T3 YA F R REFER S0mg,/
T YA F R REEER 70mg
B HER}

ARERHZ R S T E R IZHR D HER S OYN R D F AT 1E MSD 2
Stz F9, Uiz omE R OF H EELA O EEB R
ICAREEZFHT S Z ST TEET A,
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W B R O RE D i 3
s = IEAA PR GG IEAA R (HAGE
AUC CAurre\z;leunder the plasma concentration-time LA R T
BSA Body surface area R S
Cir Plasma concentration at 1 hr postdose PR O A RS
Coa Plasma concentration at 24 hr postdose 512245 [ O M PR B
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HART 7 X HEEE A
1.5 RJF XIT%E R oBGE K OBR%E Oft i

1.5.1. BREXIIFEROZEE

HART 7 X (LU, I AR 7 7 > %) 14, Merck Sharp & Dohme Corp., a subsidiary
of Merck & Co., Inc., Whitehouse Station, N.J., US. AIZ X VAR EINT=F ¥ > T 4 UV RPIEFHIK T
b5, IART 7 2 F 1% pneumocandin BoD -5 iE SR TH U | B MIEEEDRERK S Th 5
B-(1,3)-D-Z N v EkEET L ZLIck ), WREMEFHEOTERFRNEE THLI VX R
LT AN A @It U CHEREEH 2774, MO T B-(1,3)-D-7 V0 o R EA S
NIRNWZ EnD, DART 7 VX IR REENERT L2 L08R sh, £/, ZORAED
ERBSFE S 7 v ary— v Ty by, TAKRT UV B EOMORERERICHMED b
VUK BOBRREERICR LT b HIEREIEMEE T,

HART 7 X O NEBE TR DT, 20006E12H 12 A 3 a TRIKR SN, &
B DO RN BE 3T DGR X, 2013427 H BIFE, il OTEFRIE D J2) UL A OREEME T 2 ~L )1
ARE, BB VAR, OPEHIED 2 ZE, AREEME D 2 ZE N N BRI DS e o i 5 FEE)
PEAFHERIBE  (RRERIDTEIR) Z)iE & LTS » ETRRB SN TWD  GEIGE Z & I2&GE
ENTWDEITRZR D) [EHS5.3.6.3: PSUR03], EN T, EFEEYL BRI D R EWE L FERR
IE, T DA B IULT AUV RV R BT & D ERERYYE [ P FE, BT D ZE,
T ALV RIE (BT ALV RE ABPEEEFENERT T ALV RIE, T AL ¥ e
—)] ZHEE - I L L Q01281 HITAERR & Tz,

it\$ﬂ®mﬁ%%’ﬂ¢6Lmi 20084E6 H 12 v ¥ 2 T A TIRUNICKR SN2tk [F4E

AIKET, FFENHICEKINTER S N, AEFIO/NRBEIT T D80T, BRABE IR LT
ARSIV BISIEIZ DWW T, 20134E10 H BlfE, AARZERS 735 ETERRENA TN D

1.5.2. FROEE
T ART 7 X OIS TORIFED 72D FE i U 7= FE R R 3 5R & OV R R BR 0 1k % [ X
1.5: 1R T,

1.5.2.1 SFERRREAERDERE

HART 7 2 F L O/NRERTORRFICHIZ D | HEHERER E L COEEm A AW R BT
TV TOFEEERZRE Lz, BB & U QX s & F 7o RO B 53k & S5 L 7=,
¥, EEWE AW EmERERT — Z 1T, AR OIS T ORISR EERH A B & L
TR L7z b Dz A7z (eCTD 135230222001,

FERGRFEHRER Tl I~ U A AW D  OHIEET VL, BART 7 o F o1~
8mg/kg/HZ1HI1[F, 7HMKEBRPENERS LR, 1 mgkg/ UL EORHET, SLEREEHGR
BT, IR FMERBR ClX, 35T H 7 YL E O SEE RN & SRR IC B W T /b
IREBE TOHELERRMERS A E (50 mg/m*/H) OBREEOUEL LICHY T 58 (SmgkyH) £

THART 7 o F oG5 Leh, REOKREICEET 2 E(MIEA N o7z, o, AR
Ty R G UTE R T 0 7V SR LT ST 1 S T T R b S D

1.5 FRJF XIT%E R oBGE K OBR%E Oft i
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HART 7 X HEEE A
1.5 RJF XIT%E R oBGE K OBR%E Oft i

XFFEMEDBERITFRD SR o T2,

1522 NRBEEZXNRE LE-SERKHBROER

INREFE G & LT AMERRIRERER & U C AR O 2 OSB82 Wit L 723> D55 A
FRREABR (033, 042K TR0587KER) W ONIAAI DL 2ME, A0 OSKYEhRE 2 it L 722> D%
I AHBRARRRER (043 V044388R) # Fhi L7z, 25 DORFIRERER OB 4 LU T IR T 5,

LB REEAER

1) 2~17O/NEBRE xS L U5 DGR RER (033546%)

AFRERTIE, F7 ISR BEL, P ERIVE 2 FE L 72/ NEESE Q~17r%) 22X, W AKRT 7
> ¥ 1 mg/kg, 501370 mg/m* A FARINIEE G- L 7= & & D2 4erE | B K OSSR EIRE 4 314t L 7=,
RBROFER, 2~17O/NEBFEICH AR T 7 o F 2 1 mgkg, 50% 70 mg/m’% 1 H 1EFHR
Wit 5 L7 & & ORI BRI THY | NNERBETOREMET v 7 7 A VI, RAERE
EHERIL TV e, EMENRBICOWTIE, REBRBEICEV2~THO/NEREFIC AR T 7o F
1 mglkg 85 L7c & D AUCq 41 KT Cogpe 1 FANBEIZ AR T 7 o F 50 mg % 5-LT-
EEXV BT, 5, RERERE (LU, BSA) #EIC L V2~ 1TmO/NREEICH AR T 7
R 50IET70 mg/m’ 1 HERER G L= & & D AUCoom (3. FRABEICH AR 7 7 ¥ 250
XIX70 mg Z1HERKER G Lz & & EHFELL LT, 12~17m0/NEEE Tk, BSA #E AR
TOCip DRABF LR L TEDP SO0, YEARTONART 7 2 F v OBAFMEIL M
MICBIFThHoTzZ &b, NERFETIX, BSABRICKLVHREEZENT S Z Loy & & 2
bz,

2) 3~24p AO/NREFERGE U285 DARERHER (0427805)

AFRERTIE, H7 R BWEL TP BRI E & FE LT/ NEERE 3~24% A) ZxtGUc, B AKRT
7 X 50 mg/mP E RN G LT & & 0%, AR OSEYEhRE 2 314 L 7=,

KRR DFE R, 3~245 A D/NRBHEICH AR 7 7 o F 050 mgm*Z 1 H 1EERIRINIR G L= L &
DBV BB Th o7z, £, 3~245 ADO/NRBEFICH AR T 7 o F 50 mgm’ % 1
H1ERERS L & & OEYEieIE, RABE IS AR T 7 ¥ 50mg 21 H1EIRERSE Lz
L RUR~EDO/NRBEICHART 7 X 50 mgm* 2 1 HIRIRER S L-L & LRETH

ST,

3) 3w ARMO/NREFZ xS L U E TR (0585U57)

ARkBRTlE, BEMED D FIEO/NLEE Bn AR X8RI, B ART 7 ¥ 25 mgm’
ZERNT G- LTz & & ORaM, AR K OSEY BN RE 2 54 L 7=,

KRBROFE R 35 ARBO/NRBEICH AR T 7 X025 mgm® &1 H1EEARPNR G L L &
DERMETEMINC BRI Th o7z, 72, 35 AREO/NBEFICTH AR T 7 ¥ 25 mgm’ & B
[BISXH EIRERE L & & o3EpEiialE, RABFICHART 7 F 50mg & B[ X1

1.5 I SOk K OB O
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HART 7 X HEEE A
1.5 RJF XIT%E R oBGE K OBR%E Oft i

H1EEEHREG L- & SHEEL LTz,

A R
1) B VHFREINET AL XL ZGE/NR B A kb5 & U T8 ARG R SR (0435K0%)

ARBRTIX, W DHREXAIT AV XV RGE (BEEME D D XE, BB ¥ 20E R MR
PET 2~V AGE) O/NREBE Gh H~175%) X5, WART 7 o F v 254 B I Ak
L LT70 mg/m®, #5208 B DA IHER & & LC50 mg/m® (LLF. 70/50 mg/m®) 1 H 1[A]#H
ARNEES (1HHEE LTI0mg 282 72\) Liz & &oraett, BRM. AR Oy EiRE %
Rt L7z,

RRBROKER, v VHLIEXNLT AV F N AFEDO/NLBFINZA AR T 7 2 F 170/50 mg/m’
Z1H1EFFARNE G- L2 & 2 OB MEITSRICBE Th o=, £z, REMED VU XE, B8
2 D BHE R OMZINE T 2~V )L ZJEICKE T DARRNER E L CH AR T 7 o X o &b LB
DEIEDFEFIL, B o PFRE LT AL F )L ZIED LN BE OERRER THRE Sz b 0 &
BN T - 7,

2)  FrfetEFEBWELF R ERIAE /N REE A kG & U725 ARERREAER  (0447305%)

AGRERTIL, Rl 2R L P ERJAME O/ N EBE Q~175%) 24U, AR T 7 o F v
70/50 mg/m’* % 1 H 1EFIRNIE S (1H S E LT70mg 22720 Lz b ket BRN,
BN OFEENRE R T LT U 2 B U AR Y — LA L i U7,

ARFRBRONE R, FHEEIE R BME AT P ERIBUDE O /N BAE IS AR T 7 2 F -70/50 mg/m* % 1 H 1[a]
FRNT G- LT & & ORI BRIAF CTh o7, 7o, RalbR TR RS 2WE LT Hh ks>
FE/NREBEE ORBRINEIRE LTH ART 7 U X0 25 L-BEOAMEDRERIE, RS O
RRBR CHE S n7- b o L ERMICFEETH - 72,

IHRHO/NREBEEERSGE LR RBRAR SN T, KETIE, RABE~OEETH
D, BEN L USIE, REMED VU HE R ORI T AL L ASEN N E RGN b D
FEEMELE P ERIBVOE (RRBRIIGHR) ICxf LCL /NE T AR 7 7 ¥ > [H549) 1270 mg/m’,
B 52 H B LIEIE50 mg/m* A 1 H1EFARNZE ST % (1HAEE LT70 mg 282 720 ] 2320084
WK STz,

1523 NRBEEZXRE LE-ERNBRKRABORRE

AR TRRNBE ZXIGI, BBV HE, REWED VO FFER DT ALV ZIEICRT 5
NART 7 XUV ORBENED G T2 & £z, KEEZE TS < OAMNET/INLEF % %5
RN B & R U IE DS AGE SN2 2 & 25 F 2 T, AHFID B RN NELRE ~OMISIERE B
iz, 20 A £ 0 AN A5 & L7 BRIRRER A BRAG L 72,

INRBE G L LEENBERREBRE LT, I UVHRETT AUV ZIEO/NREBE (3
# H~17i%) TORFNOREM, A& OB & it U725 T EERARHER (07458R) %52
1.5 LRI LoD R F OB 0 e
- 6 -
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fiti U7zo AERIARRBR D s 2 LU FICEAIT 5,

1) BV HFREINET AL XL ZGE/NR B A kb5 & LT8R ARG R R (0745K08%)
AAERTIX, W VHREXNLT AV XVRSE (BB D HE, BB P XRER T A
~OLFLANE) O/NREBE B A~1TR) %R, B ART 7 X 70/50 mg/m’ % 1 H 1[EFE
RS 1R ARE LTI0mg 22 7)) Lzt &oresih, AR, Aotk OCRyE)hE
et Lc, KRBROFER, Vo PVHEILT AN XN ZIEO/NBERFICH AR T 7 ¥ v
70/50 mg/m* % 1 F 1 EIFF RN S L7z & & O BRI SRNICBH Ch T, 7o, Rl v
HNE R OMRIRMET 2R~V )L ZIEITKET D MER R BT 30 A ~1Ti8 0 BAR NN BF I
ART 7 X 70/50 mgm A 1 H 1 BIKEE S Lz & & OEYEMEIL, AARARANBEICH ART
7 X 70/50 mg XIE50 mg 1 HIEIKERSG Lz &, KU35 A~178 O3 AN NLEBEIC
HART 7 X 70/50 mg/m® % 1 BB # G Lz & & ORWEHE & SRAICEEL L Tz,

1524 INREBEFEZXRELIEZARRI 7 OX O DRBHE

ENTON P HREXNLT ALV AEO/NLEF A2 %15 & U725 TARERREER  (0747K05R)
DFERPE, ROENTZFFTIEH D2 b OO, HRNNLBEIIKT D HART 7 o F 024
T OBEME TSR BIFCThH Y | BEEME D 2 X0E R MEEEME 7 2~ L)L Z5ED B AR NN
BEIIKT DHART 7 X OFMERHR LN, £z, BANNLEZEOEYEREIL, BA
NRANBFE R OIEHARNNEERE & SREITHELL L Tz,

UbozZ enb, BARNNEEEZ G E LR RER, W ONTRABE K OFER A AN S
Faxtg L U BRI AGE 2 WO AR CRl N BB ~ O A3 KGR S e 2hig - B R I2 D
INFBREE A~ DG A BN D RREBFE EITO 2 Lk Lz,

1.5 FRJF XIT%E R oBGE K OBR%E Oft i
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L.6.1  AMENTI T DA RIS <o 2
1.6.2  AME D TRIT ST oo 3
1.62.1  AMEDBAT SCEEDBEEE ..o 3
1.6.2.1.1  KRETRESCE (HARFERR o 3
1.6.2.1.2  BRMIRAISCE (HARFEGR) oo 6

1.62.2 AEOHRACE: (JFA)
1.6.2.2.1  KREWHCE: (BEA)
1.62.22  BRINTRATSCE (JHA)
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HART 7 X HEEE A
1.6 AMEICET D HRLEICET 5 &R

1.6.1

NEIZEITHERIKRSE
HART 7 X UEFEEE L. RAKLOVNEEEICBIT AL T ORGSR REOE

TR (FEHAD & L THETERIN TV,
AFENL, HFI » [ETERBENTRBY, 209 b/NEOEGIXT3 » [ETERBEN TN D,
PRI 5 FEE CREKR DV EU) OEGRRIA[#1.6: 1NTTRT,

JRYYEIZ T 5

BB

#*x1.6:1 FEEHICHTARZBKRA—E (2013 F 8 ARE)
FE Tk 4 | BR5e4 AR 30 S E KA H e - Fhik
PR CANCIDAS®, /"  |[{REEPET 2L /L AE 20014E1H26H  [RAKROVNE G» ALLE) B 2%t
A BRICUTZ2HEIGET 5,
T o - BB JRGR DN B o 1L B FE A - R BRI
5 B U 7
BEH D HIE 20024E9 H 20 H R L 7 R Vs
_ _ SV EMIE, M OEVENIESE, M
RENED > P H 2003fF1ATH  |pige | Hape N E YL 2s & O F Do A
VDR Y
FLRRR /N B DAL S S B 200429 130 | RIE D YA
VERT P ERIAE (BRI fhoirFRE (T AKRT YU B T
) LABRT VB URY—ARAF XX
e R k[T B/ 200857 H29F | T B 7= ‘)‘7:/1/) 75@%@X\0i$ﬁlﬁf“
I R~ ) ] B 5 BB OREVET A~V XL ASE
EU CANCIDAS® /" |REEIET 2 ~UL )L ZE [20014FE10 A 24 B [ AR OVNE (125 A BLE) B %%t
TEHF GUILL T 2 &5 5,
B (B A RBUTT AL
1%3%,[~$7‘\7 ‘\/c/gﬁ 20035'52)% 170 X)L A E) ﬁ)%%bﬂé%ﬁ@‘fiﬂqjﬂiﬁ

HERRE (W VX BEX
X7 ANV R E) N
St B FEEVE L T ER D
DIREIZ R B BRI R

20044E5H 13 A

BRI RSN D/
REFH ~DfH

20084F11H26H

DIREIZ RS B BRI
SEEME S D K RE DR

T AR TUVUB, TART Y
BUNRY—ALBAIIA FT2)
— LM IR Cd 5 RBFITH
F BEREEME T A ~UL L R IE D VSR,
M & X, AR RTPTE E O REH
B CHRIRT B R BG4, YT XX
NI HNDZ &L EFRT D,

L6 AMENCFIT D HANKILE BT o Gkt
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HART 7 X HEEE A
1.6 AMEICET D HRLEICET 5 &R

1.6.2 SNEDRTXE

1621 HSNEORIXEOHE

1.6.21.1 KREFRGXE (BARER)
KETATSGE (201348 H ) OMEEE A4 LU FIZRT,

1. HR5e4
CANCIDAS" 50 mg injection
CANCIDAS" 70 mg injection

2. WeattA
Merck Sharp & Dohme Limited

3. ARG

CANCIDAS" 50 mg injection

HHERA AR T 7 X ATHAOKR/ERM T, ARIIRAT VI =0 A — &7
TAF v 7 x v v TEDAA T g 1IN T AT AR T 7% & LT54.6mg &

EH.
CANCIDAS" 70 mg injection

HERAD AR T 7 X ATHGOBKEEFEY T, AT EA, /BT VI = Ay —)L
ffETIT2AF v 78l v B ONALT IV, INRATAHFIZHART 7o F 0 LT

75.6 mg A&,

4. ZhEE - AR

CANCIDAS' (BLF. AF) X, RAKOVNE Gp HLULE) BEZMEICL TG+ 5%

YT 4 VRMEBERETH D,
BEH RGN GO 5 FEWELF P ERBUE  (RRBRIVTEH)

BV MIE, M ONEIERNRGE . RIS, MO N R Ge 7 & D2 OMLod T > P F RS,

VU HILNEES . B BER XATHEE I I T DA L TR,
B U XE [RRRER (14.3) 2]

thoiEEE (TR T IV B, 7AKRT VYU B VRY—A8H 4 vT a3 —Li
E) WL TR Cd 5 BE ORBEMET 2~V )L ZGE, (ZEEMET 2~V X)L ZFEITEH

T D HIHEAEIEORBREHI L Ty,

5. Wik =

! CANCIDAS 1. AFIDWESMZ 331 5 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc. DX $RGHE T 5.,
Copyright © 2001, 2008, 2009 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
DA [T s

1.6 SMENC IS L RIS I 5 &k
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HART 7 X HEEE A
1.6 AMEICET D HRLEICET 5 &R

BB B IEH

AANIAIRER T TP o < W EIRNEE S35, SlEER G L T ben,

i D AR 5T SRA] Ay ULXESK S & ORLARFOEAET — 2 NG5 TV =0,
finfl & DR, FRFR I LW Z &, KFIEL, 7 FUBEEHOHRKT CIALETH DT
D, 7RO (o-D-7 RUKE) 2 8A T 2mRIRIEEA Lianz &,

BRANRFE (I8P 1) (281 D HELEH &
@%\mmg%wﬂﬁﬁﬁié(ikhg@ﬁmﬁmﬂbfﬁ\mmgmﬁﬁmiﬁﬁﬁh:b
VU MAE XX OMD T > ¥ FEG 2T D RN BE 10061123 T150 mg 1 H 1Bl D224 K
O IMEZFE L7z (PR 148, &P 1~510), ZOEARICET 2 ARFOF X
50mg 1H1EHERE LR HFRICEWDDO TR oT2, TOMOENEZ AT 5 RAEREICE
F550mg LY EABETORMEIAATHS (KRR (142) ],

BEERYE DB D FEENEAT TP ERIBDE  (RRBRAITEYR)

B R ICAMAE S LTI0mg & HlElib5%, 50mg Z1H1EEREGT 2, &5HFIX
BE DR RITIE S Z &, HFHERBUMEDSTERT 5 £ TR 2T 5, FHERYEHE
DOHNTEHEIE. RIKI4EHES L, 4P ERECE & OERARRER O G5 2 e, &IK7H
3G 2 ke 9 5, 50 mg OXEMEN BIFIZBS T 22 BER R NE DR WA, 1H 1A
BEOMBEZTOmg ICHETH LN TE D,

T P HMIE R O DM T > F G [EaRRER (14.2) IR
BHAAICAMAES LTI0mg 2 HE&E#%, 50mg 1A 1ERES S, &5HIHIX
BEDOBRDER OCEFHFENIRIC L > CRET D Z &, BH., PIEEREIT, BkoRsE
Bt 2 3860 T b fediK 14 B IkRE T 2, A PERIBVE 23 RRE L T 5 B IIE, A ek

FENTHRT D E TG E kT 5,

Bl Y RE

50 mg 1 H1EI %, JEIRVERZET~140 £ TRET 5, AEEICE L TIE, 70 mg At H &
iﬁdbfwﬁm HIV B BE 21T 5 DEWHEE D o Y ZIERRE O Y 27 2 #E LT, &%
HHEEEIC X 20fEE L a2 2 & [k (14.3) 2H,

(ZBEME T 2~ L R E
BHPIHICAMARESE LTI0mg ZHEHG%, 50mg Z1H1EES5T 5, B5HMIX
BEDOFEEBOEIELE, S MEN D oEIE, M OERSRICESL Z &,

NRBFE Qh A~1750) [ZBT HHEEH &
FTANTOBIEIT LT, #50 HICARTE S LT70 mg/m’Z HE#54%, 50 mgm’Z1H1

1.6 SMENC IS L RIS I 5 &k
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HART 72X CHERIE RS
1.6 SHENCHRT DRI BI T 2 &k

#5925, BHSNEHARIO»DL T, EEOAMHEL MR HEOR 5 ENT0mg 2
W2k, NEBRE By H~17%) ~OFEIL. Mosteller U K- THEH U7 BEOKREH
 (BSA) (2SS [BEER (15) =],

Height {cm) X Weight (kg)
BSA (m?) = 3600

B D BSA B, AMHE (mg) 1 BSA (m?) x70 mg/m’»HKD %, #HEHE (mg) 1%
BSA (m?) x50 mg/m’7 53K %,

BEHIRIL, RARE TO RO LB F#EEICHES < [HE - A& (22) 28], 131H
50 mg/m’ D BENVED BAF 7205 2R BRI 35 S 2 WA 1T, 1 H RS-0 F & %70 mg/m
ICHETHZENTED (T0mg RN &),

SR RE P T FR T

BRPEFRERERE S (Child-Pugh A 277 235~6) ZH T 5N EE ~O HEMEILNE R, Y
FEET — X (o & | PEERTHERERSE (Child-Pugh A 2 72 7~9) ZHT D ABEITK LT
. AFIOHEE3Smg 1H1EIE 92 [ERIEE (123) 28], =720, #Esn256. &5
MHIZT0 mg DBAMAEE G T 5, HEEHFHERERE (Child-Pugh 2 2721080 E) 267 HHK
NEBE RO RERESE (FREZMb2RV) 287 2/NEERF~OBKRRRIRITZ2 WV,

o V7 7 o AHEERZAT 238 M2 &G T 5 BH

V77 BB RERORABEIIL, AFTOmg Z1H1RESTS, xEIE, =77
LY IR EBE Y TEXFAZY LT == M U EREFORNEE T, AH
70 mg 1 H1EI~DO¥EEEZ BT 5 MHAEH (7)) 2R,

V770, RETEY, 277 ELYY AR EBE Y TEPRAXY NI T ==
MU eWoe3 s VT T 0 AFFEEM 2 H 7 238 & AH 2 /NREBE IR G 2 BRI,
AFIT0 mg/m® 1 B 1A G 23425 (0mg 282202 &) HAEER (1) R,

Fe 5T S D F T % OV F i

i OFRIRAN TG HFEA, AN, SUTEFES & OBEEMT — 2 B3G5 TWRnzH, ikl L
DRI, AR GII LN &, AFIZ, 7 FUBEEOMRIRT TIIARLETHDHI2D, 7
KU¥E (a-D-7 FUHE) 2809 2 MBI L2 &,

1.6 SHENCHIT DRI BI T 2 Bk
-5 -
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HART 7 X HEEE A
1.6 AMEICET D HRLEICET 5 &R

1.6.2.1.2 FEMHMAXE (BAXRZER)
RRMESHT SCE (20134FF6 HhR) OB %2 LLFIZ/RT,

1. HWR5e4
CANCIDAS 50 mg ##RN$& 5-F A B A fn
CANCIDAS 70 mg ##RN$& 5-F A B A i 4

2. et
Merck Sharp & Dohme Limited

3. A G
BNATIVHNZI D AR 7 7 oo X0 (FEEsHE) & LC50mg., B ARE3S.Tmg # &8
B TNAHNZIEH AR T 7 oX 2 (BigtE) & L T70 mg. FEHAHES0.0 mg 25 FH

4. ZhHE - BhE

RN K& OVINRBE T35 1T DA T o O FIEDIRIE
TLARTFIU B, TARTY B VRY—L8HITA N T aF Y — LR ER IR
i D R N B OV )8 i 7 %? B DIRENET AL X)L ZJED TR

HE2h &, AR 2RI E E KO IR & CRAR7 A & 5% YT U R A DD
ZLEEETD
RN NS/ NBE 1B D EEEY: (0> DX R ULT AUV RJR) BNEbIL D %
BELT T ERIBVE LS 3 2 R BRI TR
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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

--------------------------- RECENT MAJOR CHANGES -------=--==-memmemeeenen
Warnings and Precautions, Hypersensitivity (5.1)

INDICATIONS AND USAGE ----------========mnmeenen-

CANCIDAS is an echinocandin antifungal drug indicated in adults and

pediatric patients (3 months and older) for:

e 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)

e 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--======ssnnsmmnmannnan

For All Patients (2.1):

¢ Administer by slow intravenous (IV) 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.

e 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):

e 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)

e Hypersensitivity:

Anaphylaxis has been reported. If this occurs, CANCIDAS should be
discontinued and appropriate treatment administered.

Poss ble histamine-mediated adverse reactions, including rash, facial
swelling, angioedema, pruritus, sensation of warmth or bronchospasm
have been reported and may require discontinuation and/or
administration of appropriate treatment. (5.1)

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. (5.2)

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.
(5.3)

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.

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

e 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 (oa-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)].

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
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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)]:

\/Height (cm) ¥ Weight (k)
BSA (ml) = 3600

FoIIowmg calculat|on of the patient’s BSA, the loading dose in milligrams should be calculated as BSA
(m ) X70 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 |nd|cat|on as described for each indication in
adults [see Dosage and Administration (2.2)]. 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
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/m 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 Hypersensitivity

Anaphylaxis has been reported during administration of CANCIDAS. If this occurs, CANCIDAS should
be discontinued and appropriate treatment administered.

Possible histamine-mediated adverse reactions, including rash, facial swelling, angioedema, pruritus,
sensation of warmth or bronchospasm have been reported and may require discontinuation and/or
administration of appropriate treatment.

5.2 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.

5.3 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 (5.3)]
 Hypersensitivity [see Warnings and Precautions (5.1)]

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 27.5% 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 9
Blood Glucose Increased 6 9
Bilirubin Conjugated Increased 5 9
Blood Urea Increased 4 8
Blood Crea inine Increased 3 11
General Disorders and Administration Site Conditions 57 63
Pyrexia 27 29
Chills 23 31
Edema Peripheral 1 12
Mucosal Inflamma ion 6 8
Gastrointestinal Disorders 50 55
Diarrhea 20 16
Nausea 1" 20
Abdominal Pain 9 11
Vomiting 9 17
Respiratory, Thoracic and Mediastinal Disorders 47 49
Cough " 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

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

* Regardless of causality

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

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 210% 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 mg* 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 1 12
Pleural Effusion 9 14
Tachypnea 1 1
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

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

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

i Regardless of causality

* 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™ 1
Incidence 25% for at Least One Treatment Group by System Organ Class or Preferred Term

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
Hypertension 5 6
Skin and Subcutaneous Tissue Disorders 15 15
Decubitus Ulcer 3 5

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

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

Regardless of causality

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

+
t

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 210% 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 mgT 200 mgT
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

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

Invasive Asperqgillosis

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 27.5% 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/mz’r 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
Vomi ing 8 1" 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 LYl 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 1 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 Di 1 4 8

Within any system organ class, individuals may experience more han 1 adverse reaction.
* Regardless of causality
70 mg/m2 on Day 1, hen 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)
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 he 14-day post-CANCIDAS follow-up period.
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T Incidence for each preferred term is 25% among individuals who received at least 1 dose of CANCIDAS.
*Wi hin 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.

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

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

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

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

e Hepatobiliary disorders: hepatic failure, hepatomegaly, hepatotoxicity, hyperbilirubinemia, jaundice
e 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

6.4 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

7 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.

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 (5.2)].

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.
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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)]:

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.

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
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)].
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Postmarketing hepatobiliary adverse reactions have been reported in pediatric patients with serious
underlying medical conditions [see Warnings and Precautions (5.3)].
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.

CANCIDAS (caspofungin acetate) is 1—[(4R,58)—5—[(2—aminoethyl)amino]—NZ-(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,HggN19015°2C,H,0, and the formula
weight is 1213.42. The structural formula is:
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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 p-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,
y-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 [ H] 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 [ H] 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 feII below the limit of quantitation at
22.3 weeks postdose. After single intravenous administration of [ H] caspofungin acetate, excretion of
caspofungin and its metabolites in humans was 35% of dose in feces and 41% of dose in urine. A small
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 50 to 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).
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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

Pharmacokinetic Parameters
(Mean + Standard Deviation)
Daily AUC 24nr Cinr Caanr ti2 Cl
Population N Dose (mg-hr/mL) (ng/mL) (ng/mL) (hr)* (mL/min)
PEDIATRIC PATIENTS
Adolescents, Aged 12-17 years 8 50 mg/m 1249+504 | 14.0+6.9 24110 11.2+17 126 +5.5
Children, Aged 2-11 years 9 50 mg/m 120.0+334 | 16.1+4.2 1.7+08 82+24 64+26
Young Children, Aged 3-23 months 8 50 mg/m 131.2+17.7 176 £3.9 1.7+0.7 88+2.1 32+04
ADULT PATIENTS
Adults with Esophageal Candidiasis 6 50 mg 87.3+300 8.7+21 1.7+07 13.0+1.9 10.6 +3.8
Adults receiving Empirical Therapy 119* 50 mg® - 8.0+3.4 1.6+0.7 - -

* Harmonic Mean + jackknife standard deviation
TN=5 for Cyn and AUCq.zanr; N=6 for Cogpr
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FN=117 for Cpan; N=119 for Cyp,
§ Following an initial 70-mg loading dose on day 1

Drugq Interactions [see Drug 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 (5.2)].

Tacrolimus: CANCIDAS reduced the blood AUC,. ¢, of tacrolimus (FK-506, Prograf®) by approximately
20%, peak blood concentration (Cpax) by 16%, and 12-hour blood concentration (C2) 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/m? 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 beta (1,3)-D-glucan, an essential component of
the cell wall of susceptible Aspergillus species and Candida species. Beta (1,3)-D-glucan is not present in
mammalian cells. Caspofungin has shown activity against Candida species and in regions of active cell
growth of the hyphae of Aspergillus fumigatus.

Drug Resistance

There have been reports of clinical failures in patients receiving caspofungin therapy due to the
development of drug resistance. Some of these reports have identified specific mutations in the Fks
subunits of the glucan synthase enzyme. These mutations are associated with higher MICs and
breakthrough infection. Candida species that exhibit reduced susceptibility to caspofungin as a result of an
increase in the chitin content of the fungal cell wall have also been identified, although the significance of
this phenomenon in vivo is not well known.

