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Abstract: Infections with virulent CagA-bearing H. pylori strains has been contributed to the pathogenesis of
atherosclerosis. There is abundant circumstantial evidence that chronic H. pylori infections induce immune responses
and trigger the development of atherosclerosis. The present study evaluated the role of CagA positive H. pylori as a
risk factor for atherosclerosis, in atherosclerotic male patients from Najran area, Saudi Arabia. A total of 130 male
patients. They were divided into 2 groups: group I (GI) included 30 apparently healthy controls without a history or
presence of definite or suspected vascular diseases; and 100 male patients with atherosclerosis, group II (GII). The
studied individuals were subjected to complete clinical examination, history and detection of CRP seropositivity.
Detection of anti-H. pylori and anti-H. pylori CagA seropositivity were done using ELISA. In addition, biochemical
measurements including glucose, total cholesterol, high density lipoprotein (HDL), low density lipoprotein (LDL)
and triglycerides (TG) were measured. Results demonstrated that the prevalence of anti-H. pylori IgG antibodies in
atherosclerotic patients were (68%) in (GII)and (56.7%) in (GI). The incidence of the anti-CagA seropositivity was
significantly prevalent in GII (29%) than in GI (10%). The familial history including atherosclerosis (in one or more
members of the family), obesity, hypertension, dyslipidemia, diabetes and smoking were significantly increased in
GII compared to GI. The seropositivity of the inflammatory marker C-reactive protein (CRP) was significantly
increased in GII (45%) compared GI (20%). In conclusion, this is the first work to show the relationship between
atherosclerosis and CagA positive H. pylori in Najran, Saudi Arabia. However, the exact mechanisms need further
study.
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1. Introduction modification has been an active area of research over
Cardiovascular diseases, including coronary the past few decades (41-Omran, 2012).

atherosclerosis are the most prominent circulation Helicobacter pylori (H. pylori) is a Gram-
disorders around the world and remain the leading negative bacterium that colonizes the human stomach.
cause of deaths in the developed and developing H. pylori infection is now considered an epidemic,
countries despite of declining mortality (Jia et al, approximately 50% of the human population
2009 and Sun and Jia, 2012).Tiong and Brieger worldwide is infected with H. pylori (Blaser and
(2005) reported that, coronary atherosclerosis is a Atherton., 2004; Amieva and EI-Omar, 2008 and
multifactorial process where chronic inflammation Palframan et al.,2012). In the last years, several
plays a pivotal role, while other risk factors such as studies has linked H. pylori infection to different
genetic factors, dyslipidemia, hypertension, diabetes diseases outside of the stomach. Epidemiological
mellitus and smoking also contribute to the studies based on serological findings have suggested
pathogenesis of the disease. Moreover, it was reported an association between chronic H. pylori infection and
that chronic inflammation plays an important role in atherosclerosis (Yasunori et al., 2005; Pasceri et al.,
the initiation and progression of atherosclerosis and its 2006 and Banié et al.,, 2012). Several epidemiologic
complications (Ballantyne and Nambi, 2005). studies have reported an association between H. pylori
However, the underlying mechanism of the chronic bearing the cytotoxin-associated gene-A (CagA), a
inflammatory process in the pathogenesis of strong virulence factor, and atherosclerosis leading to
atherosclerosis is still unknown. As a possible trigger, ischemic stroke (Cremonini et al., 2004 and Diomedi
different viruses and bacteria may be associated with et al., 2004). Also, many authors reported a strong
atherosclerotic diseases (Danesh et al., 1998; Tsai predictive role of infection with CagA-positive strains
and Huang, 2000 and Ozdogru et al, 2007). for the incidence of first-ever stroke in patients with
Reducing the adverse cardiovascular outcomes of atherosclerosis suggested a causal relationship
atherosclerosis through risk factor identification and (Preusch et al., 2004 and Diomedi et al., 2008).
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There is accumulating evidence of the role of
inflammation in the pathogenesis of atherosclerosis. In
this regard inflammatory markers, such as highly
sensitive C-reactive protein (CRP), have been
associated with an increased risk of atherosclerosis.
The association of H. pylori infection with coronary
vascular disease (both coronary heart disease and
cerebrovascular disease) has been suggested in many
but not all studies (Danesh et al., 1997; Murray et al.,
2000; Stone et al., 2001 and Haider et al., 2002). H.
pylori infection has been reported to be hyperendemic
in Saudi Arabia. Reports in the 1990s have shown a
prevalence of 68-82.2% (Al-Moagel et al., 1990 and
Rashed et al., 1992). In addition, it was found that the
prevalence is markedly increased with age and ranged
from 32.4% in those aged 5-10 years to more than
66.4% in those aged 20-30 years and 75% in those
over 50 years (Marie, 2008). World Health
Organization (2010) reported that atherosclerotic
disease is the leading cause of death in Saudi Arabia.
At the same time, a high prevalence of H. pylori
infection in Saudi Arabia has been shown in various
studies (Mohamed et al., 1994; Khan,1998; Almadi et
al., 2007; Marie, 2008 and Al-Akwaa., 2010). The
aim of the present study is to investigate the
association between chronic infection with H. pylori
bearing the cytotoxin-associated gene-A (CagA) and
atherosclerosis in atherosclerotic patients from Najran
area, Saudi Arabia.

