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Itraconazole (ITCZ) iZ,
TV —=NVRIBT H2PEREIETDH 525,

e > ¥ FHEICRTT 5 itraconazole W & 1 72 IVEEIZ X B iRHERI B0 Lk
o

W ey - BA MY - Bk WY - 905 o1
VTR R H R v 4

VRO RF B AR

VALK A S B R e o B o i A

O HCRUHR LB 3 e ML A R

O BE AR N AL [ B B 35 v RO e RS R S > 8 —

O RO AR A M IR LR BEAS 4 R
CPI184FE 6 H 1 HZAT - Pk 18 4 8 A 23 H %)

Itraconazole (ITCZ) XA TL 2B MERELEZET 57 V- VRILEWETH 5, ITCZ
HARIRAEEDSE L, ki s 72V ITCZ-Cap) DAPEAUL SN T W28, T OBANTREH%
HHOWRINEEDG—E Lk wE o 72 BYEhE LoMErAd 0, ITCZ OEKRNAREEZHIFK L Tni, i
F, ZOMEZRERYT 5729012, BREHZED hydroxypropyl-B-cyclodextrin (HP-B-CD) ishz & ) T
WAL L7z ITCZ WHIE (ITCZ-0S) 2SBFs S M7ze S OFBHANIOWT, FERMHKID ITCZ-Cap & DT
WA % BRI 5 7200, THEEINEE S > Y ¥ EDBE % 2 B0, — I ITCZ-0S %, i)y
2 ITCZ-Cap Z\W 31 d 200 mg/H, 1 H 11, FHI 7 HEREOES T 5 L0y BT A Ik 2%E
Rolb AT TE B M i B % 4015 39 Madk 41 SR BV CEM L 72, B, HSHIHIC WwTIE, H5HA
A5 8 H HOR R Tl (BRFER A 2 7 &570) ITIEES Wb OO GFi#ED S A 3 7 H5EA L7
BlzBWTIE, 5127 AMOKGHkEEZTREE L7z, EEFMEE TH 55 8 HHOERHIZ,
ITCZ-OS #T 70.3% (52/74 1) &7y, ITCZ-Cap #T® 494% (42/85 Bl) 1R TH S ZWIEH D
A, L LAEN T EATRENTz, B O RGO ZR)Z1E, TTCZ-0S #7535 784 % (58/74 #i),
ITCZ-Cap #H682% (58/85 i) Td - 720 ITCZ-0S IRIEFEHAHL, 7 HH DK E-T 70.3% DR
WZER AR U728, BIRA T SNIERICBWTOERGMEICE D, ELED S S % 510 Easl]
HTEDLIEIIRENT HEEND RO TH 5 HETEILRIZ, ITCZ-0S #:3 X N ITCZ-Cap #E LS
BWT, Th2zh#&x5- 8 HHTT7L6% (53/74 1) & 329% (28/85 i), #%45-15 HH T 69.0% (20/29
) & 432% (19/44B1) L7 0, WIFNOE M TYH ITCZ-0S HEPEFITHWIEEIEEZRLE (Z1
ZN p<0.0001, p=0.006). HERIAE IS S5 NZEIEMIZMEE L DICHED D DId% L, £ Dk
THY, WTFNOIEIRD PG/ D 2\ ITP G T RIS R F 72138 L 720 ITCZ-0S BIZB W TORE
fRAIBI IR IR % & Bb N B0 F &5 bz,

PLEo gD S, ITCZ-0S 13 200 mg/H, 1 H 1 FIZEERE G2 X T, LIENEE A >~ ¥ FIEICxTT 5
BENTERENEZ KGR SR 2K TH D Z LRSI, LA THREWEE S ~ ¥ ¥ HED
IS B B BRI A RS S 7z,

Key words: itraconazole, oral solution, capsule formulation, oral candidiasis, hydroxypropyl-S-

cyclodextrin

Fluconazole (FLCZ) &ML V)
L DR VPLE R A X

OCT. 2006

95 2 EARER I N, HRMILSBHIN TV, &
%5 &N 72 ITCZ » 7 )V# (ITCZ-Cap) FHMIZBNWT

7 PV b L, FLCZ O BEZEDPE N & &N 5 Candida
krusei 3 X U Candida glabrata 123+ LT & B WHLELEIEME % 7R
Fo RFTH A TN (L MY V=V h TEIV50) D5, B
TEPERL N 70 © DN B AE 125 L TN BRI R 2 5

BT CHR L CRHENEWISTI L RICBIRE NS 72
O, BRPGW I N TEROMIESLHATH L, LPL, &
ERREERAIC L) BHERPTELWEEL, L 7ay
=7 EORIBEZ I L TR, BRINOKT 253

*HOEHR A\ EFHRIR 359
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OHN, THRMEREYREIEONGENZ EFP R LR
Vo F T, BB ORERIRIEIRIIC & > TITCZ OWINAA
HENBZERLIZ, YARBETS TR M3
PN, BRHREREEZBIETE 2 X9 25 Ly
DWENLEIN TV e ZOZ—XIER B EN
ITCZ WA (ITCZ-0S) &, MRt ITCZ 4+ % il
o HP-B-CD AT L Z Lk o Tl b L, W% %
FALL2BHITH Y, T TR TIREEREEH S Tw5,
Aolnl, CIEEIREE A~ ¥ 7 E 2 512, TTCZ-0S DBHFEAIR
% ITCZ-Cap OZ N & B % 72012, &I 39 Mifk 41
ZHERHZI B W TITCZ-0S & ITCZ-Cap # V3N 200 mg/
W% 1 H 1, 57 HERO®RS Lz 2 BICow T, EER
SATHER R 24T & & &2 FHE L7z,
L & &HAHE
1. #EE
BEBRE OB ERIE 200245 H X 0 200347 HE TOM
2, kg % & 39 fiEk TiTbi iz, W, ABEE 7z
BRZZT 5 20U LTI BMUTOEZED Y B, Lk
F2IEWE O A& £ 721358k % EOFT A & LIPEIREE A
YYYREEBE N, PIERNIGEESLE L RSN
BEL L B, TioO~0ITFENT 2 BH IS5
MHBENTEZEE LT
Q7 V= VAPERIE I L CREGEDOBAE O H 5
Ea
@RISR FIART O 2 BB LINICHIERE (7T 407
Y B (AMPH-B) #HEH - $8*- oy 7* 7o
P)=V—=nbtu—F* FIYVEFrT 1 V8 FA RS
FUEE*, 7aFV—)v (FLCZ) & 7k - 4t
g, IV MYy BFC) &O%E IA770F v
(MCFG) fii, 3 a+v—n (MCZ) FiEgtH -
WAROH™) 2 L7283 (2720, RFEH 03
(*) 1B L CiiaBetEs: 5 aGwr 1 B LI L
EEELL.
QiR IR FIART O 2 FRMLAMNIZ ITCZ-Cap A L
7B,
OUIWE F 72 HBE S~ O ARG 2 Eirh 0 BH, £
723 TS OFA~ OIS HE T 2 2 HE DLW O 3
B®AST (GOT) F 7213 ALT (GPT) AShia%iE# &t
LB 25 f5LL Lo B,
OFEERFRE BUERF2E, FEZ, #HEZ L) OBUE
T REO D 5 B
@) o OAREER, 72139 o P OA L0 AR
DH5HEE
®FENaPERAESE B
@QVHFYE, FNVNT2FVY, TAFIV—), EE
TR, PITVIA, VUNRYFY, FZTU R
G o B, 72 3ARBEBREGH O 2 EE LN (G
I H.BEH L VEHE) IS oK E I T
Wiz B,

