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Total number
94 cases

Safety evaluation
94 cases

l |

Efficacy evaluation
70 cases

Exclusion/Drop out
24 cases

Failure to meet entry criteria 12 cases
Not fulfilling the criteria of systemic fungus infection 4 cases
Not fulfilling the criteria of antibacteria agent therapy before the study 6 cases
Lack of background data 2 cases

Less than 1 week of treatment duration 5 cases

Maintain therapy with itraconazole 7 cases

Fig. 1.
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Table 1. Background characteristics
Item N?' of Item N(?. of
Patients Patients
male 42 no treatment 46
Sex
female 28 treatment 24
10~19 2 ;I;?:t?jn fluconazole (po) 8
20~29 6 fluconazole (iv) 13
30~39 8 amphotericin B (iv) 3
Age 40~49 4 no 3
50~59 16 Concomitant | Y©S 67
60~69 13 with drug H.-blocker 31
70~79 21 G-CSF 35
acute lymphocytic leukemia 6 0~ 99 16
acute myelogenous leukemia 20 100~499 9
chronic leukemia 6 Neutrophil 500~999 8
(/ml)
malignant lymphoma 14 1,000 35
Ur;;erlying myelodysplastic syndrome 7 unknown 2
multiple myeloma 2 <10.0 23
myelofibrosis 4 G-test 10.0=s <20.0 10
aplastic anemia 4 (pg/ml) 20.0= 16
miscellaneous 7 not—performed 21
fungemia 14 yes 40
respiratory fungus 20 Anamnesis no 27
Diagnosis gastrointestinal fungus 20 unknown 3
urinary fungus 6 no 38
deep—seated fungus 10 yes 32
mild 18 Complication hepatic dysfunction 9
Severity moderate 42 cardiac dysfunction 2
severe 10 renal dysfunction 1
1day ~ 7days 30 Bacterial yes 24
Duration 8 days~14 days 13 infection no 46
of 15 days~28 days 12 yes 5
illness 29 days~56 days 9 ?xlllsizgr;c no 64
57 days~ 6 unknown 1
Candida albicans 9
Candida glabrata 3
Candida krusei 2
Causative Candida sp. 8
fungus C. albicans & C. glabrata 2
Aspergillus sp. 1
mold fungus 2
fungal spore 1
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Table 2. Final evaluation

1.  Clinical symptom improvement

Markedly improved Improved Unchanged Aggravated Efficacy rate (%)
11 (16.9%) 32 (49.2%) 17 (26.2%) 5 (7.5%) 43/65 (66.2%)
2. X-ray or endoscopic findings
Markedly improved Improved Unchanged Aggravated Efficacy rate (%)
0 (0.0%) 12 (66.7%) 4 (22.2%) 2 (11.1%) 12/18 (66.7%)
3. Mycological improvement
Disappeared Decreased Unchanged Increased Disappeared/decreased rate (%)
6 (26.1%) 4 (17.4%) 10 (43.5%) 3 (13.0%) 10/23 (43.5%)
4. Serological improvement
Markedly improved Improved Unchanged Aggravated Efficacy rate (%)
2 (12.5%) 4 (25.0%) 8 (50.0%) 2 (12.5%) 6/16 (37.5%)
5. Final global improvement
Markedly effective Effective Ineffective Efficacy rate (%)
10 (14.7%) 35 (51.5%) 23 (33.8%) 45/68 (66.2%)
non pa.ire§ t-faest
10,000 zls) r:)t significant

1,000
-@-1TCZ
100
10

(26) an (4) (Meant

——

-
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Plasma concentration
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ITCZ:itraconazole

Fig. 2. Plasma itraconazole OH-itraconazole concentra-
tion in all cases.
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Fig. 4. Plasma itraconazole concentration with without H,~
blocker.
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Fig. 3. Plasma itraconazole concentration in effective/inef-
fective cases.
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Table 3. Final evaluation rating stratified by background characteristics

Final global efficacy rating

Markedly
effective

Effective

Ineffective

Efficacy rate (%)

10 (14.7%)

35 (51.5%)

23 (33.8%)

45/68 (66.2%)

