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We evaluated the effects of 12 genes polymorphisms on CAD(Carotid Artery Diseases) formation 
by using a ViennaLab CVD Strip Assay. Group A includes 41 patients (70.2 ± 8.6 years, 30 men) 
with CAD and Group B includes 39 healthy controls (67.3 ± 9.2 years, 28 men). Twenty patients 
had transient ischemic attack or stroke, 21 had carotid artery stenosis, more than 50 % in Group A. 
Hyperlipidemia is more frequent in Group A compared Group B (71%, 49%; p<0.05). Heterozygote 
form of Factor V H1299R, Factor XIII V34L, B-Fibrinogen -455G>A, MTHFR C677T and MTHFR 
A1298C were more frequent in Group A compared with Group B significantly [(2.6%, 7.3% 
p<0.05), (12.8%, 19.5% p<0.05), (12.8%, 19.5% p<0.05), (20.5%, 34.1% p<0.05), (25.6%, 46.3% 
p<0.05)]. The results of study showed that the formation of CAD, Factor V H1299R, Factor XIII 
V34L, B-Fibrinogen -455 G>A, MTHFR C677T and MTHFR A1298C heterozygous mutation 
seems to be determinant (p<0.05).  
 
 
 
 

  

  
 
 

 
 
 
 
 
 

 
 
 
 
 
 
 

 
 

 
 
 

 
 

 
 
 
 

 
 
 
 
  

 
 
 

INTRODUCTION 
 

Cerebrovascular disease (CVD) is a group of diseases with 
high disability rates (Folsom et al, 1994), which is the third 
most common cause of all deaths after heart and cancer 
diseases. In the United States, more than 700,000 cases of 
stroke are reported each year and the annual cost of the 
economy is approximately $ 51 billion (Abou-Chebl et al, 
2005). The mortality and morbidity caused by stroke cause 
significant labor force and economic damage. 
 

Ischemic strokes (88%) constitute the majority of strokes, 
followed by primary intracerebral hemorrhage (9%) and 
subarachnoid hemorrhage (3%) (Thom, 2006). Approximately 
90% of cerebral thromboembolic events are caused by 
atherosclerosis. Craniocervical atherosclerosis does not 
commonly hold the carotid artery, the involvement is focal to 
the segment, usually individual or multiple segments. The 
lesion is often located in the carotid bifurcation and fold area. 
Craniocervical atherosclerosis is responsible for 20-30% of all 

stroke cases. Atherosclerotic plaques in the carotid artery 
bifurcation cause more ulceration and plaque rupture than 
plaques in other segments. Carotid artery stenosis is frequently 
embolic and rarely hemodynamically induced ischemia in the 
brain (Walker et al, 1995; De Weerd et al, 2014; Debakey, 
Lawrie, and Glaser 1985).  
 

The course of patients with atherosclerotic carotid artery 
stenosis varies with plaque character and degree of stenosis. 
Cases with a stenosis rating of more than 75% have a 2-5% risk 
of stroke each year. If ulcerated plaque is present, this rate rises 
to 7-8%. High fat-containing, soft, hypoechoic plaques were 
associated with stroke and transient ischemic attack (TIA). 
Heterogeneous plaques are suggested to be more in 
symptomatic cases. It has been described that patients with 
calcified plaques with less than 75% stenosis and soft plaques 
with less stenosis with a lower risk of stroke have lower risk 
(De Weerd et al, 2014). Patients with untreated persistent 
neurological deficits with stroke and TIA have a 20-fold higher 
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risk of developing a new cerebrovascular event (CVE) than the 
asymptomatic population. 
 

The risk factors that cause carotid artery atherosclerosis are 
generally similar to the risk factors in the development of 
coronary artery disease. The most important ones are; advanced 
age, male gender, genetic factors, smoking, hypertension (HT), 
diabetes mellitus (DM), hyperlipidemia (HL), obesity, ischemic 
heart disease, Peripheral Artey Disease (PAD), past ischemic 
stroke and the presence of transient ischemic attacks. These 
structural and acquired risk factors accelerate the development 
of atherosclerosis and increase their severity.  
 

Atherosclerosis and CAD are known to be multifactorial 
diseases. The presence of acquired atherosclerotic risk factors 
besides genetic factors is also important in the development of 
CAD. In our study, Carotid Color  Doppler USG (CCDUS) and 
conventional carotid angiography in the control group without 
CAD and in the patient group determined by conventional 
carotid angiography with CAD gene blood samples were taken 
to determine 12 gene polymorphisms. In our study, the effect of 
genetic polymorphism on the development of CAD was 
studied. 
 

