Case Report

Sneddon’s Syndrome

Unusual Features and Associations
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ABSTRACT

A 43-year-old Caucasian female, with known 46XY chromosome pure
gonadal agenesis and systemic hypertension, presented with upper
motor neuron weakness of the right face and upper limb. She was
also noted to have livedo reticularis and advanced finger clubbing.
Left-sided cerebral infarction was confirmed on brain computed to-
mography (CT) and, following further investigations, a diagnosis of
Sneddon’s s syndrome (SS) was made. Three years later, she went on
to develop adenocarcinoma of the right lung, which sadly claimed her
life within 4 months. To our knowledge, this is the first reported case
of SS in association with finger clubbing and pure gonadal agenesis.
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Sheddon’s Sendromu
Nadir Ozellikleri ve iliskileri

Sistemik hipertansiyon ve bilinen 46XY kromozom saf gonadal agene-
zisi olan kirk lic yasinda beyaz kadin hasta (st ekstremite ve sag yiizde
list motor noron glicsiizliigli ile basvurdu. Hastanin ayni zamanda
belirgin livedo retikiilarisi ve ileri derece comak parmagi mevcuttu.
Bilgisayarli beyin tomografisinde sol tarafli serebral infarkt tespit ed-
ildi ve ileri arastirmalar sonrasinda Sheddon’s sendromu (SS) tanisi
kondu. Uc yil sonra, hastada 4 ay icinde hayatinin sonlanmasina neden
olan sag akciger adenokarsinomu gelisti. Bildigimize gére bu vaka ¢o-
mak parmak ve saf gonadal agenezi ile birliktelik gosteren ilk SS idi.

Anahtar kelimeler: Sheddon’s sendromu, saf gonadal agenizi, comak
parmak, adenokarsinom



Sneddon’s syndrome

INTRODUCTION

Sneddon’s syndrome (SS) is a rare disease of unknown
aetiology, characterised by ischaemic cerebrovascular
accident and generalised idiopathic livedo reticularis. It
is more common in females between the third and fifth
decade, with an estimated incidence of four cases per
million per year. It has a mortality rate of 9.5% over 6.2
years, likely secondary to recurrent stroke and vascular
dementia (1). Systemic hypertension, headaches, venous
thrombosis, and valvulopathy have also been mentioned
as possible clinical manifestations (1-3).

It has been found that around 59% of cases are positive
for antiphospholipid antibody. However, the link between
SS and antiphospholipid antibody syndrome remains the
subject of much debate. Diagnosis consists of cerebral
imaging, laboratory studies, including autoantibody
screening, and skin biopsy (2). The mainstay of treatment
is with anticoagulant agents (3).

CASE

A 43-year-old Caucasian female presented with sudden
onset right facial and upper limb weakness. She had a
past medical history of 46XY chromosome pure gonad-
al agenesis, for which she was on long-term hormone
replacement therapy (HRT), well-controlled systemic
hypertension, and was also a smoker. On examination,
she was found to have peri-orbital xanthemata, pletho-
ric facies, widespread livedo reticularis, and newly re-
ported finger clubbing (drum stick appearance). Upper
motor neuron weakness of the seventh cranial nerve
and the right upper limb were also observed. Carotid
Doppler revealed left internal carotid occlusion, whilst
brain CT scan demonstrated a left-sided cerebral infarct
in the parieto-occipital region. Trans-thoracic and later
trans-oesophageal contrast echocardiography showed
no evidence of cardiac or pulmonary shunting, whilst
pulmonary function tests were consistent with mild ob-
structive airways disease. Thrombophilia and autoan-
tibody screening, including anti-phospholipid antibody
and anti-thrombin Ill, were negative. Skin biopsy of the
livedo reticularis showed patchy mild perivascular in-
flammation in the dermis only and was non-specific. She
went on to have two further transient ischaemic attacks
and presented again three years later with a history of
cough and weight loss. A CT scan of the thorax showed
a right hilar mass with regional lymphadenopathy. Right
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bronchial biopsy confirmed pulmonary adenocarcinoma;
CT staging T4-N3-M1. She was planned for palliative ra-
diotherapy and chemotherapy, and later sadly died of
her metastatic disease.

DISCUSSION

We present the first recorded case of SS in a 43-year-old
female in association with pure gonadal agenesis and ad-
vanced finger clubbing. The association of SS with pure
gonadal agenesis has not been previously documented
in the literature. In addition, her finger clubbing at ini-
tial presentation with cerebrovascular accident (CVA) is
another very interesting sign and, despite her diagnosis
of pulmonary adenocarcinoma three years later, we be-
lieve that this sign may be a new feature of SS. It is im-
portant to consider the possibility that the clubbing in
this case was instead a very early sign of her pulmonary
adenocarcinoma, which was diagnosed after three years
of her initial presentation with SS. However, only 29%
of pulmonary adenocarcinoma is associated with digital
clubbing (4), and the earliest recorded manifestation of
this sign preceding adenocarcinoma in the literature is
18 months (5). Taking this evidence into account, the
aetiology of this patient’s finger clubbing remains far
from certain and the association with SS is worth strong
consideration. One also cannot rule out the possibility
that long term HRT in this patient, who is genotypically
male, may have increased their risk of developing stroke
in the presence of SS, as a recent meta analysis noted a
significant increase in the risk of ischaemic-type stroke
with HRT (6). It has also been quoted that SS is more
common amongst smokers and females taking oral con-
traceptives (7).

Pulmonary involvement is an uncommon complication of
SS and the association with lung adenocarcinoma in this
case is unclear. Occam’s razor dictates that it is likely to
be secondary to smoking and the combination here with
SS may be purely coincidental. Conversely, chronic in-
flammation may be a plausible hypothesis (8-10), which
may offer some explanation for the rare association of
all these uncommon disorders. However, our current un-
derstanding of the aetiology of SS denotes an idiopathic
or non-inflammatory disease process (11). As a result of
this case, it may be necessary to revisit the aetiology
and genetics of SS.
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In concluding, it is our view that this case does present
a collection of uncommon disorders and potentially new
clinical features affecting the same patient, and is thus
worthy of note within the pantheon of case reports of
SS.
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