2.Materials and methods

This study aimed to investigate the effect of
CagA-positive  Helicobacter pylori (H. pylori)
infection on coronary atherosclerosis in Saudi men in
Najran area, Saudi Arabia. Also, to elucidate how
cytotoxin-associated gene A (CagA)-positive H. pylori
infections were involved in coronary heart disease by
examining the levels of serum lipid, and C-reactive
protein (CRP). The individuals were informed in detail
about the research and the protocol was approved by
the Institutional Research Ethics Committee of Najran
University.

A total of 130 male patients were included in
the study. They were divided into 2 groups: group I
(G]) included 30 apparently healthy controls without a
history or presence of definite or suspected vascular
diseases; and 100 male patients with atherosclerosis
(GII) who were admitted to the Prince Sultan Center
of Cardiology in Najran.

Clinical examination and history:

The studied individuals were subjected to
complete history of familial atherosclerosis in one or
more members of the family, body weight, smoking,
hypertension and diabetes. Thorough physical
examination, electrocardiography, echocardiography
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and coronary angiography were done for all

individuals.

Blood samples:

Blood samples from a total of 130 male
individuals were aspirated in the morning after an
overnight fast (12 hours). Serum was separated as
soon as possible after centrifugation of blood, divided
into small aliquots and stored at -20°C until used.
Their age ranged between 50-70 years.

Detection of H. pylori seropositivity:

Blood samples were collected from all
patients and controls, and stored at —80 °C until
analysis. Serologic studies were performed blindly;
sera of patients and controls were analyzed at the same
time. Specific anti-H. pylori IgG antibodies Kits from
BioHit, Finland were used by Enzyme-linked
immuno-sorbent  assay, according  to  the
manufacturer's instructions. It is based on sandwich
enzyme immunoassay (ELISA) technique with
purified H. pylori bacterial antigen adsorbed on a
microwell plate.

Detection of H. pylori CagA seropositivity:

The test was performed using ELISA kit for
the detection of anti-H. pylori CagA IgG antibodies
(MyBioSource, San Diego, California, USA).
Procedures were done according to the manufacturer's
instructions. Samples with antibody index more than
0.9 were considered positive.

Detection of CRP seropositivity:

CRP seropositivity was detected using
HumaTex CRP latex kit (HUMAN GmbH,
Wiesbaden, Germany). Distinct agglutination indicates
a CRP content of more than 6 mg/l in the non-diluted
specimen.

Biochemical measurements:

Glucose, total cholesterol, high density
lipoprotein (HDL), low density lipoprotein (LDL) and
triglycerides (TG) were measured using COBAS
INTEGRA automatic analysers (Roche Diagnostics
GmbH, USA).

Statistical analysis:

All statistical analyses were performed using
GraphPad InStat 3 (GraphPad Software, Inc.2236
Avenida de la Playa La Jolla, CA 92037 USA).
Statistical analysis was done in both groups using chi
square and P value. We used a two-tailed test, and a
value of P<0.05 was considered to be statistically
significant.
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3. Results
The demographic
participants:

The demographic and clinical characteristics
of all participants as well as the distribution of the
most relevant risk factors for atherosclerosis in both
atherosclerotic patients (GII) and the apparently
healthy controls (GI) are summarized in Table (1).
The mean age of the participants was non-significantly
different in the tested groups (63.45+8.73 years in GI,
and 66.63+15.82 years in GII). Familial history of
atherosclerosis, in one or more individuals of the
family, was significantly increased in GII (39%)
compared to that of GI (16.7%), (P=0.04). Obesity
was significantly increased in GII (53%) compared to
that of GI (26.7%), (P=0.02). History of arterial
hypertension was significantly increased in GII (75%)
compared to that of GI (30%), (P<0.0001). History of
diabetes was significantly increased in GII (58%)
compared to that of GI (33.3%), (P=0.03). History of
smoking was significantly increased in GII (60%)
compared to that of GI (26.7%), (P=0.003).