MATERIALS AND METHODS  
 

Design and subjects 
 

This study was performed in the Medical Genetics Department, 
Afyon Kocatepe University Hospital, Afyonkarahisar, Turkey. 
The study was approved by the Ethics Committee of the Afyon 
Kocatepe University Hospital, and all individuals signed an 
informed consent form. The study was designed as a 
retrospective case-control study and was conducted between 
March 2013-December 2016 in Afyon Kocatepe University 
Education and Research Hospital. The patients included in the 
study were selected from the patients who presented to the 
Cardiology and Neurology Department of Afyon Kocatepe 
University with the clinical findings suggesting CVE, TIA and 
cerebral ischemia. Patients knews could be withdrawn from the 
study without giving any reason when they wanted. 
 

Study Criteria 
 

The patients included in the study were selected from patients 
who applied to Cardiology and Neurology outpatient clinics. 
Patients who had carotid artery stenosis more than 50% in 
carotid angiography and those diagnosed with carotid artery 
stenosis with less than 50% carotid artery stenosis were 
included in the study (Figure 1a,1b,1c). Risk factors for 
atherosclerosis were determined by performing biochemical 
routine examinations. Classic risk factors were considered as 
age, gender, HT, HL, DM and smoking. The diagnosis of HT 
was made when the patient was taking antihypertensive 
medication or blood pressure was >140/90 mmHg. Diagnosis 
of fasting blood glucose 2 times more than 126 mg / dl, oral 
glucose tolerance test 2 hours or in patients with blood glucose 
levels above 200 mg / dl in the measurement of random 
glucose, HbA1c level above 6.5% and insulin or when 
antidiabetic medication is used. Patients who were diagnosed 
with DM such as prediabetes or metformin due to obesity or 
impaired glucose tolerance test were not included in the study. 
The diagnosis of HL was based on the use of statin and / or 
fibrate derivatives of the patient and TC(Total Cholesterol)> 
200 mg / dl, LDL-C(Low-Density Lipoprotein-Cholesterol) > 

130 mg / dl, TG> 150 mg / dl, or HDL-C(High-density 
lipoprotein cholesterol) <40 mg / dl in men, <50 mg/dl in 
women. The study group consisted of 41 patients and 39 
control groups. In the patient and control groups, the number of 
subjects were more likely. 
 

Exclusion Criteria 
 

 Patients without carotid angiography and carotid 
USG, 

 CVE, TIA and cerebral ischemic symptoms do not 
occur due to CAD, 

 under 30 
 Breastfeeding mothers were not accepted. 

 

DNA isolation, PCR, and reverse hybridisation 
 

DNA samples which that originated from Afyonkarahisar was 
collected by Cardiology Department, was sent to Medical 
Genetics Department. Genomic DNA of the 160 samples was 
originally extracted from fresh blood anticoagulated with 
EDTA using either the CVD strip assay lysis solution and 
GENTRACT resin (ViennaLab, Vienna, Austria) or the 
QIAamp DNAblood Midi (Qiagen, Hilden, Germany) 
extraction kit, using a silica membrane-based DNA purification 
method that yields up to 60 mg of DNA from 2 ml initial blood 
volume following the manufacturer’s instructions. The CVD 
strip assay (ViennaLab) screens for gene mutations, which 
have already been mentioned based on a reverse hybridization 
principle. The different target gene sequences were 
concurrently amplified and biotin labeled in a single 
amplification reaction. The reaction consisted of 0.1 mg of 
DNA added to 15 mL already prepared PCR amplification mix, 
including primers that flank the target sequences and dNTPs in 
the presence of 1 U Taq polymerase. The PCR cycles were 
optimized as follows: 2 min at 94 0C of initial denaturation 
followed by 35 cycles of amplification (15 s denaturation at 94 
0C, 30 s annealing at 58 0C, and 30 s extension at 72 0C), and a 
final extension of 3 min at 72 0C. The amplification products 
were denatured and selectively hybridized to a test strip that 
contains allele- specific oligonucleotide probes (wild type and 
mutant) immobilized as an array of parallel lines. Bound 
biotinylated sequences were detected using streptavidin 
alkaline phosphatase and color substrates. 
 

