Livedo Reticularis as a clue to Diagnosis of Recurrent Stroke

and Epilepsy

Mojdeh Ghabaee', Asghar Bayati’, Abdoreza Ghoreishi’, Majid Ghaffarpour®

Iranian Journal of Neurology, Vol.8, No.28 ,Winter 2010, 645-650

Abstract

Introduction: Homocysteimemia has been associated with increased risk for
cerebralvasuclar disease and recurrent stroke. Homocysteinmia has primary
atherogenic and prothrombotic properties. It can lead to both venous and arterial
thrombosis by several mechanisms. We present a 45 years old female patient with
hyperhomocysteinemia and past medical history of epilepsy, two strokes like attacks,
livedo reticularis and a new ischemic stroke. Risk factors such as hypertension,
diabetes, 1ischemic heart disease and hyperlipidemia were all absent.
Hypercoagulation and vasculities tests were normal. Livedoretiularis was the clue in
this patient that led us to consider homocysteinemia as the most probable diagnosis.
This suggests that considering skin lesions in juvenile stroke may help to limit the
differential diagnosis and treat the etiologic factor more rapidly.
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Introduction

Homocysteinemia has been associated
with increased risk for recurrent
stroke.””  Modest  elevation  in
homocysteine is now recognized as an
independent factor for atherosclerosis
and ischemic stroke.*®
Histopathologic hallmarks of
homocysteine-induced vascular injury
include several pathogenesis such as
intimal thickening, elastic lamina
disruption, smooth muscle
hypertrophy, marked platelet
accumulation and the formation of
platelet-enriched occlusive thrombi."
Homocysteinemia occurs due to
genetic defects such as reduction of
cystathione 3  synthase activity,
decreased level of methionine synthase
and mutation of
methylentetrahydrofolatereduclase
(MTHFR), or due to acquired factors
including Vitamin Bj,, folic Acid
deficiency, renal insufficiency and age
more than 70."” Here we present a 45
years old female patient with a history
of epilepsy, two strokes like attacks
and livedo reticularis who has referred
with a new dschemic stroke. She was
diagnosed as homocysteinemia due to
mutation in methylen tetra hydro fulute
reductase gene.

Case Report

A45 years old, right handed, married
female had referred to Iranian Center of
Neurological Research with acute onset
of left limbs weakness and fever. The
patient had one stroke like attack
(hemiparesia and dysartheria) and

visual loss in her left eye ten and six
months ago respectively. She had no
hypertension, diabetes, ischemic heart
disease and hyperlipidemia. She was on
carbamazepin for many years. In her
systemic examination she had a
systolic murmur in apex and livedo
reticularis in distal of calfs and feet.
Her neurological examination revealed
left hemi paresis and hypotonia. Brain
MRI was performed and showed
multiple ischemic changes in right
parietal ‘lobe and the left posterior
parietal-mand both occipital lobes.
Echocardiogram revealed MVP and
trivial ‘TR, with normal left ventricular
gjection fraction. Cervical Doppler
sonography was normal. Primary
hypercoagulate state tests such as
protein c, protein s, anti thrombin III
and factor V Leiden were normal, as
were vasculitis tests. CSF analysis
showed no abnormality. Plasma
homocysteine  level  was  high
(20.5n/mol) and there was urine
homocysteine. Genetic test for MTHFR
mutation (C677T) with PCR method
was heterozygote. Plasma level of Vit
B, was slightly decreased and plasma
level of folate was normal. Abdominal
sonography  was  also  normal.
Electroencephalogram showed some
abnormality. Thus homocysteinemia
was stablished and treated with folic
acid, vitamin B4 and vitamin B,.

Discussion

Stroke in young adults is a surprising
event. Ischemic stroke is much more
common than hemorrhagic one."” The
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potential etiologic factors for ischemic that for older ones (Tablel). "
stroke in young adults are broader than

TABLE 1- DIFFERENTIAL DIAGNOSIS OF ISCHEMIC STROKE IN
YOUNG ADULTS

I- Cardiac disease (including congenital, rheumatic valve disease. Mitral valve
prolapse, patent
foramen oval, endocarditis, atrial myxoma, arrhythmias, cardiac surgery)
2- Small vessel diseases:
- Premature atherosclerosis
- Dissection (spontaneous or traumatic)
- Inherited metabolic disease (heomocystinemia, fabry’s, pseudoxanthoma
elasticum,
MELAS syndrome).
- Infection (bacterial, fungal, tuberculosis, syphilis, lyme)
- Vasculitis (collagen vascular disease, systemic lupus erythematosus.
Rheumatoid
arthritis, sjogren’s syndrome, polyarteritis nodosa takayasu’s disease.
Wegner’s
syndrome, cryoglobulinemia, sarcoidosis, inflammatory bowel disease,
1solated
central nervous system angitis
- Moyamoya disease
- Radiation
- Toxic (illicit drugs, cocaine, heroin...)
- Fibromascular dysplasia
3- Hematologic disease
- Sickle-cell disease
- Leukemia
- Hypercoagulable state (antiphospholipid antibody syndrome, deficiency of
antithrombin
III or protein c or s, resistance to activated protein c, increased factor VIII)
- Disseminated intravascular coagulation
- Polycythemia vera
- Thrombotic thrombocytopenic purpura
- Cerebral venous occlusion

The clinical manifestations of stroke in brain  should  suggest as a
young adults are the same as in older cerebrovascular event."”’
ages. Any sudden or acute onset of Our patient presented with recurrent

neurologic symptoms referable to the cerebrovascular accidents, epilepsy and
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livedo reticularis. Regarding this
clinical picture many illnesses could be
considered as differential diagnosis
such as systemic lupus erythmatous
(SLE), antiphospholipids syndrome,
Snedden syndrome and
homocycteinemia.