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.
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Activity in Vitro and in Clinical Infections

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

Aspergillus fumigatus

Aspergillus flavus

Aspergillus terreus

Candida albicans

Candida glabrata

Candida guilliermondii

Candida krusei

Candida parapsilosis

Candida tropicalis
Susceptibility Testing Methods

The interpretive standards for caspofungin against Candida species are applicable only to tests
performed using Clinical Laboratory and Standards Institute (CLSI) microbroth dilution reference
methods®® for MIC (partial inhibition endpoint) read at 24 hours. No interpretive criteria have been
established for Aspergillus species or other filamentous fungi.

When available, the clinical microbiology laboratory should provide the results of in vitro susceptibility
test results for antimicrobial drug products used in resident hospitals to the physician as periodic reports
that describe the susceptibility profile of pathogens. These reports should aid the physician in selecting an
antifungal drug product for treatment. The techniques for Broth Microdilution are described below.

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®*. 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

Pathogen Broth Microdilution MIC* (mcg/mL) at 24 hours
Susceptible (S) [ Non-Susceptible (NS)
Candida species <2 | >2

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

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°. 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 mcg/mL) at 24 hours
Candida parapsilosis ATCC 22019 025-10
Candida krusei ATCC 6258 0.12-10

The MIC for caspofungin is the lowest concentra ion at which a score of 2 (prominent decrease in turbidity [> 50% inhibition of
grow h as compared to the growth control]; see CLSI document M27-A3?, Section 7.6.3) is observed after 24 hours of incubation.

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)
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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 ceIIs/mm3) 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
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)”
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%) 3.4
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, hen 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).

T Overall Response: estimated % difference adjusted for strata and expressed as CANCIDAS — AmBisome (95 2% CI); Individual criteria
presented above are not mutually exclusive. The percent difference calculated as CANCIDAS — AmBisome.

* 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.
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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 Discon inuations 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(08%)

DISCONTINUATIONS OF STUDY THERAPY

All Study Therapy Discontinua ions 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-relat(—:‘dI 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.
* Determined by the inves igator to be possibly, probably, or definitely drug-related.

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)®
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%) 70(-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 n 7n

Blood / Peritoneal 7 7

Blood / Urine - 7

Peritoneal / Pleural 112 -

Abdominal / Peritoneal - 7

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%)
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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 heir treatment.

T Calculated as CANCIDAS — amphotericin B

*95% Cl for candidemia, 95.6% for all patients

§ Modified intention-to-treat

TIncludes all patients who either developed a culture-confirmed recurrence of Candida infection or required an ifungal 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
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.
T 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).
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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% ClI)
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 17140 (42.5%) 7153 (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)

* 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 Aspergillus. 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
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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
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).
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

17.1 Hypersensitivity

Inform patients that anaphylactic reactions have been reported during administration of CANCIDAS.
CANCIDAS can cause hypersensitivity reactions, including rash, facial swelling, angioedema, pruritus,
sensation of warmth, or bronchospasm. Inform patients to report these signs or symptoms to their
healthcare providers.
17.2 Hepatic Effects

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.

Distributed by: Merck Sharp & Dohme Corp., a subsidiary of
MERCK & CO.,INC., Whitehouse Station, NJ 08889, USA

The trademarks depicted herein are owned by their respective companies.

Copyright © 2001, 2009 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
All rights reserved.
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



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).

Excipients with known effect:
Each 50 mg vial contains 35.7 mg of sucrose.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for concentrate for solution for infusion.
Before reconstitution, the powder is a white to off-white-compact, powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

° Treatment of invasive candidiasis in adult or paediatric patients.

o 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.

o 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

Caspofungin should be initiated by a physician experienced in the management of invasive fungal
infections.

Posology

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, caspofungin 70 mg daily is
recommended (see section 5.2). No dosage adjustment is necessary based on gender or race (see
section 5.2).

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).

' Mosteller RD: Simplified Calculation of Body Surface Area. N Engl J Med 1987 Oct 22;317(17):1098 (letter)
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The safety and efficacy of caspofungin 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 caspofungin 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.

The safety information on treatment durations longer than 4 weeks is limited. However, available data
suggest that caspofungin continues to be well tolerated with longer courses of therapy (up to 162 days
in adult patients and up to 87 days in paediatric patients).

Special populations

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 (see section 5.2).

Renal impairment
No dosage adjustment is necessary based on renal impairment (see section 5.2).

Hepatic impairment

For adult patients with mild hepaticimpairment (Child-Pugh score 5 to 6), no dosage adjustment is
needed. For adult patients with moderate hepatic impairment (Child-Pugh score 7 to 9), caspofungin
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
impairment (Child-Pugh score greater than 9) and in paediatric patients with any degree of hepatic
impairment (see section 4.4).

Co-administration with inducers of metabolic enzymes
Limited data suggest that an increase in the daily dose of caspofungin to 70 mg, following the 70 mg

loading dose, should be considered when co-administering caspofungin in adult patients with certain
inducers of metabolic enzymes (see section 4.5). When caspofungin is co-administered to paediatric
patients (12 months to 17 years of age) with these same inducers of metabolic enzymes (see

section 4.5), a caspofungin dose of 70-mg/m’ daily (not to exceed an actual daily dose of 70 mg)
should be considered.

Method of administration

After reconstitution and dilution, the solution should be administered by slow intravenous infusion
over approximately 1 hour. For reconstitution directions see section 6.6.

Both 70 mg and 50 mg vials are available.
Caspofungin should be given as a single daily infusion.



4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4  Special warnings and precautions for use

Anaphylaxis has been reported during administration of caspofungin. If this occurs, caspofungin
should be discontinued and appropriate treatment administered. Possibly histamine-mediated adverse
reactions, including rash, facial swelling, angioedema, pruritus, sensation of warmth, or bronchospasm
have been reported and may require discontinuation and/or administration of appropriate treatment.

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 caspofungin 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 caspofungin and cyclosporin for 1 to 290 days (median 17.5 days), no serious hepatic adverse
reactions were noted. These data suggest that caspofungin can be used in patients receiving
cyclosporin when the potential benefit outweighs the potential risk. Close monitoring of liver enzymes
should be considered if caspofungin 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 impairment or in
paediatric patients with any degree of hepatic impairment. A higher exposure than in moderate hepatic
impairment is expected and caspofungin should be used with caution in these patients (see sections 4.2
and 5.2).

This medicinal product contains sucrose. Patients with rare hereditary problems of fructose intolerance
or sucrase—isomaltase insufficiency should not take this medicinal product (see section 2).

4.5 Interaction with other medicinal products and other forms of interaction

Studies in vitro show that caspofungin 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. Caspofungin 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 caspofungin 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 caspofungin and cyclosporin for 1 to 290 days (median
17.5 days), no serious hepatic adverse reactions were noted (see section 4.4). Close monitoring of liver
enzymes should be considered if the two medicinal products are used concomitantly.

Caspofungin 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 caspofungin 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 caspofungin
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 caspofungin 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 medicinal products has
not been formally studied.

In paediatric patients, results from regression analyses of pharmacokinetic data suggest that
co-administration of dexamethasone with caspofungin 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 caspofungin 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 caspofungin dose of 70-mg/m” daily (not
to exceed an actual daily dose of 70 mg) should be considered.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no or limited data from the use of caspofungin in pregnant women. Caspofungin should not

be used during pregnancy unless clearly necessary. Animal studies have shown developmental toxicity
(see section 5.3). Caspofungin has been shown to cross the placental barrier in animal studies.

Breast-feeding
It is unknown whether caspofungin is excreted in human milk. Available pharmacodynamic/

toxicological data in animals have shown excretion of caspofungin in milk. Women receiving
caspofungin should not breast-feed.

Fertility

For caspofungin, there were no effects on fertility in studies conducted in male and female rats (see
section 5.3). There are no clinical data for caspofungin to assess its impact on fertility.

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.

4.8 Undesirable effects

Hypersensitivity reactions (anaphylaxis and possibly histamine-mediated adverse reactions) have been
reported (see section 4.4).



Also reported in patients with invasive aspergillosis were pulmonary oedema, adult respiratory distress
syndrome (ARDS), and radiographic infiltrates.

Adult patients
In clinical studies, 1,865 adult individuals received single or multiple doses of caspofungin:

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 caspofungin (total 1,780)
were typically mild and rarely led to discontinuation.

The following adverse reactions were reported:
[Very common (=1/10), Common (=1/100 to <1/10), Uncommon (=1/1,000 to <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



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.

Caspofungin has also been evaluated at 150 mg daily (for up to 51 days) in 100 adult patients (see
section 5.1). The study compared caspofungin 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 caspofungin at this higher dose appeared generally similar to patients receiving the 50-mg
daily dose of caspofungin. 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

Data from 5 clinical studies completed in 171 paediatric patients suggest that the overall incidence of
clinical adverse experiences (26.3%; 95% CI -19.9, 33.6) is not worse than reported for adults treated
with caspofungin (43.1%; 95% CI -40.0, 46.2). However, paediatric patients probably have a different
adverse event profile compared to adult patients. The most common drug-related clinical adverse
experiences reported in paediatric patients treated with caspofungin were pyrexia (11.7%), rash (4.7%)
and headache (2.9%).

The following adverse reactions were reported:
[Very common (=1/10), Common (=1/100 to <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

Post-Marketing experience:
The following post-marketing adverse reactions have been reported:

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 reactions. 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 = 521, 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-A2 (for Aspergillus species) and method M27-A3 (for
Candida species). Standardised techniques for susceptibility testing have been established for yeasts
by EUCAST. However, interpretive breakpoints for caspofungin have not been approved by
EUCAST. Isolates of Candida with reduced susceptibility to caspofungin have been identified in a
small number of patients during treatment (MICs for caspofungin >2 mg/L (4- to 30-fold MIC
increases) have been reported using standardized MIC testing techniques approved by the CLSI). The
mechanism of resistance identified was FKS1/FKS2 gene mutation. These cases have been associated
with poor clinical outcomes. Development of in vitro resistance to caspofungin by Aspergillus species
has been identified. In limited clinical experience, resistance to caspofungin in patients with invasive
aspergillosis has been observed. The mechanism of resistance has not been established. The incidence
of resistance to caspofungin by various clinical isolates of Candida and Aspergillus is rare.

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
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 [V 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
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 8§9.7 %
[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
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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 caspofungin 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 caspofungin (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 caspofungin 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 caspofungin 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
occurs in the absence of a distribution equilibrium, and a true estimate of the volume of distribution of
caspofungin is currently impossible to obtain.

Biotransformation

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.
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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 impairment and in paediatric patients with any degree of hepatic impairment. 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 impairment (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 impairment
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 caspofungin 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 impairment. 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 Cy4y, (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 Wwas 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.
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In children (ages 2 to 11 years) receiving caspofungin at 50 mg/m” daily (maximum 70 mg daily), the
caspofungin plasma AUC.,4 1, 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 1, 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_»4 1, 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, ;) and caspofungin trough concentration
(Caa1y) 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 ug/ml) and Cyy 1, (Day 4 geometric mean 3.55 pg/ml, range 0.13 to
7.17 pg/ml). AUC.4 1, measurements were not performed in this study due to the sparse plasma
sampling. Of note, the efficacy and safety of caspofungin 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
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 in 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. For caspofungin, there were no effects on
fertility in studies conducted in male and female rats up to 5 mg/kg/day.

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. In the absence of compatibility studies, this medicinal product must not be mixed with other
medicinal products.

6.3  Shelf life

2 years
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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 injection.

Diluted 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 - 8°C).

For storage conditions after reconstitution and dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

10 ml Type I glass vial with a grey butyl stopper and a plastic cap with a red aluminium band .
Supplied in packs of 1 vial.

6.6 Special precautions for disposal and other handling

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
injection. 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.
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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 0.20 mg/ml -

50 mg at reduced 10 ml - 0.47 mg/ml

volume

35 mg for moderate

hepatic impairment 7 ml 0.14 mg/ml -

(from one 50 mg vial)

35 mg for moderate

hepatic impairment

(from one 50 mg vial) at 7ml ) 0.34 mg/ml

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)

\lHeight (o) ¥ Weight (k)
BSA (m?) = 3600

Preparation of the 70 mg/mz 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 water for injection.” This reconstituted solution may be stored for up
to 24 hours at or below 25°C." This will give a final caspofungin concentration in the vial of

5.2 mg/ml.

Remove the volume of medicinal product 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 or below 25°C or within 48 hours if stored refrigerated at 2 to 8°C.

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.
2. Equilibrate the refrigerated vial of CANCIDAS to room temperature.
3. Aseptically add 10.5 ml of water for injection.” This reconstituted solution may be stored for up

to 24 hours at or below 25°C." This will give a final caspofungin concentration in the vial of
5.2 mg/ml.
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4, Remove the volume of medicinal product equal to the calculated daily maintenance 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 or below 25°C or within 48 hours if stored
refrigerated at 2 to 8°C

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 latest renewal: 07 September 2011.

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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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).

Excipients with known effect:
Each 70 mg vial contains 50.0 mg of sucrose.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for concentrate for solution for infusion.
Before reconstitution, the powder is a white to off-white-compact, powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

° Treatment of invasive candidiasis in adult or paediatric patients.

o 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.

o 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

Caspofungin should be initiated by a physician experienced in the management of invasive fungal
infections.

Posology
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, caspofungin 70 mg daily is
recommended (see section 5.2). No dosage adjustment is necessary based on gender or race (see
section 5.2).

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? F ormula). 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 safety and efficacy of caspofungin 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

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

The safety information on treatment durations longer than 4 weeks is limited. However, available data
suggest that caspofungin continues to be well tolerated with longer courses of therapy (up to 162 days
in adult patients and up to 87 days in paediatric patients).

Special populations

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 (see section 5.2).

Renal impairment
No dosage adjustment is necessary based on renal impairment (see section 5.2).

Hepatic impairment

For adult patients with mild hepaticimpairment (Child-Pugh score 5 to 6), no dosage adjustment is
needed. For adult patients with moderate hepatic impairment (Child-Pugh score 7 to 9), caspofungin
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
impairment (Child-Pugh score greater than 9) and in paediatric patients with any degree of hepatic
impairment (see section 4.4).

Co-administration with inducers of metabolic enzymes

Limited data suggest that an increase in the daily dose of caspofungin to 70 mg, following the 70 mg
loading dose, should be considered when co-administering caspofungin in adult patients with certain
inducers of metabolic enzymes (see section 4.5). When caspofungin is co-administered to paediatric
patients (12 months to 17 years of age) with these same inducers of metabolic enzymes (see

section 4.5), a caspofungin dose of 70-mg/m” daily (not to exceed an actual daily dose of 70 mg)
should be considered.

Method of administration
After reconstitution and dilution, the solution should be administered by slow intravenous infusion
over approximately 1 hour. For reconstitution directions see section 6.6.

Both 70 mg and 50 mg vials are available.
Caspofungin should be given as a single daily infusion.
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4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4  Special warnings and precautions for use

Anaphylaxis has been reported during administration of caspofungin. If this occurs, caspofungin
should be discontinued and appropriate treatment administered. Possibly histamine-mediated adverse
reactions, including rash, facial swelling, angioedema, pruritus, sensation of warmth, or bronchospasm
have been reported and may require discontinuation and/or administration of appropriate treatment.

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 caspofungin 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 caspofungin and cyclosporin for 1 to 290 days (median 17.5 days), no serious hepatic adverse
reactions were noted. These data suggest that caspofungin can be used in patients receiving
cyclosporin when the potential benefit outweighs the potential risk. Close monitoring of liver enzymes
should be considered if caspofungin 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 impairment or in
paediatric patients with any degree of hepatic impairment. A higher exposure than in moderate hepatic
impairment is expected and caspofungin should be used with caution in these patients (see sections 4.2
and 5.2).

This medicinal product contains sucrose. Patients with rare hereditary problems of fructose intolerance
or sucrase—isomaltase insufficiency should not take this medicinal product (see section 2).

4.5 Interaction with other medicinal products and other forms of interaction

Studies in vitro show that caspofungin 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. Caspofungin 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 caspofungin 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 caspofungin and cyclosporin for 1 to 290 days (median
17.5 days), no serious hepatic adverse reactions were noted (see section 4.4). Close monitoring of liver
enzymes should be considered if the two medicinal products are used concomitantly.

Caspofungin 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.
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Clinical studies in healthy adult volunteers show that the pharmacokinetics of caspofungin 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 caspofungin
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 caspofungin 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 medicinal products has
not been formally studied.

In paediatric patients, results from regression analyses of pharmacokinetic data suggest that
co-administration of dexamethasone with caspofungin 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 caspofungin 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 caspofungin dose of 70-mg/m” daily (not
to exceed an actual daily dose of 70 mg) should be considered.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no or limited data from the use of caspofungin in pregnant women. Caspofungin should not

be used during pregnancy unless clearly necessary. Animal studies have shown developmental toxicity
(see section 5.3). Caspofungin has been shown to cross the placental barrier in animal studies.

Breast-feeding
It is unknown whether caspofungin is excreted in human milk. Available

pharmacodynamic/toxicological data in animals have shown excretion of caspofungin in milk. Women
receiving caspofungin should not breast-feed.

Fertility

For caspofungin, there were no effects on fertility in studies conducted in male and female rats (see
section 5.3). There are no clinical data for caspofungin to assess its impact on fertility.

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.

4.8 Undesirable effects

Hypersensitivity reactions (anaphylaxis and possibly histamine-mediated adverse reactions) have been
reported (see section 4.4).
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Also reported in patients with invasive aspergillosis were pulmonary oedema, adult respiratory distress
syndrome (ARDS), and radiographic infiltrates.

Adult patients
In clinical studies, 1,865 adult individuals received single or multiple doses of caspofungin:

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 caspofungin (total 1,780)
were typically mild and rarely led to discontinuation.

The following adverse reactions were reported:
[Very common (>1/10), Common (=1/100 to <1/10), Uncommon (>1/1,000 to <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

Uncommon: nasal congestion, pharyngolaryngeal pain, tachypnoea, bronchospasm, cough, dyspnoea
paroxysmal nocturnal, hypoxia, rales, wheezing
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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.

Caspofungin has also been evaluated at 150 mg daily (for up to 51 days) in 100 adult patients (see
section 5.1). The study compared caspofungin 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 caspofungin at this higher dose appeared generally similar to patients receiving the 50-mg
daily dose of caspofungin. 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
Data from 5 clinical studies completed in 171 paediatric patients suggest that the overall incidence of
clinical adverse experiences (26.3%; 95% CI -19.9, 33.6) is not worse than reported for adults treated
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with caspofungin (43.1%; 95% CI -40.0, 46.2). However, paediatric patients probably have a different
adverse event profile compared to adult patients. The most common drug-related clinical adverse

experiences reported in paediatric patients treated with caspofungin were pyrexia (11.7%), rash (4.7%)
and headache (2.9%).

The following adverse reactions were reported:
[Very common (=1/10), Common (=1/100 to <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

Post-Marketing experience:
The following post-marketing adverse reactions have been reported:

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 reactions. Caspofungin is not dialysable.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antimycotics for systemic use, ATC Code: JO2AX04
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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 = 521, 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
5-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- A2 (for Aspergillus species) and method M27- A3 (for
Candida species). Standardised techniques for susceptibility testing have been established for yeasts
by EUCAST. However, interpretive breakpoints for caspofungin have not been approved by
EUCAST. Isolates of Candida with reduced susceptibility to caspofungin have been identified in a
small number of patients during treatment (MICs for caspofungin >2 mg/L (4- to 30-fold MIC
increases) have been reported using standardized MIC testing techniques approved by the CLSI). The
mechanism of resistance identified was FKS1/FKS2 gene mutation. These cases have been associated
with poor clinical outcomes. Development of in vitro resistance to caspofungin by Aspergillus species
has been identified. In limited clinical experience, resistance to caspofungin in patients with invasive
aspergillosis has been observed. The mechanism of resistance has not been established. The incidence
of resistance to caspofungin by various clinical isolates of Candida and Aspergillus is rare.

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
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
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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
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).
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Paediatric patients

The safety and efficacy of caspofungin 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 caspofungin (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 caspofungin 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 caspofungin 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
occurs in the absence of a distribution equilibrium, and a true estimate of the volume of distribution of
caspofungin is currently impossible to obtain.

Biotransformation

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).
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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 impairment and in paediatric patients with any degree of hepaticimpairment. 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 impairment (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 impairment
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 caspofungin 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 impairment. 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 Cay, (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 1, 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 1, after multiple doses was comparable to
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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_»4 1, 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, ;) and caspofungin trough concentration
(Cy41y) 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 Cy, 1, (Day 4 geometric mean 3.55 pg/ml, range 0.13 to
7.17 pg/ml). AUC.4 1, measurements were not performed in this study due to the sparse plasma
sampling. Of note, the efficacy and safety of caspofungin 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
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 in 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. For caspofungin, there were no effects on
fertility in studies conducted in male and female rats up to 5 mg/kg/day.

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. In the absence of compatibility studies, this medicinal product must not be mixed with other
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 injection.
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Diluted 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 - 8°C).

For storage conditions after reconstitution and dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

10 ml Type I glass vial with a grey butyl stopper and a plastic cap with an orange aluminium band .
Supplied in packs of 1 vial.

6.6 Special precautions for disposal and other handling

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
injection. 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.

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 0.28 mg/ml Not Recommended
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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

70 mg

(from two 50 mg 14 ml 0.28 mg/ml Not Recommended

vials)**

35 mg for moderate

hepatic impairment 5 ml 0.14 mg/ml 0.34 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)

\IHeig ht (cm) ¥ Weight (ki)
ESA (m?) = 3600

Preparation of the 70 mg/m’ infusion _for paediatric patients >3 months of age (using a 70-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 water for injection.” This reconstituted solution may be stored for up
to 24 hours at or below 25°C.” This will give a final caspofungin concentration in the vial of
7.2 mg/ml.

Remove the volume of medicinal product 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 or below 25°C or within 48 hours if stored refrigerated at 2 to 8°C.

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 water for injection.” This reconstituted solution may be stored for up
to 24 hours at or below 25°C." This will give a final caspofungin concentration in the vial of
7.2 mg/ml.

Remove the volume of medicinal product equal to the calculated daily maintenance 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

30




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.

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 latest renewal: 07 September 2011.

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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ANNEX IT

MANUFACTURER(S) RESPONSIBLE FOR BATCH
RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Merck Sharp & Dohme BV, Waarderweg 39, 2031 BN Haarlem, The Netherlands

or

Laboratories Merck Sharp & Dohme- Chibret, Route de Marsat-RIOM, 63963 Clermont-Ferrand
Cedex 9, France

The printed package leaflet of the medicinal product must state the name and address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2)

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

° Periodic Safety Update Reports

The marketing authorisation holder shall submit periodic safety update reports for this product in
accordance with the requirements set out in the list of Union reference dates (EURD list) provided for
under Article 107¢(7) of Directive 2001/83/EC and published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

° Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any subsequent updates of
the RMP,.

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

If the submission of a PSUR and the update of a RMP coincide, they can be submitted at the same
time.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

CANCIDAS 50 mg powder for concentrate for solution for infusion
Caspofungin (as acetate)

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains: 50 mg caspofungin (as acetate).

3. LIST OF EXCIPIENTS

Sucrose, mannitol, glacial acetic acid and sodium hydroxide.

4. PHARMACEUTICAL FORM AND CONTENTS

1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use after reconstitution and dilution.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

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

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/01/196/001

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

CANCIDAS 50 mg powder for concentrate for solution for infusion
Caspofungin (as acetate)
Intravenous use

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

38



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

CANCIDAS 70 mg powder for concentrate for solution for infusion
Caspofungin (as acetate)

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains: 70 mg caspofungin (as acetate).

3. LIST OF EXCIPIENTS

Sucrose, mannitol, glacial acetic acid, and sodium hydroxide.

4. PHARMACEUTICAL FORM AND CONTENTS

1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use after reconstitution and dilution.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

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

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/01/196/003

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

CANCIDAS 70 mg powder for concentrate for solution for infusion
Caspofungin (as acetate)
Intravenous use

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

Y|



B. PACKAGE LEAFLET
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Package Leaflet: Information for the user

Cancidas 50 mg powder for concentrate for solution for infusion
Caspofungin

Read all of this leaflet carefully before you or your child are given this medicine because it
contains important information for you.

o Keep this leaflet. You may need to read it again.
o If you have further questions, please ask your doctor, nurse or pharmacist.
o If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible

side effects not listed in this leaflet.

What is in this leaflet

1. What Cancidas is and what it is used for

2. What you need to know before you are given Cancidas
3. How to use Cancidas

4, Possible side effects

5. How to store Cancidas

6. Contents of the pack and other information

1. What Cancidas is and what it is used for

What Cancidas is
Cancidas contains a medicine called caspofungin. This belongs to a group of medicines called anti-
fungals.

What Cancidas is used for

Cancidas is used to treat the following infections in children,adolescents and adults:

° serious fungal infections in your tissues or organs (called ‘invasive candidiasis’). This infection
is caused by fungal (yeast) cells called Candida.

People who might get this type of infection include those who have just had an operation or
those whose immune systems are weak. Fever and chills that do not respond to an antibiotic are
the most common signs of this type of infection.

o fungal infections in your nose, nasal sinuses or lungs (called ‘invasive aspergillosis’) if other
anti-fungal treatments have not worked or have caused side effects. This infection is caused by a
mould called Aspergillus.

People who might get this type of infection include those having chemotherapy, those who have
had a transplant and those whose immune systems are weak.

o suspected fungal infections if you have a fever and a low white cell count that have not
improved on treatment with an antibiotic. People who are at risk of getting a fungal infection
include those who have just had an operation or those whose immune systems are weak.

How Cancidas works
Cancidas makes fungal cells fragile and stops the fungus from growing properly. This stops the

infection from spreading and gives the body’s natural defences a chance to completely get rid of the
infection.

2. What you need to know before you are given Cancidas

Do not use Cancidas

o -if you are allergic to caspofungin or any of the other ingredients of this medicine (listed in
section 6).
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If you are not sure, talk to your doctor, nurse or pharmacist before you are given your medicine.

Warnings and precautions
Talk to your doctor, nurse or pharmacist before you are given Cancidas if:

o you are allergic to any other medicines

o you have ever had liver problems - you might need a different dose of this medicine

o you are already taking cyclosporin (used to help prevent organ transplant rejection or to
suppress your immune system) - as your doctor may need to run extra blood tests during your
treatment.

o if you have ever had any other medical problem.

If any of the above applies to you (or you are not sure), talk to your doctor, nurse or pharmacist before
you are given Cancidas.

Other medicines and Cancidas

Please tell your doctor, nurse or pharmacist if you are taking, have recently taken or might take any
other medicines. This includes medicines obtained without a prescription, including herbal medicines.
This is because Cancidas can affect the way some other medicines work. Also some other medicines
can affect the way Cancidas works.

Tell your doctor, nurse or pharmacist if you are taking any of the following medicines:

o cyclosporin or tacrolimus (used to help prevent organ transplant rejection or to suppress your
immune system) as your doctor may need to run extra blood tests during your treatment
some HIV medicines such as efavirenz or nevirapine

phenytoin or carbamazepine (used for the treatment of seizures)

dexamethasone (a steroid)

rifampicin (an antibiotic).

If any of the above apply to you (or you are not sure), talk to your doctor, nurse or pharmacist before
you are given Cancidas.

Pregnancy and breast-feeding
Ask your doctor for advice before taking any medicine, if you are pregnant or breast-feeding or think
you are pregnant.

o Cancidas has not been studied in pregnant women. It should be used in pregnancy only if the
potential benefit justifies the potential risk to the unborn baby.
o Women given Cancidas should not breast-feed.

Driving and using machines
There is no information to suggest that Cancidas affects your ability to drive or operate machinery.

Cancidas contains sucrose

Cancidas contains sucrose (a type of sugar). If you have been told by your doctor that you cannot
tolerate or digest some sugars, talk to your doctor, nurse or pharmacist before you are given this
medicine.

3. How to use Cancidas

Cancidas will always be prepared and given to you by a healthcare professional.
You will be given Cancidas:

o once each day
o by slow injection into a vein (intravenous infusion)
o over about 1 hour.
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Your doctor will determine the duration of your treatment and how much Cancidas you will be given
each day. Your doctor will monitor how well the medicine works for you. If you weigh more than
80 kg, you may need a different dose.

Children and adolescents
The dose for children and adolescents may differ from the adult dose.

If you have been given more Cancidas than you should

Your doctor will decide how much Cancidas you need and for how long each day. If you are worried
that you may have been given too much Cancidas, tell your doctor or nurse straight away.

If you have any further questions on the use of this medicine, ask your doctor, nurse or pharmacist.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Tell your doctor or nurse straight away if you notice any of the following side effects — you may
need urgent medical treatment:

o rash, itching, feeling warm, swelling of your face, lips or throat or difficulty breathing - you
may be having a histamine reaction to the medicine.

o difficulty breathing with wheezing or a rash that gets worse - you may be having an allergic
reaction to the medicine.

o cough, serious breathing difficulties - if you are an adult and have invasive aspergillosis you

may be experiencing a serious respiratory problem that could result in respiratory failure.

As with any prescription medicine, some side effects may be serious. Ask your doctor for more
information.

Other side effects in adults include

Common: may affect up to 1 in 10 people:

o Decreased haemoglobin (decreased oxygen carrying substance in the blood), decreased white
blood cells

o Decreased blood albumin (a type of protein) in your blood, decreased potassium or low potassium

levels in the blood

Headache

Inflammation of the vein

Shortness of breath

Diarrhoea, nausea or vomiting

Changes in some laboratory blood tests (including increased values of some liver tests)

Itching, rash, skin redness or sweating more than usual

Joint pain

Chills, fever

Itching at the injection site.

Uncommon: may affect up to 1 in 100 people:

o Changes in some laboratory blood tests (including disease of blood clotting, platelets, red blood
cells and white blood cells)
o Loss of appetite, increase in amount of body fluid, imbalance of salt in the body, high sugar

level in the blood, low calcium level in the blood, low magnesium level in the blood, increase in
acid level in the blood
o Disorientation, feeling nervous, being unable to sleep
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Feeling dizzy, decreased feeling or sensitivity (especially in the skin), shaking, feeling sleepy,
change in the way things taste, tingling or numbness

Blurred vision, increase in tears, swollen eyelid, yellowing of the whites of the eyes

Sensation of fast or irregular heart beats, rapid heart beat, irregular heart beat, abnormal heart
rhythm, heart failure

Flushing, hot flush, high blood pressure, low blood pressure, redness along a vein which is
extremely tender when touched

Tightening of the bands of muscle around the airways resulting in wheezing or coughing, fast
breathing rate, shortness of breath that wakes you up, shortage of oxygen in the blood, abnormal
breath sounds, crackling sounds in the lungs, wheezing, nasal congestion, cough, throat pain
Belly pain, upper belly pain, bloating, constipation, difficulty swallowing, dry mouth,
indigestion, passing gas, stomach discomfort, swelling due to build-up of fluid around the belly
Decreased flow of bile, enlarged liver, yellowing of the skin and/or whites of the eyes, liver
injury caused by a drug or chemical, liver disorder

Abnormal skin tissue, generalised itching, hives, rash of varying appearance, abnormal skin, red
often itchy spots on your arms and legs and sometimes on the face and the rest of the body
Back pain, pain in an arm or leg, bone pain, muscle pain, muscle weakness

Loss of kidney function, sudden loss of kidney function

Catheter site pain, injection site complaints (redness, hard lump, pain, swelling, irritation, rash,
hives, leaking of fluid from the catheter into the tissue), inflammation of vein at injection site
Increased blood pressure and alterations in some laboratory blood tests (including kidney
electrolyte and clotting tests), increased levels of the medicines you are taking that weaken the
immune system

Chest discomfort, chest pain, feeling of body temperature change, generally feeling unwell,
general pain, swelling of the face, swelling of the ankles, hands or feet, swelling, tenderness,
feeling tired.

