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Abstract

Background: Endothelial functions in patients with different clinical 
manifestations of cerebral small vessel disease (CSVD) have not yet been 
thoroughly described.

Aim: The aim of the single center, prospective study being a part of SHEF-
CSVD Study was to evaluate haemostatic factors and vascular reactivity 
reflecting endothelial function in different clinical manifestations of CSVD.

Methods: 107 patients with extensive MRI features of CSVD with recent 
lacunars stroke (LS), vascular Parkinsonism (VaP) or vascular dementia 
(VaD) and 32 controls (CG) matched for age and vascular risk factors were 
prospectively recruited. Blood markers of endothelial dysfunction and 
inflammation (thrombomodulin, uric acid, homocysteine and hs CRP), brachial 
artery flow-mediated dilatation (FMD) test were determined.

Results: Patients with CSVD compared to CG had significantly decreased 
FMD (6,9±0,05% vs 12,0±0,05, p<0,001); increased levels of hsCRP (0,8±0,02 
vs 0,17±0,1 mg/L; p=0,03), homocysteine (15,3±8,1 vs 12,5±3,2 µmol/L; p=0,04) 
and thrombomodulin (5,4±1,7 vs 4,5±0,9 ng/mL, p=0,009). There was also a 
trend towards increased levels of uric acid in CSVD compared with CG (5,9±1,7 
vs 5,4±1,1 mg/dL, p=0,08). No significant differences in analyzed factors were 
observed among LS, VaP and VaD patients.

Conclusion: Similar impairment of the cerebral microvasculature and 
endothelial function is present in different manifestations of CSVD compared to 
vascular risk factors matched control group.
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Introduction
Cerebral small vessel disease (CSVD) is a syndrome of clinical, 

cognitive, neuro imaging and pathological findings resulting 
from brain damage in the cerebral white and deep gray matter [1]. 
Although it is associated with vascular risk factors like increasing 
age, hypertension and considered to result from cerebral arteriolar 
occlusive disease, the pathogenesis is largely unknown [2]. It probably 
starts with an increase in permeability of the blood-brain barrier 
caused by endothelial dysfunction. Endothelial cell dysfunction in 
CSVD can be assessed in vivo by measuring circulated molecules 
of endothelial origin (e.g. sP-selectin, thrombomodulin), molecules 
interacting with endothelial cells (e.g. hsCRP, homocysteine, uric 
acid) or by measuring systemic vascular function directly by means of 
forearm flow mediated dilatation (FMD). These markers are indeed 
usually altered in CSVD; however, these may simply reflect exposure 
to vascular risk factors [3]. Substantial endothelial dysfunction in 
common different clinical manifestations of CSVD such as lacunar 
stroke (LS), vascular Parkinsonism (VaD) and vascular dementia 
(VaD) have not been studied using standardized methodology. 
Available data regarding the role of endothelial activation in CSVD 

is limited due to small sample size and/or without matched controls. 
We hypothesized that patients with different clinical manifestations of 
CSVD have higher levels of serum markers of endothelial dysfunction 
and altered peripheral vascular reactivity measured by FMD than 
controls.

Aim
The aim of the single center, prospective study was to evaluate 

endothelial functions by measuring haemostatic factors and 
vascular reactivity in different clinical manifestations of CSVD. 
It was conducted as a part of SHEF-CSVD Study (Significance of 
HE modynamic and haemostatic Factors in the course of different 
manifestations of Cerebral Small Vessel Disease) [4].