Statistical analysis  
 

Statistical analysis was performed using SPSS 20.0 computer 
software tests listed below. The mean age of the individual, the 
sex ratio in the group risk factors, identifying blood 
biochemical parameters and HT, DM and HL smoking rates 
were evaluated by statistical methods. It viewed whether 
significant differences in the first quantitative data revealed that 
there are differences in many variables. Because of the data 
were not normally distributed to the non-parametric test which 
Mann-Whitney test was used. Categorical variables were 
determined as polymorphisms of HT, DM, HL, smoking and all 
genes. For these variables, Pearson Chi-Square test was 
performed among the groups. p value <0.05 was considered 
statistically significant. Data were shown as mean ± standard 
deviation. Hardy-Weinberg equilibrium was tested for each 
genotype within groups by means of test X2. Statistical 
significance was defined by two tailed P<0.05.  
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RESULTS  
 

Comparison of Demographic Variables of the Participated 
Groups 
 

General clinical characteristics of the population and 
demographic data of all participants are shown in Tables 1 and 
2. There was no significant difference in the Mann-Whitney 
test for age groups. Table 3 shows according to the Hardy-
Weinberg equilibrium was tested for each genotype within 
groups by means of X2 test results; statistically significant 
differences were found between the results in CAD. 

 
 

Figure 1 Carotid angiography is performed using X-rays, 
especially in severe and / or symptomatic carotid artery 
stenosis or carotid ultrasonography where no healthy 
information can be obtained. This examination method is still 
considered the gold standard for the diagnosis of carotid artery 
disease. During the procedure, a catheter is advanced from the 
groin or arm artery and the carotid arteries are injected into the 
carotid arteries. All images belong to Afyon Kocatepe 
University Faculty of Medicine Cardiology Department 
Angiography Laboratory. Fig1a. Normal carotid artery 
angiography image. Right carotid artery and its branches. 
Fig1b. Left carotid artery and its branches; Common Plates in 
the Main Carotid Artery. Fig1c: Carotid Artery Stenosis. 
 

Table 1 Age and gender distribution of groups 
 

Working 
group 

Gender Number 
Age 

average 
Standard deviation % 

Control 

Woman 11 65,00 10,23 28,2 

Male 28 68,14 8,86 71,8 

Total 39 67,26 9,24 100 

Patient 

Woman 11 67,00 8,33 26,8 

Male 30 71,33 8,53 73,2 

Total 41 70,17 8,59 100 

Total 

Woman 22 66,00 9,16 27,5 

Male 58 69,79 8,76 72,5 

Total 80 68,75 8,98 100 
 

Table 2 Demographic characteristics of all groups included in 
the study 

 

Demographic 
variables 

Patient Control Patient  Control P 

HT 8 (%72,7) 7 (%63,6) 16 (%53,3) 18 (%64,3) 0,610 
HL 8 (%72,7) 4 (%36,4) 21 (%70,0) 15 (%53,6) 0,045 
DM 3 (%27,3) 5 (%45,5) 11 (%36,7) 11 (%39,3) 0,525 

Smoke - 1 (%9,1) 17 (%56,7) 14 (%50) 0,784 
 

Comparison of Genetic Results of the Groups 
 

There was no statistically significant difference between these 
2 groups in terms of 12 gene polymorphism showed a 
statistically significant difference. The number of patients in 
the prothrombin G20210A and PAI-1 4G/5G group were 
higher than the patients. In our study, the association of HL 

with CAD was second after HT, there was a significant 
difference between the patient and control groups  
(p=0,045<0.05). This showed us that there was a significant 
relationship between hyperglycemia and CAD. There was no 
significant difference between groups in terms of smoking 
(p=0.784>0.05) and between the with DM groups in the two 
groups (p = 0.525>0.05).  
 

When the results were compared Factor V H1299R mutation 
was found to be significant related to CAD (p=0.024<0.05). 
Factor FXIII V34L mutation was found to be a risk factor for 
CAD when compared with each other (p=0.019<0.05). Factor 
FXIII V34L mutation was found to be a risk factor for CAD 
when compared with the groups with hyperlipidemia  
(p=0.005<0.05). 
 

When the groups with hyperlipidemia were compared, β-
fibrinogen -455 GA mutation was found to be a risk for CAD 
(p= 0.001) and β-Fibrinogen-455 GA mutation was found to be 
associated with CAD when the patients with hyperlipidemia 
(p= 0.000). MTHFR C677T mutation was associated with 
CAD and we was found to be significant (p= 0.008<0.05).  
 