Side effects in children and adolescents

Very common: may affect more than 1 in 10 people:

Fever

Common: may affect up to 1 in 10 people:

Headache

Fast heart beat

Flushing, low blood pressure

Changes in some laboratory blood tests (increased values of some liver tests)
Itching, rash

Catheter site pain

Chills

Changes in some laboratory blood tests.

Other side effects reported since this medicine has been on the market

Not known: frequency cannot be estimated:

Liver problems
Swelling of the ankles, hands or feet
Increased calcium levels in the blood have been reported.

If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible side
effects not listed in this leaflet.
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5. How to store Cancidas

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and the vial (the first two
numbers are the month; the next four numbers are the year). The expiry date refers to the last day of
that month.

Store in a refrigerator (2°C to 8°C).

Once Cancidas has been prepared, it should be used straight away. This is because it does not contain
any ingredients to stop the growth of bacteria. Only a trained healthcare professional who has read the
complete directions should prepare the medicine (please see below “Instructions of how to reconstitute
and dilute Cancidas”).

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help to protect the environment.

6. Contents of the pack and other information

What Cancidas contains

° The active substance is caspofungin. Each vial of Cancidas contains 50 mg of caspofungin (as
acetate).
o The other ingredients are sucrose, mannitol, glacial acetic acid and sodium hydroxide (please

see section 2. What you need to know before you are given Cancidas).

What Cancidas looks like and contents of the pack
Cancidas is a sterile, white to off-white compact powder.

Each pack contains one vial of powder.

Marketing Authorisation Holder and Manufacturer

Marketing Authorisation Holder Manufacturer
Merck Sharp & Dohme Limited Merck Sharp & Dohme B. V.
Hertford Road, Hoddesdon Waarderweg 39
Hertfordshire EN11 9BU 2031 BN Haarlem
United Kingdom The Netherlands

or

Laboratories Merck Sharp & Dohme- Chibret
Route de Marsat-RIOM

63963 Clermont-Ferrand Cedex 9

France

For any information about this medicinal product, please contact the local representative of the
Marketing Authorisation Holder.

Belgique/Belgié/Belgien Lietuva

MSD Belgium BVBA/SPRL UAB Merck Sharp & Dohme
Tél/Tel: 0800 38 693 (+32(0)27766211) Tel.: +370 5 278 02 47
dpoc_belux@merck.com msd_lietuva@merck.com
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Bbwarapus

Mepxk [apn u Joym bearapus EOO/]
Ten.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika
Merck Sharp & Dohme s.r.o.
Tel.: +420233 010 111

dpoc_czechslovak@merck.com

Danmark
MSD Danmark ApS
TIf: +45 44 82 40 00

dkmail@merck.com

Deutschland

MSD SHARP & DOHME GMBH

Tel: 0800 673 673 673 (+49 (0) 89 4561 2612)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

EAMGdo

MSD A.®.B.E.E

TnA: +30210 98 97 300
dpoc_greece(@merck.com

Espaiia

Merck Sharp & Dohme de Espaiia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: + 33 (0) 1 80 46 40 40

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: + 3851 6611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@merck.com

Island
Vistor hf.
Simi: +354 535 7000
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Luxembourg/Luxemburg

MSD Belgium BVBA/SPRL

Tél/Tel: 0800 38 693 (+32(0)27766211)
dpoc_belux@merck.com

Magyarorszag
MSD Pharma Hungary Kft.
Tel.: +36 1 888 5300

hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel.: 8007 4433 (+ 356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme BV

Tel: 0800 9999000 (+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
msd-medizin@merck.com

Polska

MSD Polska Sp. z o.0.
Tel.: +48 22 549 51 00
msdpolska@merck.com

Portugal
Merck Sharp & Dohme, Lda
Tel: +351 21 4465808

clic@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: +4021 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila

d.o.o.
Tel: + 386 1 5204201
msd_slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. r. 0.
Tel.: +421 2 58282010
dpoc_czechslovak@merck.com



Italia

MSD Italia S.r.l.

Tel: +39 06 361911
medicalinformation.it@merck.com

Kvnpog
Merck Sharp & Dohme Cyprus Limited
TnA.: 800 00 673 (+357 22866700)

cyprus_info@merck.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel: +371 67364 224
msd_lv@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0) 9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 (0)77 5700488
medicinskinfo@merck.com

United Kingdom

Merck Sharp & Dohme Limited
Tel: +44 (0) 1992 467272
medicalinformationuk@merck.com

This leaflet was last revised in

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.

The following information is intended for medical or healthcare professionals only:
Instructions of how to reconstitute and dilute CANCIDAS:

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
injection. 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.
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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 0.20 mg/ml -

50 mg at reduced 10 ml - 0.47 mg/ml

volume

35 mg for moderate

hepatic impairment 7 ml 0.14 mg/ml -

(from one 50 mg vial)

35 mg for moderate

hepatic impairment

(from one 50 mg vial) at 7ml i 0.34 mg/ml

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)

\/Heig ht (o) ¥ Weight (ki)
BSA (md) = 3600

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

3. Aseptically add 10.5 ml of water for injection.” This reconstituted solution may be stored for up
to 24 hours at or below 25°C.” This will give a final caspofungin concentration in the vial of
5.2 mg/ml.

4. Remove the volume of medicine 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 or below 25°C or within 48 hours if stored refrigerated at 2 to 8°C.

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

3 Mosteller RD: Simplified Calculation of Body Surface Area. N Engl J Med 1987 Oct 22;317(17): 1098 (letter)
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3. Aseptically add 10.5 ml of water for injection.” This reconstituted solution may be stored for up
to 24 hours at or below 25°C." This will give a final caspofungin concentration in the vial of
5.2 mg/ml.

4. Remove the volume of medicine equal to the calculated daily maintenance 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 or below 25°C or within 48 hours if stored refrigerated at 2 to 8°C.

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 discoloration during
reconstitution and prior to infusion. Do not use if the solution is cloudy or has precipitated.

¢ CANCIDAS is formulated to provide the full labeled vial dose (50 mg) when 10 ml is withdrawn
from the vial.
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Package Leaflet: Information for the user

Cancidas 70 mg powder for concentrate for solution for infusion
Caspofungin

Read all of this leaflet carefully before you or your child are given this medicine because it
contains important information for you..

Keep this leaflet. You may need to read it again.

If you have further questions, please ask your doctor, nurse or pharmacist.

If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible
side effects not listed in this leaflet.

What is in this leaflet

1. What Cancidas is and what it is used for

2. What you need to know before you are given Cancidas

3. How to use Cancidas

4. Possible side effects

5. How to store Cancidas

6. Contents of the pack and other information

1. What Cancidas is and what it is used for

What Cancidas is

Cancidas contains a medicine called caspofungin. This belongs to a group of medicines called anti-
fungals.

What Cancidas is used for
Cancidas is used to treat the following infections in children,adolescents and adults:

serious fungal infections in your tissues or organs (called ‘invasive candidiasis’). This infection
is caused by fungal (yeast) cells called Candida.

People who might get this type of infection include those who have just had an operation or
those whose immune systems are weak. Fever and chills that do not respond to an antibiotic are
the most common signs of this type of infection.

fungal infections in your nose, nasal sinuses or lungs (called ‘invasive aspergillosis’) if other
anti-fungal treatments have not worked or have caused side effects. This infection is caused by a
mould called Aspergillus.

People who might get this type of infection include those having chemotherapy, those who have
had a transplant and those whose immune systems are weak.

suspected fungal infections if you have a fever and a low white cell count that have not
improved on treatment with an antibiotic. People who are at risk of getting a fungal infection
include those who have just had an operation or those whose immune systems are weak.

How Cancidas works

Cancidas makes fungal cells fragile and stops the fungus from growing properly. This stops the
infection from spreading and gives the body’s natural defences a chance to completely get rid of the
infection.

2.

What you need to know before you are given Cancidas

Do not use Cancidas

-if you are allergic to caspofungin or any of the other ingredients of this medicine (listed in
Section 6).
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If you are not sure, talk to your doctor, nurse or pharmacist before you are given your medicine.

Warnings and precautions

Talk to your doctor, nurse or pharmacist before you are given Cancidas if:

o you are allergic to any other medicines

o you have ever had liver problems - you might need a different dose of this medicine

you are already taking cyclosporin (used to help prevent organ transplant rejection or to suppress your
immune system) - as your doctor may need to run extra blood tests during your treatment.

o if you have ever had any other medical problem.

If any of the above applies to you (or you are not sure), talk to your doctor, nurse or pharmacist before
you are given Cancidas.

Other medicines and Cancidas

Please tell your doctor, nurse or pharmacist if you are taking, have recently taken or might take any
other medicines. This includes medicines obtained without a prescription, including herbal medicines.
This is because Cancidas can affect the way some other medicines work. Also some other medicines
can affect the way Cancidas works.

Tell your doctor, nurse or pharmacist if you are taking any of the following medicines:

o cyclosporin or tacrolimus (used to help prevent organ transplant rejection or to suppress your
immune system) as your doctor may need to run extra blood tests during your treatment
some HIV medicines such as efavirenz or nevirapine

phenytoin or carbamazepine (used for the treatment of seizures)

dexamethasone (a steroid)

rifampicin (an antibiotic).

If any of the above apply to you (or you are not sure), talk to your doctor, nurse or pharmacist before
you are given Cancidas.

Pregnancy and breastfeeding
Ask your doctor for advice before taking any medicine, if you are pregnant or breast-feeding or think
you are pregnant.

o Cancidas has not been studied in pregnant women. It should be used in pregnancy only if the
potential benefit justifies the potential risk to the unborn baby.
o Women given Cancidas should not breast-feed.

Driving and using machines
There is no information to suggest that Cancidas affects your ability to drive or operate machinery.

Cancidas contains sucrose

Cancidas contains sucrose (a type of sugar). If you have been told by your doctor that you cannot
tolerate or digest some sugars, talk to your doctor, nurse or pharmacist before you are given this
medicine.

3. How to use Cancidas

Cancidas will always be prepared and given to you by a healthcare professional.
You will be given Cancidas:

o once each day
o by slow injection into a vein (intravenous infusion)
o over about 1 hour.
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Your doctor will determine the duration of your treatment and how much Cancidas you will be given
each day. Your doctor will monitor how well the medicine works for you. If you weigh more than
80 kg, you may need a different dose.

Children and adolescents
The dose for children and adolescents may differ from the adult dose.

f you have been given more Cancidas than you should

Your doctor will decide how much Cancidas you need and for how long each day. If you are worried
that you may have been given too much Cancidas, tell your doctor or nurse straight away.

If you have any further questions on the use of this medicine, ask your doctor, nurse or pharmacist.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Tell your doctor or nurse straight away if you notice any of the following side effects — you may
need urgent medical treatment:

o rash, itching, feeling warm, swelling of your face, lips or throat or difficulty breathing - you
may be having a histamine reaction to the medicine.

o difficulty breathing with wheezing or a rash that gets worse - you may be having an allergic
reaction to the medicine.

o cough, serious breathing difficulties - if you are an adult and have invasive aspergillosis you

may be experiencing a serious respiratory problem that could result in respiratory failure.

As with any prescription medicine, some side effects may be serious. Ask your doctor for more
information.

Other side effects in adults include

Common: may affect up to 1 in 10 people:

o Decreased haemoglobin (decreased oxygen carrying substance in the blood), decreased white
blood cells

o Decreased blood albumin (a type of protein) in your blood, decreased potassium or low potassium

levels in the blood

Headache

Inflammation of the vein

Shortness of breath

Diarrhoea, nausea or vomiting

Changes in some laboratory blood tests (including increased values of some liver tests)

Itching, rash, skin redness or sweating more than usual

Joint pain

Chills, fever

Itching at the injection site.

Uncommon: may affect up to 1 in 100 people:

o Changes in some laboratory blood tests (including disease of blood clotting, platelets, red blood
cells and white blood cells)
o Loss of appetite, increase in amount of body fluid, imbalance of salt in the body, high sugar

level in the blood, low calcium level in the blood, low magnesium level in the blood, increase in
acid level in the blood
o Disorientation, feeling nervous, being unable to sleep

54



o Feeling dizzy, decreased feeling or sensitivity (especially in the skin), shaking, feeling sleepy,
change in the way things taste, tingling or numbness

o Blurred vision, increase in tears, swollen eyelid, yellowing of the whites of the eyes

o Sensation of fast or irregular heart beats, rapid heart beat, irregular heart beat, abnormal heart
rhythm, heart failure

o Flushing, hot flush, high blood pressure, low blood pressure, redness along a vein which is
extremely tender when touched

o Tightening of the bands of muscle around the airways resulting in wheezing or coughing, fast

breathing rate, shortness of breath that wakes you up, shortage of oxygen in the blood, abnormal
breath sounds, crackling sounds in the lungs, wheezing, nasal congestion, cough, throat pain

° Belly pain, upper belly pain, bloating, constipation, difficulty swallowing, dry mouth,
indigestion, passing gas, stomach discomfort, swelling due to build-up of fluid around the belly

o Decreased flow of bile, enlarged liver, yellowing of the skin and/or whites of the eyes, liver
injury caused by a drug or chemical, liver disorder

o Abnormal skin tissue, generalised itching, hives, rash of varying appearance, abnormal skin, red
often itchy spots on your arms and legs and sometimes on the face and the rest of the body

o Back pain, pain in an arm or leg, bone pain, muscle pain, muscle weakness

o Loss of kidney function, sudden loss of kidney function

° Catheter site pain, injection site complaints (redness, hard lump, pain, swelling, irritation, rash,
hives, leaking of fluid from the catheter into the tissue), inflammation of vein at injection site

o Increased blood pressure and alterations in some laboratory blood tests (including kidney

electrolyte and clotting tests), increased levels of the medicines you are taking that weaken the
immune system

o Chest discomfort, chest pain, feeling of body temperature change, generally feeling unwell,
general pain, swelling of the face, swelling of the ankles, hands or feet, swelling, tenderness,
feeling tired.

Side effects in children and adolescents

Very common: may affect more than 1 in 10 people:
° Fever

Common: may affect up to 1 in 10 people:
Headache

Fast heart beat

Flushing, low blood pressure

Changes in some laboratory blood tests (increased values of some liver tests)
Itching, rash

Catheter site pain

Chills

Changes in some laboratory blood tests.

Other side effects reported since this medicine has been on the market

Not known: frequency cannot be estimated:

o Liver problems
o Swelling of the ankles, hands or feet
o Increased calcium levels in the blood have been reported.

If you get any side effects , talk to your doctor, nurse or pharmacist. This includes any possible side
effects not listed in this leaflet.
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5. How to store Cancidas

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and the vial (the first two
numbers are the month; the next four numbers are the year). The expiry date refers to the last day of
that month.

Store in a refrigerator (2°C to 8°C).

Once Cancidas has been prepared, it should be used straight away. This is because it does not contain
any ingredients to stop the growth of bacteria. Only a trained healthcare professional who has read the
complete directions should prepare the medicine (please see below “Instructions of how to reconstitute
and dilute Cancidas™).

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help to protect the environment.

6. Contents of the pack and other information

What Cancidas contains

° The active substance is caspofungin. Each vial of Cancidas contains 70 mg of caspofungin (as
acetate).
o The other ingredients are sucrose, mannitol, glacial acetic acid and sodium hydroxide (please

see section 2. What you need to know before you are given Cancidas).

What Cancidas looks like and contents of the pack
Cancidas is a sterile, white to off-white compact powder.

Each pack contains one vial of powder.

Marketing Authorisation Holder and Manufacturer

Marketing Authorisation Holder Manufacturer
Merck Sharp & Dohme Limited Merck Sharp & Dohme B. V.
Hertford Road, Hoddesdon Waarderweg 39
Hertfordshire EN11 9BU 2031 BN Haarlem
United Kingdom The Netherlands

or

Laboratories Merck Sharp & Dohme- Chibret
Route de Marsat-RIOM

63963 Clermont-Ferrand Cedex 9

France

For any information about this medicinal product, please contact the local representative of the
Marketing Authorisation Holder.

Belgique/Belgié/Belgien Lietuva

MSD Belgium BVBA/SPRL UAB Merck Sharp & Dohme
Tél/Tel: 0800 38 693 (+32(0)27766211) Tel.: +370 5 278 02 47
dpoc_belux@merck.com msd_lietuva@merck.com
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Bbwarapus

Mepxk [apn u Joym bearapus EOO/]
Ten.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika
Merck Sharp & Dohme s.r.o.
Tel.: +420233 010 111

dpoc_czechslovak@merck.com

Danmark
MSD Danmark ApS
TIf: +45 44 82 40 00

dkmail@merck.com

Deutschland

MSD SHARP & DOHME GMBH

Tel: 0800 673 673 673 (+49 (0) 89 4561 2612)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

EAMGdo

MSD A.®.B.E.E

TnA: +30210 98 97 300
dpoc_greece(@merck.com

Espaiia

Merck Sharp & Dohme de Espaiia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: + 33 (0) 1 80 46 40 40

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: + 3851 6611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@merck.com

Island
Vistor hf.
Simi: +354 535 7000
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Luxembourg/Luxemburg

MSD Belgium BVBA/SPRL

Tél/Tel: 0800 38 693 (+32(0)27766211)
dpoc_belux@merck.com

Magyarorszag
MSD Pharma Hungary Kft.
Tel.: +36 1 888 5300

hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel.: 8007 4433 (+ 356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme BV

Tel: 0800 9999000 (+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
msd-medizin@merck.com

Polska

MSD Polska Sp. z o.0.
Tel.: +48 22 549 51 00
msdpolska@merck.com

Portugal
Merck Sharp & Dohme, Lda
Tel: +351 21 4465808

clic@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: +4021 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila

d.o.o.
Tel: + 386 1 5204201
msd_slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. r. 0.
Tel.: +421 2 58282010
dpoc_czechslovak@merck.com



Italia

MSD Italia S.r.l.

Tel: +39 06 361911
medicalinformation.it@merck.com

Kvnpog
Merck Sharp & Dohme Cyprus Limited
TnA.: 800 00 673 (+357 22866700)

cyprus_info@merck.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel: +371 67364 224
msd_lv@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0) 9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 (0)77 5700488
medicinskinfo@merck.com

United Kingdom

Merck Sharp & Dohme Limited
Tel: +44 (0) 1992 467272
medicalinformationuk@merck.com

This leaflet was last revised in

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.

The following information is intended for medical or healthcare professionals only:
Instructions of how to reconstitute and dilute CANCIDAS:

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
injection. 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.
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PREPARATION OF THE SOLUTION FOR INFUSION IN ADULTS

DOSE* Volume of Standard Reduced volume
reconstituted preparation infusion
CANCIDAS for (reconstituted (reconstituted
transfer to CANCIDAS added to | CANCIDAS added to
intravenous bag or 250 ml) final 100 ml) final
bottle concentration concentration

70 mg 10 ml 0.28 mg/ml Not Recommended

70 mg

(from two 50-mg 14 ml 0.28 mg/ml Not Recommended

vials)**

35 mg for moderate

hepatic impairment 5 ml 0.14 mg/ml 0.34 mg/ml

(from one 70 mg vial)

*10.5 ml should be used for reconstitution of all vials
** 1f 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)

\IHeig ht (cm) ¥ Weight (ki)
ESA (m?) = 3600

Preparation of the 70 mg/mz infusion for paediatric patients >3 months of age (using a 70-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.
2. Equilibrate the refrigerated vial of CANCIDAS to room temperature.

3. Aseptically add 10.5 ml of water for injection.” This reconstituted solution may be stored for up
to 24 hours at or below 25°C." This will give a final caspofungin concentration in the vial of
7.2 mg/ml.

4, Remove the volume of medicine 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 or below 25°C or within 48 hours if stored refrigerated at 2 to 8°C.

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

4 Mosteller RD: Simplified Calculation of Body Surface Area. N Engl J Med 1987 Oct 22;317(17): 1098 (letter)
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3. Aseptically add 10.5 ml of water for injection.” This reconstituted solution may be stored for up
to 24 hours at or below 25°C." This will give a final caspofungin concentration in the vial of
7.2 mg/ml.

4. Remove the volume of medicine equal to the calculated daily maintenance 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 or below 25°C or within 48 hours if stored refrigerated at 2 to 8°C.

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.

¢ CANCIDAS is formulated to provide the full labeled vial dose (70 mg) when 10 ml is withdrawn
from the vial.
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H0H03H H OH :EHKO’ H‘/’\
H OH  Hey " ™ ~ AN <H\|
H | HNT 7 o T ONH ST oH
H:N/\V H)}(N\jiw{\\ ]\OH /\:/H\\O\l o7 H\ o
oy~ D AT Yon
H\ T/ Y. ‘EI A" P
o NH X__cH HNT SN NN
HN/\/N\’ X H \(\ N M 2H.C—COH
h \(/\\/% HOH + 2HLC—COH HOHH NH
HOHHNH e A
e “XA\/A\/”\/‘\VA‘O e H'cnzl:‘:H‘ °
HCH, H CH,
AR - &
Gt Ak
F T YA AR T A B A R BB Ty A= REAWA |77 v H— RRWA | 7 7 >0 — KA
50 mg 70 mg 25 mg 50 mg 75 mg
WARERL IR (I T AP AR T 7 INA T AR AART 7 v~ WA 130 TP A T HIZ R 1A T Iz R
pall XFrilTsdemgaEhH, |FrelTisemgaaf, TrUXCF RN TroXCFRIT T oRUF R Y

2L25mg (ifli) % &

)

L50mg (JIfli) =&

o

A75mg (ifli) % &

)

1.7
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HART 7 X HEEE
1.7 [FIFERZh S — B

*£1.7:1 BRERMR—E (WRARI7UoXUBBIE, SHhT770FX0FFUDL) (DDF)
— R4 TR HART 7 X UERRE IHTrUXLF Y T A
e - 1. B R DS BE DI B 5 BAPE A P BRI D T TARLELARBLOT > O FBIC LD T iU
2. WY VHBIIET AR RRIC L B F 00 B R B LR, PEVR SR LR . WAL L
S B VA A R B B BT AL R RIER A v DA D T

R Y S
T ASAELAE (BT AL F LA | RIS T A AL L R
L BT XL F o — )

ZhHE « RN | 1. EEEYE5ED I D 5B A BRI E —
Mg a6 H | (1) RANZLL T O3 &2 TEICRET S 2 L,

torE < 1E DO RR T38CLL L3 E . T L EFifE 4 537.5CLL Lo 3 E,

o B ERE 500/mm’ R DO A X% 1,000/mmP AR T 500/mm’ AR i (2 3
D ENTHIEINDGE

U R PIEEKE G 2T CHLMEAY T, IEFEEKOREALELEZLND
o

(2) FEENE I R ERIR D E D BB F ~ DO Bk, FEEE I o BRIV E O TR+ 5y
B EFOEMO L & T ARFI OGN & HE S D ERIZ DN TO R
i+ sz &,

(3) FEELF PRI RE IS 5T 2G4 ICIE, BERNICEY) RS RRES 21T
W, BREEHOLICTDE N4 2 &, ERRESHEA LZBRICIE, AHN#
Bikfe 0 MBI A MFT 5 2 &,

2. BEEMED U HE

TV MAE. BEENEE . IR, MENIEG LM B T B mithid T T
We, (TERR AR ] O HESR)

3. FHEMET AL XL RE

fh DIRBEN SN B D WITAFMECHER S 2 BEICAFIOBHE2EZE T H 2

L,
ik - H & <JRA > 1. BRA
1. BB ERY 23 BE b D 5 BWE 41 Bk gD i T AV F L RE
WE, AARTZ 70X e LTHEGHAICTIOmg 2, %520 HURIZSOmg 2 | #@H ., BAIKIEI I 77 F 7 FY v A& LT50~150mg (J)fli) #1H1
TR 1EE ST 5, RANTA TREH 20T TRRIC A HET 5, AT D,
2. WU VHEBITT AN XE L RABIT L D TR DB R Y E TE AT EERME T A~V F L ZJE I IERICIS U CHETE 528, 1A
BBV HE 300 mg (i) & EfR&E T2,
WH, DARTZ7 7 0¥ LTC50mg # 1A IEES T 5, RANTRIREE 220 | B P F%E -
TRRIC AT 2, WE. RAICE I 77 X F R v AL LTS50mg (i) Z1A1BLE
1.7  [AIfE[ESh— B
- 5 -
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HART 7 X HEEE
1.7 [FIFERZh S — B

x®1.7:1 BRERMNR—E (WRARI7UoXUBBIE, SHhT770F0FFUDL) (DDF)
— )4 B NART 7 X CEERIE IHTFUXF R UL
ARBEVE D VO HIE, T AL XL ASE WHrET %,
WH DART 7o XL LTHREHBIZIOmg 2, #5208 BHUBRIZS0 mg &2 | HIE TR MED > ¥ FIEICITERIZS CTHETE 528, 1H300mg ()
TREER G325, RENTR R 20 TRRICAHHET 5, i) % LRET D,
<UPN> WM B R ICBIT AT AL RER T » P HEO TR
HEEEN RO D HEBEF P ERDIE, I VX BT T ANAFAVRBIC | RAIKIEI A7 7 F o F MU v AL LTS0mg (Jifli) % 1A 1B
LABEN L VERE, BEMNS VU HRE, T AULE L AR T 5,
WE., WARTZ 7o XL L THEEPAICTIO mg/m® (KER) 2. BEH20 | SEFECEL QO ABEARKR, 7 F UK SUIHRICEMR L, 75 mg
B LA 1350 mg/m® ((RE W) Z1A ARG T2, AANIH IR T TR () LA T30 LAk, 75 mg (i) 2B 2 CH5 T 5548 1T 10 L
WETEEET 5, 2B, 1H1A50 mg/m® (KERE) OBETHERT2D8 | LTI o,
AliE. 18 1E70 mg/m® (REERE) FTHEEITDIZENTEL, WThof | ERICHT-> T, ERHAKEZEA LAV E, [BRBEAEEE R BRWVT
SbHIHHEL L TIOmg ARV &, B, ]
2. /W
T AL )L RYE
WEL NRICEI AT X Y AL LTI~3mg (Jiffi) kg Z1H1
Bl R EET 5,
FIE TR T AL F L AFEICITERICIE U THETX 528, 1H6mg
(F11l) /kg %= LR ET 5,
B RE
WE. NI T s X F MY AL LTlmg (Jl) /kg 218 18]
RFRET 5,
FIE UL EEIRME D o O FRE I ITERICIGE U T ETX 528, 1H6 mg (Jifli)
/kg & ERET 2, EmM@BHRBHEEICB T DT AV EILARERL RS
T HEIED TS
INRIZIEI B 77 oF¥ T R AL LTlmg (Jiffi) /kg 218 1B §
ET 5,
SRS L Tk, ABAEK, 7 N U BEENE SOOI RIS L, 1R
ML BT TIT 9,
BRI DT> TliE, BHEHAKZERA LRV &, [BERSEEL RS2V
», 1]
A - AR | 1L AFIORGHBNTEEOBREER, SRS SEREL, HEELER | (1) AFOMAICEL T, BROBE ELELRE/NEOYB ORIz L L
B oM | /A ROHMoO®EGIcEEDD L, TEREE OHEBMR) WHZ &,
torE 2. AR L CIiE, FRloRICERTHI L, (2) AR LTiE, FRloRICERTLIZ L,

(1) PEEOIFHEEERE M BFICH LTI, THRE B LR O &R H
2952 L, (TEYERE O0HESMR]

T ALYV IV AE R N H v P FE
RESOkg L FOBEFICH LT, KEHRE TIAHZ Y 6mg () /kg %
2N b,

1.7 [RIFE[R i — B
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HART 7 X HEEE
1.7 [FIFERZh S — B

£1.7:1 RERMAE—E (DARTI7UoX VBRI, SAT770FX0F MUDL) (DDF)
— R A R HART 7 X EERRE IHTFUEXFUFT R UL
Child-Pugh % =2 BIEE - ZhR EMESMBBEEEICBT ST AU ELZER D P FED T
7 BT VK NE B T ERIAE . R R 1) #FHEREE DY S00ME /mm’ LA EIC[EfE 5 72 &, WU R ic ik 552 T2
BV HIE, T AL F LA &,
¥ 2) KESOkg L FOBFICK L CTid, MERFE CTIBEHZV 1 mg (Jifli) /kg
7~9 35mg % 1H 1A BEHAIPIC70 mg, #5220 A EMARNI L,
(2 g ) LAMS 1235 mg % 1 H 1] 3) MR L TIE, FTROFMCEZET DI L,
WEHE O JFHEBEREE (Child-Pugh 2 2 7 5~6) % fF5 BHFICH L CIR@E O AL | 7 A VXV KIEROL > P 5HE
PHET S, RES0 kg LLEDBEICH L TE, 1HH7 Y300 mg (Jiffi) 227202 &,
O FFHERERS % (Child-Pugh % = 71084 b)) ZfF 5 MF IR L CidARAl o | & IEMRBHREEIZBT 57 ALV RIER O v P FIED T
LERER R 72N, 1) 4 EREL DY SO0 /mm’ LA I [EIfE 3 5 72 &, WU R R IC i 5 A2 % T4 2
Q T77ELYY, XETEY, UTrrELy, TR ALV 7= | D
MY, IARSPEL EARAZAT 55E. KAIT0mg O1H 1EE S 2/ | 2) KES0kg BLEOBHFITK L TIE, 1ASHEY50mg (Jfli) Z@xRw2
ATao b, (MHAEMER] RO 3EMBIE] 0HEER) Lo
3./ L TR, FRORCEZETDH I L,
()34 HRMOBETIHMPRENE RDAREERHD DT, 3h RO
BECKRGT OB EEEZEST DL, ([EYERE) OESR)
(2) /RO RFHERERE EBE X T B BEHIT b Tz,
B)zZ7zELbyYy xEIy V770 vy TXYAZI v T==
by, ISR ERAZHAT 25E ., RFIT70 mg/m’O1 A 1EI# 5 %
BEtdao e, ek, IAABELLCIOmgEMx 22, (MHEMEMH] &
O Ty EhEE) DS )
4. AFIOFBICEEL TE, 7 FURBEEOMIREER LanwZ &, (RANT
T RUREESOHRRE P CEIARALETH D, )
5. KR OEGICE L TiZ, thoEmLEE LW &, o, MALFELZ
A CHBHIZAMFEZ T DRV &, Al & EREAT 5 E121E, RO
BLRIBICT A CEARBEAK IR ) Y FVIRTT7 Ty v at b,
(fth D3 EIREG LI GE R OMAI & 7 U7 A > CRIFFCEH B EEIT o 72
BEDOT—=F TR0,
SRR O | 1. BRA -
EEE3ES (1) A TN ORFNOEERE

INA T IVEFRIZE L, RE1NA T (70 mg 73 A 7V X150 mg /34 7 /L)
W2, EFAEED D VIXEHNAKIOSmL ZEAL, o< D EEVIRETH
KIRORKN 2 BRI ST D, A T IVHIZEEIR U 7 AR H O VIR D3 IR X%
WL TS IEZ0WIREFER L2 &, RBAOBEMRE OREIT.

7.2 mg/mL (70 mg /XA 7 /L) X1F5.2 mg/mL (50 mg N4 T /L) EZENEFNR

1.7 [RIFE[R i — B

-7 -

C Confidential




HART 7 X HEEE
1.7 [FIFERZh S — B

1.7 1 RERMSE—E (WRAKRIT 7o X UEEEIE.