Regarding to the lipid profile, the present
study investigated the presence of dyslipidemia in
atherosclerotic patients and the apparently healthy
control group. We found significant increases in the
serum cholesterol, TG, HDL and LDL levels in GII
compared to that of GI. The total serum cholesterol
level was 205.6+76.1 mg/dl in GII, while it was 159.6
+ 46.9 mg/dl in GL Also, serum level of TG was

characteristics of all

169.7+66.9 mg/dl in GII, while it was 139.8 + 38.3
mg/dl in GL. The serum HDL level was 69.82 + 51.14
mg/dl and 39.62 + 21.16 mg/dl in GII and GI,
respectively. On the other hand, serum level of LDL
was 118.54 £ 62.26 mg/dl in GII, while it was 89.51+
22.46 mg/dl in GI, Table (1).

The Relation between both H. pylori/CagA and
CRP seropositivity and atherosclerosis:

There was a relationship between both H.
pylori/CagA  and  CRP  seropositivity  and
atherosclerosis in the apparently healthy control group
and atherosclerotic patients group. A trend toward
higher prevalence of H. pylori infection was observed
in GII with respect to GI, but non statistically
significant difference was reached. The anti-H. pylori
IgG antibodies were detected in 68 of 100 in GII and
in 17 of 30 in GI (68% vs. 56.7%; P=0.18), Table (2).
The CagA-positive strains resulted to be significantly
more prevalent in patients with atherosclerosis than in
controls. In particular, anti-CagA antibodies were
detected in 29 of 100 patients and in 3 of 30 controls
(29% vs. 10%; P=0.04), Table (2). The inflammatory
marker C-reactive protein (CRP) was investigated in
the apparently healthy control group (GI) and
atherosclerotic patients group (GII). We found that
CRP was positive in 20% and 45% in GI and GII,
respectively. This increase in the seropositivity of
CRP in GII was significantly compared to GI.

Table (1): Demographic and Clinical characteristics of the apparently healthy control group and atherosclerotic patients

roup.
Parameters Apparently Healthy Control (n=30) | Atherosclerotic Patients (n= 100) P value
Age (meantSD), years 63.45+8.73 66.63+15.82 0.29
Familial history 5(16.7%) 39 (39%) 0.04*
Obesity 8 (26.7%) 53 (53%) 0.02*
Hypertension 9 (30%) 75(75%) <0.0001***
Diabetes 10 (33.3%) 58 (58%) 0.03*
Smoking 8 (26.7%) 60 (60%) 0.003**
Lipid profile:
Cholesterol (mg/dl) 159.6 £46.9 205.6 £76.1 0.002**
Triglycerides mg/dl 139.8 +£38.3 169.7 £ 66.9 0.02*
HDL (mg/dl) 39.62£21.16 69.82 +51.14 0.002%*
LDL (mg/dl) 89.51+22.46 118.54 + 62.26 0.01*

P<0.05 is considered significant

Table (2): Relationship between both H. pylori /CagA and CRP seropositivity and atherosclerosis in the apparently healthy

control group and atherosclerotic patients group

Parameters Apparently Healthy Control (n= 30) Atherosclerotic Patients (n= 100) P
H. pylori 17 (56.7%) 68 (68%) 0.18
CagA 3 (10%) 29 (29%) 0.04*
CRP 6 (20%) 45 (45%) 0.01*

P<0.05 is considered significant
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4. Discussion

Atherosclerosis of the major arteries is
present universally and appears to start early in
childhood (Fong et al., 2000). 1t is a multifactorial
process and no single factor could account for all the
causes of cardiovascular  disease. = Chronic
inflammation was recently introduced as a risk factor
(Lobo, 2008 and Lichtman, 2013). Infections, like H.
pylori, have long been suspected to play a role in the
pathogeneses of atherosclerotic diseases. There is
abundant circumstantial evidence that chronic
infections induce immune responses in their host and
trigger the development of atherosclerosis (Blum et
al., 2003; Ott et al., 2006).

