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A, EAEMERIEREZICN LT, 4 bJ a3+ — (Itraconazole: ITCZ) 743 200 mg/ I8l % 2
M (A H2mB2HME, Z0#%1H10B12HE) #RNES L7k, 51EHKRE ITCZ » 7LV 3 200 mg/
Mz 1 H 2 Wk 12 8MEO%5 L, 2o e 2aetk et Lz,

HRIFIL 677% (21/31 ) TH Y, FOWNFIZT ANV AR 57.9% (11/19 61), # > ¥ ¥ 714%
B/7H), 7V T ravyy ZEE100% (5/561) Th o7z BIVEHZSHME L, EHERGHHE D 7
WERGHMEOBICEZREDONT, ITCZOREHE LTI TICMOENTWEIHELPIZLALT
Ho7o

M4 ITCZ b5 71X, ITCZ S 3E&S (200 mg/Ial, 1 H 21\)2 ARICIZEEREER (7 A
NRVENAE, AYIFE, 7V T N3y 2 AE) AW AR S5 R (811.3+316.0 ng/mL,

P £S.D.), AT eVEOMBHR G K o TITCZ HHHE G- TR S M7z @ A iR B O HfE R 23 7]
ﬁEVC%O f:o
PbEX D, ITCZIEFHIIITCZ 1 7R VHE RTHEEP DT AR »ICHR 2 M T RENE 51

LHHFNTH Y, ITCZ 7 7 VEEORAEMEEWHE I3 2 KB E LR T 5 200 mg/ H TRARA A
BTHholcEEKT f:ti%‘l‘é’EﬁﬁODéﬁﬁﬁtﬁ LTHHHEEZONIz, T72, ITCZ 71 72V E OIS
(200 mg/IH1 1 H 2 [11) ITCZ {ESHIC & o TR S N7z MBI EEDOAEFRF AW RETH D, ITCZ
T 2 B HRS- Lt{ﬁblﬁ‘j‘lﬂi%vﬂt#}ﬁ‘x?@‘%( FUSTRAETEERIE IS0 L TR E E 2 Bz,
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EIZITCZ B TR VEDNAL Y V=V TIN50 & L TR
ENTLE, 104EDEICHZY, BREEEEDOAL ST,
TANRNEIWRGE, A Y IFHE, 70T b3y 7 RfEkk EOB
EPEEWRE IS LCHRMEH S h, 2068 L ORatt
PRI N TS, LA L, BE T 23BN o E R AE

B-CD) 12 & o TWHAL L7z ITCZ 1: 433 % RTEME EL R iE B %

W LT L, §ARNIIh 2R FITA M ITCZ i
EPfHohs 2 & 2R L7z, 72, ITCZ A 7 &V 200
mg/[nl 1 H 2 BloMHHR 512 & 0 AR d ITCZ R 5% A5k
FaEh, SHIEEHCENEIROND Z L ZERIL 72,

* R R TR 1-12-4
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Table 1. Cmax and AUC in single intravenous injection study
ITCZ Administration Cmax (ng/mL) AUC(0~20 (ng+hr/mL)
n

(mg) ITCZ OH-ITCZ ITCZ OH-ITCZ

50 10 7017+ 119.7 967+ 232 1.959.7% 464.9 1.0784% 557.6
100 10| 1,5492% 2049 260.3% 56.1 5484.7% 9722 47723+ 1,3374
200 10| 3,201.7%1,055.0 565.6 %+ 124.1 17,020.0 £4,793.4 21,0315 + 9,406.6

Mean = S.D.

[Janssen Pharmaceutical Internal Data]

Table 2. Cmax and AUC in repeated intravenous injection study

ITCZ Administration Cmax (ng/mL) AUC(-20) (nghr/mL)
(mg) " ITCZ OH-ITCZ ITCZ OH-ITCZ
100 6 1,981.4 +343.7 1,032.6 = 118.2 15,4242+2,5983 | 21,980.5%3,097.5
200 6 4,571.7 3589 2,834.5+518.9 43801.5+7,3834 | 61,396.3+9,815.0
Mean £ S.D.
[Janssen Pharmaceutical Internal Data]
L &R &EHFHE 3 ITCZ 413 % 200 mg/[0 1 H 2 W TR 2 H M

1. %
AERAERT, BARER - 8, WRZ £ 72138
SRR & > TEEER LN, ERNFENREE 21X
LSRR DS T 5 16 L 80 i o Akt
HT, RSO N ZEITSCE TR O N7 e B W E &
FENRE Lo T2, 2L TF= 2 )T 5 v A (Cer)
7% 30 mL/min K i & B #, CYP3A4IZ X D fUE s
ITCZ &L OFEWMESEH I HE SN T2 HEH F 12134
BUMERENEG SN TV B, EERITEET
139 o Mk OCAEDOBUE - BEED & 5 BH %2 LI L
LA L7z d, KRERIRAEBUI4E 26 Mk 27 23 F
(WiFk 212 88) 12 BT 2001 42 6 A2 5 2003 45 2 A
FEhi s iz

2. REBEER, H&E5HEB L ORGHIH

AR RERZ G 72 o THEIE S MR NS T- %2 515
(2 L7 ITCZ I FE IR N 3 & OV R G- 3k
2RI, 5B L UGN %2 i%E Lz, ITCZ
ESTH 50 mg, 100 mg, 200 mg/IFl % 1 BERI A0 CTHRR
WS- L - B 53R Tid, FHRE D M ITCZ
PRI G TR Cmax 12, M4 OH-ITCZ Gt
B) RIS 1.2~4.2 BRI #£1C Cmax 1I3E L2
(Table 1), SAEHBS-3ER I, O, EAYEFIECE L
TN Twb Loading dose Dt &D 5, ITCZ 413 %
100 mg 7213 200 mg/lAl% 1 H 20T 2 HR, Z0#id
1H1METS A, #hFn 1R CTHEIRNES L
T2l Zh TN EE S S5 48 R TIZIZE
HARREIE L 72 (Table 2) o S5 DFEED S, T ENHH
BRI T 2B T & 2 M4 H ITCZ iR EE
(>500 ng/mL) OMEFELS PRI NG5 HEE LT,

5L, 3HHUKEZ200mg/ 1 H 11812 HRE, #kN
P L7z Z0%, ROH5-THER B#FI2IE, ITCZ # 7
V#2000 meg/ M2 1 H 2 & 12 80, 814/ BEFZIC
S IMES IR A Sl N B i

B, REERE LT, ITCZHTEVEQA DTV
HITCZ50 mg &4) B L ITCZ T4 (1 7 > 7
ITCZ 250 mg &) %M L7z

3. A - BISRIHHE B X OV FE R

et - BIgEH B X OVFEHE#EY 2 Table 3 128 L 720
B, MAEH ITCZ B L OEEHEABY TH 5 OHITCZ
PR HPLC EICTHIE Lze $72, FHRERED I EE -
FlE SN2, AR B & FEhti L 720