ShI7oFxF0F RUDL) (0DF)

— R A R

B ART 7 X HERE

AT XUFT NI UL

B DOTHRT HEEIERET D L,

(2) AHIB 5B DRk

TR, AR EEE TR Y VAN WD, @ S T O R
LEERANOREOLEE (FRBE) %, 250 mL OAFRIEO AN - 7= 80§
JA Ny 7 EAR MM L TR L, SR e 325, % oS\ iE
RANRE XTI L TV A S AT O EREFER LT & TA1IEAER
50 mg X35 mg DHFAITIT, BB U THRIKZ 100 mL IZH C CTHWD =
LINTE B,

U B R O LA
Fi IR DA H D JE
SR FER N | oy | AR & 8R
THIE |2 3| 5 27 TR b %@Z@ﬁf’f U s
HE | AT VERET | v~TINT 25 O (100 mL O
o | TR g o
- VR % )
70mg1’;‘;7” 10 mL 0.28 mg/mL | HERE L 7200
70 mg S
Somgz;ng” 14 mL 0.28 mg/mL | 42 L 22
0
70 mgl;!;g 7 7 mL 0.20 mg/mL | 0.47 mg/mL
50 mg S
50mg1/;‘§47n/ 10 mL 0.20 mg/mL | 0.47 mg/mL
VY
35 mg (i 70mg1’;;7’ 5mL 0.14 mg/mL | 0.34 mg/mL
it 50 mg /XA TV
HEMEE ) 1k 7 mL 0.14 mg/mL | 0.34 mg/mL

T 70 mg /XA T b, 50mg NA TAOWNFNREHANVDLEEL, SA T HOERH
DVEMRIITABEE K H 5 WX EHFAKZ105mL NS Z &

FI0mg A TABNFIHATERWEAITIE, 50mg NA TA2KERHWTIAL
[\l &#70 mg O AHHIERE YT D LN TE D,

550mg NA TABFATERVGEICIE, 10mg A TR EANTIAL
Bl &S50 mg O REFHILIRA BT L2203 TED,

1100 mL o 7 BRiE & O - BRI HESR L2, TS o B OB HE S

1.7 [RIFE[R i — B
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HART 7 X HEEE
1.7 [FIFERZh S — B
x®1.7:1 RERNGR—8 (DRAKRI7UoXUBBIE, S hDO70F0F MYDL) (DDF)

— R A R

HART 7 o X U HER

ST XCFT I UL

0.5mg/mL ZHB 272\ &
2. /MR
() BEOEERmE (BSA) ICESIHIEDOHEDFHA -
ARG ENICBEOKREK A (BSA) IZESWTHELHE TS, (Mosteller
K2 k2 BSA DR FEEF, [BEpEhiE] omEER)
BEMBOMAE (mg) 1. BSA (m») x70mg/m’>CTEHE L., #5208 HLUE®
Ji&E (mg) 1E. BSA (m») x50 mg/m’TEHE T 5,
FEL, 5P ROES2BEALUKOIR AR, BEFBICHE SN EHEZ
Bbod., 10mgaBxen2 b,
(2) 25 TR OARFN O YR
NAT N ZFHEIZRE L, K134 7V (70 mg 234 7V X1E50 mg 23 A T /L)
o, AEFRAEIES D VITEHAKI0SmLZEAL, o< D LIEVEETH
KIROARFN 2 EEIIER ST D, 2SA T IOV E L 72 A F O ¥R 1R 5 I8 # U
WL TSR ZORK LM LRV &, RE OIS O,
7.2 mg/mL (70 mg /XA 7 V) X1FE5.2 mg/mL (50 mg XA T V) LZnFhi
RADOTHENRT A IEETHZ L,
(3) AFIH G- 0 FH I J5 vk
FHRE T, AR OIABR Y » FViEE AV D, A TI)VH TR LIZ AR
FOWEP»OHAE L AEICH YT s LERE [ (1) HER) &, SAE&HTA
Ny P AFA PR L THIR L, SHEEERE T 5, % oSS ER
DR AT L TV L HEEFZ O EREFEHA L2 & SRR% O R&R
JEN0.5S mg/mL BRI L

3 (g
ol |of

ZIR I

JRRIEE =

ARFN D R sy ikt U BUE O MERE O & % B E

ARFN D R sy ikt U BUE O TERE O & % B E

fEH EoEE

1. BEKES RoBHFIITERICKS TS L)
RYPREUEDMERE OB 5 BE, FITHhO X v o F 4 U RFEFEANC K LB
JEOEEROH 5 BFICIIEET DL L,

1 EERELS (ROBEIIEECREFTD L)

(1) EWRBUEDOBREREDH HEE, HIThox v o7« V RIFLEEANT K

LISBUEDBEERED & 5 F 3T+ 5 2 &,

Q) HEEo»2HF HFEFLZ2EIED2IENH D, ]

2. EE R RARMER

EHMICHEREZITH R E, BEOREZHLBEL, RESRBO LN
ek, 5 E2PIET R @MU RMEXITIZ L, [ TERREMEMR] ©
IH &)

R

2. WERIEARER

() EWIWITITFHEEREZITY 2L, BEOREZ +OBILEL, BE¥RRD
LS AICE, B EPIET 20 MU R0@EEITO 2L, [RAIE LT

DBEE THERES, HEFROLDND LR D,

( TEXZEIEM] O

HZM) £, BRI W TIFERMBEORE & 20— o B LR

whbhTWws, (TZOMOERE] OHSHE) ]

1.7 [RIFE[R i — B
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HART 7 X HEEE
1.7 [FIFERZh S — B
x®1.7: 1

RERMAE—E (DART 7 o ¥ VBB,

ShI7oFxF0F RUDL) (0DF)

— R A R

B ART 7 X HRE

ST XCFT I UL

() NETIE, BARRBRICIE T, A TR E OBE R &V C L
PBESNTNDOT, +oRET LI L,

(3) RHN O FRHHEGRAHEIZIB N TT A VXV RREX T & ¥ E N RIE
L7eBaid, BREMEMAET, oA ET S5, XIIAAEZHET D2
CHE e iE e T Z &,

) FHBGBBBRICEN T, REERT AXVE L AFIH oV X/ T
RN ERWREIC e o TG . UTARFIER LG THRPER D bR WIEE I,

3. MEAEH

WEFHEE) BFRcEETSZ &)

AL

i R IR« HE I T 1R

A - SRR A

vrmaARY v

AF 7o AR v EPFHLE

B v a AR Y oA
{LIZ B B2 Do 208, AFID AUC
IEHEIM L7, 72, miEEA oG
L0 —i@PEo ALT B OV AST 8028
BT,

VIBARY UBREEINL TS E
BEA~ORBN O EIL, BELEOFL
MR faittx ElE 5 Ll s h 55
EOHRETH L, WIEAEOERT
L%, HERORERE=4
VI OEMmEERETLH L, (1Y
e OESR)

BERIC X B AFI D
AUC o#ENiC
X, P T U AKR—
% — (OATP1B1)
5 L= ARB O
VA DRLEN
5L Tns&E
bbb,

27l LR

AEEZ v ) AR LA LB,
&7 ) A ZAOE G120 5
B (Cin) ZWAD SETZRN, KAO
iR eR =31 e e WA Y [ A = RN ¥ WA
Sfc, (IEEWEhRE) OB KA
L) AR ERATLHA1T.
Zra) AADMTEREDE=4)
VI RO ERESHERIND,

B A~

DA AV

AH %Y 77 ey U HEE L
JAL7ZBE. AFIo AUC 240 L 7=,
V77 T OF AR E H R

Y77 EYYD
PEAIC & 2 ARFI D
I VT T AHE

BREFMHET, MOEAICEFTT 22 LG RLEEITS Z L,

1.7 [RIFE[R i — B
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HART 7 X HEEE
1.7 [FIFERZh S — B
x®1.7: 1

RERMAE—E (DART 7 o ¥ VBB,

ShI7oFxF0F RUDL) (0DF)

— R A R

HART 7 o X U HER

ST XCFT I UL

e T CABZOFH LzBE. KB b
T ITRENEAS L, Wz
Th, V77 ooz
Bhibixironznol, (T3
WERE] OWMSR) Vv
EARKNERT D56, RATIHEAR
A170 mg O 1H 1EI#E 5 %, /T
AHKI70 mg/m* (RFEFE) ©1H 1A

BEERHTAZE, 2L, AR
DIAMHEE, BAEFEICHE SN

BIZEDLT, 710mg 2B 2V
L

W REHER LY
LHRYIAHL ST
VAR—H —
(OATPIB1) %4~
L 7 W AR A3 5
BIHEEZDN
5,

7y E LY
IrEZEY
TJrz= kA
FTXY AL
DN NR<EE

INLOIEAKERFOHHIZLY
i R B9V A AR A A oo o R BE oA
THRELLZEBZNNS D, ([FEpyH)
Bl O] Zh b DAL AK
O 556 A TIEAHT0 mg
DO1A1EE G %2 /R TEARHA

70 mg/m*> (KX ML) O1H1EHERE
ERETHL, ZEL. NED]
AFRAEF BFEEBECHEINT-AE
WCBEDLHF, T0mg BB RWVWT L,

b DA O P
Bl X2 K8 D2
V7T REFE |
FAHERE L B
B0 A Fdig 268 AR
DEBETLHLEZ
bhvs,

4. FIEM
HERBR (RR)
<HA>

[E] PN 25 TIAH 32 38 0 FR T 8 5 B B BR IS B W) T AR K 2 B 5 & L 7= 60451 7R 2341
(38.3%) ICEIER RO bz, =D X2 H D% AST (GOT) HAn641 (10.0%) .
ALT (GPT) #8056l (8.3%). mifE3f1 (5.0%). FEEREREEM3E] (5.0%) .
L2 (3.3%) . FRARZE261 (3.3%). M AL-P #0241 (3.3%), sy v
LR 26 (3.3%) . y-GTP #2641 (3.3%), 71 b v v b M ZERE 26 (3.3%)
Th o7,

SE G AH & OV AR BRIZ B W T, RAIZ G S iz1,38661H16254
(45.1%) ICEMERARRD b,

3. ®IfEA

OF ANV ENLRER N v T FhE

MANE G e L-ENERRBRICBWT, BUWER (FRBREMO RE L%
o) BNeTHIHF2141 (31.3%) 233 E Sz, ZTONRIL, FRk%E2t:
(3.0%) . Bk, Mm&%. B, FEW. &imE, ShE, T, E, &5,
EBHRB &It (1.5%) . AI-P E54.5% (3/67) . BUN E54.5% (3/67) .
y-GTP E53.0% (2/66) . ALT (GPT) EH3.0% (2/67) . Z V7 F = F
H3.0% (2/67) HThHoTz,

IR E G e L-ENERRBRICBWT, BUWER (FRBREMO RE L%
Eir) 22061661 (30.0%) ([C14FHE SN, TONRIZ. 7T 74 7%
B (5.0%) . AST (GOT) EH15.0% (3/20) . ALT (GPT) FE

1.7 [RIFE[R i — B
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HART 7 X HEEE
1.7 [FIFERZh S — B

x®1.7: 1 ERERNE—E (WRARI7UXFUERIE, SHT70FX20F M) DL) (DDF)
— %4 A HART 7 X HGRE ST XM T A
<N > H15.0% (3/20) . y-GTP L 510.5% (2/19) HETh o7z,

E N H DA E MR T, AAI 2 # 5 S 722061061 (50.0%) (Z&I1EH

BRHOLNT, TOERDOIF ALT (GPT) HMSHEI (25.0%) . AST (GOT)

M4l (20.0%) . JFHEAEE 361 (15.0%) . LDH B9hn2641 (10.0%) . y-GTP #

J2f (10.0%) TH o7z,

S E S TAHRUER Tid . AA 2 &5 S 721716116561 (38.0%) (Z&I{EM 2358

bz,
(1) EXRZEMER

D) T7F74F%>— (BHEARH) ). 753705 —RNhbbhb I &R
bDHOT, BEE STV, BB, HEER, LEEE. 2 0 EE. BUR.
SO MR R, WAL EORELARO NG EICEREEFIEL, H#HY)

TAEZITO &,

2) fFHEBERE S (BEEARB) %Y . AST (GOT), ALT (GPT). Al-P & LEF-fF

=

BEBRERSODLNDIZENHHIOT, BIEE STV, RESBED LN
BB ERIET 0L, @URAEEZITO 2L,
1) HEREDDWVIEEMCBOTHED SN TWBEIER TH v BEE AR

(2) = oo EIER

] P9 5 TR 52 ek P 7 5 MR B e B BR_ (RO R OV [EI N 3 T AH 3F B R EER (/)
R) TEHHNTZEIER

5%LL k 1~ 5% Jif
AR i 5 iR Z 5 FEAE
H 5 B, NN, R, i e e
T EBIEARAE 0 o R SRR

LHEHE LS e RN i R AL AR E

JR TR

FF RS R SR BE S

Fifh R A AT ALT (GPT) fit AP 0, M U o A
B, AST 7u vy o RFREE R, TR
(GOT) #afn, | hurRF I 2AF U BERIIEE,
y-GTP 440 RE Y LE BN, R LT A

WA 7w — LA, T R
TRERY . Il U AHE 0, CRP
M, ~~< ~27 U M, f/ K
Bagib | E AR B EREE D

BN RS E U mi k% o 68 AR A Tk, 1,074410 30641 (28.5%) 12
MEMAEEREE 25 LRIERANRD SN, E2b O NTFHERER £ 790
(7.4%) . AST (GOT) LFH47¢f (4.4%) . ALT (GPT) LH431F (4.0%) .
Al-P EH360F (3.4%) . y-GTP L&, BEEEL234 (2.1%) HTholz,
N E R G L U T O R BGER A CTik, 19141F 4241 (22.0%) 12
MEMAEERE 25 RIERANRO b, E2b O NTFHERER =261
(13.6%) . AST (GOT) k554 (2.6%) . ALT (GPT) k5. SEIE &4 (2.1%) .
Al-P EH3ME (1.6%) %ThHoT-,
ek, KHEAEEELRA, FERISHO > L, KEAREROIFIZY 2 —
REFAREENRBD 5T,

(FFER 2S4S Ll 20134E6 1)
O MBI EE ICBIT DT AL )L AGERKR NN 2 FIED T
EMBMEBREEET ICBIT A7 AXRAELRERORY v ¥ FIED T % %t
G L LB O B 8 T BRI T, 24100 P86 (35.7%) (T g R 1 AT
EREEZECAERASRD b, kb oI E46MH (19.1%) . ALT
(GPT) LF-141F (5.8%) . y-GTP EH-101f (4.1%) . AST (GOT) L&
AL (3.7%) . FHIsHE (3.3%) HThoi,

(FFER AT A5 SRl 20134E6 1)
(1) EXRZEMER
1) MikkEE . BiEkED (0.6%) . FHERBED (0.2%) . windEd i (i
BFRNEMZET) (0.1%) . /KB (0.8%) R bbivdZENdHDHD
T, EHMICHREZIT I R EBEE 02TV, BRENRD NG EITIE
BehHEmiEd a7l R0EEITY 2L, B, WEAmIZ OV T,
BHERABERICOLDONDZ ELH20 T, BMNRD NG AICITRE
AT A EEU e AEEITO L,
) vavr, TFI4TFv— avy (BERRED)  7TF74I5F
= (02%) BDNHLDLNDZERNHDHOT, BEEZ 5TV, MEKT,
NN SRR, PR R, B, R, SRS O R E AR b
LAl seshiE L, REIZSCCREOHME, 7Ly, AT A
K, it 2 &2 I VRO GHEOEY) RN EEITH Z L,
3) AFEERERE S, ¥5YH : AST (GOT) . ALT (GPT) . y-GTP, Al-P @ L 5.4
TP ATHEREREE (9.5%) . MUE (1.8%) NHOLDbNHIZERNHHDT, E
HBICHRAEZIT O R CBEZ T 0ITV., BERRBOLNTEHACIIHS
FIET 27 CEU R AEEITO Z L,
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HART 7 X HEEE
1.7 [FIFERZh S — B

F1.7:1 BRERMR—E (DARI7oFXUBRIE. ShT770X0F FUDL) (DDF)
— AR B4 R HAART 7 ¥ o HEREE ST XU R UL
R e UL E RN, AR ER 4) BHEEAY  AEEITRFOEELREEE (1.e%) Rbobhd LM
JJi, LDH ¥ LT, EWMICREZITO R EBEEZ 0270, BERRO LN
R & OV 8 W IR P B FELEZHIET 52 EEERAEEITOI L,
T T EEIMED E U, BN, ek 5) i EPEFR R ARAE (Toxic Epidermal Necrolysis : TEN) | FZ & H5 IR
Fe & T OVRz R A5k B9 JEERE (Stevens-Johnson SEMWERE) | ZLIWALEE « apMEsR S BESUBARIE . P2W
o HEIREGERE, 2B (TR LEERET ) BH5bRE - ERDHDHD
7 s B, ST, s T, BEE DT, BRESBO LML ARG 2RI 272 LY
WP B, a5 % O Jili < BRILEEATS Z L,
Gl s = ) HEAH: ARREOLOHEENR B TE RN,
g MY 8% g
g%ﬁgi——i g Q) ZotogIEM
N VR BK = R B i 0.1~ 5% i 0.1%A i B FE A BT
JH Mk AST (GOT) LE5-. ALT
(%) (GPT) EH-. Al-P Lk
BRSO VLIS 3513 % 41555 T/ TR B OF M %12 3R © A 7 il {1 . LDH L5, v-GTP k
%L ~5%AY I R B s
T oL S A AETH RHEE WU ULER. AU DA PN
B W R O [BE . e AR . AH 4 7 = e, B~ 7xvy
5 RFEIE - __ M 7
B R B ALT (GPT) Hi | A MEREBA . ~~ b 1l {2 A ek %
fn. AST (GOT) |7 VU v M ~EZ ?E %% —
BN, L ALP| B B fa ey I L UL % il FE
WO, b U v e B, e ey ks | PR, BD, U AE
AN 2 LB N, fLd T L T ik BUN LA . 7 V7 F=v |7 LT F=v2)
NS N A L5 77 AKT
7 F = A Zoft  |[fIRKE. Bk, B, |[LEm. A7 0E
VeV BN B, CK (CPK) E&H.|v EH
TR R OVF: 7 it &Y v A miE ERIAN e 2
4 W) BEEAR R RAOFERBEIE R D722, BREBRE, H DSOS
TR EE AT TRDONTZRIER O OEENEH TE R,
WU 2 SR - 0, [ LR OBIMER OIS, KGRI E T ORR B O IR % O 8 & 0 #5 R
OVt b P 55 WZHSW TS,
HE G R OV AL Wi % O, BT [(2%5] WsbiRsE
P ou 1) 72UV E )L RE Je O H P FHE®

FLE R E SR TR VD I S AL SE 179941 (B A 67661, /N 12361)
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HART 7 X HEEE
1.7 [FIFERZh S — B

*£1.7:1 BRERMR—E (DARI7oFXUBRIE. ShT770X0F FUDL) (DDF)

— &894 HART 7 o X U HERE SHT7FUXCFTRNY T L
| % i | [, ik 2 | || #2896 (36.2%) ICERRBREMR O REH LA % GLAERN IR b, Fi
E2) AEOFREZICED b -BIER BIMEMIX. AST (GOT) L5414 (5.1%) . ALT (GPT) L 5-38fF (4.8%) .

Al-P EF350F (4.4%) . &M (3.9%) . WEZ291F (3.6%) . [ ERJEK
oot (3.3%) | K~ 27 3w amiE2eff (3.3%) & Thoiz,

E) R/AARAERFRR, BEET AL RJEEZHRE LT-RR, b
UUAMIELR OMERES U FIEEMN R E LR, TRIZ, 2o 0RE
B WTI%LL EOBE TR b -FIER 2 L7-,

5%LL E 1~ 5% A0

Tl AST (GOT) L5 |ALT (GPT) Lk&H., Al-P EH, meVY ey
i fiE

(I E ¥ K~ 7 x>y AfE, KBV T AME, &
Ja—)VilE, K4V v AIfE

JIIRTE3 H I ER A . i ROs A . B

i3 B

76 5% L JEE . m il

NERIE M, MRS, R

B ik 7 LV7F=rFH BUN LR

Z D, AN 8. BE. Tt HARE. YR

2) MBI REICBIT DT AL RIE R OA > P FIED T
3 I 4 HR ML RS W R O MRS BRI & 72 SE 425451 (A A 386451, /N YR 39451)
Fedfil (15.1%) ICHERMREMEORFE LB E0RAEARRO bz, Ei
BIERIE. S e UL e 141 (3.3%) . NRA101E (2.4%) . FRIOM: (2.1%) |
BV v AMAESHE (1.9%) . B8k (1.9%) EThoT,

) CKIE R A B #5388k, FRIL, ARBRICE W T1%L B o SEE T8

LD-EIERZREHE LT,
1~ 5%
S i e Y Ve v E
B K~ 7Ry g, &PV v AIE, 18U v BRIE
ifiL % F if BR 95>
R g ¥
MRl Mg, RS, T
D 280
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HART 7 X HEEE
1.7 [FIFERZh S — B
x®1.7:1 RERNGR—8 (DRAKRI7UoXUBBIE, S hDO70F0F MYDL) (DDF)

— R A R

B ART 7 X HRE

ST XCFT I UL

5. mimE ~ORL
FEE BT D AK O ERENIIAE CTH DA, —RICHEEE TITAERBKREN
BEFLTWSOT, HEFTDHI L,

4. mlE ~ DB

— MR E IR TIRAEBBERESME T LTV 0T, HEICHET 570 SHEZ

BE45HZ L,

6. #iw, PEME, RILBE~DORE

(1) 40 SUTIEHRE LT 2 ATEEE O & 5 I N ITIZIE R EofF s N a2 k
B2 LB ENDEAICOREESTD L, UERTORGICHET 522X
FESL L T2, 7y b TIERBEBMICEHEER S b S A& (5mgke/H) T,
TR VAR B oA ONCEEE L ORI O R e 2B L BBEROMMBBRD ST
W5, bz, RAETHMOBEBEEEMAZL LN TWD, 8RB (7 v K,
X)) T, REBEBABOLNA TS, )

Q) ARG FIIBAEZMTEIEL L, (B bOBAFTIIBITT 20E0T
KHATH D, 7y FTEHATBITARO LTS, ]

5. WEER. PEM. RAGEFE~OKRE
(1) % - 400 SUTATIR L T W 2 AlREE 0 & 5 s AT

NafEtE e B LTS S BAIcoRrkETH L,

B 2L aMEITMNL L TRy, ]

T, 1B EoF M

(iR D% 512

Q) B P OBA~OREITHT D ERET LVD, REHT
BETAEAEF., L2 BTSIER2Z L, [BWER (7> b)) ITBWTE:
AHICBIT T e RHmESN TV, ( [#EpEitE] OEEHR) ]

7. NESE~DEE

MR OFEFERER Tid, B L ALT (GPT) #4401, AST (GOT) #ihn. AT
REFORBHENGVW LRREINTVWLEOT, FHEICEL TEBEE |
DICATH 2k, Fo. ENOBKERR CITEHARER, HAEREOI AR
ORI T D Ee 5B 7 < 2RI O/ R BRF I D e 5 R B IT
AR

6. NEE~DEE

(1) /ARTE, BREBICB VDT, A SRR FOBE N Em W &

PBESNTNDLOT, +oRET LS L,
) IR AERER, BRI T 58 ARBRIED 20,
i)

HohTWa, ([EpEhE omEBR)

( TRIfEM ) oEZ

(3) HEAMEG BB T 1. A A TR U 35 U C L E I A < 7 2 A A8

8. i EoERE
HRBITECHICTHERT 2 L, ROEGTRELZLELTIHATH, A
TN CEEE L T AR OEIRIT 25 CLL T TR M MUNICERT 5 Z &, £/,
IR U7 SR IL. 25CUL T TIR24m R LIN . BT (2~8C) TIT48I:/
DNICHERT 52 &,

7. WA EoER

(1) ARTTE - AANTEFR, Wb T < WRABEAICS WO THRSIRY

BERNZ &,

Q) ®EHF KV RAICHMT 2O TES A EET CHEAT 2 Z &,
Fro. WG, SET ETICMRMAEBA 258 ICITARARE BT D

&, [RETF=2—7 &8N T 0BT R, ]

RS O L e
R VR R R AR H WRRE S | 6FFf% | 24014

50 mg (JJfli) /100 mL DB fiEY (%) | 0.05K0 2.61 6.58
AP AR IR IR (%) 100 96.6 88.8
300 mg (Jili) /100 mL [543 fiE (%) | 0.05K%H 0.70 2.52
PR R Tl 5% 172 (%) 100 98.7 96.7
50 mg (JJfli) /100 mL DB fiEY (%) | 0.05K0 1.14 4.46
7 RUBEESE (Swivoe) [l EFE R (%) 100 98.0 93.6

PRI k2 L, =R, ENHOET (3,000 7 R)
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HART 7 X HEEE
1.7 [FIFERZh S — B

*£1.7:1 RERNGR—8 (DRAKRI7UoXUBBIE, S hDO70F0F MYDL) (DDF)
— R4 Bk HART 7 o X U HERE SHTrFUoXCF R TL

Q) BEAER  AFNIMA EBRE LIS, BODBELDIZENH D, Tz,
RENIEIEMEER T CRZETHD D, NMEOIETHRELBLZ ENH 5,
RUEAERZRICEY 34T 2 E 03R4 R2AHASEZIC MK FALL
5 ERHERETRT,

F1 RAELITEY BEL D ERIEHA

Nya<Af v G, TAXD Y UM, 7o 2~ A v U, b
TIvA Ty, VR URBE, X247 VEBE, v rTak
v, RXT7uxP U A UNVERE, VATV, KT X I UEBRE.
KV 7T AEERIE KT, X Z v T T AL v N A TIVERE
HARFY—F A VB, FTIVVRAALT 4 K EY RR Ui -
b Rafyang I UEEgRE, A 7T ML v fRST U AL A
Jua7 ), RE¥J)e v U igE

#2 LA BRI MK F A4 U 5 3 A3k Al

TUoEVY U AN T 7 A RFY Y=L NURXA NS A Ty 7abil,
Hovrzaenr, 7EXYS5 IR

— 8. ZOMDOER

(1) 7 v MCAEBKEBIRNEES LB BRIcB W, @A ER D32 mg/kg
BEHEIZIm T AST (GOT) KON ALT (GPT) 72 &0 EF & BHillaEst s & o
FEEERBO b,

72 ¥, 3 H S B R N B -8R 032 mg/kg B G- RE K ON6  H I ERIRIN
B 5B D20% V032 me/kg F 5 TIE, ZHASFT RIS A, FERMEED
BN GBS ST, 3 B F RN 5308k 020 mg/kg B 5-#E T
ERMBEIIBEO N o7, o, 7 v MI32mgkg #6n HMIKEH
ARG L, £0%18% AMKE LZRBRE O3y AMKESHRNES L.,
T D%21 5 AR L 723 BRIC B T S BB T~ I i 35 o0 A7 7 7 1
MBRBH BN, £, 7 v Micer AMKEFIIRNES Lo BRIV T,
FHENTH 532 mg/kg BHGREIZIRE, JRT Na L OURF Cl OHEIMARD 5
Nz, —F. 10mgkg BEHHICINOLOFRITRD bNRnoTz, 0B, T
v MZ20K VB2 mg/kg 237 A K O6n AMKERIRNZE LG L 07
AUC X, & MIZ300mg/H 5 Lz & & D AUC O F N FH2.20% K ON3.5(%
%95,

Q) A XCEMMREHIRNES LZRBR (3.2, 10& 032 mg/kg, 9% H )
WV T, R OVE A B LS T e OVRS REMI I 0 [ 5512 & 2 05 M 2240
SRR EERPRE T oL AR LA, BHABHE I RALATRIC
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HART 7 X HEEE
1.7 [FIFERZh S — B
x®1.7:1 RERNGR—8 (DRAKRI7UoXUBBIE, S hDO70F0F MYDL) (DDF)

— R A R

HART 7 o X U HER

ST XTI UL

ZREME B (v b VMR oA ED b, £, Ty FOXE
M OERE TCOMBMI AT 238 (3.2, 10&% V32 mg/kg) BT D
L TOHEH T, MEESETYOZBRER CPHIIRE AEIZER Th o2y, |
POV BB B R EEE S B o 22 fiafb, F 72w BB IS B Lk
B0 RRO LT,

(3) In vitro ®ERIZB N T, RAFNIA F T aF Y — L oIk A T2
F=NDI YT NIy I AR T F e AT HER AR S W
7=,

H) 7V bay 7 2ABRBAAOBISHBEETDH 5,

AT CE D
TERAEH B

20148 A ET (B 4h)

20144E4 A &ET (B 168R)

fii &

A ERAD (TR ST AT
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HART 7 X HIERE EEF]
1.7 [FAIREEZh e —

#:1.7:2 RERME—E (Z)aFV—IEITR. TLKRTIVIUBUKRY—L)

— B4 T aF ) — L E R

TALARTY B URY—Ah

A 5244 TNV RS0 mg
TN ERERK100 mg
T I NH ERERR200 mg

T AE Y — AR EREHS0 mg

s 7 7 AV —HKEH KHBARERBEHRASE
KA A 19894331 H (IHIRZE4 OA&GRH) 20064F4 H 20 H

M4 H A — —

HEAEFEH A 199843 H 121 20114E12H 21 H

B X 55 W5 A SR TR AL ST A B
(b

N
Ltv/ \—=N
N
AT+ 5 B -
5 . = "
Fm [TCTAACRER | DOAA S BER | D7D R A | S L B
=R

50 mg 100 mg

200 mg

IATAHRT LR T Y B50mg (Jfi)

EHH 1134 71 (50 mL) H1|13A 7 /L (50 mL)
CRR7ZvaF Yy —lIcARR7ra) VS —
M50 mg R 100 mg & &H

134 7 (100 mL) H
R/ Zrvar S — v
200 mg & A
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HART 7 X HEEE

