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ABSTRACT 

 

Cardiovascular disease is a leading cause of death worldwide. Infectious etiology is 

also suspected to be a significant risk factor in these cases. Once infected, the person 

carries the virus for life. 80% of adults show CMV-specific antibodies in their serum 

indicating the high prevalence of CMV infection. 

The Objective is to detect association between cytomegalovirus lnfection and 

cardiovascular  diseases  in patients  attending sudan heart centre .This study was a 

case-control study conducted at sudan heart center, khartoum, 60 heart disease 

Patients as a case group and 30 healthy subjects as a control group with matched age 

and gender. ELISA was used to detect CMV IgG in the participant's sera.  

A total of 90 individuals were participated in this study and divided into two groups; 

60 (66.7%) were cases group, and 30 (33.3%) were control group with matched age 

and gender, regarding CVD patients, 35(58.3%) were males, and 25 (41.7%) were 

females in the case group. According to age groups; the age group <40 years had 22 

(36.7%) patients, the age group 40-55 years had 13 (21.7%) patients, age group >55 

years had 25 (41.7%) cases. Most of the patients presented with CAD 15 (25%), AF 

10 (16.7%), HF 9 (15%), increase in heart palpitations 8(13%), VHD 7(11.7%), IHD 

6(10%), MVR 3(5%), DCM 2(3.3%). According to the duration of diseases < 2 years 

had 17(28.3%), 2-3 years had 17(28.3%), and>3 years had 26(43.3%). The ELISA 

results of CMV revealed that there were 14 (46.7%) controls were positive for IgG, 

while 49 (81.7%) cases were positive for IgG from a total of 60 cases, and 30 control. 

There was a significant association between CMV infection and cardiovascular 

disease control with a P. value (0.001),Relative risk (5.091) . 

This study shows high seroprevalence of CMV in cardiovascular patients. There was a 

significant association between CMV and cardiovascular diseases, thus previous 

infection with CMV can be a risk factor for cardiovascular diseases.  
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CHAPTER ONE 

INTRODUCTION  

1.1 Background  

The current study aims to examine the relative risk of Cytomegalovirus (CMV) 

infection in cardiovascular disease (CVD) by summarizing the currently available 

prospective evidence. 

CVD is the leading cause of morbidity and mortality in the population worldwide. 

The occurrence of CVD in populations is incompletely explained by traditional 

cardiovascular risk factors, and the identification of additional risk factors of CVD 

would have profound implications for the development of new preventative strategies 

that could improve public health (WHO, 2018). 

CMV is a DNA virus that belongs to the herpes family viruses (Britt, 2008). 

Cytomegalovirus infection is widely distributed in the population (Stares, et al, 2006). 

Moreover, previous studies have provided evidence that infection with CMV may 

play a role in the development of atherosclerosis. For example, researchers have 

detected CMV DNA in atherosclerotic plaques (Xenaki, et al, 2009).  

Other studies found the level of serum CMV DNA was higher in patients with stable 

coronary artery disease and acute coronary syndrome than in healthy controls 

(Nikitskaya, et al, 2016) CMV IgG seropositivity was associated with future risk of 

stroke after adjusting for other risk factors Furthermore, there is growing evidence 

implying an important role of this virus in vascular pathology by introducing slow but 

persistent inflammation in the vessel wall (Popovic, et al, 2012). 

Despite these studies, whether CMV infection increases the relative risk of CVD 

remains uncertain.  Researchers found that CMV IgG seropositivity is not associated 

with the incidence of CVD during 10 years of follow‐ up,  On the contrary, CMV IgG 

seropositivity was associated with a slight excess risk of subsequent myocardial 

infarction, stroke, or cardiovascular death in the Heart outcomes prevention 

evaluation (HOPE) study patients (Smieja, et al, 2003) While several studies found 

that CMV infection is linked to a higher relative risk of CVD (Savva, et al, 2013) 

negative results were also reported in other studies (Haider, et al, 2002).
 

