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Abstract

Sneddon’s syndrome (SS) is a rare clinical entity characterized by livedo reticularis (LR) and cerebrovascular disease. This 
disease is thought to bear some relationship with antiphospholipid syndrome (APS), but the prognosis of SS is more serious 
than that of APS due to recurrence of cerebral infarction, migraine, and progressive cognitive impairment. We present the 
case of a 49-year-old woman with diffuse LR of the feet, migraine-type headache, left hemiplegia, and mental deterioration.
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Introduction

Sneddon’s syndrome (SS) is a rare clinical entity character-
ized by ischemic cerebrovascular disease such as stroke or 
transitory ischemic attacks in association with livedo reticu-
laris (LR) [1]. This disease was first described by Sneddon, 
an English dermatologist, in 1965 [2]. SS is mostly seen in 
women in early adulthood, with a reported incidence of 
four cases per million and a mortality rate of 9.5% over a 
mean observation period of 6.2 years [3]. LR represents 
the typical cutaneous lesion, and neurological symptoms 
such as headache, migraine, memory problems, cognitive 
impairments, dementia, depression, and cerebrovascular 
disease may also be seen in the course of the disease [4]. 
The clinical signs of SS reflect pathological changes taking 
place in the arterioles of the distribution pathway involv-
ing the cutaneous-subcutaneous vascular plexuses of the 
skin as well as the brain and probably other organs (kidney, 
bowel, eyes) [5]. This disease is thought to have some rela-
tionship with antiphospholipid syndrome (APS) and some 
associations with antiphospholipid antibody [6]. Although 
exogenous estrogen intake and pregnancy may trigger the 
appearance of this disease, the pathogenesis has not yet 
been clarified yet [7]. In this case report, we describe the 
case of a patient with LR, right retinal artery embolism, and 

migraine who experienced left hemiplegia and attempt-
ed suicide due to mental deterioration and depression. 

Case report

A 49-year-old woman presented to an emergency hospital 
with symptoms of left-sided weakness, and gait and speech 
disorders. Past history included cerebral infarction of the 
right basal ganglia and right middle cerebral artery (MCA) 
stenosis about 18 years earlier, but no significant sequelae 
such as paresis or cognitive impairment. Because of the pres-
ence of both LR on the feet and cerebral infarction, SS was 
diagnosed at that time. She was subsequently prescribed 
prednisolone (PSL) at 5 mg/day and ticlopidine at 100 mg/
day by her local medical doctor. No significant family history 
was identified and she had no history of taking exogenous 
estrogen or spontaneous abortion. 

Laboratory studies showed negative results for antiphospho-
lipid antibodies (anticardiolipin antibodies, lupus anticoagu-
lant), antinuclear antibodies, and anti-double-stranded DNA 
antibodies. Ischemic changes were apparent in the temporal 
lobe on cranial magnetic resonance imaging (MRI), matching 
the perfusion zone of the right middle cerebral artery (MCA), 
and magnetic resonance angiography revealed occlusion of 



ven’s colored progressive matrices test were impossible, and 
score for the Behavioral Inattention Test was under the cut-off. 
The patient refused further detailed testing.

Figure 2. Appearance of livedo reticularis on the patient’s feet.

Warfarization was continued to control the international 
normalized ratio to within 2.0-2.5, whereas PSL was gradu-
ally decreased to 5 mg/month due to hyperglycemia. For the 
purposes of improving gait disturbance, physical therapy and 
rehabilitation programs were planned, and a short leg brace 
was prescribed. However, the patient sometimes refused these 
interventions due to migraine and general fatigue. At night in 
the ward, she often shouted out without any apparent reason. 
Tiapride was administered orally at 75 mg/day to address the 
excitability of the patient. The patient also teased or spat at 
therapists during exercise. Although no new discrete stroke-
like episodes were clinically apparent, her mental state grad-
ually deteriorated to a child-like state, and she did not want to 
play the part of a mother or wife. Consequently, the patient was 
discharged to home in a deeply dependent state in a wheel-
chair. After discharge, she tried to stab herself with a knife in 
the kitchen in the middle of the night, but this attempt was in-
terrupted by her mother. Her family members were exhausted 
by the patient’s frequent calls at night, and therefore asked for 
professional assistance from a caregiver and home rehabilita-
tion service. Unfortunately, however, most services were re-
fused by patient and antipsychotic drugs appeared to have no 
effect on her mood.

the right internal carotid artery and MCA and right-dominant 
diffuse medium- and small-vessel occlusive disease, with nu-
merous collaterals in the middle and distal circulation, but no 
evidence of atherosclerosis or vasculitis. Echocardiography 
and electrocardiography yielded normal results.