4. FHM T8 X ORHIG 2

1) BRIEVEE R Ok

TEAEVEECRAE OB WL, BRARAEIR - #08, BRI
7r, HEOMEFOME, WHERE, migEshizL T
IR SN2 B DN T o720 BB, HV VY
FEQBWIIIW F 72 ERZ ORI 2 L E LTz,

2) AR

BRARREIR DUCEEE, FMSIIRNA, B O Mg 5 1%h
BB L ONBERA - BRZWOWEED 4 HHIZDOW
T, TNENITCZ EFFLG-11 & K L T 5 B R
L7z 8512, Lt 4 HEOFbiA SBRER R HE L
72 (Table 4),

3) etk

AERGOBBIRY, FREE(EE, PEE SE),
Jm, KRB (BRMERL, £, WtEHY, £
50, BT ICEOWTREEEEFM L. 2B,
RERHEA) & DR PBRATEE TE Vg EFHG (T
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Table 3. Examination/observation and implementation

Study Period Day 1 ‘ Day 2 ‘ Day 3 ‘ Week 1 ‘ Week 2
ITCZ Injection treatment o
Prior to Injection
Injections
Examination Day 1 Day 2 Day 3 Week I | Week 2
and Observation
ITCZ Injection Twice/day | Twice/day [¢—————— Once/day ————»
Clinical Manifestation © O O O
Fungal Test @) «4——Specimen Collection Periord—»| O
Serologic Test for Fungi O < O Twice > @)
Genetic Test for Fungi < As necessary >
Endoscopic Examination @) 4—— According to Symptoms —— @)
Diagnostic Imaging .
(X-ray, CT scan, etc) @) 4— According to Symptoms —— O
Hematological Test/
Blood Biochemical Test © © ©
Urine Test @) @ @
24 hr Creatinine Clearance
Test © © ©
Cardiogram O O @)
Adverse Event < >
Blood Sample to Test for
Amount of Medication in @ O O
Plasma
Study Period Day 15 ‘ Week 3 ‘ Week 4 ‘ Week 6 ‘ Week 8 ‘ Week 10 ‘ Week 12 ‘ Week 14
ITCZ Capsule L . 30 Days
Administration Capsule Administration After Final
Administra-
o Initial tion
Examination Da Week 1 Week 2 Week 4 Week 6 Week 8 | Week 10 | Week 12
and Observation Y
ITCZ Capsule Administration |« Twice/day >
Clinical Manifestation ‘ ‘ O ‘ @ ‘ @ ‘ @ ‘ ©) @)
Fungal Test < Specimen Collection Period > @
Serologic Test for Fungi ‘ O ‘ @) ‘ ‘ @ ‘ ‘ O
Endoscopic Examination < According to Symptoms > @
Diagnostic Imaging < . »
(X-ray, CT scan, etc) < According to Symptoms » O
Hematological Test/
Blood Biochemical Test O © © O © O ©
Urine Test O O O O O O @)
Cardiogram O @)
Adverse Event < >
Blood Sample to Test for
Amount of Medication in O O O @ @
Plasma
© required

Hematological Tests: WBC count, RBC count, hemoglobin, hematocrit, platelet count, differential count of leukocytes

Blood Biochemical Tests: total bilirubin, ALP, AST (GOT), ALT (GPT), LDH, y -GTP, total protein, albumin, glucose, total cholesterol, triglyc-
eride, CK, BUN, creatinine , urea nitrogen, Ca, Na, K, Cl, CRP

Urine Tests: sugar, protein, urobilinogen, sediment

L DAY 2AEEHGEIA L LTER L7 B L, AR &0 SR8 oA 8 2 I L 72o
BB, BRBREMIZ OV TSR OMREM L 2B RELE CHI L LE0E, AERER LRI
L7B&IS, SR oRBERE, GHE P22 ZEHiL7
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Table 4. Total effect criteria

Total Effect (Deep Mycosis excluding Aspergilloma and Asymptomatic Pulmonary Cryptococcosis)

Effective: When clinical symptoms of deep mycosis disappear/improve, and no results from mycologic and serologic tests, or endoscopy and
diagnostic imaging (X-ray, CT, etc.), indicate increasing/worsening, and at least one of the following 3 points apply:

1) Mycological tests evaluate fungus as disappeared/presumed disappeared or reduced.

2) Fungal serological tests return negative or improved results.

3) The degree of improvement assessed by endoscopy and diagnostic imaging indicate symptoms have disappeared or improved.
No Effect: When total effects are categorized neither as effective nor impossible to evaluate.

Impossible to Evaluate: When the improvement of clinical symptoms is assessed as impossible to evaluate, or clinical symptoms for deep my-
cosis are determined to have disappeared/improved, but fungal serological tests and endoscopy and diagnostic imaging all indicate
that improvement assessment is impossible.

Total Effect (Aspergilloma)

Effective: When clinical symptoms of aspergilloma disappear/improve, and no results from mycological and serological tests, or endoscopy
and diagnostic imaging (X-ray, CT, etc.) , indicate increasing/worsening, and at least one of the following 2 points apply.

1) The degree of improvement assessed by diagnostic imaging indicate symptoms have disappeared or improved.
2) Mycological tests evaluate fungus as disappeared/presumed disappeared.
No Effect: When total effects are categorized neither as effective nor impossible to evaluate.

Impossible to Evaluate: When improvement of clinical symptoms is assessed as impossible to evaluate, or clinical symptoms for aspergilloma
are determined to have disappeared/improved, but the degree of improvement evaluated by imaging is unchanged or is impossible
to evaluate, the mycologic tests indicate decreased/ unchanged or impossible to evaluate, and fungal serological tests are not as-
sessed as worsening.

Total Effect (Asymptomatic Pulmonary Cryptococcosis)

Effective: When results from mycological and serological tests, and endoscopy and diagnostic imaging (X-ray, CT, etc.) do not indicate
increasing/worsening, and at least one of the following 3 points apply:

1) Mycological tests evaluate fungus as disappeared/presumed disappeared or reduced.

2) Fungal serological tests return negative or improved results.

3) The degree of improvement assessed by endoscopy and diagnostic imaging indicate symptoms have disappeared or improved.
No Effect: When total effects are categorized neither as effective nor impossible to evaluate.

Impossible to Evaluate: When the improvement of clinical symptoms, mycological test results, fungal serological test results, and endoscopy
and diagnostic imaging results are all assessed as impossible to evaluate.

ITCZ Injection: 51 Subjects

Safety analysis population: 51 Subjects

Excluded from efficacy analysis population: 21 Subjects

* Incompatible with basic assessment 1

+ Impossible to evaluate total effects

1
7
* Exclusion criteria/Violation of concomitant medication 1
* Poststudy disqualification” 1

1

* Insufficient administration

! After the study had begun, an unanticipated conflict became apparent,
and administration was discontinued.

Efficacy analysis population: 31 Subjects?

Aspergillosis 19
Candidiasis 7
Cryptococcosis 5

Y Some subjects presented with both pulmonary
cryptococcosis and esophageal candidiasis, and were
included in both groups.