1.2 Rationale 

CMV is a herpes virus that causes one of the most common infections in adults, with a 

seroprevalence of 60-90% of the population (Zuhair, et al, 2020). Once acquired, the 
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infection persists lifelong and may undergo periodic reactivation, especially in 

immunosuppressed subjects. The first observations of a possible correlation between 

CMV and atherosclerosis were made almost 30 years ago. The presence of anti-CMV 

IgG antibodies within the sera and the presence of CMV antigens within vascular 

smooth muscle cells were associated with different stages of plaque formation in 

patients undergoing vascular surgery at that time (Melnick, et al, 1983).  

Seroepidemiologic studies have suggested a 2-fold risk of heart disease among 

subjects with prior infection with CMV (Blankenberg, et al, 2001).  

CMV direct detection by DNA or antigen identification strongly associates viral 

infection with atherosclerosis and cardiovascular disease as an end-point. Recent 

studies showed a higher viral load in STEMI patients compared to controls 

(Lebedeva, et al, 2019).  

A higher number of CMV-DNA copies were detected in patients with preexistent 

cardiovascular risk factors and were associated with the acute coronary syndrome, 

suggesting that CMV reactivation may lead to the progression of atherosclerotic 

lesions, for example, transforming stable angina into unstable angina or myocardial 

infarction (Nikitskaya, et al, 2016).  

This review highlights that CMV infection may be associated with acute atherosis, 

atherosclerosis, and/or cardiovascular disease in almost all population groups. It may 

produce vascular injuries ever since placentation and then continue to maintain a 

chronic 

Inflammation status with subsequent vascular impairment and cardiovascular events 

later 

in life, in both healthy and immunosuppressed patients (Cristescu, et al, 2022).  

I, therefore, conducted a case-control study to investigate the role of the previous 

infection with CMV on the risk of cardiovascular disease, carefully controlling for 

other potentially confounding factors. 

1.3 Objectives 

1.3.1 General objective 

to detect association between cytomegalovirus lnfection and cardiovascular  diseases  

in patients  attending sudan heart centre . 
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1.3.2 Specific objectives 

1. To detect the CMV IgG using enzyme-linked immunosorbent assay (ELISA) 

2. To correlate the possible risk factors associated with CMV seropositivity and 

heart disease. 
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CHAPTER TWO 

LITERATURE REVIEW 

2. 1 Background 

Approximately 17.5 million people die each year from cardiovascular diseases 

(CVDs) worldwide.  Accounting for31% of total deaths, it has been estimated that 

>75% of cardiovascular deaths occur in low‑  and medium-income countries (WHO, 

2018). CVDs act as a large financial burden on the economy of the nation not only 

due to the direct cost involved in the treatment of the disease but also due to the lack 

of productivity associated with the disease. The combined direct and indirect cost of 

CVDs in the United States was estimated to be $444 billion in 2010. This staggeringly 

high number corresponds to $1 out of every $6 spent on health care (CDC, 2018).  

Given the high global burden of CAD, prevention through identifying and mitigating 

risk factors is a priority. Although it is well known that hypertension, 

hypercholesterolemia, decreased high-density lipoprotein cholesterol, smoking, family 

history, and diabetes were regarded as absolute risk factors, they cannot explain all 

cases of atherosclerosis. Given the influx of inflammatory cells such as T‑ cells, 

B‑ cells, macrophages, and polymorphonuclear neutrophils in atherosclerotic plaques, 

inflammation has been proposed to be one of the driving forces in the pathogenesis of 

CAD (Tousoulis, et al, 2008).  

The role of infective agents in triggering the inflammatory process is underscored by 

the relatively high prevalence of CAD in low‑  and middle-income countries, which 

often suffer from high rates of infection and poor sanitary and hygienic conditions. 