The present study evaluated the role of CagA
positive H. pylori as a risk factor for atherosclerosis, in
atherosclerotic male patients from Najran area, Saudi
Arabia. We found a trend toward higher prevalence
(68%) of anti-H. pylori 1gG antibodies in
atherosclerotic patients (GII) with respect to the
apparently healthy controls (GI) (56.7%), but non
statistically significant difference was reached,
(P=0.18). While, the incidence of the CagA-positivity

was significantly prevalent in patients with
atherosclerosis  (29%) than in controls (10%),
(P=0.04).

Our results are consistent with many other
studies which suggested a strong relationship between
CagA positive H. pylori and atherosclerosis. Chronic
infection by H. pylori occurs in approximately half of
the world’s population causing gastrointestinal and
extra-gastrointestinal disorders (Tunca et al, 2004
and Fagoonee et al., 2010). Virulent H. pylori strains
have cytotoxin-associated gene-A (CagA) toxin (Zhu
et al, 2004). 1t was documented that local gastric
inflammatory and immune responses against H. pylori
can induce systematic immune response (Riccioni and
Sblendorio, 2012). Many studies detected H. pylori,
especially infective CagA-seropositive strains, in
atherosclerotic plaques (Ameriso et al., 2001 and
Ghirardi et al., 2006). Moreover, Mayr et al., (2003)
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reported that, there was a clear dose-response relation
between anti-CagA antibodies and both intima-media
thickness and atherosclerosis risk.

The high incidence of anti-CagA antibodies
in atherosclerotic patients in our study supports the
hypothesis that the cytotoxic strains of H. pylori
bearing the CagA have a greater potential for eliciting
a systemic immune response and are associated with
increased inflammation in the development of
atherosclerosis  (Lindsberg and Grau, 2003).
Regarding to the other risk factors for atherosclerosis.
Our study demonstrated that familial history
(atherosclerosis in one or more members of the
family), obesity, history of hypertension, dyslipidemia,
diabetes and smoking were significantly increased in
GII compared to GI. Our findings are in agreement
with a large body of earlier studies which suggested
that many traditional risk factors, including
hypertension, smoking, obesity, diabetes mellitus,
dyslipidemia and hyperlipidemia, could be implicated
in the pathogenesis of atherosclerosis (Ashtari et al.,
2008, Lobo, 2008, Mulder 2012 and Lichtman,
2013).

Our study demonstrated that dyslipidemia
was a common factor among atherosclerotic patients.
We found significant increases in the serum
cholesterol, TG, HDL and LDL levels in GII
compared to that of GI. Our findings are in agreement
with the majority of earlier studies which reported
that atherosclerosis is a chronic inflammatory reaction
of the vascular wall in response to dyslipidemia and
endothelial distress. It involves the inflammatory
recruitment of leukocytes and the activation of
resident vascular cells (Riccioni and Sblendorio,
2012). Moreover, it was found that the chronic
inflammation of arterial vascular wall leads to
multifocal plaque development (Davies et al., 2000
and Hansson., 2005). Other pathogenesis, Sala et al.,
(2012) postulated that HDL acts as reservoir for a
number of biologically active substances that may
impact the immune system during atherogenesis. Of
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note, modifications in the lipid and lipoprotein profiles
are highly correlated to lymphocyte T effector
memory cells and the risk of cardiovascular events
(Keul et al., 2007). Therefore, the ability of HDL to
promote cholesterol efflux results in the modulation of
a series of responses in the immune cells involved in
atherosclerosis (Sala et al., 2012).

Our results demonstrated that the
seropositivity of the inflammatory marker C-reactive
protein (CRP) was significantly increased in the
atherosclerotic patients compared to the controls. A
large body of literature supports the idea that
inflammation (and in particular CRP) plays a pivotal
role in all phases of atherosclerosis, from the fatty
streak lesion formation to the acute coronary event due
to vulnerable plaque rupture. Indeed, vascular
inflammation contributes to the pathogenesis of
atherosclerosis, and later in the disease process
(Riccioni and Sblendorio, 2012).

Simanek et al., (2011) reported that CRP has
been linked with cardiovascular disease outcomes and
mortality and may play an important role in the
occurrence of the mortality. Mayr et al., (2003)
reported that the risk of atherosclerosis associated with
CagA seropositivity was amplified by elevated C-
reactive protein levels. Infections with virulent CagA-
bearing H pylori strains may contribute to the
pathogenesis of early atherosclerosis by aggravating
immune-inflammatory reactions.

