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Table 1. The main pathogenic fungi in deep-seated mycoses

1. Endogenous mycoses
* Candida spp.
C. albicans, C. tropicalis, C. glabrata, C. parapsilosis,
C. guilliermondii
2. Exogenous mycoses
* Aspergillus spp.
A. fumigatus, A. flavus, A. terreus, A. nigar
* Cryptococcus spp.
C. neoformans, C. gatti
* Mucormycosis
Rhizopus oryzae, Lichtheimia corymbifera
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Table 2. Dosage regimens and doses of antifungal drugs in children

Neonates

Children

Intravenous FLCZ

[Treatment]

0-2 weeks after birth: 6-12 mg/kg/dose, every 72 hours
3-4 weeks after birth: 6-12 mg/kg/dose, every 48 hours
5 or more weeks after birth: 6-12 mg/kg/dose, every 24
hours

[Prevention]

0-2 weeks after birth: 3 or 6 mg/kg/dose, every 72 hours
3-4 weeks after birth: 3 or 6 mg/kg/dose, every 48 hours
5-6 weeks after birth: 3 or 6 mg/kg/dose, every 24 hours

[Treatment]

6-12 mg/kg/dose (up to 400 mg), given once a day intrave-
nously

[Prevention in hematopoietic stem cell transplant
(HSCT) patients]

12 mg/kg/dose (up to 400 mg), given once a day intrave-
nously

Oral FLCZ [Treatment] [Treatment/General prevention]
Dry syrups 0-2 weeks after birth: 6-12 mg/kg/dose, every 72 hours  6-12 mg/kg/dose (up to 400 mg), given once a day orally
Capsules 3-4 weeks after birth: 6-12 mg/kg/dose, every 48 hours  [Prevention in HSCT patients]

5 or more weeks after birth: 6-12 mg/kg/dose, every 24 12 mg/kg/dose (up to 400 mg), given once a day orally

hours

[Prevention]

0-2 weeks after birth: 3 or 6 mg/kg/dose, every 72 hours

3-4 weeks after birth: 3 or 6 mg/kg/dose, every 48 hours

5-6 weeks after birth: 3 or 6 mg/kg/dose, every 24 hours
Intravenous Doses are in accordance with intravenous FLCZ doses. Doses are in accordance with intravenous FLCZ doses, ex-
F-FLCZ cept for days 1 and 2 when the dose should be doubled.
[Off-label use]

ITCZ intravenous

5 mg/kg/dose (up to 200 mg), given twice a day on days 1

drip and 2, and 5 mg/kg/dose (up to 200 mg), given once a day on
[Off-label use] day 3 and thereafter by intravenous drip infusion.
ITCZ oral solution 2.5 mg/kg/dose, twice a day, or 5 mg/kg/dose, once a day,
[Off-label use] given orally on an empty stomach

(up to 200 mg/dose, 400 mg/day)
ITCZ capsules 2.5 mg/kg/dose, twice a day, or 5 mg/kg/dose, once a day,
[Off-label use] given orally immediately after a meal (up to 200 mg/dose)

*Note that absorption is less stable than with an oral solu-
tion.

VRCZ intravenous

drip

[Treatment] [Prevention in HSCT patients]

[Patients aged at least 2 years but less than 12 years old and
those aged at least 12 years old and weighing less than 50 kg]
9 mg/kg/dose on day 1, and 8 mg/kg/dose on day 2 and
twice a day thereafter, given by intravenous drip infusion.
The dose may be increased by 1 mg/kg each time if the effect
is insufficient, or reduced by 1 mg/kg each time if it is not
sufficiently tolerated.

[Patients aged at least 12 years and weighing at least 50 kg]

6 mg/kg/dose on day 1, and 4 mg/kg/dose on day 2 and
twice a day thereafter, given by intravenous drip infusion.
*1t is desirable to measure the trough blood levels.

VRCZ tablets

[Treatment] [Prevention in HSCT patients]

[Patients aged at least 2 years and less than 12 years old and
those aged at least 12 years old and weighing less than 50 kg]
9 mg/kg/dose (up to 350 mg), twice a day, given orally be-
tween meals

[Patients aged at least 12 years and weighing at least 50 kg]
200 mg/dose, twice a day, given orally between meals (up to
300 mg/dose in adults)

*Note that the bioavailability of tablets is low in children.
*It is desirable to measure the trough blood levels.
*Prevention in HSCT patients should be restricted to pa-
tients at high risk of fungal infection (e.g., with a predicted
decrease in neutrophil count to less than 500/mm?).

(Continued)
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Table 2.

