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Table 1. Patient characteristics in safety and efficacy analysis set

Item Efficacy analysis set
Safety analysis set " Il
T ti P ti
Number of patients included in the analysis (n=27) erapeuticuse rophylacticuse
(n=2) (n=25)
Gender Male 9(33.3) 2 (100.0) 7 (28.0)
Female 18 (66.7) 0(0.0) 18 (72.0)
Age* <4 weeks 1(3.7) 1(50.0) 0(0.0)
>4 weeks to<1year 4(14.8) 0(0.0) 4(16.0)
>1year to<7 years 22 (81.5) 1(50.0) 21 (84.0)
Mean * SD (years) 24*18 0.5+0.7 25+ 1.8
Median, Min-Max (years) 2.0,0-5 0.5,0-1 3.0,0-5
Mean * SD (months) 33.2*21.0 9.2+13.0 35.1+20.5
Median, Min-Max (months) 25.4,0-68 9.2,0-18 38.0, 7-68
Reason for FLCZ administration Treatment 2(7.4) 2 (100.0) 0(0.0)
(at start) Prophylaxis 25(92.6) 0(0.0) 25 (100.0)
Severity (cases of therapeutic Mild — 1(50.0) —
FLCZ administration) Moderate — 0(0.0) —
Severe — 1(50.0) —
Reason for prophylactic FLCZ ad- Prophylaxis of IFI in HSCT — — 3(12.0)
ministration Others — — 22 (88.0)
Birth weight<1,000 g — — 0(0.0)
Prophylaxis of infection — — 22 (88.0)
Hospitalization status Inpatients 27 (100.0) 2 (100.0) 25 (100.0)
Outpatients 0(0.0) 0(0.0) 0(0.0)
Fever unresponsive to antibacte- No 27 (100.0) 2 (100.0) 25 (100.0)
rial agents Yes 0(0.0) 0(0.0) 0(0.0)
Hepatic dysfunction No 4(14.8) 0(0.0) 4(16.0)
Yes 23 (85.2) 2 (100.0) 21 (84.0)
Renal dysfunction No 0(0.0) 0(0.0) 0(0.0)
Yes 27 (100.0) 2(100.0) 25 (100.0)
Medical history No 24 (88.9) 1(50.0) 23(92.0)
Yes 3(11.1) 1(50.0) 2(8.0)
Complication No 1(3.7) 1(50.0) 0(0.0)
Yes 26 (96.3) 1(50.0) 25 (100.0)
Previous antifungal treatment No — 2 (100.0) —
Yes — 0(0.0) —
Concomitant use of interacting No 8(29.6) 1(50.0) 7(28.0)
drugs Yes 19 (70.4) 1(50.0) 18 (72.0)

Figures indicate the number of patients (%), excluding age of mean, minimum (Min) to maximum (Max), and median.

* Age was calculated by Western-style of counting fully completed years.

FLCZ, fluconazole; HSCT, hematopoietic stem cell transplantation; IFI, invasive fungal infection.
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Table 2. Patients characteristics and reasons for FLCZ administration