Nearly 75% of patients with SLE have
neurologic involvement among which
episodic affective or psychotic disorder
are the most common manifestations.
Stroke, seizures and dyskinesia may
also be presented. Absence of standard
criteria for SLE such as positive ANA
and anti ds DNA test ruled out this
diagnosis.">®

Neurologic manifestations of
antiphospholipids syndrome includes
those of cerebral ischemia, cerebral
vein thrombosis, seizure and
migraine.”’ Laboratory tests such-as
antiphospholipid antibody,
anticardiolipin antibody and prolonged
prothrombin time were all normal~ in
this case which was against  recent
diagnosis.

Elevated level of plasma homocysteine,
positive urine homocysteine and
positive  genetic . assessment  for
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1- Austin RC, Lentz SR, Werstuck GH. Role of hyperhomocysteinemia in endothelial dysfunction
and atherothrombotic disease. Cell Death Differ 2004 ;11 Suppl 1:S56-64.
2- Baysen G, Brander T, Chritensen H, Gideon R and Truelsen T. Homocysteine and risk of

recurrent stroke. Stroke 2003; 34:1258-61.

3- Dziedzic T. Clinical significance of acute phase reaction in stroke patients. Front Biosci. 2008;

13:2922-7

4- Frances C, Piette JC. The mystery of Sneddon syndrome: relationship with antiphospholipid
syndrome and systemic lupus erythematosus. J Autoimmun 2000 ; 15(2):139-43.

5- Furie KL, Kelly PJ. Homocysteine and stroke. Semin Neurol 2006 ; 26(1):24-32.

6- Hankey GJ. Is plasma homocysteine a modifiable risk factor for stroke? Nat Clin Pract Neurol

2006 ; 2(1):26-33.



649 Livedo Reticularis as a clue to Diagnosis...

7- Hinkle JL, Guanci MM. Acute ischemic stroke review. J Neurosci Nurs 2007 ; 39(5):285-93,
310.

8- Loukkola J, Laine M, Ainiala H, Peltola J, Metsdnoja R, Auvinen A, Hietaharju A. Cognitive
impairment in systemic lupus erythematosus and neuropsychiatric systemic lupus
erythematosus: a population-based neuropsychological study. J Clin Exp Neuropsychol 2003
;25(1):145-51.

9- Ruiz-Irastorza G, Khamashta MA. Stroke and antiphospholipid syndrome: the treatment debate.
Rheumatology (Oxford) 2005 ;44(8):971-4.

10- Tonarelli SB, Hart RG. What's new in stroke? The top 10 for 2004/05. J Am Geriatr Soc 2006 ;
54(4):674-9.

11- Uthman IW, Khamashta MA. Livedo racemosa: a striking dermatological sign for the
antiphospholipid syndrome. J Rheumatol. 2006 Dec;33(12):2379-82.

12- Weiner SM, Peter HH. Neuropsychiatric involvement in systemic lupus erythematosus.  Part
1: clinical presentation and pathogenesis. Med Klin (Munich) 2002 ; 97(12):730-7.

13- Zittan E, Preis M, Asmir I, Cassel A, Lindenfeld N, Alroy S, Halon DA, Lewis BS, Shiran A,
Schliamser JE, Flugelman MY. High frequency of vitamin B12 deficiency in asymptomatic
individuals homozygous to MTHFR C677T mutation‘is associated with endothelial dysfunction
and homocysteinemia. Am J Physiol Heart Circ Physiol 2007 ; 293(1):H860-5.



fﬂjé)’.io)).(o W)JML;M/) ‘w)Y}&J)j,g}J
s lif wme o iy 5 L5 Jle o lo piol o LS 0030

Fe—FFY ¢ 1PAA b jiT' A 0 ko spiiatd Jlow 65151 bty o poke dolibas

US>

el olpod ;S 4w g Shxe 39,6 Sl Lo SRl s b 93 50 uitenn g Jiol38l iOuR ¢ dlilw
SbD james 5 4 e (Go0ue SloenailSe b g 3, SiSgueg 5o 9 Suiss il olsd (155 )0 ekimpwsad
58 Se (559 9

e )Y 95 90 g) ¢ soiiupwgon pola s e 4w b ol 00503 (B yaaly Al O (i SO Loty w09y
S92 (ol ey (=8 (s)lomeiabin i nle Sl gl abln Syl anl ale> g0 5 g0 LS aily
i gleinl, Lo ol jo e VoS jg0ng) o Jlay 3 L;.,,Js.sd,,b 5 olasl glouws ccuilw
ol e Sy Olals 4y axgi llgx Sgiwl (0 1 .00 )5 cod  Smwgod polo

- & ot Y 95 yao gl ¢y 150 AiSeuw sodmriiuannns g0y B 1 glS” 59