OFEfR, i £ 721 30TR LT 2 eSS 5 B
F RS IR 2 A B B

OAREERFMETT O 3 7 HUAN GRERSERS-FiGH X 0 &t
H) 1MoL B,

@F DM, TEREIRED 72O TFHEIA K TR b
DEGVELWEEZ ONDL R E, HBEOGRE,
V% IS % 9 2 TR £ 72136 B4
PRl 25 AN 2 & KT L 72 o
2. BEOMNE
RGO E IS, FEIHSCEZ H v TRER

OMERB X OBEBREANCE LT3 L, wisgR

AOBHHEBIZX 2 FE2 CEITL D E7
3. IREREEA
HEREEH & L ¢, ITCZ-0S (1 mL 112 ITCZ 10 mg

BLXUHPB-CD400mg 25 (T 5ay 7)) BLO

ITCZ-Cap (1 # 7 VHIZITCZ0 mg # 54T HH T

LVIE) B L7z,

4. BB

ITCZ-OS #1X 1 H 1 I, 2212 20 mL(ITCZ & LT
200 mg), ITCZ-Cap #1131 H 110, EEHEIC4H TR
(ITCZ £ LT 200 mg) % #%5- L 72, ITCZ-0S (3 ¥ 1
WZE A, TENICERZITEESERICKRAAL T &
L, BHBIKEMIZ, IR EZITHLTRELZWV
ZEE L7 BHHMIZ7THEE L2, 5 8HHAIKZ
BREAEIR Z 2 7 GFHMED 0 12k o 2R 2 i X, &5
BB LR THRREEIR 2 2 7 A5 L7 2 & H DS
B B ITHRBESE G- AT B & W S 7ERNIZ D W T
12, X5 7 HHE ORGHk2 TRE & L7,

B, TioO~DIZFEYT 5 RGO 2 %
FAFTEEZONLFH B L OBREIZEILTH L L
720
DITCZ L OB X ) EE LA FHLAEL 5 W HENE

WhHEHR (Y FYFR, FVT72FY Y, TAFI

V=, ¥EVYF, F2VUY, YIUNRTFV),
@ITCZ & ORI & b b EE B, YRR ®, 1R

MR O H 23K (M) TYI LA, TELV=

JE V),

GITCZ £ DPHIZE ) ITCZ DIMFEEFET ¥ 5
e 23K (V) 7 7 ¥ ¥ v, rifabutin @ EIPI
B, Fxz= bV, Tz NVEF—), A V=T
YR

OFT R TOPEHIE,

G Z D35 X TR,

OFREFryaI—F VYW, Btk 72>
(7 F=VEWE) & T XTOEMWE,

DIINE F 72 S MHTE A~ O B E #

5. FiE H & BlgtE

1) FEEEHiiEH

AHRVED EERHME X EMUGERE & L7z, il
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Table 1. Schedule of the present clinical trial

Day 15
(end of
Tre{;{zent Day 1-7 Day 8 Day 9-14 Treator?eno After Day 14
withdrawal
day

Drug administration O A ZAN
Baseline characteristics O
Clinical symptom O O AN
Mycological tests O O A
Plasma drug concn O O A
Adverse events O O A A O
Laboratory tests" O O A A
12-lead ECG O O A A
Clinical photograph O O A

O Rrquired, 2 in case of continued administration after Day 8

U Hematology: WBC, RBC, hemoglobin, hematocrit, platelet count, and differential WBC (neutrophils, basophils, lymphocytes,

monocytes, etc.)

Blood chemistry: AST (GOT), ALT (GPT), LDH, ALP, y-GTP, total protein, total bilirubin, total cholesterol, triglyceride, BUN,

creatinine, uric acid, and electrolytes (Na, K and CI)

Urinalysis: Urinary protein (qualitative), urinary sugar (qualitative), and occult blood (qualitative)

X, TIREMREE S >~ O FRED EE L FRRAEIR Gk, He
THEE, HE, R OEEEA T E245LHEICHE
DWTHIE L7zo BRIEROFEREFE A I 71X Freo 5
A ZIEDNC, (3 FEEIN2 - p SR B0 : 4
JER] D ABRICA a7 b L7z A o ek lL
[0 AV REDOBISHAZIEL L Z E0H
512 REOBICIZILITRAZEL S I[3 : EHOWRE
WCBWTHOEIAYR D S| & L, [He TR o ek
13 [0: EMEEFEBVHRALDL ][] Bz E
FTOTHNIKAAD B 2 1 B ERLWARIT IR AR D
% [3: AR o/NES 2 BT DAME AR L A kA A D 7
Wl kL, TAB] 2203 T3k oz [0: [/
FIWENFE - 72 BN WIREIN : Mo/
BB E RIS HIREI2 : OB T 235K
EBEACRICHEE T 2R3 HE T3 BARPREA L
7IRE & L7

FEERIER A T 7 OEEHED S T RLOFH A Tl
ML, SRUGEREZ TR - 100% J, [ HEE © 66%
PLE100% i, T2 © 33% Lh L 66% Al [ -
0% L1 33% ki), THEAL : 0% K] o b Bk CRHM
L7