Gender Age Height (cm) Weight (kg) Complications Reason for FLCZ administration
Female 2 yr 0 mo 79.5 10.5 AML Prophylaxis of IFI in HSCT
Male 0yr0Omo* 28.8 0.585 None Treatment of candidemia
Female 5yr 0 mo 106.5 17 ALL Prophylaxis of fungal infection during
chemotherapy
Male 0yr 6 mo 67.5 7.828 AML Prophylaxis of IFI in HSCT
Male 0yr9 mo 71 7.4 Wilms' tumor Prophylaxis of IFI during chemotherapy
Female 5yr 8 mo 103.6 13.6 Neuroblastoma Prophylaxis of IFI during chemotherapy
Male 4yr11mo 108.2 18.45 ALL, Febrile neutropenia Prophylaxis of IFI during chemotherapy
Female 2yr 1 mo 90.5 12.5 ALL Prophylaxis of IFI during chemotherapy
Female 1yr3 mo 76.1 9 Sacrococcygeal yolk sac tu- Prophylaxis of IFI during chemotherapy
mor
Female 3yrlmo 93.1 13.2 Neuroblastoma Prophylaxis of IFI during chemotherapy
Male 4yr3mo 104.7 15.7 Neuroblastoma Prophylaxis of IFI during chemotherapy
Male 5yr 3 mo 109 16 ALL Prophylaxis of IFI in neutropenia
Female 3yr4mo 92.6 122 ALL Prophylaxis of IFI during chemotherapy
Male 1yr6mo 79 10 Neuroblastoma Treatment of candidemia
Female 1yr 0 mo 69 8.3 Neuroblastoma Prophylaxis of IFI during chemotherapy
Female 4 yr8 mo 99 12.3 ALL, Anemia associated Prophylaxis of IFI in leucopenia
with malignancy, Thrombo-
cytopenia
Female 0yr 8 mo 65 7 AML Prophylaxis of IFI during chemotherapy
Female 3yr3mo 97 15 ALL Prophylaxis of IFI during chemotherapy
Male 3yr8mo 91 10.8 Rhabdomyosarcoma, Prophylaxis of IFI in leucopenia
Translocation trisomy 13,
Anemia associated with
malignancy, Complicated
urinary tract infection, Neu-
tropenia, Epilepsy, Liver
disorder (transient)
Male 4yr1mo 100 10 Neuroblastoma Prophylaxis of IFI during chemotherapy
Female 1yr 0 mo 76 9.4 Aplastic anemia Prophylaxis of fungal infection
Female 2yr 1 mo 85 11.7 ALL Prophylaxis of IFI on intensification
therapy
Female 5yr 1 mo 106 175 ALL Prophylaxis of fungal infection during
chemotherapy
Female 0yr9mo 70 8.91 ALL Prophylaxis of IFI in HSCT
Female 1yr 8 mo 79 11.1 ALL Prophylaxis of IFI on remission induc-
tion therapy
Female 4yr3mo 99.6 15 ALL Prophylaxis of IFI in neutropenia
Female 1yr10m 78.5 11.2 Hepatoblastoma, Anemia, Prophylaxis of IFI in neutropenia
Thrombocytopenia

* <28 days after birth at the start of FLCZ administration.

AML, acute myeloid leukemia; ALL, acute lymphatic leukemia; FLCZ, fluconazole; HSCT, hematopoietic stem cell transplantation; IFI,

invasive fungal infection.

Ko 1EIE 1D b7 Ao 1 HloE 2 6T
HEh, ZoMOEF TIIEBI KT A > ay THIB
RSN Tz, I 7R VHIOBRENE %005 720
WAl 1 SR, Atk 4 RS X OER 4 8
PLE Tiekioaf] (55 6#) 128vTik 6 mg/kg
B 12 mg/kg KiiTh VY, FI5103 mg/kg THo
Too 72721, AfRABEKMO 1HIE1H 2 [\H5T
Horhs, HEBABRLELERRmTIIEA 1 H 1

BARMLFREFRMEE Vol 66 No. 5

A5 CTdh o720 T b 7R Td 59.1% (13/
22 B1) 56 mg/kg #8 12 mg/kg Kb b4 <, F
BRI SE 96 mg/kgTH Y, &FIHS1 H 1 MHE
"G5 ThHol

ARHFNVEH A IO EEH] & B L TWziERNIE 27
B (MM SIER 2F) T, 2D BEARFO
WSCEO THEER] W ThREE] & LTz
FHNTW LA A L72ESNE 19 61T, TP