Fig. 1. Number of subjects for analysis.
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Table 5. Patient profile
Disease Aspergillosis Candidiasis | Cryptococcosis Deep Total
Mycosis!
Subjects 27 6 6 12 51
Mal 19 4 3 7 33
Gender ¥e
Female 8 2 3 5 18
16-64 16 4 2 9 31
65-79 11 2 4 3 20
Age (years)
Mean =S.D. 584+16.9 570115 63.5+16.1 56.2+15.8 583*15.7
(Min, Max) (20, 79) (42, 68) (41,77) (19, 79) (19,79)
<45 10 2 2 2 16
=45 17 4 4 10 35
Weight (kg)
Mean £S.D. 49.0£9.7 522+124 54.6+14.3 52.9+99 50.9+10.6
(Min, Max) (31.8, 69.6) (375, 69.4) (405, 74.5) (367, 69.8) (31.8, 74.5)
Chronic Necrotizing Pulmonary
Aspergillosis 6 6
Invasive Pulmonary Aspergillosis 9 9
Aspergilloma 10 10
Aspergillotic Osteomyelitis 1 1
Aspergillus Brain Abscess 1 1
Diagnosis Candidemia 2 2
Disseminated Candidiasis 1 1
Pulmonary Candidiasis 1 1
Esophageal Candidiasis 1 1
Urinary Candidiasis 1 1
Pulmonary Cryptococcosis 6 6
Deep Mycosis" 12 12
None 3 0 3 0 6
Existing 24 6 3 12 45
Underlvi Blood/Hematopoietic 7 3 0 8 18
nderlying .
Medical Respiratory 8 0 1 2 11
Condition Main Collagen 1 9 4 1 8
Disease? Solid Malignant Tumor 1 2 0 0 3
Obsolete Pulmonary TB 6 0 0 0 6
Diabetes 3 0 1 0 4
Use of None 16 2 6 2 26
antifungal Existing 11 4 0 10 25
medication
started within Fluconazole 6 2 0 6 14
4 weeks Medication? | Amphotericin B 7 2 0 5 14
prior to initial Miconazole 0 1 0 0 1
administration
of study Reason for Insufficient Effects 11 4 0 9 24
medication change2> Side Effects 2 0 0 1 3
UDeep mycosis that does not fulfill diagnostic criteria, »Includes duplications
4)  HEHEAT L B &
AEZ RIS 5720, BEWROAHHR (HRHIO L. AEFIOER

FERT R RN D B HE) B X, T D 95% EHIXH
2R U720 BREROUGERE, HEZAME, HEREO
MG RN, PHSERA - W2 H (X ks - CT
Bt &) ORBEEIZOWT, FHBEEMERHERICERT L,
AT 24T 0 720 T72, REVZFHHT L7720, A%
HERWRRAM LB OFEBIIRL, FEBUF R %5t
L, BBMELZRM L7z, &b, BUEDH BKEIL 5%
(Wg) & L7

AR O R & U Tt &l S, ITCZ i:4+
AP SN2 4 51 Bl &, SERFEH IR G- 1R 2 BRAh R
(CHRfR 2 & AVHIB L T G-k S N7 R AN A%
B, BWEEAE G, AR EARS, 50
ARE EZ Rz 31 U2 ) 7 b3y 7 ZE L Al
vV TREOPFEBNL 2 B L UCTHERD & [H RIS
AL &L, REBEEHID RS S 72451 Bl (L4
PN AR ] & L7 (Fig. Do
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Table 6. Efficacy

Disease ez In;gctwn Final Evaluation
Evaluation
Diagnosis E/SE* ER** (%) E/SE* ER ** (%) 95%CI * * *
Aspergillosis 7/17 41.2 11/19 57.9 [33.5- 79.7]
Invasive Pulmonary Aspergillosis 2/4 50.0 2/4 50.0 [ 6.8-93.2]
Chronic Necronic Pulmonary Aspergillosis 5/8 62.5 5/8 62.5 [24.5- 91.5]
Aspergilloma 0/4 0 3/6 50.0 [11.8- 88.2]
Aspergillotic Osteomyelitis 0/1 0 1/1 100 [ 2.5-100]
Candidiasis 4/7 57.1 5/7 714 [29 - 96.3]
Candidemia 1/2 50.0 1/2 50.0 [ 13- 98.7]
Disseminated Candidiasis 0/1 0 0/1 0 [0 -975]
Pulmonary Candidiasis 0/1 0 1/1 100 [ 2.5-100]
Esophageal Candidiasis 2/2 100 2/2 100 [15.8-100]
Urinary Candidiasis 1/1 100 1/1 100 [ 2.5-100]
Cryptococcosis 4/5 80.0 5/5 100 [47.8-100]
Pulmonary Cryptococcosis 4/5 80.0 5/5 100 [47.8-100]
Total 15/29 51.7 21/31 67.7 [48.6- 83.3]

*E/SE: Efficacy/Subjects Evaluated, * *ER: Efficacy Rate, ** *CI: Confidence Interval

Table 7. Itemized evaluation results from final evaluation

. Fungal Improvement of
. Improvement of Mycological .
Disease L Serological Endoscopy and
Clinical Symptoms Results .
Results Imaging
Diagnosis IRV (%) DR? (%) IR? (%) IRV (%)
Aspergillosis 14/19 73.7 6/7 85.7 9/18 50.0 8/19 42.1
Invasive Pulmonary Aspergillosis 3/4 75.0 4/4 100 2/4 50.0
Chronic Necronic Pulmonary Aspergillosis 6/8 75.0 3/4 75.0 2/7 28.6 6/8 75.0
Aspergilloma 4/6 66.7 3/3 100 2/6 333 0/6 0
Aspergillotic Osteomyelitis 1/1 100 1/1 100 0/1 0
Candidiasis 717 100 4/6 66.7 1/4 25.0 3/4 75.0
Candidemia 2/2 100 1/1 100 0/1 0
Disseminated Candidiasis 1/1 100 1/1 100 0/1 0
Pulmonary Candidiasis 1/1 100 0/1 0 1/1 100 1/1 100
Esophageal Candidiasis 2/2 100 2/2 100 0/1 0 2/2 100
Urinary Candidiasis 1/1 100 0/1 0 0/1 0
Cryptococcosis 2/2 100 4/4 100 1/3 33.3 5/5 100
Pulmonary Cryptococcosis 2/2 100 4/4 100 1/3 33.3 5/5 100
Total 23/28 82.1 14/17 82.4 11/25 44.0 16/28 57.1

UImprovement = (number of subjects with disappearance + number of subjects with improvement of symptoms) / (subjects evaluated, ex-
cluding subjects impossible to evaluate)

2 Disappearance = (number of subjects with disappearance or assumed disappearance) / (subjects evaluated, excluding subjects impossible
to evaluate)

9Tmprovement = (number of subjects with a negative result + number of subjects with an improved result) / (subjects evaluated, excluding
subjects impossible to evaluate)

