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1.5 BRXEEROERRUBMEDER

1.5.1 ERXIEHEROZE

A4 hT Y= (LLF, ITCZ) 1% 1980 4 iZ~UL¥F—D Janssen t- TH S = b Y 7Y —L
FHHEEETH Y, HEMRBEO EEERES Th IV IATa— LVOAESGKREMRETHZ &
IZ LY RFECHRVIIEEE 2R 7, £/, E2MERN O ITCZ B TR EZ ElE Y, &
NIRRT Z R T, ITCZ Ao & LCEaTHRANL, 1 7EL (BLF, ITCZ-CAP) |,
WHi#E (LLF, ITCZ-0S) KROESH] (BLF, ITCZIV) @ 3RAINEFE SN TEY, 201146
HE§E T, ITCZ-CAP [ZFCK & 4hed &b+ % 102 DE i, ITCZ-0S 1% 64 O [E 3|3 kg,
ITCZ-IV % 24 DFE I THEFE S TW5 (HARZERS) .

EWNTIE, 199347 A1 T4 RS —APH TR 50] BT AXNUELRAE, DX R, 7
V7 hayv s Rg, KERRE, ~7&8F 7R, Ara b vy 7X@, xRrebh=T7RIZEDN
NRECEAAE, VRTEME RS B BE M OVRIE M B B B E O3 JOE S TRR Sz, £ 72, 19994 6 A
W, JNERE, Tl 2 O FRE R OV D ATV IS DB INZhRE, 2004 45 2 A IS NS X3 5 /3
NWAFHEP KR INTND, D%, KICEEETHLHITCZA4E Frx oL 7 as
XA MUY (LLF, HP-B-CD) % HTHE(L L7z ITCZ-0S Je N ITCZ-IV 23Bi % S iz, ITCZ-
0Si%, T4 FUY—ACHNHIE 1%] & LT, 20064F 7 A AMEHEED 2 Z5E R OEE D Y
AFEDBISEIC TRR SN, £/, ITCZ-IVIE, 20064 10 HIZ T4 VU Y —1%1 1% [200
mg]] & LT, HFEEYE (HHME, PPRISsEEiE, HbaEEE, RIBEEE, HSEBRBEE,
BEH L VHNE, TTANIBRE, A NSTATEE) ROEBEKREA DI D RBEELT PR
WUDE DO IIELZ TRGR Sz,

152 R DZERE

ITCZ-OS I DENHER 7 > ¥ Z i & BB H v ¥ ZHERNEE - 2 & LT 2006 4 7 A KR 2 1%
TWwb, LaL, ITCZ-0S O)ElDEGRFAE M IZ 3T, ITCZ-CAP THR I TWD [HEIE
PEEEIE] ~OMICTERDOLEMIZONWTF R SN, ITCZIVOFEEETH, [HEERER
fE] J O TEFERG D S 5 FEWVELF P BRI E ] (2% 2% ITCZ-IV /& ITCZ-0S ~DYJ3F
AB GO EMSATEIEN  ERMLERESROHENE (LU, ) »oh3ahi,

ITCZ-IV % 14 HZ 2 TR G LG a8 OL 2R HEGE S Tnienicw, fklein o %2
REAITIE, EEMEEEIE OBIS A AR STV 5 ITCZ-CAP @ 1181 200mg 1 H 28] (1 H &
400mg) ~UIVFEZHZ a3 TWaD, —J, ITCZ-OSILITCZ-CAP L W A AT <4 ')
TADPENTEY, BEREREEICHT 528N TE 2000, HEIEREREEOWEICE A
LCWARW=9, fEGIERICIIER T2 Z &R TE RV, £ 2T, ITCZ-0S O\ I & Flf#
P, ZLCERBEEHOOEZAZM L, HIEMALHEET 280 T, BEREEEICT5
ITCZ-0S @ Hifh it 5 K OES A b O UIFF 2 £ 5- 0B %, W ONZH @G0 8 5 i P Ek
FEIZ 1T BRSNS DU 2 e 5O 2 D 7=, ITCZ 13 ITCZ-CAP 7> HH4E v [EN T 15 4F
U EOHERERRH Y, 3RANBARE CHEHSNATEY, EFEBRYECHT 2 HIECIE—
EOFHZTFTVD Z &b, HEIEMEFEER CEERGD S 5 FE BT rh BRI E & 0F 5
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& L7 ITCZ-0S O ENHIMAHRBII R EF I W T Ho P RENGOLATHWDLIZ L %
iR 2 YBRBFAIRF 2 EERE L, BIRMICEDIMER O Z2EEZHR T2 L & L,
—J, ITCZ-OS IR (BE[E, FA Y ROSAX¥—5F) (28T, kb nyFilshsd
M R REES 33 s AR R 2 3 T D TREMEEEIE D TR O bR L T\WD, =
NOOHEBEBY) A7 OFEWEE COEFBREREITLHBEOEMTRICKEEET LD,
MBI CIE, MEEEOTFHERGICEEREERH Y, —RICE I WD, LiL,
ENCTHEEE T OESE RS L V201, ENANEHETCOHLI N7 7 o F DA T,
WO O HUEE R b B T O s & BfF L Tuian,

ek, ENTILEREZA LTIV RWnE 00, —RAICEERETH OB THER SN &R
Al 7 v= ' —nv (BLF, FLCZ) Th-olz, LvL, T, BIMEMICH DT ZA~L X
Z5E D 2%t LC FLCZ I+ AR E RN 21 2 | HU O HROT A LR 2D
FIHEEEEZ AT ITCZ 23, Mk BRI SV TEFERE T2 BICHER Sh a0
WML T3 Y, ENOEEEEFEEODBWE « RIRTA BT 4220070 128\ TH, HEFRY
FRHCHERR SN TE Y, BEBRBICBITS ITCZ-0S D =—XI@m, ZOLkH>ERa2EEL,
BEEIR YT PR 2 E 2 B L, U et oREt LS IERAEED 5 2 LA NE
EBEZT=, L, PIEEREIC LD PHBEORIECIT, @Y 7exBEEZ R E L7 KB A2 R
R EEMTHLERH DA, ENICBOTREREBREREHR T2 L IEREETHDLZ 2h
5, MM RBREAR TN X T, BHOTA KT A 50 G &% ONEN T OEFEEYTR5IC
B2 EERAR R ZFH L THEFEITI 2 & & L

INHORERE 2T, ITCZ-0S I3LLF D ER =— RIZH T 23K & L CGERINZRE DB %
E{T-o7,

- BEEHMSE, BEMET AL )L ZNESE D ITCZ-CAP TR o RIE D & 43 e B 2 15

DAV W IRTEMEEL A BB (2T 5 IGFE IR D $4

© T AL AE B G OREMEREICK L TRAOVIEFEE CTOARER L L T 518
HOER L DA ik

« ITCZ-IV 70 & OYIEE 2 ¥ 5-\2 81 D #7272 ITTCZ #% N A ok (ITCZ-CAP200mg 1 H 2
[E 5T % T, ITCZ-0S200mg 1 H 1 [E~DY)#Ex #5.)
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ITCZ-0S 1.5 2R 1338 RLoO#R R & OB %6 Dk fk
1522 BRERIABROBRE
15221 ZFEMERERUVERBRELNEON S FDEEAIE

AR5y O ITCZ XA R R E IS HUFETEME 2 7R L, ITCZ-0S 1% ORAIRED &34 AT~
AT VT 4 NITCZ-CAP LV EN D, Lizhi->T, —f&AIZIE ITCZ-0S Mg £t ITCZ-CAP
OUEFEREA B0 2 S HE SN D Z D, ITCZ-CAP THER I TWHiEIIZEI LT, ITCZ-
OS THoZ2MEPRENFONTND Z & L LZEMRHEREND LT, @z T22 L
IERIREE B blz, £z, ITCZIV DAZKR EN TV DB L T, ITCZIV b
ITCZ-0S ~DOUFE 2 # 512T, MIEPRESHF SN TS Z L EREMERTERIND Z LT,

WISE BT 5 Z LITREE B R,
DRE] R E L, BRI 21T 5 BN MR (JPN-07 3U5%)

RIAEMERRE ] RO THEBGRD SO 5 R B LT BRI

(Pt

5.3.5.2.1-SFI] %% L7z, 7ok, M5 CRIMEL PERBUME 2 XS L7z INT-62 3k (£
EEFH535.1.1-FN] 228 & L TR L7,
RAEMER WE e ORI A 03 Bk o D FERMEAT BRIV E 2 5 G & LT BRI —Fa &2 & 1.5-

LIZART,
& 1.5-1 FEMERER UR BT PR E DR REHER— &
REBRE S i FOE
T 2 o - 582 Rk U 53R ESyiES| E R
PETEMIEE TIRBICE U T, [ITCZ-08 ¢ Hpl#
5 iz MTczIv G s 6 ITCZ-os 25 @
WAz L0 #E Lz,
FEBMEAT P ERBAE B ICXF L TIE, ITCZIV & 50
SFI B ITCZO;%‘&E{ iﬁif&-ﬁ- L7z,
<ITCZ-0S >
5 3151}?_?31?1 FEH 3280 | rrezos 200mg 1 A 1 [\ 5 R 200315 HA
CGwm | FWE | oy | RS RE Am 20097 5 5
23 il <ITCZIV #5555 ITCZ-08 B % # 5>
ITCZ-IV (200mg 1 A 2[E 2 HRfZ®#E 1 H 1[E 1~12
AR AFEFER, ITCZ-0S200mg 1 H 2 EI#E % #
5., Befe99 AR (ITCZ-OS i1B:E 85 HH)
WFN OB S5ETEH ITCZ-0S (1 200mg 1 A 1@, 150
mgl A 2[E, 200me 1 B 2EEEO VT KIRF]
TK1211.3% A N SFI ITCZ-0OS 100 mg & : 100mg 1 A 1 [E#5 19.£|E|FJ
(B%) IR o1 | TTCZ-0S 200 mg # : 200mg 1 A 1Bl 5 A7 ~
F I8 Bz 8 iR t kK
ITCZ B : ITCZIV (200mg 1 A 2[E]2 A, ZD#% 1
; oz g Egég~ggm)ﬁﬁ%&&,mzommmpa
Z & Ak 2 Z
T | Em | A | avprcs asme kst mse ssnsmpniz 1 | KRS | 196F3
(%) % 18 B Ao EL LT0Tmgke L L, £O# 1 mgke/B - 1997 4E 12 5
i | AT R R
(;;;_f’;l) 5 AP EREEE (>500/mm’ i3 E 2 B
>1000/mm’) £ T

*CIDMI1.13.1-3-1 276
SFI : PRTEMEFTREE, FN : FEmGLA S 2 3k r oh Bk D i

JPN-07 SRR TlE, RIEMEFE RS L OEFHBEDEE DI D FHEEBMELF P ERBEBF 12T 5

MR IEYRREE 2B E L, ITCZ-0S DI EMEEAKRFTT 5 Z L2 EHME L, BRI ITCZ-0S
DENE - BEMEBRF LTz, ®5E LEERERREIL, Vo UFE (I VX ME, 1BHE
FEfE D P ANE, Wit U HRE, REH T HIE, BEH V), TASNUFILRAE (RE
PET 2OV ASE, BT ARNAVFILASE, T AV ¥n—=) , JU T hays
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ZHE Wiz V7 hay s Z5E, 7V F hay s ApER) , 77 A RIBRAER T R ST
ARETH Y, BE, EEEENEDN D HBEVEGT PERBUME b XS & Lz,

TRAEMEEEIE TIE, ITCZ-0S Bl 5. b ITCZ-IV #5725 ITCZ-0S Yl 2 # 5.2t L, B
FIR YL B DI B LT P BRIV E T, ITCZ-IV #5725 ITCZ-0S Uik 2 & 5- 0 A 2 Wit L
7. ITCZ-OS O#5- M3 K 85 HM & L, REIBEG BT 2 AR O Zatt 2 et L,
7o, L VBYS DH o 7= HP-B-CD (ZBIiH4 2 Bldiz 5+ 5 222 b Rat L7z,

72¥, BEHEHZEZEROENG I MR 0K1211-3 & 5) T, BEEEEEEZ ISR E LT,
ITCZ-0S 100 mg /%200 mg # 1 H 1 [E#E O &5 L7z a o, 2otk OSEmEiEZ it L
7oo JK1211-3 iR Ok fE A5, ITCZ-0S @ 200mg 1 H 1[a# 51X 100mg 1 H 1 [E[# 52T,
EEMEEEE ISR L COMRPMFTELOHETH L Z LRI,

15222 WFHEBELVFASHLIMBESESEIEDHHERBEREICS T FRENE
BEEED TS

BRI 8 Tl & A B if i B R S i s AR A FR I (2 8 T B TRTEME L IE O B I
BT, ITCZ-0S 1HiIEA Tldd 5%, [ENOTEIEMEEFHIEOBWT - 1WA FI4 2P 12T
HER SN TEHY, BERBBEIZHIT S ITCZ-0S D=—XE@m\, UL, PRt L 25 mikE
PERE S S 133 e A R Rl R DR RBIC X - CIRTEMEE EE O RIEHE IITIENR H 5729, HiE
I L D TR R OBRGEICIE, Y7225 REEA 3R E Uiz KB e iR B & i 3~ 2 LR H
270, EWNRBRIZEW TRERERERZHERT 22 LIXNETH D,

Z T, WA TER SN ERERE T OBKRBEREF AT LR L., £, T
BHCBId % BARAN TOMRERBREEN 2V, ZhEaflistr86E LT, KEFOTA N4
VEOICHE®R, ENTOTHCET 2 M R R CENIC TR BB CENE L 7= 5 I FERK
R OSIESE MR L CTHFEETTI 2 & & L,

WA CFENE SN =B ERE TS BT 2 ERRBR— A R 1.5-2 1R Lis, 2 b OGRS
DH L, BINCEBT H2ERBFE T, ITA-18 3l [FHlEkF 5.3.5.1.1-FF5] , INT-54 3% [FF
ik 5.3.5.1.2-TF5] , GBR-17 3k [Z2E &K 53.5.1.3-TF5] , BEL-4R [ZEEk
53.5.14-TF5] KU CAN-15 &8k [2EEE 5.3.52.1-FB5] @ 5 BB AEORILEEE LT
TS, KRE 1kg 4729 1[H025mL (ITCZ & LT25mg) # 1 H2EHEE (ITCZ L LT
Smgkg/H) DL - AEICT, HEEYE T O®@IG & B Uiz,

ERNTORGHIZEEL T, ITCZ-0S DEEBE T 2 HEEBEZMAEL/- & 25, HAKK
DHA RTA 99D 1z pHEARITENENRLR>TEY, BINTOARMAREL 22
DT ENHALEE, 2T, BINZET 2 PHEIGRRZICAEONMA, EBNTTPHRELBR
it Lo SOk 2 di s L7e, I, EWNTOMHAEROMECEIKBISOERM O R ZIE LT,
INHOEREZRAMICHEL, ENPGE CIEEFHBRY T L CEEH&o ITCZ-0S
200mg 1 B 1[EZ 8RS 5 Z L1324 ThH D &L,
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ITCZ-0S 1.5 PR ST R oo K OVBR 78 D #EfE
® 1.5-2 ERRREFHOBNERAR—E
RERE S it x5
R s Py 5B R U5 FEhiE E R
. ITCZ-OS Bf : 025 mL/kg (25mgke) 1 A 2[E
ITA-18 BN mﬁ,ﬁ%i% 7 ZEREE: 025ml/ke 1 A 2[E] 1994 4E 6 A
53511-FB | —EER BB {BEEFREPRLERE T BB 7 AAT~3 B | 412V 7 ~
() ERNE 406 1 : e, FHPEEEE (>1000mm’) T 1996 4E 5 A
JFRIZERERER S, B 8RR
— . IR R ITCZ-OSBf : 25 mg/kg 1 A 2[H] -
5 3]51\?25;,% 7_/£1Aét {b2EFRiE AMPH-B # 7 /VE#f : 500mg 1 H 4[| 7 73;2 1994? A
) & 1]151@ HEFHBE | (LERERGRE, O, FPEREEE iXEH 7@ | 1007648
559 {5 3 B E T, FAIZAERRG, BE 8@
= MR RS ITCZ-OSBf : 2.5 mg/kg 1 A 2[H]
53(2}1113—_1;% 7;5;{;& e FLCZ S6¥BEHE < 100me 1 F 108 P 1992%11)%
TsE) i | FMBE GFeRERBV R L AR 7 ART~3 A& 19955 3 A
445 ffil G, FHPEREEEET
ITCZ-OS#f : 100mg 1 A 2[8], EEEES
= MR RS AMPH-B+NYS it FI % :
53 ?fﬁi‘;% 7;,{;& {b2EFRiE AMPH-B /1 7/ 500 mg 1 B 3 [H] A 1990 iz 24
e s | AHBE NYS 88k 200 FHAL 1 45 1993 4 12 A
280 fA (L FRIERR AR LIRS 3~4 BRI B,
IFPERFEE (>1000mm’) T
IR R ITCZ-OSBf : 25 mg/kg 1 A 2[H]
sao B | wEE | ewmE | emmmmesD, fhkgEeaE [, [ 1F]
() I HERBBME | 3A#%ET 1005 4 4
18 5 ZRERER ., B 8
ITCZ & : ITCZ-IV (200 mg 1 H 2 [8] 2 AR,
N ZO% 1A 16 5~12 HE) SHARME 5%,
usa-117 | 777 MEEMES | ITCZ-0S200mg 1 A 2 [E61# 2 & 5 19964 10 A
5.3.5.1.5-FBh g;‘?ﬁ FEEBBHE | FLCZ B : FLCZ EH#] 400 mg 1 A 1[8] 7~14 HE ~
(B%) 139 43 H R# AR 5%, FLCZ § 400 mg 1 A 18 %;iifégf)
MRS
BhiBEE 100 BET
156223 FEH

ITCZ-OS (X ONEMHEA » o ¥ HHE & Bl h v VA REZ e « 23 & LT 2006 FIZKGE S =73,
A, ERCREWT REEEE] RO THERESESEDN 5 BBVELF P EREAE )] 2 X5 L
L CEM L 7= R RBRORARE, OSSN B W T TEE YR SR D R BT TP ERIBAE |
O THFHBRISD A3 Tl & 0 5 i v g S i3 i s MR RS Al FR 3 L2 38 1) 2 TRTEME B E D T
Bi) % b & UCFE L BRRBR ORI KRS E, MISEERKOPGHEET 5, BRORMEN %
X 1.5-1 (2R~ LT,

TRIEMEEEE ] RO TEFEBRYE D 2 BEBWEF PR AE] 1B L TIE, 2o Ok
REBROKAE, KO THFERETH) (2B LT, # COBEREBYT RSz T, EN
TOMAEREZHRL, BEOTA FTA VEOMEREFALT, 4 MY Y —ASNAHIK
1%2B0 5 NEEMEREE] , [BEERESESDN 2 BEEWVEGPERBUE] RO ek
AT S A B i AR S0 s R R 12 U S IETEMEEE O T8 D% - 2h%
OB, ONT LEFE, 1E20mL (4 b7 =2 —L & L T200mg) %1 H 1A, fFAK1HE
Z40mL (1[E20mL 1 H 2[E) | &35 Hik - HEOBINI OV TORRER A H R
iTHoZ & e L,
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ITCZ-0S

1.6 SNEICHTHERKEFICETIEN

A4 FY =LA 1% (LT, A& 12201146 A 13 BHE, BAZERLS 64 OFE TR
THABENTVD, £ 1L6-1VIHCKEEEIZBIT 2 AFNOBIGE Z & OFGRIRNE, TR
SMENZ 31T 2 ARFN OAGRIR I 23 1.6-2 1T,

E7-, AFD CCDS I ONKEFRAT SC# (USPI)

1.6 ZMENZ 3517 2 ARG (2 B3 % ¥kt

(RSO OFIER) B O B A

(EuSmPC)  (F 3 UNFER) 23 1.6-3, 1.6-4, 1.6-5, 1.6-6, 1.6-7 171,
72%5, USPI } O EuSmPC |Z32# = TV % SPORANOX Oral Solution 1 ZAFIDOFCKIZE1T 5 ik
AL TH D,
z 1.6-1 BRREEEHICH T 5 X FIDOEIEEDFKZIKR
IS BIEREAEH H
I ER D 3 4R
e %?Aﬁﬂﬂiﬂﬂiﬁfﬁ SN B i
flih O FELZ 6 2 FRERY %x#i%%@iﬁ%
HERIS B COHRMENER
J&IL D T-Bh
KE 1997 %2 H 21 H 20019 A 5 H —
(HIV 5t S 3505
______________________________ raEe | ]
welE (GREAWREEE) | 1996 454 A 26 H — 1998 4£ 7 H 28 H
A—ARUT 19979 H 9 H — 1998 4£ 9 A 28 H
YL — 199841 H 19 H — 199941 A 25 H
T4 T R 1997 429 H 22 H — 1998 4E 9 H 4 H
BRI KA 1997 10 A 13 H — 1998 4 10 A 27 H
FMHEZGEE | T4 vT7 K 199749 H5H — 1999 4£ 2 A 17 H
42T 199842 H 5 H — 1999 4£ 10 A 12 A
N Ty 199841 H 19 H — 199941 A 25 H
*TH 1997 48 H 26 H — 1998 £ 11 A 6 H
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SPORANOX®
(itraconazole)
Oral Solution

BOXED WARNINGS

Congestive Heart Failure: When itraconazole was administered intravenously to dogs and
healthy human volunteers, negative inotropic effects were seen. If signs or symptoms of
congestive heart failure occur during administration of SPORANOX® (itraconazole) Oral
Solution, continued SPORANOX® wuse should be reassessed. (See CLINICAL
PHARMACOLOGY: Special Populations, CONTRAINDICATIONS, WARNINGS,
PRECAUTIONS: Drug Interactions and ADVERSE REACTIONS: Post-marketing Experience
for more information.)