1.7 [FfERZhm—ER
£1.7:2 ERERME—E (FLaAFV—LEITR., FLETUYIUBUYKRY—L) (DDF)
— BB 4 TR T Aty — L ERER TALARTY B URY—A
ZhiE - 2R IV EBBENT Y T b3y h AR LD TR YE 1. B E
ERIMAE, PSR EEAE . WAL HEAE, JRIEEFE, 5L TANELAR, HoPFB, 2V T havy I Ag, LA—a)Vg, 77
TR, VS TAR/, VS A—alg, /77 RKAKVTLAR, 77 Fe7ak—
Y& It 5 0 R RS R R I d5 T B EAEME EBE O TBh TB, AT TIR, T RR—F R/, IV T 4T TR, ATV HAT
ZJF, EARNTTIRABEOIT T A I BRAB/ICL D TR BRE
HHMAE, PER A, HA RS BRI R R
2. B YL B o i D R B A BRI E
3. Y=Y a~v=TJE
ZhRE -« BRIT | — 1. B EYLE
B4~ 5 A 0)7/ﬁw+ PIEHESER RN T 5 L5 RBIED D ¥ 2 Y FEIC ST L
LoEE TIE, Az 5 SRR L AT 2 2B ET52 L,
Q 7rETIAMIa—v R (BESFEHIE) (ST 2K O R MEITH S
TR,
2. L R YL 3 B o L D R B A BRI E
(1) AFNILLT O3 2w TEFICELG T2 L,
< 1EIORKRIET3SCTLL ED A, T IR UL LR 9 537.5CLL ko3 #
o B TR 500/mmP R O A X IE1,000/mm* AR il T 500/mm? R i 12 A 5
ZERTHESNDGS
CEHE PR 5 2T o CTHMAY T, MEREORERLELZ I L5
e
(2) BN LT BRIV E O B~ D B 50X R EWE I T BRI E O RIS 4y e
BBREFOEMO L & T, KA OFEG N &CHE S B IEFIZ OV TORE
i35 &,
o)%ﬂ%ﬁ¢ﬁﬁwﬁuﬁgﬁé%ﬁmu\&%m_L@ﬁP%ﬁE#%ﬁ
W, BREEFALNICT AR NEITO 2L, ERENHP LB, AHIR
Gkt O B EARFT S 2 L,
A A& A 1. B EYLE
N VHRE E, RANCE TS = LT50~100mg Z 1A IEF | (KE1kg 4720 T AKRT U B ELT25mg (Jifli) Z1A1E, 1~2FFHELL
BRI H-9 5, T TR EET S,
7 VT Ray AR WBE, RACIE T3 =L LT50~200mg 1 | BEOERIZE U CHEEHB X228, 1HRELG &ITEEL kg 4729 5mg (/)
A1EFFARNICE ST 2 fli) EC&d5, L, Z7U T bayh AfEEKE TR, TARESREITIAEL kg
7eks . EAEXIXEEIRT EimmﬁmﬁA X, 1AREE LT400mg £ CTHE | ¥7-Vemg (Jiffi) ETERETE S,
TE 5, 2. BB A DI D R EWE A TP ER A
WM A AR B T DI EEED T fAICiE, 7 vaF Yy — | KELkg U720 T AKRT U BELT25mg (Jifli) Z1H1EL, 1~2FRFE L
L& L T400 mg Z1HIEFEIRNICE G35, T CAEMEET S,
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HART 7 X HEEE
1.7 [FIFERZh S — B

& 1.7:2 RERM&E—H (TJ)LaFV—LEER., TLRTUSUBUYKRY—L) (DDE)

— 4 T at = VEREIR TARTY B YRY—A

IR 3. V=Y a~v=TJE

N VHIE RE. NRICE T aF Y = e LT3 meke 2 1HIEIFIRA | SREROIEREREBF T, BEI~SAHOER, 140 B XU2IBBIZEAENR

ET 5, REIkgS720 7 AKT U B ELT25mg (Sfli) 218 1E, 1~28F/HLL

VT hay AR #@E, NRCE T LI =l LT3~6mgkg 1 | BT CAERBHET S,

AEFARNICE 535, GEARAREOBRFICIL, #£51~5BHOEA, 10AH. 17ARH. 24AH. 31

B, EEXITEHRERBMEOSLAICIE, IREE L T12megkg $TH | HEAU3HBICZENZENAKREI kg B2V 7 LHK7 Y BELT40mg (V)

BTx5, i) Z 1B 1A, 1~20H 2L B CRBHEET 5,

&R B R BT DIRIEMEERIE O T8 ANRICiEk, 7 v=a )y —

& LTI12 mg/kg Z1H1EIFRIRNICES T 5,

7B, BEOREBIISC CHEBET S,

7L, IAME L T400mg 22N L,

HrAER

AHBI4R ETOHAERIIZ, 7raF Yy —r e LTMNE LR UM &% 728/

BIIRET D,

EHRISBLBEOFARICIE, 7vaF Yy —v b UM LR U AR % 481

BIIRET 2,
AL - AR | Gl B oo T 2 IEEEEED T I BERBIELS (FEEN, IE. BLL. WAL, B, HEOUR. BORSE) 3B
BT 20 | (1) FFRERBAER TFHEISN AP SRGEZMBTEZENEE LY., | LEEHAIZ, Az R L, BEOKETE24LR008MEEZE S8 THR
ForE (2) HFFERE S 1000/mm* 2B 2 THSTHEHRE T ENRZEELY, HEaBEHRT R0l EEY LD b, B RBERISD T & 2 WIZIREIEIC

. EHEELREOE LN, VT2 RIIV, TREINTI ) 72 KUk
RrarvF S VSR SR THL EOWRERDH L, ([ERXZFHER ©®E
Z )

2. RANOREGEICHE L CAMERORBEER LA T L0, mlHE2H&E5T D
BT A EET L&,

e RIALY: L 3EA

AREINA TV (50 mg (JiAli)) FICEFAKIZmL 22T, BEHICERE 5 L,
B — 7o a0 BERRBIC 2D EFTH LBV RS, BRICH > CTEEs
FAKOBEMLRT DL, FELWIFHRGIEZRSR)
ZOTLRTY Y Bamg (Fifl) /mL OREESLEES Y CUCERRL, R
o7 42— (LS um) ZEO T, 7402 =SB LR LIKIRES% T
B BEESNE (2.5 mg/kg/ B ARG #% 5 D %56100 mL, 2.5 mg/kg/ A UL L5 D5
B250mL A FE LW) THIRL TN 2, MRICHTz-> TiE, £95%7 F v
PR EER T2 2L, (T#EA LOER] OHES K]
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HART 7 X HERE A

1.7 [RIFE[R &)L — &

=172

RERM&G—E (FLaFV—LEITR. FLRTUSUBYRY—L) (2TF)

— R4 BR

TNy — VR

TALARTY VB URY—Ah

1 BEIADKRICHODELBERAAATLZERL, 1347
MO EERAAK 12ZmLZMZ %

§§ Y 007 Y v ZEP D, #i LT A ROHLEI
HERECHATLIZE,
OERMICRATHEHAKAZAV, 2L 0 (M
T OEREENRS) RUEA L2V Lk,

APV A TPADTLARICHERHZEHT L X2, TLAOHINBEL
HEHECEMBEAZE I THR

2 AFNEET I 0T ERAAEAS, b IiE S L.
{j§ B—hEGEOLEERLMICE S I THL (R EES

. CD) et AR CRREL, BURD 0L ME
1 RO-BAICR, RBCERTIECISIREI2E
32,

3
@ FEAIC AR L 2o A, B < R ER A [4mg () i)/
mL] TR LR,

AL 7= kHE e ) P ICEEIT A,
G o LIz T A RO LIS A BECHATS -

5 I PITHEHO 740y — (FLELum) ZHD 17 5,

€3 ekv L y—RBET L —CidEL,
- 7 4T —RiHR R A 0, HRIEMCIE L,
HPicfHTAZE, £, 740F—H50E
2 P OBEERS GRS dEEES v Tk,
O D74 T — (LESum) B A D DE AT
L. Fi BAOSALTIMCOCH BT LY — 2

THIL,

1.7

[Fi) ek 7] 2
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HART 7 X HERE A
1.7 FRERES— B

R 1.7:2 RERHE—E (FLIFV—LBIER TLRTULYBUKRY—L) (2TF)
L GCOER TN aF Y — VIR TAKRTFUL B URY—A
SREUL 73R 2 7 4 V7 — BB L 5 h36 5% 7 K77 Bk
S INZ, BERARME T3
L=
-';&.j._mg ke/HARES OBA, 100mL 05 %7 FYRRERHICER
~i.;5jm: kg/HU L85 DOBE, 250mL O 5% 7 FOEETEHBICER
€3 e R AT5% 7 FYERERE AV, 2D
DIFHVRWI E
WO 7 4 Z2—Zo0nTiE TBEWEDEE] OEASHI LI L,
g — —
H®e (KOBFIIFEL Lianz &) (ROBFICITHESG LenZ L)
. WOEKNZHRETOERE : NIV TYTA, =aFZIr, Ve ezl | (1) KEOKD IR UCIBBUEDOBEER O & 5 B
AZIv, F=Ur VEVEN [MHAEER] 0ESH] (2) AMmERZfEh o BE (THAEER] OHESH)
2. ANk U CEBUE OBEERE O H 5 B E
3. M TR L C WD AREE D & 5 HBE [Tk, PEm, W E~0&
5] 0ESH]
JRHIEE = — —
EREoEE | 1. HERLES RoBFIOIEEIERLETDH L) 1 BHEZLE ROBFICTERICESTHZ L)

(1) FEYRBUE OB O & 2 BE

Q) BHEOHHBH (MPRENRFRKET L OT, EEELWT 20, &L
MRx b THERAT2Z &, ((EpahE] OESR)]

Q) HEEDH L BH HEEZEITELIE1H D]

(4) LB ITEME R O b 2 BE [LLEHM (torsades de pointes & F ) |
QTMER., LEME), BEVr v/ BRIRER LI Z LR H D, (TE
KRpEHWER ] OHEH) ]

(1) BEEOHLHBE (KAOHEEIZLY, FICBHENMETT5B8Zh0H
5. )

2) HEWBBIEOBEERED & 5 BE

B) RETVAX—0bbEBE (AAOENMICKERKORSINEEND =
», ]

2. MR EARNER

() BEEOHDBRFCELGTHHEIT. HEFICZLVTTF=2 - 20T 5
VARBREITOD, BEELOCREMBICHSEET D L, [[HRpEhE o
HE W]

(2) AFNIOFGICEE LT ®, mikmdE, BHE - IFERRE. b ER
EMESE2ITHOZENEE LY,

3) AFNOEEITE L Tk, 7 VAKX —BEER, BEYBEUES IO+

2. HEREARNEE

() BEEXRSHHLNDZ ENH DO T, THMICEMEE, MEBME (Fich
UL, =7 3370 OBREXITIRE, BERETFHITITV., BRENRDDL
NI A R, K3, MEEME M EFBURLELITS 2L, Flooh
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OT, BENRROOLNTHEEICTHE 29 IE U, AR IE % Om ) 72 0L &
ETOZ L,

9) LEMI, QTIEE., AR BEHEARBH™)  L=4MH (torsades de pointes
EEie), QTER., LDEME), BET7 v/ BRIRER L LMD Z R D
5T, EMIIICODERBREEZIT O R EBEZ +0I2TV, BERRO LN
FHEACEREGEPIEL, @URLEEZITY Z L,

10) MMM % (HERWAD)  MEERERL LR ENRHED T,
FEE K, PRI RS, B O RE (REE) ERROLNTHAICIE, &
RN X MEOMELZFTERL, AFOBREGEEFIETEEEBIC, BIE
RERNVECFOBREEDRED LB EITH Z &,

11) PRErE KRG (BEERIA™) « Ak KIFR %SO EE 2 KIBR (WIE
B FE 8. HEIO TH) b bbhdZ End b0 THRESY +5I121T
W, BERRBD NG AICEESEPEL, @URLEEZIT Z L,

o BHREEWE O DB E R

2) ZofthoREI{EH

WO LS REWERANEO b=, BREIZIG L, BE, &5 5150w
el %17T95 2 &,
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ALT (GPT).
Al-P, LDH, b
yrerok
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HAb 4R 5, BECR | MR, Eh. |[RE. Leos< b,
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U RIfE, &
1. i IFERERIE % [4F P ERID
Z D1, FEEED FE, DR, (BUK, B, IRRE
15 8% EES

L0 BRSO 72 5 E AR,
W2 BELEEAICEBREEZPIETS 2 &,

sl E~ DR
AAREL LTRIBS BRSNS (N8R OHBH) 5. filhE T
R BERE AV T LTV 5 = & 49507 b U I A8 BT 5 35 2 L7
bBOT, BERLICEEMRICEET 5% SHEICRET 5 &,

5. milpE~O®RY

AENDO 7 VT T AF BTN G L, BEOMS/hsnweEEZLND
»nLTEyEE] OHSWR) | ARG ICIVERENE TS 2B8ZNNH D
e [ MEEREL ) RO THEELLKRMER) OBHSR] | FICHEEDL DV
EEHENET LTV ZERZ V0 REEE T, BEL+91T) 2 ENBET
H5b,

Flo. —RWICERET CITERBENMETLTVWS0T, REEZBET 4
LEETLI L,

6.4, FEhm, RILIWE~DOBE

(1) EFTHMEE LS EBIMENRH S 0T, IR XITIEREL TWA D b
HIANITIEEE L RN &,

Q) BHFIEBITTHIZERBOLNTNDE DT, BILT O N ITARF
Hiiama ek sesz b,

6. WEkH. PERE, AL ~DRE
(1) KL URAEAR LT\ 5 WHEVEOD d 2 7 ANC I3, W98 E O A 35 f e % -
6% LS BOICORBET DL, UERT ORI HT 5% etk
Mt LTV, £, Ty b ORESORTIC LY B R IEELIC R
5 RERDHMARD BTV S, )

Q) ARG PRI E T 50, 8 5 VTR IL T ORAR G E T 5 T &, (B)
WER (5 F) TLHBIARD AT, )

T REFE~DOELE
FAERICEN TR, BERESRARTDMPRELBHNEREST 52 Ln
b, WERICHET S Z &, [TEyBHE 0HEEMR]

7. NRE~OFE
EWNICB W TR AERER, AR, LR, IR ORI 3 5 2 a6k
SLLTUW R0,

8. BRIK MRS BRI LIF TR
vy X VAT LAY CRIE (PHOSm ) I XA MY A T
EiEE 2T HEDHRENRH D,

8. B G- 9. WEKL
AEAR AFN O PG LD mEEH 52 Tiddevyy (E L, RIERRER T/ B &
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:1.7:2

RERMGE—E (ZLaFV—L#EHITR. TLRTUL VB UYRY—L) (DDEF)

— R R

TV 3t — LR

TEARTIY B UKRY—A

() S EOEEEcCOBERE (71035 —/11200~2000 mg/H , #% 14
5) OEFIHE TIZ, 7 a Y — 11600 mg/ A 5BV T, AT EE
HE EARA BN,

7. 2000 mg/ B EL BN WT, FARMRERIES (BETEL, WER, L 24%kE
EORIR, EE, LR). SR, B - EE, PR A B ER
AN EDHREND B,

(2) 73S Y —/8200 mg #% N, LH ., BRITEIOERN & 5 b,
A8RF O RRIMBLE I TONIFER, EREREELZE0#RERH S, (B
1= 1))

ALTE

(D, Q)L SRERIEEITS, 7 aF Y —id, KEoRE» LM EH
5. 3RER O MIRFENTIZ LY . H50% 23 1MF LV BREIRD,

#HTIX10 mg/kg, FAEE TIXI5 mgke £ TORRMETHRENATND) , i#
B LGEIEIE B IR E P IE USHEREZ PG, BHee. T, &M
B, MEFRREBIC S L CBIRT S,
MIREATRCHEIEFEANT Cld, RANTEALSBRESRRVWERbh S,

9 M Lo EE

(1) AR . RANTAEMHASERICEM L CH I, BHAT AKT U v
BEOEHTALEABMAEAET 2O TIRIEERZBETD Z &,

Q) BHEE  HBET250503., IoMCIomL 2B WEHETERET S Z
EMEE L,

10. 3@ A EoBEE

(1) BHR¥

AR OFE LG X RFEHIEDOHLTITH Z &,

(2) FHHLKE

IR AR E L ¢, ABRREREOEMEBEREFEA LN &
EHELBZENDD)

(3) WA fiRth

T K CWEiE#, IRIT2~8C CTHRE24FM E CRAFETX 5 (FRuURy) . 38
W aS5%7 N OBEEE CAIN L2, 6FFRILINICIRGGT AL, B, &
Wik DK I1L0.2~2 mg (1) /mL OEFEIZE N TEEEDHER I TN D,
(4) LB, BYPHRINZHAFIER LRV &,

(5) BhHIF

1) AHZBHT 255131~ 28 ML Loy CRE#FEET D2 &,

2) RHNO EMEEGHEA L TA T ANV E—FHODLHAE, EHAEL2 pm R
W74V —2 AL TRV, (FLE0.2 um X045 um DA T A &~
TA4NVE—TCIEHFEEVEELD, )

3) MOFEHEIFEE LAV &, Eo, BCEBIN TV DHET A 135%7
FUBERECTHONPLDBXBRA L2, ZANTEARVWEAICIE., Mo
AV EFE-TEETI L,

(6) =t

W¥EF| L L T DEHP (di- (2-ethylhexyl) phthalate ; 7 &% Vi ¥ -2-=F L~F
N EEDR VA=AV BoOfiRE v NEEZMEH LS4 DEHP 23 85 i
W3 50T, DEHP 2 & ity NEEZHHAT LI ENEE LY,
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FHEOEE | — 1. oMo ER
() 7 v bO1y ARMENRN SRS K O6n HRBEIRNE S TIE3 mgke/ B IZB W T
AL AT u— R VEEO EANRBO LN, £, A X D1y HBERN &
5-Cix4 mg/kg/H ., 3» AMEIRNZE G CIE2.5 mg/kg/H., 9% AMEEIRNE ST
F15mgkg/ BB W Ta L xFu—Lel VIEEO LR RO bhi-,
Q) EANERRBICBW T, RIS AH303A # 8 x 2 HARBRIT RV,

WA scED 201346 A 2T (5105) 20144 1 KET (HE8HR)

FERUE A R — ——

% TAHRRES : B B O WET T THRRED ¢ R B o ST i
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#1.7:3 FRERME—E (41 bZaFV—ILESHE. EFRARYIFY—I)
— R % R A FTaF Y — A EHA HEHARY 2 —
A 52 44 A bUY—L¥E1% (200 mg) 7 A 7 = K200 mg # 15
e Yo7y -~ 7 7 AV St
AREH A 20064E10 4 20H 20054E4 A 11 A
Bl H B - —
HEAETAR — —
HL X N kS S JIE AL 7 S T R
b2 A

o HC gy

Cl (
L««..\/ 7 L«\_/ X -~
) > Q

|
J ; ) I;I
— M\ s u

v
ImYRWa %
\/ \=N —/ ' \ \eN
R UK Rt RO Rit
A - G
F A o MRS (BURS Bz 800h)

bES S| 1770 (20mL) HIZA 7 a5 Y — 1 %200mg &F

Dl ¢
|2

INATAHICRY 3FY —1200mg 2 58

1. B R Y E

[t s B
TANNENVAE, BV HE, 7V 7 havy 7 2Ag, 779 A I k®BRARE.,
tARNTT AR

(36 S i ]

BEEMAE, MR Es EEAE, HILSRERAE, JRIKEFEE,
VURRE, 79 ARNIBRIE, B A NT T ATIE

2. B Y B D FE BV A BRI E

T RS O HRE T HE A T R R Y

CREPET AL E LR, T AL | BB T A L
IV AE

AV HMIE, VAR REX - ik v Y A E

7 VT vay g AREEER, iz V) T hay s RE
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®17:3

RERMSE—E (41 FZ3FV—ILEHE, FHFHARYIFI—IL) (D)

— 4 BR

A FT aF = LA

EFARY a5y —n

Zhee - hRICH
B i N =2 I
DIEE

D AANE, BEXELIZAMM O EEBREEREICHEATS 2 &,

2) RS UHREICH LT, R OPLEEA S TR H DV IL AR D
HBHLEEZLNDBEAICEKREERTSH L,

3) HEE RSB DI DR B P BRI AE 28 L CIE, BLF O35 &
THRECAAERGET D L,

< 1E DR T38CLL E DA X 1HFE DL EFHi e 9 537.5CLL L 388,

< JF R ERER DS S00/mmiP AR O A 3 1,000/mm? A il T 500/mm’ AR i (2 8
THZERTHSNDHE

B R PIEAIR G 2T o THMEAE T, EHAORERLELZ IO
L55

4) FEPELF B ERIR D E O B~ O BT FEEAELF TP EREUD E ORI+
B EFOEMO L & T, KA OB R & CHB S D EFIZOVWTO
HEETDHZ L,

5) HEREENEE b DI EWEL P ERAE IS 5T 2 541k, BRI
IR BERES 2TV, BREEZWAS T AENE2ITH 2L, BEEMNH
LB iE, R GO L EWEERET 5 2 &,

BV EEREOIRFI SN TR, MOFEEA PSS H 5 W IXAAEMEICHE
NoDHEEALNDLECAKOHEMZEEST D L,

ik - &

WHL, AR SEE» 528X, T 2 — L& LTIA400 mg %2
BN A CHRTEFET 5, 38 HLBRIZ1 A 1[E1200 mg & SEH#HIET 5,
BHIZBEL T B TRMOFER 7 4 V& —1 v R &AW T, IR TR
WEET 5,

PPN

WH, RV aFYy— L LTCHHEIXIE6mgke Z1H2E., 2H B LKA
3 mg/kg XX 1014 mg/kg % 1 B2 S EFET 5,

N QL B 125 R M OV 12 UL E TR E S0 kg ARl :

EH, RV aFYy— )L LT HIEIE9 mg/kg A 1H2E, 2H B UEIE1E
8 mg/kg Z 1 H2EIAEEET 5., B, RS+ DOHEICIH] mg/keg 3O
L, AFEMERELHOGAEICIE megkg TOWET S,

N (128 LA B CIRESOkg LA E) ¢

EH, RV aFYy— )L LT HIEIE6 mg/ke A 1H2E, 2H HUEIZ1E
4 mg/kg Z 1 H2[R S iHET 5,

< MR PN R S YA TR o R SR >

AANZFEH KO mL IZEM L, LEEORMIKEZREZEERN 7202 & M
BENTVWAWMEICMATCHERLTAVS, [EHLEOEE)] OESBR]

M- HEICHE
Bk
DEE

1) RAOI4BHEZ B2 THEE LG E0Z2MITHR S Ty, fkigin
N MLERIGEIX, UTO LB A T 2T — b 7w /VAIUIN A KA
AR5 TN

A NTaFT =BT EALE~DOY) Y X
400 mg) FREZICKERARET D,

A T aF AV NHKRA A~V X 1E20mLIALR (f hT7 a2

151200 mg 1H2[A] (18 =

() EHASRY aF Yy — o520 Lo ABEFICBWNT, RO
LR CTH D L ERHE LI2HE 1T, BRI NI A ey 72O FEx
I ENTEDL, 2B AREEBVTE, EROEESA LN, KOEE A
BChHhDLEMAMHM LBl SEAXEIRIA vy IV FEZD T
LR TEDN, FGBMGD DE B AR CIENAN SR AFNCEE L EOH
R N E R BRE SR T AW EDEEICHE TS 2 L, [ [y
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RERMSE—E (41 FZ3FV—ILEHE, FHFHARYIFI—IL) (D)

A FT aF = LA

EFARY a5y —n

—/L & LT200mg) ZZEMERFICROFEET 5, i, Fim, ERICIVER
WIHT %, 727 L. IHE&DKKAIZ20mL, 1HEORKKIZT40mL &35,

2) AFIOPRICEE L TF, B9 HEAFRNKEFERT &, AIZIREG Lk
Wz &,

3) RAOFEIZEE L TiE, A & ORKFEAZITORN &, [THEA Eoi
B OHEBR]

4) RFNBEGORIBICEBREBRIRICL D T4 ki (7T vy 7)) #4752
Lo MR EOERE) OESR]

DIEZ ]
(2) BHERED D HBE CTHENAORENTE RV ABEF I LTI,
FERXIT NI vny T2 EMT 5L,

(3) R~ O IFHEEEK T (Child Pugh 2357 7 X A\ B OIFfEZICH YY)
NWh2BETEREGNAZTEFOMNAREGEL L, 20 B U@ O2A B
D bGmorae 2L, [ [FEDDE] OHESH]

@) HEHM P IZMPRELZE=F Y 7T EREELY, [ [Z0f
DIEE ] OHEEMH]
) AR THEEZMBT HRCIE, BEOWREEZHic@g L. R KO

ER OB ZEE L T R ELE R R /NMNROME X I EICL EDD 2L,
el FAlE LT, B G E M OHER, D2 L GI3AMIBHEL RN
L

S
of

(1) AFOfERIZH 7= > TiL, ERYE ORI T4 R ek & BB & H o E
NIFZEOEEO S & C, BIEXITHRMEO BEERYEBRE 2 HFRIITO 2 &,
Q) EERFEERSOLDLNEZZENHDLOT, BHICHI- Tk, BlEE
FTATV . IFHRERAE 2 EMIMNICIT Y 2 &, BENARD ONIZGAEICITHE
Hajpik L, @O R0EEITH> 2L, [ TREIEM) oEs]

(3) AW, B, GAREELOIERN S b, KA G H 1% bR H
T2 endHd, RAZLGHROELGHILGEDS b OERAEET 5 F
Tk, BB EOEERSEMEREZ ML O BB OBEICIIEF STV E S+
Bdbzb, [[THEAKANEE) . TEIEA 0EBK]

&
il

(KOBFIITHEGE Lnwo L)

) EEVR, =V XFVTA, NITYIFA VRN REFU TE
=V, =YV, TAIEIY, Ve Rrod X Iy A
ARV, AFNLZAITRA RN NAUTFTFT 40, 2T VL ) TaFr
BV VAT FT AN (VATFA) ZET T4 (T FAA) TUA
XLy, U RN—axHh N VAT v ERETOBRE [TFHAEEMR] 0mE
Z ]

2) BT ERICHEEDOH HEBE T, areFrae&kshoRE [THAE
Al oESR]

) VLT F=r I YT T AR mLISREOBE [KFORNM THDHE
Frexy 7otV p-rr7aerxA M) UREET LI LICL2BHEDE
LEEZHAIBENEH D, ]

4) KB ORI U CGREUE OB O & 5 B

5 BERWEEOIE, BMEROH D EBE

(KOBFIZEFHEE LN L)

() ROEH &G PORE V7780, V77 TFr, =778 L
VY. URNFEL, AR EY, ERBERE ALY — LERTEL,
PRV R, F=UUMBEKIY, ATV IeA R (LI ¥ IUEFM
#) . FUTYI A [ THEER) oEER]

(2) RAN ORI L TREVEOBEER O & 2 B3

Q) EF TR L C WD M0 H 2 B [ Tk, ER., RILEE~o0
5 omEBMR]
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®£17:3 RERM&E—E (4 FZa3FV— LA EHARIIFY—I) (DDF)
— % 1 4 B A bT IS — RS EHFARY 25—
[(FAHH R FEECED VBTN D 5, ]
6) Mtm SUTIEIR L T W A AIREE D & 5 im A
(MR, Ehm, BARE~o&l | 0ESR]
5 B 25 - (ROBFIIREGE LRV EEFA LT 28, FFlopnEe 3256103
EIHETHZ L)
HBEOTREREDOHHBRE (VLT F =227 F 2 A<30 mL/min)
[HJE OB M REIR B B ~ O ARBIZD 20, BRI TH 2 EHF ORIy
ANVRTFNE=T NP7 uaFXA L) ) I 74 (SBECD) DE/RIC
L0 BEHERENELTIBEIARHLOT, KOFOEREEEET S Z
&, ]
AEOER |1 HMERS RoBFICIHECEET L) 1 EEES (ROBHFIITEEICRS T2 L)

) BEEOHLBYE [[HELRERKNEE]., (Z0othoEE]. EpHE o
B ]

2) ) S IMPELREIZZDOBEEREDH D HBE [ H - MO R 2o Bl L H
RERTITBTNANDHS ((BEEALRAEANEE], THARBER I OEER), ]
3) BB OBEE, TUAX—BAROH B BRE

4) HEEOHLEE (FEELEBELIEIBZNNH D, ]

5) mimE [[AEEHE~o®KE ] OEBH]

(1) 3EWRBUEOREERED & 5 BE

(2) EEOHHERTOH 5 EBHF [EEOFERIKT (Child Pugh 03827 7 A
C OHEEICHY) ObsEETCORMEE, ZEMITIMFTIN TRV
O, BEHFEEERTOSH 5 BHE~ORFELEOBRZ, EMOICHRELZITO 72
EBEE+HITITHI T &, ]

3) FERAEATHEELOAEREZBR LT WIREBICHLEE [ [EE
REAREE] . TEHER) 0HEZHE]

4) TEEOBHREREOHHBHE (/L T7F =27 VU 7T 7 A30 mL/min~
50 mL/min) [ et CTH 2 ENBOBWMBD ALK T FANZ—T NV B-> 70T
¥A MY F FY UL (SBECD) OERICEL Y BHEREENELTIBZN
N D, TEEDOBIEEDH D BE~OEH G 1T ORI fER
MEERZGBEOREL, M7 VT F=UEEBEL, EABREOLNE
BACEBEOB A~ B2 2EZET5 2L, [ TFRAUZLD) OEEWY 5
WERE] oEBM] ]

2. BEREARNEE

1) BHEREOL ZBEICAREZRETI2HAITE, IE 7 LT F=vEE
WET 272 EBEE 21TV, BHEERTOEBMANA LN ZHAICITtho
PEEA~OW B2 BB T2 8, [[ZothoEE], EMEE 0ES
8

2) AHFNEFERANCELG Lc & A, —iBME DM M o £ BERH RO K
THABEINE, A VT at Y VRN ENEREAT LI LN RENT
WD Z D ARKENT D o ML AR ITZEOBERERED H D BE IR LTk,
BREOFWRENERIEE ER A HEICORZEETH L,

3) Wit LEE, EAELEER (REUES) . BUEAEMNMER BRE %

2EBERIEARNEE

(1) EBRERE O, FERZBIA LT VIREICH I EBEFICEREGT 55
Hix, BEANCEMERYE (DI UA, 73XV UL, LV TA) BHE
THE, Fo, AR EBEBMERT 24U S D80 H 5 ik 8A % [F
BRI G LAnwz &,

Q) AFIOFEGITHE L TIILEIDN U CMEHRE, BHEERE LTV, B
DRDOLNTZEEE., BEHDI VRS FIEEEET L L,

3) KA EITE L Tix. 7 L AX—PEERE, EWiBREUESIC SV T4
M2 EITO &,

(4) fARRER, SMRAFZESORESESbL b, KRR PIE%LE
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®17:3

RERMSE—E (41 FZ3FV—ILEHE, FHFHARYIFI—IL) (D)

— Jie ) 4 T

A FT aF = LA

EFARY a5y —n

O OFEERES S oL AR 22 ZTRB8Fho b D BEICH L TARHA
EBRETAESICIE. FO/BBEICOWTHSICHAT A L EbIC, FEE
i, PR RSO RENRO SN H AT HR S 2P ILT 5 7 SH ) @
o2 b, [MEELS), ERZ2EERIOESR]

4) RFNOEEIZEE L T, HREOBEARE., EWiREUE. 7 L X — AR
LIZONWTHNRBRZEZITV., 2D OBUE IR O H 5 BE IO T
X, BERIENEFEEZRSICOVWTEETLH &,

5) RN OFGITHE LTIk, Mgk, FEE - BleEmi, hHERERA
EEEMIT) ZEREE LY,

6) EH RGN gL D 5B I b BRIV E D 5 A

CAF P BB, IS - RAIBE O FERPEO R TH D Z L DER
NSz, @enickbrhib+52 &,

CAHN P 5B MR 1T BERF IR R 2RI L. RSB L WA T, AA
O IE, ORANCEE S 57 EWURNEEZITO 2 &,

., B, AREESEOIERDFHETLIZLNHLOT, AR E2RETHE
FiZEHO0LOHMAL, LEISCTRAEMELZZZ TS X HEET S
Z &,

(5) JEROBBEMERIEDN H bbb Z ERNH D DT, ARENE S P ITE w0 AR,
M EOFEMRICEIY BXAOBKNEZREGT, HESIEDHREOSWVWH L XTI Y —
VORI L VAR OB AR D 2 L, ARG IR B RS 3
LG EE, AKOFEGE2PIETLZ L, RSUEBTEGEMkET 55
A3, FEHEZEHMNICZZTELO0EE L, fiBKREO RIREALICEE
T2k, [ [ZothoFEE] 0ESRE]

