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Clinical Case Report

Cowden syndrome with Lhermitte–
Duclos disease presenting as ataxia

ARUN K.A., SREEJITH R., HITHA B., GEETHA P.,
P.K. SASIDHARAN

ABSTRACT
Cowden syndrome or multiple hamartoma syndrome is a rare
genodermatosis of autosomal dominant inheritance
characterized by multiple hamartomatous lesions of ectodermal,
mesodermal and endodermal origin. A 45-year-old man
presented to us with a history of dural arteriovenous fistula and
intracerebral bleed in the past with gradually progressive
difficulty in walking. Magnetic resonance imaging (MRI) of the
brain showed a heterogeneous lesion in the cerebellum which
was diagnosed as adult Lhermitte–Duclos disease which is
considered a component of Cowden syndrome. On examination
we found florid skin and mucosal manifestations of Cowden
syndrome. A family history of thyroid malignancy was also
present. Using the Cleveland Clinic web calculator, the patient
had an 82% chance of having a phosphatase and tensin
homologue (PTEN) mutation.
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INTRODUCTION
Cowden syndrome (CS) is a rare genodermatosis,1 of autosomal-
dominant inheritance characterized by multiple hamartomatous
lesions of ectodermal, mesodermal and endodermal origin.2 Although
most CS tumours are benign, the prevalence of malignancy,
particularly of the breast and thyroid, is higher than in the general
population. The estimated prevalence of CS is 1 in 200 000 to
250 000. The actual prevalence may be higher because many of the
features such as benign neoplasms on the face, hands and feet, and
breast, kidney and thyroid cancers are not investigated for CS.
Lhermitte–Duclos disease (LDD) is closely associated with CS and
is described as one of the neoplasms that characterize the syndrome.

THE CASE
A 45-year-old man who worked as cleaning staff in our hospital
was admitted with complaints of insidious onset, gradually
progressive difficulty in walking and swaying to both sides for the
past 2 months. For the past 15 days he was completely bedridden
because of this symptom. There was no history of weakness,
sensory disturbances, and loss of consciousness, headache or
seizures. For the past one week he also had vomiting and slurring
of speech. The patient had a history of difficulty in walking,
giddiness and swelling on the left side of the scalp in January

2013, which was diagnosed as a dural arteriovenous fistula and he
underwent coil closure of the same. After the procedure, he
improved and resumed his duties. He also had a history of abrupt
onset weakness of the right upper and lower limb in December
2013 which was due to an intracranial bleed in the left temporal
and occipital regions and was managed conservatively with good
recovery. There was no history of hypertension, diabetes mellitus
or thyroid disease. He had no addictions and took a mixed diet
which was grossly deficient in fruits and pulses. His father had
had a thyroid malignancy.

On examination, he was conscious and oriented, and his vital
signs were stable. There was no pallor, icterus, cyanosis, clubbing,
lymph node enlargement or pedal oedema. He had multiple
papular keratotic lesions on the dorsum of his hands and feet
(Fig. 1). The palms and soles showed multiple punctate keratotic
lesions (Fig. 2). There were multiple papular lesions in the oral
cavity over the lips, palate and tongue (Fig. 3).
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FIG 1. Multiple papular keratotic lesions on the (a) hand and (b) foot
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Since the patient had multiple features of CS, there was a
strong possibility of a coexisting phosphatase and tensin
homologue (PTEN) mutation. Using the Cleveland Clinic web
calculator,3 we found that our patient had an 82% probability of
having a PTEN mutation.

DISCUSSION
In 1963, Lloyd and Dennis named CS after Rachel Cowden, the
first patient with this hamartoma/cancer syndrome.4 In 1991
Padberg recognized that LDD is a manifestation of CS. CS is a rare
autosomal-dominant phacomatosis and cancer syndrome that is
associated with LDD, also called dysplastic cerebellar ganglio-
cytoma. LDD is a hamartoma associated with CS that can cause
symptoms and signs of mass effect in the posterior fossa and lead
to hydrocephalus, brain herniation and death, if left untreated.

Germline mutations in the gene PTEN at locus 10q23.2 have
been identified as the major susceptibility gene for CS.
Approximately 80% of patients with CS have a germline mutation
of the PTEN gene,5 and another 10% harbour mutations in its
promoter region. The range of clinical manifestations of CS
include hamartomatous tumours in multiple organ systems, both
mucocutaneous and extracutaneous, and an increased risk for
malignancy, the most common being breast cancer.

LDD and CS are rarely reported from India. A case was
published from Grant Medical College and Sir J.J. Group of
Hospitals, Mumbai, India, in 20096 but had no features of CS. Our
patient met the consensus-based diagnostic criteria for CS from
the International Cowden Consortium with pathognomonic LDD,
mucocutaneous lesions and a family history of thyroid malignancy.

FIG 4. Magentic resonance imaging showing features of
Lhermitte–Duclos disease

FIG 3. Lesions over the lips, palate and tongue

FIG 2. Multiple punctate keratotic lesions on the (a) palm and (b) sole
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a Gum hypertrophy was seen which could be attributed to his
prolonged phenytoin intake after the episode of intracerebral
bleed. Central nervous system examination showed horizontal
nystagmus and the other cranial nerves were within normal limits.
The power was grade 4 on the right side; the tone was normal
bilaterally and the plantar was extensor on the right side. Signs of
cerebellar dysfunction were elicited on the left side, but his gait
could not be assessed as he was bedridden. There were no signs
of meningeal irritation and no signs were elicited on examination
of the skull and spine. His fundus examination was normal. Other
systems were also clinically normal. Routine blood investigations
were normal. Magnetic resonance imaging (MRI) scan showed a
heterogeneous lesion in the left cerebellar hemisphere due
to thickening of the folia with dilatation of the third ventricle
(Fig. 4). The lesion was described as LDD.
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The most recent (since 2011) diagnostic criterion used is the
Cleveland Clinic scoring system derived from 3042 probands. For
an individual patient, these features may be evaluated by the
Cleveland Clinic web calculator3 to derive an individual probability
of a relevant gene mutation. Our patient’s risk of a PTEN mutation
was calculated using the Cleveland Clinic web calculator and he
had an 82% risk of harbouring a PTEN mutation.
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Obituaries

Many doctors in India practise medicine in difficult areas under trying
circumstances and resist the attraction of better prospects in western countries
and in the Middle East. They die without their contributions to our country
being acknowledged.

The National Medical Journal of India wishes to recognize the efforts of
these doctors. We invite short accounts of the life and work of a recently
deceased colleague by a friend, student or relative. The account in about 500
to 1000 words should describe his or her education and training and
highlight the achievements as well as disappointments. A photograph
should accompany the obituary.

—Editor