Drug Interactions: Coadministration of cisapride, pimozide, quinidine, dofetilide, or
levacetylmethadol (levomethadyl) with SPORANOX® (itraconazole) Capsules or Oral
Solution is contraindicated. SPORANOX®, a potent cytochrome P450 3A4 isoenzyme system
(CYP3A4) inhibitor, may increase plasma concentrations of drugs metabolized by this pathway.
Serious cardiovascular events, including QT prolongation, torsades de pointes, ventricular
tachycardia, cardiac arrest, and/or sudden death have occurred in patients using cisapride,
pimozide, levacetylmethadol (levomethadyl), or quinidine concomitantly with SPORANOX®
and/or other CYP3A4 inhibitors. (See CONTRAINDICATIONS, WARNINGS, and
PRECAUTIONS: Drug Interactions for more information.)

DESCRIPTION

SPORANOX?® is the brand name for itraconazole, a synthetic triazole antifungal agent.
Itraconazole 1s a 1:1:1:1 racemic mixture of four diastereomers (two enantiomeric pairs), each
possessing three chiral centers. It may be represented by the following structural formula and
nomenclature:

s

¥ ’)Z_f\“‘f

(x)-1-[(R*)-sec-butyl]-4-[p-[4-[p-[[(2R*,4S*)-2~(2,4-dichlorophenyl)-2-(1H-1,2,4-triazol-1-
ylmethyl)-1,3-dioxolan-4-ylJmethoxy]phenyl]-1-piperazinylJphenyl]-A*-1,2,4-triazolin-5-one
mixture with (¥)-1-[(R*)-sec-butyl|-4-[p-[4-[p-[[(2S*,4R*)-2-(2,4-dichlorophenyl)-2-(1H-




1,2 4-triazol-1-ylmethyl)-1,3-dioxolan-4-ylJmethoxy]phenyl]-1-piperazinylJphenyl ]-A*-1.2.4-
triazolin-5-one

or

(x)-1-[(RS)-sec-butyl]-4-[p-[4-[p-[[(2R.4S)-2-(2,4-dichlorophenyl)-2-(1 H- 1,2, 4-triazol-1-
ylmethyl)-1,3-dioxolan-4-ylJmethoxy]phenyl]-1-piperazinyl [phenyl ]-A-1,2,4-triazolin-5-one.

Itraconazole has a molecular formula of C3;sH33C1,NgO4 and a molecular weight of 705.64. It is
a white to slightly yellowish powder. It is insoluble in water, very slightly soluble in alcohols,
and freely soluble in dichloromethane. It has a pKa of 3.70 (based on extrapolation of values
obtained from methanolic solutions) and a log (n-octanol/water) partition coefficient of 5.66 at
pH 8.1.

SPORANOX? (itraconazole) Oral Solution contains 10 mg of itraconazole per mL, solubilized
by hydroxypropyl-B-cyclodextrin (400 mg/mL) as a molecular inclusion complex.
SPORANOX® Oral Solution is clear and yellowish in color with a target pH of 2. Other
ingredients are hydrochloric acid, propylene glycol, purified water, sodium hydroxide, sodium
saccharin, sorbitol, cherry flavor 1, cherry flavor 2 and caramel flavor.

CLINICAL PHARMACOLOGY

Pharmacokinetics and Metabolism:

NOTE: The plasma concentrations reported below were measured by high-performance liquid
chromatography (HPLC) specific for itraconazole. When itraconazole in plasma is measured by
a bioassay, values reported may be higher than those obtained by HPLC due to the presence of
the bioactive metabolite, hydroxyitraconazole. (See MICROBIOLOGY )

The absolute bioavailability of itraconazole administered as a non-marketed solution
formulation under fed conditions was 55% in 6 healthy male volunteers. However, the
bioavailability of SPORANOX® (itraconazole) Oral Solution is increased under fasted
conditions reaching higher maximum plasma concentrations (Cp,x) 1n @ shorter period of time.
In 27 healthy male volunteers, the steady-state area under the plasma concentration versus time
curve (AUCo.4) of itraconazole (SPORANOX® Oral Solution, 200 mg daily for 15 days)
under fasted conditions was 131 + 30% of that obtained under fed conditions. Therefore, unlike
SPORANOX® Capsules, it is recommended that SPORANOX® Oral Solution be administered
without food. Presented in the table below are the steady-state (Day 15) pharmacokinetic
parameters for itraconazole and hydroxyitraconazole (SPORANOX® Oral Solution) under
fasted and fed conditions:



Itraconazole Hydroxyitraconazole
Fasted Fed Fasted Fed
Comnax (ng/mL) 1963 + 601* 1435 + 477 2055 + 487 1781 = 397
Tmax (hours) 25+0.8 44+07 53+43 43+12
AUCo2m 20271+ 10285 | 22815 + 7098 45184 + 10981 38823 + 8907
(ng-h/mL)
ty (hours) 39.7+13 37.4+13 27.3+13 26.1+10

* mean + standard deviation

The bioavailability of SPORANOX® Oral Solution relative to SPORANOX® Capsules was
studied in 30 healthy male volunteers who received 200 mg of itraconazole as the oral solution
and capsules under fed conditions. The AUCy_, from SPORANOX® Oral Solution was 149 +
68% of that obtained from SPORANOX® Capsules; a similar increase was observed for
hydroxyitraconazole. In addition, a cross study comparison of itraconazole and
hydroxyitraconazole pharmacokinetics following the administration of single 200 mg doses of
SPORANOX® Oral Solution (under fasted conditions) or SPORANOX® Capsules (under fed
conditions) indicates that when these two formulations are administered under conditions
which optimize their systemic absorption, the bioavailability of the solution relative to capsules
is expected to be increased further. Therefore, it is recommended that SPORANOX® Oral
Solution and SPORANOX® Capsules not be used interchangeably. The following table
contains pharmacokinetic parameters for itraconazole and hydroxyitraconazole following single
200 mg doses of SPORANOX®™ Oral Solution (n=27) or SPORANOX® Capsules (n=30)
administered to healthy male volunteers under fasted and fed conditions, respectively:

Itraconazole Hydroxyitraconazole
Oral Solution fasted Capsules fed Oral Solution fasted Capsules fed
Cmax (ng/mL) 544 +213% 302+ 119 622 £116 504 132
T e (hours) 22+0.38 5+0.8 3512 5+1
ég&m) 4505 £ 1670 2682 + 1084 9552 + 1835 7293 £ 2144

* mean standard deviation

The plasma protein binding of itraconazole is 99.8% and that of hydroxyitraconazole is 99.5%.
Following intravenous administration, the volume of distribution of itraconazole averaged 796
+ 185 L.

Itraconazole 1s metabolized predominately by the cytochrome P450 3A4 isoenzyme system
(CYP3A4), resulting in the formation of several metabolites, including hydroxyitraconazole,
the major metabolite. Results of a pharmacokinetics study suggest that itraconazole may



undergo saturable metabolism with multiple dosing. Fecal excretion of the parent drug varies
between 3-18% of the dose. Renal excretion of the parent drug is less than 0.03% of the dose.
About 40% of the dose is excreted as inactive metabolites in the urine. No single excreted
metabolite represents more than 5% of a dose. Itraconazole total plasma clearance averaged
381 + 95 mL/minute following intravenous administration. (See CONTRAINDICATIONS and
PRECAUTIONS: Drug Interactions for more information.)

Special Populations:

Pediatrics:

The pharmacokinetics of SPORANOX®™ Oral Solution were studied in 26 pediatric patients
requiring systemic antifungal therapy. Patients were stratified by age: 6 months to 2 years
(n=8), 2 to 5 years (n=7) and 5 to 12 years (n=11), and received itraconazole oral solution 5
mg/kg once daily for 14 days. Pharmacokinetic parameters at steady-state (Day 14) were not
significantly different among the age strata and are summarized in the table below for all 26

patients:

Itraconazole Hydroxyitraconazole
Conax (ng/mL) 582.5 +382.4% 692.4 % 355.0
Conin (ng/mL) 187.5+ 161.4 403.8 £ 336.1
AUCg 241 (ng-h/mL) 7706.7 + 52452 13356.4 + 8942 .4
t,» (hours) 35.8+35.6 17.7+13.0

* mean + standard deviation

Renal Insufficiency:

Limited data are available on the use of oral itraconazole in patients with renal impairment. A
pharmacokinetic study using a single 200-mg dose of itraconazole (four 50-mg capsules) was
conducted in three groups of patients with renal impairment (uremia: n=7; hemodialysis: n=7;
and continuous ambulatory peritoneal dialysis: n=5). In uremic subjects with a mean creatinine
clearance of 13 mL/min. x 1.73 m?% the exposure, based on AUC, was slightly reduced
compared with normal population parameters. This study did not demonstrate any significant
effect of hemodialysis or continuous ambulatory peritoneal dialysis on the pharmacokinetics of
itraconazole (Tpax, Cmax, and AUCg). Plasma concentration-versus-time profiles showed wide
intersubject variation in all three groups. Caution should be exercised when the drug is
administered in this patient population. (See PRECAUTIONS and DOSAGE AND
ADMINISTRATION.)

Hepatic Insufficiency:
Itraconazole is predominantly metabolized in the liver. Patients with impaired hepatic function
should be carefully monitored when taking itraconazole. A pharmacokinetic study using a



single oral 100 mg capsule dose of itraconazole was conducted in 6 healthy and 12 cirrhotic
subjects. A statistically significant reduction in mean Cp.x (47%) and a twofold increase in the
elimination half-life (37 + 17 hours vs. 16 + 5 hours) of itraconazole were noted in cirrhotic
subjects compared with healthy subjects. However, overall exposure to itraconazole, based on
AUC, was similar in cirrhotic patients and in healthy subjects. The prolonged elimination half-
life of itraconazole observed in the single oral dose clinical trial with itraconazole capsules in
currhotic patients should be considered when deciding to initiate therapy with other medications
metabolized by CYP3A4. Data are not available in cirrhotic patients during long-term use of
itraconazole. (See BOX WARNING, CONTRAINDICATIONS, PRECAUTIONS: Drug
Interactions and DOSAGE AND ADMINISTRATION.)

Decreased Cardiac Contractility:

When itraconazole was administered intravenously to anesthetized dogs, a dose-related
negative inotropic effect was documented. In a healthy volunteer study of itraconazole
intravenous infusion, transient, asymptomatic decreases in left ventricular ejection fraction
were observed using gated SPECT imaging; these resolved before the next infusion, 12 hours
later. If signs or symptoms of congestive heart failure appear during administration of
SPORANOX® Oral Solution, monitor carefully and consider other treatment alternatives which
may include discontinuation of SPORANOX® Oral Solution administration. (See
WARNINGS, PRECAUTIONS: Drug Interactions and ADVERSE REACTIONS: Post-
marketing Experience for more information.)

Cystic Fibrosis:

Seventeen cystic fibrosis patients, ages 7 to 28 years old, were administered itraconazole oral
solution 2.5 mg/kg b.i.d. for 14 days in a pharmacokinetic study. Sixteen patients completed the
study. Steady state trough concentrations >250 ng/mL were achieved in 6 out of 11 patients
>16 years of age but in none of the 5 patients <16 years of age. Large variability was observed
in the pharmacokinetic data (%CV for trough concentrations = 98% and 70% for >16 and <16
years, respectively; %CV for AUC = 75% and 58% for >16 and <16 years, respectively). If a
patient with cystic fibrosis does not respond to SPORANOX® Oral Solution, consideration
should be given to switching to alternative therapy.

MICROBIOLOGY

Mechanism of Action:

In vitro studies have demonstrated that itraconazole inhibits the cytochrome P450-dependent
synthesis of ergosterol, which is a vital component of fungal cell membranes.



Activity In Vitro and In Vivo
Itraconazole has been shown to be active against most strains of the following microorganisms,
both in vifro and in clinical infections.

Aspergillus flavus
Aspergillus fumigatus
Blastomyces dermatitidis
Candida albicans
Histoplasma capsulatum

Histoplasma duboisii

Susceptibility Testing Methods

(Applicable to Candida isolates from patients with oropharyngeal or esophageal candidiasis)
Candida albicans

The interpretive criteria and breakpoints for itraconazole against Candida albicans are
applicable to tests performed using Clinical Laboratory and Standards Institute (CLSI)
microbroth dilution reference method M27A for MIC (partial inhibition endpoint) read at 48
hours.

Broth Microdilution Techniques

Quantitative methods are used to determine antifungal minimum inhibitory concentrations
(MICs). These MICs provide estimates of the susceptibility of Candida spp. to antifungal
agents. MICs should be determined using a standardized procedure at 48 hours. Standardized
procedures are based on a microdilution method (broth) with standardized inoculum
concentrations and standardized concentrations of itraconazole powder. The MIC values should
be interpreted according to the criteria provided in Table below:



Susceptibility Interpretive Criteria for Itraconazole

Pathogen Broth Microdilution MIC* (ng/mlL) at 48 Hours
S I R
Candida albicans <0.125 025-0.5 > 1

* A report of “Susceptible” indicates that the pathogen is likely to be inhibited if the antimicrobial compound in the
blood reaches the concentrations usually achievable. The intermediate category implies that an infection due to
the isolate may be appropriately treated in the body sites where the drugs are physiologically concentrated or
when a high dosage of drug is used. The resistant category implies that isolates are not inhibited by the usually
achievable concentrations of the agent with normal dosage schedules and clinical efficacy of the agent against the
isolate has not been reliably shown in treatment studies. The intermediate category is sometimes called
Susceptible-Dose Dependent (SDD) and both categories are equivalent for itraconazole.

Quality Control

Standardized susceptibility test procedures require the use of quality control organisms to
control the technical aspects of the test procedures. Standard itraconazole powder should
provide the following range of values noted in the table below.

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

Acceptable Quality Control Ranges for Itraconazole to be used in Validation of
Susceptibility Test Results

QC Strain Broth Microdilution MIC (ng/mL) at 48
Hours
Candida parapsilosis ATCCT 22019 0.06-0.25
Candida krusei ATCC 6258 0.12-0.5

T ATCC is the registered trademark of the American Type Culture Collection.

Activity in Animal Models

Itraconazole administered orally was active in a variety of animal models of fungal infection
using standard laboratory strains of fungi. Fungistatic activity has been demonstrated against
disseminated fungal infections caused by Blastomyces dermatitidis, Histoplasma duboisii,
Aspergillus fumigatus, Coccidioides immitis, Cryptococcus neoformans, Paracoccidioides

brasiliensis, Sporothrix schenckii, Trichophyton rubrum, and Trichophyton mentagrophytes.

Itraconazole administered at 2.5 mg/kg and 5 mg/kg via the oral and parenteral routes increased
survival rates and sterilized organ systems in normal and immunosuppressed guinea pigs with
disseminated Aspergillus fumigatus infections. Oral itraconazole administered daily at 40
mg/kg and 80 mg/kg increased survival rates in normal rabbits with disseminated disease and
in immunosuppressed rats with pulmonary Aspergillus fumigatus infection, respectively.




Itraconazole has demonstrated antifungal activity in a variety of animal models infected with
Candida albicans and other Candida species.

Resistance:
Isolates from several fungal species with decreased susceptibility to itraconazole have been
1solated in vitro and from patients receiving prolonged therapy.

Several in vitro studies have reported that some fungal clinical isolates, including Candida
species, with reduced susceptibility to one azole antifungal agent may also be less susceptible
to other azole derivatives. The finding of cross-resistance is dependent on a number of factors,
including the species evaluated, its clinical history, the particular azole compounds compared,
and the type of susceptibility test that is performed. The relevance of these in vitro
susceptibility data to clinical outcome remains to be elucidated.

Candida krusei, Candida glabrata and Candida tropicalis are generally the least susceptible
Candida species, with some 1solates showing unequivocal resistance to itraconazole in vitro.

Itraconazole is not active against Zygomycetes (e.g., Rhizopus spp., Rhizomucor spp., Mucor
spp. and Absidia spp.), Fusarium spp., Scedosporium spp. and Scopulariopsis spp.

Studies (both in vitro and in vivo) suggest that the activity of amphotericin B may be
suppressed by prior azole antifungal therapy. As with other azoles, itraconazole inhibits the
"C-demethylation step in the synthesis of ergosterol, a cell wall component of fungi.
Ergosterol is the active site for amphotericin B. In one study the antifungal activity of
amphotericin B against Aspergillus fumigatus infections in mice was inhibited by ketoconazole
therapy. The clinical significance of test results obtained in this study is unknown.

CLINICAL STUDIES

Oropharyngeal Candidiasis:

Two randomized, controlled studies for the treatment of oropharyngeal candidiasis have been
conducted (total n=344). In one trial, clinical response to either 7 or 14 days of itraconazole
oral solution, 200 mg/day, was similar to fluconazole tablets and averaged 84% across all arms.
Clinical response in this study was defined as cured or improved (only minimal signs and
symptoms with no visible lesions). Approximately 5% of subjects were lost to follow-up before
any evaluations could be performed. Response to 14 days therapy of itraconazole oral solution
was associated with a lower relapse rate than 7 days of itraconazole therapy. In another trial,
the clinical response rate (defined as cured or improved) for itraconazole oral solution was
similar to clotrimazole troches and averaged approximately 71% across both arms, with
approximately 3% of subjects lost to follow-up before any evaluations could be performed.
Ninety-two percent of the patients in these studies were HIV seropositive.



In an uncontrolled, open-label study of selected patients clinically unresponsive to fluconazole
tablets (n=74, all patients HIV seropositive), patients were treated with itraconazole oral
solution 100 mg b.i.d. (Clinically unresponsive to fluconazole in this study was defined as
having received a dose of fluconazole tablets at least 200 mg/day for a minimum of 14 days.)
Treatment duration was 14-28 days based on response. Approximately 55% of patients had
complete resolution of oral lesions. Of patients who responded and then entered a follow-up
phase (n=22), all relapsed within 1 month (median 14 days) when treatment was discontinued.
Although baseline endoscopies had not been performed, several patients in this study
developed symptoms of esophageal candidiasis while receiving therapy with itraconazole oral
solution. Itraconazole oral solution has not been directly compared to other agents in a
controlled trial of similar patients.

Esophageal Candidiasis:

A double-blind randomized study (n=119, 111 of whom were HIV seropositive) compared
itraconazole oral solution (100 mg/day) to fluconazole tablets (100 mg/day). The dose of each
was increased to 200 mg/day for patients not responding initially. Treatment continued for 2
weeks following resolution of symptoms, for a total duration of treatment of 3-8 weeks.
Clinical response (a global assessment of cured or improved) was not significantly different
between the two study arms, and averaged approximately 86% with 8% lost to follow-up. Six
of 53 (11%) itraconazole-treated patients and 12/57 (21%) fluconazole-treated patients were
escalated to the 200 mg dose in this trial. Of the subgroup of patients who responded and
entered a follow-up phase (n=88), approximately 23% relapsed across both arms within 4
weeks.

INDICATIONS AND USAGE
SPORANOX? (itraconazole) Oral Solution is indicated for the treatment of oropharyngeal and
esophageal candidiasis.

(See CLINICAL PHARMACOLOGY: Special Populations, WARNINGS, and ADVERSE
REACTIONS: Post-marketing Experience for more information.)

CONTRAINDICATIONS

Congestive Heart Failure:

SPORANOX® (itraconazole) Oral Solution should not be administered to patients with
evidence of ventricular dysfunction such as congestive heart failure (CHF) or a history of CHF
except for the treatment of life-threatening or other serious infections. (See CLINICAL
PHARMACOLOGY: Special Populations, WARNINGS, PRECAUTIONS: Drug Interactions-
Calcium Channel Blockers, and ADVERSE REACTIONS: Post-marketing Experience.)



Drug Interactions:

Concomitant administration of SPORANOX® (itraconazole) Capsules or Oral Solution and
certain drugs metabolized by the cytochrome P450 3A4 isoenzyme system (CYP3A4) may
result in increased plasma concentrations of those drugs, leading to potentially serious and/or
life-threatening adverse events. Cisapride, oral midazolam, nisoldipine, pimozide, quinidine,
dofetilide, triazolam and levacetylmethadol (levomethadyl) are contraindicated with
SPORANOX®. HMG CoA-reductase inhibitors metabolized by CYP3A4, such as lovastatin
and simvastatin, are also contraindicated with SPORANOX®. Ergot alkaloids metabolized by
CYP3A4 such as dihydroergotamine, ergometrine (ergonovine), ergotamine and
methylergometrine (methylergonovine) are contraindicated with SPORANOX®. (See BOX
WARNING, and PRECAUTIONS: Drug Interactions.)