2. BEER I AETPAIRE O BFATIE H BN R TUE,  BRARIEIR O ot B
ITCZ A5 SN2 51 B BFE L 5% Table5  DOurEHIL 821% (23/28 6), EHHHMIE DM IHKIZ
[ 82.4% (14/17 ), B DML IIRhE DY 44.0%
3. ARk (11/25 1), WS - B{RZ W OUGEE O YR
) HxhE 57.1% (16/28 Bl) Td 7= (Table7).
HGEE D A RERIE 67.7% (21/31 1) TH Y, KR 2)  JEHRERE B OH R
BNCAD & T ARVFEN ZRES79% 11/1961), H v HALFEARE O JH K E R BN A 72 A 5% % Table 8 127K

FHE 714% B/7H), 7V 7 bhavy 7 AHE100% (5/5 L7
) TdHo7> (Tableb)o
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3)  FRBERER DA R
MR T DIEFI O AR 64.3% (18/28 #,
95% fEHAXIH : 441~814%), FEFERED LR IEFIOF

Table 8. Efficacy for specific fungus in final evaluation

Underlying Fungus E/SE* ER**(%)  95%CI***
Aspergillus fumigatus 4/7 57.1 [18.4- 90.1]
Aspergillus terreus 1/1 100 [ 2.5-100]
Candida albicans" 3/5 60.0 [14.7- 94.7]
Candida glabrata" 2/2 100 [15.8-100]
Candida tropicalis 1/1 100 [ 2.5-100]
Cryptococcus neoformans 5/5 100 [47.8-100]

*E/SE: Efficacy/Subjects Evaluated, * *ER: Efficacy Rate,

***CIL: Confidence Interval

YOne subject who had Candida albicans and Candida glabrata is
included in both results.

#EIE 100% (3/3 B, 95% BHEX M : 29.2~100%) TH
D, HRICEBERBEOEBIAON AN -7 (p=
053) 0 F 7 MR BI DA% Table 9 1R L7z,

4)  BRFER DY E O

FRARAEIR DGR EE DS [T ] F 7213 [k L FHE S
N7FEBI L, TTCZ 4TS R A Rl R < 31 Bk 7 Bl
13 BT, ITCZ 1 7 )V 3 w304 e © 22 )b 6
BIBIN1BITHo7e 7, [CEE DL EOIERIEIT,
ITCZ B9 5 1~2 B #H» S ITCZ # 72 IV ER S
2~12 % FE T, FE—E LB EZR L (Fig2).

5) {KifPB L U CRP DR

Rk B £ O°CRP O ## % Fig. 312/mR L 72. 1Kl IZ
ITCZ JE4 34 5- %A (37.2+0.7C, E¥=S.D.) L it
N, ITCZ S SRR (37.1+0.6C) TN

Table 9. Efficacy for main diseases

Disease Aspergillosis Candidiasis Cryptococcosis Total

0 * ER** 0, sk ok g ES ER** 0, 8k % ES ER** 0, sk % ES ER** 0, 8k ok
Underlying | E/SE* (o) 95%CI E/SE* o) 95%CI E/SE* o) 95%CI E/SE* i,y 95%CI
Circulatory 3/5 600 [147-947] | 2/3 667 [ 94- 99.2] 5/8 625  [245- 91.5]
Respiratory 4/6 667 [22.3- 95.7] /1 100 [ 25100 ] 5/7 714 [29.0- 96.3]
Collagen 1/1 100 [25100 ]| 1/1 100 [ 25-100 ] 2/2 100 [15.8-100 ] 4/4 100 [39.8-100 ]
Solid Malig- |\, 100 [ 95100 1| 1/2 500 [ 13- 987] 2/3 667 [ 94- 99.2]
nant Tumor
Obsolete
Pulmonary 2/5 400 [ 53- 85.3] 2/5 400 [ 53- 85.3]
Tuberculosis
Diabetes 2/3 667 [ 9.4-99.2] 1/t 100 [ 25100 ] 3/4 750  [194- 99.4]

* E/SE: Efficacy/Subjects Evaluated, ** ER: Efficacy Rate, * ** CI: Confidence Interval

(%)
100 -

80

i

- .

/

60 |

40

Clinical improvement

20

Pre 1 2
ITCZ Injection

(m) (31 @1 (29

2

4

LT

D Impossible to evaluate
[:l Worsened

/ % Unchanged

- Improved

- Disappeared

8 10 12 (W)

ITCZ Capsule Administration
(20) (20) (19)

(19) (19) (18)

Fig. 2. Improvement in clinical symptoms.
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(°c)
385

Mean*=S.D.

t-test
38.0+ (vs. Preadministration)

* p<0.05
*% p<0.01

Body Temperature
w w
3 3
=) tn

9
I
3

36.0-

Pre 3 l 2
OW) (W),

ITCZ Injection
(n) (BDBDEL)  (29) (20) (20)
(mg/dL)
12
10+
8 4
=
o 6
4
2 4
Pre 3 1 2 2 4
W) (w)
ITCZ Injection
(n) (31)(20)(29) (18)" (20) (20)

6 8 10 12(w)
ITCZ Capsule Administration
(19) (17) (16) (17)

Mean=S.D.

t-test

(vs. Preadministration)
* p<0.05

*% p<0.01

6 8 10 12(W)
ITCZ Capsule Administration
(18) (19) (15) (18)

Fig. 3. Change in body temperature and CRP.

o 7zhs, ITCZ /1 7 VH AR (365+0.6T) 12
BHEERIE T A SN (p=00006), 7z, ITCZ %7
LOVEER 510 %, 1285 A BIRRIET L2 (2
N2 p=0016, p=0.003).CRP ix ITCZ {E53E 5 5B
TGAT (4460 mg/dL) & T, ITCZ 53R AEFHM
B (32+38mg/dL) B X WITCZ 7 7t b FE AR ET-Aif 5
(19+30mg/dL) & dICMEIHFMICHEBELZTRD LN
Ziro 278, ITCZ /1 7R V5 4~12 A% 134 H1C
KT L7z (p=0.0025~0.026)

6) (1—3) B-D-Z N7 VDR

ITCZ {44 5- PG AT, ITCZ {4433 5 2 M,

ITCZ 71 7 VEH G 12l (1-3) B-D-7 V7 Y E
&, 77Y¥7v 2 GF A TIE37.6+575pg/mL,
34.0+55.6 pg/mL, 156+12.3 pg/mL (*F#+S.D.), B-
D-Z VA Y FA M7 2—Tid 223+664 pg/mL, 233+
756 pg/mL, 9.1+42pg/mL TH Y, &b 50ORENE
BT H G %28 U TR EAD A SNz,

4. MMAEHITCZ B

ITCZ 7% 4 3 200 mg/Inl % ¥ 5- L 7z 42 51 & If 4% v
ITCZ b 7 7 i3, ITCZIEH HE&KZS53H B2
811.3+316.0 ng/mL (P39 +S.D.) IZ3¥% L, ITCZ # 7%
M SR ot ¥ - 11 B e 3 500 ng/mL DL B ASHERF S 7z
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Fig. 4. Change in plasma concentration of medication (subjects receiving 200 mg ITCZ/injection).
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Fig. 5. Change in plasma concentration of medication (subjects weighing less than 45 kg who received

100 mg of ITCZ injection).

