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Obijective : To compare efficacy of 2% ketoconazole cream with 1% hydrocortisone cream in the treatment of infantile
seborrheic dermatitis (1SD). This study recruited infants of 2 weeks to 2 years old with a clinical diagnosis of infantile
seborrheic at the Department of Pediatrics, King Chulalongkorn Memorial Hospital from December 2001 to November 2003.
Method : The severity of the rash of the patients was examined in terms of erythema, scale and crust before treatment based
on a scoring system comparing two sides (left and right) of the lesion with numeral representation for it a severity, namely:
0 for no lesion; 1, mild; 2, moderate; and 3, severe. They were treated with 2% ketoconazole cream on the left side of the
lesion and 1% hydrocortisone cream on the right side of the lesion, twice a day.

Results : The responses of treatment of 2% ketoconazole cream compared with 1% hydrocortisone cream in 48 patients had
no statistical significant difference at 2-3 days of treatment and 4-7 days of treatment. By one week, both 2% ketoconazole
cream and 1% hydrocortisone cream have significant clinical improvement of the lesion. The skin lesions were cleared in 31%
of the ketoconazole group and 35% of the hydrocortisone group. All skin lesions were cleared by the end of the second week.
Conclusion : The efficacy of 2% ketoconazole cream and 1% hydrocortisone cream in the treatment of ISD was not
significantly different. Ketoconazole is another option for the treatment of ISD, to avoid the side effects of topical corticosteroid

in long-term use and on large surface areaa of treatment.
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Infantile seborrheic dermatitis (1ISD) isacommon
skin lesion found in the first months of life. The skin
lesion consists of yellowish or whitish greasy, thick
adherent, often confluent scales, mostly occurring on the
vertex, frontal area, eyebrows, retroauricular areas and
the flexural areas 2. It often begins around the second
or third week of age coinciding with sebaceous gland
hyperplasia of the newborn and colonization of Malassezia
@, There is still no evidence that it is analogous to
seborrheic dermatitis in adults ©.

The etiology of ISD is still unclear®. Malassezia
furfur (or Pityrosporon ovale ) has been found in lesion
of ISD (73%)®9 but also found in other skin conditions
such as atopic dermatits (33%) and in healthy infants
(33%) ™.

Treatment of ISD includes emollients, mild

Correspondence to : Wananukul S. Division of Pediatric Der-
matology, Department of Pediatrics, Faculty of Medicine,
Chulalongkorn University, Rama IV Road, Bangkok 10330,
Thailand. Phone:0-2256-4951, Fax: 0-2256-4911, E-mail:
wananusw@hotmail.com

S68

topical steroids® topical ketoconazole cream ©® keto-
conazole shampoo®. Miconazole “% and ketoconazole
(10-12) are also effective in seborrheic dermatitis in adults,
which suggests a pathogenic role of M. furfur in
seborrheic dermatitis.

Both topical corticosteroid and ketoconazole
have been recommended for the treatment of ISD @%),
The clinical course and severity of ISD vary from patients
to patients. The aim of this study was to compare the
efficacy of 2% ketoconazole cream and 1% hydrocorti-
sone cream in the treatment of ISD in the same patient.

Method

All infants with the diagnosis of ISD without
prior treatment, aged 2 weeks to 24 months, from
December 2002 to November 2003 were recruited for
the present study. Consent for participation in the
study was signed by the parents of all children. On
the initial evaluation, the severity of the rash of the
patients was examined in terms of erythema, scale and
crust before treatment based on a scoring system
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comparing two sides (left and right) of the lesion with
numeral representation for it severity, namely: 0 for no
lesion; 1, mild; 2, moderate; and 3, severe.The patients
were treated with 2% ketoconazole cream on the left
side of the lesion and 1% hydrocortisone on the right
side of the lesion, twice a day.

The patients were evaluated 2-3 days and 4-
7 days after starting the treatment. If the skin lesions
had not improved, or had side effects from the topical
medication, they were treated by authors topical medi-
cation. Statistic differences between group comparisons
were calculated by using dependent samples t-test in
SPSS for Window, with statistical significance at p <.05.

Results

A total of 48 infants (26 boys, 22 girls) with
the diagnosis of ISD, aged 2 weeks to 15 months, with
a mean age of 2.5 months, were recruited. None had
prior medication. Table 1 shows the number of sites of
the skin lesions. The scalp was the most common site
(Table 2). The efficacy of 2% ketoconazole cream was
not significantly different from 1% hydrocortisone
creamon D 2-3 (p=0.749, Table 3) and D 4-7 (p = 0.268,
Table 4). By one week, both 2% ketoconazole cream
and 1% hydrocortisone cream had improved the skin
lesion significantly (p < 0.05, Table 5, 6). The skin
lesions were cleared in 31% in the ketoconazole group
and 35% in the hydrocortisone group. All skin lesions
were cleared by the end of the second week.

