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Editorial
Shabbir's syndrome:
elucidated

Jameel Ahmad Shaheen, Mohammad Khalid

the nosological

status
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Professor Syed Ghulam Shabbir (1923-2002), an
eminent Pakistani dermatologist, while working
at Mayo Hospital, Lahore, observed a new,
distinctive, recessively inherited disease which
exclusively occurred in Muslim children of
Punjab Province of Pakistan. For the first time in
1986, Shabbir et al.! published a series of 22
children in 12 Punjabi families, who presented
with chronic ulcers over the skin with
involvement of nails and larynx. The disease
usually started within 2 weeks after birth. The
presenting  complaints  were  hoarseness,
dystrophic changes in the nails, chronic
bleeding, and crusted lesions of the periorificial
skin of the face. In addition, the teeth were
deformed. The ulcers did not respond to any
drugs, including antibiotics, antituberculous
therapy, corticosteroids, and dapsone. Shabbir et
al.! named this disorder “The Laryngo-Onycho-
Cutaneous  (LOC)  syndrome  (LOCS)”.
However, this entity was not known to
dermatologists of the Western hemisphere until
Ainsworth et al.? from Glasgow, Scotland,
reported laryngeal and ocular granulation tissue
formation in two children of Punjabi descent
who had similar features affecting their skin,
nails and teeth. In 1992, this disease was
published as Shabbir’s syndrome in the 5"
edition of Rook’s Textbook of Dermatology, one
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of the most widely used reference books
available on the subject.® However, the
nosological status of the disease was still not
clear because of lack of ultrastructural and
genetic findings.

Later, Ainsworth et al.* examined 27 affected
children in 18 families suffering from similar
disorder. This rare multisystem disorder was
characterized by dermal and submucosal
granulation with voice defects due to vocal cord
thickening and/or nodules which clinically
manifested as hoarse cry. In some children a
weak cry was noted at birth. The disease,
according to authors, had been reported only in
Muslim families of Punjabi origin, though they
were born and living in UK, belonged to Punjab
Province of Pakistan or India. Manifestations
appeared during the early few months of life and
included skin ulcerations, loss of toenails and
fingernails, and conjunctival scarring and
pterygium formation. Other epithelial surfaces
were later involved. Some of the affected
persons had amelogenesis imperfecta. No
impairment of immune function was detected.
Death in early childhood was common due to
respiratory tract infection, although among those
who survived, remission occurred during the
second decade. Ainsworth et al.* proposed the
designation LOGIC syndrome for ‘'laryngeal and
ocular granulation’ in such children.

In 1995, Phillips et al.> from Melbourne,
Australia, described 3 children of Pakistani
ancestry. All of them presented with laryngeal

125



Journal of Pakistan Association of Dermatologists 2010; 20: 125-127.

involvement, chronic skin granulation, nail
dystrophy, and conjunctival disease. All showed
hypoplastic dental enamel and increased
susceptibility to trauma. The parents were
known to be consanguineous in 2 of the 3 cases.
The disease progressed to life-threatening
respiratory obstruction in 2 patients and to
blindness and fatal respiratory obstruction in the
third child. Laser therapy was to some extent
successful in alleviating laryngeal
manifestations. The two children with the
severest clinical disease showed abnormal
hemidesmosomes on ultrastructural
examination. Phillips et al.> also reported
abnormally weak immunoreactivity with
antibodies directed against basal cell proteins,
caused by an inherited defect in the lamina
lucida of the skin basement membrane zone. It
suggested that the syndrome might represent a
distinctive form of junctional epidermolysis
bullosa, the first attempt to resolve the enigma of
Shabbir’s syndrome.

The mystery was further unraveled in 2003
when McLean et al.’ successfully localized the
gene for LOCS to a 2-Mb region on
chromosome 18ql1.2 using genomewide
homozygosity  mapping. They  observed
mutations in a candidate gene within the region,
laminin alpha-3 (LAMA3); causing junctional
epidermolysis bullosa, a lethal skin blistering
disorder (Herlitz-Pearson subtype). The gene
encodes 3 distinct proteins, designated laminin
alpha-3a, alpha-3bl and alpha-3b2, which are
produced by alternative splicing. A causative
LAMA3 mutation was identified in 15
consanguineous Punjabi families with Shabbir’s
or LOC syndrome, consisting of a frameshift
mutation predicting a stop codon in an exon that
is specific to laminin alpha-3a. This specific
protein is secreted only by the basal
keratinocytes of stratified epithelia especially of

skin, respiratory tract and eye. It suggests that
LOCS may be due to dysfunction of
keratinocyte-mesenchymal communication. The
authors opened a new field of research by giving
a hypothesis that the laminin alpha-3a N-
terminal domain may be a key regulator of the
granulation tissue response.

Now the nosological status of Shabbir’s
syndrome has been finally established as a
subtype of junctional epidermolysis bullosa
(JEB),"® since it is associated with mechanical
fragility of the skin, ultrastructural features of
the hemidesmosomes consistent with junctional
EB, and mutations in the laminin 5 gene;
however, it has distinct clinicopathological
features and molecular findings  which
differentiate it from other variants of JEB.
Shabbir’s syndrome, Shabbir disease, laryngo-
onycho-cutaneous syndrome (LOC), JEB-LOC,
LOGIC, JEB-other (JEB-O),? affects mainly the
offspring of consanguineous Muslim families
originating in the Punjabi region of Pakistan and
India, although cases have been reported in the
absence of consanguineous coupling. It is
inherited in an autosomal recessive pattern. In
contrast to the excessive erosions and bulla
formation described in other JEB subtypes,
patients with Shabbir’s syndrome have minimal
blistering and extensive granulation
formation.®*® The conjunctival lesions start in the
lateral portion of the eye and result in
symblepharon. The conjunctival granulation
tissue often leads to total palpebral occlusion
and blindness. Conjunctival granulation tissue is
rare in other variants of JEB.**°

Regarding the pathogenesis, most cases of
Shabbir’s syndrome show a homozygous
recessive mutation in LAMAS3 gene, leading to
the foreshortening of a critical portion of the N
terminus of the a3 chain laminin-5 trimer. The
tissue localization of the laminin a3A

126



Journal of Pakistan Association of Dermatologists 2010; 20: 125-127.

corresponds to the clinical manifestations of
Shabbir’s syndrome i.e. with LM332 variant.
This applies to the skin, nail, and mucous
membrane fragility while with LM311 variant,
which is present in the lungs, these patients are
also susceptible to pneumonia.® Similarly,
missense mutations in the tumor suppressor gene
encoding p63 protein result in reduced p63
expression in Shabbir’s syndrome which might
be related to the corneal granulation overgrowth
and ocular changes in these patients.*
Immunofluorescence mapping reveals type IV
collagen in the floor and bullous pemphigoid
180 antigen in the roof of blister i.e. cleavage
occurs in the lamina lucida.’

Patients of Shabbir’s syndrome are managed on
the same lines as other subsets of JEB. The
disease is refractory to pharmacotherapy and
often surgical interventions like tracheostomy,
suprapubic catheterization are required. Vascular
laser therapy showed encouraging results in
laryngeal lesions in one case. Similarly,
thalidomide and amniotic membrane
transplantation were successfully used to reduce
corneal scarring. The majority of patients
succumb to the disease during childhood,;
nevertheless, in those who survive the condition
remits in the second decade.?®
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