Sex male 22 11 30/41 (73.2%)
female 2 13 12 15/27 (55.6%)
acute lymphocytic leukemia 1 5 0 6/6
acute myelogenous leukemia 4 11 5 15/20 (75.0%)
chronic leukemia 1 4 1 4/6
. malignant lymphoma 3 4 7 7/14 (50.0%)
Ux];c::i)::g myelodysplastic syndrome 0 4 2 4/6
multiple myeloma 1 1 0 2/2
myelofibrosis 0 0 0 0/4
aplastic anemia 0 2 2 2/4
miscellaneous 0 4 2 4/6
funginemia 1 2 1 3/4
Documented | respiratory fungus 1 3 3 4/7
sﬁzzli ¢ gastrointestinal fungus 1 8 3 9/12 (75.0%)
infection urinary fungus 0 3 2 3/5
deap-seated fungus 0 0 1 0/1
funginemia 3 5 2 8/10 (80.0%)
SUSPECtéd respiratory fungus 1 8 4 9/13 (69.2%)
sﬁ:::ll ¢ gastrointestinal fungus 2 1 4 3/7
infection urinary fungus
deep-seated fungus 1 3 6/9
mild 3 9 5 12/17 (70.6%)
Severity moderate 6 23 13 29/42 (69.0%)
severe 1 3 5 4/9
Candida albicans 1 7 1 8/9
C. glabrata 0 2 1 2/3
C. krusei 1 1 0 2/2
Causitive Candida sp. 1 3 3 4/7
fungus C. albicans +C. glabrata 0 0 2 0/2
Aspergillus sp. 0 0 1 0/1
mold fungus 0 1 1 1/2
fungal spore 0 1 0 1/1
Switch from amphotericin B (iv) 1 0 1 1/2
other drugs fluconazole (iv) 1 7 2 8/10 (80.0%)
(Failure cases) | fyconazole (po) 0 5 3 5/8
100 mg 3 12 11 15/26 (57.7%)
Finaldaily I 0 2 4 4 6/10 (60.0%)
dosage
200 mg 5 19 24/32 (75.0%)
Concomitant | yes 4 18 9 22/31 (71.0%)
with Hx-blocker | no 6 17 14 23/37 (62.2%)
Concomitant yes 5 19 11 24/35 (68.6%)
with G-CSF | no 5 16 12 21/33 (63.6%)
Neutrophil 0~ 99 6 6 10/16 (62.5%)
at the 100~499 1 2 7/9
beginning 500~999 0 3 5 3/8
/) 1,000~ 3 21 9 24/33 (72.7%)
G-test <10.0 2 12 8 14/22 (63.6%)
(pg/ml) at 10.0s  <20.0 2 4 4 6/10 (60.0%)
the beginning 20.0=< 4 7 4 11/15 (73.3%)
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Table 4. Adverse events/Abnormal laboratory findings
Adverse event
Onset | Duration | Treatment, course, and Relation to
. 4 ’ Global safet;
Case | Sex, age Symptom Severity (days) (days) | comments by investigator itraconazole ¥
1 female edema of face 9 394 29d diuretics were given, and the probably slightly
56 and extremities | T erate a8 ays symptoms improved related problematic

Abnormal laboratory findings

Parameter Severity No. of incidence
GOT moderate 2
.......... m lld .
GPT moderate 4
s mlld ....................... 5 e
v-GPT moderate 1
.......... mlld4
Al-P Severe 1
.......... mlld4
LDH mild 7
BUN mild 2
K mild 2
Cr mild 1
Urobilinogen mild 2
Urinary glucose mild 1
Total 44
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1997
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sistance of candida species to fluconazole. Antimi-
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Van Cutsem J: Oral, topical, and parenteral anti-
fungal treatment with itraconazole in normal and
in immunocompromised animals. Mycoses 32 (Sup-
pl.): 14~34,1989
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Itraconazole DRI E WAL (24 3 5 B PR A9 2 BR A
o HAE LK 25: 585~616, 1991
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The oral antifungal drug itraconazole (ITCZ) was administered to documented or suspected systemic
fungal infections (SFI) accompanied with hematological diseases. The efficacy and safety of ITCZ and the
correlation between plasma ITCZ concentration and its clinical efficacy were evaluated. Safety was
evaluated in all 94 patients who received ITCZ, while efficacy was evaluated in 70 (31 documented SFI and
39 suspected SFI) . An overall efficacy rate of 66.2% (45 68, excluding 2 patients in whom the efficacy was
unevaluable) was obtained with an efficacy rate of 65.5% (19 29) in documented SFI patients and 66.7%
(26 39) in suspected SFI patients. Causative fungi were isolated in 28 patients (40%). Candida spp.
accounted for 86% of the isolated fungi. The effectiveness obtained in major subgenuses were Candida
albicans 8 9 patients, Candida glabrata 2 3 and Candida krusei 2’2, respectively. ITCZ was used due to
the failure of previous antifungal drugs in 20 patients. The efficacy rates were 72.2% (13 18) in patients
who previously received fluconazole. Adverse reactions and abnormal laboratory findings occurred in one
patient (edema of lower limbs and face), and in 14 patients (44 events, 10 of GOT increase, 9 of GPT
increase, 7 of LDH increase, and 5 of Al-P increase, etc.), respectively. A relation with ITCZ in these
events could not be ruled out. ITCZ was safe in 81.9% (77 94) in the overall safety rating. In conclusion,
ITCZ was considered to be safe and effective for SFI patients accompanied with hematological diseases.
Good efficacy for fungi other than C. albicans and in patients unresponsive to other antifungal drugs was
also demonstrated.



