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A young female with cognitive impairment
& history of Epilepsy - A case report
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ABSTRACT

Tuberous sclerosis (TS) Epiloia Or Bournervlle's Disease is a
neuro-cutaneous syndrome characterised by abnormalities of
both the integument and central nervous system (CNS) with an
estimated frequency of 1/6000. It involves alterations to
ectodermal and mesodermal cell differentiation and
proliferation, causing benign hamartomatous tumors,
neurofibromas and angiofibromas in the brain and other vital
organs including the kidney, heart, eyes, lungs, skin and mucosa.
It also affects the central nervous system and produces
neurological dysfunctions such as seizures, mental retardation
and behavior disorders.We report a case of a 18year/female
brought to OPD of Department of Neuromedicine by her family
members with complaint of family members with complain of
repeated fight with family members always angry, moody and
stubborn. She become irrational at times. She undergone
ophthalmology examination which show Multiple retinal
nodular hamartomas lesions in left eye, further MRI of Brain
reviled Subependymal Giant Cell Astrocytoma of left Frontal
Horn with white matter radiation lines suggestive of Tuberous
Sclerosis Complex.

INTRODUCTION
! I Vuberous sclerosis (TS) Epiloia Or Bournervlle's

Disease is a neuro-cutaneous syndrome characterised

by abnormalities of both the integument and central
nervous system (CNS) with an estimated frequency of 1/6000 (1-
4). Von Recklinghausen first described tuberous sclerosis in 1862.
Desire-Magloire Bourneville (a French physician) coined the
term sclerose tubereuse, from which the name of the disease has
evolved. Sherlock coined the term EPILOIA which consist of
clinical triad of tuberous sclerosis (Epi: epilepsy, Loi: low
intelligence, A: adenoma sebaceum). As the manifestations of the
disease are variegated in nature, the term tuberous sclerosis
complex (TSC) is now widely used. It is an autosomal dominant
inherited disease, being associated with at least two separate
chromosomes (TSC1, found on chromosome9q34, and TSC2, on
chromosome 16p3). (5) Discovered in 1997, TSCI1 is located on
chromosome 9q34 and produces a protein called hamartin. TSC2,
discovered in 1993, is located on chromosome 16pl13 and
produces a protein called tuberin. Although inheritance is
autosomal dominant, 60-70% of cases occur through spontaneous

mutations. Definite TSC is diagnosed when either 2 major
features (out of a total of 11) or one major feature with 2 minor
features (out of a total of 9) are present (6). Tuberous sclerosis has
no cure, but treatment as medicine, educational and occupational
therapy can help relieve symptoms.

CASE REPORT

An 18 year old female full term normal vaginal delivery cried
after birth with normal developmental milestones, brought to
neurology OPD by her family members with complain of
repeated fight with family members always angry, moody and
stubborn. She become irrational at times. Attenders also give
history multiple admission in rehabilitation center for the same
On taking a detail history her family member give history of poor
school performance with history of unable to perform simple
mathematical calculation also history of seizure disorder since the
age of 3yrs with a frequency of episodes being seven to eight in a
month all of same simeology. These seizure episode continue till
the age of 14yrs she is seizure free since. There is no history of
similar complain in the family. On general clinical examination

1028



Asian J. Pharm. Hea. Sci. | Jul - Sep 2014 | Vol-4 | Issue-3

Fig.1 Hyperpigmented lesion on the cheek and raised from the
skin surface-Adenoma sebaceum

Fig.2 Depigmented lesions on the forehead-Ash leaf spots

Fig.3 Shagreen patches observed over left eyebrow region

adenoma sebaceum (Fig.1). Ash leaf spots were seen on the
forehead of the as depigmented lesions (Fig.2). Shagreen patches
were also observed over left eyebrow region (Fig.3).
Nontraumatic ungual or periungual fibroma note under finger nail
(fig.4). Her MMSE (Mini Mental State Examination) score was
24/30 rest of neurological examination was normal, further her
Psychoanalysis and IQ was found to be 10yr compared to her age.