Methods
Patients with CSVD: with recent LS (n=25), established VaP 

(n=25), VaD (n=25) and 32 controls (CG) matched for age and 
vascular risk factors were prospectively recruited between January 
2011 and January 2013 and hospitalized in Clinic of Neurology, 
Military Institute of Medicine, Warsaw, Poland. The study protocol 
and methods had been thoroughly described elsewhere [4]. In brief, 
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CSVD group consisted of patients fulfilling the following criteria: 
extensive CSVD features on MRI neuro imaging (described below), 
clinical symptoms of non-embolic lacunar stroke according to the 
Oxford Community Stroke Project or chronic vascular parkinsonism 
(after exclusion of other neurodegenerative conditions according 
to Hurtig scale) or vascular dementia (identified via the Modified 
Hachinski Ischemic Scale (score ≥ 7 points) and NINDS-AIREN 
(National Institute of Neurological Disorders and Stroke-Association 
International pour la Recherché et al. Enseignement en Neurosciences) 
criteria) [5-8]. Thirty two healthy subjects with normal MRI without 
signs of white matter lesions (WMLs) formed control group. 
Participants from both groups were aged between 60 and 90 years. 
Exclusion criteria comprised of: severe neurological deficits (mRS 
≥ 3 points and/or NIHSS ≥10 points), altered consciousness, severe 
dementia (MMSE <12 points), significant stenosis (>50%) of a major 
extra cranial or intracranial artery, atrial fibrillation, non-CSVD 
related WMLs (e.g. due to migraine, vasculitis). Clinical assessment 
(neurological, radiological, ultrasound) was performed by 2 “blinded” 
assessors unaware of the clinical diagnosis. This study was approved 
by the local Institutional Review Board and Ethics Committee and is 
supported by the Polish Ministry of Science and Higher Education 
as a research project of the Military Institute of Medicine (Warsaw, 
Poland, study number N N402 473840). All subjects were recruited 
after having signed the informed consent forms. The authors have no 
conflict of interest to declare.

Procedure
Vascular risk factor profiles were recorded for all participants. To 

prevent confounding by hyper acute phase responses, all LS patients 
underwent study procedures at least 2 weeks after their index strokes 
(mean 18±3 days). We used 1.5 Tesla imaging with standard T2-
weighted, FLAIR and gradient echo sequences. White-matter lesions 
were visualized on T2 and PD/FLAIR images as ill-defined hyper 
intensities ≥5 mm. The Fazekas scale was used to estimate the extent of 
the per ventricular and deep WMLs [9]. Extensive WML were defined 
as a score of 3 (per ventricular hyper intensities with involvement of 
white matter) on the perventricular scale, and/or a score of 3 on the 
deep white matter scale (beginning confluence of lesions or large 
confluent lesions). Generally accepted and widely available markers 
of endothelium damage and inflammation (thrombomodulin, uric 
acid, hs CRP) as well as arterial thrombosis and atherosclerosis 

(homocysteine) were measured in all patients. Blood was sampled 
from the antecubital vein into 5-ml serum plasma tubes and was 
measured with commercially available ELISA kits according to the 
manufacturer’s instructions (Bio Source, Europe, Nivelles, Belgium).

Ischemia-induced brachial artery flow dilatation which reflects 
NO-mediated endothelium-dependent vasodilator function was 
assessed according to standardized protocol [10]. This technique 
includes ultrasound evaluation of the brachial artery at rest 
(baseline), as well as during hyperaemia which was induced by a 
5-minute inflation and deflation of a sphygmomanometer cuff placed 
around the forearm distally from the site of ultrasound measurement. 
Flow-mediated dilatation was estimated as the percentage increase 
in vessel diameter from baseline to maximum vasodilation, which 
occurred during hyperemia using visual inspection of single frames 
[11]. FMD was measured in the left arm except in subjects with a left-
sided hemiplegia by experienced operators using a 10 MHz multi-
frequency linear array probe attached to a high-resolution ultrasound 
(Loqic P6, GE Healthcare). To minimize the effect of confounding 
factors FMD was assessed when subjects were fasted and had avoided 
exercise, caffeine and medication intake for at least 6 h.