Table 3 Genotype and allel frequency candidate genes for the 
risk of developing in the CAD Patients 

 

Genes Patients Control Total p-value 
Factor V 

G1691A(Leiden) 
Normal 

Heterozygote 
Homozygote 

 
 

37 
1 
3 

 
 

32 
3 
4 

 
 

69 
4 
7 

 
 

0,483 
 

Factor V H1299R(R2) 
Normal 

Heterozygote 
Homozygote 

 
38 
3 
- 

 
32 
1 
6 

 
70 
4 
6 

 
 

0,024 
 

Protrombin G20210A 
Normal                          

Heterozygote 
Homozygote 

 
37 
4  
1 

 
38 
- 
1 

 
75 
4 
 

 
 

0,083 
 

Factor XIII V34L 
Normal 

Heterozygote 
Homozygote 

 
32 
8 
1 

 
25 
5 
9 

 
57 
13 
10 

 
 

0,019 
 

β-fibrinojen -455G>A 
Normal 

Heterozygote 
Homozygote 

 
26 
14 
1 

 
18 
8 

13 

 
44 
22 
14 

 
 

0,001 
 

PAI-1 4G-5G 
Normal 

Heterozygote 
Homozygote 

 
14 
26 
1 

 
10 
22 
7 

 
24 
48 
8 

 
 

0,065 
 

HPA1 a/b 
Normal 

Heterozygote 
Homozygote 

 

 
27 
13 
1 

 
31 
8 
- 

 
58 
21 
1 

 
 

0,299 
 

MTHFR C677T 
Normal 

Heterozygote 
Homozygote 

 
18 
19 
4 

 
14 
10 
15 

 
32 
29 
19 

 
 

0,008 
 

MTHFR A1298C 
Normal 

Heterozygote 
Homozygote 

 
17 
20 
4 

 
21 
8 

10 

 
38 
28 
14 

 
 

0,018 
 

ACE I/D 
Normal 

Heterozygote 
Homozygote 

 
10 
21 
10 

 
10 
18 
11 

 
20 
39                                     
21 

0,892 
 

APOB R3500Q 
Normal 

 
41 

 

 
39 
 

 
80 
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APOE genotip 
2/3 
2/4 
3/3 
3/4 
4/4 

 
4 
1 

30 
5 
1 

 
8 
1 

26 
3 
1 

 
12 
2 

56 
8 
2 

 
 
 

0,723 
 
 

 

DISCUSSION  
 

Ischemic stroke is currently the major cause of death and long-
term disability. The incidence of CVE development is very 
high in the world due to CAD that develops on the basis of 
atherosclerosis. Preventive treatment methods against classical 
vascular risk factors are insufficient to prevent ischemic stroke. 
The development of individual protective strategies can be 
achieved by defining the human genome and disease biology. 
More effective preventive and therapeutic methods can be 
developed which will enable us to identify genetic pathologies 
that may cause disease and to identify individuals at risk of 
disease. Thus, side effects associated with multiple treatment 
strategies can be reduced. In our study, we evaluated the effects 
of 12 gene polymorphisms which may be effective in the 
occurrence of CAD and compared them with other risk factors 
which are effective in CAD. 
 

There was a significant difference in gender between the 
groups included in the study. In the study of Shinkowa et al., 
the incidence of stroke in men between the ages of 55-64 was 
2-3 times higher than in women, while it was found that this 
difference decreased in older ages (Shinkawa et al, 1990). This 
may be due to the high average age of the control group 
patients and the increased frequency of hypertension with age.  
In the study of Mark A. Espeland et al., gender difference was 
significant in terms of atherosclerosis in the Internal Carotid 
Artery (ICA) segment. Atherosclerosis in the ICA segment was 
more common in men. There was no significant difference in 
atherosclerosis in Arteria serebralis anteriyor (ASA) and 
bifurcation segments (Espeland et al, 1999). These studies 
show that women are less prone to atherosclerosis before 
menopause. This can be explained by the fact that blood 
pressure and TC or LDL-K levels are lower in women than 
men before menopausal high blood estrogen levels (Onat et al, 
1997). In our study, we found that male gender was higher in 
the group with CAD, and all of the women with CAD were in 
the postmenopausal period.  
 

HT is an important risk factor for CVE development. 
G.Parrinello et al reported early onset of carotid atherosclerosis 
in individuals with HT (Parrinello et al, 2004). In Su-Ta-Chen 
et al. studies, HT has been shown to be a major risk factor for 
carotid atherosclerosis (Su et al, 2001). In a meta-analysis of 
Mac Mahon and his collaborates which included fourteen 
randomized trials, a 5-6 mmHg reduction in blood pressure was 
shown to reduce the chances of stroke by 42% in a period of 4-
6 years (MacMahon et al, 1990). Weber suggested that systolic 
blood pressure is an important factor in the development of 
early carotid atherosclerosis (Weber, 2002). We found that a 
significant relationship between the diagnosis of HL and CAD.  
In the presence of hyperlipidemia (HL), which is another 
important risk factor for atherosclerosis, the incidence of CAD 
increases. In the study of  “Atherosclerosis Risk in 
Communities”, it was found that HDL-C levels were lower, 
plasma TC, LDL-C and TG levels were higher in cases with 
carotid artery atherosclerosis (Tell, 1991). In the Tromso study 

by Mathiesen et al., the relation between low HDL-C level and 
the frequency of lipid-rich echolucent atherosclerotic plaque 
formation in the carotid artery was demonstrated (Mathiesen, 
Bonaa, and Joakimsen, 2001). Smilde et al. reduced LDL-C 
levels in patients with familial hypercholesterolemia reported 
that intima-media thickening associated with carotid artery 
atherosclerosis was significantly reduced (Smilde et al, 2000).     
 