(Fig.4)o F 72, IKE 45 kg KiiTH - 72 16 Bld o 6 I
13 ITCZ {E5F3 13 100 mg/ B TR G- S hzds, Zhbo

5. JRIAE R B MIC fif

REFI S ITCZ S FE$ G- 3 H HIZIXMAEP ITCZ 7 7 7o

7 FF 1% 617.3+£350.1 ng/mL 123% L, 100 mg/lul F 72 1%
200 mg/ 15 ® ITCZ # 7 & )V ke P 5- 5 7 3 500 ng/

mL P EASHER S e (Fig.5)0

6. KAtk
1) AEFRREH

JRRERIZ A2 ITCZ @ MIC fii% Table 10 1278 L

ABRIEA A3 - S 7z 51 Bl T, BB G- 12120 7%
&b 1 MDREMERHEIA TN S Nz
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Table 10. MIC value for ITCZ classified by underlying fungus

MIC (ug/mL)
Isolated Fungus Cases
Min Max
Aspergillus fumigatus 12 0.25 0.5
Aspergillus niger 1 0.5 0.5
Aspergillus terreus 4 0.25 0.25
Candida glabrata 4 0.5 1
Candida albicans 5 0.01 or less 0.06
Candida tropicalis 1 0.5 0.5
Cryptococcus neoformans 5 0.01 or less 0.12

VR F U ITCZ 1 4t 3 4% 5- 301 1 v 12 745% (38/51
Bl), ITCZ 7 7" VLG5I 77.8% (28/36 1) 72
DO, AEFREHFBICKRELZIBRDONL D o7
PRI SRS & N7 EHR BB & R NR
L7z (Table 11)o [ALT ¥4 3 X O [AST 4] &,
ITCZ 4530 5- 2 15.7% (8/51 i) B X 18 11.8%
(6/51 B1), ITCZ » 7 )VHEH 512 139% (5/36
Bl) BLXO111% (4/36 B1) &, Wif5-HiH & b I8
ETRD LN, 72720, 1 ZEALDOERDPRET, R
ERHEH B 13 5o 30 HIEC IS S L 3B L T 7z,
FTALT 0] B L TAST #8hn] i2ow<id, $ I
M) =V Hh TRV 50 DA SCEORIVEH OB FERK
SNTBY, EEVPLEEEZ DN, 72, ITCZH T
VIR G R TR A ) Y A E 1B X O FH 2%,
ZNEN194% (7/36 1), 13.9% (5/36 BI) 1ZFEB L 720
BRI OIETHNL 6 BITH o 7275, WwWih b L
B LOBEICEE5DTHY, REREH & OREHR
otz ZOMO TR A FEHLIE M/ MR |
D1BIDHRTH o720 LA L, RREFNE ITCZ 573 2 8
M3 5812 ITCZ & 7 VKBS L 72 2 B #0 5
R ZR L2 EbHY, TOFEH T NERS
ke s, wmED 128G 2RI N,

2) I ITCZ e & A EFHG

MR ITCZ b5 7#EEDOHYETH 5 1,749.1 ng/
mL CTEERE & AARERC /T CRENC AL G E: S %
Mo U7zas, M ITCZ R & 224180 bk
o7z (Table 12),

3)  BE~oE

(&P &L OIREERE IS FEHRIIVTRD
B CTH o7z (Table 11)o 7z, BREEHIB 5-BHAARTIC
UM 7 V7 F=r 20T 5 v ANME S N7z 356
[IE%# (80 mL/min DA ) : 12 1, #REFSE%H (50 mL/
min P\ I 80 mL/min i) : 16 B, AR EH (30
mL/min Pt 50 mL/min &) @ 7 BI1T, ARIEH DB
BT B E L TF= 2 ) 75 VA, BUN, i
W7 VT7F = THETL7: (Table 13)

JLTFZr )T TV RIONTIE, BHEEREIE R
IZBWT, ITCZ EH LS 1 H%ITH E (p=0.03) 2%

YRR NIz KEBEFDAHONIERIE, 7 AN
v¥o—<ol146l F5 M 1184 mL/min—ITCZ
U S 150 332 mL/min) & REMM 7 2 ~L ¥
WVAFED 1) (B 5-FA4GHT 167.8 mL/min—ITCZ 1144 3¢
Be5 1 8% 733 mL/min) TH - 720 WINOFEFNIZ B W
TOFERG L IHNEIN Lotz — T, BEREH
BIOHEERFHCIARLESIEDONT, &L
5 ITCZ #4543 P 5- W v iz ges e 2 7R L7z,

4)  ERARARAAE

ML AR & B W IR A A b2 B AR 0 S ) P
Huitgddiio 77— 2128w, REBREEAE S wifE &
ITCZ M B G THED 5 WIZITCZ 7 72 VEHK L
MTROEE ZHET Lz, HILERBRRIL A 70—V
R EOHHTHE (p<0.05) 2ZB % RH 7z (Table 14)
A, ERRMICERO D 2 EB;ERD SNk h o7,

m. = =

AR DO RBEFAM O L 0 IR H 5 B
AL, BAEEEMERERSZHE L T b BRIEEN
BREX—BRICEEREPHETH D, Vo ZARET S
EBRMRER 22BN RL v 212, BE
CAEHENTWAPIHEEE & LS 2 & PLE R ORI
BFEDDODTREEINT WS, DHYETHKRMBHTE 54
HUPIEREIL, 2002 4K, 3277 0¥y, KX
FIVaF =), RYaFIy—)u, YRS —<ILT ALK
7 ¥ Y BOBMRCTHRIE S N2205, ITCZ {EHHSE DL
RABRZFIB L2437 2K7 )YV B, 7V by
v, 3aFv—, 7raFV =), ITCZ @ 5 FEAHNM
AAZHRIFHNT E LD o7 ITCZ I LTI, it
T T VEORBHE RS 400mg/HTH Y, 20
D, RIS X ORI ORMAH2S §E TH % A%
DORETIE A T VEOANPETREINTEY, FELE
BB 2 AR RED 200 mg/ A LR E %2> T
bo TODLI) BRIRWD Zh, BRAEVEEWIEBHZ %351
L7 ITCZEHEIEB LI 7L VE (200 mg/[M 1 H 2
[\1) O RS % BgG L7z