Statistical analysis
We compared levels of serum markers of endothelial dysfunction 

and FMD between patients with CSVD and CG assuming that the 
pathophysiology of CSVD manifestations is similar regardless of the 
underlying disease and also separately between LS, VaD and VaP 
groups. Log normal data were compared using paired tests; non-
normal data were analyzed using non parametric tests. Homogeneity 
between groups was analyzed with the chi-square test for categorical 
and an analysis of variance for numerical variables. We also used 
evaluated unadjusted correlations using Sperman’s rho between 
serum markers and FMD. We considered a p value <0.05 to be 
statistically significant. All analyses were performed using Statistica 
11 software (Stat Soft Inc, USA).

Results
One hundred and twenty patients were recruited. Of these, 

13 subjects were excluded: 5 from CG group due to presence of 
asymptomatic signs of CSVD on MRI imaging, 8 from LS group 
due to the lack of extensive WMLs (Fazekas score <3 points). Per 

Lacunar stroke patients
(n=25)

Vascular parkinsonism patients
(n=25)

Vascular dementia patients
(n=25)

Control subjects

(n=32)
Χ2 p

Age, mean years (±SD) 69±4 70±5 72±4 69±5 1,21 0,38

Male sex 15 (65) 15 (65) 12 (48) 20 (63) 3,75 0,12

BMI, mean (±SD) 28±4 27±5 27±2 29±3 0,84 0,68

Hypertension 25 (100) 22 (88) 23 (92) 23 (72) 4,51 0,21

Coronary artery disease 15 (60) 11 (44) 14 (56) 18 (57) 1,47 0,46

Diabetes mellitus 15 (60) 15 (60) 11 (44) 14 (44) 1,76 0,51

Current smoking 12 (48) 8 (32) 9 (36) 10 (31) 5,30 0,15

Hypercholesterolemia 21 (84) 20 (80) 23(92) 29 (90) 1,89 0,59

Statin use 20 (80) 25 (100) 25 (100) 23 (72) 4,23 0,20

Antihypertensive use 24 (96) 22 (88) 23 (92) 23 (72) 3,99 0,18

Table 1: Characteristics of lacunar stroke patients,  vascular parkinsonism and vascular dementia patients and control subjects.

Data are n (%) except where otherwise noted.
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definition, none of the control subjects had WMLs or asymptomatic 
stroke. An overall of 107 patients (seventy five with CSVD and 32 
with CG) fulfilled study criteria and were included to analysis. 
Vascular risk factor profiles and other patient characteristics were 
similar between CSVD and CG groups (Table 1). The overload of 
WMLs was analogous among CSVD groups (mean Fazekas score of 
3). Patients with CSVD compared to CG had significantly decreased 
FMD (6,9±0,05% vs 12±0.05, p<0,001); increased hsCRP (0,8±0,02 vs 
0,17±0,1 mg/L; p=0,03), homocysteine (15,3±8,1 vs 12,5±3,2 µmol/L; 
p=0,04) and thrombomodulin (5,4±1,7 vs 4,5±0,9 ng/mL, p=0.009). 
There was also a trend towards an increased level of uric acid in 
CSVD compared with CG (5,9±1,7 vs 5,4±1,1, p=0,08). Brachial flow 
mediated vasodilatation was significantly decreased and hsCRP, uric 
acid, thrombomodulin levels were increased in all separate CSVD 
groups while homocysteine level was increased in LS and VaD groups 
compared to CG (Table 2). No significant differences between CSVD 
cohorts with regards to mean FMD (H=0,77;p=0,68); hsCRP (H=0,24; 
p=0,88), homocysteine (H=5,49;p=0,07); uric acid (H=4,8;p=0,1) 
and thrombomodulin (H=2,27; p=0,32) were observed. All plasma 
markers of endothelial dysfunction inversely correlated with FMD 
and although they reached statistical significance (p<0.05) correlation 
coefficients were relatively low: Spearman rho ranged from -0.08 (uric 
acid) to -0.28 (thrombomoduline).

