mg loading dose on
Day 1) or AmBisome (3 mg/kg/day). Patients were stratified based on risk category (high-risk patients had
undergone allogeneic stem cell transplantation or had relapsed acute leukemia) and on receipt of prior
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antifungal prophylaxis. Twenty-four percent of patients were high risk and 56% had received prior
antifungal prophylaxis. Patients who remained febrile or clinically deteriorated following 5 days of therapy
could receive 70 mg/day of CANCIDAS or 5 mg/kg/day of AmBisome. Treatment was continued to
resolution of neutropenia (but not beyond 28 days unless a fungal infection was documented).

An overall favorable response required meeting each of the following criteria: no documented
breakthrough fungal infections up to 7 days after completion of treatment, survival for 7 days after
completion of study therapy, no discontinuation of the study drug because of drug-related toxicity or lack of
efficacy, resolution of fever during the period of neutropenia, and successful treatment of any documented
baseline fungal infection.

Based on the composite response rates, CANCIDAS was as effective as AmBisome in empirical
therapy of persistent febrile neutropenia (see Table 11).

TABLE 11
Favorable Response of Patients with Persistent Fever and Neutropenia
% Difference
CANCIDAS* AmBisome* (Confidence Interval)‘r
Number of Patients” 556 539
Overall Favorable Response 190 (33.9%) 181 (33.7%) 0.2 (-5.6,6.0)
No documented breakthrough fungal infection 527 (94.8%) 515 (95.5%) -0.8
Survival 7 days after end of treatment 515 (92.6%) 481 (89.2%) 34
No discontinuation due to toxicity or lack of efficacy 499 (89.7%) 461 (85.5%) 4.2
Resolution of fever during neutropenia 229 (41.2%) 223 (41.4%) -0.2

* CANCIDAS: 70 mg on Day 1, then 50 mg once daily for the remainder of treatment (daily dose increased to 70 mg for 73 patients);
AmBisome: 3 mg/kg/day (daily dose increased to 5 mg/kg for 74 patients).

1 Overall Response: estimated % difference adjusted for strata and expressed as CANCIDAS — AmBisome (95.2% Cl); Individual criteria
presented above are not mutually exclusive. The percent difference calculated as CANCIDAS — AmBisome.

I Analysis population excluded subjects who did not have fever or neutropenia at study entry.

The rate of successful treatment of documented baseline infections, a component of the primary
endpoint, was not statistically different between treatment groups.

The response rates did not differ between treatment groups based on either of the stratification
variables: risk category or prior antifungal prophylaxis.

14.2 Candidemia and the Following other Candida Infections: Intra-Abdominal Abscesses,
Peritonitis and Pleural Space Infections

In a randomized, double-blind study, patients with a proven diagnosis of invasive candidiasis received
daily doses of CANCIDAS (50 mg/day following a 70-mg loading dose on Day 1) or amphotericin B
deoxycholate (0.6 to 0.7 mg/kg/day for non-neutropenic patients and 0.7 to 1 mg/kg/day for neutropenic
patients). Patients were stratified by both neutropenic status and APACHE Il score. Patients with Candida
endocarditis, meningitis, or osteomyelitis were excluded from this study.

Patients who met the entry criteria and received one or more doses of IV study therapy were included
in the modified intention-to-treat [MITT] analysis of response at the end of IV study therapy. A favorable
response at this time point required both symptom/sign resolution/improvement and microbiological
clearance of the Candida infection.

Two hundred thirty-nine patients were enrolled. Patient disposition is shown in Table 12.

TABLE 12
Disposition in Candidemia and Other Candida Infections
(Intra-abdominal abscesses, peritonitis, and pleural space infections)

CANCIDAS* Amphotericin B

Randomized patients 114 125

Patients completing study” 63 (55.3%) 69 (55.2%)

DISCONTINUATIONS OF STUDY"

All Study Discontinuations 51 (44.7%) 56 (44.8%)
Study Discontinuations due to clinical adverse events 39 (34.2%) 43 (34.4%)
Study Discontinuations due to laboratory adverse events 0 (0%) 1(0.8%)

DISCONTINUATIONS OF STUDY THERAPY

All Study Therapy Discontinuations 48 (42.1%) 58 (46.4%)
Study Therapy Discontinuations due to clinical adverse events 30 (26.3%) 37 (29.6%)
Study Therapy Discontinuations due to laboratory adverse events 1(0.9%) 7 (5.6%)
Study Therapy Discontinuations due to all drug-related* adverse events 3 (2.6%) 29 (23.2%)

* Patients received CANCIDAS 70 mg on Day 1, then 50 mg once daily for the remainder of their treatment.
T Study defined as study treatment period and 6-8 week follow-up period.
1 Determined by the investigator to be possibly, probably, or definitely drug-related.
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Of the 239 patients enrolled, 224 met the criteria for inclusion in the MITT population (109 treated with
CANCIDAS and 115 treated with amphotericin B). Of these 224 patients, 186 patients had candidemia (92
treated with CANCIDAS and 94 treated with amphotericin B). The majority of the patients with candidemia
were non-neutropenic (87%) and had an APACHE Il score less than or equal to 20 (77%) in both arms.
Most candidemia infections were caused by C. albicans (39%), followed by C. parapsilosis (20%),
C. tropicalis (17%), C. glabrata (8%), and C. krusei (3%).

At the end of IV study therapy, CANCIDAS was comparable to amphotericin B in the treatment of
candidemia in the MITT population. For the other efficacy time points (Day 10 of IV study therapy, end of
all antifungal therapy, 2-week post-therapy follow-up, and 6- to 8-week post-therapy follow-up),
CANCIDAS was as effective as amphotericin B.

Outcome, relapse and mortality data are shown in Table 13.

TABLE 13
Outcomes, Relapse, & Mortality in Candidemia and Other Candida Infections (Intra-abdominal abscesses,
peritonitis, and pleural space infections)

CANCIDAS* Amphotericin B % Difference’ after
adjusting for strata
(Confidence Interval)t
Number of MITT® patients 109 115
FAVORABLE OUTCOMES (MITT) AT THE END OF IV STUDY THERAPY

All MITT patients 81/109 (74.3%) 78/115 (67.8%) 7.5 (-5.4, 20.3)
Candidemia 67/92 (72.8%) 63/94 (67.0%) 7.0(-7.0,21.1)

Neutropenic 6/14 (43%) 5/10 (50%)

Non-neutropenic 61/78 (78%) 58/84 (69%)
Endophthalmitis 0/1 2/3
Multiple Sites 4/5 4/4

Blood / Pleural 17 17

Blood / Peritoneal 17 17

Blood / Urine - 17

Peritoneal / Pleural 112 -

Abdominal / Peritoneal - 17

Subphrenic / Peritoneal 11 -

DISSEMINATED INFECTIONS, RELAPSES AND MORTALITY

Disseminated Infections in neutropenic patients 4/14 (28.6%) 3/10 (30.0%)
All relapses’ 7/81 (8.6%) 8/78 (10.3%)

Culture-confirmed relapse 5/81 (6%) 2/78 (3%)
Overall study” mortality in MITT 36/109 (33.0%) 35/115 (30.4%)

Mortality during study therapy 18/109 (17%) 13/115 (11%)

Mortality attributed to Candida 4/109 (4%) 7/115 (6%)

* Patients received CANCIDAS 70 mg on Day 1, then 50 mg once daily for the remainder of their treatment.

1 Calculated as CANCIDAS — amphotericin B

1 95% CI for candidemia, 95.6% for all patients

§ Modified intention-to-treat

9 Includes all patients who either developed a culture-confirmed recurrence of Candida infection or required antifungal therapy for the
treatment of a proven or suspected Candida infection in the follow-up period.

# Study defined as study treatment period and 6-8 week follow-up period.

In this study, the efficacy of CANCIDAS in patients with intra-abdominal abscesses, peritonitis and
pleural space Candida infections was evaluated in 19 non-neutropenic patients. Two of these patients had
concurrent candidemia. Candida was part of a polymicrobial infection that required adjunctive surgical
drainage in 11 of these 19 patients. A favorable response was seen in 9 of 9 patients with peritonitis, 3 of
4 with abscesses (liver, parasplenic, and urinary bladder abscesses), 2 of 2 with pleural space infections,
1 of 2 with mixed peritoneal and pleural infection, 1 of 1 with mixed abdominal abscess and peritonitis, and
0 of 1 with Candida pneumonia.

Overall, across all sites of infection included in the study, the efficacy of CANCIDAS was comparable
to that of amphotericin B for the primary endpoint.

In this study, the efficacy data for CANCIDAS in neutropenic patients with candidemia were limited. In
a separate compassionate use study, 4 patients with hepatosplenic candidiasis received prolonged
therapy with CANCIDAS following other long-term antifungal therapy; three of these patients had a
favorable response.

In a second randomized, double-blind study, 197 patients with proven invasive candidiasis received
CANCIDAS 50 mg/day (following a 70-mg loading dose on Day 1) or CANCIDAS 150 mg/day. The
diagnostic criteria, evaluation time points, and efficacy endpoints were similar to those employed in the
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prior study. Patients with Candida endocarditis, meningitis, or osteomyelitis were excluded. Although this
study was designed to compare the safety of the two doses, it was not large enough to detect differences
in rare or unexpected adverse events [see Adverse Reactions (6.1)]. A significant improvement in efficacy
with the 150-mg daily dose was not seen when compared to the 50-mg dose.

14.3 Esophageal Candidiasis (and information on oropharyngeal candidiasis)

The safety and efficacy of CANCIDAS in the treatment of esophageal candidiasis was evaluated in one
large, controlled, noninferiority, clinical trial and two smaller dose-response studies.

In all 3 studies, patients were required to have symptoms and microbiological documentation of
esophageal candidiasis; most patients had advanced AIDS (with CD4 counts <50/mm?).

Of the 166 patients in the large study who had culture-confirmed esophageal candidiasis at baseline,
120 had Candida albicans and 2 had Candida tropicalis as the sole baseline pathogen whereas 44 had
mixed baseline cultures containing C. albicans and one or more additional Candida species.

In the large, randomized, double-blind study comparing CANCIDAS 50 mg/day versus
intravenous fluconazole 200 mg/day for the treatment of esophageal candidiasis, patients were treated for
an average of 9days (range 7-21days). Favorable overall response at 5to 7 days following
discontinuation of study therapy required both complete resolution of symptoms and significant
endoscopic improvement. The definition of endoscopic response was based on severity of disease at
baseline using a 4-grade scale and required at least a two-grade reduction from baseline endoscopic
score or reduction to grade 0 for patients with a baseline score of 2 or less.

The proportion of patients with a favorable overall response was comparable for CANCIDAS and
fluconazole as shown in Table 14.

TABLE 14

Favorable Response Rates for Patients with Esophageal Candidiasis*
CANCIDAS Fluconazole % Difference’
(95% Cl)
Day 5-7 post-treatment 66/81 (81.5%) 80/94 (85.1%) -3.6 (-14.7,7.5)
* Analysis excluded patients without documented esophageal candidiasis or patients not receiving at least 1 day of study therapy.
1 Calculated as CANCIDAS - fluconazole

The proportion of patients with a favorable symptom response was also comparable (90.1% and
89.4% for CANCIDAS and fluconazole, respectively). In addition, the proportion of patients with a
favorable endoscopic response was comparable (85.2% and 86.2% for CANCIDAS and fluconazole,
respectively).

As shown in Table 15, the esophageal candidiasis relapse rates at the Day 14 post-treatment visit were
similar for the two groups. At the Day 28 post-treatment visit, the group treated with CANCIDAS had a
numerically higher incidence of relapse; however, the difference was not statistically significant.

TABLE 15
Relapse Rates at 14 and 28 Days Post-Therapy in Patients with Esophageal Candidiasis at Baseline
CANCIDAS Fluconazole % Difference*
(95% Cl)
Day 14 post-treatment 7/66 (10.6%) 6/76 (7.9%) 2.7 (-6.9,12.3)
Day 28 post-treatment 18/64 (28.1%) 12/72 (16.7%) 11.5 (2.5, 25.4)

* Calculated as CANCIDAS - fluconazole

In this trial, which was designed to establish noninferiority of CANCIDAS to fluconazole for the
treatment of esophageal candidiasis, 122 (70%) patients also had oropharyngeal candidiasis. A favorable
response was defined as complete resolution of all symptoms of oropharyngeal disease and all visible
oropharyngeal lesions. The proportion of patients with a favorable oropharyngeal response at the 5- to 7-
day post-treatment visit was numerically lower for CANCIDAS; however, the difference was not statistically
significant. Oropharyngeal candidiasis relapse rates at Day 14 and Day 28 post-treatment visits were
statistically significantly higher for CANCIDAS than for fluconazole. The results are shown in Table 16.

TABLE 16
Oropharyngeal Candidiasis Response Rates at 5 to 7 Days Post-Therapy and Relapse Rates at 14 and 28
Days Post-Therapy in Patients with Oropharyngeal and Esophageal Candidiasis at Baseline

CANCIDAS Fluconazole % Difference*
(95% Cl)
Response Rate Day 5-7 post-treatment 40/56 (71.4%) 55/66 (83.3%) -11.9 (-26.8, 3.0)
Relapse Rate Day 14 post-treatment 17/40 (42.5%) 7/53 (13.2%) 29.3 (11.5,47.1)
Relapse Rate Day 28 post-treatment 23/39 (59.0%) 18/51 (35.3%) 23.7 (3.4, 43.9)
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* Calculated as CANCIDAS - fluconazole

The results from the two smaller dose-ranging studies corroborate the efficacy of CANCIDAS for
esophageal candidiasis that was demonstrated in the larger study.

CANCIDAS was associated with favorable outcomes in 7 of 10 esophageal C. albicans infections
refractory to at least 200 mg of fluconazole given for 7 days, although the in vitro susceptibility of the
infecting isolates to fluconazole was not known.

14.4 Invasive Aspergillosis

Sixty-nine patients between the ages of 18 and 80 with invasive aspergillosis were enrolled in an
open-label, noncomparative study to evaluate the safety, tolerability, and efficacy of CANCIDAS. Enrolled
patients had previously been refractory to or intolerant of other antifungal therapy(ies). Refractory patients
were classified as those who had disease progression or failed to improve despite therapy for at least
7 days with amphotericin B, lipid formulations of amphotericin B, itraconazole, or an investigational azole
with reported activity against Asperqgillus. Intolerance to previous therapy was defined as a doubling of
creatinine (or creatinine >2.5 mg/dL while on therapy), other acute reactions, or infusion-related toxicity.
To be included in the study, patients with pulmonary disease must have had definite (positive tissue
histopathology or positive culture from tissue obtained by an invasive procedure) or probable (positive
radiographic or computed tomography evidence with supporting culture from bronchoalveolar lavage or
sputum, galactomannan enzyme-linked immunosorbent assay, and/or polymerase chain reaction) invasive
aspergillosis. Patients with extrapulmonary disease had to have definite invasive aspergillosis. The
definitions were modeled after the Mycoses Study Group Criteria [see References (15)]. Patients were
administered a single 70-mg loading dose of CANCIDAS and subsequently dosed with 50 mg daily. The
mean duration of therapy was 33.7 days, with a range of 1 to 162 days.

An independent expert panel evaluated patient data, including diagnosis of invasive aspergillosis,
response and tolerability to previous antifungal therapy, treatment course on CANCIDAS, and clinical
outcome.

A favorable response was defined as either complete resolution (complete response) or clinically
meaningful improvement (partial response) of all signs and symptoms and attributable radiographic
findings. Stable, nonprogressive disease was considered to be an unfavorable response.

Among the 69 patients enrolled in the study, 63 met entry diagnostic criteria and had outcome data;
and of these, 52 patients received treatment for >7 days. Fifty-three (84%) were refractory to previous
antifungal therapy and 10 (16%) were intolerant. Forty-five patients had pulmonary disease and 18 had
extrapulmonary disease. Underlying conditions were hematologic malignancy (N=24), allogeneic bone
marrow transplant or stem cell transplant (N=18), organ transplant (N=8), solid tumor (N=3), or other
conditions (N=10). All patients in the study received concomitant therapies for their other underlying
conditions. Eighteen patients received tacrolimus and CANCIDAS concomitantly, of whom 8 also received
mycophenolate mofetil.

Overall, the expert panel determined that 41% (26/63) of patients receiving at least one dose of
CANCIDAS had a favorable response. For those patients who received >7 days of therapy with
CANCIDAS, 50% (26/52) had a favorable response. The favorable response rates for patients who were
either refractory to or intolerant of previous therapies were 36% (19/53) and 70% (7/10), respectively. The
response rates among patients with pulmonary disease and extrapulmonary disease were 47% (21/45)
and 28% (5/18), respectively. Among patients with extrapulmonary disease, 2 of 8 patients who also had
definite, probable, or possible CNS involvement had a favorable response. Two of these 8 patients had
progression of disease and manifested CNS involvement while on therapy.

CANCIDAS is effective for the treatment of invasive aspergillosis in patients who are refractory to or
intolerant of itraconazole, amphotericin B, and/or lipid formulations of amphotericin B. However, the
efficacy of CANCIDAS for initial treatment of invasive aspergillosis has not been evaluated in comparator-
controlled clinical studies.

14.5 Pediatric Patients

The safety and efficacy of CANCIDAS were evaluated in pediatric patients 3 months to 17 years of age
in two prospective, multicenter clinical trials.