SPORANOX?Y is contraindicated for patients who have shown hypersensitivity to itraconazole
or its excipients. There is no information regarding cross-hypersensitivity between itraconazole
and other azole antifungal agents. Caution should be used when prescribing SPORANOX® to
patients with hypersensitivity to other azoles.

WARNINGS

SPORANOX? (itraconazole) Oral Solution and SPORANOX®™ Capsules should not be used
interchangeably. Only SPORANOX® Oral Solution has been demonstrated effective for oral
and/or esophageal candidiasis. SPORANOX® Oral Solution contains the excipient
hydroxypropyl-p-cyclodextrin which produced pancreatic adenocarcinomas in a rat
carcinogenicity study. These findings were not observed in a similar mouse carcinogenicity
study. The clinical relevance of these findings is unknown. (See Carcinogenesis, Mutagenesis,
and Impairment of Fertility.)

Hepatic Effects:

SPORANOX® has been associated with rare cases of serious hepatotoxicity, including
liver failure and death. Some of these cases had neither pre-existing liver disease nor a
serious underlying medical condition and some of these cases developed within the first
week of treatment. If clinical signs or symptoms develop that are consistent with liver
disease, treatment should be discontinued and liver function testing performed.
Continued SPORANOXY use or reinstitution of treatment with SPORANOX" is strongly
discouraged unless there is a serious or life-threatening situation where the expected
benefit exceeds the risk. (See PRECAUTIONS: Information for Patients and ADVERSE
REACTIONS.)
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Cardiac Dysrhythmias:

Life-threatening cardiac dysrhythmias and/or sudden death have occurred in patients using
cisapride, pimozide, levacetylmethadol (levomethadyl), or quinidine concomitantly with
SPORANOX® and/or other CYP3A4 inhibitors. Concomitant administration of these drugs
with SPORANOXP is contraindicated. (See BOX WARNING, CONTRAINDICATIONS, and
PRECAUTIONS: Drug Interactions.)

Cardiac Disease:

SPORANOX® Oral Solution should not be used in patients with evidence of ventricular
dysfunction unless the benefit clearly outweighs the risk. For patients with risk factors for
congestive heart failure, physicians should carefully review the risks and benefits of
SPORANOX® therapy. These risk factors include cardiac disease such as ischemic and
valvular disease; significant pulmonary disease such as chronic obstructive pulmonary disease;
and renal failure and other edematous disorders. Such patients should be informed of the signs
and symptoms of CHF, should be treated with caution, and should be monitored for signs and
symptoms of CHF during treatment. If signs or symptoms of CHF appear during administration
of SPORANOX® Oral Solution, monitor carefully and consider other treatment alternatives
which may include discontinuation of SPORANOX® Oral Solution administration.

Itraconazole has been shown to have a negative inotropic effect. When itraconazole was
administered intravenously to anesthetized dogs, a dose-related negative inotropic effect was
documented. In a healthy volunteer study of itraconazole intravenous infusion, transient,
asymptomatic decreases in left ventricular ejection fraction were observed using gated SPECT
imaging; these resolved before the next infusion, 12 hours later.

SPORANOX® has been associated with reports of congestive heart failure. In post-marketing
experience, heart failure was more frequently reported in patients receiving a total daily dose of
400 mg although there were also cases reported among those receiving lower total daily doses.

Calcium channel blockers can have negative inotropic effects which may be additive to those of
itraconazole. In addition, itraconazole can inhibit the metabolism of calcium channel blockers.
Therefore, caution should be used when co-administering itraconazole and calcium channel
blockers due to an increased risk of CHF. Concomitant administration of SPORANOX® and
nisoldipine is contraindicated.

Cases of CHF, peripheral edema, and pulmonary edema have been reported in the post-
marketing period among patients being treated for onychomycosis and/or systemic fungal
infections. (See CLINICAL PHARMACOLOGY:: Special Populations, PRECAUTIONS: Drug
Interactions, and ADVERSE REACTIONS: Post-marketing Experience for more information.)
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Cystic Fibrosis:

If a patient with cystic fibrosis does not respond to SPORANOX® Oral Solution, consideration
should be given to switching to alternative therapy (see CLINICAL
PHARMACOLOGY/Special Populations).

Treatment of Severely Neutropenic Patients:

SPORANOX® Oral Solution as treatment for oropharyngeal and/or esophageal candidiasis was
not investigated in severely neutropenic patients. Due to its pharmacokinetic properties,
SPORANOX® Oral Solution is not recommended for initiation of treatment in patients at
immediate risk of systemic candidiasis.

PRECAUTIONS

Hepatotoxicity:

Rare cases of serious hepatotoxicity have been observed with SPORANOX® treatment,
including some cases within the first week. In patients with elevated or abnormal liver enzymes
or active liver disease, or who have experienced liver toxicity with other drugs, treatment with
SPORANOX?Y is strongly discouraged unless there is a serious or life-threatening situation
where the expected benefit exceeds the risk. Liver function monitoring should be done in
patients with pre-existing hepatic function abnormalities or those who have experienced liver
toxicity with other medications and should be considered in all patients receiving
SPORANOX?®. Treatment should be stopped immediately and liver function testing should be

conducted in patients who develop signs and symptoms suggestive of liver dysfunction.

Neuropathy:
If neuropathy occurs that may be attributable to SPORANOX® Oral Solution, the treatment

should be discontinued.

Hearing Loss:

Transient or permanent hearing loss has been reported in patients receiving treatment with
itraconazole. Several of these reports included concurrent administration of quinidine which is
contraindicated (see BOX WARNING: Drug Interactions, CONTRAINDICATIONS: Drug
Interactions and PRECAUTIONS: Drug Interactions). The hearing loss usually resolves when
treatment 1s stopped, but can persist in some patients.

Information for Patients:

e Only SPORANOX® Oral Solution has been demonstrated effective for oral and/or
esophageal candidiasis. SPORANOX® Oral Solution contains the excipient
hydroxypropyl-p-cyclodextrin which produced pancreatic adenocarcinomas in a rat
carcinogenicity study. These findings were not observed in a similar mouse
carcinogenicity study. The clinical relevance of these findings is unknown. (See
Carcinogenesis, Mutagenesis, and Impairment of Fertility.)
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Taking SPORANOX® Oral Solution under fasted conditions improves the systemic
availability of itraconazole. Instruct patients to take SPORANOX® Oral Solution
without food, if possible.

SPORANOX® Oral Solution should not be used interchangeably with SPORANOX®
Capsules.

Instruct patients about the signs and symptoms of congestive heart failure, and if
these signs or symptoms occur during SPORANOX® administration, they should
discontinue SPORANOX® and contact their healthcare provider immediately.

Instruct patients to stop SPORANOX® treatment immediately and contact their
healthcare provider if any signs and symptoms suggestive of liver dysfunction
develop. Such signs and symptoms may include unusual fatigue, anorexia, nausea
and/or vomiting, jaundice, dark urine or pale stools.

Instruct patients to contact their physician before taking any concomitant medications
with itraconazole to ensure there are no potential drug interactions.

Instruct patients that hearing loss can occur with the use of itraconazole. The hearing
loss usually resolves when treatment is stopped, but can persist in some patients.
Advise patients to discontinue therapy and inform their physicians if any hearing loss
symptoms occur.

Drug Interactions:
Itraconazole and its major metabolite, hydroxyitraconazole, are inhibitors of CYP3A4.

Therefore, the following drug interactions may occur (See Table 1 below and the following
drug class subheadings that follow):

1.

SPORANOX® may decrease the elimination of drugs metabolized by CYP3A4,
resulting in increased plasma concentrations of these drugs when they are
administered with SPORANOX®. These elevated plasma concentrations may increase
or prolong both therapeutic and adverse effects of these drugs. Whenever possible,
plasma concentrations of these drugs should be monitored, and dosage adjustments
made after concomitant SPORANOX® therapy is initiated. When appropriate, clinical
monitoring for signs or symptoms of increased or prolonged pharmacologic effects is
advised. Upon discontinuation, depending on the dose and duration of treatment,
itraconazole plasma concentrations decline gradually (especially in patients with
hepatic cirrhosis or in those receiving CYP3A4 inhibitors). This is particularly
important when initiating therapy with drugs whose metabolism is affected by
itraconazole.

Inducers of CYP3A4 may decrease the plasma concentrations of itraconazole.
SPORANOX® may not be effective in patients concomitantly taking SPORANOX®
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and one of these drugs. Therefore, administration of these drugs with SPORANOX®
1s not recommended.

3. Other inhibitors of CYP3A4 may increase the plasma concentrations of itraconazole.
Patients who must take SPORANOX® concomitantly with one of these drugs should
be monitored closely for signs or symptoms of increased or prolonged pharmacologic
effects of SPORANOX®.

Table 1: Selected Drugs that are Predicted to Alter the Plasma Concentration of Itraconazole or Have Their

Plasma Concentration Altered by SPORANOX™

Drug plasma concentration increased by itraconazole

Antiarrhythmics digoxin, dofetilide,’ qu:inidine,2 disopyramide
Anticoagulants warfarin

Anticonvulsants carbamazepine

Antimycobacterials rifabutin

Antineoplastics busulfan, docetaxel, vinca alkaloids
Antipsychotics pimozide2

Benzodiazepines alprazolam, diazepam, midazolam,>? triazolam?

Calcium Channel Blockers

dihydropyridines (including nisoldipine?),
verapamil

Gastrointestinal Motility Agents

cisapride’

HMG CoA-Reductase Inhibitors

. . . .2 . .2
atorvastatin, cerivastatin, lovastatin,” simvastatin

Immunosuppressants cyclosporine, tacrolimus, sirolimus

Oral Hypoglycemics oral hypoglycemics

Protease Inhibitors indinavir, ritonavir, saquinavir

Other levacetylmethadol (le‘,fomf.'thadyl),2 ergot

alkaloids,2 halofantrine, alfentanil, buspirone,
methylprednisolone, budesonide, dexamethasone,
fluticasone, trimetrexate, warfarin, cilostazol,
eletriptan, fentanyl

Decrease plasma concentration of itraconazole

Anticonvulsants

carbamazepine, phenobarbital, phenytoin

Antimycobacterials

isoniazid, rifabutin, rifampin

Gastric Acid Suppressors/Neutralizers

antacids, Hy-receptor antagonists, proton pump
inhibitors

Reverse Transcriptase Inhibitors

nevirapine

Increase plasma concentration of itraconazole

Macrolide Antibiotics

clarithromycin, erythromycin

Protease Inhibitors

indinavir, ritonavir
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' This list is not all-inclusive.

2 Contraindicated with SPORANOX® based on clinical and/or pharmacokinetics studies. (See WARNINGS and
below.)

3 For information on parenterally administered midazolam, see the Benzodiazepine paragraph below.

Antiarrhythmics:

The class TA antiarrhythmic quinidine and class III antiarrhythmic dofetilide are known to
prolong the QT interval. Coadministration of quinidine or dofetilide with SPORANOX® may
increase plasma concentrations of quinidine or dofetilide which could result in serious
cardiovascular events. Therefore, concomitant administration of SPORANOX® and quinidine
or dofetilide is contraindicated. (See BOX WARNING, CONTRAINDICATIONS, and
WARNINGS))

The class IA antiarrhythmic disopyramide has the potential to increase the QT interval at high
plasma concentrations. Caution is advised when SPORANOX® and disopyramide are
administered concomitantly.

Concomitant administration of digoxin and SPORANOX® has led to increased plasma
concentrations of digoxin via inhibition of P-glycoprotein.

Anticoagulants:
SPORANOX® enhances the anticoagulant effect of coumarin-like drugs, such as warfarin.

Anticonvulsants:

Reduced plasma concentrations of itraconazole were reported when SPORANOX® was
administered concomitantly with phenytoin. Carbamazepine, phenobarbital, and phenytoin are
all inducers of CYP3A4. Although interactions with carbamazepine and phenobarbital have not
been studied, concomitant administration of SPORANOX® and these drugs would be expected
to result in decreased plasma concentrations of itraconazole. In addition, in vivo studies have
demonstrated an increase in plasma carbamazepine concentrations in subjects concomitantly
receiving ketoconazole. Although there are no data regarding the effect of itraconazole on
carbamazepine metabolism, because of the similarities between ketoconazole and itraconazole,
concomitant administration of SPORANOX® and carbamazepine may inhibit the metabolism
of carbamazepine.

Antimycobacterials:

Drug interaction studies have demonstrated that plasma concentrations of azole antifungal
agents and their metabolites, including itraconazole and hydroxyitraconazole, were
significantly decreased when these agents were given concomitantly with rifabutin or rifampin.
In vivo data suggest that rifabutin is metabolized in part by CYP3A4. SPORANOX® may
inhibit the metabolism of rifabutin. Although no formal study data are available for isoniazid,
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similar effects should be anticipated. Therefore, the efficacy of SPORANOX® could be
substantially reduced if given concomitantly with one of these agents. Coadministration is not
recommended.

Antineoplastics:
SPORANOX*® may inhibit the metabolism of busulfan, docetaxel, and vinca alkaloids.

Antipsychotics:

Pimozide 1s known to prolong the QT interval and is partially metabolized by CYP3A4.
Coadministration of pimozide with SPORANOX® could result in serious cardiovascular events.
Therefore, concomitant administration of SPORANOX® and pimozide is contraindicated. (See
BOX WARNING, CONTRAINDICATIONS, and WARNINGS.)

Benzodiazepines:

Concomitant administration of SPORANOX® and alprazolam, diazepam, oral midazolam, or
triazolam could lead to increased plasma concentrations of these benzodiazepines. Increased
plasma concentrations could potentiate and prolong hypnotic and sedative effects. Concomitant
administration of SPORANOX® and oral midazolam or triazolam is contraindicated. (See
CONTRAINDICATIONS and WARNINGS.) If midazolam is administered parenterally,
special precaution and patient monitoring is required since the sedative effect may be
prolonged.

Calcium Channel Blockers:
Edema has been reported in patients concomitantly receiving SPORANOX® and
dihydropyridine calcium channel blockers. Appropriate dosage adjustment may be necessary.

Calcium channel blockers can have a negative inotropic effect which may be additive to those
of itraconazole; itraconazole can inhibit the metabolism of calcium channel blockers such as
dihydropyridines (e.g., nifedipine and felodipine) and verapamil. Therefore, caution should be
used when co-administering itraconazole and calcium channel blockers due to an increased risk
of CHF. Concomitant administration of SPORANOX® and nisoldipine results in clinically
significant increases in nisoldipine plasma concentrations, which cannot be managed by dosage
reduction, therefore the concomitant administration of SPORANOX®™ and nisoldipine is
contraindicated. (See  CLINICAL PHARMACOLOGY: Special ~ Populations,
CONTRAINDICATIONS, WARNINGS, and ADVERSE REACTIONS: Post-marketing
Experience for more information.)

Gastric Acid Suppressors/Neutralizers:
Reduced plasma concentrations of itraconazole were reported when SPORANOX® Capsules
were administered concomitantly with H-receptor antagonists. Studies have shown that
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absorption of itraconazole is impaired when gastric acid production is decreased. Therefore,
SPORANOX® should be administered with a cola beverage if the patient has achlorhydria or is
taking H,-receptor antagonists or other gastric acid suppressors. Antacids should be
administered at least 1 hour before or 2 hours after administration of SPORANOX® Capsules.
In a clinical study, when SPORANOX® Capsules were administered with omeprazole (a proton
pump inhibitor), the bioavailability of itraconazole was significantly reduced. However, as
itraconazole is already dissolved in SPORANOX® Oral Solution, the effect of H,-antagonists is
expected to be substantially less than with the capsules. Nevertheless, caution is advised when
the two drugs are coadministered.

Gastrointestinal Motility Agents:

Coadministration of SPORANOX® with cisapride can elevate plasma cisapride concentrations
which could result in serious cardiovascular events. Therefore, concomitant administration of
SPORANOX®  with cisapride is contraindicated. (See ~BOX WARNING,
CONTRAINDICATIONS, and WARNINGS))

HMG CoA-Reductase Inhibitors:

Human pharmacokinetic data suggest that SPORANOX® inhibits the metabolism of
atorvastatin, cerivastatin, lovastatin, and simvastatin, which may increase the risk of skeletal
muscle toxicity, including rhabdomyolysis. Concomitant administration of SPORANOX® with
HMG CoA-reductase inhibitors, such as lovastatin or simvastatin is contraindicated. (See
CONTRAINDICATIONS and WARNINGS.)

Immunosuppressants:

Concomitant administration of SPORANOX® and cyclosporine or tacrolimus has led to
increased plasma concentrations of these immunosuppressants. Concomitant administration of
SPORANOX® and sirolimus could increase plasma concentrations of sirolimus.

Macrolide Antibiotics:

Erythromycin and clarithromycin are known inhibitors of CYP3A4 (See Table 1) and may
increase plasma concentrations of itraconazole. In a small pharmacokinetic study involving
HIV infected patients, clarithromycin was shown to increase plasma concentrations of
itraconazole. Similarly, following administration of 1 gram of erythromycin ethyl succinate and
200 mg itraconazole as single doses, the mean C,,,; and AUC ,_, of itraconazole increased by
44% (90% CI: 119-175%) and 36% (90% CI: 108-171%), respectively.
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Oral Hypoglycemic Agents:

Severe hypoglycemia has been reported in patients concomitantly receiving azole antifungal
agents and oral hypoglycemic agents. Blood glucose concentrations should be carefully
monitored when SPORANOX® and oral hypoglycemic agents are coadministered.

Polyenes:

Prior treatment with itraconazole, like other azoles, may reduce or inhibit the activity of
polyenes such as amphotericin B. However, the clinical significance of this drug effect has not
been clearly defined.

Protease Inhibitors:

Concomitant administration of SPORANOX® and protease inhibitors metabolized by CYP3A4,
such as indinavir, ritonavir, and saquinavir, may increase plasma concentrations of these
protease inhibitors. In addition, concomitant administration of SPORANOX® and indinavir and
ritonavir (but not saquinavir) may increase plasma concentrations of itraconazole. Caution is
advised when SPORANOX® and protease inhibitors must be given concomitantly.

Reverse Transcriptase Inhibitors:

Nevirapine 1s an inducer of CYP3A4. In vivo studies have shown that nevirapine induces the
metabolism of ketoconazole, significantly reducing the bioavailability of ketoconazole. Studies
involving nevirapine and itraconazole have not been conducted. However, because of the
similarities between ketoconazole and itraconazole, concomitant administration of
SPORANOX® and nevirapine is not recommended. In a clinical study, when 8 HIV-infected
subjects were treated concomitantly with SPORANOX® Capsules 100 mg twice daily and the
nucleoside reverse transcriptase inhibitor zidovudine 8 + 0.4 mg/kg/day, the pharmacokinetics
of zidovudine were not affected. Other nucleoside reverse transcriptase inhibitors have not been
studied.

Other:

e Levacetylmethadol (levomethadyl) is known to prolong the QT interval and is
metabolized by CYP3A4. Co-administration of levacetylmethadol with
SPORANOX® could result in serious cardiovascular events. Therefore, concomitant
administration of SPORANOX® and levacetylmethadol is contraindicated.

e Elevated concentrations of ergot alkaloids can cause ergotism, i.e., a risk for
vasospasm potentially leading to cerebral ischemia and/or ischemia of the extremities.
Concomitant administration of ergot alkaloids such as dihydroergotamine,
ergometrine (ergonovine), ergotamine and methylergometrine (methylergonovine)
with SPORANOX?® is contraindicated.
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e Halofantrine has the potential to prolong the QT interval at high plasma
concentrations. Caution is advised when SPORANOX® and halofantrine are
administered concomitantly.

e In vitro data suggest that alfentanil is metabolized by CYP3A4. Administration with
SPORANOX® may increase plasma concentrations of alfentanil.

e Human pharmacokinetic data suggest that concomitant administration of
SPORANOX® and buspirone results in significant increases in plasma concentrations
of buspirone.

e SPORANOX® may inhibit the metabolism of certain glucocorticosteroids such as
budesonide, dexamethasone, fluticasone, and methylprednisolone.

e In vitro data suggest that trimetrexate is extensively metabolized by CYP3A4. In vitro
animal models have demonstrated that ketoconazole potently inhibits the metabolism
of trimetrexate. Although there are no data regarding the effect of itraconazole on
trimetrexate metabolism, because of the similarities between ketoconazole and
itraconazole, concomitant administration of SPORANOX® and trimetrexate may
inhibit the metabolism of trimetrexate.

e Cilostazol and eletriptan are CYP3A4 metabolized drugs that should be used with
caution when co-administered with SPORANOX®.

e Fentanyl plasma concentrations could be increased or prolonged by concomitant use
of SPORANOX® and may cause potentially fatal respiratory depression.