FREBEA T T WAHE (%) =

e 5-BMGERHT A 2 7 A EHE - FEl H R 2 7 A EHE

Pe5-BUETT A 2 7 A EHl

FERARAEIR A 2 7 1386 5- BGRB8 L O 5- 8 H B IZH)
L7228, G sl owCidik s 15 HH 721335
HIEHWCHAT) Sk & Lize &edB, %5 8 HHOEHIIC
35 1~7 H HoR G5 b — 7 2 &0, %515 H
HOFZ 1335 9~14 H Ho 5 IEEF— 5 2 &0

x 100

725

2)  RIREHIGEH

RIKEHIE B L, BERFORIE, 84 ORREERICR
FTAHREB LM EYRE L L, BRAT Y 2—
(Table 1) \ZHE- THIZEL X UME AT 720
HRENRA L LT, HESER, KRB X O%EH
BZVRBR T o720 9, H5-Bam, 58 HH,
e 5-15 H B F 7213kl (B 5-8k6e60) 1S A7 7% Flv
THMEPIRZE R & O Mk 2 3R L, Gl & 7213 4
Yeft AR Z VR L CIEBESEMRIC X % Candida O A 1% 8
2L, Fheh [kl [Rd] SHE Lz, ki, M
UHifk% 7 mEe7 F—8ic+5REMEL, 35C T48
R L%, REIuo—ofm#H, SR ST
LB, REERELZ[0: I0=—DRENY v —
LD 1/3KiIN+ a0 =—HY v —LEKD
/3 EICREI2+ a0 =—aY vy — LHEED 1/2
VEIZREIN3+ a0 ==Y vy — L OIRITEMmIH
Hl OABRBEICAITIL L2 T2, WAkHh S OS5
WiZ2Ww T, MEEAAREICX Y ITCZ ® MIC
(ICs) fili% #llsE L CHEH K2 % M L 7zo MRS,
AMPH-B, 5-FC, FLCZ, MCZ, 7 a F U<V — LD
MIC fEIZ DWW T A L 720

BLNEMR R, #H5HEmE X O0RS- 8 HE, &5
15 H B & 72139 1k (3 5-#k 6 Bl) O B R 24 R S,
FLREM RN R 2 [ - 3 5-BIARIAS 1+ ~3 + CREilks
AT 0N « $e 5-BAMETTAY 2+ ~3 + TREAMRRNIC 0 12
EFE S Lo 72H5 A - $5-BakHT & FHEIRE T o
KGR — AT EAL © SEMIE I O R 5 G- B dawT & 0 &
ALITHEASEE © $5-BaaT & SHER I O R d
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0] &5 BB TR L 720

AR SEY IR EE L, G-I B X 58 HH, #
515 HH F 7213 kK (B5-86e60) B X OREBREAT:
(533H) BERGASLEE & FIMr L 72354012, ITCZ % 5 NS,
ITCZ REALREMSEDOEEE AT 2 FERBWTH S
hydroxy-itraconazol (OH-ITCZ) o4 Ifi et s % Ml &
L7,

3)  REVEDOFHM
ZEMEIZDOWTIE, BEBRA 7 ¥ 22—V (Table 1) 126 -
Thahiz, HEFRE (HARER, MER) opig -
FUR, ERRMAT (MMM, MR LR, R
Medt) B L O 12 FHELEMBA O RIS THIE L
72o

A OF G WIHE ISR EE LD 5w A EFE L L
BWER OSSR E [HERL] L L, BBREALOR
BB O SN ENFERIBETE RV O% [RIE
Ml & L7, 72720, BHNERORBEM, 5k
DFERER OFEAL, HEHRR L 7o 72 EIHEIC IO <
FERDEAL E3FERF L L TibARnwZ L & L
BEREDSHB L 26, FAERE 2 [ [ [ &
B o3BT CHEL, AL oOREMGRE [
W7 LI 4 7% LT et/ M gete kN3] o
5B CHE L 72,

6. FHEHEHT

1) TSR

ARG TIE [IRRBITIRE] B X0 (TR EET
EHEEH ] 2 TROSLMUIHET 2R E L. B,
RGERO BIIZERRIIES 2 BEE S 5B TH Y,
W EEwm LT [IRKMEITIRE] 2H$T5 2L
BTl e\ 72, [EBRGE T A 0 ] & A %D
PEDIRNTT REN & UTzo [HRASENT I G50 N3 150 Sk
IR L2 SE RS & RIE S N 7IEBI D S R DODO~BIZFE 4T B IE
Bl % BAh U728 & U720 [ RN S0 oo By i,
OIR BB IT R L I Sz oo, REBRERS

BHIATR ARG T d o 72 2 & 2SI L 225
@IEHEL 1 EBMHH L TR wiiEs,
QBB 5412 1 B A0 T b o 72
JEB

& L7z [TRBRIFEMETmEE A6 L, [R50
PORDDO~DIZFEB T HIER % By L2 EF E L7z,
EBERET I EEAE ] ORIV,
OEBRREOPG- M $As 7 HE OB G-H O 5 B 4 Bl
DREH
@7 — & ORY P12 & 0 FZEHIGIE H ASENT A 5 Botb

SNTHER,
QFE KR 2 IGERFE it W F D B > 72l
OEFEHFR T -ZFEZEOVTRO N ELP S L EKNETH

B h VT T DRER S N H o 7ER,

kL7

VDB REFNOWTIE, AEFIESERF @
EHIWF S NABERE D S RDOOD, OIS T BIER % B
AU 72T RV S B & Uiz [ PR R S ]
DRI,

OEBEL TELMEH L T wiEsl,
QIRFE 5412 1 B D ZEWFM O 720 O RAEH» T H

N r o 2B,

L7

2) TN

FZIT L, [TRBERET I HFEA6 TS5 8 HE
WZHE SN ERRUGEEIC B 5 FR (SRS E S
(VR F 7203 [EHYGE ] &5l S o8B &R
HOLEE) HHW, 7, SEGHOFENEB LY
FRNHED 95% BEEMAEL L, ZoME2 55/ MO
TR D (ITCZ-0S # —ITCZ-Cap B) B X I ZD#ED
95% BHEXMEAH L7z, &G OBEREDOEIZBI
% 95% EEX B O THBRAEA-10% L~ —
V) U Eo¥iE %, ITCZ-0S @ ITCZ-Cap (233 5 Ak
MIELTEAHGE S 7z & T2 720

FERNT OBIKIENT & LT, SRR N 2 & 1o e
FEORHENBEETTAHE LI, HE 15 HE 21
rpk R (B G-RkEEE1), HmARREGIRE (7 H #5622
Tid 8 H H DMt %, #x 5k lic > w35 15 HE
F 23R 2 BOBORM) OeBKLEEIZON
TY, FEMT & RO 217 - 726

3)  EIRKIRAT

BIRENT & LT, BRFPWRIR, BRERB X UCER
AT AR 21T o 720 72, MAEHSEYRE
BLUOERNANRAER R E AREE OBEEICET 2%
1o 72

4)  FBRHT O I Bl AT

$5 8 HHOLEBRUGEEICOWT, BETRICILE
BURHT 247 > 725

5) AT

AERZIIOVWTIE, G LICHEAERLOTRI
Bk, FEBREZZONRBAHME R T L LB, A
EHRLBBBO—BEREMER L, BEMEOFHM 2175 720
F72, BIERICOWCTHERR L FRORIT 21T - 720