The first study, which enrolled 82 patients between 2 to 17 years of age, was a randomized, double-
blind study comparing CANCIDAS (50 mg/m2 IV once daily following a 70-mg/m2 loading dose on Day 1
[not to exceed 70 mg daily]) to AmBisome (3 mg/kg IV daily) in a 2:1 treatment fashion (56 on
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caspofungin, 26 on AmBisome) as empirical therapy in pediatric patients with persistent fever and
neutropenia. The study design and criteria for efficacy assessment were similar to the study in adult
patients [see Clinical Studies (14.1)]. Patients were stratified based on risk category (high-risk patients
had undergone allogeneic stem cell transplantation or had relapsed acute leukemia). Twenty-seven
percent of patients in both treatment groups were high risk. Favorable overall response rates of pediatric
patients with persistent fever and neutropenia are presented in Table 17.

TABLE 17
Favorable Overall Response Rates of Pediatric Patients with Persistent Fever and Neutropenia
CANCIDAS AmBisome*
Number of Patients 56 25
Overall Favorable Response 26/56 (46.4%) 8/25 (32.0%)
High risk 9/15 (60.0%) 0/7 (0.0%)
Low risk 17/41 (41.5%) 8/18 (44.4%)

*One patient excluded from analysis due to no fever at study entry.

The second study was a prospective, open-label, non-comparative study estimating the safety and
efficacy of caspofungin in pediatric patients (ages 3 months to 17 years) with candidemia and other
Candida infections, esophageal candidiasis, and invasive aspergillosis (as salvage therapy). The study
employed diagnostic criteria which were based on established EORTC/MSG criteria of proven or probable
infection; these criteria were similar to those criteria employed in the adult studies for these various
indications. Similarly, the efficacy time points and endpoints used in this study were similar to those
employed in the corresponding adult studies [see Clinical Studies (14.2, 14.3, and 14.4)]. All patients
received CANCIDAS at 50 mg/m2 IV once daily following a 70-mg/m2 loading dose on Day 1 (not to
exceed 70 mg daily). Among the 49 enrolled patients who received CANCIDAS, 48 were included in the
efficacy analysis (one patient excluded due to not having a baseline Aspergillus or Candida infection). Of
these 48 patients, 37 had candidemia or other Candida infections, 10 had invasive aspergillosis, and
1 patient had esophageal candidiasis. Most candidemia and other Candida infections were caused by C.
albicans (35%), followed by C. parapsilosis (22%), C. tropicalis (14%), and C. glabrata (11%). The
favorable response rate, by indication, at the end of caspofungin therapy was as follows: 30/37 (81%) in
candidemia or other Candida infections, 5/10 (50%) in invasive aspergillosis, and 1/1 in esophageal
candidiasis.
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16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

CANCIDAS 50 mg is a white to off-white powder/cake for infusion in a vial with a red aluminum band
and a plastic cap.

NDC 0006-3822-10 supplied as one single-use vial.

CANCIDAS 70 mg is a white to off-white powder/cake for infusion in a vial with a yellow/orange
aluminum band and a plastic cap.

NDC 0006-3823-10 supplied as one single-use vial.
Storage and Handling
Vials

The lyophilized vials should be stored refrigerated at 2° to 8°C (36° to 46°F).
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Reconstituted Concentrate

Reconstituted CANCIDAS in the vial may be stored at <25°C (<77°F) for one hour prior to the
preparation of the patient infusion solution.
Diluted Product

The final patient infusion solution in the IV bag or bottle can be stored at <25°C (<77°F) for 24 hours or
at 2 to 8°C (36 to 46°F) for 48 hours.

17  PATIENT COUNSELING INFORMATION

e Inform patients that there have been isolated reports of serious hepatic effects from CANCIDAS
therapy. Physicians will assess the risk/benefit of continuing CANCIDAS therapy if abnormal liver
function tests occur during treatment.

o Inform patients that CANCIDAS can cause hypersensitivity reactions, including rash, facial swelling,
pruritus, sensation of warmth, or bronchospasm.
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EUSPC-CAN-I1V-072009
1. NAME OF THE MEDICINAL PRODUCT

CANCIDAS 50 mg powder for concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains 50 mg caspofungin (as acetate).
Each 50 mg vial contains 35.7 mg of sucrose.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for concentrate for solution for infusion.

White to off-white compact, lyophilised powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

. Treatment of invasive candidiasis in adult or paediatric patients.
Treatment of invasive aspergillosis in adult or paediatric patients who are refractory to or
intolerant of amphotericin B, lipid formulations of amphotericin B and/or itraconazole.
Refractoriness is defined as progression of infection or failure to improve after a minimum of
7 days of prior therapeutic doses of effective antifungal therapy.

. Empirical therapy for presumed fungal infections (such as Candida or Aspergillus) in febrile,
neutropaenic adult or paediatric patients.

4.2 Posology and method of administration

CANCIDAS should be initiated by a physician experienced in the management of invasive fungal
infections.

After reconstitution and dilution, the solution should be administered by slow intravenous infusion
over approximately 1 hour. Do not mix or co-infuse CANCIDAS with other medicines, as there are
no data available on the compatibility of CANCIDAS with other intravenous substances, additives, or
medicinal products. DO NOT USE DILUENTS CONTAINING GLUCOSE, as CANCIDAS is not
stable in diluents containing glucose. For reconstitution directions see section 6.6.

Both 70 mg and 50 mg vials are available.
CANCIDAS should be given as a single daily infusion.

Dosage in adult patients

A single 70 mg loading dose should be administered on Day-1, followed by 50 mg daily thereafter. In
patients weighing more than 80 kg, after the initial 70 mg loading dose, CANCIDAS 70 mg daily is
recommended (see section 5.2). No dosage adjustment is necessary based on gender or race (see
section 5.2).

EN EMEA/H/C/379/I1A/037
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Dosage in paediatric patients (12 months to 17 years)
In paediatric patients (12 months to 17 years of age), dosing should be based on the patient’s body

surface area (see Instructions for Use in Paediatric Patients, Mosteller! Formula). For all indications,
a single 70-mg/m” loading dose (not to exceed an actual dose of 70 mg) should be administered on
Day 1, followed by 50 mg/m” daily thereafter (not to exceed an actual dose of 70 mg daily). If the
50-mg/m’ daily dose is well tolerated but does not provide an adequate clinical response, the daily
dose can be increased to 70 mg/m” daily (not to exceed an actual daily dose of 70 mg).

The efficacy and safety of CANCIDAS have not been sufficiently studied in clinical trials involving
neonates and infants below 12 months of age. Caution is advised when treating this age group.
Limited data suggest that CANCIDAS at 25 mg/m” daily in neonates and infants (less than 3 months
of age) and 50 mg/m’ daily in young children (3 to 11 months of age) can be considered (see

section 5.2).

Duration of treatment

Duration of empirical therapy should be based on the patient’s clinical response. Therapy should be
continued until up to 72 hours after resolution of neutropaenia (ANC>500). Patients found to have a
fungal infection should be treated for a minimum of 14 days and treatment should continue for at least
7 days after both neutropaenia and clinical symptoms are resolved.

Duration of treatment of invasive candidiasis should be based upon the patient’s clinical and
microbiological response. After signs and symptoms of invasive candidiasis have improved and
cultures have become negative, a switch to oral antifungal therapy may be considered. In general,
antifungal therapy should continue for at least 14 days after the last positive culture.

Duration of treatment of invasive aspergillosis is determined on a case by case basis and should be
based upon the severity of the patient’s underlying disease, recovery from immunosuppression, and
clinical response. In general, treatment should continue for at least 7 days after resolution of
symptoms.

Dosage in elderly patients

In elderly patients (65 years of age or more), the area under the curve (AUC) is increased by
approximately 30 %. However, no systematic dosage adjustment is required. There is limited
treatment experience in patients 65 years of age and older.

Dosage in patients with renal impairment
No dosage adjustment is necessary based on renal impairment (see section 5.2).

Dosage in patients with hepatic insufficiency

For adult patients with mild hepatic insufficiency (Child-Pugh score 5 to 6), no dosage adjustment is
needed. For adult patients with moderate hepatic insufficiency (Child-Pugh score 7 to 9), CANCIDAS
35 mg daily is recommended based upon pharmacokinetic data. An initial 70 mg loading dose should
be administered on Day-1. There is no clinical experience in adult patients with severe hepatic
insufficiency (Child-Pugh score greater than 9) and in paediatric patients with any degree of hepatic
insufficiency (see section 4.4).

Co-administration with inducers of metabolic enzymes
Limited data suggest that an increase in the daily dose of CANCIDAS to 70 mg, following the 70 mg

loading dose, should be considered when co-administering CANCIDAS in adult patients with certain
inducers of metabolic enzymes (see section 4.5). When CANCIDAS is co-administered to paediatric
patients (12 months to 17 years of age) with these same inducers of metabolic enzymes (see

1 Mosteller RD: Simplified Calculation of Body Surface Area. N Engl J Med 1987 Oct 22;317(17):1098 (letter)
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section 4.5), a CANCIDAS dose of 70-mg/m” daily (not to exceed an actual daily dose of 70 mg)
should be considered.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.
4.4 Special warnings and precautions for use

Limited data suggest that less common non-Candida yeasts and non-Aspergillus moulds are not
covered by caspofungin. The efficacy of caspofungin against these fungal pathogens has not been
established.

Concomitant use of CANCIDAS with cyclosporin has been evaluated in healthy adult volunteers and
in adult patients. Some healthy adult volunteers who received two 3 mg/kg doses of cyclosporin with
caspofungin showed transient increases in alanine transaminase (ALT) and aspartate transaminase
(AST) of less than or equal to 3-fold the upper limit of normal (ULN) that resolved with
discontinuation of the treatment. In a retrospective study of 40 patients treated during marketed use
with CANCIDAS and cyclosporin for 1 to 290 days (median 17.5 days), no serious hepatic adverse
events were noted. These data suggest that CANCIDAS can be used in patients receiving cyclosporin
when the potential benefit outweighs the potential risk. Close monitoring of liver enzymes should be
considered if CANCIDAS and cyclosporin are used concomitantly.

In adult patients with mild and moderate hepatic impairment, the AUC is increased about 20 and

75 %, respectively. A reduction of the daily dose to 35 mg is recommended for adults with moderate
hepatic impairment. There is no clinical experience in adults with severe hepatic insufficiency or in
paediatric patients with any degree of hepatic insufficiency. A higher exposure than in moderate
hepatic insufficiency is expected and CANCIDAS should be used with caution in these patients (see
sections 4.2 and 5.2).

The safety information on treatment durations longer than 4 weeks is limited.

This medicinal product contains sucrose. Patients with rare hereditary problems of fructose
intolerance or sucrase—isomaltase insufficiency should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Studies in vitro show that caspofungin acetate is not an inhibitor of any enzyme in the cytochrome
P450 (CYP) system. In clinical studies, caspofungin did not induce the CYP3A4 metabolism of other
substances. Caspofungin is not a substrate for P-glycoprotein and is a poor substrate for cytochrome
P450 enzymes. However, caspofungin has been shown to interact with other medicinal products in
pharmacological and clinical studies (see below).

In two clinical studies performed in healthy adult subjects, cyclosporin A (one 4 mg/kg dose or two

3 mg/kg doses 12 hours apart) increased the AUC of caspofungin by approximately 35 %. These AUC
increases are probably due to reduced uptake of caspofungin by the liver. CANCIDAS did not
increase the plasma levels of cyclosporin. There were transient increases in liver ALT and AST of less
than or equal to 3-fold the upper limit of normal (ULN) when CANCIDAS and cyclosporin were
co-administered, that resolved with discontinuation of the medicinal products. In a retrospective study
of 40 patients treated during marketed use with CANCIDAS and cyclosporin for 1 to 290 days
(median 17.5 days), no serious hepatic adverse events were noted (see section 4.4). Close monitoring
of liver enzymes should be considered if the two medicinal products are used concomitantly.
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CANCIDAS reduced the trough concentration of tacrolimus by 26 % in healthy adult volunteers. For
patients receiving both therapies, standard monitoring of tacrolimus blood concentrations and
appropriate tacrolimus dosage adjustments are mandatory.

Clinical studies in healthy adult volunteers show that the pharmacokinetics of CANCIDAS are not
altered to a clinically relevant extent by itraconazole, amphotericin B, mycophenolate, nelfinavir, or
tacrolimus. Caspofungin did not influence the pharmacokinetics of amphotericin B, itraconazole,
rifampicin or mycophenolate mofetil. Although safety data are limited it appears that no special
precautions are needed when amphotericin B, itraconazole, nelfinavir or mycophenolate mofetil are
co-administered with caspofungin.

Rifampicin caused a 60 % increase in AUC and 170 % increase in trough concentration of
caspofungin on the first day of co-administration when both medicinal products were initiated
together in healthy adult volunteers. Caspofungin trough levels gradually decreased upon repeated
administration. After two weeks’ administration rifampicin had limited effect on AUC, but trough
levels were 30 % lower than in adult subjects who received caspofungin alone. The mechanism of
interaction could possibly be due to an initial inhibition and subsequent induction of transport
proteins. A similar effect could be expected for other medicinal products that induce metabolic
enzymes. Limited data from population pharmacokinetics studies indicate that concomitant use of
CANCIDAS with the inducers efavirenz, nevirapine, rifampicin, dexamethasone, phenytoin, or
carbamazepine may result in a decrease in caspofungin AUC. When co-administering inducers of
metabolic enzymes, an increase in the daily dose of CANCIDAS to 70 mg, following the 70 mg
loading dose, should be considered in adult patients (see section 4.2).

All adult drug-drug interaction studies described above were conducted at a 50 or 70 mg daily
caspofungin dose. The interaction of higher doses of caspofungin with other medications has not been
formally studied.

In paediatric patients, results from regression analyses of pharmacokinetic data suggest that
co-administration of dexamethasone with CANCIDAS may result in clinically meaningful reductions
in caspofungin trough concentrations. This finding may indicate that paediatric patients will have
similar reductions with inducers as seen in adults. When CANCIDAS is co-administered to paediatric
patients (12 months to 17 years of age) with inducers of drug clearance, such as rifampicin, efavirenz,
nevirapine, phenytoin, dexamethasone, or carbamazepine, a CANCIDAS dose of 70-mg/m” daily (not
to exceed an actual daily dose of 70 mg) should be considered.

4.6 Pregnancy and lactation

For CANCIDAS, no clinical data on exposed pregnancies are available. Caspofungin should not be
used during pregnancy unless clearly necessary. There are no adequate data from the use of
caspofungin in pregnant women. Developmental studies in animals have shown adverse effects (see
section 5.3). Caspofungin has been shown to cross the placental barrier in animal studies. The

potential risk to the human foetus is unknown.

Caspofungin is excreted in milk of lactating animals. It is not known whether it is excreted in human
milk. Women receiving caspofungin should not breast-feed.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.

EN EMEA/H/C/379/I1A/037



EUSPC-CAN-IV-072009
4.8 Undesirable effects

Adult patients
In clinical studies, 1,865 adult individuals received single or multiple doses of CANCIDAS:

564 febrile neutropaenic patients (empirical therapy study), 382 patients with invasive candidiasis,
228 patients with invasive aspergillosis, 297 patients with localised Candida infections, and

394 individuals enrolled in Phase I studies. In the empirical therapy study patients had received
chemotherapy for malignancy or had undergone hematopoietic stem-cell transplantation (including
39 allogeneic transplantations). In the studies involving patients with documented Candida infections,
the majority of the patients with invasive Candida infections had serious underlying medical
conditions (e.g., haematologic or other malignancy, recent major surgery, HIV) requiring multiple
concomitant medications. Patients in the non-comparative Aspergillus study often had serious
predisposing medical conditions (e.g., bone marrow or peripheral stem cell transplants, haematologic
malignancy, solid tumours or organ transplants) requiring multiple concomitant medications.

Phlebitis was a commonly reported local injection-site adverse reaction in all patient populations.
Other local reactions included erythema, pain/tenderness, itching, discharge, and a burning sensation.

Reported clinical and laboratory abnormalities among all adults treated with CANCIDAS (total 1,780)
were typically mild and rarely led to discontinuation.