Carcinogenesis, Mutagenesis, and Impairment of Fertility:

Itraconazole showed no evidence of carcinogenicity potential in mice treated orally for 23
months at dosage levels up to 80 mg/kg/day (approximately 10x the maximum recommended
human dose [MRHD]). Male rats treated with 25 mg/kg/day (3.1x MRHD) had a slightly
increased incidence of soft tissue sarcoma. These sarcomas may have been a consequence of
hypercholesterolemia, which is a response of rats, but not dogs or humans, to chronic
itraconazole administration. Female rats treated with 50 mg/kg/day (6.25x MRHD) had an
increased incidence of squamous cell carcinoma of the lung (2/50) as compared to the untreated
group. Although the occurrence of squamous cell carcinoma in the lung is extremely
uncommon in untreated rats, the increase in this study was not statistically significant.

Hydroxypropyl-B-cyclodextrin (HP-B-CD), the solubilizing excipient used in SPORANOX®
Oral Solution, was found to produce pancreatic exocrine hyperplasia and neoplasia when
administered orally to rats at doses of 500, 2000 or 5000 mg/kg/day for 25 months.
Adenocarcinomas of the exocrine pancreas produced in the treated animals were not seen in the
untreated group and are not reported in the historical controls. Development of these tumors
may be related to a mitogenic action of cholecystokinin. This finding was not observed in the
mouse carcinogenicity study at doses of 500, 2000 or 5000 mg/kg/day for 22-23 months;
however, the clinical relevance of these findings is unknown. Based on body surface area
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comparisons, the exposure to humans of HP-B-CD at the recommended clinical dose of
SPORANOX® Oral Solution, is approximately equivalent to 1.7 times the exposure at the
lowest dose 1n the rat study.

Itraconazole produced no mutagenic effects when assayed in a DNA repair test (unscheduled
DNA synthesis) in primary rat hepatocytes, in Ames tests with Salmonella typhimurium (6
strains) and Escherichia coli, in the mouse lymphoma gene mutation tests, in a sex-linked
recessive lethal mutation (Drosophila melanogaster) test, in chromosome aberration tests in
human lymphocytes, in a cell transformation test with C3H/10T', C18 mouse embryo
fibroblasts cells, in a dominant lethal mutation test in male and female mice, and in
micronucleus tests in mice and rats.

Itraconazole did not affect the fertility of male or female rats treated orally with dosage levels
of up to 40 mg/kg/day (5x MRHD), even though parental toxicity was present at this dosage
level. More severe signs of parental toxicity, including death, were present in the next higher
dosage level, 160 mg/kg/day (20x MRHD).

Pregnancy: Teratogenic Effects. Pregnancy Category C:

Itraconazole was found to cause a dose-related increase in maternal toxicity, embryotoxicity,
and teratogenicity in rats at dosage levels of approximately 40-160 mg/kg/day (5-20x MRHD),
and in mice at dosage levels of approximately 80 mg/kg/day (10x MRHD). In rats, the
teratogenicity consisted of major skeletal defects; in mice, it consisted of encephaloceles and/or
macroglossia.

There are no studies in pregnant women. SPORANOX® should be used in pregnancy only if
the benefit outweighs the potential risk.

During post-marketing experience, cases of congenital abnormalities have been reported. (See
ADVERSE REACTIONS, Post-marketing Experience.)

Nursing Mothers:

Itraconazole is excreted in human milk; therefore, the expected benefits of SPORANOX®
therapy for the mother should be weighed against the potential risk from exposure of
itraconazole to the infant. The U.S. Public Health Service Centers for Disease Control and
Prevention advises HIV-infected women not to breast-feed to avoid potential transmission of
HIV to uninfected infants.

Pediatric Use:
The efficacy and safety of SPORANOX® have not been established in pediatric patients. A
pharmacokinetic study was conducted with SPORANOX® Oral Solution in 26 pediatric
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patients, ages 6 months to 12 years, requiring systemic antifungal treatment. Itraconazole was
dosed at 5 mg/kg once daily for two weeks and no serious unexpected adverse events were
reported. (See CLINICAL PHARMACOLOGY )

The long-term effects of itraconazole on bone growth in children are unknown. In three
toxicology studies using rats, itraconazole induced bone defects at dosage levels as low as 20
mg/kg/day (2.5x MRHD). The induced defects included reduced bone plate activity, thinning
of the zona compacta of the large bones, and increased bone fragility. At a dosage level of 80
mg/kg/day (10x MRHD) over 1 year or 160 mg/kg/day (20x MRHD) for 6 months,
itraconazole induced small tooth pulp with hypocellular appearance in some rats. No such bone
toxicity has been reported in adult patients.

Geriatric Use:

Transient or permanent hearing loss has been reported in elderly patients receiving treatment
with itraconazole. Several of these reports included concurrent administration of quinidine
which is contraindicated (see BOX WARNING: Drug Interactions, CONTRAINDICATIONS:
Drug Interactions and PRECAUTIONS: Drug Interactions). Itraconazole should be used with
care in elderly patients (see PRECAUTIONS).

Renal Impairment:

Limited data are available on the use of oral itraconazole in patients with renal impairment.
Caution should be exercised when this drug is administered in this patient population. (See
CLINICAL PHARMACOLOGY: Special Populations and DOSAGE AND
ADMINISTRATION.)

Hepatic Impairment:
Limited data are available on the use of oral itraconazole in patients with hepatic impairment.
Caution should be exercised when this drug is administered in this patient population. (See
CLINICAL PHARMACOLOGY: Special Populations and DOSAGE AND
ADMINISTRATION.)

ADVERSE REACTIONS

SPORANOX® has been associated with rare cases of serious hepatotoxicity, including liver
failure and death. Some of these cases had neither pre-existing liver disease nor a serious
underlying medical condition. If clinical signs or symptoms develop that are consistent with
liver disease, treatment should be discontinued and liver function testing performed. The risks
and benefits of SPORANOX® use should be reassessed. (See WARNINGS: Hepatic Effects
and PRECAUTIONS: Hepatotoxicity and Information for Patients.)
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Adverse Events Reported in Oropharyngeal or Esophageal Candidiasis Trials
U.S. adverse experience data are derived from 350 immunocompromised patients (332 HIV

seropositive/AIDS) treated for oropharyngeal or esophageal candidiasis. Table 2 below lists
adverse events reported by at least 2% of patients treated with SPORANOX® Oral Solution in
U.S. clinical trials. Data on patients receiving comparator agents in these trials are included for

comparison.

Table2: Summary of Adverse Events Reported by >2% of SPORANOX” Treated Patients in U.S. Clinical

Trials (Total)

Itraconazole
All
Body System/ Adverse Total | controlled Fluconazole T
j— . - — +3 0
Event (n 0}1{550 ) studies (= 125+) % Clotrimazole (n = 81*) %
? m=272) %
Gastrointestinal disorders
Nausea 11 10 11 5
Diarrhea 11 10 10 4
Vomiting 7 6 8 1
Abdominal pain 6 4 7 7
Constipation 2 2 1 0
Body as a whole
Fever 7 6 8 5
Chest pain 3 3 2 0
Pain 2 2 4 0
Fatigue 2 1 2 0
Respiratory disorders
Coughing 4 4 10 0
Dyspnea 2 3 5 1
Pneumonia 2 2 0 0
Sinusitis 2 2 4 0
Sputum increased 2 3 3 1
Skin and appendages disorders
Rash 4 5 4 6
Increased sweating 3 4 6 1
Skin disorder unspecified 2 2 2 1
Central/peripheral nervous system
Headache 4 4 6 6
Dizziness 2 2 4 1
Resistance mechanism disorders
_ Pnemnocysﬂs carinii 5 ) ’ 0
infection
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Table2: Summary of Adverse Events Reported by >2% of SPORANOX?” Treated Patients in U.S. Clinical

Trials (Total)
Itraconazole
All
Body System/ Adverse Total | controlled Fluconazole 5
= " _eihv o
Event (@ ‘350 ) studies @=125) % Clotrimazole (n = 81°) %
? m=272) %
Psychiatric disorders
Depression | 2 1 0 1

* Of the 350 patients, 209 were treated for oropharyngeal candidiasis in controlled studies, 63 were treated for
esophageal candidiasis in controlled studies and 78 were treated for oropharyngeal candidiasis in an open study.

T Of the 125 patients, 62 were treated for oropharyngeal candidiasis and 63 were treated for esophageal candidiasis.
I All 81 patients were treated for oropharyngeal candidiasis.

Adverse events reported by less than 2% of patients in U.S. clinical trials with SPORANOX®
included: adrenal insufficiency, asthenia, back pain, dehydration, dyspepsia, dysphagia,
flatulence, gynecomastia, hematuria, hemorrhoids, hot flushes, implantation complication,
infection unspecified, injury, insomnia, male breast pain, myalgia, pharyngitis, pruritus,
rhinitis, rigors, stomatitis ulcerative, taste perversion, tinnitus, upper respiratory tract infection,
vision abnormal, and weight decrease. Edema, hypokalemia and menstrual disorders have been
reported in clinical trials with itraconazole capsules.

Adverse Events Reported from Other Clinical Trials

A comparative clinical trial in patients who received intravenous itraconazole followed by
SPORANOX® Oral Solution or received Amphotericin B reported the following adverse events
in the itraconazole intravenous/SPORANOX® Oral Solution treatment arm which are not listed
above in the subsection “Adverse Events Reported in Oropharnyngeal or Esophageal
Candidiasis Trials” or listed below as postmarketing reports of adverse drug reactions: serum
creatinine increased, blood urea nitrogen increased, renal function abnormal, hypocalcemia,
hypomagnesemia, hypophosphatemia, hypotension, tachycardia, tremor, and pulmonary
infiltration.

Post-marketing Experience

Adverse drug reactions that have been identified during post-approval use of SPORANOX®
(all formulations) are listed in the table below. Because these reactions are reported voluntarily
from a population of uncertain size, reliably estimating their frequency or establishing a causal
relationship to drug exposure is not always possible.

Postmarketing Reports of Adverse Drug Reactions

Blood and lymphatic system Leukopenia, neutropenia, thrombocytopenia
disorders:
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Immune system disorders:

Metabolism and nutrition
disorders:

Nervous system disorders:

Eye disorders:

Ear and labyrinth disorders:

Cardiac disorders:

Respiratory, thoracic and
mediastinal disorders:

Gastrointestinal disorders:

Hepato-biliary disorders:

Skin and subcutaneous tissue
disorders:

Musculoskeletal and
connective tissue disorders:

Renal and urinary disorders:

Reproductive system and
breast disorders:

General disorders and
administration site conditions:

Anaphylaxis; anaphylactic, anaphylactoid and allergic reactions; serum sickness;
angioneurotic edema

Hypertriglyceridemia, hypokalemia

Peripheral neuropathy, paresthesia, hypoesthesia, headache, dizziness

Visual disturbances, including vision blwrred and diplopia

Transient or permanent hearing loss, tinnitus

Congestive heart failure

Pulmonary edema

Pancreatitis, abdominal pain, vomiting, dyspepsia, nausea, diarrhea, constipation,
dysgeusia

Serious hepatotoxicity (including some cases of fatal acute liver failure), hepatitis,
reversible increases in hepatic enzymes

Toxic epidermal necrolysis, Stevens-Johnson syndrome, exfoliative dermatitis,
leukocytoclastic vasculitis, erythema multiforme, alopecia, photosensitivity, rash,
urticaria, pruritus

Myalgia, arthralgia

Urinary incontinence, pollakiuria

Menstrual disorders, erectile dysfunction

Peripheral edema, pyrexia

There is limited information on the use of SPORANOX® during pregnancy. Cases of

congenital abnormalities including skeletal, genitourinary tract, cardiovascular and ophthalmic

malformations as well as chromosomal and multiple malformations have been reported during

post-marketing experience.

A causal relationship with SPORANOX® has not been established.
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(See CLINICAL PHARMACOLOGY: Special Populations, CONTRAINDICATIONS,
WARNINGS, and PRECAUTIONS: Drug Interactions for more information.)

OVERDOSAGE
Itraconazole 1s not removed by dialysis. In the event of accidental overdosage, supportive
measures, including gastric lavage with sodium bicarbonate, should be employed.

There are limited data on the outcomes of patients ingesting high doses of itraconazole. In
patients taking either 1000 mg of SPORANOX? (itraconazole) Oral Solution or up to 3000 mg
of SPORANOX® Capsules, the adverse event profile was similar to that observed at
recommended doses.

DOSAGE AND ADMINISTRATION

Treatment of Oropharyngeal and Esophageal Candidiasis:

The solution should be vigorously swished in the mouth (10 mL at a time) for several seconds
and swallowed.

The recommended dosage of SPORANOX? (itraconazole) Oral Solution for oropharyngeal
candidiasis 1s 200 mg (20 mL) daily for 1 to 2 weeks. Clinical signs and symptoms of
oropharyngeal candidiasis generally resolve within several days.

For patients with oropharyngeal candidiasis unresponsive/refractory to treatment with
fluconazole tablets, the recommended dose is 100 mg (10 mL) b.1.d. For patients responding to
therapy, clinical response will be seen in 2 to 4 weeks. Patients may be expected to relapse
shortly after discontinuing therapy. Limited data on the safety of long-term use (>6 months) of
SPORANOXP® Oral Solution are available at this time.

The recommended dosage of SPORANOX® Oral Solution for esophageal candidiasis is 100
mg (10 mL) daily for a minimum treatment of three weeks. Treatment should continue for 2
weeks following resolution of symptoms. Doses up to 200 mg (20 mL) per day may be used
based on medical judgment of the patient’s response to therapy.

SPORANOX® Oral Solution and SPORANOX® Capsules should not be used interchangeably.
Patients should be instructed to take SPORANOX® Oral Solution without food, if possible.
Only SPORANOX® Oral Solution has been demonstrated effective for oral and/or esophageal
candidiasis.

Use in Patients with Renal Impairment:

Limited data are available on the use of oral itraconazole in patients with renal impairment.
Caution should be exercised when this drug is administered in this patient population. (See
CLINICAL PHARMACOLOGY:: Special Populations and PRECAUTIONS.)
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Use in Patients with Hepatic Impairment:

Limited data are available on the use of oral itraconazole in patients with hepatic impairment.
Caution should be exercised when this drug is administered in this patient population. (See
CLINICAL PHARMACOLOGY:: Special Populations and PRECAUTIONS.)

HOW SUPPLIED
SPORANOX? (itraconazole) Oral Solution is available in 150 mL amber glass bottles (NDC

50458-295-15) containing 10 mg of itraconazole per mL.
Store at or below 25°C (77°F). Do not freeze.

Keep out of reach of children.

Revised April 2011

©Centocor Ortho Biotech Products, L.P. 2003
Manufactured by:

Janssen Pharmaceutica N.V.

Beerse, Belgium

Manufactured for:

Centocor Ortho Biotech Products, L.P.
Raritan, NJ 08869

CENTOCOR ORTHO BIOTECH
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SPORANOX
(4 FZaFVJ—)
RAR&

il

5 ot LA LE

A RT ATV =N EA X RO E RN G- L2 e 254, RIEEIERRRO b
7=, FD7=®, SPORANOX (A hZ7 =tV —) WHIEOELHIZ D o i oA 2ol
FER AR D 6 N6 I ZIXSPORANOX Dkl 4 RE 4 Z & (X YV FFMRIFRIC OV T
[EERSEER « Fpnll 74 ), T#ER), M), [EA LOEE  EYWHMEMER), THEES K
%I 2 ERRE) 23 R),

EHEEIER -

SPORANOX (A T aF ' —)) H7ELFSUIN A & cisapride, BBV R, F=V,
dofetilide ¥ | Z1evacetylmethadol (levomethadyl) DfHIZEEETH 5, SPORANOX IE, F h7 m—
2P450 3A4 (CYP3A4) D72 EAITH D728, Z O TR =402 FEA o M4 b i
% FR S D AEEMERH D, SPORANOX K OV IHfhOCYP3A4 [HEA & cisapride, EEY R,
levacetylmethadol (levomethadyl) & OV 313 =Y v 2 0FH L7=BE CQTiEE, hAH—FK - K-
W7 b, DEMEENR, O IER OV UIERER EOEE R OMERDOHEREBAEL TS (XD
FEAZR R oW T TEER, T8 KO MER LR - EWHEER) 238),

RS

SPORANOX [ZE RV 7YV — NV REEATHHLA F T2 —LOEIETHH, 4 T a)
S FADD VT AT VA v — QOSSR HEkD1 11 10T IK THY,
EFNEFNI3OXFTINAHFLEAET S, (EFHEERXEOEFEAIZLTOEEY,

o]

)

v

oM
e U
o -

N-P\
= ¢
A NN > W
R () o] n—(\: SN
- et i
(1] |
J!

HOH O,

,Y<..

(#)-1-[(R*)-sec-butyl]-4-[p-[4-[p-[[(2R*,4S*)-2-(2,4-dichlorophenyl)-2-(1H-1,2.4-triazol-1-
ylmethyl)-1,3-dioxolan-4-ylJmethoxy]phenyl]-1-piperazinyl]phenyl]-A%-1,2,4-triazolin-5-one
mixture with (+)-1-[(R*)-sec-butyl]-4-[p-[4-[p-[[(2S*,4R*)-2-(2,4-dichlorophenyl)-2-(1H-
1,2.4-triazol-1-yl methyl))-1,3-dioxolan-4-ylJmethoxy]phenyl]-1-piperazinyl]phenyl]-A%-1,2 4-triazolin-5-
one

DS




(+)-1-[(RS)-sec-butyl]-4-[p-[4-[p-[[(2R.4S)-2-(2.4-dichlorophenyl)-2-(1H-1,2,4-triazol-1-
yl methyl))-1,3-dioxolan-4-ylJmethoxy]phenyl]-1-piperazinylJphenyl]-A*-1,2,4-triazolin-5-one.

53 7 ECasH3sCLNgOs, 53 7 113705.64 Tdh 5,

A4 T aFy = LTAB~EEAOHM KR TH D, KBTS, Tra— i TEiTic <,

vruua R E AT TV, pKald3.70 (X F ) — /WIBRTHRONEEIME) |, HfdtREk
logP=15.66 (-4 7 # / —/L//K, pHS.1),

SPORANOX (A b7 =)t —)u) WHKIZ, eFefr 7o lp-rr7urfxa by
(HP-B-CD) (400 mg/mL) TrIE(b SN/ FaEEGHE LTlmLPicA 7 =) —L10
mgx G HT 5,

SPORANOXWH#&IE, pH 2ICFiHE S 7B RKEADIER TH L, T OMOEHRITIT,
e, ey a—n, K, KBEr I oA oV DA YLE F—
v, FxU—=T7Lb—=nR_—=], FxU—TLb—==2 HFANLTL—=R—=ThdH,

R PRI H

B K MM

o UFORTmER@EL, 4 b a by — iR omERK o~ ST T 04—
(HPLC) I THIESNI=bDThHDH, MEPA M7 aF Y —VREEZNSA T oA THIEL
=G, ZOEIZEYFOEEOL 58 Faxv A F 7 3+ — L ofFEEICL Y, HPLC
THELESEE L vE< 2 witErd s ( MEY TR 3R .