[FRREHEERE] LHRITHT 2 FLCZ DAL 22t

Table 3. Condition of FLCZ administration by age groups (safety analysis set)
Age
<4wks >4 wks to<lyr >1yrto<7yrs
(n=1) (n=4) (n=22)
Actual administration <6 days 1(100.0) 0(0.0) 0(0.0)
period 7 to 20 days 0(0.0) 0(0.0) 6(27.3)
21 to 34 days 0(0.0) 3(75.0) 5(22.7)
35 to 48 days 0(0.0) 0(0.0) 1(4.5)
49 to 62 days 0(0.0) 0(0.0) 0(0.0)
63 to 76 days 0(0.0) 0(0.0) 0(0.0)
77 to 90 days 0(0.0) 1(25.0) 1(4.5)
>91days 0(0.0) 0(0.0) 9(40.9)
Mean = SD (days) 1.0+-- 40.8 £29.0 778+754
Min-Max, Median (days) 1-1, 1.0 23-84,28.0 9-239, 34.5
Administration period <6 days 1(100.0) 0(0.0) 0(0.0)
(including suspending 7 to 20 days 0(0.0) 0(0.0) 6(27.3)
period) 21 to 34 days 0(0.0) 3(75.0) 5(22.7)
35 to 48 days 0(0.0) 0(0.0) 0(0.0)
49 to 62 days 0(0.0) 0(0.0) 1(4.5)
63 to 76 days 0(0.0) 0(0.0) 0(0.0)
77 to 90 days 0(0.0) 1(25.0) 1(4.5)
>91days 0(0.0) 0(0.0) 9(40.9)
Mean * SD (days) 1.0£-- 40.8+29.0 78.5%75.1
Min-Max, Median (days) 1-1,1.0 23-84,28.0 9-239, 43.0
Initial dosage <3mg/kg 0(0.0) 0(0.0) 0(0.0)
3 mg/kg 0(0.0) 0(0.0) 1(4.5)
>3 mg/kg to<6 mg/kg 0(0.0) 0(0.0) 3(13.6)
6 mg/kg 0(0.0) 0(0.0) 0(0.0)
>6mg/kg to< 12 mg/kg 1(100.0) 4(100.0) 13 (59.1)
12 mg/kg 0(0.0) 0(0.0) 1(4.5)
>12 mg/kg 0(0.0) 0(0.0) 4(18.2)
Mean * SD (mg/kg) 10.3 £ -- 10.3+0.8 9.6+2.8
Min-Max, Median (mg/kg) 10-10, 10.3 10-11, 10.1 3-13,9.9
Initial number of doses Once daily 0(0.0) 4(100.0) 22 (100.0)
Twice daily 1(100.0) 0(0.0) 0(0.0)
Formulation Intravenous solution 1(100.0) 0(0.0) 1(4.5)
Capsules 0(0.0) 0(0.0) 0(0.0)
Dry Syrup 0(0.0) 4(100.0) 21(95.5)

Figures indicate the number of patients (%), excluding mean * SD, minimum (Min) to maximum (Max), and median.

FLCZ, fluconazole.

Table 4. Concomitant use of drugs with FLCZ* (safety

analysis set)

Drugs Formulation n (%)
midazolam Injection 2(7.4)
amlodipine besylate Oral medicine 1(3.7)
cyclosporine Oral medicine 1(3.7)
cyclosporine Injection 1(3.7)
tacrolimus hydrate Injection 2(7.4)
cyclophosphamide hydrate Injection 9(33.3)
vincristine sulfate Injection 12 (44.4)

*Drugs with precautions for coadministration, listed in the

®

package insert of Diflucan™.

Figures indicate the number of patients (%).

FLCZ, fluconazole.

2o ] OFFNEZ A L/SESNIE D> 72 (Table 4).
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Table 5. Incidence of adverse drug re-
actions (safety analysis set)
Safety analysis set 27
No. of patients with ADRs 1(3.7)
No. of occurrences of ADRs 1
Hepatobiliary disorders 1(3.7)
Liver disorder 1(3.7)

Figures indicate the number of patients
(%), excluding the no. of occurrences of
ADRs. Preferred terms in Medical Dic-
tionary for Regulatory Activities/],
Ver.18.0 were used.