Apart from expediting the inflammatory process, infective agents can also lead to 

final complications of these plaques such as plaque rupture and thrombosis, 

introducing the concept of pathogen burden and demonstrating that the number of 

infectious pathogens to which an individual has been exposed is related to the 

presence of CAD (Zhu, et al, 2000). 

Several studies have shown an association between previous infections with 

Chlamydia pneumonia, (Joshi, et al, 2013) herpes simplex virus (HSV),  CMV, 

Helicobacter pylori, (Yu Xu, et al, 2017), and hepatitis virus or respiratory tract 

infection and the presence of heart disease, whereas other studies have not shown 

such an association (Mundkur, et al, 2012), (Heltai, et al, 2004), (Ridker, et al, 2017). 
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I have done this review to elucidate the pathogenesis of CMV in causing CVD. 

Furthermore, I have presented various studies and their association with 

cardiovascular diseases. By understanding the pathogenesis, we can prevent the 

progression of the disease.  

2.2 Cytomegalovirus 

CMV infects the majority of people on the planet, usually without causing any 

noticeable symptoms. It came to medical attention when the characteristic owl's eye 

inclusions were seen in stillbirths (1910) and again in (1964) among patients 

undergoing pioneering organ transplantation (Hill, et al, 1964). CMV is a prevalent 

opportunistic infection in the fetus, allograft patients, bone marrow transplant patients, 

and AIDS patients, according to more modern diagnostic procedures. In addition to 

causing overt end-organ damage (direct effects), it is statistically linked to indirect 

effects such as graft rejection and cardiovascular disease after transplantation (Beam 

and Razonable, 2012). 

The chronic effects of this virus evading an efficient cell-mediated and humoral 

immune response have recently been linked to increased mortality in the general 

population, indicating that this virus is not as harmless as it appears (Britt, 2008).  

2.2.1 Epidemiology 

Antibodies of the IgG class, which indicate the previous infection, are found in 60-

90% of the population. As a fetus, a neonate, a toddler, a child, or an adult, you can 

get infected (Zuhair, et al, 2019). People born into low-income families are more 

likely to contract CMV than those born into higher-income families (Pembrey, et al, 

2013). 

By the time of delivery, approximately 2% of seronegative women who enter 

pregnancy have been seroconverted. Young children, particularly toddlers, are a major 

source of CMV for such women, as their saliva and urine contain high levels of CMV 

(Cannon, et al, 2011).  

Among the women with primary infection during pregnancy, 32% transmit the virus 

across the placenta to produce intrauterine infection. This is usually not recognized 

until the mother's symptoms are severe enough for her to seek medical attention, 

though retrospective examination can reveal symptoms of fever and malaise in a 

proportion of cases, If symptoms are investigated during pregnancy, seroconversion 
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or the presence of IgM antibodies in conjunction with low-avidity IgG antibodies can 

be used to confirm primary infection (Kenneson and cannon, 2007).  

Mothers may wish to elect for amniocentesis to diagnose intrauterine infection and 

PCR testing of amniotic fluid for CMV DNA. When performed after 21 weeks of 

gestation and at least 6 weeks after the presumed time of maternal infection, this test 

is reliable; this demonstrates that it takes time for CMV to cross the placenta from the 

maternal sites of infection and for fetal kidney function to become established enough 

for viremia to be detectable by sampling amniotic fluid. Because the risk of severe 

disease caused by intrauterine infection is about 20%, many mothers choose to 

continue the pregnancy unless ultrasonography reveals structural damage to the fetus 

(Revello, et al, 2011).  

2.2.2 Cellular and molecular biology 

CMV's broad cellular tropism is likely to contribute to the wide range of pathologies 

associated with infection. Despite the presence of multiple membrane glycoproteins in 

the virion envelope, only two complexes have been identified as being required for 

entry (Vanarsdall and Johnson, 2012).  

The absence of glycoprotein B (gB) prevents CMV from entering cells unless a 

chemical fusogen (e.g., polyethylene glycol) is present (Isaacson and Compton, 2007). 

