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Sneddon Syndrome: Can it be a Cause of
Medically Resistant Headache?:
Case Report

Sneddon Sendromu: Tedaviye Direncli
Bag Agrisimin Nedeni Olabilir mi?

ABSTRACT Sneddon syndrome is a rarely seen, progressive, non-inflammatory thrombotic vascu-
lopathy. It induces an excessive endothelial proliferation leading to occlusion of small and medium
sized vessels, particularly in the brain and skin and is characterized by triad of cerebrovascular at-
tacks, benign type hypertension and livedo reticularis. The common presentations of this disease in-
clude vascular dementia, cardiac valvulopathies, renal failure, hypertension, seizure, peripheral
nerve involvement, venous sinus thrombosis, and headache. In the nervous system involvement,
headache is seen 85% of patients and usually indicator of increased stroke risk. In the case report,
we present 27 year-old female who has medically refractory headache in consequence of Sneddon
syndrome and treated successfully with acetylsalicylic acid and pentoxifylline.
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OZET Sneddon sendromu nadir gériilen, ilerleyici, non-inflamatuvar, trombotik bir vaskiilopati-
dir. Sendrom agir1 endotelyal proliferasyon ile 6zellikle beyin ve derideki kiigiik ve orta ¢aph da-
marlarda okliizyona neden olmakta ve serebrovaskiiler ataklar, benign tip hipertansiyon ve livedo
retikularis triyads ile karakterize oldugu goriilmektedir. Hastaligin sik goriilen klinik prezentas-
yonlar vaskiiler demans, kardiyak valviilopatiler, bobrek yetmezligi, hipertansiyon, epileptik nobet,
periferik sinir tutulumu, venoz siniis trombozu, ve bag agrisidir. Santral sinir sistemi tutulumu ola-
rak bas agrisi hastalarin %85'de goriilmekte olup, genellikle artmig inme riskinin bir gostergesidir.
Bu olgu raporunda biz, Sneddon sendromuna baglh tedaviye direngli bas agrisi olan, asetilsalisilik-
asit ve pentoksifilin ile bagarili bir sekilde tedavi edilen 27 yagindaki kadin hastay1 sunuyoruz.

Anahtar Kelimeler: Sneddon sendromu; bag agrisi; pentoksifilin; santral sinir sistemi hastaliklar:
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neddon syndrome (SS) is a rarely seen and progressive non-inflam-

matory thrombotic vasculopathy. It induces an excessive endothelial

proliferation leading to occlusion of small and medium sized vessels,
particularly in the brain and skin.!

Sneddon syndrome was first described by English dermatologist Sneddon
in 1965. It is characterized by triad of cerebrovascular attacks (that is usually
mild and presents with mild residual defects), benign type hypertension and
livedo reticularis.? The two main features are livedo reticularis and lacunar
subcortical infarcts. The other common presentations include vascular de-
mentia, cardiac valvulopathies, renal failure, hypertension, seizure, peripheral
nerve involvement, venous sinus thrombosis, and headache.?
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A 27 year-old female admitted to our clinic for
medically refractory headache was diagnosed as SS.
Herein, we presented the case due to its rarity and
its responsiveness to the treatment.

CASE REPORT

A 27 year-old female came to our clinic for med-
ically refractory headache for one and half year.
The headache started from the back of the head
that spreading to the anterior part of the head. It
was throbbing headache and not associated with
nausea, photophobia or phonophobia. The duration
of headache ranged from several hours to few days.
She developed violescent skin lesions for 2 years.
She was previously diagnosed with possible
pseudotumor cerebri and was treated with aceta-
zolamide 750 mg three times a day that was not
beneficial. She had residual right leg weakness due
to polio sequela. The past medical history was neg-
ative for epilepsy, and recurrent abortion or mis-
carriage. Blood pressure was 140/90 mmHg, and
heart rate was 80/min and rhythmic. Dermatolog-
ical examination revealed erythematous, viola-
ceous lesions with irregular borders and livedoid
appearance that was widespread distribution, par-
ticularly on legs, arms, trunk and thigs (Figures 1,
2). Raynaud’s phenomenon was positive. Other
systems including neurological examination were
unremarkable. Funduscopic examination and vi-
sual field test were within normal limits. Lumbar
puncture was repeated since she was diagnosed
with possible pseudotumor cerebri. However, the
opening pressure was 10 cm-H2O and the bio-
chemical and microbiological analysis of cere-
brospinal fluid was normal. The possibility of
pseudotumor cerebri was excluded due to normal
opening pressure. A cranial magnetic resonance
imaging showed milimetric hyperintense lesions
on the periventricular white matter on T2-Flair se-
quences. The carotid and vertebral arteries color
doppler and cerebral venography were within nor-
mal limits. Biopsy was performed on the skin le-
sion. The histopathological examination showed
livedo reticularis.