[Very common (=21/10), Common (=1/100, <1/10), Uncommon (>1/1,000, <1/100)]

Blood and lymphatic system disorders:

Common: haemoglobin decreased, haematocrit decreased, white blood cell count decreased
Uncommon. anaemia, thrombocytopaenia, coagulopathy, leukopaenia, eosinophil count increased,
platelet count decreased, platelet count increased, lymphocyte count decreased, white blood cell count
increased, neutrophil count decreased

Metabolism and nutrition disorders:

Common: hypokalemia

Uncommon. fluid overload, hypomagnesaemia, anorexia, electrolyte imbalance, hyperglycaemia,
hypocalcaemia, metabolic acidosis

Psychiatric disorders
Uncommon.: anxiety,disorientation, insomnia

Nervous system disorders:
Common: headache
Uncommon. dizziness, dysgeusia, paraesthesia, somnolence, tremor, hypoaesthesia

Eye disorders:
Uncommon. ocular icterus, vision blurred, eyelid oedema, lacrimation increased

Cardiac disorders:
Uncommon. palpitations, tachycardia, arrhythmia, atrial fibrillation, cardiac failure congestive

Vascular disorders:
Common: phlebitis

Uncommon. thrombophlebitis, flushing, hot flush, hypertension, hypotension

Respiratory, thoracic and mediastinal disorders:
Common: dyspnoea
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Uncommon: nasal congestion, pharyngolaryngeal pain, tachypnoea, bronchospasm, cough, dyspnoea
paroxysmal nocturnal, hypoxia, rales, wheezing

Gastrointestinal disorders:

Common: nausea, diarrhoea, vomiting

Uncommon. abdominal pain, abdominal pain upper, dry mouth, dyspepsia, stomach discomfort,
abdominal distension, ascites, constipation, dysphagia, flatulence

Hepatobiliary disorders:

Common: elevated liver values (alanine aminotransferase, aspartate aminotranserase, blood alkaline
phosphatase, bilirubin conjugated, blood bilirubin)

Unommon: cholestasis, hepatomegaly, hyperbilirubinaemia, jaundice, hepatic function abnormal,
hepatotoxicity, liver disorder

Skin and subcutaneous tissue disorders:

Common: rash, pruritus, erythema, hyperhidrosis

Uncommon: erythema multiforme, rash macular, rash maculo-papular, rash pruritic, urticaria,
dermatitis allergic, pruritus generalised, rash erythematous, rash generalised, rash morbilliform, skin
lesion

Musculoskeletal and connective tissue disorders
Common: arthralgia
Uncommon: back pain, pain in extremity, bone pain, muscular weakness, myalgia

Renal and urinary disorders
Uncommon: renal failure, renal failure acute

General disorders and administration site conditions:

Common: pyrexia, chills, infusion-site pruritus

Uncommon: pain, catheter site pain, fatigue, feeling cold, feeling hot, infusion site erythema, infusion
site induration, infusion site pain, infusion site swelling, injection site phlebitis, oedema peripheral,
tenderness, chest discomfort, chest pain, face oedema, feeling of body temperature change, induration,
infusion site extravasation, infusion site irritation, infusion site phlebitis, infusion site rash, infusion
site urticaria, injection site erythema, injection site oedema, injection site pain, injection site swelling,
malaise, oedema

Investigations:

Common: blood potassium decreased, blood albumin decreased

Uncommon. blood creatinine increased, red blood cells urine positive, protein total decreased, protein
urine present, prothrombin time prolonged, prothrombin time shortened, blood sodium decreased,
blood sodium increased, blood calcium decreased, blood calcium increased, blood chloride decreased,
blood glucose increased, blood magnesium decreased, blood phosphorus decreased, blood phosphorus
increased, blood urea increased, gamma-glutamyltransferase increased, activated partial
thromboplastin time prolonged, blood bicarbonate decreased, blood chloride increased, blood
potassium increased, blood pressure increased, blood uric acid decreased, blood urine present, breath
sounds abnormal, carbon dioxide decreased, immunosuppressant drug level increased, international
normalised ratio increased, urinary casts, white blood cells urine positive, and pH urine increased.

Possible histamine-mediated symptoms have been reported including reports of rash, facial swelling,
pruritus, sensation of warmth, or bronchospasm. Anaphylaxis has been reported during administration

of CANCIDAS.

Also reported in patients with invasive aspergillosis were pulmonary oedema, adult respiratory
distress syndrome (ARDS), and radiographic infiltrates.
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CANCIDAS has also been evaluated at 150 mg daily (for up to 51 days) in 100 adult patients (see
section 5.1). The study compared CANCIDAS at 50 mg daily (following a 70-mg loading dose on
Day 1) versus 150 mg daily in the treatment of invasive candidiasis. In this group of patients, the
safety of CANCIDAS at this higher dose appeared generally similar to patients receiving the 50-mg
daily dose of CANCIDAS. The proportion of patients with a serious drug-related adverse reaction or a
drug-related adverse reaction leading to caspofungin discontinuation was comparable in the

2 treatment groups.

Paediatric Patients

In clinical studies, 171 paediatric patients received single or multiple doses of CANCIDAS:

104 febrile, neutropenic patients; 56 patients with invasive candidiasis; 1 patient with esophageal
candidiasis; and 10 patients with invasive aspergillosis. The overall safety profile of CANCIDAS in
paediatric patients is generally comparable to that in adult patients.

The following adverse reactions were reported:
[Very common (=21/10), Common (=1/100, <1/10)]

Blood and lymphatic system disorders:
Common: eosinophil count increased

Nervous system disorders:
Common: headache

Cardiac disorders:
Common: tachycardia

Vascular disorders:
Common: flushing, hypotension

Hepatobiliary disorders:
Common: elevated liver enzyme levels (AST, ALT)

Skin and subcutaneous tissue disorders:
Common: rash, pruritus

General disorders and administration site conditions:

Very common: fever
Common: chills, catheter site pain

Investigations:
Common: decreased potassium, hypomagnesemia, increased glucose, decreased phosphorus, and
increased phosphorus

As in adult patients, similar histamine-mediated symptoms have also been reported in paediatric
patients.

Post-Marketing experience:
The following post-marketing adverse events have been reported:

Hepatobiliary disorders:
Hepatic dysfunction
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General disorders and administration site conditions:
Swelling and peripheral oedema

Investigations:
Hypercalcaemia

4.9 Overdose

Inadvertent administration of up to 400 mg of caspofungin in one day has been reported. These
occurrences did not result in clinically important adverse experiences. Caspofungin is not dialysable.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antimycotics for systemic use, ATC Code: J02AX04

Caspofungin acetate is a semi-synthetic lipopeptide (echinocandin) compound synthesised from a
fermentation product of Glarea lozoyensis. Caspofungin acetate inhibits the synthesis of

beta (1,3)-D-glucan, an essential component of the cell wall of many filamentous fungi and yeast.
Beta (1,3)-D-glucan is not present in mammalian cells.

Fungicidal activity with caspofungin has been demonstrated against Candida yeasts. Studies in vitro
and in vivo demonstrate that exposure of Aspergillus to caspofungin results in lysis and death of
hyphal apical tips and branch points where cell growth and division occur.

Caspofungin has in vitro activity against Aspergillus species (Aspergillus fumigatus [N = 75],
Aspergillus flavus [N = 111], Aspergillus niger [N = 31], Aspergillus nidulans [N = 8], Aspergillus
terreus [N = 52], and Aspergillus candidus [N = 3]). Caspofungin also has in vitro activity against
Candida species (Candida albicans [N = 1,032], Candida dubliniensis [N = 100], Candida glabrata
[N =151], Candida guilliermondii [N = 67], Candida kefyr [N = 62], Candida krusei [N = 147],
Candida lipolytica [N = 20], Candida lusitaniae [N = 80), Candida parapsilosis [N = 215], Candida
rugosa [N = 1], and Candida tropicalis [N = 258]), including isolates with multiple resistance
transport mutations and those with acquired or intrinsic resistance to fluconazole, amphotericin B, and
S-flucytosine. Susceptibility testing was performed according to a modification of both the Clinical
and Laboratory Standards Institute (CLSI, formerly known as the National Committee for Clinical
Laboratory Standards [NCCLS]) method M38-A (for Aspergillus species) and method M27-A (for
Candida species). Mutants of Candida with reduced susceptibility to caspofungin have been identified
in some patients during treatment. However, standardised techniques for susceptibility testing for
antifungal agents, including beta (1,3)-D-glucan synthesis inhibitors, have not been established. MIC
values for caspofungin should not be used to predict clinical outcome, since a correlation between
MIC values and clinical outcome has not been established. Development of in vitro resistance to
caspofungin by Aspergillus species has not been identified. In limited clinical experience, resistance
to caspofungin in patients with invasive aspergillosis has not been observed. The incidence of
resistance to caspofungin by various clinical isolates of Candida and Aspergillus is unknown.

Invasive Candidiasis in Adult Patients: Two hundred thirty-nine patients were enrolled in an initial
study to compare caspofungin and amphotericin B for the treatment of invasive candidiasis. Twenty-
four patients had neutropaenia. The most frequent diagnoses were bloodstream infections
(candidaemia) (77 %, n=186) and Candida peritonitis (8 %, n=19); patients with Candida
endocarditis, osteomyelitis, or meningitis were excluded from this study. Caspofungin 50 mg once
daily was administered following a 70 mg loading dose, while amphotericin B was administered at 0.6
to 0.7 mg/kg/day to non-neutropaenic patients or 0.7 to 1.0 mg/kg/day to neutropaenic patients. The
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mean duration of intravenous therapy was 11.9 days, with a range of 1 to 28 days. A favourable
response required both symptom resolution and microbiological clearance of the Candida infection.
Two hundred twenty-four patients were included in the primary efficacy analysis (MITT analysis) of
response at the end of IV study therapy; favourable response rates for the treatment of invasive
candidiasis were comparable for caspofungin (73 % [80/109]) and amphotericin B (62 % [71/115])
[% difference 12.7 (95.6 % CI-0.7, 26.0)]. Among patients with candidaemia, favourable response
rates at the end of IV study therapy were comparable for caspofungin (72 % [66/92]) and
amphotericin B (63 % [59/94]) in the primary efficacy analysis (MITT analysis) [% difference 10.0
(95.0 % CI -4.5, 24.5)]. Data in patients with non-blood sites of infection were more limited.
Favourable response rates in neutropaenic patients were 7/14 (50 %) in the caspofungin group and
4/10 (40 %) in the amphotericin B group. These limited data are supported by the outcome of the
empirical therapy study.

In a second study, patients with invasive candidiasis received daily doses of caspofungin at 50 mg/day
(following a 70-mg loading dose on Day 1) or caspofungin at 150 mg/day (see section 4.8). In this
study, the caspofungin dose was administered over 2 hours (instead of the routine 1-hour
administration). The study excluded patients with suspected Candida endocarditis, meningitis, or
osteomyelitis. As this was a primary therapy study, patients who were refractory to prior antifungal
agents were also excluded. The number of neutropenic patients enrolled in this study was also limited
(8.0 %). Efficacy was a secondary endpoint in this study. Patients who met the entry criteria and
received one or more doses of caspofungin study therapy were included in the efficacy analysis. The
favorable overall response rates at the end of caspofungin therapy were similar in the 2 treatment
groups: 72 % (73/102) and 78 % (74/95) for the caspofungin 50-mg and 150-mg treatment groups,
respectively (difference 6.3 % [95 % CI -5.9, 18.4]).

Invasive Aspergillosis in Adult Patients: Sixty-nine adult patients (age 18-80) with invasive
aspergillosis were enrolled in an open-label, non-comparative study to evaluate the safety, tolerability,
and efficacy of caspofungin. Patients had to be either refractory to (disease progression or failure to
improve with other antifungal therapies given for at least 7 days) (84 % of the enrolled patients) or
intolerant of (16 % of enrolled patients) other standard antifungal therapies. Most patients had
underlying conditions (haematologic malignancy [N = 24], allogeneic bone marrow transplant or stem
cell transplant [N = 18], organ transplant [N = 8], solid tumour [N = 3], or other conditions [N = 10]).
Stringent definitions, modelled after the Mycoses Study Group Criteria, were used for diagnosis of
invasive aspergillosis and for response to therapy (favourable response required clinically significant
improvement in radiographs as well as in signs and symptoms). The mean duration of therapy was
33.7 days, with a range of 1 to 162 days. An independent expert panel determined that 41 % (26/63)
of patients receiving at least one dose of caspofungin had a favourable response. For those patients
who received more than 7 days of therapy with caspofungin, 50 % (26/52) had a favourable response.
The favourable response rates for patients who were either refractory to or intolerant of previous
therapies were 36 % (19/53) and 70 % (7/10), respectively. Although the doses of prior antifungal
therapies in 5 patients enrolled as refractory were lower than those often administered for invasive
aspergillosis, the favourable response rate during therapy with caspofungin was similar in these
patients to that seen in the remaining refractory patients (2/5 versus 17/48, respectively). The response
rates among patients with pulmonary disease and extrapulmonary disease were 47 % (21/45) and

28 % (5/18), respectively. Among patients with extrapulmonary disease, 2 of 8 patients who also had
definite, probable, or possible CNS involvement had a favourable response.

Empirical Therapy in Febrile, Neutropaenic Adult Patients: A total of 1,111 patients with persistent
fever and neutropaenia were enrolled in a clinical study and treated with either caspofungin 50 mg
once daily following a 70 mg loading dose or liposomal amphotericin B 3.0 mg/kg/day. Eligible
patients had received chemotherapy for malignancy or had undergone hematopoietic stem-cell
transplantation, and presented with neutropaenia (<500 cells/mm’ for 96 hours) and fever (>38.0°C)
not responding to >96 hours of parenteral antibacterial therapy. Patients were to be treated until up to
72 hours after resolution of neutropaenia, with a maximum duration of 28 days. However, patients
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found to have a documented fungal infection could be treated longer. If the drug was well tolerated
but the patient’s fever persisted and clinical condition deteriorated after 5 days of therapy, the dosage
of study drug could be increased to 70 mg/day of caspofungin (13.3 % of patients treated) or to
5.0 mg/kg/day of liposomal amphotericin B (14.3 % of patients treated). There were 1,095 patients
included in the primary Modified Intention-To-Treat (MITT) efficacy analysis of overall favourable
response; caspofungin (33.9 %) was as effective as liposomal amphotericin B (33.7 %) [% difference
0.2 (95.2 % CI 5.6, 6.0)]. An overall favourable response required meeting each of 5 criteria:

(1) successful treatment of any baseline fungal infection (caspofungin 51.9 % [14/27], liposomal
amphotericin B 25.9 % [7/27]), (2) no breakthrough fungal infections during administration of study
drug or within 7 days after completion of treatment (caspofungin 94.8 % [527/556], liposomal
amphotericin B 95.5 % [515/539]), (3) survival for 7 days after completion of study therapy
(caspofungin 92.6 % [515/556], liposomal amphotericin B 89.2 % [481/539]), (4) no discontinuation
from the study drug because of drug-related toxicity or lack of efficacy (caspofungin 89.7 %
[499/556], liposomal amphotericin B 85.5 % [461/539]), and (5) resolution of fever during the period
of neutropaenia (caspofungin 41.2 % [229/556], liposomal amphotericin B 41.4 % [223/539]).
Response rates to caspofungin and liposomal amphotericin B for baseline infections caused by
Aspergillus species were, respectively, 41.7 % (5/12) and 8.3 % (1/12), and by Candida species were
66.7 % (8/12) and 41.7 % (5/12). Patients in the caspofungin group experienced breakthrough
infections due to the following uncommon yeasts and moulds: Trichosporon species (1), Fusarium
species (1), Mucor species (1), and Rhizopus species (1).

Paediatric Patients

The safety and efficacy of CANCIDAS was evaluated in paediatric patients 3 months to 17 years of
age in two prospective, multicenter clinical trials. The study design, diagnostic criteria, and criteria for
efficacy assessment were similar to the corresponding studies in adult patients (see section 5.1).

The first study, which enrolled 82 patients between 2 to 17 years of age, was a randomized, double-
blind study comparing CANCIDAS (50 mg/m’ IV once daily following a 70-mg/m” loading dose on
Day 1 [not to exceed 70 mg daily]) to liposomal amphotericin B (3 mg/kg IV daily) in a 2:1 treatment
fashion (56 on caspofungin, 26 on liposomal amphotericin B) as empirical therapy in paediatric
patients with persistent fever and neutropenia. The overall success rates in the MITT analysis results,
adjusted by risk strata, were as follows: 46.6 % (26/56) for CANCIDAS and 32.2 % (8/25) for
liposomal amphotericin B.

The second study was a prospective, open-label, non-comparative study estimating the safety and
efficacy of caspofungin in paediatric patients (ages 6 months to 17 years) with invasive candidiasis,
esophageal candidiasis, and invasive aspergillosis (as salvage therapy). Forty-nine patients were
enrolled and received CANCIDAS at 50 mg/m” IV once daily following a 70-mg/m” loading dose on
Day 1 (not to exceed 70 mg daily), of whom 48 were included in the MITT analysis. Of these, 37 had
invasive candidiasis, 10 had invasive aspergillosis, and 1 patient had esophageal candidiasis. The
favorable response rate, by indication, at the end of caspofungin therapy was as follows in the MITT
analysis: 81 % (30/37) in invasive candidiasis, 50 % (5/10) in invasive aspergillosis, and 100 % (1/1)
in esophageal candidiasis.

5.2 Pharmacokinetic properties

Distribution

Caspofungin is extensively bound to albumin. The unbound fraction of caspofungin in plasma varies
from 3.5 % in healthy volunteers to 7.6 % in patients with invasive candidiasis. Distribution plays the
prominent role in caspofungin plasma pharmacokinetics and is the rate-controlling step in both the
alpha- and beta-disposition phases. The distribution into tissues peaked at 1.5 to 2 days after dosing
when 92 % of the dose was distributed into tissues. It is likely that only a small fraction of the
caspofungin taken up into tissues later returns to plasma as parent compound. Therefore, elimination

10
EN EMEA/H/C/379/I1A/037



EUSPC-CAN-IV-072009
occurs in the absence of a distribution equilibrium, and a true estimate of the volume of distribution of
caspofungin is currently impossible to obtain.

Metabolism

Caspofungin undergoes spontaneous degradation to an open ring compound. Further metabolism
involves peptide hydrolysis and N-acetylation. Two intermediate products, formed during the
degradation of caspofungin to this open ring compound, form covalent adducts to plasma proteins
resulting in a low-level, irreversible binding to plasma proteins.

In vitro studies show that caspofungin is not an inhibitor of cytochrome P450 enzymes 1A2, 2A6,
2C9, 2C19, 2D6 or 3A4. In clinical studies, caspofungin did not induce or inhibit the CYP3A4
metabolism of other medicinal products. Caspofungin is not a substrate for P-glycoprotein and is a
poor substrate for cytochrome P450 enzymes.