Smoking is one of the factors that increase the risk of 
developing atherosclerosis by increasing inflammation in the 
serum (Ross 1999; Zevin et al, 2001). In large-scale studies 
such as Framingham, The Cardiovascular Health Study, The 
Honolulu Heart Study, smoking has been shown to be a strong 
risk factor for ischemic stroke, and it has been shown to 
increase the risk by about 2-fold after correction for other risk 
factor (Wood et al, 1970). Case-control and prospective 
epidemiological studies have shown that DM has an 
independent effect in ischemic stroke and the relative risk 
increase varies between 1.8 and 6 times (Bogousslavsky, 
1985). Dempsey et al, however, did not find a significant 
relationship between carotid plate thickness and DM (Dempsey 
and Moore,1992). 
 

Factor V H1299R mutation decreases the level of FV and 
develops APC resistance. Factor V H1299R polymorphism 
shows broad ethnic variation. In Europe, Asia, Australia and 
Africa, the incidence in the healthy population is reported to be 
5-17% (Zaatari et al, 2006). Factor H1299R did not have a 
strong association with cerebrovascular diseases and its 
association with increased VTE (Aleksova et al., 2015). 
Recently, FXIII V34L mutation, mild venous and arterial 
thrombosis protective effects are mentione  (F. Rosendaal, 
2002). FXIII V34L mutation increased the risk of hemorrhagic 
stroke, but it was reported to be protecting cerebral infarction 
(González-Conejero et al, 2006). Recent studies support our 
findings that the Val34Leu polymorphism may be protective 
against MI and venous thrombosis, except to patients has got to 
family history and hyperlipidemic (Onrat et al, 2012). 
 

In studies, increased fibrinogen levels were associated with 
arterial thrombolytic disorders. In prospective studies in 
patients without disease and in patients with vascular disease, 
increased fibrinogen level was determined in relation to CVE, 
myocardial infarction and peripheral vascular diseases 
(Heinrich et al, 1994). Martiskainen et al. they found that β-
Fibrinogen-455 GA mutation was reported to be a risk factor 
for the development of lacunar infarct (Martiskainen et al, 
2003). Nishiuma et al. was concluded that there was a 
significant relationship between stroke patients and β-
Fibrinogen-455 GA mutation independent of other risk factor 
(Nishiuma S, 1998). These findings were supported our results 
and in our study was very similar to the reported data.  
 

The most common mutation that reduces MTHFR enzyme 
activity is the C677T genotype, while the second most common 
mutation is found in the A1298C genotype. There is evidence 
that increased levels of homocysteine with decreased MTHFR 
enzyme activity is a risk factor for vascular diseases such as 
coronary artery disease and peripheral artery disease (Boushey 
et al, 1995). In some studies, MTHFR C677T and A1298C 
gene polymorphisms are controversial both on plasma 
homocysteine levels and as a single risk factor. These 
polymorphisms have been reported in healthy individuals (Li et 
al, 2003). These results concluded that homozygosity for this 
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frequent mutation in the MTHFR gene is associated with a 
threefold increase in risk for premature CVD, this results 
similar to our study. Uçar et al., reported that the MTHFR 
C677T gene mutation has not been associated with ischemic 
stroke in the Turkish population in the Black Sea Region (Uçar 
et al, 2004). Sazcı et al., in their study on 1004 women and 680 
men, the incidence of MTHFR A1298C was 43.7%, MTHFR 
A1298A incidence was 46.3%, MTHFR C1298C incidence 
was found to be 10.0%. In the same study, Turkey, "the 
MTHFR C677T/A1298C together incidence of heterozygous 
mutations were determined as 21.6% (Sazci et al, 2005). In our 
study was very similar to the these reported datas. 
 

Increased PAI-1 activity is associated with vascular 
inflammation and atherosclerosis, especially in obesity and DM 
patients, and serum levels increase in conditions such as 
metabolic syndrome (Aso 2007; Mehta and Shapiro 2008). In 
other studies, when compared with stroke and control groups, 
there was no increase in the risk of arterial thrombosis with 
MTHFR (C677T, A1298C) and PAI-1 polymorphisms (Cao et 
al, 2014). Our data support the concept that the PAI-1 gene is a 
susceptibility locus, i.e., it is neither necessary nor sufficient 
for the disease to occur, but makes it more likely that one will 
become ill. The extent to which this polymorphism confers an 
additional coronary risk has to be addressed in prospective 
studies.  
 