(6) A#NF CYPIA KT 2V HEEAZET 2729, BE O G AR
B L. JFASRIC CYP3A IS L Y Y EHRE S AEA 2% o9 W IEH| (TiF
AEE] oBFICE#HIN TV ARVERbET, ) BDEENRTVWELHEAIE. &
ES U COHHROBEA EB T o EECHE ST 2, [ THEAEM)
DIEK N TSy EHEE) OS]

(7) REIOF G528 72 - Tk, RN SBECD O ifi 4 8 & D Al /e B F b
W, T 74 7% — MG ERZITZERDH DO T, HEHEEIZIFMH -
D3mgkg ZMAZRVWHEECTHEETDE L, [ TEXAREMN 0HEBHR]

3. AR

AFNL, FITHF b2 o — 24 P450 3A4 (CYP3A4) ICXk-»TR#ENS,
72, AFNZ. CYP3A4K N P HEE IS L CHEEMEZ R, oL o
FHEERIZTRTOEA L OMAEDEIZ OV THRF I TS b T2
WD T, AN K DIEFEPICH ISR R L0 . KBNS KL D 1EFEPIC
oA E AT 256101, BEOWREZ H o8l L, BEEICERS
T5HZ L, Fh, KFEGRTHO MRS MEEIL, KE ORS8O
BEHMIZISCTRAICE T T 5720, KA L > TRENEE I LA O
BHBMGIZEE L TXBEORELZ T oIcBlE L, HEICKRESE T2 L,

D FHES BFHLARVWZ &)

3. AR
ARAFNL, FFRHEESE CYP2C19, 2C9 K UBA4TR# &, CYP2C19, 2COK TN
3AADONEERZ4A T 5 _(invitro) , CYP3A X3 % FHEEM T,

(D) PFHEZES WEHHLARWwWZ &)

LS B g R R - fEE Tk
V7o (V77 revrofifick
NI BT TTUN0 . KAID Crax 1493%. AUC|HI
LU T YY) 1. 96%A LT, (CYP3A4)
%

W - fERA T
V77 oot K
IRV I S
EEhET

Vo7 T7F (2

Vo7 F oA X

V77 TF R, AR

A4 5 FRRAEAR - HEE Tk By - faRR 7 TT 1Y) D . ABFID Chax 1369%. AUC| D #IEZE (CYP3A4)
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fE I« 24

fl FIUIRR. « AN ICERR

EFRARRT 7 X UEFEIE

€9 MSD

[32*

B (ROBEICIFBSLENIE)]
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T AL )L ASE
7~9 3Smg & | H&EGHAIZ70mg, &52H H
(PaEEE) 1H 1A | LA IE35mg 21 H 13
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DR UL L TV DI5A 132 OFF R Z A Ly

Z &, THEHEAS0mg XE35mg OBAIZIE, HEITG
U CABRIEA100mL IS U CHWS Z LMW TX 5,

SRR O
R ERE FiR% DAF| DY FE
AL | A Sy 7| s o | #3502 R
TH1EN| WA SA | AR B [ 250mL 0| L 7=k
®O| TR VASIIN| AR | (100mL O F
ol T D ARAN | BWARZ TR | BRIRIC AR
DVRIE ) & % VRN
70mg 0.28
NATA| 10mL ) HEBE L 72
1k mg,/ mL
70mg 50
me 0.28
XA Tv| 14mL ’ HESE L 72
A mg,/ mL
70mg
. 0.20 0.47
/\T;gﬂ/ 7mL mg,/ mL mg,/ mL
S0mg 50mg
; 0.20 0.47
/\41)2!:/1/ 10mL mg,/ mL mg,/mL
70mg
35mg | . 0.14 0.34
1%
(h% /\41);/ smb mg,/ mL mg,/ mL
FERTH Somg
REREEE [ ¢ 0.14 0.34
w7 ] mem | me

T 70mg A 7L, 50mg/ A TADWFREHNDEES, S T
1 OARK ORI AE BRI B 2 W TS K210 SmLA W
HZ &,
P 70mg S A TIOVRFIH T EARWEAICIE, S0mg A T 2R EH
WL A 1 EHR70mg® A iR = il 5 2 L3 TE 5,
$ 50mg/ A TILNFIHTE ARWEAICIE, 7T0mg A T IVIAZE
WL A 1B ES0mg® Ml ik i+ 5 Z LR TE 5,
1 100mL O F B 2 AV T2 FRRI 13 HESE U7\, 8RR o S ki i
20 Smg/mLE X e N2 L
2. /NR
() BEQAERERE BSA) ITEOIKIBIEAORAEDE :
AF B G BHE OEKER (BSA) IZHESWCHEE
B4 5, MostellersGiZ & 2BSADF H kL, [EipEhie
DIEZ M
BEYHOMAE (mg) X, BSA (m?) x 70mg/ m* CEH&E
L, 52 HUMOME (mg 1E. BSA (m?) x50mg/
m*CHHET 5,
722 L. BEYIA RO 520 BUBO1 HAEE, &5
WCEHE SN HEICBD 5T, T0mga B a2 &,
Q) N T IR DARKIDBERE
XA TNV EFRIE L, Al S 7V (70mg’3 A 7L X
1E50mg/NA 7 V) 12 AAFREEIR S 5 S A ZK10.5mL
FEAL, o<V LRV IRE TORIROARA & 72 8ITE
RETED, AT OVHIZEERR U T2 AH O ViR 23R8 XXk
B LTV B EEEZEOWRIREER L2 & RAIOEER
HOWREIL, 72mg/mL (70mg/3A 7 /L) X|F5.2mg,/ mL
(S0mg/ A T)V) L ENENHELR D O THRT D RFTIER
THI L,
Q) AREITEEORESE
AL, ARSI ) VR E VD, A
T VH TR L 7o ARFN OV HFHE L e SIS A 5
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SCE (%)

LuEE (1) HER]) &, sGEsEE Ny 7 303R bv

WCHM L CAR L SR EHER &5,

RS O A

AR ST LTV D583 2 OFHERZ M L 72

W2 &, BB ORMIRIEN0.5mg  mLAEMZ RV &,

(ERLDEE]
1LEERS (ROBEICFEECHSTHIL)

FEREOE OWALED b 5 (83, RO F v > 7 1 5%
PUEE AN LISBOE OB D & % F ITITERT 5

ek
— o

2. BEEGEREE

TEMIRNITRRRER A 217 5 70 &L BE OREBEZ OB L,
B DO DNIG AT, G2 IR 5 72 L)

EaiTH Z L, (THEKRRRWER] DESHR)

3. HHEERA

(BFRERE) (BHRISEET B L)

sonas | mek s |

YIuAR | KElE Ve ARY Y | PEAIC XD

v EOFR LB, 7 v | A&l D AUC
AU DI REICE | O8IZE.
BIXA BN D> T3, kZ7 v AR
AFlO AUC F#ML | — % —
2o Fio. WEAIOHA | _(OATPIB1)
WL @D ALT } | 24 LEA
OV AST 3B v | Ao fF I Y
oo VI BARY U | AR DBLE
HINTWarEE~D | BEE L T
AR OBEGIFZ LD | WD L& X
BN fEmrtz k| bhb,
DB ENDH/AD
FETHI L, WA E
OFHT 28613, IFlESR
OERT=2) T
DOEMEEEZEET D L,
(TEEE) OIS )

Zrual)h | KElerrsa) nxl | BFAH

A AL, #2700l A
A D5 1% 120 [ 1
B (Con) WD SH
T3 AN O R EE LS
BB lixHrons
notz, [[ERpEhRE ©
HBHB)AF L7 m Y
LA DT A1,
&2y LA
Eox=41 7 kN
FERENHER S5,

V77 | KElEYV 77 oEY Y | U7 708

v BRI G O LES, | & v o B
AFIOAUCHEII L=, | 1T & 5 AH
V7 BV LORE | 0os TS
ERBNEFRET TR | v AFHEIC
FlZ PR LB AFlO | X R B R
NI TRENRD Lz, | X0 b AR

WFIIZBWTH V7 | WIAKR T
FUEYVUOMPRE | Y AR—X
WHEBREITALBN | —
pinotz, (TEEMERE (OATP1B1)
DHEBEWR) Y 77y | A L6
VERKIEORT A | kRN
A, BRATIEARTOmg | B 5 &5
DOI1H1EER 5% NET | 2 631D,
IEAFKI70meg m? ((kF#
i) o1 [ 1E 5 % B
oz k, 2L, b
WolH ARG, BEE
WEHE Sz AEICE
bH3. T0mgx iz 78
WZ by
j;ﬂW IHLDER L AKO | Zh b oK
ey | PUHICRY ERRICAH | Al o0
Tx= A | BRAAOMFRED | X 5AKAD
v BFEBRELDZBEAR | 2 VT T
a7 wn. Usemmne) oF | 2 I
HANR=Y | B ZNDOIEANEAR | AHE R X
B FEOAT 55A A | b EY A
TCIEAAITOMmgD 1 H 1A | A 6 2% i F2
h5%, DRCEARH | "EET D
70mg‘m? (fAZ% mEfk) LEZ N
D1H1EHEE 2 BmET | D,
L, L ANED
1H &L, BFEICEH
HEn-HAEZEDS
3. T0mgZE M X Aen T
=
4. 8l1EA
BRERERER CAER)
<BA>

] PN o5 TR 2385 R F MR R SERBRIC F8  C L ARH % %
HEN7-6061H2361 (38.3%) IZRIWEHDERO bivlz, %
DFE72H DX AST (GOT) HiM6H (10.0%) . ALT (GPT)
HNSH (83%) . Ml E36] (5.0%) . AFEREREH N3 4]
(5.0%) . HEL261 (33%) . Flk%26] (3.3%) . MLH AL-P
2l (3.3%) . MU v L 26 (3.3%). y-GTP
whn2f 3.3%). & hr v v URHRER26] (3.3%) T
ot
SMEE LA R OB AR BRI BV T ARl 25 S
1,386611H162561 (45.1%) (ZRIWERADGRO BT,
</IMR>
ENE AR Emali cld, AR A &G 720601110
B (50.0%) (ZRIWEAARD biviz, TDOF7eH DIFALT
(GPT) #4415 (25.0%) . AST (GOT) #4144 (20.0%) .
JPRERE B E 36 (15.0%) . LDHESN241 (10.0%) . y-GTP
a2l (10.0%) THoiz,
SMEE DR T, RKIZ S S 7 17161 6541
(38.0%) IZEIWEMADZRD HiLl,
(N EXGREA
NTFI745F>— HERH) * . 7F 74 7%
—BHLEONDEZENHDLDOT, BEETHHITV,
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SCE (%)

R, BREIEAR, mMAEVRIE, % OME, AUk, K]
AN
=

Segetgh WL R, WAL B IR by
WG ERIEL, WURAEEIT) Z &,
2) FFHEBERESE (JHERIA) ™) : AST (GOT) | ALT (GPT)

AlLPO EHCRHSRERREN H S DND I LR DD
T, BEE 01TV, BRESRD b SA I

Bapibd 2ol HORLEZIT) Z &,

ED BRE®EH D VIIMNI BV TRD 5TV S|

TERCTd 0 BRI
(2) ZnHDEIVER
] P 35 TILAR 2 300f BR 3B R b ek (e ) R OVE
W T AEIE BB (M) TR bIERITER
5%LLF 1~5% ATl
AR P AR 5 FESE
H b Bl BT, T,
i AEHE, FEVE AR
i, E ORGEHUER
e hEE & e AL AR 2R
OVt 5 ) PERIE
JF B R B | FERRE SR
R iR A ALT (GPT) [IfiHALI-PHSIN, A U
BN . AST |7 A, 7o bbb
(GOT) i | WERIEE ., EIEALERSY
. y-GTPHY | k1 v R F T RF
il BIEE., mHeyirey
W0, fHr v A
Ao w— N,
> Ko gD
7V U LN, CRPHY
m, ~<rZ7 U M
Bl RESD . FRE
FE A BRI
RAE VL E BN, A
FRERFIH N, LDHHEI
A DSOS B IR 9P
FbEE

T R R

FEEO £, B, K
fif

18 % O 5

T

B iR, B, Mg
N e i

K O it I s

k& Oy AL

v SRREE

EAa e

b

&%)
JEA K QYIS H5 03 2 M E S T AR AR K OV TR
BIZE D b T FIE

5% E [ 1~5%Ki | SEEARBT

RS T, B,
nt:

EHWEFE | e 50 TR AR
CEERI | PEFRIE
e -
B R A ALT I ERE D

(GPT) |~~ k2 Uy

oML | M, ~E S

AST SRS D

GO |avrynby

LN N )

AP e s

LN T

Y b s v

VLB |7 =B,

» [ S

EN

R & Ok DAY AR
FEhEE JiE 7 I\ LfE
i TR i i
WL 25, HaSE IO R
B O it 7 B
FE Kk OV R KB, IR
TR b i, ZATIE
1 /& P WAL, FRIRZE

H2) SMEOHIREIZED ST EIEH

5 BEEA~DRE
A BT AR OHEFFIITETH 208, —RIZHE
i CITABBEREDSIR T L TWD DT, BETDHZ &,

6. 1E4R. EiR. RIRE~OKRE
(1) 305 AR LT 2 TBEMED & 2 N ICIXIRE Lo
AN fEtE % D Ll S B GE I DRI E
T 52 &, URRP OB GBI 22 MIEf LT
20N, 7 N CIEREWNCEEDS & &b & (5 mg
kg A) T R IRARE ORI ONCIEE K ORIR D
REEFCRBAROHEMPRD HNTND, SbIT,
[ B CEMORBIRE MR ST\ 5, Bk
(7w b, UHX) T, HEEESED LN TS, ]
Q) AFE G- IR AT S5 2 &, (B FORILAIZ
BT H20ENIRHTH S, 7 v M TIEHILHBITH
BHOHNTND,)
7. NRE~NDEE
MR ORI TIE, gk & HEALT (GPT) A0, AST
(GOT) #hn, FFHAREHH ORBBE A E = & PR EE X
NTCVBHOT, BHICEL UIBEZ I DITH 2L, £
7o, EWNOEER SR TR AERER, BARE O3, H
Kl ORI KT 2 #GRRBRIE e < | 2Rk RO /N RBRHE
WX 2% B BRI 2,
8. BRALDIEE
PR LN T 5 2 &, R 2 G PRAE L
FTEHHATH, A T A CWAEL 72 AFIOWIRIL.25°C
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SCE (%)

DAT Co4AR LIS 45 2 &, E72, AR L7z s
HEHRIE, 25°CLL T CIR24RE LA, @7 (2~8°C) Tix48
BERICAPNICE 2 2 &,

(EBhEE
1. MARE
<BA>
(1) B[l 5.0
AARNGERE A (B HESA) ICHART 7 ¥
20, 40, 70, 100, 150} U*210mg% #6043 M7} CH
EIEFIRN S G Uiz & & iR AR T 7 o % R
IR B G TR E— 7 123 LT, F 7= 8RN
R THNOIMIET I AR 7 7 X RIS
PEDW I AR L BAHOTHE IR (t125) 139.62~10 37
W, yHEOWICERH (o) (1505 0210mgd A5
HL72) 1341.64~41.930 M CTH o 72, #5154 1RO
MAEFIREE (Cy) « BG1Z24FFF O MAEFHEEE (Cosnr)
K OH AR T 7 2 3 v e R R — e AR T R
(AUCq...) 1%, HEWGIEZ R Uiz, Yk R
BiFoamiEs V772 (CL,) %, 8.72~9.24mL,/
minTH Y, IFF—TETH-o7=,
) ARFIOKRBEI N AEZ, @, RAIET AR
7y ¥ b LTS IXT0mg XiX50mg% 1 H
18, #5220 B LRRIZ50mgZ 1 H1EITH 5,
(2) s>
1) BARABERE R A B AR T 7 o F 50K
100mg 1 H 1[8114 H M XX 59 H 1Z70mg, %2H
~%14H1250mg % 1 B 1B SEFIRNE G LT & &
OFHIFBHRE T A — & RN, 12T MEF
WREH 2 X URT,

F1 ARNERFER AT AR 7 X 210 1E14 H BR
RN G LT & & O FEYERE N T A — &

F1H F14H H148 H1H
HOIE | o | ST ST ST
ST A—H | T | T (0% E ) (90%{=HEIXIH) (90%{=HEIXIE)
AUC g4 7109 12003 169
(ug - hr/ SOmg ¢ (64 46,7841) | (10901, 132 16) (1.62,176)
mL) 7050 6 106 61 12358 116
mg* = (9473,11998) | (111 60, 136 84) (113,119)
14119 268 60 190
L00my | 6 (132 64, 150 30) | (243 45, 296 34) (1.80, 2 00)
Cinr 893 1190 133
(ug/mL) S0me s (797.1001) (10 68, 13 27) (128,139
70,50 6 1444 1241 086
Img* = (13 49, 15 45) (11 25, 13 69) (081,091)
1721 2329 135
00me | 6 (15 46, 19 15) (2173, 24 96) (129.143)
Coan 114 248 217
(ue/mp) POme 6 (094, 138) (222,278) (199,238)
7050 | o 153 251 164
mg* = (121,194) (208,302) (149, 181)
228 620 272
10mg | 6 (190.273) (525,733) (246,301)
3
tu 0% oy |6 - ﬁ% -
7050 | o 1377
mg* - - (199) =
100mg | 6 - (1267071) -

Sty R (P > 7 F A TR E)

i EIH : 70mg, H2H~Hi14H : S0mgH

(i g/nl)

A4 o i

—&-50ng 18 1BI4E K

0 T0ng (MEDF) /Smg 1E1E14AM

18E 4EE

R A S

Y*\i\}\

04 8 12 6 20 243 4 5 6 7 8 9 1011120 4 8 12 16 20

TR () #sg (@) SRR ()

RSB ES HOMEFRES T, FHLRURE, 67

K1 HARMEERANZI AR T 7 X %21H1E14H

WIRAEFIRN R G- U7 & & O M p iR AR

2) BARNEER S A B ER R I ART 7o ¥
70mg, %52 H~4514 H1Z4031%50mg % 1 H 1[a]14 H [
SAEEFIRNEE G- L2 & & 50mg &% 5-Cl3H2H £ T
B FIRABICE Lz,

) AFIOERBS IR, @, AR
N7 7oF¥ e LTHREHHIXT0mg XiT50mg
Z1H1EL, #4520 HLBEXS0mg #1H1ETH
%o

<INRE>
HARAKROSNENNERFNZAART 7 VX v 2 5R)
A1270me,/m? (AR mAEE) | $52 H B LAFS0me,/m? (7=
FZLIHHAREE L TI0mgZaBx 2V . 1H 1EHI6057 [ 5>
O CEEIRN G- L 7e & X O IRYERE T X — X 2 FRAR
T, B, 3H ARMONTEZOREOE 51 H 1E
25mg/m* T, 7 LR UL BRAIL fEAEE LT,
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SCE (%)

72 AARAKRUOSENNERFICH AR T 7 X F1H1
BRI S L7 & & OEFREBICE 1T 5 3K
YEEE T A —H

SEEHE HAN N SMEL A VLR
Soa—n | i Bfol 1) - Rl 715
B | oswfammixhn | P | (oswlmmExm
0~25 At
MU-Z‘?]H _ B : i
(ug + hr/mL) : E - -
i . . 2 e
(ug/mL) (88.139)
Coanr _ } T ui
(ug/ml) - - - 18.34
30 H~15%
AUCozu - : 10 142 60
(ug * br./mL) (116 68.17429)
Coe 1839!
(ug/mL) - - 1 (1513.2235)
o 10 190"
(ug/mlL) - - 19 (142.2 54)
2~115%

AUC g2y g 20243 s 14599
@e-he/my | 2| ase7a2s6s3) | B | wsiiae2s2)
i 9 25 96* 55 1717
M - (20 20. 33 36) = (15 80. 18 66)
Cate 10 362" s 241!
ugml) — 238,550 = @13.272)

12~175%
AUC g4t 7 148 26 » 142 64
(ug * hr//mL) - (93 86, 234 18) 22 (12459, 163 30)
Cinr g 15 88¢ - 1512
M - (10 25, 24 60) =2 (13 48. 16 95)
Coanr g 3018 2 2 96!
(ug//mL) . (187.485) =2 (2.50.3 50)

ML o P ARE L B S iz aFiR < Bt 723 A KM O/ N EE
W2 L CAHI2S mg/m? & 1R 20 TLALEFE G Lz, +_To/hi

BETT 2R T V) v U BRAINEHES Sz,

L 540 Jﬁ‘bﬂf_&“ﬁsﬁk P 1 RE [ SV 24 RE] oD ifn 5% P i

SEHA4~ 14 BICA5 D48 5 B A 1 R S 24WE R o i 0 b R o 5%
[HR22)]

L 53~ 14 0TS B 7= 4% 5 BAG T 1 RERD SUZ 245 R o i 3 o s s O 5%
[IR22]

= T—HRL

H) BEOKRFKEF (BSA) 1ELLFIZ/R T Mosteller=iZ L Y
B U7,

| &8 @©m) x KE (k)
3,600

BSA (m?) =

2. 95"
W) HARTZ7 7 X ide MISEEA & REICHES Lz
(F197%), F7=. b b THRMERBITHIZIK -T2,
(b@%mAﬁ GrEAN) 12 PH] - AR 7 ¥ 0%
BRI G LT L & v AT U 2ADFRERND
ﬁ%$ﬁ%%@&%%%~mﬁ%f&%§@%%%f
Hot,
3. fEtY
HART 7 2 AIMKRGRZ D N-T 2 FAbIC LT
IR SN D, DART 7 U F U LHEENTTF K
WIERERHNT R S 15130, Bk T F Fa R+ 57
2 BEASOIKIE K N OFEE~ORBHC L > TV
ERaX REeETFmer KN N-TEF ALV E Rrf vk
EF U ERNERES I,
4. Hitt AEAT—4) Y
EEER A B PH] -0 AR 7 7 o X % BEF RN
Hlioe &, B5%27A T, S HEHEOKA1 %R,

#934% M PR S A7, RZE(RIR O JR R S o T
P Chotz (FHEOK14%),

5 fFHEEEEERE GBEAT—2) Y

(Dﬁfﬁwﬁﬁ%%%(amw@hx:Tym)Kﬁxﬁ
77 X T0mg & HEIFIRNE S Lo & & R &
HERTHART 7 XD AUC 1THIS5% 8 LTz, #5
MR ART 7 o F - 70mg, H2H~F14HIZ50mg %
FOAEFRIRN B G- Uiz & & | BERERRN & T 70 KO
FBIAH DA AR T 7 X 0O AUC OEEINTHTNTH
S72 (21~26%),

(2) PEEEATHERERSE B (Child-Pugh X =27 7~9) (T# 5
WA ART 7 ¥ 70mg, H2H~H14H(235mg %
FOERIRN S G- LTz & & HTH R OEI4H DI AR T 7
VX O AUC IHEERERRA (B81H @ 70mg, FE2H~14
H :50mg ##5) LRBETH-T-,

6. =#E IEAT—4H)

() e E S (65m L L) 12k AR T 7 o ¥ - 70mg % HilAl
BRI G- LTm b &, BART 7 X0 AUC 1L,
FHAERRA & L CTh P mnicsm L7z (#928%) .,

(2) B YN Gk I D FE B AT BRI E A SR BRI
vV AIERE T OIS, BERAEE LKL T
EE ThOTORERMOEENRED bz,

7. EYMMEEER
In vitro IEROFERND I AR T 7 o F o0k, AFEY AR
b7V AR—%— (OATPIB1) DIEBFEDOLEETH S
ZEPHbMNERoT, Fle, F 7 m—2AP450 (CYP)
FEMHIBER OEAITIT AN Z &R EN T, BFR
BRClI, DART 7 U3 IEAI D CYPIAMNH % 7%
Lo Te, DART 7 ¥ 203 P-gp DIE TII7e <,
FZCYPIZEVIFEAERB SN hoT2,

) v7uxRY Ll GMEAT—4) 9

TR AR 7 7 ¥ 70mg %1 H 118K 18§k
NHEGIHZ > 7 1 2R Y 4 mg kg % HE 3 mg/
kg Z 120FRIMR TR NG LIzt &, hART >
VXD AUCITHIBS %M LTz, B AR T 7 ¥ 0%
vamxﬁUywﬁ%@A_w%%&ié&#oto
Q@ F#7u ) LALOHH GMEAT—4#) 7
%%&Amwzﬁ77yﬁymmg&uuﬂﬁﬁﬁw
N GREZ & 7 1 U A R0.1mg kg % 121¢ )R C 20
BOfkh Li-Lx, #2270 A2ADOF5%120/ 0 M
FIREEIX26% I8 LTz, —JF, #2771l AR [ETH AR
77 X OEYBREICEEE KT S ol
BV 7yl GHEAT—%) ¥
R ANICH AR T 7 % v 50mg (FRAEL) KO
Y77 B r600mg (REA#E) %1H 10148 MK
EOFRFEG L2 & BIRICH AR T 7 U F 2 DAUC
1IFI60% M LTz, V7 7 o B DERIREETH A
K77 o XA LEBIEZ, P ART7 7 Foo
Coune [ TFIZ0% A L7z b DD, AUCK C i iFiT & A
EE LI otz, —Ji, BART 7 X3 Y 77
VBT DOEYEREIC AR RIT S R oT,
@MY VT T AOFEEME AT 554 L opF R
FHEM LT REMEHT OFER NS | BRABE TIHIEY -
V77 ADHEERERT2HA (=7 7B LY,
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SCE (%)

FETEY, FRFRAEZY Y Tx= M U RUH L <INRE>
ReBEY) EHART 7o X OfHIZEY, & ﬁyyﬁﬁﬂﬁ7wa¥wxEK£5EE@QE@$
ART 7 VX O MAFREREROICERICE TS W G A~17r%) Zxtge Ui ISR
AlREE R S e, e, NEBETHLEY S VT %MLﬁmFﬁiﬁ//&F&U7x«w%xwr L
T UADHEERERT DA (TR AL V) & TAHAISOmgm? (54 H DO HT0me m?, 7272 L1H
OPFFIC LY BABHE LR, HART 7 D e L T70mga X 72Vy) Z1A LRSS Uiz, AAIO#E
ifn. HE R P P R R L AT SR N3 B Rl RS RIE S SR (PRfE R OGPH) 13, REED U FE TR L4
Tee Al @~31H). 7 A~YLX)L AFETILI0.5A M (3~57
(5) ZOMOFEHKE OO GHEAT—4) D19 H) ThHY ., BRSO EL, SLTOLBY Tho
RERATA FFaF Yy —, TAHAKRTF I B, 2 e
AT ) BEET = F ATV T 4 T ENLE TR
KT AV LIS, AT 7 3 DA BB ABRPEA 4% (Full Analysis Set)
BBILZ NS DR OB EZ T ed ol Fiz, H RF
ART 7 o AAIA ST AT = TEART Y v B R S A 70/ 50mg/ m?
BEKRIaT7x/)—NE (3a7x)—BET =T n/m*_(%)
IV OIEHERE) OIEPEREY O ThREI & L e BT FMAE 6/8
B te. Wiy > 2 A 5 /2 #
NN AN 1L/1
(55 R 5 ] BLZIIE | G 0/1 b
1. E PIBRBR A it 8/12
SHAB> T AANYLE Fﬁ@¢7;jzw¥vz fizg
B2 FBRIET AN AL L 5 FEIIE O T (e 5%)
NEF Extg b U7 55 NAH S5 IR — MR iR & T B HYNIC70me, meh . 520 B LLREE50mg mi 1
Fili UTe, BEH P FREICK L CIIARAIS0me A, (2R HIE#EE L (27 L1IA S LTI0meh B2 2\,
PN o P FFER DT AL Z VR RE L CTIEAAS0mg I BN DAL RN T Gtk
FHH5YIHOHT0me) F1HIEEE Uiz, AAlOE G5
M (P efi e ONPH) 1%, AED VU HETIHI4H (7
~28H) . (RN VAR TIZI4AR 2~36R). 7 % 2. 5V EIRRERARAR
VL AFETIA2O A (8~84H) TV . HilkakBk <HA>
OB FO L BY Tholm, (1) E BN o B SRR AT TR BRIV E

BLH YLD B i B S EME AT R ERIBME R X5 & L
72AHKIS0mg (354 H DOAH70mg) D1 H1EFEE LT Lk

BRBRIERHRR GRS (Per Protocol Set) TV B UKRY—L8HE 3.0mg kg O1HIEEE L
omeni |37 D FE R & S LT, AL B Ch B
FUBBHAES A Momgt e 53 7 BRI S B AR VAN AR UL T AT
_ n/mé (%) | VT Yo r B YR —ARIORRE AL Lz (ZREh
o o 5760 70mg i35.0mg/ ke). B I (PSR OFEH) 13,
By LT ek 22 L 14 AR CIAIAR U~90H), TART ) B IR/ —
i o o 9% 70 LA TIHI0OHE (I~91H) THY, RAMEOHBR
i (100%) (85 7%) 13AFI33.9% (1907556() . 7 LT Y B URY —
S PEEESEERT 77 A~ 9,720 14,7304 LHI%133.7% (181,/5394) Th-1-
o UL R D =
T T aen— 5./ 100 0./36 @) #bH P SE
o BB P AIEBRE RS L L T2 AHIS0mg D1 H 1R
it e P 5L TG — L 200me OIHFEIEE S 2 0~ FE L
TR R RN I RET 5 = & & AR L LR Gl L, BIRAB & RN Lo, BSHIE (PR OHARR) 13
t B L Y AR 50me, DML BRYRE BT S C IS FTIH8HM (1~20H), 7=y — L Cid7HRE U~
WHIC7T0mg#A . #4528 B LARRIE50mg 4 1 A LRS- LTz, 26H) ThHY . MAEDOHENRIIAKISLS% (66,81
§ fon A 2501151 AT %F 3
HERDO BBV YT R G5 B, 72 —1851% (8094B1) Th iz,

3) REEME D o D HYE
B O EBE B R L L ARKISOme (51
DH#T0mg) P1H1EEE- &7 AKRT Y v B GEAHER
B B3 120.6~0.7mg, kg, AF BRI B 120.7~1.0mg
Jke) O1A1EES Lo - EShistEe £iE L7,
B HM (R e OViBH) 1. AFITIEIHE (1~28
H), 7AKT VB TEI0HRM (1~28H) THY.
AN FEDOHRNRIIAFT3.4% (801096)) . 7 LAET Y
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SCE (%)

YV B61.7% (711/11561) ToH oz, FLEOMMIE, 1,3--D-7 LT B LA,
(4) BB T 2L L AGED
DT R FE G N ) U A TR ORI T A~ F L (ESE ST 2= 4n R ]
AIEBH ZRIG & L e ARKIS0mg B 5-H)H O A 70mg) D S AR T 7 X UFEEEEE (Caspofungin Acetate)
1B 1A 5 O IEF R & Jifi L 7=, AR OG5 (F W& % : CPFG
S OB 1325 IR (1~162H) ThY . BAKE {40+ (10R,125)-N-{(2R.65,9S,11R,125,14aS,155,205,
DHERNFIL, 44.6% (1/834) Thoi-, §§ﬁ§?ﬁﬁﬁ%ﬁﬁ%§ﬁ§%ﬁﬁm*
<WIME> dihydroxy-2-(4-hydroxyphenyl)ethyl]-2,11,15-
(1) BEEYe D e b 5 FEEE AT A BRI iE trihydroxy-6-[(1R)-1-hydroxyethyl]-5,8,14,19,22,
PO E DIV S FBERT PSR AL (0~ 178) B et oot
xR L LI AAIS0me,/m? (541 H D72 70mg,/ m?) O 10,12-dimethyltetradecanamide diacetate
LH1E#S (272 LIAHREE LT70mg 2 % 7evy) & F : Cs;HgNgOys + 2C,H,0,
FhEFY B YKY— 2855 (3.0mg ke) DIH1 Sy PR 121342
Bl 5 & 0~ R B Jf L - B AT PE AR REokhAR

Y RN R e, A &

W IR BRI R DM B e WIS AT ARI T

TAKRFY LB YK — AFOR A ATREL LT bt

(22N 70mg/ m>XiE5.0me kg, #%5HIRE (i ,\/Ik !