Elimination and excretion

The elimination of caspofungin from plasma is slow with a clearance of 10-12 ml/min. Plasma
concentrations of caspofungin decline in a polyphasic manner following single 1-hour intravenous
infusions. A short alpha-phase occurs immediately post-infusion, followed by a beta-phase with a
half-life of 9 to 11 hours. An additional gamma-phase also occurs with a half-life of 45 hours.
Distribution, rather than excretion or biotransformation, is the dominant mechanism influencing
plasma clearance.

Approximately 75 % of a radioactive dose was recovered during 27 days: 41 % in urine and 34 % in
faeces. There is little excretion or biotransformation of caspofungin during the first 30 hours after
administration. Excretion is slow and the terminal half-life of radioactivity was 12 to 15 days. A small
amount of caspofungin is excreted unchanged in urine (approximately 1.4 % of dose).

Caspofungin displays moderate non-linear pharmacokinetics with increased accumulation as the dose
is increased, and a dose dependency in the time to reach steady state upon multiple-dose
administration.

Special populations

Increased caspofungin exposure was seen in adult patients with renal impairment and mild liver
impairment, in female subjects, and in the elderly. Generally the increase was modest and not large
enough to warrant dosage adjustment. In adult patients with moderate liver impairment or in higher
weight patients, a dosage adjustment may be necessary (see below).

Weight: Weight was found to influence caspofungin pharmacokinetics in the population
pharmacokinetic analysis in adult candidiasis patients. The plasma concentrations decrease with
increasing weight. The average exposure in an adult patient weighing 80 kg was predicted to be about
23 % lower than in an adult patient weighing 60 kg (see section 4.2).

Hepatic impairment: In adult patients with mild and moderate hepatic impairment, the AUC is
increased about 20 and 75 %, respectively. There is no clinical experience in adult patients with
severe hepatic insufficiency and in paediatric patients with any degree of hepatic insufficiency. In a
multiple-dose study, a dose reduction of the daily dose to 35 mg in adult patients with moderate
hepatic impairment has been shown to provide an AUC similar to that obtained in adult subjects with
normal hepatic function receiving the standard regimen (see section 4.2).

Renal impairment: In a clinical study of single 70 mg doses, caspofungin pharmacokinetics were
similar in adult volunteers with mild renal insufficiency (creatinine clearance 50 to 80 ml/min) and
control subjects. Moderate (creatinine clearance 31 to 49 ml/min), advanced (creatinine clearance 5 to
30 ml/min), and end-stage (creatinine clearance <10 ml/min and dialysis dependent) renal
insufficiency moderately increased caspofungin plasma concentrations after single-dose
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administration (range: 30 to 49 % for AUC). However, in adult patients with invasive candidiasis,
oesophageal candidiasis, or invasive aspergillosis who received multiple daily doses of CANCIDAS
50 mg, there was no significant effect of mild to advanced renal impairment on caspofungin
concentrations. No dosage adjustment is necessary for patients with renal insufficiency. Caspofungin
is not dialysable, thus supplementary dosing is not required following haemodialysis.

Gender: Caspofungin plasma concentrations were on average 17-38 % higher in women than in men.

Elderly: A modest increase in AUC (28 %) and Ca4, (32 %) was observed in elderly male subjects
compared with young male subjects. In patients who were treated empirically or who had invasive
candidiasis, a similar modest effect of age was seen in older patients relative to younger patients.

Race: Patient pharmacokinetic data indicated that no clinically significant differences in the
pharmacokinetics of caspofungin were seen among Caucasians, Blacks, Hispanics, and Mestizos.

Paediatric Patients:

In adolescents (ages 12 to 17 years) receiving caspofungin at 50 mg/m? daily (maximum 70 mg daily),
the caspofungin plasma AUC. 4, Was generally comparable to that seen in adults receiving
caspofungin at 50 mg daily. All adolescents received doses >50 mg daily, and, in fact, 6 of 8 received
the maximum dose of 70 mg/day. The caspofungin plasma concentrations in these adolescents were
reduced relative to adults receiving 70 mg daily, the dose most often administered to adolescents.

In children (ages 2 to 11 years) receiving caspofungin at 50 mg/m* daily (maximum 70 mg daily), the
caspofungin plasma AUC. 4, after multiple doses was comparable to that seen in adults receiving
caspofungin at 50 mg/day.

In young children and toddlers (ages 12 to 23 months) receiving caspofungin at 50 mg/m” daily
(maximum 70 mg daily), the caspofungin plasma AUC 4y, after multiple doses was comparable to
that seen in adults receiving caspofungin at 50 mg daily and to that in older children (2 to 11 years of
age) receiving the 50 mg/m” daily dose.

Overall, the available pharmacokinetic, efficacy, and safety data are limited in patients 3 to 10 months
of age. Pharmacokinetic data from one 10-month old child receiving the 50 mg/m” daily dose
indicated an AUC, .41, Within the same range as that observed in older children and adults at the

50 mg/m” and the 50 mg dose, respectively, while in one 6-month old child receiving the 50 mg/m’
dose, the AUC_,4 1, Was somewhat higher.

In neonates and infants (<3 months) receiving caspofungin at 25 mg/m” daily (corresponding mean
daily dose of 2.1 mg/kg), caspofungin peak concentration (C, 1) and caspofungin trough concentration
(Co4 1) after multiple doses were comparable to that seen in adults receiving caspofungin at 50 mg
daily. On Day 1, C,;, was comparable and C,4}, modestly elevated (36 %) in these neonates and
infants relative to adults. However, variability was seen in both C, ;; (Day 4 geometric mean

11.73 pg/ml, range 2.63 to 22.05 pg/ml) and Cyp,, (Day 4 geometric mean 3.55 pg/ml, range 0.13 to
7.17 pg/ml). AUC, .4}, measurements were not performed in this study due to the sparse plasma
sampling. Of note, the efficacy and safety of CANCIDAS have not been adequately studied in
prospective clinical trials involving neonates and infants under 3 months of age.

5.3 Preclinical safety data

Repeated dose toxicity studies in rats and monkeys using doses up to 7-8 mg/kg given intravenously
showed injection site reactions in rats and monkeys, signs of histamine release in rats, and evidence of
adverse effects directed at the liver in monkeys. Developmental toxicity studies in rats showed that
caspofungin caused decreases in foetal body weights and an increase in the incidence of incomplete
ossification of vertebra, sternebra, and skull bone at doses of 5 mg/kg that were coupled to adverse
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maternal effects such as signs of histamine release in pregnant rats. An increase in the incidence of
cervical ribs was also noted. Caspofungin was negative in irn vitro assays for potential genotoxicity as
well as in the in vivo mouse bone marrow chromosomal test. No long-term studies in animals have
been performed to evaluate the carcinogenic potential.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sucrose

Mannitol

Glacial acetic acid

Sodium hydroxide (to adjust the pH)

6.2 Incompatibilities

Do not mix with diluents containing glucose, as CANCIDAS is not stable in diluents containing
glucose. Do not mix or co-infuse CANCIDAS with other medicinal products, as there are no data
available on the compatibility of CANCIDAS with other intravenous substances, additives, or
medicinal products.

6.3  Shelf life
2 years

Reconstituted concentrate: should be used immediately. Stability data have shown that the concentrate
for solution for infusion can be stored for up to 24 hours when the vial is stored at 25°C or less and
reconstituted with water for injections.

Dilute patient infusion solution: should be used immediately. Stability data have shown that the
product can be used within 24 hours when stored at 25°C or less, or within 48 hours when the
intravenous infusion bag (bottle) is stored refrigerated (2 to 8°C) and diluted with sodium chloride
solution 9 mg/ml (0.9 %), 4.5 mg/ml (0.45 %), or 2.25 mg/ml (0.225 %) for infusion, or lactated
Ringer’s solution.

CANCIDAS contains no preservatives. From a microbiological point of view, the product should be
used immediately. If not used immediately, in use storage times and conditions prior to use are the
responsibility of the user and would normally not be longer than 24 hours at 2 to 8°C, unless
reconstitution and dilution have taken place in controlled validated aseptic conditions.

6.4  Special precautions for storage

Unopened vials: store in a refrigerator (2°C to 8°C).

For storage conditions of the reconstituted and diluted medicinal product, see section 6.3.

6.5 Nature and contents of container

10 ml Type I glass vials with a grey butyl stopper and a plastic cap with a red aluminium band for

single use only.
Supplied in packs of 1 vial.
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6.6 Special precautions for disposal

No special requirements.

Reconstitution of CANCIDAS

DO NOT USE ANY DILUENTS CONTAINING GLUCOSE, as CANCIDAS is not stable in diluents
containing glucose. DO NOT MIX OR CO-INFUSE CANCIDAS WITH ANY OTHER
MEDICINES, as there are no data available on the compatibility of CANCIDAS with other
intravenous substances, additives, or medicinal products. Visually inspect the infusion solution for
particulate matter or discolouration.

INSTRUCTIONS FOR USE IN ADULT PATIENTS

Step 1 Reconstitution of conventional vials
To reconstitute the powder, bring the vial to room temperature and aseptically add 10.5 ml of water
for injections. The concentrations of the reconstituted vials will be 5.2 mg/ml.

The white to off-white compact lyophilised powder will dissolve completely. Mix gently until a clear
solution is obtained. Reconstituted solutions should be visually inspected for particulate matter or
discolouration. This reconstituted solution may be stored for up to 24 hours at or below 25°C.

Step 2 Addition of Reconstituted CANCIDAS to patient infusion solution

Diluents for the final solution for infusion are: sodium chloride solution for injection, or lactated
Ringer’s solution. The solution for infusion is prepared by aseptically adding the appropriate amount
of reconstituted concentrate (as shown in the table below) to a 250 ml infusion bag or bottle. Reduced
volume infusions in 100 ml may be used, when medically necessary, for 50 mg or 35 mg daily doses.
Do not use if the solution is cloudy or has precipitated. This infusion solution must be used within

24 hours if stored at or below 25°C, or within 48 hours if stored refrigerated at 2 to 8°C. Chemical and
physical in-use stability of the diluted solution in sterile lactated Ringer’s solution and sodium
chloride solution 9 mg/ml (0.9 %), 4.5 mg/ml (0.45 %), and 2.25 mg/ml (0.225 %) for infusion has
been demonstrated for 24 hours at 25°C and for 48 hours at 2 to 8°C. From a microbiological point of
view, the solution must be used immediately. If not used immediately, in-use storage times and
conditions prior to use are the responsibility of the user and would normally not be longer than

24 hours at 2 to 8°C, unless reconstitution and dilution has taken place in controlled and validated
aseptic conditions.

PREPARATION OF THE SOLUTION FOR INFUSION IN ADULTS

DOSE* Volume of recon- Standard preparation | Reduced volume
stituted (reconstituted infusion
CANCIDAS for CANCIDAS added to (reconstituted
transfer to 250 ml) final CANCIDAS added to
intravenous bag or | concentration 100 ml) final
bottle concentration

50 mg 10 ml 0.19 mg/ml -

50 mg at reduced 10ml . 0.45 mg/ml

volume

35 mg for moderate

hepatic insufficiency 7 ml 0.14 mg/ml -

(from one 50 mg vial)
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DOSE* Volume of recon- Standard preparation | Reduced volume
stituted (reconstituted infusion
CANCIDAS for CANCIDAS added to (reconstituted
transfer to 250 ml) final CANCIDAS added to
intravenous bag or | concentration 100 ml) final
bottle concentration

35 mg for moderate

hepatic insufficiency 7 ml ) 0.33 me/ml

(from one 50 mg vial) at ) &

reduced volume

*10.5 ml should be used for reconstitution of all vials.

INSTRUCTIONS FOR USE IN PAEDIATRIC PATIENTS

Calculation of Body Surface Area (BSA) for paediatric dosing

Before preparation of infusion, calculate the body surface area (BSA) of the patient using the
following formula: (Mosteller Formula)

Preparation of the 70 mg/m’ infusion for paediatric patients >3 months of age (using a 50-mg vial)

1.

Determine the actual loading dose to be used in the paediatric patient by using the patient's
BSA (as calculated above) and the following equation:

BSA (m”) X 70 mg/m* = Loading Dose

The maximum loading dose on Day 1 should not exceed 70 mg regardless of the patient's
calculated dose.

Equilibrate the refrigerated vial of CANCIDAS to room temperature.

Aseptically add 10.5 ml of 0.9 % Sodium Chloride Injection, Sterile Water for Injection or
Bacteriostatic Water for Injection with methylparaben and propylparaben.” This reconstituted
solution may be stored for up to one hour at <25°C (<77°F).” This will give a final caspofungin
concentration in the vial of 5.2 mg/ml.

Remove the volume of drug equal to the calculated loading dose (Step 1) from the vial.
Aseptically transfer this volume (ml)® of reconstituted CANCIDAS to an I'V bag (or bottle)
containing 250 ml of 0.9 %, 0.45 %, or 0.225 % Sodium Chloride Injection, or Lactated
Ringers Injection. Alternatively, the volume (ml)® of reconstituted CANCIDAS can be added to
a reduced volume of 0.9 %, 0.45 %, or 0.225 % Sodium Chloride Injection or Lactated Ringers
Injection, not to exceed a final concentration of 0.5 mg/ml. This infusion solution must be used
within 24 hours if stored at <25°C (<77°F) or within 48 hours if stored refrigerated at 2 to 8§°C
(36 to 46°F).

Preparation of the 50 mg/m’ infusion _for paediatric patients >3 months of age (using a 50-mg vial)

1.

Determine the actual daily maintenance dose to be used in the paediatric patient by using the
patient's BSA (as calculated above) and the following equation:

BSA (m?) X 50 mg/m’ = Daily Maintenance Dose

The daily maintenance dose should not exceed 70 mg regardless of the patient's calculated
dose.

Equilibrate the refrigerated vial of CANCIDAS to room temperature.

Aseptically add 10.5 ml of 0.9 % Sodium Chloride Injection, Sterile Water for Injection or
Bacteriostatic Water for Injection with methylparaben and propylparaben.” This reconstituted
solution may be stored for up to one hour at <25°C (<77°F).” This will give a final caspofungin
concentration in the vial of 5.2 mg/ml.

Remove the volume of drug equal to the calculated daily maintenance dose (Step 1) from the
vial. Aseptically transfer this volume (ml)® of reconstituted CANCIDAS to an I'V bag (or bottle)
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containing 250 ml of 0.9 %, 0.45 %, or 0.225 % Sodium Chloride Injection, or Lactated
Ringers Injection. Alternatively, the volume (ml)° of reconstituted CANCIDAS can be added to
a reduced volume of 0.9 %, 0.45 %, or 0.225 % Sodium Chloride Injection or Lactated Ringers
Injection, not to exceed a final concentration of 0.5 mg/ml. This infusion solution must be used
within 24 hours if stored at <25°C (<77°F) or within 48 hours if stored refrigerated at 2 to 8°C
(36 to 46°F).

Preparation notes:
a. The white to off-white cake will dissolve completely. Mix gently until a clear solution is obtained.

b. Visually inspect the reconstituted solution for particulate matter or discolouration during
reconstitution and prior to infusion. Do not use if the solution is cloudy or has precipitated.

c. CANCIDAS is formulated to provide the full labeled vial dose (50 mg) when 10 ml is withdrawn
from the vial.

7. MARKETING AUTHORISATION HOLDER
Merck Sharp & Dohme Ltd

Hertford Road, Hoddesdon

Hertfordshire EN11 9BU

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/01/196/001
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 24 October 2001.

Date of last renewal: 29 September 2006.

10. DATE OF REVISION OF THE TEXT
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1. NAME OF THE MEDICINAL PRODUCT

CANCIDAS 70 mg powder for concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains 70 mg caspofungin (as acetate).
Each 70 mg vial contains 50.0 mg of sucrose.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for concentrate for solution for infusion.

White to off-white compact, lyophilised powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

. Treatment of invasive candidiasis in adult or paediatric patients.
Treatment of invasive aspergillosis in adult or paediatric patients who are refractory to or
intolerant of amphotericin B, lipid formulations of amphotericin B and/or itraconazole.
Refractoriness is defined as progression of infection or failure to improve after a minimum of
7 days of prior therapeutic doses of effective antifungal therapy.

. Empirical therapy for presumed fungal infections (such as Candida or Aspergillus) in febrile,
neutropaenic adult or paediatric patients.

4.2 Posology and method of administration

CANCIDAS should be initiated by a physician experienced in the management of invasive fungal
infections.

After reconstitution and dilution, the solution should be administered by slow intravenous infusion
over approximately 1 hour. Do not mix or co-infuse CANCIDAS with other medicines, as there are
no data available on the compatibility of CANCIDAS with other intravenous substances, additives, or
medicinal products. DO NOT USE DILUENTS CONTAINING GLUCOSE, as CANCIDAS is not
stable in diluents containing glucose. For reconstitution directions see section 6.6.

Both 70 mg and 50 mg vials are available.
CANCIDAS should be given as a single daily infusion.