The prothrombin G20210A mutation increases plasma 
prothrombin level by 30% compared to normal controls and is 
prone to venous thrombosis. In a study, it was reported that the 
risk of myocardial infarction was 4 times higher in smokers and 
40-fold in smokers in the prothrombin G20210A allele (F. R. 
Rosendaal et al, 1997). In other study of young patients with 
ischemic stroke, Madonna et al. found that the prothrombin 
G20210A mutation was 9.4% in the patient group and 12.4% in 
the control group (Madonna et al, 2002). In another study, 
prothrombin G20210A mutation was detected in young 
ischemic stroke women (Longstreth Jr. et al, 1998). De Stefano 
et al. were been found that prothrombin G20210A mutation 
may be a factor increasing the risk of cerebral ischemia (De 
Stefano et al, 1998). 
 

CONCLUSION 
 

Our data support the idea that, while individual genetic 
susceptibility variants are of limited clinical use, the combined 
information from a number of these variants can permit the 
identification of groups of people at high and low risk of 
developing a complex trait such as CAD. The polygenic model 
used in this study, considering the cumulative effect of 
hemostatic gene variants, was significantly associated to some 
in vitro measurements of thrombin generation. In the specific 
context of advanced CAD, similar approaches may be useful as 
surrogate markers of the propensity to form blood clots leading 
to MI. Further studies on larger samples are needed to confirm 
this intriguing working-hypothesis, as well as to improve 
predictive modelling. 
 

References 
 

Abou-Chebl, Alex, Christopher T. Bajzer, Derk W. Krieger, et 
al. (2005) Multimodal Therapy for the Treatment of Severe 
Ischemic Stroke Combining GPIIb/IIIa Antagonists and 
Angioplasty after Failure of Thrombolysis. Stroke 36 (10): 

2286-88.  
Aleksova, Aneta, Milena di Nucci, Marco Gobbo, Elena 

Bevilacqua, Paola Pradella, Kassem Salam, Giulia Barbati, 
Antonio de Luca, Luca Mascaretti, and Gianfranco Sinagra 
(2015) Factor-V HR2 Haplotype and Thromboembolic 
Disease. Acta Cardiologica 70 (6): 707-11. 

Aso, Yoshimasa (2007) Plasminogen Activator Inhibitor (PAI)-
1 in Vascular Inflammation and Thrombosis. Frontiers in 
Bioscience 12 (7): 2957-66. 

Bogousslavsky, Julien (1985) Risk Factors and Concomitants 
of Internal Carotid Artery Occlusion or Stenosis. Archives 
of Neurology 42: 864-67.  

Boushey, C J, S A Beresford, G S Omenn, and A G Motulsky. 
(1995) A Quantitative Assessment of Plasma Homocysteine 
as a Risk Factor for Vascular Disease. J.Am.Med.Assc. 274: 
1049-57. 

Cao, Yuezhou, Weixian Chen, Yun Qian, Yanying Zeng, and 
Wenhua Liu. (2014) Plasminogen Activator Inhibitor-1 
4G/5G Polymorphism and Ischemic Stroke Risk: A Meta-
Analysis in Chinese Population. International Journal of 
Neuroscience 124 (12): 874-81.  

Debakey, Michael E., Gerald M. Lawrie, and Donald H. 
Glaser. (1985) Patterns of Atherosclerosis and Their 
Surgical Significance Annals of Surgery 201 (2): 132.  

Dempsey, R. J., and R. W. Moore (1992) Amount of Smoking 
Independently Predicts Carotid Artery Atherosclerosis 
Severity Stroke 1992;23;693-696. 

 Espeland, Mark A., Rong Tang, James G. Terry, Donna H. 
Davis, Michele Mercuri, and John R. Crouse. (1999) 
Associations of Risk Factors with Segment-Specific 
Intimal-Medial Thickness of the Extracranial Carotid Artery 
Stroke 30 (5): 1047-55.  

Folsom, A. R., J. H. Eckfeldt, S. Weitzman, J. Ma, L. E. 
Chambless, R. W. Barnes, K. B. Cram, and R. G. 
Hutchinson. (1994) Relation of Carotid Artery Wall 
Thickness to Diabetes Mellitus, Fasting Glucose and 
Insulin, Body Size, and Physical Activity. Atherosclerosis 
Risk in Communities (ARIC) Study Investigators. Stroke 25 
(1): 66-73.  