She undergone detail ophthalmology examination which

Fig.4 Nontraumatic ungual or periungual fibroma note under

finger nail
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Fig.5-a Optical coherence tomography & 5-b Retinoscopy
showing Hamartomas lesions in left eye

show Multiple retinal nodular hamartomas lesions in left eye on
retinoscopy examination which were further confirm by Optical
coherence tomography (fig.5-a,b), further an Iris freckle was also
noted (Fig.6).She undergone EEG during sleep and awake which
was normal(Fig.7). MRI of Brain was performed which reviled
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Fig. 6 Iris freckle as noted

Fig.7 EEG during sleep and awake

Subependymal Giant Cell Astrocytoma of left Frontal Horn with
white matter radiation lines (Fig.8) these findings were
suggestive of Tuberous Sclerosis Complex.

Our patient fulfilled Six major criteria i.e. adenoma
sebaeceum or facial angiofibromas, hypopigmented macules on
the forehead, shagreen patches, Nontraumatic ungual or
periungual fibroma note under finger nail, cortical & subcortical
tubers and subependymal nodules, and one minor criteria i.e.
Cerebral white matter "migration tracts". Keeping in view the
dermatological lesions, low IQ of the patient and above described
diagnostic criteria ; definite diagnosis of Tuberous Sclerosis with
Epilepsy in remission was made.

DISCUSSION

Tuberous Sclerosis is an important genetic disorder that
affects the patient and the family in various ways. Multiple
research projects are being done around the world regarding
further work up of the genes involved and treatment strategies.
Now, due to an understanding of its pathogenesis, multiple drug
therapies are available for certain manifestations of the disease.
(7) But the patient, along with symptomatic control of seizures,
should also be offered special schooling, and occupational
therapy. Surgery, including dermabrasion and laser treatment,
may be useful for treatment of skin lesions.

Multiple cases have been reported highlighting involvement
of different organs in TSC. In 1998, a panel of international
experts revised the diagnostic criteria for tuberous sclerosis
complex at the TSC Consensus Conference in Annapolis,

Fig.8 MRI Brain showing Subependymal
Giant Cell Astrocytoma of left Frontal Horn
with white matter radiation lines

Table 1. Diagnostic Criteria for Tuberous Sclerosis Complexsis
Complex

MAJOR CRITERIA

1. Facial angiofibromas or forehead plaque

2. Nontraumatic ungual or periungual fibroma
3. Hvpomelanotic macules (more than three)
4. Shagreen patch (connective tissue nevus)

5. Cortical tuber

6. Subependymal nodule

7. Subependymal giant cell astrocytoma

8. Multiple retinal nodular hamartomas

9. Cardiac rhabdomyoma, single or multiple

10. Lymphangiomyomatosis
11. Renal angiomyolipoma
MINOR CRITERIA
Multiple randomly distributed pits in dental enamel
Hamartomatous rectal polyps
Bone cysts
Cerebral white matter "migration tracts”
Gingival fibromas
Nonrenal hamartoma
Retinal achromic patch

"Confetti" skin lesions

2= e B o R =

Multiple renal cysts.

Maryland (8),(9). The revised criteria (Table 1) reflect an
improved understanding of the clinical manifestations of TSC. A
diagnosis of TS is definite when two major features or one major
and two minor features exist, probable if one major and one minor
feature are present, and possible when more than two minor
features or only one major feature is present.
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TS is thought to result from sporadic mutation in the majority
of patients, since most patients have no family history of the
disease (10),(11).

The triad of symptoms of TS, as described by Vogt (12) ,
consists of seizure, adenoma sebaceum (facial angiofibroma),
and mental retardation. Not all patients have this classic triad,
however,and half of all patients are of normal intellect and a
quarter do not have seizures (13). MRI is the imaging modality of
choice for evaluating intracranial lesions of tuberous sclerosis.
Cortical tubers, or hamartomas, are the most characteristic
lesions of tuberous sclerosis; they are detected on MRIs in 95% of
patients. The appearance of cortical tubers on MRIs varies with
patient age. Subependymal nodules are detected in 95% of
patients. Subependymal giant cell astrocytomas appear
inhomogeneous, with intense enhancement after the
administration of contrast material.(14)

CONCLUSION

TSC is a lifelong condition, therefore individuals should be
regularly monitored by an experienced clinician. However, in a
patient presenting with an incomplete triad of tuberous sclerosis,
diagnosis may be possible with the help of imaging studies.
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