Table 1. Number of sites of skin lesions in infantile seborrheic
dermatitis

Number of sites Number of patients (%)

4 (8.33)
14 (29.17)
12 (25.00)
10 (20.83)
5 (10.42)
6 3 (6.25)
Total 48 (100)

g~ wN -

Table 2. Site of involvement in infantile seborrheic dermatitis

Site Number of patients (%)
scalp 41 (29.08)

ear 30 (21.27)
eyebrow 26 (18.44)
cheek 23 (16.31)
forehead 11 (7.81)

upper trunk 10 (7.09)

Total 141 (100)
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Table 3. Efficacy of 1% hydrocortisone (HC) compare with
2% ketoconazole (KC) in the treatment of infantile
seborrheic dermatitis in day 2-3

n =148

1% HC 2% KC t p

X SD X SD
Erythema 0.83 0.83 0.88 1.00 -0.405 .688
Crust 1.15 0.80 1.10 0.81 0.628 .533
Scale 0.92 0.74 0.98 0.79 -0.724 .473
Total 0.97 0.52 0.99 0.59 -0.322 .749
*p < .05

Table 4. Efficacy of 1% hydrocortisone (HC) compare with
2% ketoconazole (KC) in the treatment of infantile
seborrheic dermatitis in day 4-7

n =48

1% HC 2% KC t p

X SD X SD
Erythema 0.10 0.37 0.13 0.33 -0.375 .710
Crust 0.52 0.68 0.58 0.65 -0.724 .473
Scale 0.44 0.58 0.56 0.71 -1.288 .204
Total 0.35 0.37 0.42 0.38 -1.121 .268
*p < .05

Table 5. Scoring of pre and post treatment at (4-7 day) with
1% hydrocortisone (HC) in infantile seborrheic

dermatitis
n=48

Day 0 Day 4-7 t p

X SD X sD
Erythema 2.02 0.86 0.10 0.37 13.777* <.001
Crust 1.94 0.84 0.52 0.68 12.793* <.001
Scale 1.85 0.82 0.44 0.58 11.957* <.001
Total 1.94 0.53 0.35 0.37 20.020* <.001
*p < .05

Table 6. Scoring of pre and post treatment at (4-7 day) with
2% ketoconazole cream in infantile seborrheic

dermatitis
n =48

Day 0 Day 4-7 t p

X SD X sD
Erythema 2.06 0.86 0.13 0.33 15.597* <.001
Crust 1.69 0.82 0.58 0.65 12.511* <.001
Scale 1.83 0.81 0.56 0.71 9.860* <.001
Total 1.95 0.53 0.42 0.38 17.795* <.001
*p < .05
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Side effects of topical medication were found
in 2 patients. One patient had marked xerosis with
desquamation on the side that applied 2% ketocona-
zole cream on day 5. 2% Ketocanazole cream was discon-
tinued and 1% hydrocortisone cream was used. Another
patient had multiple folliculitis on the side that applied
1% hydrocortisone cream on day 3. Hydrocortisone was
discontinued and treated with ketoconazole on both sides.

Discussion

Both topical corticosteriod and ketoconazole
have been used to treat ISD @*3. There have been many
studies about the role of Malassezia furfur and seborrheic
dermatitis in infants ¢"and adults ©. Beside seborrheric
dermatitis, Malassezia is found in many skin diseases
such as psoriasis, atopic dermatitis, tinea versicolor
and pityrosporum folliculitis . Both oral ¢ 121415 gand
topical antifungal © 111618 agents have been used with
clinical benefit in seborrheic dermatitis. Another drug
that has been used to treat seborrheic dermatitis in adults
is isotretinoin, which reduced the sebum production
rate and, also benefited seborrheic dermatitis 9.

Topical ketoconazole not only has an anti-

fungal activity but also has an anti-inflammatory effect
@021 Blood level was undetectable even when used in
large body surface area 19, Faegermann studied the
efficacy of 2% miconazole-1% hydrocortisone, 2%
miconazole and 1% hydrocortisone is 91%, 68% and 70%,
respectively. The number of cultured Pityrosporon
orbiculare was significantly lower in all groups after
treatment, but in the hydrocortisone group was still
significantly higher than in the two other groups. In
this study, the present used 2% ketoconazole cream
on the left side and 1% hydrocortisone cream on the
right side to avoid variation of clinical severity among
the patients. The efficacy of ketoconazole and hydro-
cortisone were not significantly different in the
treatment of ISD in the present study. If Malassezia
furfur is the causative agent of ISD, hydrocortisone
alone should not benefit ISD and isotretinoin, which
has a reduced sebum production rate and should not
benefit seborrheic dermatitis in adults. The genus
Malassezia can now be divided into seven species ?2.
Cell-mediated immunity to Malassezia furfur has been
shown to be different in patients with seborrheic derma-
titis and pityriasis versicolor ¢®. Malassezia can induce
cytokines production by keratinocytes ?+%), Further
studies are needed for more information about the role
of Malazzesia furfur on ISD.

In conclusion, the efficacy of 2% ketocona-
zole cream and 1% hydrocortisone cream in the treat-
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ment of ISD were not significantly different. Keto-
conazole is safe and effective in the treatment of ISD.
It is another option for the treatment of ISD, to avoid
the side effects of topical corticosteroid in long-term
use on large surface areas of treatment.
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