Conclusion:

Our study demonstrated the strong
association between CagA-bearing H. pylori infections
with the pathogenesis of atherosclerosis in
southwestern, Saudi Arabia. This finding might open
new perspectives for atherosclerosis prevention.

Acknowledgement

The authors thank the Deanship of Scientific
Research, Najran University, Najran, Saudi Arabia for
sponsoring this study, project number NU 66/11.

Corresponding author:

Abdulrahman M. Al-Qurashi

The dean of community college and head of Applied
Medical Science department, Community College,
Najran University, Najran, Saudi Arabia.
dr.alqurashi@hotmail.com

References

1. Al-Akwaa, A. (2010):  Prevalence of
Helicobacter pylori infection in a group of
morbidly obese Saudi patients undergoing
bariatric surgery: A preliminary report. Saudi J.
Gastroenterol. 16:264-7.

359

10.

11.

12.

13.

14.

15.

Almadi, M., Aljebreen, A., Tounesi, F. and
Abdo, A. (2007): Helicobacter pylori prevalence
among medical students in a high endemic area.
Saudi Med. J. 28:896-8.

Al-Moagel, M., Evans, D., Abdulghani, M.,
Adams, E., Evans, D., Malaty, H. and Graham,
D. (1990): Prevalence of Helicobacter (formerly
Campylobacter) pylori infection in Saudi Arabia
and comparison of those with and without upper
gastrointestinal symptoms. Am. J. Gastroenterol.
85:944-8.

Al-Omran M. (2012): Atherosclerotic disease
and risk factor modification in Saudi Arabia: a
call to action. Vascular Health and Risk
Management 8: 349-355.

Ameriso, S., Fridman, E. and Leiguarda, R.
(2001): Detection of Helicobacter pylori in
human carotid arteries. Stroke 32: 385-391.
Amieva, M.R., and El-Omar, E.M. (2008): Host-
Bacterial Interactions in Helicobacter pylori
infection. Gastroenterology 134, 306-323.
Ashtari, F., Shayegannejad, V., Saberi, A. and
Rabiee, E. (2008): RELATIONSHIP BETWEEN
Helicobacter pylori IMMUNOGLOBULIN G
ANTIBODY AND THROMBOTIC ISCHEMIC
STROKE. Acta Medica Iranica 46(4): 303-306.
Ballantyne, C. and Nambi, V. (2005): Markers of
inflammation and their clinical significance.
Atheroscler. Suppl. 6(2):21-9.

Bani¢, M., Franceschi, F., Babi¢, Z. and
Gasbarrini A. (2012): Extragastric manifestations
of Helicobacter pylori infection. Helicobacter
17(1): 49-55.

Blaser, M. and Atherton, J. (2004): Helicobacter
pylori persistence : biology and disease. J. Clin.
Invest. 113, 321-333.

Blum, A., Peleg, A. and Weinberg, M. (2003):
Anticytomegalovirus (CMV) IgG antibody titer
in patients with risk factors to atherosclerosis.
Clin. Exp. Med. 3(3): 157-60.

Cremonini, F., Gabrielli, M., Gasbarrini, G.,
Pola, P. and Gasbarrini, A. (2004): The
relationship between chronic H. pylori infection,
CagA seropositivity and stroke: meta-analysis.
Atherosclerosis 173(2):253-259.

Danesh, J. and Peto, R. (1998): Risk factors for
coronary heart disease and infection with
Helicobacter pylori: meta-analysis with 18
studies. Br. Med. J. 316:1130-2.

Danesh, J., Collins, R. and Peto, R. (1997):
Chronic infections and coronary heart disease: is
there a link? Lancet 350:430-6.

Davies, M., Norris, R. and Thoms, M. (2000):
The pathophysiology of acute coronary
syndromes. Heart 2000; 83: 361-366.