(Continued)

Neonates

Children

MCZ intravenous

5-10 mg/kg/dose, twice a day, given by intravenous 5-15 mg/kg/dose, 2 or 3 times a day, given by intravenous

drip drip drip
[Off-label use]
MCFG intravenous [Treatment] 1-6 mg/kg/dose (may be increased to 10- [Treatment] 3-6 mg/kg/dose (up to 300 mg), once a day,
drip 15 mg/kg/dose), once a day, given by intravenous drip given by intravenous drip infusion
infusion [Prevention] 1 mg/kg/dose (up to 50 mg), once a day, given

[Prevention] 1 mg/kg/dose, once a day, given by intra- by intravenous drip infusion

venous drip infusion

CPFG intravenous
drip infusion

25 mg/m?/dose, once a day, given by intravenous drip 70 mg/m?*/dose (up to 70 mg) on day 1, 50-70 mg/m?/dose

(up to 70 mg) on day 2 and thereafter, once a day, given by
intravenous drip infusion

L-AMB intravenous 2.5 mg/kg/dose (may be increased to 5 mg/kg/dose), 2.5 mg/kg/dose (may be increased to 5 mg/kg/dose), once a

drip

once a day, given by intravenous drip infusion

day, given by intravenous drip infusion
[Cryptococcal meningitis] The dose may be increased up
to 6 mg/kg/dose.

AMPH-B intrave-
nous drip

[Off-label use] hours by intravenous drip

0.25 mg/kg/dose on day 1, gradually increased to 0.5 0.25 mg/kg/dose on day 1, gradually increased to 0.5 mg/kg/
mg-1 mg/kg/dose, once a day, given over at least 3-6 dose (may be increased to 1 mg/kg/day to 1.5 mg/kg every

other day), once a day, given over at least 3-6 hours by intra-
venous drip infusion

AMPH-B syrups

[Inhibition of Candida spp. proliferation in the gastro-
intestinal tract]

1-2 mL/dose in infants, 2-3 mL/dose in young children, and
4 mL/dose in schoolchildren, 2-4 times a day, given orally af-
ter meals

5-FC tablets
[Off-label use]

25-50 mg/kg/dose, 4 times a day, given orally

TBecause there is no mention of age limitation such as "normally in adults” in the package insert, use in children is construed as possible.
However, this product should be used carefully at the physician’s discretion because there is a note of caution about its use in children.

* Although there are descriptions of non-adaptation use and non-adaptation amount in the table, in order to respect the contents of the

original guideline, the expressions are kept as they are.
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Deep-seated mycoses in children~According to the management
guidelines for deep-seated mycoses 2014 in the pediatric field (Supple-
mentary edition)~

Masaaki Mori

Department of Lifetime Clinical Immunology, Graduate School of Medical and Dental Sciences, Tokyo Medical and

Dental University, 1-5-45 Yushima, Bunkyo-ku, Tokyo, Japan

We recognize that the risk of developing a deep-seated mycoses has recently increased more than be-
fore due to the advancement of aggressive immunotherapy for underlying diseases, in addition to the im-
mature immune system associated with growth in children. The diagnosis of deep-seated mycoses in chil-
dren is difficult, but fungemia, meningitis, respiratory infections (pneumonia, lung abscess, interstitial
pneumonia, etc.), and gastrointestinal tract infections have been reported. In addition to the existence of
unknown causes or antibiotic-associated refractory fever, it is possible to detect and identify the primary
disease (chromosomal abnormality, immunodeficiency, malignancy, etc.), family history (increased suscep-
tibility to infection), and patient-associated risk factors (using corticosteroids, immunosuppressive drugs or
an artificial respirator).

In recent years, a total of five antifungal drugs have been approved for use in children in Japan includ-
ing voriconazole and caspofungin in addition to the three agents, micafungin, liposomal amphotericin B,
and fluconazole. When considering sensitivity and tolerability, it is necessary to pay attention to medi-
cines that are used outside of the indication (off label) in children who need to be treated. The administra-
tion of antifungal drugs in the pediatric field needs to be carefully monitored for side effects while taking
effectiveness into consideration. In many cases, a deep-seated mycoses is caused by various immunologic
disorders in the host. The combination of adequate adjuvant therapy against these disorders is also impor-
tant to obtain efficacy in treating the mycosis.

In view of the above situation, in September 2015, a supplementary edition to the existing guidelines
was created by adding newly acquired drugs in the pediatric field. In the supplementary guidelines, the
descriptions in the pediatric field are focused in detail on “immunodeficiency disease”, “pediatric blood/
neoplastic disease”, and “newborn”, in addition to the background of “deep-seated mycoses”, risk factors, di-
agnosis, and treatment in each field.
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