B R AR A (MR 22 IR A 7 © DN IR A b2 R AT)
IZOoWTIE, BG5S LIS KRFAM R TR ML 2 4T 9
LB, BBRERIGAHZROEICHET AMmEILE LT -
720 MMEDOZEWLHEBIZOWTIE, GBI LK
il 2 & B 5-BAATT & O 7 0 AL R AT 720

6) FtalfENT

Pe LB o LB R a1 1Z, Fisher IEfEM%E, Wilcoxon
MEAZFRE B & OF 1 JELE S HO AT 2 v, Wl E <
5% A RAKIEL L7z,

7. A Y 5 e

KB, ~NVvY U FET (20004, =Y NTHE]
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Total number: 214
ITCZ-0S: 104
ITCZ-Cap: 110

Full Analysis Set/
Safety Analysis Set: 208
ITCZ-0S: 104
ITCZ-Cap: 104

Exclusion from Full Analysis Set
/Safety Analysis Set: 6

ITCZ-0S: 0

ITCZ-Cap: 6

Per Protocol Set: 159
ITCZ-0S: 74
ITCZ-Cap: 85

I

Exclusion from Per Protocol Set: 49 |
ITCZ-0S: 30 i
ITCZ-Cap: 19

8 days administration: 84

(include 1-7 day administration)
ITCZ-0S: 45
ITCZ-Cap: 39

]

Continuation & administration
after 8 days: 73

Exclusion from data of continued
administration: 2

ITCZ-0S: 29 ITCZ-0S: 0
ITCZ-Cap: 44 ITCZ-Cap: 2
Fig. 1. Number of cases subject to analysis or exclusion.

RO (B ARG ISR, [ B 38 5 O B R TR BR o FE it o0 He
WIS 2484 ] HAEARSE 285 CPFR94E3 A 27T H
i), TEEIESOEREBOEROIEHEIZET 24845 Dl
FTITDWT ] S35 430 5B R R CEFR 943 H
27 HA), TR ORI O FER O FMEDET IO
T BESEHS 445 B R AR WA/ SR E 68 5 iR Rl
FCER 94E5 H 28 HAY), [EREEMOEKIERO KD
JLiE (GCP) OWNE ] PR SEFHER B HE 40 5 CF
94E3 H 13 HA)) BLUOEHLEOMTODL LITHIEL
720
nm A B K #&

1. ﬂ%uﬂ@v\léﬁ

Fig. LITRT £ 912, AEERICIE 214 Bl AN S
h, Zo46l -iﬂ,fﬁf% ZHEFAE AT SN,
MAANLNIZ 214 BID D &, S RAIEAE K il§ 2 5
FIEFEN LRI L ) RBBICAEY TH L Z A8
M L7222 812X 5T, BBRENRG- SN h o726 6]
% BRA L 72 208 51 (ITCZ-0S % 104 1, ITCZ-Cap B 104
Bl) % [HRAT G5 | 3 X OF TRA VR S | &
LTHo7e 2DH %, 58 HHDFHiIZOWTIE 159
%) (ITCZ-0S # 74 1, ITCZ-Cap B85 ), 5 8 HH
DIFE b ¥ 5kt L 72002 BT 288515 H H 0 2Rl
WX 73 1) (ITCZ-0S # 29 1, ITCZ-Cap B 44 1) %

NRBREMETIEFEGH ] & LTiko72

B, [EBRFEREEESGE 0% 8 H H ORI
B TTRKIBNTHR B 17 S Bt S 7z 49 o RRIE
R GFRIEE O R FIREICB W TRRER & L
T Candida DSHER S N Ao 72 35 B, TRERF N FH &
D& - 7210 B, GR350 A4 H *«?ﬁ’(i‘xffqﬂ]:
X572 68, 7— % O T IZ XD FZEEHEIEE A
et S sz 26 (EEERNZ &L Tho ik
(Fig. 1o

2 m%dﬁﬂ

[VEBRFEGRTEEESH ] O 159 fllconwCTHEEE R
(Table 2) Z Miid L7=45 R, FERE Y FIAHEoHZ L
L7- A REKE 15% LT OHB XD by, & G5REMNIC
NEEEIRD LN o Tz, b, S L E N ER
\& Candida albicans 3% H - 72%%, FLCZ REZMEE S
% C. krusei 3 X U C. glabrata 53R b 38D 57z,

3. AREDEH

1) EReErE

[RERERERTEEE B |0 159 1% 3R L 72k
EBEIZBWT, &5 8HHOFERE ([HK] BL U [#F
BHE R ] SRS 28 4) (& ITCZ-0S #EA$70.3%
(52/74 $1), ITCZ-Cap #EAS494% (42/85 Bl) TdH -7z
(Fig. 2) o EEMENT ORER, $45-8 HHIZBIF 2EFRFO



* Unidentified Candida species
% ANOVA: analysis of variance

VOL. 54 S-1 CIREMREE A > ¥ FHEICx 3 5 ITCZ WH L 7 7 VIR HK 23
Table 2. Baseline characteristics of patients with OPC
Item ITCZ-0S group ITCZ-Cap group test
Gender male 36 45 Fisher's test
female 38 40 p=0.64
20-29 2 1
30-39 2 4
40-49 2 5
Age 50-59 13 9 ANOVA
p=0.96
60-69 24 27
70-79 31 39
Mean+S.D. (Min, Max) 65.0+119 (27,78) 65.1£12.1 (24,79)
. in 55 65 Fisher's test
In/Out hospital out 9 2 p=085
30-39 8 8
40-49 23 25
50-59 23 26
. 60-69 13 18 ANOVA ¥
Body weight (kg) 20-79 6 7 p=047
80-89 1 0
90-99 0 1
Mean =S.D. (Min, Max) 52.6 11.4 (30.0, 80.0) 53.9%11.6 (310, 96.3)
oral cavity 68 74 Fisher
Site of lesion pharynx 1 0 1sher s test
p=0.19
oropharynx 5 11
i ild 17 23
Severity of = Wilcoxon test
oropharyngeal moderate 44 46 _
Ay p=0.77
candidiasis symptoms severe 13 16
i X without 10 7 Fisher's test
Medical history with 64 78 p=0.31
Complication without 3 3 Fisher's test
P with 71 82 p=10
Previous and/or without 8 6 Fisher's test
concomitant treatment with 66 79 p=042
Microscopic positive 60 68 Fisher's test
examination negative 14 17 p=10
very few 12 12
. | a few 12 16 wil test
ungal recovery n ilcoxon tes
by culture study 1 37 38 p=0.71
2+ 11 18
3+ 2 1
C. albicans 49 56
C. parapsilosis 1 0
C. glabrata 4 6
Candida spp. * 1 0
C. albicans, 5 1
C. tropicalis
C. albicans, 0 1
C. krusei
C. albicans,
C. glabrata ° 13
C. albicans, 0 1
Candida spp. * her
P Fisher s test
Causative fungus C. tropicalis, _
C. glabrata 0 ! p=043
C. albicans,
C. tropicalis, 3 5
C. glabrata
C. albicans,
C. krusei, 0 1
C.glabrata
C. albicans,
C. glabrata, 1 0
Candida spp. *
C. tropicalis,
C. glabrata, 1 0
Candida spp. *
5.FC < 32 ug/mL 72 85 Fisher's test
Antifungal = 32 ug/mL 2 0 p=0.22
sceptibility | o . < 64 ug/mL 66 81 Fisher's test
to = 64 pg/mL 8 4 p=0.23
(m1C) — <1 pg/mL 46 56 Fisher's test
=1 pg/mL 28 29 p=0.74
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(%)
0 20 40 60 80 100
] | ] | 1
Cured 28 Markedly improved Improved Aggravated
ITCZ-0S 2 15 88
(n="74) (37.8%) (32.4%) (20.3%) 0
[ 70.3% *
(95% confidence interval: 58.5-80.3%) 90.5%
ITCZ-Cap 25 17 32 .
(n=85) (29.4%) (20.0%) (37.6%)
[ 494% ="
(95% confidence interval: 38.4-60.5%) 87.1%