SRl DR RERIZ B 2 HR)531% 67.7% (21/31 #1) T
HY, WERFMBEIVRLDZDOD, bETHKES
NTVALHMOMEREOHFEREBEOFHEK (625~
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Table 11. Occurrence of advance reaction classified by grade
Grade
System organ class Adverse Event Mild Moderate Severe
Cases (%) Cases (%) Cases (%)
Infection and Giardiasis Pneumonia NOS 0 2 3.9 0
Blood or Lymph Disorder Thrombocytopenia 0 1 2.0 0
Anemia NOS 2 3.9 0 0
Hyperkalemia 1 2.0 0 0
Hypertriglyceridemia 1 2.0 0 0
%ﬁi‘;ﬁlt‘%‘l’sror dor Loss of Appetite NOS 1 2.0 0 0
Anorexia 4 7.8 0 0
Hypokalemia 7 13.7 1 2.0 0
Mental Disorder Anxiety ! 20 ° 0
Depression Symptoms 0 1 2.0 0
Loss of Sensation 1 2.0 0 0
Drowsiness 1 2.0 0 0
Tremor 0 1 2.0 0
Nervous System Disorder Headache 2 3.9 2 3.9 0
Dysphonia 1 2.0 0 0
Dizziness 3 59 0 0
Abnormal Palate 1 2.0 0 0
Ocular Disorder Retinal Hemorrhage 0 1 2.0 0
Congestive Heart Failure 0 1 2.0 0
Right Bundle Branch Block 1 2.0 0 0
Bradycardia NOS 1 2.0 0 0
Heart Disorder Heart Failure NOS 0 2 39 0
Palpitation 2 3.9 0 0
Tachycardia NOS 0 1 2.0 0
Valvular Cardiac Disease NOS 1 2.0 0 0
Angiopathy NOS 1 2.0 1 2.0 0
Circulatory Disorder
Erubescence 1 2.0 0 0
Coughing 1 2.0 0 0
Nepiors o, | byspen TR B TR
Lung Hemorrhage 1 2.0 0 0
Nausea 2 3.9 2 3.9 0
Gastritis NOS 0 1 2.0 0
Gastroduodenal Ulcer 0 1 2.0 0
Gastric Discomfort 0 1 2.0 0
Diarrhea NOS 3 5.9 4 7.8 0
Flatulence 1 2.0 0 0
Gastrointestinal Dyskinesia NOS 1 2.0 0 0
Gastrointestinal Disorder Indigestion 1 2.0 0 0
Epigastric Pain 1 2.0 1 2.0 0
Enlarged Lingual Papilla NOS 1 2.0 0 0
Loose Stool 1 2.0 0 0
Abdominal Discomfort 1 2.0 0 0
Abdominal Distension 0 1 2.0 0
Constipation 2 39 2 39 0
Vomiting NOS 1 2.0 0 0

(Continued)
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Table 11. (Continued)
Hepatobiliary Disorder Liver Damage NOS 0 1 2.0 0
Pruritus 0 3 5.9 0
Erythema 0 1 2.0 0
Eczema 1 2.0 1 2.0 0
}Dlig(r)‘;lr‘;al Disorder Systemic Pruritus 1 2.0 0 0
Rash 1 2.0 2 3.9 0
Dry Skin 1 2.0 0 0
Swelling of Skin 0 1 2.0 0
Musculoskeletal or Muscle Rigidity 0 1 2.0 0
Connective Tissue Swelling NOS 0 1 2.0 0
Disorder Back Pain 0 1 2.0 0
Hematuria 2 3.9 0 0
Renal or Urinary Disorder Abnormal Urine NOS 3 59 0 0
Urinary Complications 1 2.0 0 0
Frequent Urination 1 2.0 0 0
Chills 1 2.0 1 2.0 0
Dysesthesia 1 2.0 1 2.0 0
Malaise 1 2.0 1 2.0 0
Dry Mouth 1 2.0 0 0
glytitf;g;i gs;oaizrtzr Local Reaction NOS 2 39 0 0
injection Local Pain 1 2.0 0 0
Fever 2 3.9 2 3.9 0
Swelling NOS 1 2.0 1 2.0 0
Peripheral Swelling 1 2.0 2 3.9 0
Asthenia 0 1 2.0 0
CRP Increase 0 3 59 0
AST (GOT) Increase 9 17.6 1 2.0 0
ALT (GPT) Increase 10 19.6 2 39 0
Increase in Ammonia 0 1 2.0 0
Decrease of Hematocrit 1 2.0 0 0
Decrease of Hemoglobin 1 2.0 0 0
Increase of y-GTP ( y-GP) 4 7.8 0 0
Increase in Blood Pressure 1 2.0 1 2.0 0
Decrease in Platelet Count 0 0 1 2.0
Increase in Serum AI-P 2 39 1 2.0 0
Decrease in Serum Potassium 2 3.9 0 0
Clinical Tests Decrease in Serum Cholesterol 1 2.0 1 2.0 0
Decrease in Serum Sodium 1 2.0 0 0
Increase in Serum Bilirubin 1 2.0 0 0
Increase in Serum LDH 2 39 0 0
Increase in Esinophil Percentage 1 2.0 0 0
Decrease in Eurythorcytes 1 2.0 0 0
Decrease in Leukocytes 2 3.9 0 0
Increase in Body Weight 0 2 3.9 0
Cast in Urine 1 2.0 0 0
Glucose in Urine 2 39 0 0
Blood in Urine 1 2.0 0 0
Protein in Urine 1 2.0 0 0
Decrease in Urine Volume 0 1 2.0 0
Accident, Poisoning, or Self-Inflicted Wound 1 2.0 0 0

Treatment Complication
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Table 12. Plasma concentration of ITCZ and occurrence of advance reaction at final evaluation
Grad 1)
Final Evaluation Plasma race Total
Concentration of ITCZ Cases Mild Moderate Severe
Median: 1,749.1 L

(Median: 1,749.1 ng/mL) Cases (%) Cases (%) Cases (%) Cases (%)
Group with High Con-
centration of ITCZ 25 7 28.0 15 60.0 1 4.0 23 92.0
(above median)
Group with Low Concen-
tration of ITCZ 24 10 41.7 11 45.8 0 21 87.5
(below median)

Total 49 17 34.7 26 53.1 1 2.0 44 89.0

U When one subject presented with more than one advance event, the more severe case was documented.