These findings, along with previous research on gB in other herpes viruses, indicate 

that gB is required for virus fusion. Furthermore, gB participates in the initial cell 

attachment via interactions with heparan sulphate glycosaminoglycans. CMV gB has 

also been shown to interact with a number of cellular receptors, including EGF-R, 

PDGF-R, tetherin, and integrins (21, 61, and v3), which can affect infection efficiency 

in a strain- and cell type-dependent manner, though the evidence that these are bona 

fide mediators of entry remains debatable. The second complex is the gH–gL dimer, 

which is also required for entry into all cell types and is thought to be involved in the 

activation of gB fusion at the plasma membrane. Surprisingly, this dimer also forms a 

pentameric complex with three other viral proteins (UL128, UL130, and UL131) that 

are required for efficient entry into endothelial and epithelial cells but redundant for 

fibroblast infection. Finally, targeting the activity of gB and gH–gL complexes (via 

neutralizing antibodies and vaccines) is regarded as a critical strategy for controlling 

CMV in a variety of settings where exogenous infection poses a clinical risk (Hahn, et 

al, 2009). 

 



 

7 

2.2.3 Pathogenesis 

Studies of the replication rate of CMV showed that its dynamics are rapid, with a 

doubling time of viremia of approximately one day. This is very similar to those of 

primary HIV infection (Emery, et al. 2002).  

The reputation of CMV as a slowly growing virus is thus undeserved and is derived 

from the slow evolution of cytopathic effects in fibroblast cell cultures. We now know 

that strains of CMV that replicate in these cells have extensive genetic changes from 

the wild-type and are less pathogenic to human volunteers than wild-type viruses. 

Epithelial cells and endothelial cells are more representative of CMV infection in 

humans (Plotkin, et al, 1989). 

The presumed pathogenesis is CMV replication stimulating the release of cytokines, 

which are then toxic to the lungs. A current controlled clinical trial is randomizing 

seropositive patients admitted to intensive care to receive ganciclovir or placebo, to 

determine whether this putative effect can be controlled. In elderly patients, the 

accumulation of decades of chronic immune surveillance for CMV hiding in 

sanctuary sites might produce excess mortality in two main ways. First, the reduced 

number of naive T cells might make seropositive people less able to respond to 

vaccines for influenza or pneumococcal infection, and there is some, inconsistent, 

evidence for this from small studies (Wald, et al, 2013). 

Second, the increased abundance of activated T cells might mediate inflammatory 

attacks on bystander cells, such as those forming the endothelium, to increase the risk 

of cardiovascular disease. Given the major effects of CMV on cell-mediated 

immunity, natural killer cells, and cytokines, one might imagine that CMV could 

affect overall mortality (Gkrania-Klotsas, et al, 2013). 

Most immunosuppressive drugs cause CMV end-organ disease by increasing the viral 

load, while steroids cause disease by lowering the viral load threshold required 

(Emery and Griffiths, 2000). 

2.2.4 Transmission  

People with CMV may pass the virus in body fluids, such as saliva, urine, blood, 

tears, semen, and breast milk. CMV is spread from an infected person in the following 

ways: from direct contact with saliva or urine, especially from infants and young 

children, through sexual contact, from breast milk to nursing infants, or through 

transplanted organs and blood transfusions (Dollard, et al, 2007). 
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CMV can only be passed on when it's "active". The virus is active when the infection 

is for the first time – young children often get CMV for the first time at nursery, or the 

virus has "re-activated" – because of a weakened immune system, or re-infection – 

with a different type (strain) of CMV. Pregnant women can pass an "active" CMV 

infection onto their unborn fetus this is known as congenital CMV (Gindes, et al, 

2008). 

During solid organ transplantation, seropositive donors frequently (approximately 

78%) transmit CMV to seronegative recipients (Atabani, et al, 2012). 