Discussion
This is the first study that has simultaneously evaluated brachial 

FMD and serum markers reflecting endothelial function in a well-
phenotyped cohort of CSVD patients compared to control group. 
The main outcome of our study is that in comparison with controls 
matched for age, sex, arterial hypertension, diabetes mellitus, 
current smoking and coronary artery disease patients with clinically 
significant CSVD had higher levels of serum markers and weaker 
vascular reactivity, which indicates a more pronounced endothelial 
dysfunction. Furthermore, there was no significant difference in 
analyzed factors among patients with different clinical manifestations 
of severe CSVD indicating similar level of endothelial dysfunction in 
these states.

The pathophysiology of CSVD is complex and multi factorial. 
Main mechanisms hypothesized to be involved encompassing 
incomplete ischemia related to cerebral small vessel arteriolosclerosis 
and dysfunction of the cerebral endothelium leading to blood-brain 
barrier dysfunction, chronic edema and dysfunction of vasomotor 
reactivity and auto regulation [12]. Exposure to vascular risk factors, 
particularly hypertension and diabetes, probably initiate or accelerate 
endothelial damage, the inflammatory state and the procoagulant 

and fibrinolytic activity. Our findings suggest that low-grade 
inflammation (as assessed by hsCRP) and endothelial activation 
(measured by thrombomodulin) are associated with cerebral micro 
structural disintegration or other pathologic changes in CSVD 
regardless of the different clinical manifestation. By measuring 
different soluble plasma markers (e.g. hsCRP, soluble intercellular 
adhesion molecule-1, soluble endothelial leukocyte adhesion 
molecule, thrombomodulin) previous studies have demonstrated 
their association with MRI white matter hyper intensities or diverse 
CSVD clinical manifestations [13-17]. Although homocysteine level 
in VaD did not differ from CG in our study (probably due to small 
sample size) we found that thrombomodulin, hsCRP and uric acid 
levels remained high in all CSVD groups in comparison to controls, 
which suggests their direct involvement in chronic endothelial 
activation or damage. Our findings stand in accordance with those 
obtained in the previous studies [18,19]. Combined measurement 
of these markers will undoubtedly add a higher degree of diagnostic 
accuracy to traditional CSVD risk assessment strategies. Our study 
also demonstrated a decreased response in FMD in CSVD which 
provided data regarding the impaired capacity of the endothelium 
to increase the bio-availability of NO. Similarly to our results, 
two studies assessing FMD in lacunar stroke patients showed an 
impaired response in FMD and L-arginine reactivity [20,21]. We also 
demonstrated a similar level of endothelial dysfunction in diverse 
manifestations of CSVD with comparable WMLs burden. The 
underlying mechanism is thus pathophysiological extensive, chronic 
and involves the whole vascular bed. However, the pathomechanism 
responsible for different clinical picture of CSVD remains unknown.

Our study has some limitations. The major weakness is the 
potential for random error or selection bias due to the small number 
of patients and controls included. The merit of our study lies in 
simultaneous estimation of two groups sharing similar risk factors 
and treatment profiles: selected patients with different clinical picture 
of CSVD and a well-matched control population.

Our study provides evidence for the involvement of endothelial 
dysfunction in different clinical manifestations of cerebral small 
vessel disease. Though mechanisms have yet to be determined and 
results of our study need confirmation in other populations, this 
could be a relevant contribution to pathophysiological concepts 
of CSVD that might lead to more effective therapies aiming at the 
reduction of CSVD burden especially in aging population.