RS o 6 BIZIEHIRS A h T =2 Y — vNHEERERICERELZEE, A FTaFY
— VDR SA FT XA FE VT 1% 55% Th o7, £7z, SPORANOX (A K7 =3+ —))
WHIRZ SR G L b EANAL AT A TEY T 13U, BERERT L0 @ e i
FE (Coay) (CEIEE L7z, (EHES FHRE 27 B2 51 5RICAAIZ 200 mg/H % 15 HHZEERR S L
fo & Z OFEFREORELE —FEHER T (AUC gom) 1%, BRICEEGLIEELEZD 131 £30%TH
Sf, O, W FEAHE R, SPORANOX NAE TIXZEMEHRGRHERIN D,
SPORANOX WHIEZ MR R BRI E L&D, b Ta )Y — L kRUOE Fafxiof T
T =N OFEFRIE (156 HH) OFEMEENRT A —F &L TORITR LT,

A TFafFy—n kXA hoary—n
e G | ER%ES | ZEERRE | BRkES
C e (/ML) 1963 + 601* | 1435+477 2055 + 487 1781 + 397
T nax (hours) 25+0.8 44+07 53+43 43+12
AUC 245 (ng-h/mL) 29271 + 10285 | 22815+ 7098 | 45184 + 10981 | 38823 = 8907
t12 (hours) 39.7+13 374+13 27.3+13 26.1+10
*mean + SD
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RS R E 0B 2 RICA b T aF Y —Ah T AENAR (f F T3ty —rk LT
200mg) EFRFIZEG L, WHIRE D T ELBDONAAL FTTSAZE) T4 &2 L=, NAED
AUCy-ol T 72 NAID149 = 68%THY, B RrF A bT 3 — BT [RIFRE OHN
BB SN, HiZ, WHK (EERRYS) UIh 7' VAl (B%ES) 200 mgZ Hila#E L=
LEDA hFary—le Faxi g hTa )l —LOEpBELZ L, ZO/KE, Zh
B2ANIDEH IS i & 7 556 TiRE L &, WRIBOD A ZT_A T8V TF 113 7k
AL O EIZHINT 5 Z LR E N, LR T, WHRED 7 BAFELZBEICHANS Z L
WEHERE S e, RS TR I ZSPORANOXIN IR (2745]) , SPORANOX#H /v (30f4) (A b
Fa)FYy— L LT200 mg) #ENEFNZEEFIRFBICHEE S LIt DA b Fa)ry—nu
kOt Faxi A hT7aFy—LOEYEE ST A —F2Z L TFORIZRT,

A hTFarsS—nu ERkaxo A hFatrby—n
P, Zemans |7 ?;Eﬁj"g”’ P, Zemans | Qgﬁf"
IC nax (Ilg/]l]L) 544 + 213* 302+£119 622+ 116 504 £ 132
T max (hours) 22+08 5+0.8 35+12 5+1
IAUC o241 (ng-hme) 4505 £ 1670 2682 + 1084 9552 + 1835 7293 +£ 2144
* mean + SD

A "Fary—=nLk0e FaxiA4 b7 atb Yy —vomEd - AL BiEE1TFF199.8% ,
99.5% T 7, ERNELGH, A4 F T3+ — L OFEHNmAEEILT96+ 185 L Tdh ~ 7=,

A bT7aFY—VEEIZTF b7 o —LPA5S03A4T A V=W A L (CYP3A4) (2L - THRE &,
ZFORE, FREWE Faxi A rTaty—Lzahn < ShOREMMBEESNS, i)
RERBROFER, A b7 a2 Y — L ORBNIREE G X > THRFREE & 70 2 afRetE S miE S,
FEPICHE S 2 RE(EIRIZER 5 EDO3~18% Th o 7=, RE(LEO BT 5 800.03%4
il Cdoo Tz, BHREDKI%ITRPICAEERGEY & U TRt Sz, Rt Sh 7Rt Tk s
BOS%LL LD DT R0 >T, FRNEESR, 4 N7 a Y —LoRH0ES VT T2 ATF
1381+ 95mL/5y Th o7z (( [HER) KO MM EOEE  EWHEIER) 2R)

KR 72 R EH

NG
EHEORBEREREZLE L T 5/NREF266ICHNT, KROEYEIELBRN L., BE%
FEllc ko T6 W H~ 2 (0=8) ,2~5i% (n=7) KRUS5~12m (o=11) Z@HIL, 4 hF=
FV — VN A 1ESmgkgZ 14 H &5 Li-, EFIREE (148 B) OFEWEE T A —ZIZE
WTIE, FRBICLIEBERERDNRD ST, 26 BIEREFIDOT — & Z LU FORITRT,



_ ; [ N = 7t —
A RTafs— o 1{/}‘7 VA
Cuax (ng/mL) 582.5+382.4* 692.4 £ 355.0
Cuin (ng/mL) 187.5+ 1614 403.8 £336.1
AUC 245 (ng-h/mL) 7706.7 £ 5245.2 13356.4 + 8942 .4
t1/» (hours) 358+356 17.7+13.0
* mean = SD
BEE

BEEREIIA FTa )Y =L E2ROBE LT —ZIIRoN T 5, SHOFEERYE (R
BIETH, MEENTTH, Frros e RURERRLENTSE) 12, 4 v T =2 —/1200mg (50 mg 44
V) REEEREG L, EPBIBERT L., REEOCERE I LT7F=0 277513
mL/43* 1.73 m?) 128\ T, AUCICHE- S REREIL, @EERE L S ThPhicEro7z, =
OFEBUZINT,  MIRENT & ORGSR IEEENT XA T 27 — L OFEWBIE  (Tpax. Cox
K O'AUC,s) ([CERREEBLZ RS20 o7, MBEPIRE-FRFFEHER I3RS < TV THBRE
DIEBLDERRKEpofe, ZOLHIRBFICH L UIEEREICRET 2L (FHHEOESE ) &
» THik - AR 281) .

ST E

A F7aFy =T ECHETRE s h D, IFREEERE A ZERET 25818, BED
WHEZ + TR T 5 2 & R 6 Bl UNTFREARSRE 12 Mz XI5, 4 hF7a)ty—
V(100 mg 7 7 V) HER G X 5 B RERSR 2 K U7, RS & T, A
HEBRET D ¥ Copax 1E 47% L MEFHFRNCH BT U, THRAHADWIT 2 15 (37 + 17 5] vs 16 £ 5
RERDICHEHEEICAE B U=, LA L, AUC (283K 4 b T 2 Y — L ORIRE & ITiFH
LR LR & TR CTh o7,

CYP3A4 |[Z X » TR SN Dt D FEHI A2 O3 D ERICIE, ARBFERLOA T3y —Lo
HRAR NI ARE CIER LT REBET RETHoH, MELEEFIZBTHA FT7a)Y
—NVORMBEEICET 27— 13wy ( TREAEE) |, 550, (R LEOEER A
ER 1 RO THIE - HE) 21)

DS DIET

A T 3P — N ERHEEA XITEIRNER G- L= L 2 A, HREFHEOEMEEIMERNRD
iz, BEFREREREIZA b7 a2y — ek 5% Uizali i, OEREOA) SPECT
ET—BMED D EERE MO A BRI TR iz, ZOMERIE, 12 K% 0RO 5-Hi
(ZIEmEE L7z, L7eA3> T, SPORANOX WHIER D E-HIZ 9 - Mk LA O e K OER 23558
HHNTHEICIE, BEOWRELZHICBIZT 5 L L bIZ, SPORANOX NAROE G HIEEE
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HIEDPOIBRFREERITTRETHD (L), EHEORE : BWHEER , 8%
HE iRz BT A RS 281R) |

BERIPERRMERE

7~28 B DO FE R RRHEIE R 17 Fla xR, b T2y — L NHR 2.5mgkg # 1 B 2 [0, 14
A5 U738 Eh ek 2 20 U 7=, 16 FISakBR 255 T L7z, 16 mLL B> 11 fileh 6 i
FHCEFIRIBIC I A Mt b T 7B 250 ng/mL (2 L7- OISR L, 16 A Tl 5 Hl4e
A3 250 ng/mL (27 L7g o 7o, HMYBRET — % OEBI R E oo (BERE (CV%) 13,

Mg b7 7 EEICHB T 16 kLl E T 98%, 16 WAkl T 70% ; AUC IZBWTIE 16 il BT
75%, 16 FAHE T 58%) . SEMIMERHEE R IC X% LT SPORANOX N IR 2 B B 7 S A5
BT, BIOWBFIE~DERZRFTETH S,

WA FRIRE

YERRSFF
invitro RBRIZEBEWT, 4 T aF Y —ITEFOTF M7 o—LPAS0IZERA LT, BEFEOM
BEOFTERRIEE ChHAT L TRATFa— LOAESKREIREST 5,

In vitro TEYE & in vivoTEHE
A RT3 FY VB TIORTHEEDIZ L A EOBRITH LT, invitro 3 X UNGRIK TORGIEIZ

BOTEEZ R T,
Aspergillus flavus
Aspergillus fumigatus
Blastomyces dermatitidis
Candida albicans
Histoplasma capsulatum

Histoplasma duboisii

RS2 PR E ik
(AlEd > P 2NER K ORED o D ZSERE N O BES iz > 2 ZZ5E I PTHE)

Candida albicans

Candida albicans ¥+ %A + 7 2 — L O EHELS LT LA 7 KA > ~E, Clinical
Laboratory and Standards Institute (CLSI) microbroth dilution reference method M27A {Z T3 fifi L 7= 48
R &% O MIC HIiE R FBERLIER) 2RV 5.



ORI R AR
MEHER/NEFHRIERE (MIC) OWREICIIERMGTEZRHVS, MICIE, By VX ROME
HIRICH T DA HEE L, S IN - FIEIC T 48 R B % ICIRE Sh b, RERITE
OONTEEEEE EOONZA b T 32— VREOREZ RO EREARFEICE SN T
FEhi4 D, MIC DI, LLFOROEIENE > TR D,

A FT 3T — L DR PR
P AR BRIEIZ X D MIC* (ug/mL) 48 Bff] 1S 3%
S I R
Candida albicans <0.125 025-0.5 >1

* TS : Susceptible| I%, PIELEHIEIEAFEIE LGS MPEREICHNT, SREHEORKRE & ik
T35 L& d, [1: Intermediate] DO43¥EIE, LB AERAICEIREIZ/2 D80, £/
TEHAEEZ AW X RRB AR TH D Z L 2T, R : Resistant] D435, @O H
- HEICTRE LS EYRETIE, MREFOBELMGIT 52 Li13TEd, BERIZBW
THSEITGED bW Z &7, [1: Intermediate] @43%1%, [SDD : Susceptible-Dose
Dependent| & & 5hoh, WnfHEbA M7 a2y — A TER CEKRTHEDNIS,

o B B

R M T A M A P R & OV BN EDR & D, A T Y — T
LLF O\ 7 MIC #iPH % 7~
S EARERR I E O BRI & B R RBICE A O FHI R A T 5 RERK TH
D, EERWIZRERITR,

Kp

A~ T 3T =V OREZMERERBD /N 7 — 2 a LW D B E BRI
o B PR VAR MR AR I L A MIC* (ng/ml) 48 BRI #%
Candida parapsilosis ATCC{ 22019 0.06-0.25
Candida krusei ATCC 6258 0.12-0.5

FTATCC % American Type Culture Collection ¢ % pi%

BT T BIT BTEME

A T aFY—AORAERE TEBRAFEEREZ AW Z < OBPRGE T VICTEE 2R LT,
Blastomyces dermatitidis, Histoplasma duboisii, Aspergillus fumigatus, Coccidioides immitis,
Cryptococcus neoformans, Paracoccidioides brasiliensis, Sporothrix schenckii, Trichophyton rubrum Jz O°
Trichophyton mentagrophytes\Z & 2 fEHEVER BAE(C X L TREEEHIER 2 LT,

Aspergillus fumigatus\ZJ&Gx S W72 1B R OREIHREOELEY MIXILT, 4 T aFY
— 2.5 mg/kgh OS5 mglkgZ % O R OFER NG L E 24, AR LR LWEROBEERS
s hi,

Aspergillus fumigatus % &Y 72, 1B U FRERMIERYE 7V L O s] Z » bRt
T LT, ENENA b T 2F Y —40 mghkg e 80 mg/kgZ X & 5- Lz & Z A, AfFE
D EARH BN,

A ~ 7 aF Y —)v [ZCandida albicans e N\ZEH>D Candida & FfE % [ e < & 7-Fl « OEhWRGLE
TIVCHEEEEZ R LT,

JEDI_DEWV0O0 \ 0900fde9803279101 1.14\ 2011-06-13 09:36



JEDI_DEVO00\ 0900fde980327910\ 1.14 1 2011-06-13 09:36

[
A T 23TV =K DREEAEAMET U2 BAEE O BE 3 BER 3 in vitro St ORI #5-th D &
BENDOBRES U,

B Din vitroadBRIZ B\ T, Candidal® % & D= DO BEEEESHHED 9 6, 1207/
— IV RIBANIA~DREZAEME T L7k O FIZIE, 130T Y — VRIEFN 5T 2 2t H KO AT HE
PERHE STV D, ZEMMEICOWTIE, FHMESRE L7oFEE, £ ORKIEES, kL7
VS — VR IRHN R OVE S L7 EZ MR OBEZ 1 0o, Z<0ERICE > T, B2R2MANES
No, £z, inviro TOREZNMET — 2 LEERAVZDE L OMHBITIWEZH L NIZ S TR,

Candida krusei, Candida glabrata}2 (*Candida tropicalis |Xin vitrolZ 3\ CT—%IZA F 7 2 —
NSOV D TR S, FIZIEA T a2 Y —izxt L TH L RtE 2R LTeR b 6 5,

A b T aF Y —)v {3 Zygomycetes ({5IRhizopus spp., Rhizomucor spp., Mucor
spp. , Absidia spp.) . Fusarium spp., Scedosporium spp. } UF Scopulariopsis spp.iZxt L TN TH 5,

T VHRIANC L BRNARICE T, TART Y Y UBOTEEMET T2 &) 2 & 23l

(invitre LinvivoDWJi) TorRIhi-, tho7V/— L REA L FREZ, 4 72y — L TEH
DOMPLBERL Sy =V T AT 10— )L DOEFUCET DCA FIALERET D, =/ F AT r—/LiX
T LRT YV UBOERENL TH D, v~ T AEFRHWERBICBWT, 7 hah Y —un
Aspergillus fumigatusf&GEIZ X T 57 LR T Y  UBOFIEEIEHEZHE L, ZORBRTHD
NI-RER ORI ERIITATH 5,



R R B

H RENEERE Y > ¥ S 5E
O EMHEE D > P A ER xS L LT 20T v & Mubbisd MBS £l S h iz (0=344) .

—HFOREETIE, 4 M7 2 — L NHRIE200mg, 7HESUII4HBEESEZ T v —u
FEL RIRREOBHRERNR DY, 2EGHETEYE 4% BEGHThH o7, ZORBT %) 1%, 16
Ni3E (b - fERIZH 523, WIRTHEMRRRFALRL) LERIhZ, BEOD
5%I%, FHMlERATNEBMRGE L /e o7, 4AMOA b T a2y — LNRRERS5#HTIX, 7H
MO EHEL  BREENMED T, MGFORBETOA T a7y — L NHEROAE (HHX
FHELER) 1L, Za b)Y b —FH L RRET, WRSHEOEETHNII% Th -
7=o RHMMERRTOBBARREFII3% Th o7z, ZORBRIZSIN LI-BE D2%ITHIVEGE TH -
7=

TN F S —NEEIRIEOBEERGE Lz, JER, R (=74, TXTORE
IFHIVEE) 1B\ T, BEIZA bT7 2V —L WHIK100 mg 1 H2[E 08 52517 7= (A5
BT, 1H200mghh LD 7 v a )y — LR K140 DL EG- STy, BRIREICRIS D72
WEBEE TV FY ARG EER L) o BHEHIBIIRGIC L > T14~28HM & Lz, /&
FHOKISS% TOPSRENEREM U=, 2IERH Y, BEFHICBIT LB (0=22) 206,
BB ALN (PRE14H) I3 L, BE5BARNITIINRSIRE % £l L TV /e
W, ZORBIZBMUTZBEOEANZEWT, 4 T a Yy — L NHRESPICRED VY
FIEDIER N A DTz, FEOBEEZNSRLE LTA FT 2y —L WHTEZ A &
L7=alBriTian,

BEH T
“HEERKERER (0=119, > H111 FIITHIVEE) (28T, A4 T3ty —v WK (1
H100mg) & 7= ) Y —/gE (1H100mg) & Zb#L7-, AR RA+HmoBEIITERENR
1H200 mg s CHE U7, SEREMEAMITI G 2T, SES5HRIE3~8Mk & L=, A%
Bl (RAFHEANE SO IEEE) WA EEIT RS, FHH86% TH Y, BHFIFEEIZ8% T
bolc, ZORBRTIL, A b7 a2y —AL5RS36P6H (11%) , 73y — 58t
576191261 (21%) 731 H200 mgE THIE SN, ENRH 0, BEMBICBEIT LI-BE
(n=88) M55, WHEHHHE T23%N 4 LINIZ FFFR LT,

i FEE R OMsE A 7 i

SPORANOX (A F 7 =V —)u) WKLY, OFEEEE & OMEE D o O FREDTRRIZ b &
2% (TEEARIEHE : 580l 7edER) , 1845, THEFES . hik&kICBITHERRR 28 |
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35

RN 1K I N

SPORANOX (A kT =) —u) WHIEE, E@zE&nd, H250idMho EE R BYE
WAEEERWT, J oML A2 EDOLEREREOH HBE KR o M OAR 2O BELEE
DHLIBEKH L TEIHREGE LR &, ( THRRER : gl . MEE) , R Lo
B FWHREAER- I U A F vy XAAEGH . TAEHES IR S EHRR] Z2R)

EHEEER

SPORANOX (A hFaF vV —u) H7EAFRONREIL F 27 o—AP450 3A4
(CYP3A4) 74 YHFA Lo TR SNDFREHH L2 L &, 2 b DA D M E
NEFL, ZORE, EEIEGEZENTAEFHELPEZ 2R H D,

cisapride, #£ 1 X ¥V T L, =V LV B EE Y R, F =V, dofetilide, bV 7 7 L O
levacetylmethadol (levomethadyl)iZSPORANOX & I HIZEE TH %5, lovastatino o /3 A X F /¢
L, CYP3A4Z X - TH#H &1 HHMG-CoA 2T HF# H % #IIXSPORANOX & ffHIFEZ ThH 5, ¥
bt Rex)adZIy, o)aA )y (mrad/ey) =)= 3 )k Uimethylergometrine
(methylergonovine) 72 &, CYP3A4IZ K-> TSN D LA T Vo4 FIZSPORANOX & i %L
2ThD, (HEAREE), HHLEOEE : EMHEEERH] 2R) .

SPORANOX (34 k7 2V — )L X TF ORI BEIED H 5 BEIIIES TH 5.
A FFafFy— T — )L REA| L ORI AZZRBMENGEET D IO TOFHRIT 2
Y, SPORANOX (Ifthod 7 /' — VR IEANBBEIEN B A BEIIIEE RS T H 2 L,

¥

SPORANOX (A hF =z —)) WHikE B 7 ARO ZFZ2O0 X THERAL TS
72\, DIWEWHER - B3 P ZHEICKRT 2 A %ML, SPORANOX WHIHE T LAl ST
AN

SPORANOX WHIIRIL, W& LT, 7 v b &AW TS Ak sk TR IR o 58 42 A3
RBHbhi-e FaexorrEAp-v7asFx A Yy (HP-B-CD) # &35, Litir IdsE
Plo~ o 2% OB AFHRER TR S ho e, 2 b OFTROEK & OB AH
Thod ([, HEEFEE , THEMEOKT) 2])

IR 33 2

SPORANOX NDEEIZBEE L T, FNHFARLRUET2ECERZFEEI#SE ST
5, THHDEFICIE, bibLFRBLERRFEREBEZFoTWRPoBEVEEN, 22
IR GBI E 1 BRIUNICHEERRBBR LEAIb b oo, 0L, FEEFIC—HKT 5%
BIERDBD LN BAITIE, BEZHIE L THBERESZERTRETHD, BRICLD
REXT7 4y MRV A7 % EED, ERXUIEMBIBENEIND L 5 2RLERE, SPORANOX



DORERE TR EBIILET D Z LR HES NS ( [FEALORER : BEFmITONR ,
(FEER 2R) .

TREENR

cisapride, E'E ¥ I, levacetylmethadol (levomethadyl) |3 =3 > % SPORANOX X |Xfth o
CYP3A4 HEAI L OFH L72B#H T, Mz &I REIRCERESRBOONTVD, ZhbD
#HAl|% SPORANOX L (i1 4 2 Z L3t Thd ( MHMAEE) , M , MEA Lo
U EER) ZR)

DB

DEMERENHER SN TWDBRFICH LTL, WERICEEZ%2T7 4 b3 ZZ7 25 MIC
Elal 5856 % &, SPORANOX NAEZMH L Tida b, 9 s lthLA 2D fEEK 7213 &
% EFH T, SPORANOXHIED Y A7 L A_R7 ¢ v MEEEIZKRETHZ L,

B OfERATE LT, Bl OEBORBAE R & 0RE, 1BMPAEMEMEEL S OE
KiER, BERERNENOFEEERRRERDH S, 20X 5 RBHEICIE ) o OFREo
e e OYER 2 L, HEICES T2 L L b, #5910 o Mt OALOME - fER 2
WEBE DIRIEA EEIELS #2345 Z L, SPORANOX WHED#5-H1Z H » LA RO
foe < JERDBBL L 72356101E, + @l %2175 L & $IZ SPORANOX WHIIR D 5P ik & &
D, [ EDPDIRFIELERTDHI L,

A T aF Y — BN EIHERARREO T 5, FEEA XA F 7 2 — 2§k
WG L7 L &, HRKRENREEEIERNRD N, £, EEREICA FTa )Y
—VRHGEERIRNEE 5% U= clx, DERRIO6; SPECT i CT—ilthn D IEE B D 8 2
BRHRAK T 23538 B2 03, 12 R O R OS5 TIZIidmEiE Lis,

SPORANOX & BH# L T 9 o MpELAERHE SN TWnD, hiREORBRICEWT, A2
IHMEHEZZE SN TV AIBEFTHLHRESINTWVDA, 1 HAE400mg 25 I T\ 5 HBE
T X v EHEEICHRE STV,

AN T LT ¥ FAAETHANIEEENEREZRL, 4 T atry — iz X EMENER &
FMENAB < AREER BB, F72, A4 b T 3 Y = E AT 0 AF v FAAERAFI O L
EYBARMERD D, 4 8T 3TV =) b BT LF v FAAEFHIOPEHINZIL 5 - s
REOV A7 PWKT 570, HEEICEET 5L, SPORANOX & =V LU it
Th b,

TR L E Je OV T 2 F M E R BYYE DR 2 Z T TV HBRE T, AL, Ktk
VIR R O A A S ST g ( THEPRSEER « feRI724EM ), THEA EoEE - M AEE
M1, THESES  fiR&CBT 2 HHRR) 28) |
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B MERMEE
SPORANOX W HEIZ B bts L7 WEERIMERRHERE D BE TlE, BIOIGFRIEICEET5 2 L 2 M
T RETHD ( THRRIEE - 5l EH) 2R) |

HE OFhERBIMERE

SPORANOX WHIRIZ DT, HEE DL PERBAEREIZHBIT 5, DFEHE - gEh oo F
SEDIRIRICB T HREHIfThh Ty, SPORANOX WAL, < DIpERER NS, £
WD O FIEOELIBST2Y R Y OB 5 BE TOIRFICK L THERBGT 5 2 LidHEsh
AR

R LoERE

e

SPORANOX # 5-\2ff 5 BELRFEMEN ENICHME SN TEY, 23R E5iA% 18R
PANIZHRAE LT=EFI S o 7=, FFBERIE D BRI RE OB & iz BECIE B TR B R
BLTWAEBE, oA THFEMEZBRBRLI-ZLOHLBHETIE, BRICEAP X714y
MY A7 % ERl%, EEIEMIHLNDL D L5 REE%E, SPORANOX D54 8T %
eI NS, bEb LIMERERE D H D BECMOFEA TIHEEEZRB L2 L0
b HBEIZOWTL, D E=%V 72 EiT 52 L, £72, SPORANOX ## 5 L7
TRTOBHFIZOWTHIEDE =4V v 72 Ritd 5 2 &, ITHRERE 2 /4 25 5 &
USERDFED SN BE T, #52EHICHIE LTI EEREL EiT 52 &,

Za—moNF—

SPORANOX WHIENER L Hbh b = o2 —a F—nNHn-8maciii 542 hibr+5 - L,

37
A b7 3TV =N EHOBE T @B UIKABERHRE SN TS, ZhboHicil,
PR L STV D F =V 2R LIERA b b o7, ZHOERITEE, 5Pz XkY
TS D0, mpcidF T 2BE L DS, ( HREZEE . FEWHEER) . R Y
AR, MEHEOEE : EWHEER 28) .