Journal of American Science 2013;9(4)

http://www.jofamericanscience.org

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Diomedi, M., Pietroiusti, A., Silvestrini, M.,
Rizzato, B., Cupini, L., Ferrante, F., Magrini, A.,
Bergamaschi, A., Galante, A. and Bernardi, G.
(2004): CagA-positive Helicobacter pylori
strains may influence the natural history of
atherosclerotic stroke. Neurology 63(5):800-804.
Diomedi, M., Stanzione, P., Sallustio, F., Leone,

G., Renna, A., Misaggi, G., Fontana, C,
Pasqualetti, P. and Pietroiusti, A. (2008):
Cytotoxin-Associated  Gene-A  —  Positive

Helicobacter pylori Strains Infection Increases
the Risk of Recurrent Atherosclerotic Stroke.
Helicobacter 13: 525-531

Jia, E., ZhaoF., HaoB., Zhu, T., Wang, L., Chen,
B., Cao, K., Huang, J., Ma, W., Yang, Z. and
Zhang, G. (2009): Helicobacter pylori infection
is associated with decreased serum levels of high
density lipoprotein, but not with the severity of
coronary atherosclerosis. Lipids in Health and
Disease 8:59.

Fagoonee, S., De Angelis, C., Elia, C., Silvano,
S., Oliaro, E., Rizzetto, M. and Pellicano, R.
(2010): Potential link between Helicobacter
pylori and ischemic heart disease: does the
bacterium elicit thrombosis?. Minerva Med.
101:121-5.

Fong, L.W. (2000): Emerging relations between
infectious diseases and coronary artery disease
and atherosclerosis. C.M.A.J. 163(1):49-56.
Ghirardi, G., Maldonado, F., Guzman, L.,
Juaneda, J. and Zuiiga, M. (2006): Helicobacter
pylori detected in atheroma plaque. Rev. Fac.
Cien. Med. Univ. Nac. Cordoba 63:17-23.
Haider, A., Wilson, P., Larson, M., Evans, I,
Michelson, E., Wolf, P., O'Donnell, C. and Levy,
D. (2002): The association of seropositivity to
Helicobacter pylori, Chlamydia pneumoniae, and
cytomegalovirus with risk of cardiovascular
disease: a prospective study. J. Am. Coll.
Cardiol. 40(8):1408-13.

Hansson, GK. (2005): Inflammation,
atherosclerosis, and coronary artery disease. N
Engl. J. Med. 352: 1685-1695.

Keul, P., Tolle, M., Lucke, S., von Wnuck
Lipinski, K., Heusch, G., Schuchardt, M., van der
Giet, M. and Levkau, B. (2007): The
sphingosine-1-phosphate  analogue =~ FTY720
reduces atherosclerosis in apolipoprotein E-
deficient mice. Arterioscler. Thromb. Vasc. Biol.
27:607-613.

Khan, A. (1998): An age- and gender-specific
analysis of H. pylori infection. Ann. Saudi Med.
18:6-8.

Lichtman, A. (2013): Adaptive Immunity and
Atherosclerosis: Am. J. Pathol. 182(1): 5-9.

360

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

Lindsberg, P. and Grau, A. (2003): Inflammation
and infections as risk factors for ischemic stroke.
Stroke 34: 2518-2532.

Lobo, R.A. (2008): Inflammation, coronary
artery disease, and hormones. Menopause 15(6):
1036-8.

Marie, M. (2008):  Seroprevalence  of
Helicobacter pylori infection in large series of
patients in an urban area of Saudi Arabia. Korean
J. Gastroenterol. 52:226-9.

Mayr, M., Kiechl, S., Mendall, M., Willeit, J.,
Wick, G. and Xu, Q. (2003): Increased risk of
atherosclerosis is confined to CagA-positive
Helicobacter pylori strains: prospective results
from the Bruneck study. Stroke 34(3):610-615.
Mohamed, A., Al-Karawi, M., Al-Jumah, A.,
Ahmed, A., Sharig, S., Yasawy, M. and Haleem,
A. (1994): Helicobacter pylori: Prevalence in
352 consecutive patients with dyspepsia. Ann.
Saudi Med. 14:134-5.

Mulder, B. (2012): Epidemiology of adult
congenital heart disease: demographic variations
worldwide: Neth Heart J. 20:505-508.

Murray, L., Bamford, K., Kee, F., McMaster, D.,
Cambien, F., Dallongeville, J. and Evans, A.
(2000): Infection with virulent strains of
Helicobacter pylori is not associated with
ischaemic heart disease: evidence from a
population-based-case—control study of
myocardial infarction. Atherosclerosis 149:379—
85.