Conclusion
Similar impairment of the cerebral microvasculature and 

Lacunar stroke patients
(n=25)

Vascular parkinsonism patients
(n=25)

Vascular dementia patients
(n=25)

Control subjects

(n=32)
FMD (%) 6,6±0,01*** 6,0±0,05*** 7,0±0,06** 12,0±0,05

hsCRP (mg/L) 0,51±0,7* 0,48±0,8* 1,06±1,7 ** 0,17±0,1

Homocysteine (µmol/L) 14,9±5,7* 17,0±6,5*** 13,9±4,3 12,5±3,2

Uric acid (mg/dL) 6,4±1,8* 6,2±1,4* 7,1±2,0* 5,4±1,1

Thrombomodulin  (ng/mL) 5,4±1,8* 6,05±2,09** 5,25±1,6* 4,5±0,9

Table 2:  Mean level of FMD, hsCRP, homocysteine, uric acid and thrombomodulin classified by study groups.

Data are means with SD. Statistically significant differences between CSVD and CG groups are indicated in bold. 
Abbriviations: FMD: Flow-Mediated Dilatation; hsCRP: High Sensitivity C-Reactive Protein 
*p<0,05; ** p<0,01; *** p<0,001
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endothelial function is present in different manifestations of CSVD 
compared to vascular risk factors matched control group.

References
1. Pantoni L. Cerebral small vessel disease: from pathogenesis and clinical 

characteristics to therapeutic challenges. Lancet Neurol. 2010; 9: 689-701. 

2. Wardlaw JM, Smith C, Dichgans M. Mechanisms of sporadic cerebral small 
vessel disease: insights from neuroimaging. Lancet Neurol. 2013; 12: 483-
497. 

3. Stevenson SF, Doubal FN, Shuler K, Wardlaw JM. A systematic review of 
dynamic cerebral and peripheral endothelial function in lacunar stroke versus 
controls. Stroke. 2010; 41: e434-442. 

4. Staszewski J, Piusinska-Macoch R, Skrobowska E, Brodacki B, Pawlik R, 
Dutkiewicz T et al. Significance of Haemodynamic and Haemostatic Factors 
in the Course of Different Manifestations of Cerebral Small Vessel Disease: 
The SHEF-CSVD Study—Study Rationale and Protocol. Neuroscience 
Journal. 2013; 2013: 9. 

5. Bamford J, Sandercock P, Jones L, Warlow C. The natural history of lacunar 
infarction: the Oxfordshire Community Stroke Project. Stroke. 1987; 18: 545-
551. 

6. Hurtig HI. Vascular Parkinsonism. In: Parkinsonian Syndromes, Stem MB, 
Koller WC, Edtors. Marcel-Dekker, New York, USA. 81–93.

7. Chui HC, Victoroff JI, Margolin D, Jagust W, Shankle R, Katzman R. 
Criteria for the diagnosis of ischemic vascular dementia proposed by the 
State of California Alzheimer’s Disease Diagnostic and Treatment Centers. 
Neurology.1992; 42: 473–480. 

8. Román GC, Tatemichi TK, Erkinjuntti T, Cummings JL, Masdeu JC, Garcia 
JH, et al. Vascular dementia: diagnostic criteria for research studies: report 
of the NINDS-AIREN International Workshop. Neurology. 1993; 43: 250–260. 

9. Fazekas F, Chawluk JB, Alavi A, Hurtig HI, Zimmerman RA. MR signal 
abnormalities at 1.5 T in Alzheimer’s dementia and normal aging. AJR Am J 
Roentgenol. 1987; 149: 351-356. 

10. Corretti MC, Anderson TJ, Benjamin EJ, Celermajer D, Charbonneau F, 
Creager MA, et al. Guidelines for the ultrasound assessment of endothelial-
dependent flow-mediated vasodilation of the brachial artery: a report of the 
international brachial artery reactivity task force. Journal of the American 
College of Cardiology. 2002; 39: 257–265. 

11. Bots ML, Westerink J, Rabelink TJ, de Koning EJ. Assessment of flow-
mediated vasodilatation (FMD) of the brachial artery: effects of technical 
aspects of the FMD measurement on the FMD response. Eur Heart J. 2005; 
26: 363-368. 