BERTOER
e - fiE 7 > ¥ ZIEIC T 5 A7 E 1L SPORANOX WHIE T L2l Tz,
SPORANOX WHIRIL, WM e LT, 7 v b &AW 7ofR s CResic g o34
MR Lz HP-B-CD #&te, Z D X 5 e id~ 7 A& W78 L0 53 AR
TEHBRD LN TWVARY, ZhOOFTRDHMKMWERIIFAATHS ( [3ENE] , &k
wmit) , THEMEROKT) 2]) .
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SPORANOX WHIRD/SA AT R4 Z U7 ¢ IZZERRFCIRAT 2 2 & THIINT 5, &
FNTATRER N E Y, AFZELPICRATA L BELZIEETHZ L,

SPORANOX it & SPORANOX 1 7L 28] 0 ¥ 2 THA L CTide b0,

9 o MAELAROHEEPTERIZOWTEEIZH L, SPORANOX #5422 D L 57
MlEIER DR B - 72358100, AAIOIRMAZPIEL, HYECELISEET 2 X HE
THZE,

SPORANOX #5-PUCIF A 22 R e % e « JERD & - 72 55E5121F, BEHICAF DR
Hadibd 2 & L HICEYEIERT S L0 BELREET S, 24T 58 - ERkE L
T, RERETT, BHCME, Bl - Erk, 3HE, B6R, HAERH D,
FOHBEAERSEZ 520X 9, LT OFHIEOIRMZ BT RN Y EICEE T 5 X
IBEFEERET L L,

A R AT =GN, $EARET LI ENHDL I EEBEICHAT L L,
FO XD REBITHEFEAROPIIC L VST D, BHCEFRT2BE LD T
IS MDMERENIEHR L4, RAZHIEL, HYSEICERKT S L) BEERET 52
t,

KYHEER

A rTary—nLEezoER#MPE Fuxi o T a)F Y —LE CYP3A4 OIHERITH S,
ZD7=®, UTFOLX D RIEMHEEANREZ 2 EERDH D (LLTFOR 1 ROEIICH S Fh
ST L OEABR)

1. SPORANOX [ZCYP3A4IZ L » TR SN LMD KEEZH L SHEHZ LI2LY,
SPORANOX & fFHIRFIZ Z D K 5 ZRFER O MBEFIRE L LA S D, 20 X ZeifuiEh
W ERIT, 25 OB OIRFEN RN I A EFR ORI (D220 5 alHEE
DD, D7, "R Z0 L ) REROMAEPREDE=4 Y T E{T,
SPORANOX DGl Z BHAA# T EMEI 217 5 Z L. FHEIER O H L W ITEIE DO
FESUTFERIZONW T RBEE2TH ZERNEx L, #59PIE%, miEh( 5=
TV = VIR IR G B R OB S WK L TR I T2 (FRCIFEZ & 50
CYPIA4HERZ G SN TWHBE) . 4 FT7aF Y — ko> TRBHCEELZT
DHEM L AT DBICIXRFICEETH D

2. CYP3A4HEHKT, MifthA Foa )Yy —LBEAETIEAE2 005, TO0,
Z D X 9 7 HEH| A SPORANOX & FH L TV A HBEH Tld, SPORANOXIT A A 1~ &7
WATHERE B B, Z D X 9 7p3KF| & SPORANOX & O IEHELE S i,

3. D CYPIA4PHEAR L OOFRIZ L » TlHEFR A 7 2 — VREN R 35 afgeftEn
HbH, ZOLXHBREREHRLR2TERSRWVWERFIZOWTIL, SPORANOXDHKR
VEF OB 38 & 5 N EIEIE O ME UTTERICOWT OB E%1To 2 &)

12

JEDI_DEWV0O0 \ 0900fde9803279101 1.14\ 2011-06-13 09:36



JEDI_DEWVOO\ 0200fde9803279101 1.14\ 2011-06-13 09:36

#1 MPHA FFaF Y NVREZEBSED, HDWIA FTFaF Y =T Ko T
i EE DB 2 FREME O B D A

A FT aF Y — T Ko TP RELR RT3 IEH

A~ 7 DA%y dofetilide.” ¥ =PV VET
g

L iEE 5 7 D—77

R A TR

L ol 7 V77 TF

o Al TANTZ 7, ReHFEN, B HTIVH
EEEES i

ok e Al EED R?

AV aAIE T 5| TNTFIITSN CTENRA IXSFTHES
YT YT N2

H IV BT LA e Ry vy (=YAVEVEDR)
S PAI%

TH AL B Al cisapride

HMG-CoA 3% 7r 5% 35 FH. 5 7

7 kLS A A F o cerivastatin, lovastatin®, 32
N BT

[ % Pl 4 v/ uARY v, 7 a Y LA, sirolimus
W% O B R Al 1% 1 MR FE T

7 a7 T —RHEA P En, Ve R EL

= Ofth levacetylmethadol (levomethadyl),” 7 4 7 /L4

oA RF3W.? halofantrine, alfentanil, 7" A ' 12
v,

AFNTVR=Yay TTFY=R TxHA
B,

7 )WF A trimetrexate, V—7 7 U L, A
AB T =),

L YT E, T A=)

A b FaFY—nromifPREE T 53K

7L

HNR=EEY, 7/ 9LEH—)L, 7=
=hrA

LR A

A V=T TR, V77 7Fr, V777
Vg

F F A - TR

HIERA, Hp-22 B IRSSHUAL, 7' m b R 7IHE
il

iR G 3R P Al

TE T

A b FaFY—nromifEPREE 1T 53K

~ /774 RRIAEYE

77V AnvAr, m)AavwAf

7 a7 —EHEH

A YFEN, UFENL

1 FRE— ST X TE@ELELOTIERN,

2 FRIR ST ZR B IR O RS RICE D S AH & OFREE

B (1EE RO TESR) .

34V T LIHFROANCETIERICONTIE, TRONVYITEECRERONT 777 258,

PAEENRA
7 5 ZAIADHAENF = v KO 7 AMOHi A~ ¥ kdofetilideld, QTHIMAZIERE ¥ 5 &
NHHNTWA, F= 2 W|tdofetilideZ SPORANOX * 4% &, F =< WiZdofetilide® ifi.
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HERREER ER L, ZoOREE, EEALMERFLNEHAT LAEENLSH D, LR T, =
v v J Odofetilidel X #LZ1LSPORANOX & (LS ThH 5 ( THpHAES | | TH2 ) | (%
) BH)

7 T AIADHAEINY Y ¥F 2 FiZmEPRENREELE 2o/t &, QTHRAZLER ¥ 5]
HEMED S 5, SPORANOX L VY BT I &I & &ICidEEICERSTH 2 &,

U A% L SPORANOXDHFHIC L VP B/ A AR E S, PIF v romEdhEs F5
L7,

HrgEEAl
SPORANOX [ZV—7 7V 72 ¥ D7 =Y U HEWE OHuEEEER 2 i+ 5,

PURCHEH|

SPORANOX & 7 == hA Y OFHIZ LY, miEdH A bT 2F Y —VREMEF T2 2 & 28
WhESNTWD, IAR=EEY, 72/ 7V EX— L ERT == b 30T E CYP3A4
DFERITH D, £Ded, INMATEBE KO T = /720 E S —)L & OHBEERIZONTIE
BE STV, SPORANOX & Ziu b O¥Al L OffHIZ L » TlEp A 7 =)y —1
BEMETTA2ZENTFHRENS, £/, nvivo R TIE, =Pl haly—n
O Lzt chn < e omiEdER EH Lz, £0), 4 T3 —un
INR=w B ORI EZDHEBZONTOT —FIIRWR, Fhatry—rE A bTa)
V— )L & OIS S, SPORANOX F B <P o OfffIC L » Thans<E e ot
NEEND Z ENTHRIND,

PR EA

EWHAEERRBRICBWT, A Tty —nA kP FaXxi A hTatry/—1E50D, 7
S VRIER L FORBIL, VI T FFY Ty o ORI IV ERICIET T
HZENTRENTVWD, invivo kBT —% L0, V77 7F 08 CYP3A4 IZ X » T
NDHZENREEN TS, SPORANOX (1Y 7 7 7 F > O 2 il 4 2 Witk n & 5, A
V=TV RIZOWTEHERRREBROT — 2 1373200, FEOERRH S Z EnTHRans, L
FoOZEnb, ZhbOHEAD 1 2L LHA, SPORANOX O i KIgIZ T4 5
EEBZOND, LIEnRoT, SFRITHELE SR,

HiREAl
SPORANOX |37 ANV T 7 v, FEAZXZEAKPEL BT AL RREYORMEZTHEST S
AREMEN B D,

U A

FEY FIIQTHIRZERE S B2 2L NTED, CYP3A4IZL-T—Eitans, v
2 F 2 SPORANOX & DI LY, BEEALNEROESENELLIBENRHDH, FDOTD
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SPORANOX * VEY FOFRIZEETH D ( AL | [ | ) 21) |

Ry PT P RIEH
SPORANOX [T NVT TV T h, PTENRL, ROIXYFAUINI TV I AL OPHICL
n, ZhoX Y PTBECREAIOMEPRELZ EH S5 RS H D, MAEPREN B
L7, FOMIRMERSCEFERNHE L, EET 2RSS, Lo T,
SPORANOX L#ROI XY I AT Y 7TV I LA ETH S ( [EES) |, s M) |
ﬁﬁf7A%#ﬁDE$¢é%Ai@ T OHEFHEMNEIL T SRR H D Z L b, F
IR AL D L L bICBEOREEZ HICBIRT A LBRETHD,

I N T BF ¥ FIVERTH

SPORANOX L Vb Fur bl DU RBNAT T AF ¥ /L HERR Z R Lo B c%
JER#@E SN Tn5, @ HERNEGZET 258055,

AN T BF e o RVHERRIIEEEEREZRLT, 4 F 72y — L 5RER LM
DMl < WREME R B B, FTo, 4 T aF Y — i Fubv vy . =7 =Py,
Tz y) RRRTNRAINBEDOH T L Ty VIR OB AHREL Y 5, D
=, 4 hFaFy =Ly Fy o XVERAl L ZOFRT 2581, 5 > fEn
ROV A7 PWKT D720, FEERLETHDH, SPORANOXE =V LV vy EDOHFAICK
D, BEIZL> THLTE R, BKRHICEROS 2 MIEPRE EARBZ%, 20729
SPORANOX & = VLV VIR ETH S (THRHRIEE %Nﬁ%mhrnquﬁnL
(HEFES . hRE%ICBIT AR 21R),

BB W - HiIERA

SPORANOX 7 7 /WAl & Hy ZRERERA & OGFRIC XY, miEdA vF 2 — LREE R
KFLEZEoHRERHD, BBEANHED LELE, A 73— LORNBMETTHZE
PRENTWD, D728, MEFRIE D BFH R Hy Z A A5 HUAI S 3 Ath o> 7 B 43 Wil ) & 2 5-
HOBHE TIE, SPORANOX # a—F ke & HICIRIET 2 Z EnsHifish s, £/, HilEEAl
2P 545 TR % 1 BRRTEGE LT 5 SPORANOX 1 7R L#| 2 #5455, SPORANOX 7 7
AR ELEE L ThD 2 K%ICHEBEA 2 &5 <& Th D, MKRERIZIV T SPORANOX
NTENFNEAAT T = (Fa bR THER) EFALZEE, A VT afFYy—1D
NRAFT A FE YT 4 BEEEIIKT Lz, SPORANOX NAE TiZA b7 2 — L aBEic
WHRPICERE L TV 5720, Hy SEEEETHAI ORI 7' A/ L0 RiglohEnwb oL
FTHRIND, LL, Zho0EFAEZHFAT2HEEITITERET LI ZENEE LU,

L ES S EA

SPORANOX & cisapride & OOFHIZ L 0, Mm% cisapridefi# 23 B L, £ OfERER 20 ME
FREGENFRT LR H D, L7235 T, SPORANOX & cisapride D HIZEE=TH S

( TRRBEE) , THRy , V&S 3R)
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HMG-CoA & TEER L EA

b F COMYEHET —4% L0, SPORANOX [X7 kL XA K F /) cerivastatin,, lovastatinfz (N3
VRRAEF U ORGERE LT, BRTMRER EOBRHEEEE LD VR ERDDHZ LN
R ENTWAS, L7725 TSPORANOX L lovastatin® s o 73 2 # F o 72 B (OHMG-CoA i i
FER L OFRIIEETHD ( [HR) , L) 2R)

S e
SPORANOX & o7 m AR Y i 7 v ) AZOHAIC LY, Zih b ofse il o i
himpe s FH4 5, £7-, SPORANOX & sirolimus 2 L7=35A 12 6 S sirolimus #i FE A3
ER 5 RRetEN D5,

v r7uJ4 FRUEDE

TYARRA LU RN T AunvA T CYPIAL ZETHZ LRMLNTEY (F#
1), TOREMEDA T o —)VIBEN ERT D REMN S B, HIV BEBE 2 %15 L
L7=/NABR BB RERBR B\ T, 7T Ra<A Y udimEh A T af Yy —LiES E
AEH, [k, =Franspgr) anwfrlgekd b 7237y —1200mg #Fi
FHHEERFG LEZEE, £ T 37V =L DA Co L N AUC ool ZFNFH 44% (90%CI :
119~175%) & 1*36% (90%CI : 108~171%) 4K L7z,

O bR T A

T — VR HEA &R O pERE A A OFF L BE TEEORMESRE ST\ Dh, £0k
¥, SPORANOX & #% O bERE FAIZ ORI 2561203, EEIz>WTtHake=2Y 7
EETRETHD,

RY = REH

AR L LTA b T a Y — BB TWEES, o7V — LREA LRk, 7
LERT Y Y BREDORY = RERANOFEME ARG IR S h o aEEES H 5, L, Z
DY EANERIZERRERN O H00EH L TR,

a7 7 —EHREH

AT FEeN, U RFELROYFF B EOCYP3AL TR#EN D T a7 7 —PIHEAR &
SPORANOX * OfFHIC LY, ZhbDFuT 7 —BREAD MR LR+ 2 aTgErEn &
%, F7z, SPORANOX & A T FEAKRDY hFeN (FFEnidbR) offficky, M
gt NS aF Y —LE s FRT 5, FD7=), SPORANOX & 7 s 7 —PER %06 H1
HHEAICITEET S L,

YRS BRI E A
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FET L CYP3AL OFEAITH S, invivo REBRICEWT, XETEUIFF b)Y —L
DRHETTHE S, ZORE, ¥ haF Y —LDOAALFT_A TV T 4 ZFBEIKT S8,
AT aFy =X T AN LERBREZEmL TWRWS, Fhatfy—LeA 7
aF =)V L TW A 728, SPORANOX & 3BT B v OfFRITHELE Xy, BB
IZH T, HIV BB 8 1l SPORANOX 7 /&L 100mg % 1 H 2 [ UNX 7 LA KR
Wl EEEEAEROY F7Y 0 1 H 8 £+04mgkg 20 L 24, YRTV 0¥y
BREICREIIRD b o7z, 1EDRX 7 LAY RRISEEERESELERAIC OV TORGFHLAR
SHTWRLY,

£ DA,
levacetylmethadol (levomethadyl)ix QT Mf#IER =5 Z EAM6NTE Y, CYP3A4 (T X
S>THR#EN D, SPORANOX & levacetylmethadol o Of F 13 B S 72 Dol A SR D H G i =
TEENRHDH, L7=h->T, SPORANOX & levacetylmethadol D IFEE=TH 5,
EATNVHaA FOREEFICEY, ZATE (HELCHBEDOFERE 2V 5 il
BIRDY 2 7) &5l ST REMENH D, £ D7), SPORANOX & VE FrxjL=
Iy, I A Ry () Ey) , =a4 2 2 K OF methylergometrine
(methylergonovine)’2 &', M7 L hinA FEDOFHIZEZTHS,
M4+ halofantrine JEEE N L 7p~7= L &, QTHIRZLERE S L EEMENDH D,
SPORANOX & halofantrine Z (ff /4" 2 & CI3TEE T2 Z L.
in vitro BT — 4 LV, alfentanil |% CYP3A4 IZ L > TR END Z LAVRIEE LTV D,
Z D7, SPORANOX L DHfFHIC LY, Mg alfentanil 113 EFH-3 2 wTReMED & 5.

b MIBTLEMERET —# LV, SPORANOX L7 AU OffIck v, MiEh> =
vn CRENFREICEATHZ LRI TND

*  SPORANOX IZffMIc LY, 7F V=R, TP ZV 0, AFALT L=yl
FeEDOHEEanF aA FORMEHET HrRettnrd 5,

. in vitro RO T — HZ 735, trimetrexate [ X FIZ CYP3A4 IZ L » T S D Z L3RI X
NTW5D, £ invivo BIET VIZEWT, 7 b=2F Y —/ L trimetrexate DX} % 58 /)
WICHET D ZEBMEERINT WD, 4 8T 32— /L2 trimetrexate DRHHC RITTREIC
DNWTOT—ZXeWR, Fhatry—nbf v Fary— L 3EELTWDZEND
SPORANOX & OPFFIZ L Y, trimetrexate D fHHI NN S5 ATREMEN B 5.,

YRR =) L MY S H AL CYPIAL IZ L o TR S D Z L avh, SPORANOX
EOFHOBIZITERT D2 &,

SPORANOX & OHfFIC &V MiEh 7 = > & = VIR D ERC, {ERMELES % wTRErEA
Do, ZTORRE, BOERIEIHINEZ 528ZhiiH 5,

FEHBANE, RICEE, ATERATEME
~ D AZA hT )Y — 80 mg/ke/H (BRAH A& [ LLT MRHD [OF9 10 fi) % i H
BELTBIHERAOEEG LizE 2 A, itz med 2 RITERO bhvkhoTo,
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HEMEZ > Mo R 7 25— 25mgkg/H (MRHD @ 3.1 1%) %5 L& 2 A, #kiH
MAEORBENDT NI ER L, ZTh bRV AT o — VIJERRRN TH S & &
b, 4 b7 a2y —LORMBERGIZENTT v MIEIALEDR, 4 X8 FTEHRED DL
TRinolz,

M >~ MoA F T =2 —L 50mg/kg/H (MRHD @ 6.25 %) &5 L=t 25, xR
WZHEE LT O R E B ORBENE o7 (2/50) . RIAET v b TIEO R ER#ET
ThbOTENTHLA, KRB TRD SNRHARO EFITHEFOICER TR ho T,

7 v hZ SPORANOX N IR O fmighAl & L TR Sh T 5 iR HP-B-CD % 500,
2000 X% 5000 mg/kg/ H DT 25 H HMEO L Liz & 25, SR BIZRL & i A
s HAvTe, HP-B-CD & G5HEIZ 7 H AV EAN IR O 1 I BB I 13RO o T, £/, &
T —Z THHESNTWRY, 2D DEFEOREMTIT 2 LR b= Ol sk
ERICBE L TWb B2 b5, LavL, ZOFRIZ~ Y A2 500, 2000 X% 5000 mg/kg/H
% 22~23 A HEBR G LTS ARMERBR IR b h o= Z b, RFTR & BRIKRIE R
EOMBIZRATH D, EREREHETHRET S L, SPORANOX NHIEOHESEEEK A EIZEH T 5
HP-B-CD DOIEFERIL T v F OB AJFHERERIZ 1T 2 RARHBEOK 1.7 512 ST 5,