González-Conejero, Rocio, Israel Fernández-Cadenas, Juan A. 
Iniesta, Joan Marti-Fabregas, Victor Obach, José Alvarez-
Sabín, Vicente Vicente, Javier Corral, and Joan Montaner. 
(2006) Role of Fibrinogen Levels and Factor XIII V34L 
Polymorphism in Thrombolytic Therapy in Stroke Patients. 
Stroke 37 (9): 2288-93.  

Heinrich, J, L Balleisen, H Schulte, G Assmann, and J van de 
Loo. (1994) Fibrinogen and Factor VII in the Prediction of 
Coronary Risk. Results from the PROCAM Study in 
Healthy Menm Arteriosclerosis and Thrombosis : A Journal 
of Vascular Biology / American Heart Association 14 (1): 
54-59.  

Kannel, William B.(1979) Cholesterol in the Prediction of 
Atherosclerotic Disease Annals of Internal Medicine 90 (1): 
85.  

Li, Zhaohui, Li Sun, Hongye Zhang, et al. (2003) Elevated 
Plasma Homocysteine Was Associated with Hemorrhagic 
and Ischemic Stroke, but Methylenetetrahydrofolate 
Reductase Gene C677T Polymorphism Was a Risk Factor 
for Thrombotic Stroke: A Multicenter Case-Control Study 
in China. Stroke 34 (9): 2085-90.  

Longstreth Jr., W T, F R Rosendaal, D S Siscovick, et al. 



Sezgin Barlak et al., Thrombophylic Gene Mutation Analysis of Carotid Artery Diseases; Western Turkey 
 

29890 | P a g e  

(1998) Risk of Stroke in Young Women and Two 
Prothrombotic Mutations: Factor V Leiden and Prothrombin 
Gene Variant (G20210A)  Stroke 29 (3): 577-80.  

MacMahon, S., R. Peto, R. Collins, J. Godwin, S. MacMahon, 
J. Cutler, P. Sorlie, et al. (1990) Blood Pressure, Stroke, and 
Coronary Heart Disease. Part 1, Prolonged Differences in 
Blood Pressure: Prospective Observational Studies 
Corrected for the Regression Dilution Bias. The Lancet 335 
(8692): 765-74.  

Madonna, Pasquale, Valentino De Stefano, Antonio Coppola, 
Ferdinando Cirillo, Anna Maria Cerbone, Giuseppe Orefice, 
and Giovanni Di Minno. (2002) Hyperhomocysteinemia 
and Other Inherited Prothrombotic Conditions in Young 
Adults with a History of Ischemic Stroke Stroke 33 (1): 51-
56.  

Martiskainen, M., T. Pohjasvaara, J. Mikkelsson, et al., (2003) 
Fibrinogen Gene Promoter - 455 A Allele as a Risk Factor 
for Lacunar Stroke. Stroke 34 (4): 886-91.  

Mathiesen, E B, K H Bonaa, and O Joakimsen. (2001) Low 
Levels of High-Density Lipoprotein Cholesterol Are 
Associated with Echolucent Carotid Artery Plaques: The 
Tromso Study. Stroke 32 (9): 1960-65. 

 Mehta, Rakesh, and A. D. Shapiro. (2008) Plasminogen 
Activator Inhibitor Type 1 Deficiency Haemophilia 14 (6): 
1255-60.  

Nishiuma S. (1998) Genetic Variation in the Promoter Region 
of Yhe Beta-Fibrinogen Gene Is Associated with Ischemic 
Stroke in a Japanese Populatıon. Blood Coagulation and 
Fibrinolysis. 

Onat, A, D Dursunoglu, V Sansoy, Onat A., and Dursunoglu D. 
(1997) Relatively High Coronary Death and Event Rates in 
Turkish Women Relation to Three Major Risk Factors in 
Five-Year Follow-up of Cohort  International Journal of 
Cardiology 61 (1): 69-77.  

Onrat, S.T., Ö. Akci, Z. Söylemez, E. Onrat, and A. Avşar. 
(2012) Prevalence of Myocardial Infarction Polymorphisms 
in Afyonkarahisar, Western Turkey Molecular Biology 
Reports 39 (9): 9257-9264.  

Parrinello, G., D. Colomba, P. Bologna, A. Licata, A. Pinto, S. 
Paterna, R. Scaglione, and G. Licata. (2004) Early Carotid 
Atherosclerosis and Cardiac Diastolic Abnormalities in 
Hypertensive Subjects. Journal of Human Hypertension 18 
(3): 201-5.  

