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Bloom syndrome sans characteristic facial

features in a Mestizo patient- a diagnostic

challenge

Sir,

Bloom syndrome is a rare dermatosis, clinically diagnosed
by characteristic cutaneous features, many of them affecting
the face. The expected phenotype is a small for age
patient with micrognatia, dolichocephaly, malar erythema,
photosensitivity, multiple café-au-lait macules, and
immunodeficiency. Here we present a 12-year-old Mestizo
patient with clinical features of Bloom syndrome devoid of
malar erythema and photosensitivity. This case illustrates that
Bloom syndrome should be suspected even in the absence of
hallmark facial erythema, especially in the Latin and Asian
populations.

Bloom syndrome is an autosomal recessive genodermatosis
presenting with characteristic cutaneous manifestations like
photosensitivity, facial telangiectasias and erythema, and
café-au-lait macules. Individuals with Bloom syndrome
are short statured, immunodeficent and are more prone to
develop malignancies.

A 12-year-old Mexican male patient, born out of
non-consanguineous parentage, presented to our Genetics
Department with complaints of delayed growth. He
had a pre-term birth at 35 weeks of gestation from an
unplanned normal pregnancy, with a weight of 1.9 kg (P
90) and a crown-heel length of 37 cm (P < 3). He was
hospitalized with pneumonia at the age of 3 months and
had suffered from recurrent respiratory tract infections and
intermittent noninflammatory diarrhoea. No evidence of
photosensitivity was obtained. Family history was normal
with non-affected siblings. Currently, the patient measures
120 cm and weighs 18.5 kg; both parameters falling below
the 3" percentile on growth charts. Physical examination
revealed dolichocephaly, mandibular hypoplasia, and a
high-pitched voice. Dermatologic findings included skin
phototype IV without facial erythema or telangiectasias,
several café-au-lait macules on his trunk and viral warts
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Figure la: Patient with clinical features of Bloom syndrome. Malar and
mandibular hypoplasia, absence of facial erythema, and hypopigmented macules
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Figure 1b: Patient with clinical features of Bloom syndrome. Multiple
café-au-lait macules

Figure 1d: Patient with clinical features of Bloom syndrome. Multiple
café-au-lait macules
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Figure lc: Patient with clinical features of Bloom syndrome. Multiple
café-au-lait macules

on his left foot [Figure 1]. Blood biochemistry was
unremarkable. An X-ray of both hands revealed a bone age
of 10 years.

Despite the lack of characteristic photosensitivity and facial
telangiectasias/erythema (not visible even on dermoscopic
examination) Bloom syndrome was suspected because of
the presence of other distinct features like short stature,
sharp voice, microcephaly, delayed bone age, chronic
intermittent diarrhoea, malar hypoplasia, triangular face
shape, café-au-lait macules, and a history of recurrent
upper respiratory tract infections. Dubowitz syndrome was
considered as a differential because it also presents with short
stature, microcephaly, long face, recurrent infections, chronic
diarrhoea, and delayed bone age, however, café-au-lait
macules favoured our diagnosis.

Homologous chromatid exchange and a karyotype confirmed
the diagnosis. A micronucleus test was performed for
the chromatid study. Micronuclei (mn) originate from
chromosome fragments or whole chromosomes that are not
included in the main daughter nuclei during nuclear division
as a result of chromosome breakage caused by unrepaired or
mis-repaired DNA lesions or chromosome mal-segregation
because of mitotic dysfunction. Chromosome breakage may
be precipitated by oxidative stress, genetic defects in cell
cycle checkpoint, and/or DNA repair genes, or deficiencies
in nutrients required as cofactors in DNA metabolism and
chromosome segregation machinery. Micronuclei provoke
chromosome instability. The Karyotype of our case was 46, X,
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chrb (2) (q21)/46, XY, chrb (5) (q31)/46, XY, chrb (q22)/46,
XY. Sister chromatid exchange was carried out with a
Mexican male control. The chromatid sister exchange and
karyotype was performed based on clinical data. We could
not perform the molecular test for BLM gene or 1Q test due
to lack of resources.

He was counselled about his condition and instructed to
apply SPF 50 sunscreen cream and adopt other physical
photoprotective measures. Annual medical check-ups have
been suggested [Figure 2].

Telangiectatic facial erythema and short stature were
recognized as the classical clinical features in 1965 in
individuals with Bloom syndrome.! This genodermatosis
results from chromosomal instability in the BLM gene and
an increase in the chromatid sister exchange.? The increase

Figure le: Patient with clinical features of Bloom syndrome. Viral warts
located on his left foot

in chromatid sister exchange is characteristic of Bloom
syndrome.

Patients have severe growth retardation, dolichocephaly, and
malar and mandibular hypoplasia with a prominent nose.?
Cutaneous signs include photosensitivity, facial erythema
with butterfly distribution, telangiectasias on sun-exposed
skin, café-au-lait macules, hypopigmented macules,
chronic cheilitis, and madarosis.®> Other features include
normal intelligence, a high-pitched voice, a highly arched
palate, congenital heart disease, annular pancreas, primary
hypogonadism, clinodactyly, and syndactyly.* Males are
affected more than females (1.3:1).> Our patient presented
with similar clinical features except photosensitivity and
facial malar erythema.

The differential diagnoses include Rothmund-Thomson
syndrome, Cockayne syndrome, hereditary hemorrhagic
telangiectasia, xeroderma pigmentosum, and fucosidosis
type II1.>° All these differentials have been ruled out as
chromosomal analysis of our case confirmed Bloom’s
syndrome.

Immunodeficiency predisposes these patients to infections
particularly affecting the ears and lungs.! Malignancy is
frequent, usually presenting with uncommon tumors such as
osteosarcoma, medulloblastoma, and Wilms’ tumor.®’ These
individuals may present with more than one cancer, and their
life expectancy is about 30 years.*
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Figure 2: Chromatid sister exchange performed in peripheral blood



Females and dark skin phototypes exhibit fewer
cutaneous manifestations.” An absence of facial erythema/
telangiectasias and photosensitivity has also been reported in
Japanese patients?, similar to our patient In Latin America,
Bloom syndrome resulted from Jewish migration from Spain.
This ethnic diversity may be responsible for the clinical
variations,'® in our case. There are only 300 registered cases
of Bloom syndrome in the world, but only another Mestizo
patient reported with evidence of photosensitivity. It is useful
to keep in mind that this genetic heterogeneity may alter the
typical presentation of Bloom syndrome, and this phenotype
could be due to the variable gene expression.

This case has been reported to generate awareness about the
atypical presentation of this uncommon disorder.
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