UTFOWTNORBRTYH, A b7 a3ty — L ic@zaEttiido shanoic
7 v b OPHEE AT 2 IV /- DNA 1R (CREH DNA A5%)
RAIF T AW (6 WtR) KROKIGEZ T8I 28 5828 F ki,

v A T —< ik,

L HBER (FAavavPa v xz) d,

b b U RBRE O T Yt S SRR,

C3H/10T12C18 ~ 7 A I H Sfe e 2 22 F v 7o T B i A ki,
I~ 7 R F FO T B BT AR,

T AKRDT v b O/NMERER

A RTaFY ik, BEWIZEEDGRD S/ 40 mgkg/H (MRHD @ 51%) OHEET
RO L THOHET v NOATEREICREL 52 2o, ROHAEERETH D 160 mgkg/H
(MRHD @ 20 {%) Ti%, BEWORTCE2ETy, XV EEOBHEBBENED S,

iR - EETRNE, AT T Y —C

7 v MZA F T 3F Y —Lf) 40~160 mghkg/H (MRHD @ 5~20 %) Z#h5, RO, <7 2A
WA b T2V — 480 mgkg/H (MRHD @ 10 f) Z#5 L=k 24, RHEEN, WRIEENE
B OMEBFTEAED A BARTF O U, A2 R TRE LT, 7y b CREEEKR
W, YUATEM~SN =T ROEENMEE SN,

A wfg b Ui E R I Ty, LR T, i, E~0Ofa WSt n ik
PeA EAl 5 ol A A IC DA SPORANOX #5455 = &
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iR IC BT 2 HEBR T, ERAROEFNRESNTWD ( THEFS  TilREiCE
T oA 2])

=L
A FZ7afFy =i bLIFRICBATT 720, 2SR 5 SPORANOX #RiEDIEHR I
DRRT 4 bBA T aF Y= )VIZREINDIFERDOY X7 % ERISE 5 IOV THE
flid 2 %ERH 5,
KEAREERHFERERT 7o ¥ —1%, HIVIZEE L T ARWHTE R~ 142
7=¥, HIV I LAz L2 2o Ic@sE L Tns,

N

/NRIZE T S SPORANOX DA ZME R O 2 EIEfESL L TV, 2 MiEEAIC X D0
PR A2 L/ 26 Bl (4Fls 6 7 H ~12 5%) 24T SPORANOX R D FEWsih igatlin
ME SNz, 4 b7 2+ —)VNHEZ Smgkgl B 1T 2#E#EE Li-E 24, KA
MOEERAERGIIME S o ( THKRERE] 2])

NEROBREREIZXNT DA FT7a )Y —VORMWEEIAATHL, 7y FEHANZ320D
BHERBRICBWTA P T3+ Y =L, 20mgkg/H (MRHD @ 2.5 %) O ETEEE %5
TR Uiz, BREEONRIL, BHISHERT, KB OB O OIE-R L& OB g5t it <
Hote, 4 b7 =aF Y —L80mgkg/H (MRHD @ 10 %) % 14 X1E 160 mgkg/H (MRHD
D20 f#%) % 6 W HMES L-dBT, MR Z 04 O ERERA 5D 7 v iR
Hoile, RABRE TIHZO L) REBEEIT#RE STV,

e i

A b aF V=B E R ORE T B UIKABER RS S TS, Zhbm ) LK
DIEFI TIPS L > TV DA F =V Ui E N T e,

( THepAES - EWMEER) . THs  BYHREER) , EHEORE  EMHEER)
ZM) . Z07H, EREICAAEEROBIIEEICESZ2To28 ( EAELOEE) 31R) .

BhEE

BEEOHABEFEICBITAROAS bV —LOfFERICET AT —21ZESRTWA, FDO
e, ZOX)RBFEICARAFEROBRIIEEICEGA2ITO 2L, ( TERARIEE . B E
M1, [ HE-HE 28R)

R
HFEEOHABFICBITAROA FTat- Yy —LOfFHICE+TAT—Z2 IR 5N TWE, FO
=, ZOXHIRBFEICARNZFEROBRITEEICEGZITO 2L, ( TR . BsE
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M1, THE-HE 2])

FEER
SPORANOX &G IZff\W, AR O T EZLEERITEESEINICHRES LTS, 2
NHOPZIE, BEOTEBRSEESEBEROLRVEE L b -T2, F070, ITHREREE %
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1. NAME OF THE MEDICINAL PRODUCT

SPORANOX 10 mg/ml Oral Solution.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 ml SPORANOX Oral Solution contains 10 mg itraconazole.
Sorbitol E420 (190 microlitre per ml).

For a full list of excipients, see section 6.1

3. PHARMACEUTICAL FORM
Oral solution.

SPORANOX Oral Solution is clear, yellow to slightly amber solution with an odour of cherry.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
SPORANOX Oral Solution is indicated:

— for the treatment of oral and/or oesophageal candidosis in HIV-positive or other
immunocompromised patients.

— as prophylaxis of deep fungal infections anticipated to be susceptible to itraconazole, when standard
therapy is considered inappropriate, in patients with haematological malignancy or undergoing bone
marrow transplant, and who are expected to become neutropenic (i.e. < 500 cells/ul). At present
there are insufficient clinical efficacy data in the prevention of aspergillosis.

Consideration should be given to national and/or local guidance regarding the appropriate use of antifungal
agents.

4.2 Posology and method of administration

For optimal absorption, SPORANOX Oral Solution should be taken without food (patients are advised to
refrain from eating for at least 1 hour after intake).

For the treatment of oral and/or oesophageal candidosis, the liquid should be swished around the oral cavity
(approx. 20 seconds) and swallowed. There should be no rinsing after swallowing.

— Treatment of oral and/or oesophageal candidosis: 200 mg (2 measuring cups) per day in two intakes,
or alternatively in one intake, for 1 week. If there is no response after 1 week, treatment should be
continued for another week.

— Treatment of fluconazole resistant oral and/or oesophageal candidosis: 100 to 200 mg (1-2
measuring cups) twice daily for 2 weeks. If there is no response after 2 weeks, treatment should be
continued for another 2 weeks. The 400 mg daily dose should not be used for longer than 14 days if
there are no signs of improvement.

— Prophvlaxis of fungal infections: 5 mg/kg per day administered in two intakes. In clinical trials,
prophylaxis treatment was started immediately prior to the cytostatic treatment and generally one
week before transplant procedure. Almost all proven deep fungal infections occurred in patients
reaching neutrophil counts below 100 cells/pl. Treatment was continued until recovery of
neutrophils (i.e. > 1000 cells/pl).
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Pharmacokinetic parameters from clinical studies in neutropenic patients demonstrate considerable
intersubject variation. Blood level monitoring should be considered particularly in the presence of
gastrointestinal damage, diarrhoea and during prolonged courses of SPORANOX Oral Solution.

Use in children
Since clinical data on the use of SPORANOX Oral Solution in paediatric patients is limited, its use in
children is not recommended unless the potential benefit outweighs the potential risks (see section 4.4).

Prophylaxis of fungal infections: there are no efficacy data available in neutropenic children. Limited safety
experience is available with a dose of 5 mg/kg per day administered in two intakes (see section 4.8).

Use in elderly
Since clinical data on the use of SPORANOX Oral Solution in elderly patients is limited, it is advised to use

SPORANOX Oral Solution in these patients only if the potential benefit outweighs the potential risks (see
section 4.4).

Use in patients with hepatic impairment
Limited data are available on the use of oral itraconazole in patients with hepatic impairment. Caution

should be exercised when this drug is administered in this patient population. (see section 5.2)

Use in patients with renal impairment
Limited data are available on the use of oral itraconazole in patients with renal impairment. Caution should
be exercised when this drug is administered in this patient population.

4.3 Contraindications

SPORANOX Oral Solution is contraindicated in patients with a known hypersensitivity to itraconazole or to
any of the excipients.

Co-administration of the following drugs is contraindicated with SPORANOX Oral Solution (see section
4.5):

— CYP3A4 metabolised substrates that can prolong the QT-interval e.g., astemizole, bepridil,
cisapride, dofetilide, levacetylmethadol (levomethadyl), mizolastine, pimozide, quinidine, sertindole
and terfenadine are contraindicated with SPORANOX Oral Solution. Co-administration may result in
increased plasma concentrations of these substrates, which can lead to QT prolongation and rare
occurrences of torsade de pointes.

— CYP3A4 metabolized HMG-CoA reductase inhibitors such as atorvastatin, lovastatin and simvastatin.

— Triazolam and oral midazolam

—  Ergot alkaloids such as dihydroergotamine, ergometrine (ergonovine), ergotamine and
methylergometrine (methylergonovine).

—  Eletriptan

— Nisoldipine

— SPORANOX oral solution should not be administered to patients with evidence of ventricular
dysfunction such as congestive heart failure (CHF) or a history of CHF except for the treatment of
life-threatening or other serious infections. See 4.4 Special warnings and precautions for use.

SPORANOX Oral Solution must not be used during pregnancy for non life-threatening indications (see section
4.6).

4.4 Special warnings and precautions for use

Cross-hypersensitivity

There is no information regarding cross hypersensitivity between itraconazole and other azole antifungal
agents. Caution should be used in prescribing SPORANOX Oral Solution to patients with hypersensitivity
to other azoles.
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Cardiac effects
In a healthy volunteer study with SPORANOX IV, a transient asymptomatic decrease of the left ventricular
ejection fraction was observed.

Itraconazole has been shown to have a negative inotropic effect and SPORANOX has been associated with
reports of congestive heart faliure. Heart failure was more frequently reported among spontaneous reports of
400mg total daily dose than among those of lower total daily doses, suggesting that the risk of heart failure
might increase with the total daily dose of itraconazole.

SPORANOX should not be used in patients with congestive heart failure or with a history of congestive
heart failure unless the benefit clearly outweighs the risk. This individual benefit/risk assessment should
take into consideration factors such as the severity of the indication, the dose and duration of treatment, and
individual risk factors for congestive heart failure. Such patients should be informed of the signs and
symptoms of congestive heart failure, should be treated with caution, and should be monitored for signs and
symptoms of congestive heart failure during treatment; if such signs or symptoms do occur during treatment,
SPORANOX should be discontinued.

Caution should be exercised when co-administering itraconazole and calcium channel blockers (see section
4.5).

Hepatic effects
Very rare cases of serious hepatotoxicity, including some cases of fatal acute liver failure, have occurred

with the use of SPORANOX. Some of these cases involved patients with no pre-existing liver disease. Some
of these cases have been observed within the first month of treatment, including some within the first week.
Liver function monitoring should be considered in patients receiving SPORANOX treatment. Patients
should be instructed to promptly report to their physician signs and symptoms suggestive of hepatitis such as
anorexia, nausea, vomiting, fatigue, abdominal pain or dark urine. In these patients treatment should be
stopped immediately and liver function testing should be conducted. Most cases of serious hepatotoxicity
involved patients who had pre-existing liver disease, were treated for systemic indications, had significant
other medical conditions and/or were taking other hepatotoxic drugs. In patients with raised liver enzymes
or active liver disease, or who have experienced liver toxicity with other drugs, treatment should not be
started unless the expected benefit exceeds the risk of hepatic injury. In patients with impaired hepatic
function liver enzyme should be carefully monitored when taking itraconazole.

Use in children
Since clinical data on the use of SPORANOX Oral Solution in paediatric patients is limited, its use in
children is not recommended unless the potential benefit outweighs the potential risks.

Use in elderly
Since clinical data on the use of SPORANOX Oral Solution in elderly patients is limited, it is advised to use

SPORANOX Oral Solution in these patients only if the potential benefit outweighs the potential risks.

Hepatic impairment
Limited data are available on the use of oral itraconazole in patients with hepatic impairment. Caution

should be exercised when the drug is administered in this patient population (see section 5.2).

Renal impairment
Limited data are available on the use of oral itraconazole in patients with renal impairment. Caution should

be exercised when this drug is administered in this patient population.

Prophylaxis in neufropenic patients
In clinical trials diarrhoea was the most frequent adverse event. This disturbance of the gastrointestinal tract

may result in impaired absorption and may alter the microbiological flora potentially favouring fungal
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colonisation. Consideration should be given to discontinuing SPORANOX Oral Solution in these
circumstances.

Treatment of severely neutropenic patients

SPORANOX Oral Solution as treatment for oral and/or esophageal candidosis was not investigated in
severely neutropenic patients. Due to the pharmacokinetic properties (see section 5.2.), SPORANOX Oral
Solution is not recommended for initiation of treatment in patients at immediate risk of systemic candidosis.

Hearing T oss
Transient or permanent hearing loss has been reported in patients receiving treatment with itraconazole.

Several of these reports included concurrent administration of quinidine which is contraindicated (see
sections 4.3 and 4.5). The hearing loss usually resolves when treatment is stopped, but can persist in some
patients.

Neuropathy
If neuropathy occurs that may be attributable to SPORANOX Oral Solution, the treatment should be
discontinued.

Cross-resistance

In systemic candidosis, if fluconazole-resistant strains of Candida species are suspected, it cannot be
assumed that these are sensitive to itraconazole, hence their sensitivity should be tested before the start of
itraconazole therapy

Interaction potential

SPORANOZX Oral Solution has a potential for clinically important drug interactions (see section 4.5).
Itraconazole should not be used within 2 weeks after discontinuation of treatment with CYP 3A4 inducing
agents (rifampicin, rifabutin, phenobarbital, phenytoin, carbamazepine, Hypericum perforatum (St. John's
wort)). The use of itraconazole with these drugs may lead to subtherapeutic plasma levels of itraconazole
and thus treatment failure.

SPORANOX Oral Solution contains sorbitol and should not be given to patients with rare hereditary
problems of fructose intolerance.

4.5 Interaction with other medicinal products and other forms of interaction

Drugs affecting the metabolism of itraconazole
Itraconazole is mainly metabolised through the cytochrome CYP3A4.

Interaction studies have been performed with rifampicin, rifabutin and phenytoin, which are potent enzyme
inducers of CYP3A4. Since the bioavailability of itraconazole and hydroxy-itraconazole was decreased in
these studies to such an extent that efficacy may be largely reduced, the combination of itraconazole with
these potent enzyme inducers is not recommended. No formal study data are available for other enzyme
inducers, such as carbamazepine, Hypericum perforatum (St John’s Wort), phenobarbital and isoniazid, but
similar effects should be anticipated.

Potent inhibitors of this enzyme such as ritonavir, indinavir, clarithromycin and erythromycin may increase
the bioavailability of itraconazole.

Effect of itraconazole on the metabolism of other drugs

Itraconazole can inhibit the metabolism of drugs metabolised by the cytochrome 3A family. This can result
in an increase and/or a prolongation of their effects, including side effects. When using concomitant
medication, the corresponding label should be consulted for information on the route of metabolism. After
stopping treatment, itraconazole plasma levels decline gradually, depending on the dose and duration of
treatment (see section 5.2). This should be taken into account when the inhibitory effect of itraconazole on
co-medicated drugs is considered.

The following drugs are contraindicated with itraconazole:
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— Astemizole, bepridil, cisapride, dofetilide, levacetylmethadol (levomethadyl), mizolastine, pimozide,
quinidine, sertindole and terfenadine are contraindicated with SPORANOX Oral Solution since co-
administration may result in increased plasma concentrations of these substrates, which can lead to QT
prolongation and rare occurrences of forsade de pointes.

— CYP3A4 metabolized HMG-CoA reductase inhibitors such as atorvastatin, lovastatin and simvastatin.

— Triazolam and oral midazolam.

—  Ergot alkaloids such as dihydroergotamine, ergometrine (ergonovine), ergotamine and
methylergometrine (methylergonovine).

—  Eletriptan

— Nisoldipine

Caution should be exercised when co-administering itraconazole with calcium channel blockers due to an
increased risk of congestive heart failure. In addition to possible pharmacokinetic interactions involving the
drug metabilising enzyme CYP3 A4, calcium channel blockers can have negative inotropic effects which
may be additive to those of itraconazole.

The following drugs should be used with caution, and their plasma concentrations, effects or side effects
should be monitored. Their dosage, if co-administered with itraconazole, should be reduced if necessary:

— Oral anticoagulants;

— HIV protease inhibitors such as ritonavir, indinavir, saquinavir;

— Certain antineoplastic agents such as, busulfan, docetaxel and trimetrexate and vinca alkaloids;

— CYP3A4 metabolised calcium channel blockers such as dihydropyridines and verapamil;

— Certain immunosuppressive agents: cyclosporine, tacrolimus, rapamycin (also known as sirolimus);

— Certain glucocorticosteroids such as budesonide, dexamethasone, fluticasone and methylprednisolone;

— Digoxin (via inhibition of P-glycoprotein)

— Others: cilostazol, disopyramide, carbamazepine, buspirone, alfentanil, alprazolam, brotizolam,
midazolam IV, rifabutin, ebastine, repaglinide, fentanyl, halofantrine, reboxetine, loperamide. The
importance of the concentration increase and the clinical relevance of these changes during co-
administration with itraconazole remain to be established.

No interaction of itraconazole with zidovudine (AZT) and fluvastatine has been observed.

No inducing effects of itraconazole on the metabolism of ethinyloestradiol and norethisterone were
observed.

Effect on protein binding
In vitro studies have shown that there are no interactions on the plasma protein binding between

itraconazole and imipramine, propranolol, diazepam, cimetidine, indometacin, tolbutamide and
sulfamethazine.

4.6 Pregnancy and lactation

Pregnanc
SPORANOX Oral Solution must not be used during pregnancy except for life-threatening cases where the
potential benefit to the mother outweighs the potential harm to the foetus (see section 4.3).

In animal studies itraconazole has shown reproduction toxicity (see section 5.3).

Epidemiological data on exposure to SPORANOX during the first trimester of pregnancy — mostly in
Ppatients receiving short-term treatment for vulvovaginal candidosis — did not show an increased risk for
malformations as compared to control subjects not exposed to any known teratogens.

Women of childbearing potential
Women of childbearing potential taking SPORANOX Oral Solution should use contraceptive precautions.

Effective contraception should be continued until the menstrual period following the end of SPORANOX
therapy.
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Lactation
A very small amount of itraconazole is excreted in human milk. SPORANOX Oral Solution must not be
used during lactation.

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. When driving
vehicles and operating machinery the possibility of adverse reactions such as dizziness, visual disturbances
and hearing loss (see section 4.8), which may occur in some instances, must be taken into account.

4.8 Undesirable effects

Approximately 9% of patients can be expected to experience adverse reactions while taking itraconazole. In
Ppatients receiving prolonged (approximately 1 month) continuous treatment especially, the incidence of
adverse events has been higher (about 15%). The most frequently reported adverse experiences have been of
gastrointestinal, hepatic and dermatological origin.

The table below presents adverse drug reactions by System Organ Class. Within each System Organ Class,
the adverse drug reactions are presented by incidence, using the following convention:

Very common (> 1/10); Common (> 1/100 to < 1/10); Uncommon (> 1/1,000 to < 1/100); Rare (> 1/10,000
to < 1/1,000); Very rare (< 1/10,000), Not known (cannot be estimated from the available data).

Adverse Drug Reactions

Blood and lymphatic system disorders

Uncommon | Leukopenia, Neutropenia, Thrombocytopenia

Immune system disorders

Not Known | Serum Sickness, Angioneurotic Oedema, Anaphylactic Reaction, Anaphylactoid
Reaction, Hypersensitivity*

Metabolism and nuftrition disorders

Uncommon | Hypokalemia

Not Known | Hypertriglyceridemia

Nervous system disorders

Common Headache

Uncommon | Peripheral Neuropathy*, Dizziness

Not Known | Paraesthesia, Hypoaesthesia

Eye disorders

Uncommon | Visual Disorders, including Vision Blurred and Diplopia

Ear and labyrinth disorder

Not Known | Tinnitus, transient or permanent hearing loss*

Cardiac disorders

Not Known | Congestive Heart Failure*

Respiratory, thoracic and mediastinal disorders

Not Known | Pulmonary Oedema

Gastrointestinal disorders
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Common Abdominal Pain, Vomiting, Nausea, Diarrhoea, Dysgeusia

Uncommon | Dyspepsia, Constipation

Not Known | Pancreatitis

Hepato-biliary disorders

Commion Hepatic enzyme increased

Uncommon | Hepatitis, Hyperbilirubinaemia

Not Known | Hepatotoxicity*, Acute hepatic failure®

Skin and subcutaneous tissue disorders

Common Rash

Uncommon | Pruritus

Not Known | Toxic epidermal necrolysis, Stevens-Johnson syndrome, erythema multiforme,
exfoliative dermatitis, leukocytoclastic vasculitis, urticaria, alopecia,
photosensitivity

Musculoskeletal and connective tissue disorders

Not Known | Myalgia, arthralgia

Renal and urinary disorders

Not Known | Pollakiuria, urinary incontinence

Reproductive system and breast disorders

Not Known | Menstrual disorders, erectile dysfunction

General disorders and administration site conditions

Commion Pyrexia

Uncommon | Oedema

* gee section 4.4.

Paediatric Population

The safety of SPORANOX oral solution was evaluated in 250 paediatric patients aged 6 months to
14 years who participated in five open-label clinical trials. These patients received at least one dose
of SPORANOX oral solution for prophylaxis of fungal infections or for treatment of oral thrush or
systemic fungal infections and provided safety data.