12. Xiong YY, Mok V. Age-related white matter changes. J Aging Res. 2011; 
2011: 617927. 

13. Hassan A, Hunt BJ, O’Sullivan M, Parmar K, Bamford JM, Briley D, Brown 
MM. Markers of endothelial dysfunction in lacunar infarction and ischaemic 
leukoaraiosis. Brain. 2003; 126: 424-432. 

14. Umemura T, Kawamura T, Umegaki H, Mashita S, Kanai A, Sakakibara 
T, et al. Cerebrovascular disease: Endothelial and inflammatory markers 
in relation to progression of ischaemic cerebral small-vessel disease and 
cognitive impairment: a 6-year longitudinal study in patients with type 2 
diabetes mellitus. Neurol Neurosurg Psychiatry. 2011; 82: 1186-1194. 

15. Wersching H, Duning T, Lohmann H, Mohammadi S, Stehling C, Fobker M et 
al. Serum C-reactive protein is linked to cerebral microstructural integrity and 
cognitive function. Neurology 2010; 74: 1022-1029. 

16. Giwa MO, Williams J, Elderfield K, Jiwa NS, Bridges LR, Kalaria RN, Markus 
HS. Neuropathologic evidence of endothelial changes in cerebral small 
vessel disease. Neurology. 2012; 78: 167-174. 

17. Wardlaw JM, Doubal F, Armitage P, Chappell F, Carpenter T, Muñoz 
Maniega S, Farrall A. Lacunar stroke is associated with diffuse blood-brain 
barrier dysfunction. Ann Neurol. 2009; 65: 194-202. 

18. Hassan A, Hunt BJ, O’Sullivan M, Bell R, D’Souza R, Jeffery S, Bamford JM. 
Homocysteine is a risk factor for cerebral small vessel disease, acting via 
endothelial dysfunction. Brain. 2004; 127: 212-219. 

19. Hein TW, Singh U, Vasquez-Vivar J, Devaraj S, Kuo L, Jialal I. Human 
C-reactive protein induces endothelial dysfunction and uncoupling of eNOS 
in vivo. Atherosclerosis. 2009; 206: 61-68. 

20. Chen PL, Wang PY, Sheu WH, Chen YT, Ho YP, Hu HH, Hsu HY. Changes 
of brachial flow-mediated vasodilation in different ischemic stroke subtypes. 
Neurology. 2006; 67: 1056-1058. 

21. Pretnar-Oblak J, Sabovic M, Sebestjen M, Pogacnik T, Zaletel M. Influence 
of atorvastatin treatment on L-arginine cerebrovascular reactivity and flow-
mediated dilatation in patients with lacunar infarctions. Stroke 2006; 37: 
2540-2545.

Citation: Staszewski J, Skrobowska E, Piusińska-Macoch R, Brodacki B, Macek K, et al. Endothelial Function is 
impaired in Patients with Different Clinical Manifestations of Severe Cerebral Small Vessel Disease: Preliminary 
Results of SHEF-CSVD Study. Austin J Cerebrovasc Dis & Stroke. 2014;1(4): 1019.

Austin J Cerebrovasc Dis & Stroke - Volume 1 Issue 4 - 2014
ISSN : 2381-9103 | www.austinpublishinggroup.com
Staszewski et al. © All rights are reserved