Dosage in adult patients

A single 70 mg loading dose should be administered on Day-1, followed by 50 mg daily thereafter. In
patients weighing more than 80 kg, after the initial 70 mg loading dose, CANCIDAS 70 mg daily is
recommended (see section 5.2). No dosage adjustment is necessary based on gender or race (see
section 5.2).
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Dosage in paediatric patients (12 months to 17 years)
In paediatric patients (12 months to 17 years of age), dosing should be based on the patient’s body

surface area (see Instructions for Use in Paediatric Patients, Mosteller2 Formula). For all indications,
a single 70-mg/m” loading dose (not to exceed an actual dose of 70 mg) should be administered on
Day 1, followed by 50 mg/m” daily thereafter (not to exceed an actual dose of 70 mg daily). If the
50-mg/m’ daily dose is well tolerated but does not provide an adequate clinical response, the daily
dose can be increased to 70 mg/m” daily (not to exceed an actual daily dose of 70 mg).

The efficacy and safety of CANCIDAS have not been sufficiently studied in clinical trials involving
neonates and infants below 12 months of age. Caution is advised when treating this age group.
Limited data suggest that CANCIDAS at 25 mg/m” daily in neonates and infants (less than 3 months
of age) and 50 mg/m’ daily in young children (3 to 11 months of age) can be considered (see

section 5.2).

Duration of treatment

Duration of empirical therapy should be based on the patient’s clinical response. Therapy should be
continued until up to 72 hours after resolution of neutropaenia (ANC>500). Patients found to have a
fungal infection should be treated for a minimum of 14 days and treatment should continue for at least
7 days after both neutropaenia and clinical symptoms are resolved.

Duration of treatment of invasive candidiasis should be based upon the patient’s clinical and
microbiological response. After signs and symptoms of invasive candidiasis have improved and
cultures have become negative, a switch to oral antifungal therapy may be considered. In general,
antifungal therapy should continue for at least 14 days after the last positive culture.

Duration of treatment of invasive aspergillosis is determined on a case by case basis and should be
based upon the severity of the patient’s underlying disease, recovery from immunosuppression, and
clinical response. In general, treatment should continue for at least 7 days after resolution of
symptoms.

Dosage in elderly patients

In elderly patients (65 years of age or more), the area under the curve (AUC) is increased by
approximately 30 %. However, no systematic dosage adjustment is required. There is limited
treatment experience in patients 65 years of age and older.

Dosage in patients with renal impairment
No dosage adjustment is necessary based on renal impairment (see section 5.2).

Dosage in patients with hepatic insufficiency

For adult patients with mild hepatic insufficiency (Child-Pugh score 5 to 6), no dosage adjustment is
needed. For adult patients with moderate hepatic insufficiency (Child-Pugh score 7 to 9), CANCIDAS
35 mg daily is recommended based upon pharmacokinetic data. An initial 70 mg loading dose should
be administered on Day 1. There is no clinical experience in adult patients with severe hepatic
insufficiency (Child-Pugh score greater than 9) and in paediatric patients with any degree of hepatic
insufficiency (see section 4.4).

Co-administration with inducers of metabolic enzymes
Limited data suggest that an increase in the daily dose of CANCIDAS to 70 mg, following the 70 mg

loading dose, should be considered when co-administering CANCIDAS in adult patients with certain
inducers of metabolic enzymes (see section 4.5). When CANCIDAS is co-administered to paediatric
patients (12 months to 17 years of age) with these same inducers of metabolic enzymes (see

2 Mosteller RD: Simplified Calculation of Body Surface Area. N Engl J Med 1987 Oct 22;317(17):1098 (letter)
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section 4.5), a CANCIDAS dose of 70-mg/m” daily (not to exceed an actual daily dose of 70 mg)
should be considered.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.
4.4 Special warnings and precautions for use

Limited data suggest that less common non-Candida yeasts and non-Aspergillus moulds are not
covered by caspofungin. The efficacy of caspofungin against these fungal pathogens has not been
established.

Concomitant use of CANCIDAS with cyclosporin has been evaluated in healthy adult volunteers and
in adult patients. Some healthy adult volunteers who received two 3 mg/kg doses of cyclosporin with
caspofungin showed transient increases in alanine transaminase (ALT) and aspartate transaminase
(AST) of less than or equal to 3-fold the upper limit of normal (ULN) that resolved with
discontinuation of the treatment. In a retrospective study of 40 patients treated during marketed use
with CANCIDAS and cyclosporin for 1 to 290 days (median 17.5 days), no serious hepatic adverse
events were noted. These data suggest that CANCIDAS can be used in patients receiving cyclosporin
when the potential benefit outweighs the potential risk. Close monitoring of liver enzymes should be
considered if CANCIDAS and cyclosporin are used concomitantly.

In adult patients with mild and moderate hepatic impairment, the AUC is increased about 20 and

75 %, respectively. A reduction of the daily dose to 35 mg is recommended for adults with moderate
hepatic impairment. There is no clinical experience in adults with severe hepatic insufficiency or in
paediatric patients with any degree of hepatic insufficiency. A higher exposure than in moderate
hepatic insufficiency is expected and CANCIDAS should be used with caution in these patients (see
sections 4.2 and 5.2).

The safety information on treatment durations longer than 4 weeks is limited.

This medicinal product contains sucrose. Patients with rare hereditary problems of fructose
intolerance or sucrase—isomaltase insufficiency should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Studies in vitro show that caspofungin acetate is not an inhibitor of any enzyme in the cytochrome
P450 (CYP) system. In clinical studies, caspofungin did not induce the CYP3A4 metabolism of other
substances. Caspofungin is not a substrate for P-glycoprotein and is a poor substrate for cytochrome
P450 enzymes. However, caspofungin has been shown to interact with other medicinal products in
pharmacological and clinical studies (see below).

In two clinical studies performed in healthy adult subjects, cyclosporin A (one 4 mg/kg dose or two

3 mg/kg doses 12 hours apart) increased the AUC of caspofungin by approximately 35 %. These AUC
increases are probably due to reduced uptake of caspofungin by the liver. CANCIDAS did not
increase the plasma levels of cyclosporin. There were transient increases in liver ALT and AST of less
than or equal to 3-fold the upper limit of normal (ULN) when CANCIDAS and cyclosporin were
co-administered, that resolved with discontinuation of the medicinal products. In a retrospective study
of 40 patients treated during marketed use with CANCIDAS and cyclosporin for 1 to 290 days
(median 17.5 days), no serious hepatic adverse events were noted (see section 4.4). Close monitoring
of liver enzymes should be considered if the two medicinal products are used concomitantly.
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CANCIDAS reduced the trough concentration of tacrolimus by 26 % in healthy adult volunteers. For
patients receiving both therapies, standard monitoring of tacrolimus blood concentrations and
appropriate tacrolimus dosage adjustments are mandatory.

Clinical studies in healthy adult volunteers show that the pharmacokinetics of CANCIDAS are not
altered to a clinically relevant extent by itraconazole, amphotericin B, mycophenolate, nelfinavir, or
tacrolimus. Caspofungin did not influence the pharmacokinetics of amphotericin B, itraconazole,
rifampicin or mycophenolate mofetil. Although safety data are limited it appears that no special
precautions are needed when amphotericin B, itraconazole, nelfinavir or mycophenolate mofetil are
co-administered with caspofungin.

Rifampicin caused a 60 % increase in AUC and 170 % increase in trough concentration of
caspofungin on the first day of co-administration when both medicinal products were initiated
together in healthy adult volunteers. Caspofungin trough levels gradually decreased upon repeated
administration. After two weeks’ administration rifampicin had limited effect on AUC, but trough
levels were 30 % lower than in adult subjects who received caspofungin alone. The mechanism of
interaction could possibly be due to an initial inhibition and subsequent induction of transport
proteins. A similar effect could be expected for other medicinal products that induce metabolic
enzymes. Limited data from population pharmacokinetics studies indicate that concomitant use of
CANCIDAS with the inducers efavirenz, nevirapine, rifampicin, dexamethasone, phenytoin, or
carbamazepine may result in a decrease in caspofungin AUC. When co-administering inducers of
metabolic enzymes, an increase in the daily dose of CANCIDAS to 70 mg, following the 70 mg
loading dose, should be considered in adult patients (see section 4.2).

All adult drug-drug interaction studies described above were conducted at a 50- or 70-mg daily
caspofungin dose. The interaction of higher doses of caspofungin with other medications has not been
formally studied.

In paediatric patients, results from regression analyses of pharmacokinetic data suggest that
co-administration of dexamethasone with CANCIDAS may result in clinically meaningful reductions
in caspofungin trough concentrations. This finding may indicate that paediatric patients will have
similar reductions with inducers as seen in adults. When CANCIDAS is co-administered to paediatric
patients (12 months to 17 years of age) with inducers of drug clearance, such as rifampicin, efavirenz,
nevirapine, phenytoin, dexamethasone, or carbamazepine, a CANCIDAS dose of 70-mg/m” daily (not
to exceed an actual daily dose of 70 mg) should be considered.

4.6 Pregnancy and lactation

For CANCIDAS, no clinical data on exposed pregnancies are available. Caspofungin should not be
used during pregnancy unless clearly necessary. There are no adequate data from the use of
caspofungin in pregnant women. Developmental studies in animals have shown adverse effects (see
section 5.3). Caspofungin has been shown to cross the placental barrier in animal studies. The

potential risk to the human foetus is unknown.

Caspofungin is excreted in milk of lactating animals. It is not known whether it is excreted in human
milk. Women receiving caspofungin should not breast-feed.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.
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4.8 Undesirable effects

Adult patients
In clinical studies, 1,865 adult individuals received single or multiple doses of CANCIDAS:

564 febrile neutropaenic patients (empirical therapy study), 382 patients with invasive candidiasis,
228 patients with invasive aspergillosis, 297 patients with localised Candida infections, and

394 individuals enrolled in Phase I studies. In the empirical therapy study patients had received
chemotherapy for malignancy or had undergone hematopoietic stem-cell transplantation (including
39 allogeneic transplantations). In the studies involving patients with documented Candida infections,
the majority of the patients with invasive Candida infections had serious underlying medical
conditions (e.g., haematologic or other malignancy, recent major surgery, HIV) requiring multiple
concomitant medications. Patients in the non-comparative Aspergillus study often had serious
predisposing medical conditions (e.g., bone marrow or peripheral stem cell transplants, haematologic
malignancy, solid tumours or organ transplants) requiring multiple concomitant medications.

Phlebitis was a commonly reported local injection-site adverse reaction in all patient populations.
Other local reactions included erythema, pain/tenderness, itching, discharge, and a burning sensation.

Reported clinical and laboratory abnormalities among all adults treated with CANCIDAS (total 1,780)
were typically mild and rarely led to discontinuation.

The following adverse reactions were reported:
[Very common (=21/10), Common (=1/100, <1/10), Uncommon (>1/1,000, <1/100)]

Blood and lymphatic system disorders:

Common: haemoglobin decreased, haematocrit decreased, white blood cell count decreased
Uncommon. anaemia, thrombocytopaenia, coagulopathy, leukopaenia, eosinophil count increased,
platelet count decreased, platelet count increased, lymphocyte count decreased, white blood cell count
increased, neutrophil count decreased

Metabolism and nutrition disorders:

Common: hypokalemia

Uncommon: fluid overload, hypomagnesaemia, anorexia, electrolyte imbalance, hyperglycaemia,
hypocalcaemia, metabolic acidosis

Psychiatric disorders
Uncommon.: anxiety,disorientation, insomnia

Nervous system disorders:
Common: headache
Uncommon. dizziness, dysgeusia, paraesthesia, somnolence, tremor, hypoaesthesia

Eye disorders:
Uncommon. ocular icterus, vision blurred, eyelid oedema, lacrimation increased

Cardiac disorders:
Uncommon. palpitations, tachycardia, arrhythmia, atrial fibrillation, cardiac failure congestive

Vascular disorders:
Common: phlebitis
Uncommon. thrombophlebitis, flushing, hot flush, hypertension, hypotension
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Respiratory, thoracic and mediastinal disorders:
Common: dyspnoea
Uncommon. nasal congestion, pharyngolaryngeal pain, tachypnoea, bronchospasm, cough, dyspnoea
paroxysmal nocturnal, hypoxia, rales, wheezing

Gastrointestinal disorders:

Common: nausea, diarrhoea, vomiting

Uncommon. abdominal pain, abdominal pain upper, dry mouth, dyspepsia, stomach discomfort,
abdominal distension, ascites, constipation, dysphagia, flatulence

Hepatobiliary disorders:

Common : elevated liver values (alanine aminotransferase, aspartate aminotranserase, blood alkaline
phosphatase, bilirubin conjugated, blood bilirubin)

Unommon: cholestasis, hepatomegaly, hyperbilirubinaemia, jaundice, hepatic function abnormal,
hepatotoxicity, liver disorder

Skin and subcutaneous tissue disorders:

Common: rash, pruritus, erythema, hyperhidrosis

Uncommon: erythema multiforme, rash macular, rash maculo-papular, rash pruritic, urticaria,
dermatitis allergic, pruritus generalised, rash erythematous, rash generalised, rash morbilliform, skin
lesion

Musculoskeletal and connective tissue disorders
Common: arthralgia
Uncommon. back pain, pain in extremity, bone pain, muscular weakness, myalgia

Renal and urinary disorders
Uncommon: renal failure, renal failure acute

General disorders and administration site conditions:

Common: pyrexia, chills, infusion-site pruritus

Uncommon. pain, catheter site pain, fatigue, feeling cold, feeling hot, infusion site erythema, infusion
site induration, infusion site pain, infusion site swelling, injection site phlebitis, oedema peripheral,
tenderness, chest discomfort, chest pain, face oedema, feeling of body temperature change, induration,
infusion site extravasation, infusion site irritation, infusion site phlebitis, infusion site rash, infusion
site urticaria, injection site erythema, injection site oedema, injection site pain, injection site swelling,
malaise, oedema

Investigations:

Common: blood potassium decreased, blood albumin decreased

Uncommon. blood creatinine increased, red blood cells urine positive, protein total decreased, protein
urine present, prothrombin time prolonged, prothrombin time shortened, blood sodium decreased,
blood sodium increased, blood calcium decreased, blood calcium increased, blood chloride decreased,
blood glucose increased, blood magnesium decreased, blood phosphorus decreased, blood phosphorus
increased, blood urea increased, gamma-glutamyltransferase increased, activated partial
thromboplastin time prolonged, blood bicarbonate decreased, blood chloride increased, blood
potassium increased, blood pressure increased, blood uric acid decreased, blood urine present, breath
sounds abnormal, carbon dioxide decreased, immunosuppressant drug level increased, international
normalised ratio increased, urinary casts, white blood cells urine positive, and pH urine increased.

Possible histamine-mediated symptoms have been reported including reports of rash, facial swelling,
pruritus, sensation of warmth, or bronchospasm. Anaphylaxis has been reported during administration
of CANCIDAS.
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Also reported in patients with invasive aspergillosis were pulmonary oedema, adult respiratory
distress syndrome (ARDS), and radiographic infiltrates.

CANCIDAS has also been evaluated at 150 mg daily (for up to 51 days) in 100 adult patients (see
section 5.1). The study compared CANCIDAS at 50 mg daily (following a 70-mg loading dose on
Day 1) versus 150 mg daily in the treatment of invasive candidiasis. In this group of patients, the
safety of CANCIDAS at this higher dose appeared generally similar to patients receiving the 50-mg
daily dose of CANCIDAS. The proportion of patients with a serious drug-related adverse reaction or a
drug-related adverse reaction leading to caspofungin discontinuation was comparable in the

2 treatment groups.

Paediatric Patients

In clinical studies, 171 paediatric patients received single or multiple doses of CANCIDAS:

104 febrile, neutropenic patients; 56 patients with invasive candidiasis; 1 patient with esophageal
candidiasis; and 10 patients with invasive aspergillosis. The overall safety profile of CANCIDAS in
paediatric patients is generally comparable to that in adult patients.

The following adverse reactions were reported:
[Very common (=21/10), Common (=1/100, <1/10)]

Blood and lymphatic system disorders:
Common: eosinophil count increased

Nervous system disorders:
Common: headache

Cardiac disorders:
Common: tachycardia

Vascular disorders:
Common: flushing, hypotension

Hepatobiliary disorders:
Common: elevated liver enzyme levels (AST, ALT)

Skin and subcutaneous tissue disorders:
Common: rash, pruritus

General disorders and administration site conditions:

Very common: fever
Common: chills, catheter site pain

Investigations:
Common: decreased potassium, hypomagnesemia, increased glucose, decreased phosphorus, and
increased phosphorus

As in adult patients, similar histamine-mediated symptoms have also been reported in paediatric
patients.

Post-Marketing experience:
The following post-marketing adverse events have been reported:
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Hepatobiliary disorders:
Hepatic dysfunction

General disorders and administration site conditions:
Swelling and peripheral oedema

Investigations:
Hypercalcaemia

4.9 Overdose

Inadvertent administration of up to 400 mg of caspofungin in one day has been reported. These
occurrences did not result in clinically important adverse experiences. Caspofungin is not dialysable.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antimycotics for systemic use, ATC Code: J02AX04

Caspofungin acetate is a semi-synthetic lipopeptide (echinocandin) compound synthesised from a
fermentation product of Glarea lozoyensis. Caspofungin acetate inhibits the synthesis of

beta (1,3)-D-glucan, an essential component of the cell wall of many filamentous fungi and yeast.
Beta (1,3)-D-glucan is not present in mammalian cells.

Fungicidal activity with caspofungin has been demonstrated against Candida yeasts. Studies in vitro
and in vivo demonstrate that exposure of Aspergillus to caspofungin results in lysis and death of
hyphal apical tips and branch points where cell growth and division occur.