Ott, S.J., El Mokhtari, N.E., Musfeldt, M.,
Hellmig, S., Freitag, S., Rehman, A., Kiihbacher,
T., Nikolaus, S., Namsolleck, P., Blaut, M.,
Hampe, J., Sahly, H., Reinecke, A., Haake, N.,
Giinther, R., Kriiger, D., Lins, M., Herrmann, G.,
Folsch, U., Simon, R. and Schreiber, S. (2006):
Detection of diverse bacterial signatures in
atherosclerotic lesions of patients with coronary
heart disease. Circulation 113(7): 929-37.
Ozdogru, 1., Kalay, N., Dogan, A., Inanc, M.,
Kaya, M., Topsakal, R., Gul, 1., Kutukoglu, I,
Kilic, H. and Eryol, N. (2007): The relationship

between  Helicobacter  pylorilgGtitre  and
coronary  atherosclerosis.  Acta  Cardiol.
62(5):501-5.

Palframan,S., Kwok, T. and Gabriel, K. (2012):
Vacuolating cytotoxin A (VacA), a key toxin for
Helicobacter pylori pathogenesis. Frontiers in
Cellular and Infection Microbiology 2: 92.
Pasceri, V., Patti, G., Cammarota, G., Pristipino,
C., Richichi, G. and Di, S. (2006): Virulent
strains of Helicobacter pylori and vascular
diseases: a meta-analysis. Am. Heart J. 151(6):
1215-22.



Journal of American Science 2013;9(4)

http://www.jofamericanscience.org

38.

39.

40.

41.

42.

43.

44,

Preusch, M., Grau, A., Buggle, F., Lichy, C,
Bartel, J., Black, C. and Rudi, J. (2004):
Association between cerebral ischemia and
cytotoxin-associated gene-A-bearing strains of
Helicobacter pylori. Stroke 35(8):1800-1804.
Rashed, R., Ayoola, E., Mofleh, 1., Chowdary,
M., Mahmood, K. and Faleh, F. (1992):
Helicobacter pylori and dyspepsia in an Arab
population. Trop. Geogr. Med. 44:304-7.
Riccioni, G. and Sblendorio, V. (2012):
Atherosclerosis: from biology to
pharmacological treatment: J. Geriatr. Cardiol. 9:
305-317.

Sala, F., Luigi Catapano, A., and Norata, G.
(2012):  High density lipoproteins and
atherosclerosis: emerging aspects: J. Geriatr.
Cardiol. 9(4): 401407

Simanek, A., Dowd, J., Pawelec, G., Melzer, D.,
Dutta, A. and Aiello, A. (2011): Seropositivity to
Cytomegalovirus, Inflammation, All- Cause and
Cardiovascular Disease-Related Mortality in the
United States: PLoS ONE 6(2): e16103.

Stone, A., Risley, P., Markus, H., Butland, B.,
Strachan, D., Elwood, P. and Mendall, M.
(2001): Ischaemic heart disease and Cag A
strains of Helicobacter pylori in the Caerphilly
heart disease study. Heart 86:506-9.

Sun, X. and Jia, Z. (2012): A brief review of
biomarkers for preventing and treating

1/22/2013

361

45.

46.

47.

48.

49.

50.

cardiovascular diseases. J. Cardiovasc. Dis. Res.
3(25):1-4.

Tiong, A. and Brieger, D. (2005): Inflammation
and coronary artery disease. Am. Heart J.
150:11-8.

Tsai, C. and Huang, T. (2000): Relation of
Helicobacter pylori infection and
angiographically demonstrated coronary artery
disease. Dig. Dis. Sci. 45:1227-32.

Tunca, A., Turkay, C., Tekin, O., Kargili, A. and
Erbayrak, M. (2004): Is Helicobacter pylori
infection a risk factor for migraine? A case-
control study. Acta Neurol. Belg. 104(4): 161-4.
WHO Report (2010): Causes of mortality in
Saudi  Arabia.  Geneva: World Health
Organization; 2011 [updated 2011; cited March
15, 2012]. Available from:
http://www.who.int/nmh/  countries/sau_en.pdf.
Accessed March 15, 2012.

Yasunori, S., Iwao, A., Maki, H., Shigeru, O.,
Takao, M., Yuji, T. and Hayashi, J. (2005):
Association between chronic Helicobacter pylori
infection and  acute  ischemic  stroke.
Atherosclerosis 178:303-9.

Zhu, Y., Zheng, S., Qian, K.. and Fang, P.
(2004): Biological activity of the virulence factor
cagA of Helicobacter pylori. Chin. Med. J. 117:
1330-1333.



