Egyptian Dermatology Online Journal Vol. 8 No 2: 11, December 2012

Egyptian Dermatology Online Journal

VYolumes Mumber -

Multiple Familial Trichoepitheliomas. A casereport and
review

Tejinder Kaur®, K.J.P.SPuril, Kuldip Singh Chahal?, Jyoti
Budhwar®
! Department of Dermatology, Venereology and Leprology, Govenment

Medica College, Amritsar, Punjab, India

2 Department of Pathology, Govt. Medical College, Amritsar, Punjab,
India

Egyptian Dermatology Online Journal 8 (2): 11

Correspondence: Dr Tejinder Kaur
E-mail: tgjinderkaurdr@gmail.com

Submitted: August 14, 2012
Accepted: November 25, 2012

Abstr act

Trichoblastomaiis a rare benign adnexal tumour. Cribriform
trichoblastomas are also called trichoepitheliomas which can be of solitary
non-familial type or multiple familial trichoepitheliomas (MFT). Familial
typeis aso known as Brook -Fordyce disease and is an autosomal
dominant disease. Here we describe a case who presented with multiple
skin colored facial papules and nodules with a history of smilar lesionsin
other family members. Histopathology confirmed the diagnosis of
trichoepitheliomas. MFT has been linked to genetic mutationsin CYLD
gene on chromosomel6q12-13 and chromosome 9p.

I ntr oduction:

Trichoblastoma is a benign adnexal neoplasm that differentiates
toward the trichoblast, i.e., the folliculo- sebaceous- apocrine germ, or
follicular germ.[1] There are five types of trichoblastomasi.e. nodular,
retiform, cribriform, racemiform, and columnar.[2] Cribriform
trichoblastomais the most common pattern and is another name for
trichoepithelioma.[3] Trichoepitheliomas present as solitary non- familial
lesion or multiple lesions as a part of autosomal dominant inherited
syndrome known as Multiple Familial Trichoepitheliomas (MFT) or
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Brook -Fordyce disease.[2] Brooke and Fordyce first described inherited
multiple trichoepitheliomas in 1892 under the names 'multiple benign
cystic epitheliom' and epithelioma adenoids cysticum' respectively.[ 3]
Inherited multiple trichoepitheliomas are also present in Brooke- Spiegler
syndrome (BSS) which is also an autosoma dominant inherited syndrome
characterized by cylindromas, trichoepitheliomas, and occasional
spiradenomas. In afamily with Brooke- Spiegler syndrome, some
individuals may present with isolated cylindromas or trichoepitheliomas
or both may be present in an individual.[4] Herein we report a case of
multiple familial trichoepitheliomas.

Casereport:

A fifteen year old boy presented with multiple skin colored papulo-
nodular lesions located mainly on the central part of the face around nose
(Figl). Lesions started at the age of ten years and continued to appear till
date. No other cutaneous lesions were present on other parts of the body.
Systemic examination was within normal limits. Skin biopsy was
consistent with the clinical diagnosis of trichoepithelioma showing lobules
of small, dark basaloid cells, with peripheral palisading surrounding a
central area of eosinophilic amorphous material (Fig2). Therewas a
history of similar lesions in the mother, materna grandmother and great
maternal uncle. The lesionsin mother appeared at the age of about s xteen
years around her nose and the whole face was involved within two years
(Fig 3). There was no other significant history in the mother.

Fig 1: Showing multiple centrofacial papulo-nodular lesionsin
theindex case.
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Fig 2: Histopathology showing lobules of small, dark basaoid
cells, with peripheral palisading surrounding a central area of
eosinophilic amorphous materia (H&E X 40).

Fig 3: Showing multiple trichoepitheliomas over face in the
mother.

Discussion:

Multiple familial trichoepitheliomas (MFT) usually present between
10 and 20 years of age with multiple skin colored centrofacial papules. [5]
They can increase in number and sze, producing significant cosmetic
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disfigurement. Although it is an autosomal dominant inherited disease, it
is more common in females due to lessened expressivity and penetration
inmales. [6]

Thereis a genetic heterogeneity of MFT. Initial reportslinked MFT
to chromosomes 9p21 but recent reports have found mutation in
cylindromatosis tumor suppressor gene (CY LD), which maps to
chromosome 16g12-q13 in most of cases. Mutation in CYLD gene give
rise to MFT indistinguishable from phenotype assigned to 9p21. As
Brooke-Spiegler syndrome is aso linked to the CYLD gene so MFT is
likely to be a phenotypic variant of BSS.7Sporadic forms have been linked
to gene at chromosome 9922.3. [1] In our case smilar type of lesions were
present in all family members thusit fits well in Brook Fordyce's disease.

Multiple trichoepitheliomas a so form a part of other rare syndromes
like the Rombo syndrome (vermicular atrophoderma, milia, hypotrichosis,
basal cell carcinomas, trichoepitheliomas and peripheral vasodilatation
with cyanosis) and Basex syndrome (follicular atrophoderma,
hypotrichosis, occasional trichoepitheliomas, basal cell carcinomas, and
localized or generalized hypohidrosis). [4]

Histopathology typically shows horn cysts, tumour islands composed
of basophilic cells of basaloid appearance arranged in peripheral
pdisading pattern. [8]

Malignant transformation of these lesionsto basal cell carcinomais
very rare. Any suspicion of malignant change which isindicated by rapid
growth and ulceration in the pre- existing lesions calls for adequate
excision and histological examination. [3]

Treatment is mainly for cosmetic concern. Various treatment
modalities which have been tried include surgical excision, chemical
cauterization, laser resurfacing, electro-surgery and dermabrasion.
Recently, topical 5% imiquimod cream has been advocated as a useful
treatment. [9] CY LD encodes adeubiquitinating enzyme that negatively
regulates the nuclear factor (NF)-kB by specific tumour necrosis factors
(TNFRs). The NF-«B transcription factor plays key role in inflammation,
immune response, oncogenesis and protection against apoptosis. Thus
inhibition of CYLD increases resistance to apoptosis, which is responsible
for tumourogenesis. The same mechanism has been supposed to work
while treating MFT, swith adalimumab (a neutralizing antibody to TNF)
and aspirin (inhibitor of NF- «B). [10] Thus providing medical therapeutic
options in addition to surgical options.

Conclusion:

To conclude, MFT isarelatively uncommon disease. For patients
presenting with multiple centrofacial papules especially with positive
family history, a high index of suspicion is needed to make correct
diagnosis.
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