Caspofungin has in vitro activity against Aspergillus species (Aspergillus fumigatus [N = 75],
Aspergillus flavus [N = 111], Aspergillus niger [N = 31], Aspergillus nidulans [N = 8], Aspergillus
terreus [N = 52], and Aspergillus candidus [N = 3]). Caspofungin also has in vitro activity against
Candida species (Candida albicans [N = 1,032], Candida dubliniensis [N = 100], Candida glabrata
[N =151], Candida guilliermondii [N = 67], Candida kefyr [N = 62], Candida krusei [N = 147],
Candida lipolytica [N = 20], Candida lusitaniae [N = 80], Candida parapsilosis [N = 215], Candida
rugosa [N = 1], and Candida tropicalis [N = 258]), including isolates with multiple resistance
transport mutations and those with acquired or intrinsic resistance to fluconazole, amphotericin B, and
S-flucytosine. Susceptibility testing was performed according to a modification of both the Clinical
and Laboratory Standards Institute (CLSI, formerly known as the National Committee for Clinical
Laboratory Standards [NCCLS]) method M38-A (for Aspergillus species) and method M27-A (for
Candida species). Mutants of Candida with reduced susceptibility to caspofungin have been identified
in some patients during treatment. However, standardised techniques for susceptibility testing for
antifungal agents, including beta (1,3)-D-glucan synthesis inhibitors, have not been established. MIC
values for caspofungin should not be used to predict clinical outcome, since a correlation between
MIC values and clinical outcome has not been established. Development of ir vitro resistance to
caspofungin by Aspergillus species has not been identified. In limited clinical experience, resistance
to caspofungin in patients with invasive aspergillosis has not been observed. The incidence of
resistance to caspofungin by various clinical isolates of Candida and Aspergillus is unknown.

Invasive Candidiasis in Adult Patients: Two hundred thirty-nine patients were enrolled in an initial
study to compare caspofungin and amphotericin B for the treatment of invasive candidiasis. Twenty-
four patients had neutropaenia. The most frequent diagnoses were bloodstream infections
(candidaemia) (77 %, n=186) and Candida peritonitis (8 %, n=19); patients with Candida
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endocarditis, osteomyelitis, or meningitis were excluded from this study. Caspofungin 50 mg once
daily was administered following a 70-mg loading dose, while amphotericin B was administered at
0.6 to 0.7 mg/kg/day to non-neutropaenic patients or 0.7 to 1.0 mg/kg/day to neutropaenic patients.
The mean duration of intravenous therapy was 11.9 days, with a range of 1 to 28 days. A favourable
response required both symptom resolution and microbiological clearance of the Candida infection.
Two hundred twenty-four patients were included in the primary efficacy analysis (MITT analysis) of
response at the end of IV study therapy; favourable response rates for the treatment of invasive
candidiasis were comparable for caspofungin (73 % [80/109]) and amphotericin B (62 % [71/115])
[% difference 12.7 (95.6 % CI -0.7, 26.0)]. Among patients with candidaemia, favourable response
rates at the end of IV study therapy were comparable for caspofungin (72 % [66/92]) and
amphotericin B (63 % [59/94]) in the primary efficacy analysis (MITT analysis) [% difference 10.0
(95.0 % CI -4.5, 24.5)]. Data in patients with non-blood sites of infection were more limited.
Favourable response rates in neutropaenic patients were 7/14 (50 %) in the caspofungin group and
4/10 (40 %) in the amphotericin B group. These limited data are supported by the outcome of the
empirical therapy study.

In a second study, patients with invasive candidiasis received daily doses of caspofungin at 50 mg/day
(following a 70-mg loading dose on Day 1) or caspofungin at 150 mg/day (see section 4.8). In this
study, the caspofungin dose was administered over 2 hours (instead of the routine 1-hour
administration). The study excluded patients with suspected Candida endocarditis, meningitis, or
osteomyelitis. As this was a primary therapy study, patients who were refractory to prior antifungal
agents were also excluded. The number of neutropenic patients enrolled in this study was also limited
(8.0 %). Efficacy was a secondary endpoint in this study. Patients who met the entry criteria and
received one or more doses of caspofungin study therapy were included in the efficacy analysis. The
favorable overall response rates at the end of caspofungin therapy were similar in the 2 treatment
groups: 72 % (73/102) and 78 % (74/95) for the caspofungin 50-mg and 150-mg treatment groups,
respectively (difference 6.3 % [95 % CI -5.9, 18.4]).

Invasive Aspergillosis in Adult Patients: Sixty-nine adult patients (age 18-80) with invasive
aspergillosis were enrolled in an open-label, non-comparative study to evaluate the safety, tolerability,
and efficacy of caspofungin. Patients had to be either refractory to (disease progression or failure to
improve with other antifungal therapies given for at least 7 days) (84 % of the enrolled patients) or
intolerant of (16 % of enrolled patients) other standard antifungal therapies. Most patients had
underlying conditions (haematologic malignancy [N = 24], allogeneic bone marrow transplant or stem
cell transplant [N = 18], organ transplant [N = 8], solid tumour [N = 3], or other conditions [N = 10]).
Stringent definitions, modelled after the Mycoses Study Group Criteria, were used for diagnosis of
invasive aspergillosis and for response to therapy (favourable response required clinically significant
improvement in radiographs as well as in signs and symptoms). The mean duration of therapy was
33.7 days, with a range of 1 to 162 days. An independent expert panel determined that 41 % (26/63)
of patients receiving at least one dose of caspofungin had a favourable response. For those patients
who received more than 7 days of therapy with caspofungin, 50 % (26/52) had a favourable response.
The favourable response rates for patients who were either refractory to or intolerant of previous
therapies were 36 % (19/53) and 70 % (7/10), respectively. Although the doses of prior antifungal
therapies in 5 patients enrolled as refractory were lower than those often administered for invasive
aspergillosis, the favourable response rate during therapy with caspofungin was similar in these
patients to that seen in the remaining refractory patients (2/5 versus 17/48, respectively). The response
rates among patients with pulmonary disease and extrapulmonary disease were 47 % (21/45) and

28 % (5/18), respectively. Among patients with extrapulmonary disease, 2 of 8 patients who also had
definite, probable, or possible CNS involvement had a favourable response.

Empirical Therapy in Febrile, Neutropaenic Adult Patients: A total of 1,111 patients with persistent
fever and neutropaenia were enrolled in a clinical study and treated with either caspofungin 50 mg
once daily following a 70 mg loading dose or liposomal amphotericin B 3.0 mg/kg/day. Eligible
patients had received chemotherapy for malignancy or had undergone hematopoietic stem-cell
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transplantation, and presented with neutropaenia (<500 cells/mm’® for 96 hours) and fever (>38.0°C)
not responding to >96 hours of parenteral antibacterial therapy. Patients were to be treated until up to
72 hours after resolution of neutropaenia, with a maximum duration of 28 days. However, patients
found to have a documented fungal infection could be treated longer. If the drug was well tolerated
but the patient’s fever persisted and clinical condition deteriorated after 5 days of therapy, the dosage
of study drug could be increased to 70 mg/day of caspofungin (13.3 % of patients treated) or to
5.0 mg/kg/day of liposomal amphotericin B (14.3 % of patients treated). There were 1,095 patients
included in the primary Modified Intention-To-Treat (MITT) efficacy analysis of overall favourable
response; caspofungin (33.9 %) was as effective as liposomal amphotericin B (33.7 %) [% difference
0.2 (95.2 % CI -5.6, 6.0)]. An overall favourable response required meeting each of 5 criteria:

(1) successful treatment of any baseline fungal infection (caspofungin 51.9 % [14/27], liposomal
amphotericin B 25.9 % [7/27]), (2) no breakthrough fungal infections during administration of study
drug or within 7 days after completion of treatment (caspofungin 94.8 % [527/556], liposomal
amphotericin B 95.5 % [515/539]), (3) survival for 7 days after completion of study therapy
(caspofungin 92.6 % [515/556], liposomal amphotericin B 89.2 % [481/539]), (4) no discontinuation
from the study drug because of drug-related toxicity or lack of efficacy (caspofungin 89.7 %
[499/556], liposomal amphotericin B 85.5 % [461/539]), and (5) resolution of fever during the period
of neutropaenia (caspofungin 41.2 % [229/556], liposomal amphotericin B 41.4 % [223/539]).
Response rates to caspofungin and liposomal amphotericin B for baseline infections caused by
Aspergillus species were, respectively, 41.7 % (5/12) and 8.3 % (1/12), and by Candida species were
66.7 % (8/12) and 41.7 % (5/12). Patients in the caspofungin group experienced breakthrough
infections due to the following uncommon yeasts and moulds: Trichosporon species (1), Fusarium
species (1), Mucor species (1), and Rhizopus species (1).

Paediatric Patients

The safety and efficacy of CANCIDAS was evaluated in paediatric patients 3 months to 17 years of
age in two prospective, multicenter clinical trials. The study design, diagnostic criteria, and criteria for
efficacy assessment were similar to the corresponding studies in adult patients (see section 5.1).

The first study, which enrolled 82 patients between 2 to 17 years of age, was a randomized, double-
blind study comparing CANCIDAS (50 mg/m’ IV once daily following a 70-mg/m” loading dose on
Day 1 [not to exceed 70 mg daily]) to liposomal amphotericin B (3 mg/kg IV daily) in a 2:1 treatment
fashion (56 on caspofungin, 26 on liposomal amphotericin B) as empirical therapy in paediatric
patients with persistent fever and neutropenia. The overall success rates in the MITT analysis results,
adjusted by risk strata, were as follows: 46.6 % (26/56) for CANCIDAS and 32.2 % (8/25) for
liposomal amphotericin B.

The second study was a prospective, open-label, non-comparative study estimating the safety and
efficacy of caspofungin in paediatric patients (ages 6 months to 17 years) with invasive candidiasis,
esophageal candidiasis, and invasive aspergillosis (as salvage therapy). Forty-nine patients were
enrolled and received CANCIDAS at 50 mg/m*IV once daily following a 70-mg/m” loading dose on
Day 1 (not to exceed 70 mg daily), of whom 48 were included in the MITT analysis. Of these, 37 had
invasive candidiasis, 10 had invasive aspergillosis, and 1 patient had esophageal candidiasis. The
favorable response rate, by indication, at the end of caspofungin therapy was as follows in the MITT
analysis: 81 % (30/37) in invasive candidiasis, 50 % (5/10) in invasive aspergillosis, and 100 % (1/1)
in esophageal candidiasis.

5.2 Pharmacokinetic properties

Distribution

Caspofungin is extensively bound to albumin. The unbound fraction of caspofungin in plasma varies
from 3.5 % in healthy volunteers to 7.6 % in patients with invasive candidiasis. Distribution plays the
prominent role in caspofungin plasma pharmacokinetics and is the rate-controlling step in both the
alpha- and beta-disposition phases. The distribution into tissues peaked at 1.5 to 2 days after dosing

26
EN EMEA/H/C/379/I1A/037



EUSPC-CAN-IV-072009
when 92 % of the dose was distributed into tissues. It is likely that only a small fraction of the
caspofungin taken up into tissues later returns to plasma as parent compound. Therefore, elimination
occurs in the absence of a distribution equilibrium, and a true estimate of the volume of distribution of
caspofungin is currently impossible to obtain.

Metabolism

Caspofungin undergoes spontaneous degradation to an open ring compound. Further metabolism
involves peptide hydrolysis and N-acetylation. Two intermediate products, formed during the
degradation of caspofungin to this open ring compound, form covalent adducts to plasma proteins
resulting in a low-level, irreversible binding to plasma proteins.

In vitro studies show that caspofungin is not an inhibitor of cytochrome P450 enzymes 1A2, 2A6,
2C9, 2C19, 2D6, or 3A4. In clinical studies, caspofungin did not induce or inhibit the CYP3A4
metabolism of other medicinal products. Caspofungin is not a substrate for P-glycoprotein and is a
poor substrate for cytochrome P450 enzymes.

Elimination and excretion

The elimination of caspofungin from plasma is slow with a clearance of 10-12 ml/min. Plasma
concentrations of caspofungin decline in a polyphasic manner following single 1-hour intravenous
infusions. A short alpha-phase occurs immediately post-infusion, followed by a beta-phase with a
half-life of 9 to 11 hours. An additional gamma-phase also occurs with a half-life of 45 hours.
Distribution, rather than excretion or biotransformation, is the dominant mechanism influencing
plasma clearance.

Approximately 75 % of a radioactive dose was recovered during 27 days: 41 % in urine and 34 % in
faeces. There is little excretion or biotransformation of caspofungin during the first 30 hours after
administration. Excretion is slow and the terminal half-life of radioactivity was 12 to 15 days. A small
amount of caspofungin is excreted unchanged in urine (approximately 1.4 % of dose).

Caspofungin displays moderate non-linear pharmacokinetics with increased accumulation as the dose
is increased, and a dose dependency in the time to reach steady state upon multiple-dose
administration.

Special populations

Increased caspofungin exposure was seen in adult patients with renal impairment and mild liver
impairment, in female subjects, and in the elderly. Generally the increase was modest and not large
enough to warrant dosage adjustment. In adult patients with moderate liver impairment or in higher
weight patients, a dosage adjustment may be necessary (see below).

Weight: Weight was found to influence caspofungin pharmacokinetics in the population
pharmacokinetic analysis in adult candidiasis patients. The plasma concentrations decrease with
increasing weight. The average exposure in an adult patient weighing 80 kg was predicted to be about
23 % lower than in an adult patient weighing 60 kg (see section 4.2).

Hepatic impairment: In adult patients with mild and moderate hepatic impairment, the AUC is
increased about 20 and 75 %, respectively. There is no clinical experience in adult patients with
severe hepatic insufficiency and in paediatric patients with any degree of hepatic insufficiency. In a
multiple-dose study, a dose reduction of the daily dose to 35 mg in adult patients with moderate
hepatic impairment has been shown to provide an AUC similar to that obtained in adult subjects with
normal hepatic function receiving the standard regimen (see section 4.2).

Renal impairment: In a clinical study of single 70 mg doses, caspofungin pharmacokinetics were
similar in adult volunteers with mild renal insufficiency (creatinine clearance 50 to 80 ml/min) and
control subjects. Moderate (creatinine clearance 31 to 49 ml/min), advanced (creatinine clearance 5 to
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30 ml/min), and end-stage (creatinine clearance <10 ml/min and dialysis dependent) renal
insufficiency moderately increased caspofungin plasma concentrations after single-dose
administration (range: 30 to 49 % for AUC). However, in adult patients with invasive candidiasis,
oesophageal candidiasis, or invasive aspergillosis who received multiple daily doses of CANCIDAS
50 mg, there was no significant effect of mild to advanced renal impairment on caspofungin
concentrations. No dosage adjustment is necessary for patients with renal insufficiency. Caspofungin
is not dialysable, thus supplementary dosing is not required following haemodialysis.

Gender: Caspofungin plasma concentrations were on average 17-38 % higher in women than in men.

Elderly: A modest increase in AUC (28 %) and Ca4, (32 %) was observed in elderly male subjects
compared with young male subjects. In patients who were treated empirically or who had invasive
candidiasis, a similar modest effect of age was seen in older patients relative to younger patients.

Race: Patient pharmacokinetic data indicated that no clinically significant differences in the
pharmacokinetics of caspofungin were seen among Caucasians, Blacks, Hispanics, and Mestizos.

Paediatric Patients:

In adolescents (ages 12 to 17 years) receiving caspofungin at 50 mg/m? daily (maximum 70 mg daily),
the caspofungin plasma AUC. 4, Was generally comparable to that seen in adults receiving
caspofungin at 50 mg daily. All adolescents received doses >50 mg daily, and, in fact, 6 of 8 received
the maximum dose of 70 mg/day. The caspofungin plasma concentrations in these adolescents were
reduced relative to adults receiving 70 mg daily, the dose most often administered to adolescents.

In children (ages 2 to 11 years) receiving caspofungin at 50 mg/m* daily (maximum 70 mg daily), the
caspofungin plasma AUC. 4, after multiple doses was comparable to that seen in adults receiving
caspofungin at 50 mg/day.

In young children and toddlers (ages 12 to 23 months) receiving caspofungin at 50 mg/m” daily
(maximum 70 mg daily), the caspofungin plasma AUC 4 i, after multiple doses was comparable to
that seen in adults receiving caspofungin at 50 mg daily and to that in older children (2 to 11 years of
age) receiving the 50 mg/m’ daily dose.

Overall, the available pharmacokinetic, efficacy, and safety data are limited in patients 3 to 10 months
of age. Pharmacokinetic data from one 10-month old child receiving the 50 mg/m’ daily dose
indicated an AUC, .41, Within the same range as that observed in older children and adults at the

50 mg/m” and the 50 mg dose, respectively, while in one 6-month old child receiving the 50 mg/m’
dose, the AUC_54 ,, Wwas somewhat higher.

In neonates and infants (<3 months) receiving caspofungin at 25 mg/m” daily (corresponding mean
daily dose of 2.1 mg/kg), caspofungin peak concentration (C, 1) and caspofungin trough concentration
(Co41r) after multiple doses were comparable to that seen in adults receiving caspofungin at 50 mg
daily. On Day 1, C;, was comparable and C,4;,, modestly elevated (36 %) in these neonates and
infants relative to adults. However, variability was seen in both C, j, (Day 4 geometric mean

11.73 pg/ml, range 2.63 to 22.05 pg/ml) and Cyp,, (Day 4 geometric mean 3.55 pg/ml, range 0.13 to
7.17 pg/ml). AUCy.,4 1, measurements were not performed in this study due to the sparse plasma
sampling. Of note, the efficacy and safety of CANCIDAS have not been adequately studied in
prospective clinical trials involving neonates and infants under 3 months of age.