2.2.5 Signs and symptoms  

CMV infection is mostly or mildly symptomatic among the general population (85-

90%)  Some people get flu-like symptoms the first time they get CMV, including a 

high temperature, aching, muscle tiredness, skin rash, feeling sick, sore throat, and 

swollen glands. People with weakened immunity may suffer from a problem affecting 

the eyes, lungs, liver, esophagus, stomach, intense and brain. Infants may show 

jaundice, purple skin splotches, rashes, microcephaly, enlarged spleen, pneumonia, 

and seizure (Dreher, et al, 2014).  

2.2.6 Diseases  

around 10%–15% of infants with the congenital infection may be at risk of sequelae 

such as mental retardation, jaundice, hepatosplenomegaly, microcephaly, hearing 

impairment, and thrombocytopenia (Fowler and Boppana, 2006). 

 Among the above sequelae, the most devastating one is the central nervous system 

(CNS) sequelae related to neurodevelopment in that CNS injury is irreversible and 

persists for life, including mental retardation, seizures, hearing loss, ocular 

abnormalities, and cognitive impairment. That means the asymptomatic newborns 

with CMV infection still have an increased risk for long-term sequelae, especially, 

mental retardation and sensor neural hearing loss (SNHL) making CMV the leading 

nonhereditary cause of SNHL (Nance, et al, 2006). 

2.2.7 Laboratory diagnosis  

For diagnosing CMV infection, a variety of detection methods are available including 

direct virus identification by cell culturing, antigen detection of the virus, detection of 

CMV DNA, detection of IgM and IgG antibodies, or detection of T cell responses 

against CMV, which can be applied depending on the problem under study. Primary 

diagnosis of CMV infection can be established by antigen detection (pp65), for 
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instance in leucocytes in the blood, saliva, and urine, as well as by means of isolating 

the virus or nucleic acid amplification techniques (NAT) before seroconversion 

(Staras, et al, 2008). 

Seroconversion is confirmed by the detection of CMV-specific IgM and/or IgG 

antibodies in the serum. For this purpose, both ELISA and immunofluorescence tests 

are available. Diagnostics of the infection are performed serologically based on 

increases in IgM and IgG itre, which are measured in two serum samples drawn at an 

interval of about 2 weeks. The domain of the serological tests lies in the definition of 

the serostatus (Preiksaitis, et al, 2005). 

Reactivation can be detected serologically by means of identifying a significant 

increase in the titer of CMV-specific antibodies. In addition, through avidity 

determination of the IgG antibodies, a distinction can be made between primary 

infection (low avidity and binding against multivalent antigen) and secondary 

infection (high avidity). The immunoblot is considered the gold standard for 

confirmation of IgM antibodies in the serum (Lazzarotto, et al, 2008). 

To monitor reactivation in transplantation patients, quantitative detection of pp65 

antigen in neutrophil granulocytes, and, recently to an increasing extent, quantitative 

CMV DNA detection from whole blood or plasma are performed. In the case of CMV 

encephalitis, CMV DNA can be detected in the liquor. For long-term treatment with 

antiviral substances (e.g. in AIDS patients with retinitis), in vitro sensitivity 

determination of the viruses against medicinal products used or genotype resistance 

determination by means of sequencing can be sensible diagnostic methods in justified 

individual cases. In the future, microarrays may complete CMV diagnostics (Petrik, 

2006). 

2.2.8 Prevention  

In light of what is known about CMV transmission routes, steps to prevent infection 

in at-risk groups have been devised. The risk of primary infection in solid organ 

transplant recipients, for example, could be reduced by matching seronegative donors 

and recipients, though this approach is hampered by donor organ scarcity ( Griffiths, 

et al, 2011). 

Antiviral prophylaxis and pre-emptive therapy have proven beneficial in transplant 

patients. By using CMV sero-negative, filtered, or leukocyte-deprived blood products, 

transmission to immunocompromised individuals, pregnant women, and premature 
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newborns can be avoided. This method places a greater burden on blood transfusion 

centers, but it should be used whenever possible because it reduces CMV transmission 

significantly. Another method of protecting vulnerable groups would be to administer 

a CMV vaccine to ensure pre-exposure immunization. Because the virus is a leading 

cause of CNS damage in children, developing a vaccine to prevent congenital CMV 

infection is a top priority (Pass, 2001).  