Table 13. Influence of medication on renal function
Creatinine Clearance (mL/min)
. Renal Function . Prior to After .
Test Period Classification Subjects Administration Administration Paired t-test
Normal 11 116.2+28.1 86.3+29.0 p = 0.03
%Tvé;ell‘ng‘égg‘g’;“g Slightly Abnormal 10 669+ 7.8 76.0+15.1 p = 008
Moderately Abnormal 5 39.7%+ 8.6 47.6+10.5 p = 0.20
Normal 9 114.9+24.8 100.2 +31.0 p = 0.17
IZTVg‘;ell‘sjizltlﬁ)‘:l“ng Slightly Abnormal 12 69.9% 7.6 75.4+227 p =041
Moderately Abnormal 3 441 6.0 52.1%+10.9 p = 0.34
Completion of ITCZ . —
Capsule Administration Slightly Abnormal 1 78.0 78.3
Mean =S.D.
BUN (mg/dL)
. Renal Function . Prior to After .
Test Period Classification Subjects Administration Administration Paired t-test
Normal 12 126+38 155+11.1 p = 026
1 week following . 4 L _
ITCZ Injection Slightly Abnormal 14 150%+35 146% 52 p = 077
Moderately Abnormal 6 172%+58 170+ 55 p = 095
Normal 12 126+38 13.6* 64 p = 039
2 weeks following . 4 N _
ITCZ Injection Slightly Abnormal 15 147£3.6 149+ 6.9 p = 0.88
Moderately Abnormal 4 17.3*£7.1 157+ 5.8 p = 047
Normal 8 12.7*28 125+ 1.7 p = 091
Completion of ITCZ . + + -
Capsule Administration Slightly Abnormal 13 14.3*3.6 126+ 44 p = 0.18
Moderately Abnormal 4 17.6 7.6 16.6* 6.9 p = 0.89
Mean +S8.D.
Serum Creatinine (mg/dL)
. Renal Function . Prior to After .
Test Period Classification Subjects Administration Administration Paired t-test
Normal 12 0.7%0.2 0.7+0.2 p = 0.96
1 week following . + + -
ITCZ Injection Slightly Abnormal 14 0.7+0.1 0.7+0.1 p = 0.38
Moderately Abnormal 7 1.0+0.3 0.9+0.2 p = 049
Normal 12 0.7£0.2 0.6*0.2 p = 013
2 weeks following . 4 + _
ITCZ Injection Slightly Abnormal 15 0.7%0.1 0.6*0.1 p = 0.014
Moderately Abnormal 5 09%0.3 09*0.3 p = 0.03
+ + =
1 week following Normal 8 0.6+0.2 0.6+0.1 p = 032
ITCZ Capsule Admini- Slightly Abnormal 13 0.7+0.1 0.6+0.1 p = 0.03
stration Moderately Abnormal 4 09%0.3 0.7+0.2 p =013

Mean = S.D.
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Table 14. Significant changes in clinical values before and after administration
Item Tested Preadmlms'tratlon— n Median ( Min, Max) t-test
Completion of A
Hematological | Leukocyte Count (/uL) ITCZ Capsule Administration 36 - 935 (- 5,180, 3.840) p =003
Test Rod-shaped Cells (%) ITCZ Capsule Administration 3 6 ( 4, 9) p = 0.049
Total Cholesterol (mg/dL) ITCZ Injection Administration 45 -42( -8, 7) p < 0.0001
Tryglyceride (mg/dL) ITCZ Injection Administration 43 -16 ( — 733, 60) p = 0.02
Total Protein (g/dL) ITCZ Injection Administration 51 -02( —-21, 1) p = 0.0095
ITCZ Injection Administration 46 -035 ( —25 28) p = 0.02
Uric Acid (mg/dL)
ITCZ Capsule Administration 33 -06 ( —31, 23) p = 0.003
ITCZ Injection Administration 51 -003 ( - 04, 037) p = 0.003
Creatinine (mg/dL)
Biochemical ITCZ Capsule Administration 34 - 0035 (- 06, 051) p = 0.016
Blood Test Total Bilirubin (mg/dL) ITCZ Injection Administration 50 01 ( — 055 14) p = 0011
Sodium (mEq/L) ITCZ Capsule Administration 35 2( —-14, 11) p = 0.02
ITCZ Injection Administration 50 -02( -19, 09) p = 0.004
Potassium (mEq/L)
ITCZ Capsule Administration 35 -04( - 18, 1) p = 0.0004
ITCZ Injection Administration 49 1( —9 214) p = 0.03
Chloride (mEq/L)
ITCZ Capsule Administration 34 1 (. —4, 137) p = 0.04
Calcium (mEq/L) ITCZ Injection Administration 48 - 0125 ( — 075, 0.55) p = 0.003
763%)" LR L CTH, 1ZIZMEORKEIRE LNz F IRETHAIo

7z, SRIORERTIE, BEEREEE TS L7 Wik
HENL 72 S e o 72 DSERAR A9 LS FH 24 BR 2SRRI FL R &
B L7 A GBS 12 BB > 7248, 2D HRMT
BAMRHESTEETH 72682 MR 5 & HRTIZ
67.6% (25/37 1) Td o 720 BRAEMEEWRE 135 K B 1A A
ARNCEEH S NS 2 &34 7% <Y, Blid & bo TR
Th 505, HYEIRIEMEEREZ B> T ITCZ 25
BIA L7 REB 2 A CTHRmWARFEEZR LA &1,
KRB BWTITCZ 53 & ITCZ 4 7 VS DRk
BHIIEE LEENREDITAIE2RB LI EE R
%o 72, SHOBBICBVTHKNERICHT S ITCZ
® MIC % #ll5€ L7278, Candida glabrata ® —¥ % BT
MIC (ZIHEHA R TE 2 MR ITCZIRETH %
500 ng/mL AT TH D, FHNERFHIIFETE LW LA
S VIEENEREDBERICBWTH ITCZ I3AH &% 2
bhb,

LRI LT, ITCZ {E4tSes 5 MM & ITCZ #
7 VG OB ERLREBBER 2O T2 BHHE 12
FEEIAON Do 72 MR ITCZIREICL > TH, #
BN A7 HERLRBUHE IS ERIIRD SN o
Too T2, BEEBEICHES S EEbR S AERRITVT
NHYRETHY, EELZEIEHIRDON o7, L
MLZDS, W bRl E LCITCZ EHEICiRm s <
W% HP-B-CD 1, BWERICB W TEEREICEE L .
AW, FHIEOMBR AR BV CTRIEZWE 2 8k
M3 2 @B CTHEU AW L2 EE 2 5N D AAR
SNTEY, ITCZ EHFERGHMPIEI VT F= 2
VT Ty AR EOERERELERL, ToRERLL

bivbiug, SRIOREFR RS, ITCZ EHIEITH 7
VR & ARTHEE DD § AR 0 A B 2 M5 iR 7S
BoONZWAITH Y, REMEREITT 5 ITCZ A 7
L VHEOARAE ERTH -7 200mg/H x5 LTI
REATHTH o 7-EE T 2I2 M OREISH LTH
HLGHEETHLEER T T2, ITCZH T VEL
200 mg/[l 1 H 2 [l THkHid 555 2 L2 &), ITCZ
FEHEE G TR ONTAE R MFERRE LR T2 L
BURETH o722 Lh 6, ITCZIZ X AREBLGHITE F
NBEFNK 24 2P5m1% 200 mg/[F1 1 H 2 [0 &
ZZ bz,

MM BT, ITCZ EHHITRBENET 2~V F )L 2
SERE 2R & L 72 BR BB R i rh BRI AE & A1 9 I
WREBZONREEASREZRZ L LTk T) v >
B L OHRER AR CRIFLHE RGO TS, T 2
) ATl ITCZ EHEIZ T AV F IV AJE R & DR
PEEWREDWBBIZT TR L, BED D ) R EGDHED
N2 G ERIR A BB x5 BRERI I (empiric ther-
apy) DABRBHTWDH, T72, KEEIYESS (Infec-
tion Disease Society of America: IDSA) 7% 2000 4E |2 &
RLZEREIEBRO7Z2ODH A FF4 BT,
ITCZ RSB TENE 7 A <V F)V ZIERBEICH T 5
ARESIZIZAH IR TVEEENLIIEFT VX - LA
WBILIZT ¥ 7 ENT Wb, 2004 SRR LAV F
JEDRIEN A KT 4 ONZBWTH, ITCZ BRI
HRMA WD BN RGP Btk 512, F 72, ITCZ 144520
BRSO T B & N 2 iR BRIRA BB 5 8%
BRITEHICHER SN TS, bHETH, ITCZ1ZT TI
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Ji S BRRAEF S LT %78, 4 InlERER L 72433812 .,
W ST A ESNs 2 s, SHRITKEBICH -7
HIRLEIRASTTREIZ 22 5 & b B,