Fig. 2. Global improvement in clinical symptoms on Day 8 after administration

(Primary evaluation).

(%)
60 80 100

T

Cured 41
(55.4%)

ITCZ-0S
(n=174)

78.4%

Markedly I A ted
e mproved ggravate
17
B 13 57
(23.0%) (%
(95% confidence interval: 67.3-87.1%) 91.9%

ITCZ-Cap 42
(n=85) (49.4%)

68.2%

16
; (18.8%) (23 5%)
T —— E S —
(95% confidence interval: 57.2-77.9%) 91. 8%

Fig. 3. Final global improvement in clinical symptoms at the end of therapy.

MHER O 71E, 95% EHEX A% 6.0~35.7% T, 15 HEHIX [
DOTRIBFMES-10% # TH S LholzZ &h b,
ITCZ-0S @ LIJPENREE A > ¥ FIENZ X9 5 BRIR A w7k
\ZITCZ-Cap L ERTE LB WT EPKFEES LTz, 5
2, BINERTE LT, ITCZ-0S O¥5- 8 H HOFEREIZ
DWTHE L7z 24, ITCZ-0S 1Z ITCZ-Cap \2X9 5
BRI SNz (p=0.0096, Fisher IEFEMIE) o

EIRAT & L CafedtB B e (Em %
] BXO (W8] eI 02846) 25HBL
7oL 25, P85 8 HHOWFERIE ITCZ-0S #: Tl 90.5%
(67/74 1), ITCZ-Cap Bt TIZ 87.1% (74/85 Bi) Z 7R L,
IZEMETH - 726

F 7z, BRI O S RUGEE OFRFEITOVTIE,
ITCZ-0S #:1% 784% (58/74 %), 1TCZ-Cap #i% 68.2%
(58/85 i) T, ITCZ-0OS & ITCZ-Cap & & IZERIF 1T
Sk bicEoTEA L, FhotiERERL L
M GHEE H%92% Tho72 (Fig.3).

2)  HWRAERIC S 5 %R

PGB H OBRER S & O EREEZ 27 B X 04
RIERICDOWCTOEIEFE A 27 Aitili%, KaHliFs ST
DRI N T G-BAR & ik % &, WilFEe
HICFAMERTLTWSZ RS, ITCZOS & ITCZ-
Cap B HAAERI T L CRIB R UGER R 2 R_ 3 2 &8
MR E N/ (Figs.4, 5)o

3) HEWFMRIE

5.8 H H OB AL, ITCZ-0S BT 71.6% (53/
74 B1) \Z3E L, ITCZ-Cap #ED 329% (28/85 i) 12~
THE (p<0.0001) I, 45 15 HHIZBIF 5, ITCZ-
0S HEDO R ETEILE 69.0% (20/29 %) 1 ITCZ-Cap D
432% (19/44 1) X0 34%E (p=0.006) \ZH2> 72,
T/, %5 8 HHICHEWENAES W] D ETLy
b ERUEREAS [FWYGE ] DL &HE Sz Ef oH)
13, ITCZ-OSHET676% (50/74%1) & %&b, ITCZ-
Cap #£D 400% (34/85 1) X b &7z (Table3)s

4) IR

WEEIC B 5 I4E ITCZ IR DOSEYBRE T X — 5
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Fig. 4. Severity scores for clinical symptoms.

@ ITCZ-0S
B 1TCZ-Cap

Mean = S.D.
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1]
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(74)
(85)

8 days
(74)
(85)

15 days
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ITCZ-0S (n)
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Fig. 5. Total severity scores for clinical symptoms.

WD e & A Z & o FENME#E Fig. 6 (SR $ o i
B SRR O ) E R ) 2 TR BRETICHLE L 2 2o 7272
O, 5% 4~12 BB OB 57— 7 28 12~30
R DO FANCHARTZ LR E o 72, THEMIC
W TIE ITCZ-0S D3 &)L ITCZ-Cap & 9 1&1%##
A7 <, ITCZ-0OS # @ IfiL 4 H ITCZ % /% 13 ITCZ-Cap
BIXhryauwEn2s@Zoohz, $72, &5 8 HHDMIE
FRSRIREE & ERUE R L OBEMEICE T ARG T
MWW IUTB W T SIS A A B2 ab%w:cfr
72

5) AT EE O Bl AT

EENREE A > 2 7 RE O BERERERNC 45 8 H H D4k
LB 2 ERFEE K L2 % Table 4 1SR $
ITCZ-0S #:i2 :bw“Ci BERE 824% (14/17 B1), R
65.9% (29/44 1), FEJFE 69.2% (9/13%1) THo720 2
% ITCZ-Cap ﬁ*%’CO), BERE565% (13/23 B1), Hhagpe
435% (20/46 f51), EFE 56.3% (9/16 Bl) & k3 5 &,

WINOEREEDOY A D ITCZ-OS HDO T A3 VW ER)
RL7ze T2, EHEEDRITEE» OGS 4 75
ICEREE R L2411, Table5 1R X912
ITCZ-0S # 13 5% T 85.2% (23/27 #l), % #H T67.6%
(25/3761) &% o7=DITR L, ITCZ-Cap BElZENZFN
63.6% (21/33 %), 41.0% (16/39%1) %&b, wIFho
Y H A4 TI2BVTH ITCZ-OS HOFH S E Ml % /R L
726