The recombinant, soluble gB vaccine with MF59 adjuvant was studied in two 

populations. Seronegative women who had recently given birth were randomized to 

receive the B vaccine/MF59 or a placebo. On follow-up, approximately 50% 

protection was seen against CMV seroconversion (pass, et al, 2009). 

2.2.9 Treatment 

For the past two decades, the mainstay of preventing and treating CMV infection has 

been through ganciclovir or valganciclovir, together with the off-label use of foscarnet 

in some cases. Cidofovir has activity against CMV, but its renal toxicity precludes its 

use in routine clinical practice. Ganciclovir (or valganciclovir) is used for pre-emptive 

therapy or prophylaxis in transplant patients, as described above. In AIDS patients, 

they are used to treat CMV end-organ disease in the few patients who develop 

retinitis. Ganciclovir was studied in randomized controlled trials by the Collaborative 

Antiviral Study Group in the USA, starting with 6 weeks of therapy to address the 

threshold concept, and because longer intravenous treatment would be difficult to give 

in neonates. Cases born with CNS symptoms were randomized to receive ganciclovir 

at 4  mg/kg twice daily or 6  mg/kg twice daily. Both doses produced clinically 

significant neutropenia, which was managed through dose reduction. The higher dose 

appeared to be slightly better at controlling viruria (measured by cell culture) and was 

selected for a phase III trial. Neonates born with symptoms involving the CNS were 

randomized to receive ganciclovir for 6 weeks or no treatment. The results showed a 

reduction in sensor neural hearing loss measured at 6 months and in the number of 

missed developmental milestones, so this treatment was rapidly adopted as the 

standard of care (Oliver, et al, 2009). 

 The investigators then showed that valganciclovir was bioavailable in neonates, 

opening the way for longer treatment durations (Acosta, et al, 2007). 

Another phase III trial gave valganciclovir 16  mg/kg twice daily for 6 weeks to all 

neonates born with symptoms (not necessarily involving the CNS) and then 
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randomized them to receive valganciclovir or a matching placebo to complete a 6-

month course (Kimberlin, 2014). 

The results showed improved control of sensor neural hearing loss and developmental 

milestones among those who received the longer course. Interestingly, the incremental 

benefit of the much longer course was less than the four-fold increased duration of 

drug exposure, consistent with the substantial benefit being obtained by inhibition of 

the threshold effect. Future correlation of clinical outcomes with CMV viral load in 

urine, saliva, or blood has the potential to refine such studies. Three new antiviral 

drugs have entered clinical trials recently. All were studied in phase II by determining 

whether, compared to placebo, prophylaxis could decrease the need for pre-emptive 

therapy after a stem cell transplant. Maribavir inhibits the UL97 enzyme, which 

breaks down the nuclear lamina to allow the egress of virions into the cytoplasm. 

After a successful phase II study, the endpoint of CMV end-organ disease was 

selected for a phase III trial (Winston, et al, 2008). 

 This showed no advantage of maribavir over placebo because all patients with 

viremia were given pre-emptive therapy with ganciclovir, which masked any 

difference between the study arms. In addition, the dose chosen for phase III was 

probably too low (Marty and Boeckh, 2011). 

Maribavir is now being examined, at a higher dose, for potency as pre-emptive 

therapy. Brincidofovir is a lipid prodrug of cidofovir that is rapidly taken up into cells 

and is not a substrate for the oxyanion transporter in the kidney. As a result, this 

prodrug does not have the renal toxicity of the parent compound, although 

gastrointestinal toxicity is dose-limiting (Marty, et al, 2013). 