http://www.ncbi.nlm.nih.gov/pubmed/20610345
http://www.ncbi.nlm.nih.gov/pubmed/20610345
http://www.ncbi.nlm.nih.gov/pubmed/23602162
http://www.ncbi.nlm.nih.gov/pubmed/23602162
http://www.ncbi.nlm.nih.gov/pubmed/23602162
http://www.ncbi.nlm.nih.gov/pubmed/20395619
http://www.ncbi.nlm.nih.gov/pubmed/20395619
http://www.ncbi.nlm.nih.gov/pubmed/20395619
http://www.hindawi.com/journals/neuroscience/2013/424695/
http://www.hindawi.com/journals/neuroscience/2013/424695/
http://www.hindawi.com/journals/neuroscience/2013/424695/
http://www.hindawi.com/journals/neuroscience/2013/424695/
http://www.hindawi.com/journals/neuroscience/2013/424695/
http://www.ncbi.nlm.nih.gov/pubmed/3590244
http://www.ncbi.nlm.nih.gov/pubmed/3590244
http://www.ncbi.nlm.nih.gov/pubmed/3590244
http://www.ncbi.nlm.nih.gov/pubmed/1549205
http://www.ncbi.nlm.nih.gov/pubmed/1549205
http://www.ncbi.nlm.nih.gov/pubmed/1549205
http://www.ncbi.nlm.nih.gov/pubmed/1549205
http://www.ncbi.nlm.nih.gov/pubmed/8094895
http://www.ncbi.nlm.nih.gov/pubmed/8094895
http://www.ncbi.nlm.nih.gov/pubmed/8094895
http://www.ncbi.nlm.nih.gov/pubmed/3496763
http://www.ncbi.nlm.nih.gov/pubmed/3496763
http://www.ncbi.nlm.nih.gov/pubmed/3496763
http://www.ncbi.nlm.nih.gov/pubmed/11788217
http://www.ncbi.nlm.nih.gov/pubmed/11788217
http://www.ncbi.nlm.nih.gov/pubmed/11788217
http://www.ncbi.nlm.nih.gov/pubmed/11788217
http://www.ncbi.nlm.nih.gov/pubmed/11788217
http://www.ncbi.nlm.nih.gov/pubmed/15618057
http://www.ncbi.nlm.nih.gov/pubmed/15618057
http://www.ncbi.nlm.nih.gov/pubmed/15618057
http://www.ncbi.nlm.nih.gov/pubmed/15618057
http://www.ncbi.nlm.nih.gov/pubmed/21876810
http://www.ncbi.nlm.nih.gov/pubmed/21876810
http://www.ncbi.nlm.nih.gov/pubmed/12538408
http://www.ncbi.nlm.nih.gov/pubmed/12538408
http://www.ncbi.nlm.nih.gov/pubmed/12538408
http://www.neurology.org/content/74/13/1022
http://www.neurology.org/content/74/13/1022
http://www.neurology.org/content/74/13/1022
http://www.ncbi.nlm.nih.gov/pubmed/22170884
http://www.ncbi.nlm.nih.gov/pubmed/22170884
http://www.ncbi.nlm.nih.gov/pubmed/22170884
http://www.ncbi.nlm.nih.gov/pubmed/19260033
http://www.ncbi.nlm.nih.gov/pubmed/19260033
http://www.ncbi.nlm.nih.gov/pubmed/19260033
http://www.ncbi.nlm.nih.gov/pubmed/14607791
http://www.ncbi.nlm.nih.gov/pubmed/14607791
http://www.ncbi.nlm.nih.gov/pubmed/14607791
http://www.ncbi.nlm.nih.gov/pubmed/19268941
http://www.ncbi.nlm.nih.gov/pubmed/19268941
http://www.ncbi.nlm.nih.gov/pubmed/19268941
http://www.ncbi.nlm.nih.gov/pubmed/17000977
http://www.ncbi.nlm.nih.gov/pubmed/17000977
http://www.ncbi.nlm.nih.gov/pubmed/17000977
http://stroke.ahajournals.org/content/37/10/2540.full.pdf
http://stroke.ahajournals.org/content/37/10/2540.full.pdf
http://stroke.ahajournals.org/content/37/10/2540.full.pdf
http://stroke.ahajournals.org/content/37/10/2540.full.pdf

	Title
	Abstract
	Introduction
	Aim

	Methods
	Procedure
	Statistical analysis

	Results
	Discussion
	Conclusion
	References
	Table 1
	Table 2

