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TUBEROUS SCLEROSIS
S G S Krishnan, P Devakar Yesudian, M Jayaraman, V R Janaki, J M Boopal Raj

Although tuberous sclerosis has been described with a diagnostic triad, it is not
present consistently in all cases. Variety of skin manifestations were reported in
tuberous sclerosis. This studay was undertaken to assess the frequency of various skin
changes in tuberous sclerosis. Ten consecutive cases of tuberous sclerosis were
studied. Angiofibroma was the commonest cutaneous manifestation. Atypical
fibroxanthoma, dermatofibroma and neurofibroma were also noticed as interesting

associations.
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Introduction

Tuberous sclerosis is a complex genetic
disorder first recognised as a specific disease
early in the 19th century. Even though Rayer
was the first to describe the condition, it was
Bournville who classified it as a distinct entity.
Later Sherlock coined the word ‘epiloia’ to
indicate the diagnostic triad of epilepsy, low
intelligence and adenoma sebaceum.?

Although a diagnostic triad has been
described, it is not consistently present in all
cases. The pleotropic variation of a single
genetic aberration gives rise to a variety of
manifestations. Many cutaneous features have
been elaborated in the description of the
disease including classical adenoma sebaceum,
shagreen patches, white leafy macules and
periungual plaques. Other cutaneocus
manifestations include fibromatous plaques,
pedunculated fibromas and poliosis.?

Materials and Methods

Ten cases of tuberous sclerosis who
presented themselves to the Dermatology
OPD over-a period of one and a half years
were screened for the presence of
angiofibromas, shagreen patches, ash white
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macules and Koenen's tumours. All cases were
biopsied to confirm the diagnosis of
angiofibroma. Patients were also examined for
other cutanecus manifestations and when
present were biopsied and subjected to
histopathological examination. Diagnosis of
tuberous sclerosis was made on the presence
of adenoma sebaceum, epilepsy and low
intelligence. Out of the 10 patients, 9 were
males and one was a female. The findings are
listed in Table I.

Results

In our series all cases had
angiofibromata. Among them 3 developed the
lesions after the age of 15 years. Five patients
had white leafy macules, When present they
occurred from birth. Eight patients had
shagreen plaques distributed over the trunk.
Koenen’s tumours were present in 3 cases. In
all these patients, the tumours appeared at
puberty. Associated epidermal naevi were
present in 3 of the patients.

One elderly patient had a firm globular
swelling on the anterior aspect of the neck of 6
months duration which was excised. On
histopathological examination it was found that
the tumour was composed of large fibroblastic
and histocytic cells, some of which were
atypical multinucleate giant cells, lymphocytes
and ectatic vascular spaces. Cells were
arranged in a haphazard fashion and few
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Table I. Clinical findings of the patients
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Case no. 1 2 3 4 5 6 7 8 9 10 %
Adenoma
sebaceum + + + + + + + + + + 100
Shagreen
plaque + + + + - + + + - + 80
White leafy
macule + + + - - + + - - + 50
Koenen’s
tumours - + - - - + + - “ - 30
Associated Epide- None None None Epide- Amyl- Epide- Tumor of Neurofi-
features rmal rmal oid rmal  maxilla broma
naevi naevi Atypical naevi and
fibroxa- gums
nthoma Mucosal
polyp right
maxilla
Special
characteristics Late onset Only Associ- Late Late Only Left
angi- angi- ated with onset onset angi- facial
ofibroma ofibro- arare angio- angio- ofibro- hemiat-
(15-16  ma  tumour fibroma fibroma ma rophy
years)

mitotic figures were present giving the picture
of atypical fibroxanthoma. Patient also had a
few papular lesions in the infraclavicular area
which on biopsy showed evidence of
cutaneous amyloidosis.

One adolescent male patient had a
rapidly growing tumour of the: gums which
extended to the maxilla and eroded the
maxillary bone. On biopsy it proved to be a
histiocytoma, Another 9-year-old boy had left
sided facial hemiatrophy and a plexiform
neurofibroma over the occiput.

Discussion
Angiofibromata were the commonest

cutaneous manifestation seen in 100% of our
cases. They commonly appear in early

childhood from 2-8 years of age and are seen’

in 80-90% of the cases.® Three of our patients
developed these lesions only after 15 years of
age.

Ashy leafy macules seen in 85% of

patients usually manifest from birth and thus
are the earliest cutaneous manifestation.* In
our series, 50% of cases showed these
macules from birth. Shagreen plaques first
described by Hallopeau were reported to be
present in 20-50% of cases of tuberous
sclerosis.® But 80% of our patients had this
feature. Koenen's tumours seen in 3 patients
appeared at puberly.?

The associations with neurofibroma® and
epidermal naevi also show the not too
infrequent overlap of tuberous sclerosis with
other neurocutaneous syndromes and have
been reported.

The  occurrence of  atypical
fibroxanthoma has not been reported in
tuberous sclerosis earlier. This is a potentially
malignant tumour of low grade malignancy
usually seen over exposed areas and areas of
radiodermatitis. It may occur as nodules or
plagues and has a red fleshy granulomatous
appearance.’ Histologically they are related to
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malignant fibrous hisiocytoma.

Dermatofibroma occurring in the alveolar
margins has been reported.® However the
reapidly expanding erosive nature of the lesion
gives it a character of low grade fibrosarcoma
as in our case. Therefore early intervention is
recommended in these lesions with rapid
growth however benign they appear
histopathologically.

None of our patients had poliosis, cafe-
au-lait spots, multiple skin tags over the neck
and shoulders, multiple acquired naevi or
confetti skin lesions.

This case series shows that due to
pleotropism of any genetic disorder, there can
be a whole spectrum of changes in the skin. It
reveals that not all components of a syndrome
need to be present in any given patient.

Finally and most importantly it
emphasizes the need for careful observation
and follow up in every one of these cases due
to the increased incidence of various cutaneous
tumours. Shelly called it a playground of
tumours and there wouldn’t be more apt a
description of this fascinating disorder.
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