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ABSTRACT

Laryngo-Onycho-Cutaneous (LOC) syndrome is a rare variant of autosomal recessive junctional epidermolysis
bullosa (JEB), predominantly affecting individuals from consanguineous families within the Muslim Punjabi
community. A 12-year-old boy presented with a progressive decline in visual acuity over four years, accompanied
by photophobia and excessive tearing. His visual acuity was severely impaired, with light perception in the right
eye and 6/60 vision in the left eye. Slit-lamp biomicroscopy revealed symblepharon in both eyes, corneal
conjunctivalization, and restricted ocular motility in all directions. Systemic examination identified additional
features, including nail clubbing, cheek ulcerations, stridor, hoarseness, vitiligo, and dental anomalies. The patient
underwent symblepharectomy with an amniotic membrane graft. Cycloplegic refraction was performed 1 month

postoperatively which resulted in considerable improvement in visual acuity and symptomatic relief
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INTRODUCTION

Laryngo-onycho-cutaneous (LOC) syndrome was first
described in 1986 by a Pakistani dermatologist Dr.
Ghulam Shabbir, who identified the condition in 22
children from 12 Punjabi Muslim families.! This
disorder is marked by an altered vocal cry at birth,
along with cutaneous erosions, nail dystrophy, and the
excessive development of granulation tissue that leads
to lesions in the conjunctiva and larynx. In early
childhood, the affected individuals display erosive
lesions on the face, conjunctivae, and dental
abnormalities, accompanied by minimal blister
formation but extensive development of granulation
tissue. The conjunctival lesions result in symblepharon
and palpebral occlusion, often causing blindness,

which distinguishes this variant from other JEB
subtypes.?

The condition arises due to genetic mutations in
the LAMA3 gene, which encodes a component of the
laminin protein complex. The laminin 332 protein is
essential for enhancing the structural integrity and
stability of the skin by enabling the firm attachment of
the epidermis to the underlying tissue layers. The
laminins containing the altered subunits are unable to
efficiently anchor the epidermis to the underlying skin
layers or effectively regulate the wound healing
process. The genetic defects in laminin 332 cause the
key manifestations of Shabbir syndrome, including
skin erosions, excessive granulation tissue, and nail
and dental anomalies.2In the majority of cases, JEB-
LOC is attributed to a homozygous recessive mutation
in the LAMA3A gene, causing shortening of a crucial
segment at the N-terminus of the alpha 3 subunit
within the laminin-332 protein complex.**

Case Presentation

Al2-year-old boy presented to the
Ophthalmology =~ Department ~ with

Pediatric
progressive
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reduction in visual acuity for four years, accompanied
by photophobia and excessive tearing. The patient had
best corrected visual acuity of light perception in the
right eye and 6/60 in the left. Examination of the
anterior and posterior segment was hindered by limited
visibility. ~ Slit-lamp  biomicroscopy  revealed
symblephara in both eyes, corneal conjunctivalization,
and restricted eye movements in all directions.
Systemic  examination showed nail clubbing,
ulcerations on skin of cheek, stridor, hoarse voice,
vitiligo, and dental anomalies. The patient was referred
to the dermatologist for management.

B AL
Figure 1(A): Symblepharon; (B):Ulcerative lesion on the right

cheek and dental anomalies; (C): Ulcerative lesions on the right
cheek.

Figure 2: Bandage contact lens (BCL) and Amniotic membrane
graft (AMG) on first post-operative day.

Symblepharectomy with an amniotic membrane
graft (AMG) was performed. The surgical approach
involved excision of abnormal granulation tissue from
the conjunctiva, cornea, and fornices. Corneal
dissection and superficial keratectomy  were

performed. The cornea was then covered with a
double-layered AMG, placed with epithelial surface
oriented upward and secured using 10-0 nylon sutures.
Postoperatively, the patient was prescribed tobramycin
0.3% and moxifloxacin 0.5% eye drops every two
hours, coupled with lubricants and a large-diameter
bandage contact lens (BCL). The BCL and AMG were
well placed on the first postoperative day. The BCL
was subsequently removed 1 week postoperatively,
and the frequency of the medications was reduced to
four times a day.

Cycloplegic refraction was performed one month
postoperatively which improved visual acuity from
20/200 to 20/120, with significant symptomatic relief.
However, at the 2-month postoperative visit, regrowth
of granulation tissue was observed in the temporal
area, and the frequency of steroid administration was
increased. A symblepharectomy with an AMG is
planned in the fellow eye.

DISCUSSION

Laryngo-onycho-cutaneous (LOC) syndrome is an
extremely rare disorder, with fewer than 50
documented cases worldwide.> The condition is
characterized by the chronic formation of vascular
granulation tissue, which infiltrates and compromises

specific  epithelial ~ structures, particularly the
conjunctiva, anterior corneal epithelium, and
respiratory mucous membranes. Many affected

individuals succumb to respiratory complications in
childhood, while survivors often experience vision
impairment and require tracheostomy.

The underlying genetic cause of LOC syndrome is
a mutation in exon 39 of the LAMA3 gene, which
delays the initiation of translation. The LAMA3A
gene's initial exon encodes the laminin a3a subunit, a
key component of the laminin 5 protein complex.®
Laminin 5 is a critical basement membrane protein
uniquely synthesized by basal keratinocytes in the skin
and other multilayered epithelial structures, including
those of the respiratory tract and ocular surface.*

Previous therapeutic approaches employing a
range of immunomodulatory and anti-inflammatory
pharmacotherapies, such as anti-tubercular drugs,
corticosteroids, cyclophosphamide, dapsone,
cyclosporine, mitomycin, thalidomide, and 5-
fluorouracilhave demonstrated limited to partial
effectiveness.”® The rationale for this therapeutic
approach is to suppress the inflammatory pathways,
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and preliminary findings indicate a reduction in
inflammation and vascularity of the granulation tissue
on the ocular surface. Amniotic membrane
transplantation has been utilized to mitigate ocular
fibrosis and cicatrization. In the present case, we also
performed a symblepharectomy procedure with AMG,
which was successful.

A limitation of this case report is the absence of
genetic analysis due to resource constraints.

CONCLUSION

This case highlights the characteristic ocular and
systemic ~ manifestations of  Laryngo-Onycho-
Cutaneous (LOC) syndrome, a rare autosomal
recessive variant of junctional epidermolysis bullosa
(JEB). The progressive nature of ocular involvement
underscores the importance of early diagnosis and
intervention.  Surgical management, including
symblepharectomy with an amniotic membrane graft,
can significantly improve visual acuity and alleviate
symptoms, enhancing the patient’s quality of life.
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