SO 13, AFITIFIOAM 3~36H), 7 Lh7 Y A © 04\%,0..

YBUARY—LBATIIIHM (1~55H) ThYH, #E </§;O Oe N/ "H
H B H

R DOANRIIAAI46.4% (26566, T LHET Y v

B U Y —AMHKI30% 8256 Thot, R
Q) il LV S, RIS U S, R AL X e mereon

JLAIED. HaC o

FRl ) vV SN, RS v R DML O HEL B SR HEH H G

A SN IR DR BT A~V N A EBHE G A

~175%) ZXRF L L AAIS0mg /m® (% 5-4) 0 DA 70mg G

/m?) O1E1EEE (72 L1IHHAREE L C70mg 28 % X N .

Fo) Do B i L, AR I (ke A A A RS 0mg < 10734 7

(RO 1%, fritih e VA IE T3 A (=), (R B YA A RRHE R 0mg : 1347

PN VHFETIFIOH M Q~420H) ., 7 A~VLF )L AJE

THE38HM (6~87H) Thole. MRAMBOHRIL, (EZ K]

BIE P HIEIC K L TAAIN00% (1L 161) . 2HEED 1) AT 2 a5 (FENEED

VU AIEICRE L CARKI81.1% (303761 . BEEMET A 2) RN T A RER SRR FNEED

JL XL ASEIZ R L CARAN50.0% (5/1061)) ThHoiz, 3)  BEMEERE (N Fxigrl U7 ERREER (HNE
[EghEEIH] 4)  Stone JA et al. : Antimicrob Agents Chemother., 48(3) : 815,

1 B EEERDD 2004

HART 7 X VBRI, T AV ENL AR (4 fumigatus. 5)  Mistry GC et al. : J Clin Pharmacol., 47(8) : 951, 2007

A flavus, A .nidulans, A .niger. A .terreus %&te) KOV 6) Y7 RARY L EOMEMEM GENEE)

CHJE (C.albicans, C .glabrata, C .guilliermondii, C .kefyr 7 7w AALOMAER GENER)

(R4 C pseudotropicalis) . C krusei. C lusitaniae . 8)  Stone JA et al. : Antimicrob Agents Chemother., 48 (11) : 4306,
C .parapsilosis, C .tropicalis Z & Tp) 2% L THRIAV in vitro 2004

FOLEIEM 27T, 7 O RICH LRSI L, 9 T 7 EVYYL RET LY, Ta= b, TEY
T AL AR ORI 27, AT FASTRE Y LOMEMER GNER)

10) Li CC et al. : Antimicrob Agents Chemother., 55(5): 2098
2011

1) A rZ7aFy—nreoMAEH GENEED

12) 7A487Y B EOHEEM GENEERD

13) RAT7 e OMEER GENEED

14) a7z —UBET7=FLEOMEIEMN GFEREED

15) Kohno S et al. : Eur J Clin Microbiol Infect Dis., 32(3) : 387,
2013

16) Walsh TJ et al. : N Engl J Med., 351(14) : 1391, 2004

17) Villanueva Aetal. : AmJ Med., 113(4) : 294, 2002

18) Mora-Duarte J et al. : N Engl J Med., 347(25) : 2020, 2002

19) Maertens J et al. : Clin Infect Dis., 39(11) : 1563, 2004

Invivo TlE, 7 AYVLX)IL AR (4 fumigatus) OFREFEMERR
P UIMBEIC X2 EARRET L (v TR, Ty b)) ~
DI GIZL Y  AEFHROLEERED b, £,
1 VKB OREREMERYR | W ONT 1 EIREE K& ONH b as i e
2 X B0 IER IEEARET IV (v R) ~OIEREN
BHICXY AFMEOER (C .albicans) XITEEMZRE
N OBREIEM (C .albicans. C .glabrata, C .krusei.
C .lusitaniae, C .parapsilosis. C .tropicalis) 3% HiVT=,
2. (EFR#RE>

HE (T AXLVENVABROA DX E) MllasEo £ 2k
Ry T H13-p-D-7 N DESKERET S, 728,

c Confidential



SCE (%)

20)
21)
22)
23)
24)

25)
26)

27)

28)

29)

Maertens J et al. : Pediatr Infect Dis J., 29(5) : 415, 2010
Zaoutis TE et al. : Pediatrics., 123(3) : 877, 2009

In vitro FERIC X D HUEETEME (FENEEL

In vivo SRERIZ X DHTEEIETE GENEED

Bartizal K et al. : Antimicrob Agents Chemother., 41(11):2326,
1997

Kartsonis NA et al. : Drug Resist Updat., 6(4) : 197, 2003
Bowman JC et al. : Antimicrob Agents Chemother., 46(9) :
3001, 2002

Abruzzo GK et al. : Antimicrob Agents Chemother.,

41(11) : 2333,1997

Abruzzo GK et al. : Antimicrob Agents Chemother., 44(9) :
2310, 2000

van Vianen W et al. : J Antimicrob Chemother., 57(4) : 732,
2006

[CEkEERE - RAFEHRASMVEDLEE]
FEEIC T H O EENZ & £ LT Tl JiR
TEW,

MS DS MSDAIAZ~—HPR— k¥ —
AT K ILBe b 1-13-12

EFRBARE DS« 7V —F A ¥/ 0120-024-961

BB
MS DA &4
RRATFRERALII-13-12

7556-x
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HART 7 X HEEE A
1.8 WAE ()

H

B B ettt 2
M B UV RE DD TE FE ettt st sas e 3
1.82 ZHHE « D () KOZDFEERRML ..oooooee e 4
1.8.2.1  ZHHE * NI (B2) oo 4
1.8.2.2  ZhRE - DWRICEIET DM EOERE (B e 7

1.83 Ak« FHE () KT DFEEARIL coooooeeeeeeeeeeeeeeeeeeeee e 9
1831 JHVE * B (Z2) oo 9
1832 JHE - MEICBET DM EDOTEE (52) e 13

1.84 A EDOEE () KOZDFETERML....coooviieeeeeee e 15
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1.8 WAE ()

2%_

o

#1.8:1 HANNREZ OREHIRIKR SR (07478858) (FAS)
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HART 7 X HEEE A
1.8 WAE ()

&= e OV 8B D 7 5%

s 7= IEAA PR (RGE IEAA PR (A AGE
Coatr Plasma concentration at 24 hr postdose B 5122405 o ifn S e
FAS Full analysis set Full analysis set
MITT Modified Intention-To-Treat Modified Intention-To-Treat

L8 IRACE ()

-3
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HART 7 X HEEE A
1.8 WAE ()

182 %EE - IR (B) RUZDHRERRL
1821 »hEe - DR ()

1. HEEERYED DI D FEEWELF TP EREA
2. HWUVHEBXIIT AUV ABIC LD T RL OB RYE
B Y HE
(REEME D o U HE
T ACYLE L AGE (REEM T A~V XL ZJE, BMEEEEMENT T ALV AGE, T
AL F 1 —<)

HART 7 2 F A%, THEKRED DN D FEEVELF P ERBAIE, 7o VX R XITT A~ rF L
ABIZ LD TREOBEREEIE [BED P FiE, REMD U FE, 7 AVLX L RE (REHE
T AL )L ZSE, AGPEBEFEVENT T AL L RSE, T AL ¥ m—=) ]| BEEE - R L L
TN B ~OHEIGS, [ENT2012481 HICRLEIR AR SN TV 5,

EW®$E%%A®@E#k%E%&LT T2 P HEIE AT T AL )L AHED B AN/
F e RIGUIARFN DL ANE AR OB RE 2 M9 2 285 TAHRER (074380 23 L7-, &
D R Hﬁkmﬁ%%®£%% E. BARABRAROIERARNNREE L L TRBY, BAR
NINRBE OREMER PNEARMETZBBORRIF Chole, ETARFNON P FREXITT AL F
IV AIED HARNNRBEIKTT 2 GMER B, AR O ARNNEEF & 5xt5 & LR
ARBREGE & BT 5 Z & RS,

ZNEDFERIZHESNT, BANPNEEFIN LTI 2. UIRTRIEE - DR () ZE LT,
PAUFIC A B ISIEL 6 2 SREMR AL Z 7R,

Bl Y HE

AN/ MBS x5 e U EWNE DAHRER (07458870 Tl BB D > P FRE /NN B 1T
HANNDNIR ST, FFARNNRBE 26t 5 & UT-/MES MAEERER (0433085R) TiI14n3 i
HANNBIL, ZOIEFNIARA O G2 L0 FhttEz R LTz,

AANER AR %5 & U ENEB IR (0625888) &K OFEH AR AR ANBE 255 L Li-4h
EZFEMAAEER (0205808R) TiX, BN P XREICKT 5 A2 (062585100% : 6/65], 020745k
81.5% : 66/81f) MRS TV 5H[2.54.2.1.2 TH],

PLEXEY . BRNNETORIES v FREOHDMEIIMER TE oo Ton, MR OB
RIS & LT EN R OAMERBSAEIC S E . AARNNEEE THEED VIR T 5 A %)
PEPRENDEEZEZ DT LD, NROBHRE - 2hR L LT TRED VU HIE) ZE LT,

B D FE
AA NN B 25 & U2 E N TARRER (074388R) TlE, i KOMRHT S 4E M (LU T FAS)
TR P EITHT DA RRIT. 66.7% B/126) THVY ., B P FMIE (6/84)) . Mtk

18 WHE ()
-4 -
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HART 7 X HEEE A
1.8 WAE ()

YUKRE (1261 KO DA IEEE (1165 12X LT ART 7 o F L OFERRD b
72[#1.8: 1],

FEARNNEBRE 2355 & L-AMES D AERER (043745k) TlE. Modified Intention-To-Treat (LA
T, MITT) TOREMD P HIEICKTT 56505 1E. 81.1% (30/3761) Th o7z, MAHEANLDHN
BB DL AT U X MSE (28/3461) Th DM, I o VX IEER Z PR3 L2 16T b A 2h A
flERs S iz,

B O/NERBOGINERE X, BRABE Z5GE L-ENS IR (062588 &KUY E
FEMAHER (0143808) DRIV P FREICKT 5 A2 ERGRE (062302100% : 3/3f%1, 014705
73.4% : 80/109%1) L BBLeRFEKTH-72[2.5.4.2.1.1 H],

PLEXEY | BNRERORANBE 2515 & LcEN R ONERBRSAE D O, REED O ZEIC%E
THEIERRENTZZ &6, NERORRE - hRE LT MRENED O HFNE) 2R E LT,

T AL )L ASE

AARNNEERE 235 & UEWNE TR (074388) TiX, FAS TOT A UL /L R JEH
F (RENET ALV RIE) ITRT DAL, 62.5% (5/8f1) Th-o7=[#%1.8: 1],
FERARNNEBEF ZR5tG & U2 FME DAERER (04375%) Tid, MITT TOREMET Z~L X%
IV AIENZRET B A #HI1X50.0% (5/1061]) ThHolo, WMAEFEZXRE L ENE IR (062
ABR) TlE, 7 ALV RFEDRRNEE  (BYEEEIEMN T A ~L XL ZGE K T A~L ¥ 1
—=) \ZKT DEMTIL, 46.7% (143061]) TH Y, IEARNRNESE ZRIG & Ui SMES 11
B (019588) Tl MOPUELFEFE ) I AR ORI T 2~V X0 ZIEIZxET 5 A 2R
47.9% (46/96f]) T -7-[2.5.4.22 ], /NEROABEZ TITMEAANL ST 2L F L Z
JEONHITEWIH D H DD, HART 7 X ATNTHOT A~V )L ZEICK LT H AN
L, REONEE 255 L LTEN R OIMNERBROASFEITBRBUARK TH T,
PLEX Y R EOBANBFE Z x5 & U EN R OSNERBREGRE 2 6. 7 AL 0 ZSEIT %
THHMENRENTZZ LD, NROBRE « R E LT [T A-VLE L AGE (REEET 2~0L
XVASE, BYEBEEMERT T ALV RSE, BT AL Xn—v) | BERE LT,

FLFRGE S B i B F8 B A BRI iE

HEARNNREE 26t 5 & U SMES DR (0443805R) Tlid. Fets8 BV A i ek MiE 1T
R D RERANER DA NI DONWT, DART 7o X T AFRT V> B YKRY —LMHI%E
L7, T ORER, FRoetEREWEL PERBEIZ X T 2 82T, AR T 7 o XU HET46.4%
(26/56f) . 7 LART VT B YR Y — AAIRET32.0% (8/2561) THY, WART 7 o F U #
DANEPEMEANCE . DART 7 2 F o OFHgM R EWELF P ERBME O /N BE TR 54
PENR IR E NI, FEHARANRANBE 255 L LI-AMES MR (0265888) Tk, Rt
IR ERIBIE IS T DAL, AR T 7 X URET34.2% (190/556%1) . 7 AR T VU B
U AR Y — LEAIRET33.6% (181/53961) T v | FrfsetE I EWEAF hERIAME DI B AN/ B
XD ART 7 X ORI, IEARNRNEE L BBURFRETH>72[2.5.4.2.3

1.8 IRfCE ()
-5 -
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HART 7 X HEEE A
1.8 WAE ()

H],

Ba

HART 7 X OFERIEEEIL., BRCEIE D v P FE, (BB D D EREKR DT A ULF
JLAFED B AN NS FEA AN ABE R OFER RN NEEE B THEY. LT 5, £72.

HANNEEE 25 & LI2EWNE T
IV ASEL

JEDQRKEFE DL IIN v PHE BB OIT ALV AR THDHZ b,

FRBR (074788) Tid, REEMED P HIER DT ZA-ULF
(ZX T DARANEIR DA NED TR Sie, FEEWEL P BRI E O A TR & 72 5 BB EGY

NART 7 F 1 H

RN OB EGL S B o D FEMEAFH ERBE IR L THO AIMEEZ R T LB bRD,
ALY /NROBRE - 23 e LT TEERYER DI D BBV R EBAE] 23E LT,
£1.8:1 BARNNEBEOREANBREESR (074 HER) (FAS)
HART 7/ F
BB R R B4 70/50 mg/m*"
n/m* (%)
7 v A IE 6/8 (75.0)
s Witi T > 2 hE 1/2 (50.0)
BT T DK I 1/1 (100)
T2 B RIS 0/1 (0.0)
it 8/12 (66.7)
T ALYV X)L A E (REEVEY X ~L 2 )L ZE 5/8 (62.5)
T BEHHI270 mg/m® A, #52H B UMEIZ50 mg/m’ 21 H1E#E- L7z (72 LIRAREE LT
70 mg ZHE 220N,
P RANEOH NIRRT R GBI

18 WHE ()
-6 -

C Confidential



HART 7 X HEEE A
1.8 WAE ()

1.8.2.2 %hie - MRICEHET HFEALDIE ()
1. BERRYENSEDN D 3 EWE BRIV E
(1) AFNILLTF o3& A2 ERIC R ET 52 L,
o 1[EORIE T3 CUL EDIE, T IHFRILL FEiE 3 537.5CLL E D3 #E
IR BRI 500, mm’ AT D 3A . 1E1,000,” mm® Al T500, mm’ Al 12 F

THLIENTHSNDSEE

HY) e PRI R G 217> THMBAE T MIEREOREPSLELEZONDY
AN

=

(2)  FEWEAFHERIAE D BE ~ O G- 13, FEEELT T BRI E DIEFRIC 50 72 iR R &
FoEMO b & T, RFIOER G235 Y) & Hl SN DRERIZ DN TORFEMT 5 =
&

(3)  FEWELFPERAEICE ST 2 5A 12T, B ANICEY RS ERES 21TV, R
WA LT T 282475 2 &, EREMH L72BRITIE, AAIE G-k o 22
PEEREFT 22 L,

2. [REMED U HYE
B VA MAE, REENIRE. RN, MaPENEGLIAMC BT A EHI T it Ty,
(TERIRAAR ) DHESR)

3. REEMET 2L L RE
L DIRFE NI B> DI DFMEICIIEN & 2 BE CAFIOEREBET 5 &,

BEE « ZIRIBEE S D EOEE () ORERMLELITITRT,
B EGE D B D L 5B AT TP BRI E

PG DS B DI D FERELT P BRIV IE DIEFR . AAN 2 19~ 2 BERT O B2 Je ONEE R 1 D[R] E
I, AFOEIELHOBANE/NETHREMTDILENDH D LEZXD, O LG, RALR

o TZhRE « DRI L LoER ) ARE LT,

o g

\

~

(REEVED VB E

HARN/NREE ZXI% L LIZEWNS TR (0745880) K OFEHARNDNERBEE 235 L L4t
[E2E M AERRER (0435805R) Tl FICH v VX MIENAAN DI, Z DOMOREGEEAL TlIh v
SHEIENIRDE (1 > Z RIS S OV 2 I IE) S OV v S eIk e (i 222 27 i)
DEAANDNTZ, DART 7 o X AT IO OIEFNTI L THIEZ R T 2 & SR SN T=08,
NS ORI 2 A EIIRE S Tnienizd . A & FIgkD [ - Zh R
WA EOFER] ZRE L,

[ZEEME T 2~ )L ZJE

AARNNREE 255 & U2 [ENEE TR (0743808R) KO R RN NEEE 255 s Lot
1.8 WE (B
-7 -
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HART 7 X HEEE A
1.8 WAE ()

5 TAEEER (043388R) CTHAAN LN BE DL 1L, AGROPIERERIRRICH L CEHX
FIARMOBETHY b O/NEEFIZX LTI AR 7 0 F AIRFIER OB IMEEZ R LT,
FEINER AHRER (074588R) Tlk, —RIGRICKT 20 AR T 7 % 0 OAIERTRD b AL AEF]
MFIER BN TND 72D, AL FREED TRhEE - 2V RICBIE T 26 LodE) #&E LT,

18 WHE ()
-8 -
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HART 7 X HEEE A
1.8 WAE ()

1.83 Hix-AZE () RUZDHRTERM
1831 Hi-H=E (¥)

<N >
1. BLEEERYED B AL D 3B AT BRI iE
Wi, WARTZ 7 ox¥ oL LTHREYHIZTI0me 2, %520 HLLIEIZ50mg 21 H 1A% 5
T 5, AFENTKIER AT TRAR I S EET 5,
2. HUTVHEBILT A-ULFILRABIC XA T RO EFRRYLE
Bl Y HE
W, WARTZ 7o XL L T50mg Z1H1EERST 5, AAFNTKIRR T TRk
SR EET D
REE T O HYE, T AL F L RE
WH, WART 7o X8 LTHRGHIHICT0mg &, %520 B LIEEIZ50mg %1 B 1[H]#
532, ARNIFIUER 20 TR SRS 5,
<>
BRSO D RBWE PERBUE,. DU A BT T AUV EALRABIZ LA BB LY
SHE, BEEED U HRE, T AAYLE L AE
Wi AR 7 7o XL LT HIZT0mg /m® (R ) & #5520 B LEIE50mg
/m’ (RFERE) Z1 0 1595, ARFNTH R RS SE ST 5, 2B, 1
H 1[E50meg m”* (KK ) OFL THREATHOHFAEICIE, 1H1E70mgm® (A )
FTHETLHZLENTEDL, WINOHLEHIAMES L T/0mg ZEX RN &,

TR BEAARRIRAT SCE N B O WET (& i

HARTZ 7 oFro/pNRIcB T2k AR () ORERILEZ LTSRS,

HART 7 X o/NEORE « AEE, MBS 2 S RICARFI O R 2R O3y hie % Kt
U 7= 4MESE DAREG R GABR 2~ 170/ NS« 033388k, 3~24 % A /N - 0423R8R) 125
SEFHE LT2[2.7.23.1 TH], 033K P042RBROFER, /NEERE Bp A~171%) ITHART 7%
>50 mg/m’ % 1 B 1B G- U725 oo M PS8 iE 1, sRARE 1250 mg & 13 1B 5 L7124
HLELLTEBY, b O/NRBEETOREEM K ORBFEIIRIE CTHoT2, 2D 0D,
50 mg/m* D1 B 1EEEIIH AR T 7 VX OMEFFARE LTl & W Lz, £, REEEH
JEFEEL LT <, BEFEREWRBTHDL Z b, WART 7 X v O Y H
BINCA M AFRREICET D 2 ENEE LN EE X, Y HICARMARL LT70 mgm’ & %5
THZEE LT, It L ANBREOARKEHEZEA 720 E 9 | mKFFAEMHESE L TIHT70 mg
FTE L,

T2 D HREXNTT AL ZGEDO/NRBF Zxb g & UT-AMES T AEERER (0433K8R) ) OVEL B
YOI D R ML FP BRI E L 3T 2 ARBRITRIR & f it U 7= AMESE T AERER (044788R) <€
FXRGBREEMEROCEIERRBO LN TEY, DART 7 o X2 EYHICARMHRESE LT

1.8 IRfME (%)
-9 -
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HART 7 X HEEE A
1.8 WAE ()

70 mg/m®, 520 B LARE AR A& & L T50 mg/m’ A 1 B 1EE RS (1A & & L T70 mg
BN L) TAHZ oMU I,

HANNEEFE TOHIART 7 VX ORYBIRE & L2480

ENE TR (0743885) TiE, WART7 7 o F o 2850 0 AR AE LS L T70 mg/m?, #%
52 H B UREITHER A R & L TS50 mg/m? & 1 B EERIRINER G- L, 2~ 170 B AN NLEE 2O I
HEh SRR B A IE L, £ DOFER, 2~175%D B AR NN EBE DY B RRIL, I o ¥ FEXILT
ALV ANE & 2T S T3 A ~ 1T DI B AR NNREEFE (043780050) K OV A AR AR BFE (062
R OFEPEE L HLL L Tz,

EINEE TARRER (07435) Tlid. BARNNEREFISHT 2 ART 7 o X OREMER DB
PERFROHNTEY, BARAANRANBEROIFARNNIEE L BBCARKR THo72, £72. H
ARNNREE THRO NI ERAFEFRTIVTNORAKROIEAARNNETRDO ORI HDTH
0. BARNNEBFRA ORZEEOREITRD LT,

BiEH P ARER ORI P FREO AL - H &

ENE T HERER (0743888) TiX, AFIZESYHICAMARE LT70 mgm®, #5520 HLUM
ITHERF I L L C50 mg/m* & 1 B 1EEHRNEES (1H &L LT70mg 2827202 &) L7zkEg,
(REEME D D HIEICH T DIRA IR DA NRDN66.7% (8/12651) TH -7z, 074788k TITRIE D >
U BIE DIEF DR AFUL IR 3o 7223, 07458088k & [/ U TS - &S X 0 AR &2 5 LT AMES 1T
FHAER (043385R) Tl RIERMED & P HIEITK T 2 E R R DOANZ381.1% (30/37%1) TH Y |
BBV HTEDIVFNTREIRN A Th o7z,

—J5. BRANBEE ExG L LZENEIHERE (062:45) Tk, BKROMRAHRICL Y, REE
M 2 BIEDOIBI B L OB T v ¥ HIE DB 2B TRANRNEN Th o 7-, 7. 06255k
ER U - AEICE D AF 2 &G U AMES AR (014 % 002058R) Tid, REMED P
HRENZKIT DA R OGN NT3.4% (80/10941) . BiEH > ¥ FFEICXT DR ENEDOHNE
2381.5% (66/814]) Tdh -7z,

B O/NRR O NESE 258 & LI EN LK OMNERBRARGE L D . D v ¥ X & O R
Ve v O FRED AR NNRBE~OBETB N T, BEUHICARMAREL LT70 mgm®, #52
B HUBSHERF R L L C50 mg/m % 1 B BRI 532 ATE - ARICKk Y, A LREOH
IR ELND EBEZ BT,

L7eoT, B PHREOARNNEEEIKT D2 ART 7 X 0L - BEIL, &54)
HlcAMARE LTI0mgm®, #4520 B UARITHER A& & L C50 mg/m® (18 A& E L T70 mg
xRN E) OIHIERE T2 2 ERET)EE L, RMISGE () ORE - HEICEEE L
77

T ALV ZEDOfE - &
ENE TR (0743858) Tid, AFIZHREGHICARAREL LT70 mgm®, #52H B LI

L8 IRACE ()
- 10 -
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HART 7 X HEEE A
1.8 WAE ()

THERF R L LT, 50 mg/m’ % 1 H1EEARMNZES (&S LT70mg #2202 L) Lizkk
R, T AAULF )L RATEICKTT DR AR DO NFEN62.5% (5/861) Tholz, F£7=, 074785k & [F

U - AEIC X0 ARK &85 L2 MES TR (0433888) TIX. 7 AL X L AJEICKHT 5
WA ZNEDHNERN50.0% (5/1061) TH-o7-,

FRNEF 3% & L ENEIAHRER (062508) K OVMESE AHRER (01935k) <If. BE&
ROMANRREIZED | T ALV RIEIZKTT DA RO NFRIL LN EI46.7% (14/3041)
K M47.9% (46/9661) T -7=,

NSO/ E O NEE x5 & LI ERN LK OSMNERBRAGE LD . 7 AL XL ZFED H A
NNBEBRE~OREFICB T, 50 ICAMARL LT70 mgm®, #5208 B UABIIHER A& L
L T50 mg/m* % 1 A 1[AEARN R G-9 2 TG - I, KA L RBOAEIEREGELND LB
bz,

L7eRo T, TAUENLZRGED ARNNUEEICRT DI AR T 7 X O ML - HEIL,
B R ICAR RS LT70 mgm®, #5520 B UABITHERF & & LC50 mg/m® (1A &L LT
T0mg AN L) OIRERRSG L5 2 LAEY L &2, BA3CE (%) oMk - AR
FE L7z,

B RGLN Be o D FE BRI TP BRI E O VL - &

FR oD X oIz NR RO NEE At g & LT BN & OSNERBR AR & (R o O ZE,
BB D HFER T AL F )L ZGED B AR NNEF ~DOARANE 512 K DEEANER DR ED R
ST, Eio, FreetEREWELHERBAE D BE CRIBE L R 2 BREBYYED L 1T v X TR K
DT ANNVFEFNRIBIZL DD THD Z L0 b, ERREO L - %2 RERIIEO E - H
e LTHWESE, BERRREZIR & AR E R R YR AN 5 o4 D FEEWE AT BRI IE ~ D AHF D
BIENHIFFCE D LB X D, EBITHMNES DR (044388%) Tid, A& Z 59 B2 A5 A
e LT70 mg/m®, #5208 HUBIHER & L LT50 mg/m* % 1 B 1EIFERNEES QR A&EE L
T70 mg MR 72N &) LIEAER, FroetER BV LR h BRI E X3 2 B RO F R
46.4% (26/56f) Tho7=, F7o. MABEZXG L LIANEFE IR (0265480) Tk, BEK
O EIZ LV | Bl LT BRIV E ISR 2 A 2 R O H 2151334.2% (190/556451)
ThHol,

INHONER RN BE 255 & LT ANERBRAE D O . Fget R EWE AT P ERIAME D B AR
NNBBEEA~OEFICB T, 50 ICAMARL LT70 mgm®, #5208 B UBIIHER A& L
L T50 mg/m* % 1 A 1[AEARN R G-9 2 TG - I, RALRBOAIEREGELND LB
bz,

U723 o T, Rl WL P ERIRAIE D A AR NN 2 AR 7 7 o F Ok -
T, #50RICAmARE LT70 mgm®, #5208 B UABISHER A& & L C50 mg/m® (18 A
BELTIOmg ZB AN L) OIAERRE &322 L8l & & 2, IRICE (%) oMk -
FHEICRE LT,

L8 IRACE ()
- 11 -
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HART 7 X HEEE A
1.8 WAE ()

HART 7 VXU O E

EWNE DR (0745888) TiX, B PHIER DT AL F L AGEO/NLBZIZB N T,
50 mg/m* (KK HFE) OFHICE Y | BEMEZRIFTH 5N F0REEDENE SR ARWEAIC,
1HAEZT0 mg/m® ((KRHRE) £ THET LI E2HEL Lz, TORE, 20613611 H HE
70 mg/m® (KK EFE) ~EE SN, 36 (REEMED 2 ZJE2f6], RENET 2L 0 ZSE 1)
X, WTNHRAEEBEN UTHERR Th o772, BEICL A ENE~OREITA LN
Mmooy, BIRARMEIN RSN, £z, SEZ DARE (0434 0044508) THREERIZ, &
W DHRE, RS D HIE, T AL RIL ASE R OVEL R S o AL D BB AT BRI
JED/NEBRFZIZBWT, 50 mg/m® (RRER) OREGICEY ., BEMIZRIFTH D0 H50 70K
HEBELNARVESIC, 1TAARZ70mgm® (KEHE) FTHEETLIZLE2MREL L, 20
FEER. 0435 BR CIHRBENE D o O HE T B SN 4BIHR3BIA AR CTH D | REPET 2001 R
JE TR SN BT TH o7, 0445888 TR R EWELF P BRI IE O /N B TR &
NT2B & BN TH -7, HE L7664 THEZ ICHFLL EORWERA RO bz n, Wi
nbEGrHiET 52 &< EE LBREATE T L,

LLED#ERN S, TR 1ES0mg,/m* ((KEEFE) O#5 THRRHSOHEITIE, 1A 1[E]70mg
/m’ (RRERE) ETHETHIZLNTES, WTFROHAELIAHAREL LT0mg #2720 2
& EIRMSCE (R) o/NRoRE - AEICEE L,

1.8 WAFCE (R)
- 12 -
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HART 7 X HEEE A
1.8 WAE ()

1832 RE-AEICHEYSIEALDOEE ()

1. AAOEGHFIZEE ORKIER, 2IERFITESERIE L, 18R LB 722 i RO I
DEEIZEED D Z L, [THRE] OESR]
2. AKX LTI, TROAICEETDLI &,
(1) HEEEEONFREEREE 2 fF 5 BF I L L, TRZ BRICAFO &R %52
Z &, ([HEpHEiE) omESH)

ZhHEE « ZhiE
, S B LT BRI IE |
Child-Pugh A = 7" o N
BEH L UHIE | REED D HE,
T AL )L ASE
7~9 BeHWIH Z270mg, #52H H
35mg Z#1H 1A
(FPEEEED) PIFEIE35mg Z 1 H 1[a]
B DOFFERERE®E  (Child-Pugh A 27 5~6) ZfE) BFICH L Cid@EofEL
BHET 5,
B ONFHERERE S (Child-Pugh A = 71084 L) Z£E 9 BEICH L CIEIAFIOE S
FRERAS 7200,

2) TT7FELY RXETEL VT BV TRFRAEY U Tz= b
AN B EARF 20T 256 AFIT0mg D1 H1EREG 28515 2 &,
(FEHEAEA) RO T3EpERE] OHES )

3. AREICRLTIE, TROFBICEETLSZ &

(1) 3» AFRGEO B I PR ED E < 72 5 ATREMEN S 2 DT, 34 H KD B IC
BHET OB IIBES EETS 2L, ((Rp#iE| OEBR)

(2)  DNEOFFESREREE BF I D BRI T Tz,

B) ZIZ7ELYY RXETES VI7 B TEXPRAES Y Tx= b A,
NN~ BE L ERAE DT D258, AKI70me /m’O1 B 1B 5 20545
Tl B IR L CI0mg AW &, (AR KO Ry EhEE
DIEZ M