Laboratory investigation including complete
cell count, urinalysis, comprehensive metabolic
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FIGURE 1,2: Erythematous, violaceous, reticular lesions are seen particu-
larly on the arms, legs, truck and thigs.

panel, protein electrophoresis, C-reactive protein,
rheumatoid factor, erythrocyte sedimentation rate
were normal.

Anti-nuclear antibody, anti-dsDNA, lupus an-
ticoagulants, anti-cardiolipin, IgG and IgM anti-
bodies, anti-neutrophil cytoplasmic antibody,
anti-gliadin, anti-centromer, and anti-ribonucleo-
protein antibodies were negative as well.

The coagulation panel including prothrombin
time, international normalized ratio, protein C and
S, anti-thrombin 3 activities, and active protein C
resistant showed low protein S level (42%, normal
range 60%-140%). Syphilis, hepatitis B ve C serol-
ogy were negative.

A transthoracic echocardiogram showed mod-
erate to severe degree of mitral valve insufficiency.

Based on the clinical and diagnostic findings,
she was diagnosed with SS and treated with acetyl-
salicylic acid 300 mg once daily, and pentoxifylline
400 mg two times daily. The headache was dra-
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matically reduced within 3 days and completely re-
solved during 1-month follow up.

I DISCUSSION

Sneddon syndrome is characterized by ischemic
cerebrovascular episodes and generalized livedoid
skin eruptions. The coincidence was first described
by Champion and Rook in 1960 but the relation-
ship was first illustrated by Sneddon in 1965.%* SS
is frequently seen in female (age range 20-42
years). The annual incidence was 4/1.000.000. The
mortality rate is 9.5% during average 6.2 years fol-
low up period. The etiopathogenesis is still un-
clear. However, central nervous system and skin
findings are related to focal thrombotic and em-
bolic events. Up to now, autosomal dominant and
recessive cases have been reported, but the gene
locus is still unknown.> There was no family his-
tory in our case.

Subclinical systemic involvement including
ocular, peripheral nervous, gastrointestinal, renal
and cardiac system was seen 50-70% of the pa-
tients.® The cardiac involvement can be ischemic
and valvular involvement (the most common valve
is mitral valve). Mild or moderate hypertension is
seen in 60-80% of the cases.” In our case, mild hy-
pertension and moderate to severe mitral valve re-
gurgitation were recorded.

Nervous system involvements include venous
thrombosis, epilepsy, vascular dementia, transient
ischemic attack, hemiplegia, hemihypoesthesia,
hemianopsia, tremor, chorea, myelopathy, en-
cephalopathy, and secondary headache.® Headache
secondary to central nervous system involvement is
seen around 85% of the patients, usually medically
refractory headache and indicator of increased
stroke risk.

Livedo reticularis is an important diagnostic
clue that is helpful for the diagnosis. The
histopathological finding of livedo reticularis is
non-inflammatory arteriopathy of the small and
medium sized vessels. The skin biopsy can be neg-
ative or non-specific that is related to biopsy site.
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The biopsy taken from central lesions shows more
positive results than from peripheral lesions. The
digital artery biopsy of seven patients with nega-
tive skin biopsy showed intimal hyperplasia, lumi-
nal narrowing, degeneration or reduplication of
internal elastic lamina, and adventitial fibrosis.’ In
our case, the skin biopsy findings showed livedo
reticularis which is non-specific.

Investigation including antiphospholipid anti-
body, anti-nuclear antibody, anti-dsDNA, lupus
anticoagulants, beta 2 glycoprotein, protein C, pro-
tein S, and anti-thrombin 3 should be performed
for the diagnosis of SS. Antiphospholipid antibody
is positive in 80% of the patients. Protein S defi-
ciency is rarely detected in patients with SS.8 In our
case, the protein S level was low, and the other tests
including antiphospholipid antibody were unre-
markable.

There is no available treatment for SS. Several

medications including corticosteroids, im-
munomodulators, beta-adrenergic blockers have
been tried, however were not efficient. Nifedipine
can be effective in treatment of livedo reticularis
and acrocyanosis, but not effective in prevention

of cerebrovascular disease.!

Patients with SS can develop medically refrac-
tory headache.! Although definite treatment has
not been described, antiplatelet and anticoagula-
tion treatments can be effective by decreasing the
blood viscosity.!! We administered acetylsalicylic
acid 300mg daily and pentoxifylline 400 mg twice
daily. Headache was dramatically reduced on the
3™ day of the treatment. The patient was satisfied
with the result of the treatments on the one-month
follow up.

In conclusion, SS is a serious systemic disease
that can cause morbidity and mortality. Even
though no definitive treatment for medically re-
fractory headache, antiplatelet and peripheral va-
sodilator agents can be beneficial. Further clinical
trials with large number of patients are warranted
on the effectiveness of antiplatelet and anticoagu-
lation treatments.
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