SEESHEE DS A o 72 C. albicans BB B £ O B FE
REBRGHNZOWTHREG 8 HH OEMUBEIIBIT 5
R A JLMET L 720 Table 6 12779 & 912, ITCZ-0S
HOWE L HBEHEOBRIEFITOFNFITZEN TN 694%
(34/49 %), 84.2% (16/19 1), F 7z ITCZ-Cap #Tl3#
NEN589% (33/56 1), 391% (9/23%1) L7&hH, »
TNOEGHNZDOWTH ITCZ-0S FEDFH H3E Wl % 7R
L7z

NCCLS (National Committee for Clinical Laboratory
Standards : KEFRRAERERE ) M2T-A 4 K
4 2B 1T 5 MIC Hl & & H#E (2 H 5w T FLCZ @ MIC
A 64 pg/mL F 23 ZF N EOGEERE R, Zhok
WO MMk Z REARE 7L, BOBODORGEFNNIO W
TEMR MG L 720 FLCZ MM (<64 pg/mL) &3
Bz T, ITCZ-OS #T 682% (45/66 #91), 1TCZ-
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Table

3. Global improvement in clinical symptoms in relation to mycological efficacy (on Day 8 after administration)

ITCZ-0S group

Global improvement in clinical symptoms
Cured Markedly Improved Unchanged Aggravated Total
improved
Eradicated 20 18 11 4 0 53
Reduced 7 5 2 0 0 14
Mycological 7)) 1anged 1 1 2 0 0 4
efficacy
Aggravated 0 0 0 3 0 3
Total 28 24 15 7 0 74
ITCZ-Cap group
Global improvement in clinical symptoms
Cured Markedly Improved Unchanged Aggravated Total
improved
Eradicated 8 8 7 5 0 28
Reduced 13 5 12 2 0 32
Mycological 7)) 1anged 2 3 10 2 0 17
efficacy
Aggravated 2 1 3 2 0 8
Total 25 17 32 11 0 85
(ng/mL)
2,500 @ ITCZ-0S (estimated): (individually measured, n=97)
L = [[] ITCZ-Cap (estimated): (individually measured, n=101)
[ o
2,000 F
b o
g O
Z [ o
g 1500 F ITCZ-0S
a, b
Y L
S
N
£ ITCZ-Cap
g 1000
s
£
500

Time after last drug administration

Fig. 6. Time-course of plasma drug concentration on Day 8 after administration.

Cap # T 50.6% (41/81 ) DERFIH SN, ITCZ-
OS DT 25 W iz 7k L7z (Table 7) o 5 M O EER T,
(B BRI St m T s A 61 ] 424k © FLCZ it Ptk (=64 ug/
mL) 13 12 6 & D72 d 5 7253, ITCZ-0S #5412 % 1 8
W7 BIAER % R L, ITCZ-Cap #EDE5Rh3 (4 B 1 $1)
% Bl o 72,

4, RO

LAV RN BT 5 HEEROREHKII,
ITCZ-0S #:T 64.4% (67/104 ), ITCZ-Cap #: T 44.2%

(46/104 B1) T - 720 BHEH OFHFIZ OV T, ITCZ-
OS #:® 375% (39/104 1) %5 ITCZ-Cap B D 163% (17/
104 %) % LAl o 7225, W oPR5HEC S BT & HE S
NZBDORRABE~FEEOLXVIIZEEFED (Ta-
ble 8), TRTHHEAPLG- D 2 \VITH G THICHE
F IR L7z GBI 2% LLEICHEB L 22RIVER &
L T3, ITCZ-0S B2 B IR (B AE 13.4%, TH1 6.7%,
Bl 4.8%) DTiBD b Tz BRI T O FETHIL, ITCZ-
Cap BEIC 1 BIZRD HNT20 ZOREBNIZHBWTIE, 51
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Table 4. Global improvement in clinical symptoms stratified by severity on Day 8 after administration

Severity of Global improvement in clinical symptoms
clinical Group Markedl Moders 3
ly oderate Cured rate
symptoms Cured improved improved Unchanged Aggravated Total (%)
1TCZ-0S 11 3 2 1 0 17 82.4
Mild
ITCZ-Cap 12 1 7 3 0 23 56.5
ITCZ-0S 16 13 10 5 0 44 65.9
Moderate
ITCZ-Cap 12 8 19 7 0 46 43.5
ITCZ-0S 1 8 3 1 0 13 69.2
Severe
ITCZ-Cap 1 8 6 1 0 16 56.3
Severity of clinical symptoms *rate of (cured + markedly improved)

Mild: Small number of slight white patches or redness
Moderate: Punctate white patches or redness
Severe: Fused white patches or redness

Table 5. Global improvement in clinical symptoms stratified by type of infection on Day 8 after administration

Global improvement in clinical symptoms
niion Group Markedl Moderat Cured rate *
infection Cured varkecly ocerate Unchanged Aggravated Total urec fate
improved improved (%)
ITCZ-0S 15 8 3 1 0 27 85.2
Systemic"
ITCZ-Cap 12 9 10 2 0 33 63.6
) ITCZ-0S 13 12 8 4 0 37 67.6
Local?
ITCZ-Cap 11 5 16 7 0 39 41.0
ITCZ-0S 0 4 4 2 0 10 40.0
Unknown
ITCZ-Cap 2 3 6 2 0 13 38.5
Localized infection * rate of (cured + markedly improved)

U local manifestation of systemic Candida infection
2 localized Candida infection

Table 6. Global improvement in clinical symptoms stratified by causative fungus on Day 8 after administration

Global improvement in clinical symptoms
Causative Group redl p X
fungus Markedly Cured rate *
Cured improved Improved Unchanged Aggravated Total (%)
. ITCZ-0S 18 16 11 4 0 49 69.4
C. albicans
ITCZ-Cap 19 14 18 5 0 56 58.9
ITCZ-08 0 1 1 2 0 4 (=)
C. glabrata
ITCZ-Cap 0 0 1 5 0 6 (=)
o ITCZ-0S 0 0 0 1 0 1 (=)
C. parapsilosis
ITCZ-Cap 0
Unidentified ITCZ-0S 1 0 0 0 0 1 (=)
Candida species ITCZ-Cap 0
Two or more ITCZ-0S 9 7 3 0 0 19 84.2
different Candida
species ITCZ-Cap 6 3 13 1 0 23 39.1

* rate of (cured + markedly improved)

HEICAPRETH 258 THIKLY S BIC X 2KEE Wi EELRDOTIEAR L, 591k 15 HPANIZH
RBEE A 300, Fe 5T 21 BRRICH&ICTHRE L7225, ReAFRD NIz,

$EH & O FERRITEE SNz BITEHIC X 2 iEEIE BRI L ORFBIRHTEE T & W R E O Bw
X, ITCZ-OSH#HT6 6 (BHEEAF, FE 1460, W E#L, ITCZ-0S ¥, ITCZ-Cap # & 12, FITHIMERE,
FRBk 161), ITCZ-Cap BT 1Bl (F34) A58 & 7295, ARIMEREL, FMERSS T 7 & o IERE S 25 E 5 &
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Table 7. Global improvement of clinical symptoms stratified by the category of FLCZ susceptibility on Day 8 after administration