4. AFNIOFHICEEL T, 7 RUuliz ARk EEH LanZ &, (KAIZT RubEz
G R T CTIIRLETH D, )

5. AERIOEGICE LT, thoEYLREA LRV &, £2, MAIEFL T A > TRFRC
RIEEHEZITD2NZ b flf &l AT 256 121%, REIOFRGRiI%ICT A %%
R UIABY P NMNRTT7 Ty vad b2 8, oY EIRA L-HA K OME
FIEFR UL T A > CRIRHZRMEREZ T 12356 0T — X 13720, )

TR BEAGRIRAT SCE D b O WET AT

DU ORI WA 3CE () oMk - HRICE#ET 26 /H EoEEicsnw T, 13, /AR
1.8 WAFCE (R)
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HART 7 X HEEE A

1.8

T sE (R)

LT, TRRORICEETHIZ L) 22X E LT,

(1)

2)

G)

34 ARG O AARNNREE 265 & LI 3B ieaER (0583 BR) TiX., WFH /N
BOYE LR H25mgm’ THART 7 U F N ARG SN2, 35 HRBOIERARANIR
BEITH L TH AR T 7 o F 25 mg/m* 21 HEHR G Lz & & D Copld, 34 H~17RDIE
HANNEEZIC D AR T 7 o F 50 mg/m* A1 H ARG Lz & & 0 Cup &L L TUWNVE,
ZOFT—HEIND, 3 ARMBONEBETEIIART 7 X0t s V7T A03 5 AL
FONRBEEI VRN ENEZOND, ZOMBRICESE, 35 HREO B ARANNELEE
(2% 550 mg/m* D1 B ARG TIE D AR 7 7 X0 O mEhRENE < 72 5 WTREME D & 5
72, 3n HRmMO B ARNNREBF AN ZHKET H2BITITE L EBE T 2 2 & 2l eE
(%) THE - MEICBEET M EoiEE] o/NRoOIICE L., [FEYERE] OHEIZ3»
ARG OIEARNNREE OIEENRE T X —Z ZFeH LTz,

[EI N EH TARERER (074308) CiX, IFHREREE 4 & 0F L7/ NREBFE D260 AL 7o d3,
RS RERSE S & A5 3 B/ NIRRT L CAAI o0 F B B I B L 72 1 I & 0 Trevy, /A
DI RERE = BF T T ARFNTITON TN D L 2R SCE (R) THE - RIS
AR EOER] O/NROEICRHE L,

EINEE TAERER (07438%) CTix, =7 7EL Y X7y, V77 0By 7%
PRABS . Tz b v, AR BE R LEBE TV o7, FERARNNEER
HTH/ONET =2 2 W THMHEERN 2 RE LTef R, DART 7 o F DI RNN
TREBFE T OIMBYREITEE RIS E RO & 2 FEWHBEAERIT A DN T & DR S 73,
VT T UADOHEEERERT DT XV ALY VR LTZABIT, DART 7 XD
B) Cog e DIRT (44%) D3FHDIT, IWNRBETOHART 7 X Coy e DIK T Z WIFRITHS
T D Z EIXTERVR, YT T AOHEERE R T HEAN O RICEE LK T T
HDHAREMEN D H[2.7.4.53 TH], ABETHART 7 o X OEYEREICEES L T\ AL
AT N T U AR— 2= /NEBE T H DB B~ G T D ReEn s 2 b ANERE
THART 7 o F L OMIEFREDIRTICBE G T 5FEEMEHT L3/ (V7 7y,
TT77ELYY RETEY, Tz bV, TEXHRAEZ IR EE ) 1 /D
REFE THRREEZRTRERENEZEX LN LD, RAERERC, =77
LY RETE VTS TR REY S T M AT EE S
EHNART 7 X EHATIHA D ART 7 X T0mg,/ M’ D1 A 1A G &2 itd 5 2
Lo B IHHAEE LTImg 2B 272\ &) ZRAASCE () o THE - AEICEEY
DA EOEE] O/NEOBICFHE L, R L,

1.8 WAFCE (R)
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HART 7 X HEEE A
1.8 WAE ()

184 FRALDIE () RUZTORERML
AHFETIBMNSET T 2 &2 P TRd,

A EOERE ()

B EARAL

1 HERE (ROBEITEEICEREGT L2 L)

FEWNBBOE DB D 8 5 B, Frofho X
Y T 4 VRPTEEANT T Ui EUiE o BEAE R
DOHHBEIIIEETHZ L,

EHERL

2. HERIERRER

EHIRC RSB A 21T 5 22 & BF OB L +5
B, REDNREO ONHEITIE, G2 IS
570 ETEORE AT O Z b (THRQEIWER] ©

THZ )

RN

EHEIRL

3. fHAEEH
(DFRER)

PFRHICEET S L)

HKF 4 %

%%Eﬁg%ﬁﬁ
{

PR - fEbRIA 1

U a AR
U

AR 2 7 v AR
VLR L
R, > ma AR
VDI PR
A2y (Wi
7o D3, ARAFlD AUC
U7, £72.
A ORI X
Y —iE D ALT &
N AST HEANASER
o, vr7u
ZRY L &
NTWDEE~D
RENOF 5L, 15
B _EDOF NG
B % FE 2 & of)
Wr <D %5E O H
LT AL, WK
K x5 546
. SR OME
RE=ZYLTD
EiixBET 52
Lo (TEEWpEhRE |
DIAZ ]

PRI £ 5K
Hl> AUC DHY
mzix, b v
AR — H —
( OATPIB1)
L AH
D RFEY A F
DOILE 5
LTWnWbEE
26D,

Zr7wal A
2

KK 27 a ) L
A EPEH L7ZBE,
2al) hADR
5.5 125 R of P
E (Cin) Z WD
/TN, AHID
MmHREICHEE R
ALYy g WA iR
STz, [T3RYEhTE |
DIAZM]) KA L
Zul) hAEGE

R

NS kg b U AN ER R RER (033,
042, 043} V0445888) D REER LY E)REfiF
HrofERICESERE LT,
DAy iV <V
TT77ELY, XETEL, T=
AU, TERYHRAZS | IR
=

L8 IRACE ()
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HART 7 X HEEE A
1.8 WAE ()

LR (%)

A EARAL

HT 5603, #
7y AADOMmF
BEDE=X
7 KON B AR
HELEX U5,

V778
v

KA %) 778
U HEE S L OF
H U, KH D
AUC L 7=,
U770
FHEAE D EEIR
HE T CAH % OF
L72BE, AH O
7 TN L
2o VT RICEWN
TH, V77w
DI R
VA X (AN
nremnof-, [(ME
YaEhte | DES M)
R SN
A= ORI 28
B, RN TIEIAHA
70mg 1 H 1[E]#
G, WNETIEAR
#170mgm” (k%
) O1H 1R
G2+ 562
Lo L, MR
DI1HHEIT BH
IR SN
BIZEbLL T,
70mg X W
L,

TENIOHEV
SR

CEBEENTm

ECETANE SN IN
ek T N

TV BEN

N

[

>

o=
3
s}

=p =

i

O I

B
ol

O O IR [SE[5 #r TT N O\
A

e

77 bl
V4
FET B
Jx=rA
Ve

T XY A X
v

H R
B

TS DA LA
HloRIZL Y,
BRIR B B /e A
oD i H R FE DA
THRAELLZBEN
N5, ([FEYE
el OESR] Z
U5 DK & AH|
POFHT 254,
BN T E AR A
70mg 1 H 1[E]#
5% NRTHEHAE
#70mg,/m” (K%
) O1H 1
HE R34 52
O o PN )
DI1HHEIZ BE
IR SN
BEWZEDLL T,
70mg X R
Z L,

SSENIPES (o
R oA\ =gay
ONEIFIRNSTEY

8
DU P T N o

CFRESEHRNYTO
I T = e

o
= 2

O I

4. BIEH

MR (TR5R)

<BRA >

AR OVNRZ 8 & Lz ThoEN
MRRRBR Ok (RBITEH) ThDHZ &nsy
MO EOICRR L., £z, /NEOENER

1.8 IRASCE
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HART 7 X HEEE A
1.8 WAE ()

A EDoEE ()

A EARBL

[E] PN 26 A 52385t B — B M R BRI B ¢
AH 7 e b =606 2361 (38.3%) IZHEITEM
NRDHNTZ, TDOFE/HDOIFAST (GOT) HEN
65 (10.0%). ALT (GPT) /5%l (8.3%). i
ME3F (5.0%) . AFERERECEINZF (5.0%) . &
D261 (3.3%) . FRARZE261 (3.3%) . I AI-PHY
Bl (3.3%) ., fd sV o AR (3.3%) .
y-GTPHMN261 (3.3%). 7= b v B U RFHIERE
26 (3.3%) Th o7z,

A EE AR K OV AR BR 12 B W) T ARF 2 & 5
SH721,38661H162561 (45.1%) (ZEHEH DT
LT,

<UNRE>

EN S I IE ERakBR Cid AR 2 385 S 7220
BFIH10%1] (50.0%) I\ZEWEHZEEO biie, ZD
T2 DX ALT (GPT) HEnsfi (25.0%). AST
(GOT) B4 (20.0%) . ATHEAE B34
(15.0%) . LDH #2241 (10.0%) . y-GTP #5/12
fil (10.0%) THo7z,

SR ESS TARBUER Tld, AAIZ 5 Sz 1716] %
65511 (38.0%) \ZEMEHIA G D b,

RaRpGE (BITER) ZRc#lt L7z,

(1) ER7Z2EINEH

D 7774 T5%— (BHEERR) D .
TFT747F%—DbHLONDIENH
LT, BEE TV, 395, EIRER.,
MmAEFEE, % 5 FEAE, Bk, R SR
I RIS TS O B SRR B A
WIS ARk L, @Y AE AT O 2
L,

2) JIFHRERSE (BEEEAREA) D 0 AST (GOT),
ALT (GPT). Al-P @ [ H-OlFkRerEE )N
LoD ENHDHDT, BIEEE 51T
W, BENED N SAICIT R 2 Pk
T 5L, WUIRALEEZITO Z L,

D BREHE D D5 WIFHEIMIB N THRO 5T
WA EIWER TH v AR

EHERL

(2) T OfOFEIE

P95 AR SE 300 52— T B M beiseakB_(k ) %
ONEN S TAEFEE RakiR (M) TR b7zl
TEH

5%LL 1~5% A3l
IS e 7 iRZ 5 FEIE
H ke HL, JEEESR. AL I
fEEM . T VEARE
H O %R il JBR
4 By P E IR REN M S RIERAL
S RAE

[EIN S T FE S22 — F 5 M bl B
(BAN) K OEWNE DHEIEEHRR (hE)
TR L NT-RITER]

A OUNRD T o P FRENTT AL F
IV AIEBRE B xfg b U= E NG RBR TR
D O RHWER OFBLRDBUZFE S ERE L
7oo AR IS OAGRHRFEIZEE LI DAV ik
NDEERHERBAE (BIEH) & AbeTH
L CREE LT,

L8 IRACE ()
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HART 7 X HEEE A

1.8 WRHCE (R)
A EorE (R) AR TEARHIL
B 5 R (<UINVE > EEE AR TRReO B v 72 Bl
FRIE 7E)
FREARIE R JEHERE 5 HVETFEME L7 5 A ER R R (033, 042,
F e 058, 043} M0443BR) DR A HE L
FiRRRA | ALT it ALP SN R Y D g e s S & G Lz,
(GPT) AW, 7o b e
L LN 1 R LY [ i O S N =B
AST RT T AF TR, L
(GOT)  they L s, s
YN N KA, it m—
vGTP L gy e | B
n HLH 7 U A B, CRP M
M. ~~ k27U M,
1IN R A X = T AL
HimEREg D>, R E Y L
BN, SRR EREIE N,
LDH 1
R KR O PR
e
AR R B FEMED F VN, FHE. St
2 & K Y W5
BT
REL ik b
1 A8 o RS, BIME, InEREE
IR 25 Bt 7K JIE
H 20 K O
bk
i f O Fai
VU NF
i
B YR R R E
S i
(%)

FRAK OVNRIC 1 2 SMESS T AR R &% ON it

R 258 8 b T B

5%LL E

1~5% A AR AR

TR, D,
Mk -

OB %

FRERR . ARHH
PETFHE

g PR P A

ALT
(GPT) #4
. AST
(GOT)
B4, i
AP #Y

M 1f BR B
N
U MEAD,
NET T
W, maee
UL

L8 IRACE ()
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HART 7 X HEEE A
1.8 WAE ()

LR ()

A EARAL

i A, ey
B U T A JLE BN,
% 7L
NN
VAV e
. i~
A AN}
b
(e KAV oAl EmhLy
R I 7 L MiE
il = SRR
I ETN IR K]
i 25 e O
T b e
B R B Y BB, EOFE
FZ T RE SE, ZIHE
e
1 Pea WAL, FRIRZE

12) SMEOHHREZIZERD b EITEH]

5. mElE ~OHE B L
R 2B T AARF O HERENIARETH 503,

— I E R CIRAEBRE MK T L TWA DT,
HEEITHZ L,

6. i, PElw, RHASBE~DOEE EHpL

(1) HERSUIENR LTV 5 alHEMED & 2 s A
IR LA EME fEME A Llal 2% & S
NOGEICOREEST L &, UERTO#RS
BT D Z eI L TRy, Ty BT
IIREMICEEDR S Dbl & (S5mg kg
/S H) T, JRVRE OPRE I N EAZ K UYE
KD ARSEREALFEBLROEEMMAFTRD 5TV
%, BT, [FHETSH OISR A
LN TWD, Blr (7, UHF) T,
JEREERIE 2N FE O BTN D, )

Q) AFBERIIRALELRETIESLZ L, (B b
DORFLFINIRATT D0 ENFIAATH S, 7
v N TTEHILHBITRRD 5TV 5D, ]

7. INRE~DOE G

N OBRIREER T, B & H~< ALT (GPT) 1,
AST (GOT) #9hn, fFiae ¥ O BUFE RS Ev =
ERMEINTVNEOT, FHITEEL QIfigs +
AT O Z b, F . ENOEBEEFER CIHKHAER
HEIE, BTN OBH AR OIS 5 #% 54%
Brid7e <o 2RI /N BT R T D B G REER IT
AN

ENO/NRBEF 234 & U EIKRRICE
W, ARHARRE I, AR R O3 A A
DOFLIRNTxF 2 B HREBRN 22 < L 25 AR D
INRBE IS T D G RBIIAD RN |
BEMNHESL L TR ENLEREL
7=

EINEE TARFEE B AR (074508R) (25
DXFH LT,

L8 IRACE ()
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HART 7 X HEEE A
1.8 WAE ()

A EDoEE ()

A EARBL

8. 1A LR

H3sZ &,

TR ITHOCIME T2 2 & R 25T /A7
EMELTLHHAETH A A TR THER LA
BN ORI 25°CLL T T4 LN 4% =
Lo Fo. AR AGEERERIX. 25°CLL R Tl
24BERILIN, WHT (2~8°C) TIZ48EEM LANIZfE

B

L8 IRACE ()
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HART 7 X L HEEE R
1.9 —iIAFRICER D 30E

1.9.1 —Em4# JAN)
1.9.2 [EBRE—fix4 (INN)

1.9 —fREIALFRITHR 2 CH
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HART 7 X L HEEE R
1.9 — AR D CE

191 —fRELFE (JAN)

AARIZET 52— a4 PR JAN) 1, M?EJ?.$ (2(I$) |HlHFfﬂ1€E®l§¥é%%%?ﬁFm%a:
BWTLUTOXIZRE SN, JAN KO ERT, EIEGO—FOLATRICONT ERE
EHO052759 5, VRk229FE5H27H) ICX VLT X Hlc@Em s i,

JAN : (BAA) HAART 7 X L FrE
(& 4) Caspofungin Acetate
tb54  (BA%) (10R,128)-N-{(2R,6S,95,11R,125,14aS,155,208,235,25aS)-12-[(2- 7 <

J ZF )T 2/ ]20-[(1R)-3-7 X / -1-E FeFx 7
JV1-23-[(1S28)-12-E Rr ¥ v2-4-E FeXx 7 oc=/1)=F
JV12,1115- U B R e ¥ ¥ 6-[(IR)-1-b Fu F o F
JV1-5,8,14,192225-~F A F V7 N T atk Re-lH-UYEr
[2,1-¢:2',1-1][1,4,7,10,13,16] ~F H T HF L rm~r A a9 1
NA-10,12-CAF VT NI T T IR ERE

(FE 4) (10R,125)-N-{(2R,65,95,11R,125,14a5,158,20S,23S,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-c:2',1'-[][1,4,7,10,13,16]hexaazacyclohenicosin-9-yl} -

10,12-dimethyltetradecanamide diacetate

b E =

. 2H,C—CO,H

1.9.2 EERE—#4% (INN)
[EIBE— M4 (INN) 1, caspofungin & L T, r-INN List 42 (WHO Drug Information, 1999, Vol.13, No.3)
I = e,

1.9 —fREIALFRITHR 2 CH
-2 .
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1.10 #FH3¥EK - BEREOREFEFREEOE LD

1.10.1 73K - BIFEOR

ER/N

TE T O T & 0D oot 2
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[&#}4.2.1.1.1:PD001] | Nonclinical study to assess Merck Research | FEAHE
caspofungin pharmacokinetics, Laboratories.
pharmacodynamics, and efficacy in a
juvenile rodent model of disseminated
candidiasis.
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4.2.3.7.7 Z OLOFRER
RZME R L
4.3 5 3CHK
TE R B AtV EH Peias
e
[E8F4.3:1] | DREMICEK T 2 EEGOBRKR | BAEEERLERF | FRI12E12H 15 H EH
BRICEIT B A v 2o\ T | RS R FH1334%
[&#}4.3:2] | Best practice in treating infants and | Katragkou A, Curr Opin Infect Dis.
children with proven, probable or Roilides E. 2011;24:225-9.
suspected invasive fungal infections.
[&£}4.3:3] Mycoses in pediatric patients. Steinbach W, Infect Dis Clin North Am.
Walsh TJ. 2006;20:663-78.
[&#}4.3:4] | Neonatal candidiasis among Benjamin DK Jr, Pediatrics.
extremely low birth weight infants: Stoll BJ, Fanaroff 2006;117:84-92.
risk factors, mortality rates, and AA, McDonald SA,
neurodevelopmental outcomes at 18 | Oh W, Higgins RD,
to 22 months. et al.
[&#}4.3:5] | Systemic Candida infection in Friedman S, Pediatr Infect Dis J.
extremely low birth weight infants: Richardson SE, 2000;19:499-504.
short term morbidity and long term Jacobs SE, O'Brien
neurodevelopmental outcome. K.
[EkH4.3:6] | PR 22FASE S R ETRAE JE AT [Internet] J&/E 571814,
AR A s R OB 2010 [cited 2013 Nov 8].
Available from
http://www.mhlw.go.jp/tou
kei/list/73-22.html
[GEH3T] | PHOMEREA R TE 2 | CHREA [Internet] SCHFEHE:
A AT A OB 44,2011 [cited 2013 Nov
8]. Available from
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[&#}4.3:8] Echinocandin antifungal drugs. Denning DW. Lancet. 2003;362:1142-51.
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UERR L

5.3.1.3  In Vitro -In Vivo @ B3 & a5t U 72 508k & &
MER R L

53.1.4 AR R OF LAY ST ERR SRS
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53.2.1 IR B A RBREE
MR L

5322 ARG K& OSEYAR ALAE AR S 5
MR L

5323 fliob MEEBEE AW RS E
MR L

533 BRI ENRE (PK) FABAH S E

53.3.1 (EEEMBREICEB T D PK M OWIHI RS MR B &
MR L

5332 BEICET S PK R UOWIH AR S &

T ERRE HA bt EH Al 25 DR

[&#}5.3.3.2.1:P033] | MRL Clinical Study Report, Multicenter | Merck &

Study: A Multicenter, Open, Sequential | Inc.
Dose-Escalation Study to Investigate the
Safety, Tolerability, and

Pharmacokinetics of 2 Separate Doses of

Co., | Rt A
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MTE R ZA hL EE w25 Ol
MK-0991 in Children With New Onset
Fever and Neutropenia (Protocol 033).
[&k}5.3.3.2.2:P042] | MRL Clinical Study Report: A Merck & Co., | A& B}
Multicenter, Open, Sequential Inc.
Dose-Escalation Study to Investigate the
Safety, Tolerability, and
Pharmacokinetics of 2 Separate Doses of
Caspofungin Acetate in Children
Between the Ages of 3 to 24 Months
With New Onset Fever and Neutropenia
(Protocol 042).
[&k}5.3.3.2.3:P058] | MRL Clinical Study Report: A Merck & Co., | A& B}
Multicenter, Sequential-Panel, Inc.
Open-Label, Noncomparative Study to
Investigate the Safety, Tolerability, and
Pharmacokinetics of Caspofungin
Acetate in Neonates and Infants Less
Than 3 Months of Age (Protocol 058).
5333 WRMEZERNZ B L7z PK sl d &
ZUER L
5334 SMAPEZERNZ R L7z PK B S &
MR L
5335 Atal—va v PKillps &
MR L
534  HARESNT (PD) WG E
53.4.1 (ERERSREICE T D PD Bk & O PK/PD sl 5 &
MR L
5342 BEITET S PD B K O PK/PD iR & &
AT ERRE ZA kv EE w22 Dl
[&$}5.3.4.2:1] Memo to Stone JA from Li C-C: Merck & Co., | RHEEE
Caspofungin Concentrations in Inc.

Cerebrospinal Fluid (CSF): Data in
Pediatric Patients from Merck Studies
(Protocol 043, 044, 058) and an Outside
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Investigator Study.

[&£}5.3.4.2:2]

MRL Drug Metablism &
Pharmacokinetics Population
Pharmacokinetics Report: Population
pharmacokinetics and
pharmacodynamics of caspofungin in
pediatric patients (Protocols 033, 042,
043 and 044)

Merck & Co.,

Inc.

AP

535
5.3.5.1

AR O R ER s
HIRH 9™ 2 08 UE N B3 % Heigors R AUBR iy 3

IR R

ZA hv

EH

Fil 5% DR

[&k}5.3.5.1.1:P044]

MRL Clinical Study Report: A
Multicenter, Double-Blind, Randomized,
Comparative Study to Evaluate the
Safety, Tolerability, and Efficacy of
Caspofungin Versus (Amphotericin B)
Liposome for Injection as Empirical
Therapy in Pediatric Patients With
Persistent Fever and Neutropenia

(Protocol 044).

Merck & Co.,

Inc.

AP AT

5352 o HEERE A

IR R

ZA Fv

EH

w25 O]

[&F}5.3.5.2.1:P074]

RIS E . U U HIELT
AL F L ARED HAR NN B %
KB L LT ART 7 X DE4
PE. AR O E R 2 a5
ek AL, SR, FHoof HEER

MSD A&t

FEA

[&F£}5.3.5.2.2:P043]

MRL Clinical Study Report: A
Multicenter, Open-Label,
Noncomparative Study to Evaluate the
Safety, Tolerability, and Efficacy of
Caspofungin Acetate in Children With
Documented Candida or Aspergillus

Infections (Protocol 043).

Merck & Co.,

Inc.
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AT ERRE = HA hL A il 25 Ol
[&rt Pediodic Safety update report (PSUR) Merck & Co., | ZEEGE}
5.3.6.1:PSURO1] Reporting Interval: 14-Dec-2010 to | Inc.
13-Dec-2012
[&rt Pediodic Safety update report (PSUR) Merck & Co., | ZEEGE}
5.3.6.2:PSURO02] Addendum Report (AR) Inc.
Reporting Interval: 14-Dec-2012 to
13-Jun-2013
(&t Pediodic Safety update report (PSUR) Merck & Co., | 5 E&E}
5.3.6.3:PSURO03] Supplemental Components Inc.
Reporting Interval: 14-Dec-2012 to
13-Jun-2013
537  BET—Z -RERLOGEFRCE
5.4 %3 3CHk
AT ERRE = LA kv EH EEE T
[&kF5.4:1] INREGEDTNT I AN | A s (b oo fEdsk
GIELZ RS DU OMEN ST 2009;25 S-1:1121-7.
BEZD
2. MIEEZ
['&£t5.4:2] IX. JE&YLE PO NIR N B 2006;38
160  ETERYYE BT 5:362-363.
[&F}5.4:3] IR RIEMEEEOZW LG | IREMEEEO T A | EEEREEDZ
WO7ur—F v —5:G /NEBE | FTA4 M ERS | B 18RI R T4
7 o —F ¥ —h > 2007
#5].2007:24-5.
[&E}5.4:4] The Epidemiology and Attributable Zaoutis TE, Argon J, Clin. Infect. Dis.
Outcomes of Candidemia in Adults Chu J, Berlin JA, 2005;41:1232-9.
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and Children Hospitalized in the Walsh TJ, Feudtner C
United States: A Propency Analysis
[&#}5.4:5] Epidemiology, Outcomes, and Costs | Zaoutis TE, Heydon K, | Pediatrics
of Invasive Aspergillosis in Chu JH, Walsh TJ, 2006;117:€711-6.
Immunocompromised Children in the | Steinbach WJ
United States, 2000
[ £F5.4:6] NRBEY MR IEIRRT O | &0 EE AH W AN L E S
HUERGYE O RS SRS R WL WL | HERE 2007;21:19-24.
AN N 1
Ko KL gk, fh
['&8+5.4:7] F3E REMEREEORZKI G | REMEREO VA | MEMERIEDZ
WOT7 v —F v — MER:G /MR | R4 M ERS | B 18RI R T4
P aE > 2007. R0
[#].2007:109-11.
[&#}5.4:8] Revised definitions of invasive fungal | Pauw BD, Walsh TJ, Clin Infect Dis.
disease from the European Donnelly JP, Stevens 2002 ;34:7-14.
organization for research and DA, Edwards JE,
treatment of cancer/invasive fungal Calandra T, et al.
infections cooperative group and the
national institute of allergy and
infectious diseases mycoses study
group (EORTC/MSG) consensus
group.
[&£}5.4:9] Antifungal susceptibility of Candida | Zaoutis TE, Foraker E, | Diagn Microbiol
spp. isolated from pediatric patients: McGowan KL, Infect Dis

A survey of 4 children's hospitals.

Mortensen J, Campos

J, Walsh TJ, et al.

2005;52:295-8.

[&k}5.4:10]

Caspofungin therapy in

Somer A, Torun SH,

Expert Rev. Anti

immunocompromised children and Salman N Infect. Ther.

neonates 2011;9:347-55.
[EH}5.4:11] Evaluation of the echinocandin Abruzzo GK, Flattery | Antimicrob Agents

antifungal MK-0991 (L-743,872): AM, Gill CJ, Kong L, Chemother.

efficacies in mouse models of
disseminated aspergillosis,

candidiasis, and cryptococcosis.

Smith JG, Pikounis
VB, et al.

1997;41:2333-8.

[&k}5.4:12]

A Prospective, Multicenter Study of

Zaoutis TE, Jafri HS,

Pediatrics
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Caspofungin for the Treatment of

Documented Candida or Aspergillus

Huang L-M, Locatelli
F, Barzilai A, Ebell W,

2009;123:877-84.

Infection in Pediatric Patients et al.
[&k}5.4:13] A Randomized, Double-Blind, Maertens JA, Madero | Pediatr Infect Dis J
Multicenter Study of Caspofungin L, Reilly AF, 2010;29:415-20.

Versus Liposomal Amphotericin B for
Empiric Antifungal Therapy in
Pediatric Patients With Persistent

Fever and Neutropenia

Lehrnbecher T, Groll
AH, Jafri HS, et al.

[&8t5.4:14]

Caspofungin therapy of neonates with

invasive candidiasis.

Odio CM, Araya R,
Pinto LE, Castro CE,
Vasquez S, Alfaro B, et

al.

Pediatr Infect Dis J
2004;23(12):1093-7.

[&#L5.4:15]

Caspofungin (CAS) therapy (Tx) for

neonates (Ns) with invasive

Odio CM, Castro CE,
Vasquez S, Lazo J,

47th Annual ICAAC
Meeting; 2007 Sep

candidiasis (IC) cared for at intesive Herrera ML 17-20. Chicago, IL,
care units (ICU) (abstract). 2007.
[&kL5.4:16] Epidemiology of invasive fungal Steinbach W] Clin Microbiol Infect

infections in neonates and children

2010; 16: 1321-7.

[&8}5.4:17]

Pharmacokinetics, safety, and
tolerability of caspofungin in children

and adolescents.

Walsh TJ, Adamson
PC, Seibel NL, Flynn
PM, Neely MN,
Schwartz C, et al.

Antimicrob Agents
Chemother
2005;49(11):4536-45.

[&k}5.4:18]

MRL Clinical Study Report
(Synopsis): A Single-Center,
Randomized, Open, 3-Parallel-Panel
Study to Investigate the Effects of
Rifampin or Nelfinavir on the
Pharmacokinetics of Multiple
Intravenous Doses of MK-0991 in
Healthy Male Volunteers (Protocol
032).

Merck & Co., Inc.

B R

[&k}5.4:19]

MRL Clinical Study Report
(Synopsis): An Open-Label,
Randomized, 2-Parallel-Panel Study
to Investigate the Effects of Rifampin

Merck & Co., Inc.

B R
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on the Pharmacokinetics of Multiple
Intravenous Doses of MK-0991 in
Healthy Male Subjects (Protocol
035).

[&#}+5.4:20]

Potential for interactions between

caspofungin and nelfinavir  or

rifampin.

Stone JA, Migoya EM,
Hickey L, Winchell
GA, Deutsch PJ,

Ghosh K, et al.

Antimicrob  Agents
Chemother
2004;48(11):4306-14.

[&8}5.4:21]

MRL Population Pharmacokinetics

Report: Population pharmacokinetics
and pharmacodynamics of MK-0991
in phase II patients with aspergillosis

(summary only) (Protocol 019).

Merck & Co., Inc.

R

[&#F5.4:22]

MRL Population Pharmacokinetics
Report (Summary): Population
pharmacokinetics and
pharmacodynamics of MK-0991 in
patients with oropharyngeal and
esophageal candidiasis (Protocols
003, 004, 007, and 020).

Merck & Co., Inc.

R

[&k}5.4:23]

Population Pharmacokinetics Report
(Summary): Population
pharmacokinetics and
pharmacodynamics of casfungin in
patients with invasive candidiasis

(Protocol 014).

Merck & Co., Inc.

B R

[&k}5.4:24]

MRL Population pharmacokinetics
report (summary only) Drug
Metabolism/CBARDS: Population
pharmacokinetics and
pharmacodynamics of caspofungin in
empirical therapy patients (Protocol
026).

Merck & Co., Inc.

B R

[&k}5.4:25]

Pharmacodynamics of caspofungin in
a murine model of systemic

candidiasis: Importance of persistence

Louie A, Deziel M, Liu
W, Drusano MF,
Gumbo T, Drusano GL.

Antimicrob Agents
Chemother
2005;49(12):5058-68.
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of caspofungin in tissues to
understanding drug activity.

[&k}5.4:26] Pharmacokinetics (PK) of Odio CM, Pinto LE, Presented at the 45
caspofungin (CAS) in six premature Alfaro B, Vasquez S, annual ICAAC
neonates (PNN) with invasive Castro CE, Hernandez | Meeting, December
candidiasis (IC) at a neonatel M, et al. 16-19, 2005.
intensive care unit (NNICU) Washington,
[Abstract]. (DC), 2005:LB-16.

[&£}5.4:27] Hepatic uptake of the novel Sandhu P, Lee W, Xu Drug
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