5.3 Preclinical safety data
Repeated dose toxicity studies in rats and monkeys using doses up to 7-8 mg/kg given intravenously

showed injection site reactions in rats and monkeys, signs of histamine release in rats, and evidence of
adverse effects directed at the liver in monkeys. Developmental toxicity studies in rats showed that
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caspofungin caused decreases in foetal body weights and an increase in the incidence of incomplete
ossification of vertebra, sternebra, and skull bone at doses of 5 mg/kg that were coupled to adverse
maternal effects such as signs of histamine release in pregnant rats. An increase in the incidence of
cervical ribs was also noted. Caspofungin was negative in irn vitro assays for potential genotoxicity as
well as in the in vivo mouse bone marrow chromosomal test. No long-term studies in animals have
been performed to evaluate the carcinogenic potential.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sucrose

Mannitol

Glacial acetic acid

Sodium hydroxide (to adjust the pH)

6.2 Incompatibilities

Do not mix with diluents containing glucose, as CANCIDAS is not stable in diluents containing
glucose. Do not mix or co-infuse CANCIDAS with other medicinal products, as there are no data
available on the compatibility of CANCIDAS with other intravenous substances, additives, or
medicinal products.

6.3  Shelf life
2 years

Reconstituted concentrate: should be used immediately. Stability data have shown that the concentrate
for solution for infusion can be stored for up to 24 hours when the vial is stored at 25°C or less and
reconstituted with water for injections.

Dilute patient infusion solution: should be used immediately. Stability data have shown that the
product can be used within 24 hours when stored at 25°C or less, or within 48 hours when the
intravenous infusion bag (bottle) is stored refrigerated (2 to 8°C) and diluted with sodium chloride
solution 9 mg/ml (0.9 %), 4.5 mg/ml (0.45 %), or 2.25 mg/ml (0.225 %) for infusion, or lactated
Ringer’s solution.

CANCIDAS contains no preservatives. From a microbiological point of view, the product should be
used immediately. If not used immediately, in use storage times and conditions prior to use are the
responsibility of the user and would normally not be longer than 24 hours at 2 to 8°C, unless
reconstitution and dilution have taken place in controlled validated aseptic conditions.

6.4 Special precautions for storage

Unopened vials: store in a refrigerator (2°C to 8°C).

For storage conditions of the reconstituted and diluted medicinal product, see section 6.3.

6.5 Nature and contents of container

10 ml Type I glass vials with a grey butyl stopper and a plastic cap with a yellow/orange aluminium

band for single use only.
Supplied in packs of 1 vial.
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6.6  Special precautions for disposal

No special requirements.

Reconstitution of CANCIDAS

DO NOT USE ANY DILUENTS CONTAINING GLUCOSE, as CANCIDAS is not stable in diluents
containing glucose. DO NOT MIX OR CO-INFUSE CANCIDAS WITH ANY OTHER
MEDICINES, as there are no data available on the compatibility of CANCIDAS with other
intravenous substances, additives, or medicinal products. Visually inspect the infusion solution for
particulate matter or discolouration.

INSTRUCTIONS FOR USE IN ADULT PATIENTS

Step 1 Reconstitution of conventional vials
To reconstitute the powder bring the vial to room temperature and aseptically add 10.5 ml of water for
injections. The concentrations of the reconstituted vials will be: 7.2 mg/ml.

The white to off-white compact lyophilised powder will dissolve completely. Mix gently until a clear
solution is obtained. Reconstituted solutions should be visually inspected for particulate matter or
discolouration. This reconstituted solution may be stored for up to 24 hours at or below 25°C.

Step 2 Addition of Reconstituted CANCIDAS to patient infusion solution

Diluents for the final solution for infusion are: sodium chloride solution for injection, or lactated
Ringer’s solution. The solution for infusion is prepared by aseptically adding the appropriate amount
of reconstituted concentrate (as shown in the table below) to a 250 ml infusion bag or bottle. Reduced
volume infusions in 100 ml may be used, when medically necessary, for 50 mg or 35 mg daily doses.
Do not use if the solution is cloudy or has precipitated. This infusion solution must be used within

24 hours if stored at or below 25°C, or within 48 hours if stored refrigerated at 2 to 8°C. Chemical and
physical in-use stability of the diluted solution in sterile lactated Ringer’s solution and sodium
chloride solution 9 mg/ml (0.9 %), 4.5 mg/ml (0.45 %), and 2.25 mg/ml (0.225 %) for infusion has
been demonstrated for 24 hours at 25°C and for 48 hours at 2 to 8°C. From a microbiological point of
view, the solution must be used immediately. If not used immediately, in-use storage times and
conditions prior to use are the responsibility of the user and would normally not be longer than

24 hours at 2 to 8°C, unless reconstitution and dilution has taken place in controlled and validated
aseptic conditions.

PREPARATION OF THE SOLUTION FOR INFUSION IN ADULTS

DOSE* Volume of recon- Standard preparation | Reduced volume
stituted (reconstituted infusion
CANCIDAS for CANCIDAS added to (reconstituted
transfer to 250 ml) final CANCIDAS added to
intravenous bag or | concentration 100 ml) final
bottle concentration

70 mg 10 ml 0.27 mg/ml Not Recommended

70 mg

(from two 50 mg 14 ml 0.27 mg/ml Not Recommended

vialg)**
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DOSE* Volume of recon- Standard preparation | Reduced volume
stituted (reconstituted infusion
CANCIDAS for CANCIDAS added to (reconstituted
transfer to 250 ml) final CANCIDAS added to
intravenous bag or | concentration 100 ml) final
bottle concentration

35 mg for moderate

hepatic insufficiency 5ml 0.14 mg/ml 0.33 mg/ml

(from one 70 mg vial)

* 10.5 ml should be used for reconstitution of all vials
**If 70 mg vial is not available, the 70 mg dose can be prepared from two 50 mg vials

INSTRUCTIONS FOR USE IN PAEDIATRIC PATIENTS

Calculation of Body Surface Area (BSA) for paediatric dosing

Before preparation of infusion, calculate the body surface area (BSA) of the patient using the
following formula: (Mosteller Formula)

Preparation of the 70 mg/m’ infusion for paediatric patients >3 months of age (using a 70-mg vial)

Determine the actual loading dose to be used in the paediatric patient by using the patient's
BSA (as calculated above) and the following equation:

BSA (m?) X 70 mg/m’ = Loading Dose

The maximum loading dose on Day 1 should not exceed 70 mg regardless of the patient's

Equilibrate the refrigerated vial of CANCIDAS to room temperature.

Aseptically add 10.5 ml of 0.9 % Sodium Chloride Injection, Sterile Water for Injection or
Bacteriostatic Water for Injection with methylparaben and propylparaben.” This reconstituted
solution may be stored for up to one hour at <25°C (<77°F).” This will give a final caspofungin
concentration in the vial of 7.2 mg/ml.

1.
calculated dose.
2.
3.
4,

Remove the volume of drug equal to the calculated loading dose (Step 1) from the vial.
Aseptically transfer this volume (ml)® of reconstituted CANCIDAS to an IV bag (or bottle)
containing 250 ml of 0.9 %, 0.45 %, or 0.225 % Sodium Chloride Injection, or Lactated
Ringers Injection. Alternatively, the volume (ml)® of reconstituted CANCIDAS can be added to
a reduced volume of 0.9 %, 0.45 %, or 0.225 % Sodium Chloride Injection or Lactated Ringers
Injection, not to exceed a final concentration of 0.5 mg/ml. This infusion solution must be used
within 24 hours if stored at <25°C (<77°F) or within 48 hours if stored refrigerated at 2 to 8§°C
(36 to 46°F).

Preparation of the 50 mg/m’ infusion _for paediatric patients >3 months of age (using a 70-mg vial)

1.

Determine the actual daily maintenance dose to be used in the paediatric patient by using the
patient's BSA (as calculated above) and the following equation:

BSA (m?) X 50 mg/m’ = Daily Maintenance Dose

The daily maintenance dose should not exceed 70 mg regardless of the patient's calculated
dose.

Equilibrate the refrigerated vial of CANCIDAS to room temperature.

Aseptically add 10.5 ml of 0.9 % Sodium Chloride Injection, Sterile Water for Injection or
Bacteriostatic Water for Injection with methylparaben and propylparaben.” This reconstituted
solution may be stored for up to one hour at <25°C (<77°F).” This will give a final caspofungin
concentration in the vial of 7.2 mg/ml.
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4. Remove the volume of drug equal to the calculated daily maintenance dose (Step 1) from the
vial. Aseptically transfer this volume (ml)® of reconstituted CANCIDAS to an I'V bag (or bottle)
containing 250 ml of 0.9 %, 0.45 %, or 0.225 % Sodium Chloride Injection, or Lactated
Ringers Injection. Alternatively, the volume (ml)° of reconstituted CANCIDAS can be added to
a reduced volume of 0.9 %, 0.45 %, or 0.225 % Sodium Chloride Injection or Lactated Ringers
Injection, not to exceed a final concentration of 0.5 mg/ml. This infusion solution must be used
within 24 hours if stored at <25°C (<77°F) or within 48 hours if stored refrigerated at 2 to 8°C
(36 to 46°F).

Preparation notes:
a. The white to off-white cake will dissolve completely. Mix gently until a clear solution is obtained.

b. Visually inspect the reconstituted solution for particulate matter or discolouration during
reconstitution and prior to infusion. Do not use if the solution is cloudy or has precipitated.

c. CANCIDAS is formulated to provide the full labeled vial dose (70 mg) when 10 ml is withdrawn
from the vial.

7. MARKETING AUTHORISATION HOLDER
Merck Sharp & Dohme Ltd

Hertford Road, Hoddesdon

Hertfordshire EN11 9BU

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/01/196/003
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 24 October 2001.

Date of last renewal: 29 September 2006.

10. DATE OF REVISION OF THE TEXT
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(%) HThotl,
NEZEIHE., ENERBRREETRZICERS SNT-B1ER B BNV R SRR, BT AL R EE R R L LR,
LAY 1~ 5% it SR B CHIMIE L MRS U HfEAE SR L L2, TRIZ. Zhd o
Ik T, A, IR 2BV TI%EL OB TFRD b BIEM &2 it L7,
BHEERORYE | EE R JEERR., ARAH M 5%LA 1 1~ 5%
JRPTERTE T Sl AST (GOT) L5-ALT (GPT) b5 AlP L5 EE VLS
R I A ALT (GPT) FHILERE A~~~ RATRF K~ 73>y AfE, KA T AfE, &2 7
I, AST Uy Mg ~ETmE —/VISE, (K4 U 7 AfUGE
(GOT) . | A fase ) re s I3 (SRR TN VAN 73> 22N =i}
M AP S BN e L e v id ] W%
1.7 [FFERZY G —FFE
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HART 7 X FERE TEEH
1.7 [FIfERZh S — B

— 4 B HART 7 X UHiEE IHTFUECF R TA
RO G AT i L e,
ZEN My LTI = Wi T
an 51 7 L7 F= -5 BUN L5
S A0S 1 i RN 1 AN Z Dfth A MR, MERE, XTelF, FRARZE, R
SAE 2) EMBMIBHIEE B 5T RV R AIER DT v P FIED T

TR 5 By
i, RO PHRRRE s MR B % A2 R E AR A S LT SEBI42561 (RA386HI, /1
L T Y23961) eatsl (15.1%) (CERARRAE O R LB & 5 LRI 2538
JRROTE T I LT, T b, ERBHERIL. B E ) A e MIEIE (33%). BA0f
I i R (2.4%) . THIOM: (2.1%) AXH U 7 A MUAE 8 1 (1.9%) | 592814 (1.9%)

12) SAEOTREICRD b -/IfER

HEThoT,
)k [E B A T B 5Bk, FRIT, ARBRICEBWC1%LL EOSHE TR 5
N-RWER ZeHE L7,

1~ 5%
Tl B UL IE
INGECY K~ 7%y AE, K4V U AMGE, 1KY VR miE
ik F I ER ek
] B3
Hias M, mEs, R
Z Dt &

5. EE~OEG
ERE LB DAB O AEREIIAETH LN, —fRICE RS Tl
KREME T LTWADT, BEETAHZ &,

4 ElE~DRE
R R T AT AME T LTV 50T, ARICEET 574 L
I D L,

6. ithw, pElw. RILmE~OKS

(1) FERSUTEER L T2 "IBEMED & 2 I N ITIXTEPE Lo F IRME fEkR
% A2 R ST BAICORBREST 52 &, UHRT ORI
B9 LML L TV, T M TIEREMWICEER S S o
LHE (Smg/kg/ H) T. JRITAEEOREAD I CIHHZER EKDO AR
FETERBEROBEMPBO LN TND, &5, AR THMORE
BREMA L LN TWD, B (Z v b, UHX) T, BigiER
NEBD LA TVND, ]

) AFIF G IR A BT S D 2 L, (B FORILFICBITT 20 E
MEIARHATH S, 7y NTIEHAAIBITARO LN TN S, ]

5. Wb, PESE, RHEE~ORE

(1) WEomss
TR SOTEER LTV 2 AlREME D & B NI2iX, 1R L OB SN G
MitEZ LES & SN D5 oRFEE5T5 2L, UERETO#RS
B B 22 M TS LTy, ]

(2) =3
BIPOEAS~OEGEITRET D Z ENEE LWD, Rz G5
THHEEE, BHLEBT L2, [HWER (Tv M) 12BN T
FAPICBIT T e nRiEshTW5, (TEyEme] OEBR) ]
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HART 7 X v Eiek

SHTFUoXCF NI TL

7. INERE~DOR S
EIPNIZRB W TNNEEEIC RT3 2 PRI LT 7y,

6. NRGE~DEE.

ICHARE I, BRI 2 22 fr L Tn ey, [ENTofiH
BT, MR RBR TIE, A RE ISR O TS R R R 2V
K RBEABHELNT WD, (I3EyEE] OESB|) ] NECi, KR
BRIZEWT, A REREOHE NSV Z E BB S TS
DT, +HEETAHZ L,

8. M LoEE

T IR T2 Z & R A B TREELELTHEATY,
PSS TV TEERE LT ARBIOFEHRIL. 25 CLL T C24RE I LA 35
Tk, F, AR U2 AEEERIEL, 25°CLUT T4 LN, T (2
~8C) TIF4SHEMILINICHEHT 5 Z &,

7. WA LR
(1) AR -
ARANIERRE, BT <, EAEIICK VO THELS R Y EE 2N
&,
(2) FLGHE
HAZ LV IRANZFET DO TES B 2RI CTERTZ &, Fiz2,
TS ST T E CICORM A 2 DA IR R T 5 2
L, AT 2 — 7 2T 208720, ]

BREONRES
a BRI R AERTE A VAR TE 614 24K %
50mg (Ju1ih) H Y (%) 0.05 715 2.61 6.58
é%g%% IR (%) 100 96.6 88.8
300mg (34 H Y (%) 0.05 15 0.70 2.52
é@ﬁ%@ IR (%) 100 98.7 96.7
50mg (J31if) SR (%) 0.05 ¥ 1.14 4.46
/100mL
7 R UBEESNE L MEETEER (%) 100 98.0 93.6
(5wv%)

PRIFSRME DR L, iR, |BNHCET (3,0001 7 2)

(3) EAET

AANTMA LBS LI &, BYPELDZLR3DH D, Eo, FHIT
HEMRE T TARLRETH D10, WMUDIETRELD ZE0H 5,
KUTERLAERITE Y 23E U 5 EaH 2 R2ATKLAER IO T
WEL D LA 2R,
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HART 7 X v Eiek

SHTFUoXCF NI TL

R BEAERISEYNELCHELEA

Noa~wA VAR, TAXT Y URBRE, 7~ AV URRBE, T T
v ATy, URAVUREEE, X A7 ) VHERBE, v Tadtor]
NRAT7BXY A UVERIE, VATV RT X I UVIERE, RXV7 7 A
WRRIERT), X2 vy T7 7B AZ y N AIOVERIE, T~_FH— kX
DOV, FTIVVANLT 4 R EY R U - B Frdy a g3
VEERE, AT ML v W VAR e T Y v RER Y LE
o U HRERYE

K2 BEERICHAMETAELDELRESH

TV AT A RFY Y=L RUARNTY L TN, H

vvruen, TREVIIR

8. ZTDOMOIEE

1) 7y M4 XEHERNES LeRBRICBY T, mARRD
32mg/kg B H5-AEC ML AST (GOT) KU ALT (GPT) 72 E D kAL B
FHpREEIE 7 E ORFRESRNED Hivic, 728, 3» A MKIEFTIRN R
538k D 32mg/kg % 5-FE K& 6 » A K E IR 538 D20 K )Y
32mg/kg WEHRETIX, ZNOHATRICIN A, FFERAIRE OISR
ST, 35 HRIKER RN 5 RBRD20mg/kg 58 TIIIFAR
MIEEIIRO bnenoTe, £, 7 v MZ32mgkg %61 HMKIE
BRI S- L, 2 01%18 % H KSR L7238 & O3 » A MR FARN
5L, 20%21 5 HREKRE L=RBRICEB W T, (BRI -~ IFHIE
JEIGE OB REMARD bz, £/, 7 v MZ6w B RIKEHIRN
5 LizRBRck W, mARETH D32myke #HRHTRE, R
Na L OUYRH Cl OEINAFBD bz, —J7, 10mgkg HHFEZZ D
OFTRITRD b hotz, 728, 7 v MI20%U32mgkg %34 H
KOs A RE RIS L7z & & O AUC 1E, B FIZ300mg/
Hza&E5 LzE ZD AUC DZNEN2205 K D355 ICHY T 5,