Itraconazole {EAEMEEWAEM FEIEIS SN L 72 7% 44 B
JORMEEMIITROLEBY TH S,

RRF KA R 088 —NFE CeriRrsedk), EgsEpT (31
] 379 BEAR A ] L0 BE P 5 Bk (A ARTELZ - 1L 28 %2)
IR T BE SR GEEIGE R BH) 78 R 2 5 2 B I
Bess IR ORHEEAME), ENZERBSER Y v 7 — s N FE
(ZW¥TF8), B R AR FHBM R BE N - W5 N CF
FAN), BEHEFERT (Bl ESZRR RS ] O Be ik
fNFE GRINED L), MR RFEE S E RN (58
HEHE), BERIEE AR T B S B A (2
YelE), TR SLEHURBEI AR AR G, 7
Bt [ ESIRBERRE] RIGE#R L~ 7 —IFRZENEE (R
THAE), JA AbiE A AR B IR (A EEE)
BT R A7 R 2 S B o o s 8 T 40 DR T (o T2 i)
HAMR AR v & —IFRIRNE (Prde@), Bk
2R ENT TR AT I R 0 B - BEE N CRAGAE M), N
R R A5 M MR A e e i N R (), IR 2%
B B AL A A 2R o MR PE LR (R ), O
L RF R R BEME AR GEIHI), SO ERFRR
SRR IR R B A N (s ), RPN R
Wt vy — BRAGERE (REFIEIR), AR AR T b
M NE CERR R L), =B KRR Be s = N
(HIME), AR AEE 2 5 bR 9o B P W s N RE - (IR 50
T, KBRS A X >~ % —4 5 WEE CERIE), Ju
KPR FHBM R Be o5 — N (ERRAH]), IR =489 e i
WNFR (FEAREA - RV, REARKAER 50 95 bt
BRI RER) o

1)

2)

6)

7)

9)

10)

X ik
AT, AT, & BN I, RN EA,
ZEEBL, b : Fluconazole DA ERAE I 5
ff PR R k. Jpn J Antibiot 1989; 42: 63-116
Itraconazole PBF ST FETE © B 4% 11 PLIL 18 & Ttra-
conazole D IEFEVEE W HE XT3 5 WK I3 BR B ko 25
E & ERIR 1991; 25: 585-616
IAT T o FUEARES (PR144E8H8H),
2002
RATINVAFY = VEERES CFR 1548 H 21
H), 2003
RV ary—vEEREE CFER1742 116 BH),
2005
INE3Ed - BREAEE WA Y I FREE T ARV F )
2 E O 1L 3 2 W @ #E 4, Jpn ] Med Mycol 2002;
43: 215-31
Caillot D, Bassaris H, McGear A, Arthut C, Prentice
H G, Seifert W, et al: Intravenous itraconazole fol-
lowed by oral itraconazole in the treatment of inva-
sive pulmonary aspergillosis in patients with hema-
tologic malignancies, chronic granulomatous disease,
or AIDs. CID 2001; 33: 83-90
Boogaerts M, Winston D J, Bow E ], Garber G, Reboli
A C, Schwarer A P, et al: Intravenous and oral itra-
conazole versus intravenous amphotericin B deoxy-
cholate as empirical antifungal therapy for persis-
tent fever in neutropenic patients with cancer who
are receiving broad-specturm antibacterial therapy.
Ann Intem Med 2001; 135: 412-22
Stevens D A, Kan V L, Judson M A, Morrison V A,
Dummer S, Denning D W, et al: Practice Guidelines
for Disease Caused by Aspergillus. CID 2000; 38: 696-
709
Pappas P G, Rex J H, Sobel J D, Fillet S G, Dismukes
W E, Walsh T ], et al: Guidelines for treatment of
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Efficacy and safety of Itraconazole injections and capsules in deep mycosis
uncontrolled multicenter open-label trial

(Itraconazole-Deep Mycosis Research Group)
Shigeru Kohno", Hideyo Yamaguchi”, Takeshi Mori”, Hisamaru Hirai”,
Masaru Oritsu”, Yoshihito Niki®”, Minoru Yoshida”, Shigefumi Maesaki”,

Akira Hiraoka”and Atsuyuki Kurashima"

UDepartment of Molecular Microbiology and Immunology, Nagasaki University Graduate School
of Biomedical Sciences,1-12—-4 Sakamoto, Nagasaki, Japan

YTeikyo University Institute of Medical Mycology

¥Department of Hematology, Juntendo University School of Medicine

YUniversity of Tokyo Hospital, Department of Cell Therapy and Transplantation Medicine

YDepartment of Respiratory Medicine, Japanese Red Cross Medical Center

9Department of Respiratory Medicine, Kurashiki First Hospital

"Fourth Department of Internal Medicine, Teikyo University School of Medicine,
University Hospital, Mizonokuchi

YTFirst Department of Internal Medicine, Saitama Medical University Hospital

YFifth Department of Internal Medicine, Osaka Medical Center for Cancer and
Cardiovascular Diseases

"Division of Clinical Research, National Sanatorium (currently National Hospital
Organization), Tokyo Hospital

We investigated the efficacy and safety of Itraconazole (ITCZ) in patients with deep mycosis, evaluating
intravenous injection of ITCZ (200 mg) for 2 weeks (twice a day for the first two days, then once a day for
the remaining 12 days) prior to the oral administration of ITCZ capsules (200 mg) twice a day.

Total efficacy was 67.7% (21/31 cases). The efficacy in aspergillosis patients was 57.9% (11/19 cases),
71.4% (5/7) in candidiasis patients, and 100% (5/5) in cryptococcosis patients. No difference was seen in the
incidence of adverse events in injection and capsule administration, and most observed adverse events of
ITCZ were already known.

ITCZ plasma trough concentration after two days of injection (200 mg twice a day) reached a level (811.3 =
316.0 ng/mL, Mean =S.D., n=42) efficient in treating conditions caused by primary underlying mycoses (As-
pergillus, Candida, Cryptococcus), and high plasma was maintained continuously through administration of
ITCZ capsules.

ITCZ injection reaches efficient plasma concentration rapidly compared to ITCZ capsules. ITCZ injection
is effective for serious and acute conditions but the approved maximum dose of 200 mg/day for ITCZ cap-
sules is not effective in treating deep mycosis.

Plasma concentration reached by ITCZ injection is continuously maintained through the administration of
ITCZ capsules (200 mg, twice a day). We concluded that the first 2 weeks of injection prior to oral admini-
stration is effective in treating deep mycosis.