Global improvement in clinical symptoms
FLCZ
e Grou , x
susceptibility P Cured Markedly Improved Unchanged | Aggravated Total Cure% rate

improved (%)
Susceptible ITCZ-08 23 22 15 6 0 66 68.2
(MIC, < 64 ug/mL) | 11cZ-Cap 24 17 30 10 0 81 50.6
Resistant ITCZ-0S 5 2 0 1 0 8 (-)
(MIC, = 64 ug/mL) | 1TCZ-Cap 1 0 2 1 0 4 (=)

*rate of (cured + markedly improved)

Table 8. Safety evaluations

Adverse events

Group Adverse events No adverse events Total 95% confidence interval
ITCZ-08 67 (64.4%) 37 (356%) 104 54.4-73.6
ITCZ-Cap 46 (44.2%) 58 (55.8%) 104 34.5-54.3
Side effects

Severity of side effect No side 95%

Group ffect Total confidence

Mild Moderate Severe Total etlec interval

39 65 p
ITCZ-0S 31 8 0 (37.5%) (62.5%) 104 28.2-47.5
ITCz-Cap 12 5 0 <l6.137 %) (835.;77%) 104 98-24.9

UHFHEREICE T ATHE TRO LNz WTN D TR L H
Wr S 7o REEENER <, REEHIC L ZRRPIEED
RO LN o7,

nm. = =

CHUEEREE 7 > ¥ FElE, HIV &G &2 & B EA S
BEZIILD, FEERERL AT a4 FHGAITX ) R
FEREAMIKT L7y, MR, BRI EoBH
AT 5o DIEEEE S ~ ¥ ¥ IEIZEZ O QOL #1&TF
SHBIENT TR, LR DK D 72D 1A DR
REYOESHEIZ 2 ) £FREFELLR TV
&, REREK THICIEEEE LI LITH Y ESHICE
BLRREMEREZ ISR THEENE 2 ) RT VW &8
S0V, EWIE A 2 7T 2 H8L FHOEE
BRI hTwb,

K [ & G i 22 & (IDSA: Infectious Diseases Society
for America) BWREL2H VIV FERBIZBITSHA F
I A4 VTR, B - BRRTE o LENEE A > Y S E R £l
B vV FIEWCH LT, ITCZ-0S X FLCZ &5 ¥ 5 % I
TLTWD, LaL, AFTHRESN TS FLCZ 77
IR EHERIETIENEE S ~ PV REDBILE AL TES
3, C. albicans ® FLCZ R — Kk BYIZ FLCZ X
&2 TH B C. glabrata 7 E OFRIRGEEAHE 2 TW 5 2
EHMEICR > TWS, —F, ITCZ A 7R VE b
VY=V TR 50) SARFRT S LI 7 > 2 & iE
DWIEZH LTV, BHESW I N EERKS W

TTh ), HIERESL 70 b Ry THERL E ot
SN B A 52 % LW S » ¥ FIEDBE I,
FRZE R T 7 LT X0 AR A oM T 1 R % k35
L ALNLI RS, WIS EWRIHEICL 2%
BhAZTT, LEADRHLLT WA TH 2305
A F N Tz, ITCZ-0S &, BiAKMEDPIERZi & Hk
Yo i % 4§ % HP-B-CD Dt @ 7 2212, fRiatko
ITCZ 53 FA2MNET A EICE o TUHEL L 728 Ll
HTHY, TTICMKRTRBEROBERERIIB VT
ITCZ-0S DN 72 EERAN FATFERR S I, BRI L <l
H3InTwb,

Ll AFBICBWTH, DRERES » 2 FREICHT %
ITCZ-0S ORI A M Z AT S L ZHME LT,
ARE B E % X 42 ITCZ-Cap #123xF 3 % ITCZ-0S #: @
WERIIES M 2 MEET 5 720 DIBER % AT o 72 [ 1RERFE M
AR AR ] 12EM T B 159 B2 HEERE L T A8
HHOEBEEEIZB 5 EFRFIE, ITCZ-OSH T
70.3% (52/74 %), ITCZ-Cap #T 494% (42/85 Bl) &
%Y, FHOEFENRPGRHEDOZNICHRTHEEIE» -
722 D5 (p=0.0096), ITCZ-OS 3#x45- 8 HH &)
FLE A S TIREIREE 7~ ¥ &9 O BRHIER ISR L C,
ITCZ-Cap % LInl 2GRN £ 72 13 F W R UCER R 2 %
i 5 2 LAURIBR SNz,

F 72, ERHIIGE O S RUGEE 0 ERFIE, 1TCZ-0S
BETIX 784% (58/74 1), ITCZ-Cap BETI% 682% (58/
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8 Bl) T, WL LGS HHOFERFRLIYH EHLT
W7z, ITCZ-0S7 HIE#R 512 X » T [HE#] 1CE - 72
L 74 ik 28 BT - 7205, 5% S 5127 HHER
L7233 Al BIDSIERICE o 722 &0 5, B 5k
Lo TUERREVPELIETE L 2 EARBE I N,

BB O BRI D AW R RIS B 285 8
HHB X U5 15 H HoO®WEEE$RE, ITCZ-0S #T
ZNENTL6% (53/74 1) B L1 69.0% (20/29 f51) &
%Y, ITCZ-Cap BEOZENZH 329% (28/85 ) B X 1°
432% (19/44 1) 12T, 5 8 HH S EVERS
BRI RIS B SN oz T2, &
5.8 HHIZBWT, HEWENEL (W] Dk, &
WA [HWE] Db &Y S e o841,
ITCZ-0S #: T 11X 676% (50/74 %)) T& y, ITCZ-Cap
T 40.0% (34/85 H1) L D Eiholze UbEDZ Lapb,
ITCZ-0S (& 5- %M 2 S IR L L O B % WA F 72137
REEDLZEICEY, CIEWEES » Y 5D R IR 2
FTARRLNIIWETLEIDEEZ LN S,