ADR, adverse drug reaction.
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Table 6. Transition of laboratory values of hepatic function*

Before FLCZ After FLCZ administration
Item Unit .. .
administration 4 days 6 days 11 days 16 days
AST TU/L 41 75 429 86 18
ALT 1U/L 44 89 492 408 43
LDH 1U/L 234 226 343 213 169
y-GTP 1U/L 19 29 76 83 43
Total bilirubin mg/dL 0.9 0.7 0.8 1.1 0.2

*Data of the patient with liver disorder.

AST, aspartate aminotransferase; ALT, alanine aminotransferase; FLCZ, fluconazole; LDH, lac-

tate dehydrogenase; y-GTP, y-glutamyl transpeptidase.

Table 7. Patients with therapeutic FLCZ administration in efficacy analysis set
Age Hel.ght Diagnosis Severity CausaFlve Complication Concomitant drugs Mycological - Clinical
Weight organism efficacy efficacy
OyrOmo 288cm  Candidemia  Severe Candida None amikacin sulfate Unchanged Not
585¢g glabrata ampicillin sodium assessable
indomethacin sodium
dopamine hydrochloride
dobutamine hydrochloride
phenobarbital sodium
menatetrenone
pulmonary surfactant
lyrémo  79cm Candidemia Mild — Neuroblastoma cyclophosphamide hydrate Not Effective
10kg cisplatin assessable
sulfamethoxazole

pirarubicin hydrochloride
vincristine sulfate
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TR S RN RPHESN T L, b, &Y
SNz FLCZ O¥e5-=:1% 3.3 mg/kg, 55 mg/kg, 6.0
mg/kg TH o720 —J7T, FEIR 27 BRI OB HE
BaxR e L2k 0 Tid C albicans (2K
LT2#l, C. glabrata \Zx3 LT 1%, Candida sp.
WZxf LT 1B FLCZ 2% 5- & 7z7%, C. albicans
D 1H0& C. glabrata ® 1 BIOFHIZFELETH - 726

Candida J& D W12 X - T FLCZ (24§ % 3£ H)
VIR B2 ), C glabrata @ & 5 2 FHEAREEVE
EMEATHRE" P ST 5 & DX Candida krusei 7
EDT V= MR ERAE I IE RS Z L, F
FERRRREL R DIV 2 PUE RIS R IR 720, 7
A FTA 2 TIRINS ORI 5 EREIHH I
Fl A& EIRT 5 L) ICHESEL T B,

F72, NBOMEE - SRS REEER
FEIZBWT S, Candida IBIFEELRAEDITIZH
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In November 2011, fluconazole injection (Diflucan® intravenous solution 50 mg/100 mg/200 mg) and flu-
conazole capsules (Diflucan® capsules 50 mg/100 mg) were approved additionally for prevention of inva-
sive fungal infections in patients with hematopoietic stem cell transplantation and for children through
public knowledge-based application in Japan. Additionally, fluconazole dry syrup (Diflucan® dry syrup 350
mg/1,400 mg) was approved as a new formulation in February 2012. However, few reports describe the
clinical use experience of fluconazole in infants and newborns in Japan. In order to evaluate the safety and
efficacy of fluconazole in children including neonates in clinical practice in Japan, a special drug use-
results survey was carried out. As far as adverse drug reactions were concerned, one patient developed a
liver disorder among 27 patients in the safety analysis set, thus the proportion of adverse drug reaction
was 3.7% (1/27 cases). No serious or unanticipated adverse drug reactions were observed. As for efficacy,
two patients were treated with fluconazole among 27 patients in the efficacy analysis set. Of the two pa-
tients, fluconazole was efficacious in one patient and the efficacy in the other patient was indeterminable.
The mycological efficacy was determined for one patient, and the fungal eradication was not observed. No
patients developed an invasive fungal infection among 25 patients in whom fluconazole for was adminis-
tered prophylaxis. Therefore, as for the safety and efficacy of fluconazole in infants and neonates, it was
considered that no remarkable findings should require additional precautions.
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