Rosendaal, F R, D S Siscovick, S M Schwartz, B M Psaty, T E 
Raghunathan, and H L Vos. (1997) A Common 
Prothrombin Variant (20210 G to A) Increases the Risk of 
Myocardial Infarction in Young Women. Blood 90 (5): 
1747-50.  

Rosendaal, FR. (2002) Coagulation Factor XIII Polymorphisms 
and the Risk of Myocardial Infarction and Ischaemic Stroke 
in Young Women  376-82.  

Ross, R. (1999) Atherosclerosis--an Inflammatory Disease The 
New England Journal of Medicine 340 (2): 115-26.  

Sazci, Ali, Emel Ergul, Guner Kaya, and Ihsan Kara. (2005) 
Genotype and Allele Frequencies of the Polymorphic 
Methylenetetrahydrofolate Reductase Gene in Turkey  Cell 
Biochemistry and Function 23 (1): 51-54.  

 
 
 
 
 

Shinkawa, Atsushi, Kazuo Ueda, Yutaka Hasuo, Yutaka 
Kiyohara, and Masatoshi Fujishima. (1990) Seasonal 
Variation in Stroke Incidence in Hisayama, Japan. Stroke 
21 (9): 1262-67.  

Smilde, T. J., F. W. Van Den Berkmortel, H. Wollersheim, H. 
Van Langen, J. J. Kastelein, and A. F.H. Stalenhoef. (2000) 
The Effect of Cholesterol Lowering on Carotid and Femoral 
Artery Wall Stiffness and Thickness in Patients with 
Familial Hypercholesterolaemia. European Journal of 
Clinical Investigation 30 (6): 473-80.  

Stefano, V De, Patrizia Chiusolo, Katia Paciaroni, et al., (1998) 
Prothrombin G20210A Mutant Genotype Is a Risk Factor 
for Cerebrovascular Ischemic Disease in Young Patients  
Blood 91 (10): 3562-65.  

Su, Ta-chen, Jiann-shing Jeng, Kuo-liong Chien, Fung-chang 
Sung, Hsiu-ching Hsu, and Yuan-teh Lee. (2001) 
Hypertension Status Is the Major Determinant of Carotid 
Atherosclerosis A Community-Based Study in Taiwan  
Stroke 32: 2265-71. 

Tell, Grethe S. (1991) Cigarette Smoking, Lipids, Lipoproteins, 
and Extracranial Carotid Artery Atherosclerosis Mayo 
Clinic Proceedings 66 (3): 327-31.  

Thom, T. (2006) Heart Disease and Stroke Statistics--2006 
Update: A Report From the American Heart Association 
Statistics Committee and Stroke Statistics Subcommittee. 
Circulation. Vol. 113.  

Uçar, Fahri, Mehmet Sönmez, Ercüment Ovalı, Mehmet 
Özmenoǧlu, S. Sami Kartı, Mustafa Yılmaz, and Alper 
Pakdemir. (2004) MTHFR C677T Polymorphism and Its 
Relation to Ischemic Stroke in the Black Sea Turkish 
Population  American Journal of Hematology 76 (1): 40-43.  

Walker, MD, JR Marler, M Goldstein, and Executive 
Committee for the Asymptomatic Carotid Atherosclerosis 
Study. (1995) Endarterectomy for Asymptomatic Carotid 
Artery Stenosis Jama 273 (18): 1421-28.  

Weber, Frank. (2002) Risk Factors for Subclinical Carotid 
Atherosclerosis in Healthy Men Neurology 59 (4): 524-28.  

Weerd, Marjolein De, Jacoba P. Greving, Bo Hedblad, 
Matthias W. Lorenz, Ellisiv B. Mathiesen, Daniel H. 
O’Leary, Maria Rosvall, et al. (2014) Prediction of 
Asymptomatic Carotid Artery Stenosis in the General 
Population: Identification of High-Risk Groups Stroke 45 
(8): 2366-71.  

Wood, J E, J G Barrows, E D Freis, R W Gifford, W M 
Kirkendall, R Lee, H Williamson, and H Abrams. (1970) 
Primary Prevention of Hypertension The Journal of the 
American Osteopathic Association 69 (11): 1160-62. 

Zaatari, Ghazi S., Zaher K. Otrock, Amira S. Sabbagh, and 
Rami A R Mahfouz. (2006) Prevalence of Factor V R2 
(H1299R) Polymorphism in the Lebanese Population 
Pathology 38 (5): 442-44.  

Zevin, Shoshana, Sandra Saunders, Steven G. Gourlay, Peyton 
Jacob, and Neal L. Benowitz. (2001) Cardiovascular Effects 
of Carbon Monoxide and Cigarette Smoking  Journal of the 
American College of Cardiology 38 (6): 1633-38.  

 
 

 
 

 

******* 