Based on pooled safety data from these clinical trials, the very common reported ADRs in paediatric
patients were Vomiting (36.0%), Pyrexia (30.8%), Diarrhoea (28.4%), Mucosal inflammation
(23.2%), Rash (22.8%), Abdominal pain (17.2%), Nausea (15.6%), Hypertension (14.0%), and
Cough (11.2%). The nature of ADRs in paediatric patients is similar to that observed in adult
subjects, but the incidence is higher in the paediatric patients.

4.9 Overdose

Symptoms
There are limited data on the outcomes of patients ingesting high doses of itraconazole. In patients taking

either 1000 mg of SPORANOX Oral Solution or up to 3000 mg of SPORANOX Capsules, the adverse
events profile was similar to that observed at recommended doses.

Treatment

In the event of an overdose, supportive measures should be employed. Within the first hour after ingestion,
gastric lavage may be performed. Activated charcoal may be given if considered appropriate. Itraconazole
cannot be removed by haemodialysis. No specific antidote is available.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antimycotic for systemic use, triazole derivative.
ATC code: J02A CO02

Mode of action
Itraconazole inhibits fungal 140-demethylase, resulting in a depletion of ergosterol and disruption of
membrane synthesis by fungi.

PK/PD relationship
The PK/PD relationship for itraconazole, and for triazoles in general, is poorly understood and is

complicated by limited understanding of antifungal pharmacokinetics.

Mechanism(s) of resistance

Resistance of fungi to azoles appears to develop slowly and is often the result of several genetic mutations.

Mechanisms that have been described are

e Over-expression of ERGI1, the gene that encodes 14-alpha-demethylase (the target enzyme)

e Point mutations in ERG1 I that lead to decreased affinity of 14-alpha-demethylase for itraconazole

e Drug-transporter over-expression resulting in increased efflux of itraconazole from fungal cells (i.e.,
removal of itraconazole from its target)

e Cross-resistance. Cross-resistance amongst members of the azole class of drugs has been observed
within Candida species though resistance to one member of the class does not necessarily confer
resistance to other azoles.

Breakpoints
Breakpoints for itraconazole have not yet been established for fungi using EUCAST methods.

Using CLSI methods, breakpoints for itraconazole have only been established for Candida species from
superficial mycotic infections. The CLSI breakpoints are: susceptible <0.125 mg/I. and resistant >1 mg/L...

The prevalence of acquired resistance may vary geographically and with time for selected species, and local
information on resistance is desirable, particularly when treating severe infections. As necessary, expert
advice should be sought when the local prevalence of resistance is such that the utility of the agent in at least
some types of infections is questionable.

The in vitro susceptibility of fungi to itraconazole depends on the inoculum size, incubation temperature,
growth phase of the fungi, and the culture medium used. For these reasons, the minimum inhibitory
concentration of itraconazole may vary widely. Susceptibility in the table below is based on MICq < 1 mg
itraconazole/L. There is no correlation between in vitro susceptibility and clinical efficacy.

Commonly susceptible species

Aspergillus spp.2
Blastomyces dermatitidis’
Candida albicans

Candida parapsilosis
Cladosporium spp.
Coccidioides immitis'
Cryptococcus neoformans
Epidermophyton floccosum
Fonsecaea spp. !
Geotrichum spp.
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Histoplasma spp.
Malassezia (formerly Pityrosporum) spp.
Microsporum spp.

1 - - 1
Paracoccidioides brasiliensis

Penicillium mameﬁeil
Pseudallescheria bovdii
Sporothrix schenckii
Trichophyton spp.
Trichosporon spp.

Species for which acquired resistance may be a problem

Candida glabrata®
Candida krusei
Candida tropicalis®

Inherently resistant organisms

Absidia spp.
Fusarium spp.

Mucor spp.

Rhizomucor spp.

Rhizopus spp.

Scedosporium proliferans
Scopulariopsis spp.

! These organisms may be encountered in patients who have returned from travel outside Europe.
?Itraconazole-resistant strains of Aspergillus fumigatus have been reported.
3Natural intermediate susceptibility.

Paediatric Population

The tolerability and safety of itraconazole oral solution was studied in the prophylaxis of fungal infections
in 103 neutropenic paediatric patients aged 0 tol4 years (median 5 years) in an open-label uncontrolled
phase IIT clinical study. Most patients (78%) were undergoing allogenic bone marrow transplantation for
haematological malignancies. All patients received 5 mg/kg/day of itraconazole oral solution as a single or
divided dose. Due to the design of the study, no formal conclusion with regard to efficacy could be derived.
The most common adverse events considered definitely or possibly related to itraconazole were vomiting,
abnormal liver function, and abdominal pain.

5.2 Pharmacokinetic properties
General pharmacokinetic characteristics

The pharmacokinetics of itraconazole has been investigated in healthy subjects, special populations and
patients after single and multiple dosing.

Absorption
Itraconazole is rapidly absorbed after administration of the Oral Solution. Peak plasma concentrations of the

unchanged drug are reached within 2.5 hours following an oral dose under fasting conditions. The observed
absolute bioavailability of itraconazole under fed conditions is about 55% and increases by 30 % when the
Oral Solution is taken in fasting conditions.

Distribution

Most of the itraconazole in plasma is bound to protein (99.8%) with albumin being the main binding
component (99.6% for the hydroxy- metabolite). It has also a marked affinity for lipids. Only 0.2% of the
itraconazole in plasma is present as free drug. Itraconazole is distributed in a large apparent volume in the
body (> 700 L), suggesting its extensive distribution into tissues: Concentrations in lung, kidney, liver,
bone, stomach, spleen and muscle were found to be two to three times higher than corresponding
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concentrations in plasma. Brain to plasma ratios were about 1 as measured in beagle dogs. The uptake into
keratinous tissues, skin in particular, is up to four times higher than in plasma.

Biotransformation

Itraconazole is extensively metabolized by the liver into a large number of metabolites. One of the main
metabolite is hydroxy-itraconazole which has in vitro antifungal activity comparable to itraconazole. Plasma
concentrations of the hydroxy-metabolite are about twice those of itraconazole.

As shown in in vitro studies, CYP 3A4 is the major enzyme that is involved in the metabolism of
itraconazole.

Elimination

Itraconazole is excreted as inactive metabolites to about 35% in urine within one week and to about 54%
with faeces. Renal excretion of the parent drug accounts for less than 0.03% of the dose, whereas faecal
excretion of unchanged drug varies between 3 - 18% of the dose. Itraconazole clearance decreases at higher
doses due to saturable hepatic metabolism.

Linearity/non-linearity

As a consequence of non-linear pharmacokinetics, itraconazole accumulates in plasma during multiple
dosing. Steady-state concentrations are generally reached within about 15 days, with Cmax and AUC values
4 to 7-fold higher than those seen after a single dose. The mean elimination half-life of itraconazole is about

40 hours after repeated dosing.

Special Populations

Hepatic Insufficiency

A pharmacokinetic study using a single 100 mg-dose of itraconazole (one 100-mg capsule) was conducted in
6 healthy and 12 cirrhotic subjects. No statistically significant differences in AUC, were seen between these
two groups. A statistically significantly reduction in average C,,, (47%) and a two-fold increase in the
elimination half-life (37 + 17 versus 16 + 5 hours) of itraconazole were noted in cirrhotic subjects compared
with healthy subjects. Data are not available in cirrhotic patients during long-term use of itraconazole.

Renal Insufficiency
Limited data are available on the use of oral itraconazole in patients with renal impairment. Caution should
be exercised when the drug is administered in this patient population.

Paediatric Population

Two pharmacokinetic studies have been conducted in neutropenic children aged 6 months to 14
years in which itraconazole oral solution was administered 5 mg/kg once or twice daily. The
exposure to itraconazole was somewhat higher in older children (6 to 14 years) compared to
younger children. In all children, effective plasma concentrations of itraconazole were reached
within 3 to 5 days after initiation of treatment and maintained throughout treatment.

5.3 Preclinical safety data

Nonclinical data on itraconazole revealed no indications for gene toxicity, primary carcinogenicity or
impairment of fertility. At high doses, effects were observed in the adrenal cortex, liver and the
mononuclear phagocyte system but appear to have a low relevance for the proposed clinical use.
Itraconazole was found to cause a dose-related increase in maternal toxicity, embryotoxicity and
teratogenicity in rats and mice at high doses. A global lower bone mineral density was observed in juvenile
dogs after chronic itraconazole administration, and in rats, a decreased bone plate activity, thinning of the
zona compacta of the large bones, and an increased bone fragility was observed.

6. PHARMACEUTICAL PARTICULARS
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6.1 List of excipients

Hydroxypropyl-pB-cyclodextrin, sorbitol E420, propylene glycol, cherry flavour 1 (contains 1,2-propylene
glycol E 1520 and acetic acid E 260, cherry flavour 2 (contains 1,2-propylene glycol E 1520 and lactic acid
E 270), caramel, sodium saccharin, hydrochloric acid and sodium hydroxide (for pH adjustment), purified
water.

6.2 Incompatibilities

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

6.3  Shelf life

2 years as packaged for sale.
1 month after first opening the container.

6.4 Special precautions for storage
Do not store above 25°C.
6.5 Nature and contents of container

150 ml amber glass bottle, with child-resistant polypropylene screw cap and LDPE liner ring.
A measuring cup graduated to indicate 10ml is provided.

6.6 Special precautions for use and handling

SPORANOZX Oral Solution is supplied in bottles with a child-proof cap, and should be opened as follows:
push the plastic screw cap down while turning it counter clockwise.

7. MARKETING AUTHORISATION HOLDER

8. MARKETING AUTHORISATION NUMBER(S)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

26 April 1996

10. DATE OF REVISION OF THE TEXT

21 March 2011
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SPORANOX Wi 10 mg/mL

2. RARUSE
SPORANOX WHi#% 1 mL #|Z itraconazole 10 mg # & A3 5.
VILE h—/L E420 (190 p L/mL)
ETOEPMANZSNTIE, 6.1 2RO L,
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INEBEF

5ODIFERRBITHAAN ST 6 1 A5 14 50/ NRBFE 250 $il % %512 SPORANOX N AR D
L2 U7z, BEERY T 0N OENEEE B o ¥ AE U T B M B R RYYE ORI D =01z, D
72< &b 1[ELLED SPORANOX WHIRDF 54 % T - BE M OLE2MT — 4 2 NE L=, ZhbOE
KRB L 0 ER L= LetT — Z IS NRBFICBW T b THREEEICRD S - gIERIE, &
i (36.0%) , FE# (30.8%), FHI (28.4%) , KEEDRKIE (232%) , 2 (22.8%) , MW (17.2%) ,
B (15.6%) , it (14.0%) ROWEEK (11.2%) Th-oiz, /WNRERFE THE L= IR ofE Tk
ANORITER &Rk TH o720, BERAORERI/NEBEICBWLTED T2,

4.9 BEES
fER

MAEDOA b7 2y =V EAERLCBEOERICET ST — 2 ZR 5 Tw5, SPORANOX N
fi% 1000 mg X% SPORANOX # 7 /L#| 3000 mg £ THOTF —# %, HEEHERAKICALNTHE
FEHEZLELL TV,

ALiE

WEEG N Z > HE I HERIEZIT) Z &, 5% 1 REUNTHIULE RS 175, SLEIC
Jo U TIEHIRE R WD, A4 b7 2 —diiE@EN CRETE R, 4 M T a3y — iR ER R
WRER 72 iRl AR,

5. REFHRE

5.1 ROFHIFHE

O - BHHPEEA], YT —VakE R
ATC = — F: J02A C02

ik Ta
BHED 4ol A FUALEELZLEL, =V IRXAT7Fa—LE2Eb 852 L0k, BEOMEE
WS %,

PK/PD
A b7 FV—=NEGFDHT I 7Y —AREA MO PKPD HEIX, FHOLZAREL, Fiz,
PEEA O BREOMR S /=15, PR/PD HBOMFIIREETH 5.

R
T = )VREANH T D EEOMPERBROBEE XKL, TOEITEKOEREROERERT 5,
INETIZOLLo TV AHIMERFIZLL T EEBY -

14 ol A FALEESR (IEROBER) 22— R4 586 TERGTIDMFIFE
g%gmﬁ%%%%m&b,Ma%%%ﬂk%%(ﬁ%%%)mﬁﬁﬁﬂffwﬁtﬂféﬁﬁ
M
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BT AR—FOBFEIHRBIZLY, 4 b7 a)ry—LoOBEFEMRA~OHEY (RN SA b
T at Y —VOkgE) B

RN, 1RO T ) — VR TOMERLT L HIENrOT Y — L REANZLHTETED & 1T
WAV, B PHAERBICBWTT VY — LR IEA T ORZEMMER T EN T,

TVAZHRAL b

A T F—VOEEIIKT DT LA 7 RA 2 M, EUCAST i TIEEL STV R0,

A hFary—=rDT VLA IHRA v ML CLSI IBZHEWT, RIEMEFEERENO SRS
VHEBIZOWT LML S TWARY, CLSI {EIZBITAA R o7 a Yy —ArDT7 LA 7 RA v ME
0.125 mg/L LA F CREEMEDH VY, 1 mg/L L ETiETH -7z,

BAMIEOBEEL, NS h-FEEOHIRER OCFERICE > TRRD Z LD, FRIEE ORMEL
TBROBRTIE, HIBENOMMEICET 5 E®EAFTHZENEE L,

Dip EHLEROBYYEIZBWTA T a Y — oG RIS LD XD 2y, HERRE D
M2 B HE U 7= 354 121E, MBS U CHEMFICHRT 52 &,

in vitro \[ZEB\\TA b7 aF Y —)UiZxt 4 2 BEORBSZ ISR, HEEEE, HEO4HBRE
R OSG O BIEIKGFET 5, ZOXHBRBERNOA F T2V —d MIC DXL OFEREN, L
FToRDOEZNEIZ, MICoo< A T2 —)b 1 mg/Li2#,5<, in vitro TOREZME & BEH A A 4D
PECHBIIE A2V,

Sporanox Oral Solution Euro SmPC 11



—RECERZETH O ERE
Aspergillus spp.”
Blastomyces dermatitidis
Candida albicans
Candida parapsilosis
Cladosporium spp.
Coccidioides immitis"
Cryptococcus neoformans
Epidermophyton floccosum
Fonsecaea spp.
Geotrichum spp.
Histoplasma spp.
Malassezia (formerly Pityrosporum) spp.
Microsporum spp.
Paracoccidioides brasiliensis"
Penicillium marneffei’
Pseudallescheria boydii
Sporothrix schenckii
Trichophyton spp.
Trichosporon spp.

R4 A% D T REME D & D Tl
Candida glabrata’
Candida krusei
Candida tropicalis®

BRMEEZF I S EE
Absidia spp.
Fusarium spp.
Mucor spp.
Rhizomucor spp.
Rhizopus spp.
Scedosporium proliferans
Scopulariopsis spp.

1: ZhbHEERI— v /B~ T LI BENLDEEEhD L id 5,

2 1 A N7 2F VT R H T D Aspergillus fumigatus DIRE R H 5,

3: BAAP SRR

INEBE

SPORANOX WA D BEM R et %, 0D 145% (PR : 5% DAFPERBUDE/NE B
103 f5il 2 P R IC B R T8 Z it U 72 28 TLAR IR FEFE BB TR L 7=, 12 A L DBE (78%)
2, EMMEEREODRIEEHEBHEZZ T T, TRTORFIZA T 2+ Y — LA S mgkg
Z1H 130T 2ENZAE U TIRA Lz, RERIREREBROT A U TIEERSR E Lo 7T, A
B4 5 ERARRIIE SN oTo, 4 FTaF Y — L L OREEEREDR, 1 RFHEIZHH Y Tl
BElCALN-AEFRIT, EH, FFEEREROERE ch -7,

5.2 EYEIEZNRE

—AREY 72 KB ARGt

PRSI E M OB R BEEA X RIC LT, HERGRERICRERGRIICE DA FTa)Y
— IV DIEEREE RS L7z,
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WU

WHIEES#%, 4 b7 aF = g@enicBilsni, e T TROKE Lz E S REEIX
2.5 B IRz E L, £/, BRICNAEREZRG LI EDA( bTat Yy — 1 oi
KINSAFT_ATEY T 4138 55% ThH Y, R T TIE 30%8 L7,

pagiil

Mg A b7 257 —ADOKES (99.8%) IEZ-AHEICHEAELTEY, EREERSIEIT LT 2
YTHDH R ThHore Fafxi A bT7aF Y —L:996%), /-, 4 b7 a3+ Y —LidfEEIC
% LT HmWEFMEEZ R, EEEAIZES T 0.2% LIMFEELRW, A F T3V —LORMNTD
DHREMIIREL (3700 L), 4 b7 25V — LR EFRHOMBEIC DML TWHZ L EZRELTND
(i, B, AFiE, B, B, M A COREE, mIEPRED 2~3 %), E— A REROER
ST, MMM 1 Thodo, MEMER, FRCRE TORY AR ITIIEP & HATRK 4 f5L@mh

oY

A}

A b T aF Y = VEEICFETRE S, Z2<oR@DIcpfEEsnsd, e ¥y A v Fatry—
WIEERFDO—2TH Y, in vitro TA b T aF YV — )L LRIBEOHERIENZ T, £ Fa¥xd
A 7 ar /= LOMENEELIS N T a b =10 2{ETH D,

invitro BT RENT-EBY, 4 FTaF Y — O FELREEEEIL CYP 3A4 Th 5,

Pt

A T3 =3 S 1B URNICATEERE Y & UTRFP (10 35%) RUEFES (59 54%)
et s b, RE(LEOFEFE P ~DPRITTHERED 3~18%THHDIZx L, EHERIIHERED
0.03% Kl TH-ol=, @MHAERTIIFRHORaFfIZLVA T2 LD VT T ABKTT 5,

BRI - IR

A b7 aFY =L ORYBEBIIIEFRE TH Y, KEERGEIZLY EPICERT S, £ 15 HETH
BOREFIREBICEEL, Cmax MUY AUC IZHEH 5% D 4~T (FOEMEEZ R, RIEE 5% DY
THRARRHIK 40 s T°H 5

ERGEERH

Vg & Sk a

FEREGERE 6 5 R ONTRE A gl 12 A28z, 4 hF =27 —/b (100 mg /1 7E/X1) DH
B 5 X 5 e g £ U7, RO AUCICHFHFNABEZEITRD bhano o, R
Wl L i UC, IFREAPERE DY) Cmax 1T 47% & FFHFAICHEISHD L, HEBYEREIE 2
f& (37 £ 17vs 16 £ 50H) (JHER L7z, AFEEREIZRBIT 54 T a7 Y — L ORM#ERIZET
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Z) :7_:-— ﬁ #‘if:ﬁlf \0

EEERE
BEEREICBITAAS FTa Yy —AROBEICETAF—ZIZRONATWS, 2 b6DBF Ik
LCIHEEICHRET A L,

NERE

6 1 A6 14 OGP ERBAE/ N8B FEIZ, SPORANOX WAL 5 mgkg 2 1 H 1 [HIXIiT 2 =i
FELTHRS Lz 2 >ORMEERRZ £ L=, 61D UmO/NRBEFIZB TS, T aty—
OB RIL, TNLVEFONREEATOREm NPT, TXTO/NET, mEfh oA F T aty—

WITE BT 3~5 HHICZIRPHIF T HREISEL, TOREIIIARIINZE C ClFr s/

5.3 FBEKRREET—4

A+ T 3TV = VOIFRT —F 00, BinEE, —RIEENE, ZRE~OREIIBRE SR o
oo mMETIIRIEEE, N, B~ O EN B S I HESERRAR H & & OB I
EEZbNhD, 7y MRS URIZA b Tary—LEalEaHE Ll 25, AREKFNICREY
wlE, MRIRFEER OMEGFRAEZ N ST, S A XA T a Y —LE2RIRGER, SERE
BREDIKT RO LNz, T v FTHE, BHRIEEOT, KEVEEE R OIEEL L UVF Mgtk D
NHEED Bz,

6. WHICEET HFHR
6.1 o
ERefxr o n-g-v7usrxAr)y, YVILE b= E420, 7L Z ) a—), F=U
—7L——1 (1,227t 7Y a—/LE1520 LE#EE E 260) , F=xU—71L—1—2 (1,271
ELy 7Y a—LE 1520 L9EE E270) , BT AN, Bob Ut v oL, EEENROUKERET Y
7 L (pH FAFEA & LT0) WONT KK,

C2EERE
AANZHOWTOREEDIIBRFI STV RV, KA EMAIZRE LTI 520,

6.3 AR
TR O EED E £ T 24
BRE%IZ 1 A A

CARELDEE
25 CHDOGFTIZRIE LW 2 &,
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6.5 %

F¥ AN KR IN—T A7 Va—Fyv 7 (R Far’'Ly), 54—V (BEBERYFL
V) {8 T 2k (150 mL).

10mL @ B & FHED v T 2RS35,

6.6 FARURYEWAEICET2RAEE
SPORANOX WHIEIZF ¥ AV T N—TF% v v 7 EDOIIZA->TEY, kOIFETHRIT S,
Xy v TEEEFRICH L2 SE,

7. EEGEFERENGE
8. ERXGRFEREES
9. MIREREBRUESHA
1996 54 H 26 H
10. AXHETH
201143 H 21 H
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