AGBTIE,  MUHE SR i FE Dl 5 R ] % R BRI LB
ELGDol2720, 54 12~30 i o e T — %
MR BAERIZ o 7278, WERME A S L ITCZ-OS #HD
MAER ITCZ BREEIX ITCZCap X D d B LRIV T
BL, L2LMEEILRNT EAVRENTZ, AFTO
% ANZB T B ITCZ-0S & ITCZ-Cap DM B E % 1
WY 5L, ITCZ-0S % IR 5 L 22 & 121X ITCZ-
Cap BB G OY4A L HRTITCZ ® Cmax, B X O
AUC Ofins e HITHE <, L 5-BG R A & U2 72 M4
W REZ R TEDLIEIRENTVAY, I TY,
ITCZ-0S D22 5\ BIF B NAL T XL FEY
7 4 DS ITCZ-Cap EE HH 5T T60% B\ & DR
HTAHBH, TOBEE LT, ITCZO0SIZBWTIEHIC
B 2HAOREL X OBHAENEINL D, BF
BROFEIIPPDETNAFTTXLFEY 7 1 250 R
LY, RIS THRrE %Y, Cmax PR BB LEEZD
NTW3Y, Iz, OEHES ~ Y e~ 7 AEFIVDE
B0 HIV BB £ 7213 AIDS BE 2B 5 i b
ITCZ WEEDMES % &, MR LUERE NIV 5 72 A%
AT U764 25 LS PR M S, WA 2 © SR AT R
BRI SN D 2 EDBHS PR > Twd, TRH DM
Eh D, ITCZ-OS TG Lza1s, B H» e
MAE PSR I EEAE S D 2 LI X B2 BIEN e
AT, TRENSE IO Candida \ 2003 5 R n 7
BEEEHOMFTEL L0 TRIRIERIC K Y, #5
B SEN T ERE B X RN EIE SN2 H D
EEZBND,

F 72, AWBERTIE FLCZ R (MIC=64 pg/mL) 2
X % BYBE [RBRE IR @ A5 ) 2R T 126 &4
Zdro 728, ITCZ-0S #4512 & 1) 8 Bilh 7 ) CHRY A
5 N7z WYL DRER A 5 1%, FLCZ MAh O LIPEIHEE 4 > >

FIEIZR LT ITCZ-0S BSE Wil BRI R 2R T & VI K
FAVL OB HHEENTWAL Y, F72, HIVEEZEOL
JEWREE 71 > ¥ FE A ITCZ-0S WIS & - CTih#/ o
L7261, FLCZ SEit 0% A IR T 42 HHBZ O
B L O EREBELEI TR K ET Z 7R L
ZEBWEINTWBEY, Lzdi- T, ITCZOS X
FLCZ #8 D LEMEE & > ¥ FHEIC BT H At 2 %
T2 WS H 2 DOALE LT, HEEOHEEZ RS
& b FLCZ RRITE & WA BE DL B3 2 T etk & %
ZbMh,

RIEERIZBWTIX, ITCZ-0S #EIC HiER (BRE, T
I, B R &) OFEIRAS ITCZ-Cap BE X 0 b EHEICFRD
LNz LA L, WINEETIE R L, BENLHPE
BEOSEIRICE EF D, EHIBG R B 5V IZH G5 T
BICHET 23R L TWB I e s, et nT
MEICR DT> EWVEEZ bNL, D FEIER
&, RIBOKE T HIBBRL I OBEBRTHREOLNTEY,
BB TS 5 HP-B-CD O A% 5 L7261 TH HH
LTW5Z NS, HP-B-CD (SR HK T 2 W] g tE Akl
N5,

ITCZ-0S &, T/ CREERMICIE S EH ST
BY, IDSA 752004 SR E LA v Y FTIEGRENA K
54 VTIE, 2L DITEFYAIHEDINCT, CHEHEE A
VUTIEBIEEN VU TIEDEKRIEL LTI TR
{, WFERi A BEIKT 5 PRG35 e LTHHfERS
NTwb, SHEOENEEICB VTS, ITCZ-0S 20 mL
(ITCZ &L T200mg)» 1 H 1M, JEH7HBM#%S5 25,
FIEREE A > ¥ FREICH L CEWIRBIRZRT 2 &,
FCoOME - HES TS R2E%E AT 5 2 L AERR
ENTze L7z TREHIDSERRITEA S N2 BEICIE,
ARIRIZ BT HFEASEAHIIN L T 2 CIPEREE A > ¥
FTHED AT AV MIRELERKT A WS
%o

S RIOERIC S L 72tk B & OEBRE TR AL TR
DEBY Th Do ALIBREERI AR EE 5= 5B I8 95 b PSR
Sl G IAE), HAREALH YRR v~ T - N
(APRIEEH), B RSB A58 b I s ot 28 = PR (TR
FULRZZIHRBETE - SIUE - PR (), Alisths
1 B e B e R B R R 92 2~ & — (HREIEE), BT
SRR GRE—3), ENZUASR BRI RE (N
IAS), BERRFWEEI R (ERFER]), il
KA AR AR BE s AR R, BRI A
Yy =B BRE), BARKFR I 8w
Bess—EE GRIa), BB AR TP AR GRE
#Z), WRRFEZRER AR (AR, 7
ERRER Y v ¥ — 4 REH - W%t v ¥ — (FE
—), BRERRFRZEMBE ISV (B ES), BEInaEs
KR be o B EAVRE (RAREEK), 7 Bk % A
57 SR BE R R (TR, AT R AR 5 Tl
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Itraconazole (ITCZ) has broad-spectrum antifungal activity and is difficult to dissolve into water. A new
formulation of ITCZ, an oral solution, was recently developed. ITCZ is combined with hydroxypropyl-3-
cyclodextrin (HP-B-CD), a vehicle that improves the solubility of ITCZ.

This open randomized trial evaluated the clinical usefulness of ITCZ oral solution over capsules in the
treatment of oropharyngeal candidiasis. ITCZ was administered orally at a dose of 200 mg a day for 7 days at
39 centers (41 clinical departments). If the subject was not cured after the 7 days of treatment and the total
symptom score decreased from the baseline on Day 8, treatment was continued for an additional 7 days if
necessary.

ITCZ oral solution showed noninferiority to ITCZ capsules in global improvement at the primary end-
point, i. e, 70.3% (52/74) for ITCZ oral solution and 49.4% (42/85) for ITCZ capsules. Global improvement
at final assessments was 784% (58/74) for ITCZ oral solution and 68.2% (58/85) for ITCZ capsules. These
results show that the clinical response for ITCZ oral solution is faster than that of ITCZ capsules and admin-
istering treatment for 7 days more improved the response in patients.

The mycologic eradication of ITCZ oral solution versus ITCZ capsules was 71.6% (53/74) versus 32.9%
(28/85) onday 8, 69.0% (20/29) versus43.2% (19/44) on day 15. At both assessment times, the mycologi-
cal efficacy of ITCZ oral solution was significantly higher (p<0.0001, p=0.006) than that of ITCZ capsules.

Overall, most treatment-related adverse events were mild in both groups. All had symptoms disappear or
relieved during treatment or follow-up. With ITCZ oral solution, mild gastrointestinal events are observed,
but they are probably due to HP-3-CD.

In conclusion, ITCZ oral solution 200 mg once daily under fasting was shown to have an early effect and
good response in patients with early-stage oropharyngeal candidiasis.