Q) A XCEWMEBHIRNE S LRk (3.2, 10 082mg/kg. 94 H
M) 2BV T, FEOEAERICR il k O oREEIC L 5
FEE 2506 & B WD R BRI T OB 2B b, mARRET
2N ST RIS 2R B (B0 b U MR OZERERRBO LR
oo FTo. 7 v POZIREER OER E TOYMIMRIE AR 5 R R
(3.2, 10/ U32mg/kg) (B D& TORER T, MHEREM O IR
BEN OVWIHAIRSE AL IR IE R T o 7228, B R O BRIk B - AREEER
B LR o2, F 2 EAERICIIER R OB R 5
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iz,

(3) In vitro RERIZE W T, BANIA N T 2F Y — L EDfFHIZE YA b
FaFry—=ADr VT Ay IR FFT F e AT BHE
F 2358 S w7z,

B YT N3y s ABIIAFIOBEIS/EETH D,

I SCE DR
FHHA

2011454 A %GET (GB146R)

1%

HI i A

KRR (062305%)
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1.7 [FIfERZh S — B
=1.7:1 RERMER—EX (2)
— R4 R T ALRT Y B YR — LHFH| T ARTY B
e (&) T NE Y — b 50mg Ok B A ARURR A A) 77 XV UERAS0mg (77U A L -~ A Y — ARk A
HAREA R 200644 20 H 196344 718 H
FREmAEH B — 19764F10 A
FEEAEHH — —
HLH XK 4y I, AT A RSN TR, AT A EIR N,
== 3cF"
HOH HOH HOH HOH HOH HOH HOH HOH
Y 4 L Y 4 $Yd
CGH CGH
iy L\y” A =
NH HOQ NH HE
mh+__km mh+__km
I H H H
A (& &) EH (50mg) EH (50mg)
ZhHE « 3R 1. B R EYE BRI

TAXYVENVRIGE, BV HE, 7V hay b Rg, A—aVgE,
TTUYTR, VY TRE, VY A—aNg, 7T RARY U AR,
77 ReT7was—JK, Ao =TR, e Tk —TJRK, =7 V7
4T TE, AV VAAT AR, E AN TATBROTTA Ik
AJBIZ L D T R E

B MAE, FFRARERE., BRI,
2. BRI DB A D I8 EWE LT Bk i
3. U—Y a~=TJE

FRFRMEECAE

TAYLE IR, PR bha—)L, VT havyhA, TR
AEA, LA NI TR, a3 IPFAT A, RLVETFTLRTA, BT
ar—7, FVITF UL

T ISIE

FREEEIC X D VRIEMEIRYE

HE » DRI T DA LOEE>

1. BREEKYE

() 7Y = NVRAEEEEN TSR D L9 REBIED T ¥ X REYE
WxE LT, Al —RIEEE L CTERAT 2L 2BETH L,

(2 7uET7 I A NI a—v R (BOGFEIE) ST DAEHOH M
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—REIAL R

TABRT VB URY— LA

TLAERTV B

TR STV a0y,
2. FLEIRYLA G D R B I Hp BRI E
(1) ARANILLTF O35 2o TIEFIc &R 5352 &,
< 1EDORRIE T3S CUL LD FEE, TR L Higi+ 537.5CU Lo
FEER
© FEREREDS 500/mm R OBA . 1E1,000/ mm® A T500/mm> Al
T2 EnTHIENE5E
YR PIERE 5 21T CHMEET, MERHEORGPLE L E
Z N5 E
(2) FEEWNELF R ERBAME O B ~OFe 513, FEEAELF HERE O TR
W R AR OERM O b & T, AFIOE G NEY) &HE S B E
BUNZDONTORFE[ET D &,
(3) ZEEMELF PRV IS 59 2 5A 1T, HERNCHE D) 2SR
LEITO, BEREEZFASNCTEENE2ITH> &, BREDHII L
BICIE, AAIBR GO VB RET 5 2 L,

Mk - &

1. BRI
KE1kg %4720 7 AR TV B & LC25mg () Z181E, 1~
2WF LA B TR ERE T 5,
BEOIERITGE T CHEH CE 528, |HRESRIIIAREIkg 2729
smg (Hffi) £T&F+5, AL, 7V 7 bay b ABEEETIX, 1R
G RIIATE 1kg 4720 6mg (i) £ THRETE %,

2. BEHEYEA DI D HEEWELT P ER D i
KE1kg %720 7 AR T U B & LC25mg OOl Z181[E, 1~2
REM DL L2 CRTEEET D,

3. U=y a~w=TIJE
FIERED IEH 2 BA 1T, BRE1~5AHOHER, 4AHEUIA A
TNENAREIkg B0 T LAFRT Vv B & LC25mg (Iffi) %1
HME, 1~2FRERLL B TRiEET 5,
R EREOBTIIL, HE51~5BBOHEHA, 10HH, 17HH. 24
HE. 31HEXRU38H HIZZNENAEELkg U772V T LHRT VI B
& LT40mg (F1ff)) Z1HI1EL, 1~28EMLL 2T CRIEFET 5,

(##1)

GRSLE)  ARE1SA T4 (50mg) FIUCES K E72135% 7 K ok
HESHRIOML 200 x CTED L, WRBERIZR 2 E TP o< 0 LiEE
T5, ZOWEME (TLAERTY 2 BSmgml) & & 5125%7 R okl
FEFHE T500mL LA EICHIR (7 447 Y 2> B 0.Img/mL LA T O#EEE)
LCHEAT 5,

WE, RACK LR, 1ARELkg 40 7 AHK 7Y 2 B025mg (1
i) KVBHAL, WEIL VIERAZBEL 280 L, IHES L TR
kg %4V 0.5mg (Jifli) % SfFHET 22, 5 RIT1HAKElkg 49
Img (Ffl) F7IXRBAAEEIkg M40 1.5mg (iffi) £T&T5, BIE
HORRO =S FGREELSAICIE, PIEEXIA Img (Ifi) £ 9B
L., EREBIE LN LY L, 1HRESOmg (Jiffi) £ TZEA
OB B ELSREETET 2,

SR EE X3~ 6FERI LA BT TR A 1297 5,
BEOER, RIS GEEHEZHE T,

(REANLEAN)

AE13A T v (50mg) & EHAKIONL IZIER L. £ 002~4mL (1
~20mg) % FIZTEHHAAIONL (IZFHKR (T LAH8T VU B 0.1~
2mg/mL) L THW%,

WE. PIEEIX1H Img (OOff) F7=135~10mg (Jiffi) L VBAsA L.
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TABRT VB URY— LA

TLAERTV B

—REIAL R

(M BEPEEA)

(BEZEATEA)

(BEBEPIEEA)

MWk E L, 1810~20mg (M) ZfE B 1RKENICEAT S,

SENEALF CEECRM LT AKRTY v B e, HRlEE]
Himg (Jifi) X VBHsEL, #WikiEE L, 5~20mg (J1ffi) %iE1~3
[\l MkBERRE. MBENICEANT D,

1734 7 v (50mg) % 15 A /K 10mL (2B L, % 00.2~4mL (1~20mg)
Ze B ST K 20~30mL ([CHEEAR L TRV 5,
WHE11E10.25~1mg () % EREUBET & % 18 2 72\ ViR Tl ki &
DIRIERER, I3 HEICRA ITEAT D,

BEBEN DR EZHER L, 7 58T U 2 B15~20mg (i) Z =S K
100mL IZIEfR L. THI~2[MRIED T —T V& LB L THEBEEAT S,

EABFANTIRFFEI LA L (HSkauiZ2~305/) BN & Eo Tk <,
(BZHTE)

134 7V (50mg) %#2%7a A 10mL (22 L, £ D0.1~0.4mL
(THAR7TY vy B & LT05~2mg () ZHEEANROE FIC
DET D, 1EOKREILS0mg O)ffi) ZREE L, 10~30H ORIRT
179,
(CSON)

134 7V (50mg) % 7EHAK10~20mL CTIEME L. 1[2.5~5mg/mL
Z1A2~SER AT 5, 1~25 Hikli L TIT 9,

<HE - HRICEET A EoEE >

1. BWGRBE S (FEE, HIE HEL mEi, FERE. ERAE) SEBL
L7258, A E —Rehlr U, B OB %2 27203 b aliiE i 4
LY TR EZEMT R EOHEL E D2 L, BERBEEGEO T
HDWVITIRFIEIZE, REEEEZESED, V7= KT I
TERNTI /)72 KO RaalF L EDBREREYTHS L
OWENSH S, (TERLREWER] OEBMR)

2. AFNOFEGEIZHE L CEWERDORBEREN LR 75720, aHEEZ®E

<HE - HREICEET A EoEE >
1. HIEICBWTIE, BWEARBLIC L W 5REERSAND D 0T, YE
IR Img (UIfli) 5% 7 R U PSS R20mL (287 L20~3057
T THRE L, 3003 IR, IRd, P, A 2~4R I8l 2
ZEMLEE L,
2. HIEICBWTIE, 1FRELGEIIARELkg 40 1.5mg () #2827

ARl
3. BRI W T, IREBRTRAU EEZR TR EZEHRT 25613

5355523 H0EETLH L,

% - HEMoZHIcE W gRE L Y T2 &,
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TABRT VB URY— LA

TLAERTV B

R O FH Rk

A1 70 (50mg ()] HISiESRHKI2mL ZMZ2 T, EHICE
EH L, B—REEOPEERRKIC/ D2 ETHMLIEVIRE D, BRI
Hico TUIEHAKROARZHERT 22 &, FELWTRGEZRSR)
ZOT LKRTY VB dmg (Fiff) /mL OZRE VBT Y > DITERER
L, o7 o5 — (FLESum) Z2E0 ), 7402 —AE LR
LR ES5% 7 N o ERE (2.5mg/ke/ B K% 5 O %A 100mL .
2.5mg/kg/ B LA B 5 DFA250mL AL E L) THIRL CHERAT 5, &
RiZhHTzo>TE, BT5% 7 RUBESREEHRT 52 &, (T#AH Lo
B OEZBHR)
LEBEIAOEEIZHDOEMER AN T LVEHERL, 154 T

SRR 12mL Nz 5,
EE
o T UL IH EhIEDT, #Hl LI IX 2 2480 L ERNIC#H 2 TRE I
FATDHZ L,

o FRIZITMTHEFNAKER W, NSO L O (EEEEIREDE
RETRIRE) IR LanZ &,
Kay Yoy A TIVD I LRICESEEFRT S L X, FLOHIFRED
HEHHRIC BB AN Z B 2 T8,
QAFNIRIFIZS VWO T, HERAKEAK, BEHIZEE S L, B2
EDOFER R/ D ETHLLIEVIRE S,
TE
o REIRAEA BRI CHERB L. WITFR 0 /NS Rl 280 - 5BE1C
X, BRI THIECTCILILEE > ZRITH L,
3SERICEIR Lo AANL, #e < EM R [4mg ODMf) /mL] Tiasz
HRFU,
AR LUT=AFNE ) U VICERRT 5,
HE
o BHHILEFIZ T 2O LTICHZREIHAT S Z &,
5.0 UVICEHO T 4 v — (FLRSum) EELY FHT 5,
HE
o K7 4 )WH—FBRE T 4 N F—TIIR0,
o T ANH—ITIFEYERET D0, FEHERNCEE L, #0IzfEH
THZE, Fio, T4 F—HDWNNIT ) DSy (GeiRED
) IXEEER S N b
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HART 7 X FERE TEEH
1.7 [FIfERZh S — B

— XA R T AHRT U B YR Y — L TAFTI VB
o IMTDT 42— (FLEESum) DSOS DEHNWRNT &, £,
B DA T VZOWTHTZ R T7 AN I —2HHT D L,
6. B LT IR IRIR I & 7 4 W H — DB LR 55% 7 R o BFEHRICn
A FHERARIRE T 5,
(B%E)
« 2.5mg/kg/ H ARG DEA . 100mL D5% 7 R 7 LRI AR 5,
+ 2.5mg/kg/ H UL B G DEA . 250mL D5% 7 R 7 PHEFEIZ AR 5,
R
o FHRUTITLTS% T N UFHEFRZ A, 2SO b OIIHN
WZ ok,
MIO7 4 Z—=1ZonTT TRV EDER] OHESRT DI L,
i — —
BEWROBEI | 1. KFIOREGIE R VIRBUE OBER O & 25 88 AFND 3 xE LIRBRE OBEERE O & 2 B3
RS LenD | 20 AMEKEEEFOBRE (HHEER) O0ESHE)
=)
L HIEE = — -
i Lo 1 EERS ROBFIITERICEG T2 L) HE A

1) BEEOHLBE (KFIOBRSICEY, FICBHENMETT B2
nnbHs,)

(2) BB EIEOBEFERE D & 5 BE

3) KETUVAF—0bEHE (REORMDIZKEHKEDOR P EE
naw,)

1. HERES ROBEITEEICERETHZ L)
BEEDHHEE [(AFOBREIZLY . FIZEHENMETT 58200
bbHDT, —HKREFT L, HEBREEH T HRETHZ L]

2. HEREARNER

(1) BEENRD LD ERHHDOT, EHMICERE, MiEEMRE
FRZH VUL, TRV T L) OBREETI 2 E, BEE+5IKAT
U, BEDRRD SN A R, KK, Mg AR O RS ) e
WEEITH Z & FRZ 2D OIER S EE 2GS EE ORIE % 1F
STHEGEFRTLIZ L, /-, BEBR, AEBTROEF T, K
Fl OB NEARENIREN T LA AEERH A TDEETHZ &,

Q) AFNOBIEIZH T HEZ ML, BEICL s THEEERH LT20, &
IR B RE, AR, MIEEME URICH VDA =RV T AL),
MEBZEOREEITH 2 L, BEE+OITV, BEBRO bRS
AlTiE, B, REEOBEYRLEEITH Z L,

(3) AHIDFEEITEE L TiE, 7 LAF—FE, WYBEESIC OV T4
RWZEITH>Z &,

2. HEREARNER

(1) FPERIEF ISR OIRIENED BERERICORERTH2 L,

Q) Bz (AMHEBEALE, RMEMHT v F—v X, Bajkik#E. BUN E
. 7VvTF=r bR RERE) RELbNDZENHLDT, &
W B, MEBEME FiChY v A, <73V UL) OREE
1157, BEa+m47\v, BEPRD DA, KK,
Mg EME OMESEERLEEITY 2L, IS OIERPEE
REAIIBEORE 2/ THRGZEHHT S Z &, BEERNSg
EBZDLERAHENRERENLLDLND I ENH DD THIICHE
BTHZ &, £io, AREEMICHKE T MY U AHREITY 2 &
LY, BEEORREZE TSI ZL03d D,

(3) AFNTHMEMNIRL ., BFIC L > TAREMOEBNRKZ W=D, EH
P EHERE. TTHERE. MBEME IV v A w73 v lh)
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1.7 [FIfERZh S — B

—REIAL R

TABRT VB URY— LA

TLAERTV B

4) TG TR B 5 VT AR & 2 Gk 2k B B A
1T, EPRIDOZEETA RTA LV EDIFEREBEBICTH &,

(EL R E DA

(1) AFIEGBRAAB I T, JRR B ASAH] 0 5 )i B AR T/ 2 & A3
IR o 1ot . UIAKIR G THRMBED SR WEEI1E, o3
FNCE T 570 EiO 2 %2175 Z &,

Q) TAULFENLRABOERIBRBEFHIED 5> LT AL —< (81
FEME 7 A~V F L AIE &G Ee) ISR TIE, REE 0 B BRI & OF
PAESIS DR | W X AR5 LR E PSR 2380, R AE
WG O LI Z RO TG KRR GOV E ot L
EcEETLZ L,

(HEIERD DI D FEBWEAF BRI E D 555 )

(1) AHIBGPRIRRIS, HEGEL - SEHIBE O IR GO R TH L Z L
PR S NIZB AT, eIk G2zTIET 5 2 L,

(2) AHIBGPAIRR IZHERHRR R 230 L. IR0 b niEs
I, AR OF I MOIANLET S 5720 EWYRLEEZTT O Z &,

(V—vav=TEDOEE

U= av = THERRBRICHERT D2 2 LB H Y | FoRiE A 2kiE
DORETIIHERZE OO T, IR L EMNICBIE 2T R EER
THZ L, UBEEE oEBE)

BREFEORELITO 2 E, BEL TH0IATV, REPRO NS E
iE, R, RIS LB AT O T &,

3. HHAEAEH 3. HHAEAEH
() PEAZES (PFH L2 &) () PEAZES (BFH L2 &)
KA E BRAIEIR - FEE A BEIF - falRIA1 KA E BRAIEIR - FEE A BEIT - falRIA1
I 1 BRI M i ERERIE ST E RIS EFIERATH B, 3 I ER R F M BRSO EZIC BRIERATEH 5.
T LRT VB EEE AF e b LT B,
L7ciBE T, BMENHERE PENTEERERE R AN A DA
BEEN D DT & D L ORENRDHHDT,
N5, R 51X C X 572138
50, ItgRE R E =X
— 5 ENEFE LU,
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