After she was prescribed PSL at 30 mg/day and warfarin at 
3.5 mg/day, left paresis gradually improved. However, about 
1 month after admission, right retinal artery embolism and a 
larger cerebral infarction occurred in the region of the right 
MCA and posterior cerebral artery (Fig. 1), resulting in right 
blindness and severe left paresis. Two months after admission, 
she was transferred to our hospital for rehabilitation.

Figure 1. Ischemic changes in the temporal and occipital regions 
match the perfusion sites of the right middle and posterior cerebral 
arteries on cranial magnetic resonance imaging.

General examination showed LR involving the lower extrem-
ities (Fig. 2) and normal results from pulmonary and cardiac 
auscultation.

The patient was alert and cooperative for the neurological  
examination, but responses were slightly slow. She showed 
mild dysarthria and left facial nerve palsy. Brunnstrom stages 
for the left upper extremity, hand, and lower extremity were 3, 
2, and 4, respectively. Deep tendon reflexes in the upper and 
lower extremities on the left side were slightly hyperactive, 
and pathological reflexes were negative. Neurological exam-
inations of the upper and lower extremities on the right side 
showed no abnormalities. Ranges of motion were also normal 
for almost all joints.

As for higher brain functions, the score on the Mini-Mental 
State Examination was 25/30, the Trail-Making Test and Ra-
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Figure 1. 

Figure 2. 



Discussion
 
APS is the most frequent type of acquired thrombophilia, de-
fined by the occurrence of thrombosis or pregnancy-related 
morbidity in the presence of persistently positive antiphos-
pholipid antibodies [8]. Conversely, the prevalence of anti-
phospholipid antibody in SS reportedly ranges from 40% to 
50% [9]. Although the relationship between APS and SS is 
unclear, these antibodies are thought to play important roles 
in the pathogenesis of SS [3]. Clinical features of APS and SS 
may overlap, but distinctive clinical and laboratory evidence 
suggests that these two presentations represent different 
pathological entities. Several associated coagulopathies have 
been observed, including elevated levels of coagulation factor 
VII, decreased levels of protein S, and activated protein C re-
sistance, suggesting a possible biological link between the vas-
culopathy and a primary coagulopathy in SS [10]. Moreover, 
the clinical course seems to be progressive in SS patients and 
includes increasing disability, cognitive deterioration, and ad-
vancing arterial involvement [11]. In other words, SS is a dis-
ease on the same spectrum as APS, but with a more serious 
prognosis due to the recurrence of cerebral infarctions and 
the multitude of complications such as migraine, progressive 
cognitive impairment, occasional cardiovascular disease, or 
disturbance of visual acuity. APS shows a more benign course 
[12]. No effective treatments have yet been identified for SS 
[6]. Anticoagulation is indicated for SS associated with APS, 
whereas antiplatelet therapy is the accepted treatment for 
SS not associated with APS [13]. However, evidence for these 
treatments is lacking.

SS is a rarely seen disorder, so reports about rehabilitation 
are scarce. Lalanne et al. reported a case in which the patient 
attempted suicide in the context of bipolar symptoms leading 
to a diagnosis of SS [14]. In our case, anticoagulant and anti-
platelet therapy could not prevent mental deterioration and 
antipsychotic drugs failed to improve mental condition. Fur-
thermore, rehabilitative intervention proved ineffective due to 
progressive mental deterioration, and the patient attempted 
suicide after discharge. Wright et al. postulated that dementia 
in SS patients was due to the cumulative effects of multiple ce-
rebral infarcts [4].

To avoid the miserable consequences of this disease, precau-
tions against stroke may be important. Coexistence of LR and 
neurological symptoms is definitive for SS, but LR and stroke 
do not appear at the same time, with LR appearing about 5 
years earlier than cerebrovascular symptoms [15]. Headaches 
and dizziness often precede LR by an average of 3.5 years 
and precede neurological symptoms by an average of 9 years 
[5]. Neurological symptoms thus need to be monitored very  
carefully in cases showing LR and migraine. Confirmed trig-
ger factors such as smoking or oral estrogen-containing  
contraceptives should be avoided and preventive pharmaco-

logical therapy initiated [5,7].
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