SYNDROME IN QUESTION

v

Do you know this syndrome?
Vocé conhece esta sindrome?
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CASE REPORT

A two-month old infant presented with dissem-
inated vesicles, pustules and blisters since birth.
Initially, these lesions developed on the lower limbs,
later disseminating to the abdomen and upper limbs.
The infant was diagnosed with impetigo and pre-
scribed cephalexin. The number of lesions increased
and the infant was referred to the outpatient depart-
ment of pediatric dermatology. Dermatological exam-
ination revealed linear verrucous lesions, principally

FIGURE 1 (A, B): Presence of verrucous

lesions following a linear pattern on the
lower limbs
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FIGURE 2 (A, B): Vertex alopecia.
Hyperpigmented lesions on the mother’s
groin
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in the flexor region of the limbs (Figures 1A and 1B).
Vertex alopecia was also found (Figure 2A).

The infant’s mother had areas of hyperpigmen-
tation in her groin (Figure 2B) and reported a history
of a rash in infancy.

Full blood count revealed eosinophilia of 11%.
Biopsy of a verrucous lesion on the right thigh
showed spongiosis, eosinophilic infiltration and
melanophages (Figures 3A and 3B).

FIGURE 3 (A, B): Histopathology in
hematoxylin-eosin. Magnification 10x.
Spongiosis, eosinophilic infiltration and
malanophages
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Do you know this syndrome?

DISCUSSION

Bloch-Sulzberger syndrome (incontinentia pig-
menti) is an ectodermal X-linked dominant disorder
that affects the skin, eyes and teeth, and may be asso-
ciated with neurological defects. '* It affects approxi-
mately 1 in every 50,000 liveborn infants and is typi-
cally lethal to male fetuses in utero. A family history
of the disorder is found in around 50% of cases. *

The name incontinentia pigmenti (IP)
describes a nonspecific histological characteristic in
which there is melanin incontinence of the
melanocytes in the basal layer of the superficial der-
mis.’

Nuclear factor kappa B (NF-KB) regulates the
expression of various genes, including cytokines and
adhesion molecules. Activation of NF-KB also confers
protection against apoptosis induced by tumor necro-
sis factor (TNF). The NF-KB essential modulator
(NEMO) gene is indispensable in the process of NF-KB
activation. *> Recently, the cause of IP was attributed
to a mutation that inactivates the NEMO gene located
at chromosome X (q28). *

The cutaneous presentation of IP regresses
spontaneously through the selective elimination of
the cells with mutant chromosome X and their grad-
ual substitution by normal cells. > Dermatological
signs are generally the first to be noticed and are pres-
ent in practically all patients. *

In 90% of all cases, the skin lesions appear with-
in the first two weeks of life and are characterized by
four phases: vesicular, verrucous, hyperpigmented
and atrophic. The sequence and duration of these
phases may vary and they may overlap. "¢

In the first phase, vesicles or pustules are gen-
erally preceded by erythema, which may develop on
any part of the body except for the face. They devel-
op in the first few weeks of life and disappear around
the fourth month. They form a linear pattern on the
limbs and a circular pattern on the trunk.
Eosinophilic infiltration is found in the epidermal
vesicles. The patients present with peripheral leukocy-
tosis and eosinophilia. "> The condition is often con-
fused with herpes lesions or bacterial infection. *

In 70% of cases, the vesicular phase is followed
by the verrucous phase, generally appearing in the
distal part of the limbs as soon as the blisters begin to
heal, becoming dry and hyperkeratotic. They rarely
affect the trunk or the face, but may occur on the
scalp. > This phase lasts for several weeks, with the
lesions becoming lighter in color at 6 months of age in
80% of patients. *

The next phase affects 98% of patients, with
hyperpigmentation that usually disappears by the end
of the second decade of life. The lesions are circular
and linear, brownish in color, and follow the lines of
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Blaschko. * They are more apparent on the trunk than
on the limbs. The buttocks are often affected, while
the axilla and groin areas are invariably affected. * The
hyperpigmented areas generally do not correspond to
the areas previously affected with vesicles or inflam-
mation; therefore do not represent a process of post-
inflammatory hyperpigmentation. *

The fourth phase is characterized by atrophic,
hyperchromic linear lesions and an absence of hair. It
affects the limbs in 77% of cases and occurs in adoles-
cents and adults. These alterations tend to be perma-
nent and are the only sign of skin involvement in
adults. *

The most common manifestation related to the
hair is vertex alopecia, which occurs in 38% of
patients. Punctiform depressions or ridges may occur
in the nails, often disappearing with time. Periungual
or subungual tumors have also been found.
Fingernails are more often affected than toenails. *

The teeth are affected in 80% of cases, this
being the most common non-cutaneous manifestation
of IP. Unlike the skin lesions, these abnormalities are
permanent. Both deciduous teeth and permanent
teeth are affected, and hypodontia and anodontia are
common. * Conical teeth occur in 30% of cases.

Ophthalmological alterations are among the
most severe manifestations of this disease.
Asymmetrical involvement is common. Strabismus,
nystagmus, cataract and optic nerve atrophy are com-
mon. Lesions of the retina are the consequence of
vaso-occlusive events. These ophthalmological mani-
festations are often associated with neurological
deficits that include convulsions, spastic paralysis,
motor retardation and microcephaly. © The incidence
of neurological abnormalities is lower in cases of
familiar IP. ®

Imaging tests such as computed tomography;,
magnetic resonance imaging and angiography are use-
ful for evaluating ophthalmological and neurological
involvement, and electroencephalogram is useful in
patients with convulsions. *

For the purpose of diagnosis, the following criteria
have been proposed:
When there is no evidence of IP in female first-degree
relatives, the major criteria are:

Erythema and vesicles with eosinophilia

Typical hyperpigmentation

Atrophic lesions

Minor criteria include:

Dental abnormalities

Alopecia

Nail abnormalities

Alterations to the retina
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If there is evidence of IP in a first-degree female rela-

tive, the criteria consist of:
History suggestive of a typical rash
Hyperpigmentation, atrophic lesions
Vertex alopecia
Dental abnormalities
Alterations to the retina
Repeat miscarriages of male fetuses. *

Treatment of the skin lesions consists of manag-
ing the symptoms with emollients and antibiotics in
cases of secondary infection. *’ Vascular alterations in
the retina are progressive during the first months of
life; therefore, monthly examinations are recommend-
ed during this phase. The parents should be alerted
about a possible absence of teeth or delays in
teething. ’ a

Abstract: Bloch-Sulzberger syndrome (incontinentia pigmenti) is a rare genodermatosis that affects predominantly females,
since it is generally lethal to male fetuses in utero. It is characterized principally by skin lesions, but may also involve dental,
ophthalmological and neurological abnormalities. The skin lesions are present in four different phases: vesicular, verrucous,
hyperpigmented and atrophic/hypopigmented. Their sequence is irregular and overlapping of stages is common.
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Resumo: A Sindrome de Bloch-Sulzberger (Incontinéncia Pigmentar) é uma genodermatose rara, que afeta, principalmente,
o sexo feminino, pois costuma ser letal em pacientes do sexo masculino intrattero. Caracteriza-se, principalmente, pelas
manifestacoes dermatolégicas, podendo também apresentar anomalias dentarias, oftalmoldgicas e neurolégicas. As lesoes
cutaneas apresentam 4 fases distintas: vesiculosa, verrucosa, pigmentar e atrofica; que podem seguir uma sequéncia irregu-

lar, havendo até sobreposicao das mesmas.

Palavras-chave: Dermatopatias genéticas; Incontinéncia pigmentar; Transtornos da pigmentagao
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