Letermovir inhibits the terminase enzyme complex that normally cleaves 

concatameric DNA into unit lengths as it is packaged into the virion (Chemaly, et al, 

2014). 

 None of these drugs showed bone marrow toxicity, so the paradigm of delaying 

prophylaxis until the time of engraftment may, in the future, become a historical relic 

of the era when only ganciclovir was available. At the preclinical stage, the discovery 

that latent HCMV is associated with inhibition of the multidrug-resistant protein 

suggests the possibility of using cytotoxic compounds to destroy cells containing 

latent protein (Weekes, et al, 2013). 
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2.3.1 Role of CMV in cardiovascular disease 

CMV can cause atherosclerosis both through direct and indirect mechanisms. Direct 

mechanisms involve the pathogenesis of atherosclerosis because of the gene products 

of CMV. CMV infection of endothelial cells generates gene products IE72 and IE84 

that activate the COX‑ 2 promoter. This increases the activity of the nuclear 

factor‑ κB (NF‑ κB) transcription factor through increased reactive oxygen species 

production. Increased NF‑ κB further mediates the expression of adhesion molecules 

such as ICAM‑ 1, VCAM‑ 1, VAP‑ 1, and E‑ selectin on the endothelial cells. The 

increased expression of adhesion molecules favors the adhesion of 

monocytes/macrophages to the endothelial cells and contributes to atherosclerosis. 

Furthermore, increased levels of NF‑ κB also make the atherosclerotic plaque 

unstable by releasing matrix metalloproteinase‑ 9. Smooth muscle migration and 

proliferation is an important steps in the formation and progression of atherosclerotic 

plaque. Infection with CMV expresses the US28 chemokine receptor (Vomaske, et al, 

2009).  

This chemokine receptor promotes the migration of smooth muscle cells to tunica 

intima. In addition, the CMVIE84 gene product generated in endothelial cells inhibits 

the transcriptional activity of p53. (Tanaka, et al, 2017). 

The down-regulation of p53 increases the proliferation of smooth muscle cells by 

inhibiting apoptosis and thus contributes to the propagation of atherosclerosis. 

Indirect mechanisms are due to the production of cytokines at far off place that 

mediates atherosclerosis through effects other than direct involvement of CMV gene 

products. Studies have shown that infection with CMV raises the level of 

pro‑ inflammatory cytokines, namely interferon‑ gamma and tumor necrosis 

factor‑ alpha (TNF‑ α) Increased titer of pro‑ inflammatory cytokines increases the 

risk of rupture of plaque and makes the patient prone to CAD and its complications. 

TNF‑ α further transactivates NF‑ κB and thus, predisposes to atherosclerosis by the 

mechanisms described above. 

In diabetic patients with poor glycemic control, there is an increased risk of CMV 

infection in the arterial wall. In addition, can also act as a pro‑ thrombotic agent and 

enhance the production of thrombin and thus activating the coagulation cascade. 

(Sherman, et al, 2014). 
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Increased thrombin generation worsens the risk of atherosclerosis and CAD. Herpes 

simplex virus 1 and 2HSV‑ 1 and 2 members of the herpesvirus family are 

double‑ stranded DNA viruses that can cause a wide range of presentations from 

benign cutaneous oral or genital lesions to severe HSV encephalitis. Multiple studies 

link an association between HSV‑ 1/2 infection and atherosclerosis. HSV promotes 

atherosclerosis by acting on endothelial cells, vascular smooth muscle cells (VSMCs), 

and macrophages. Endothelial cells can act as a site of latency for the virus, which 

may undergo periodic reactivation and cause enhanced atherosclerosis. HSV infection 

on the vascular endothelium causes an increase in pro‑ thrombotic activity and 

thereby atherosclerosis by various mechanisms first, HSV infection decreases the 

synthesis of heparan sulfate proteoglycan that impairs the action of antithrombin 3 

necessary for inactivating the activated coagulation factors, thus increasing the 

pro‑ thrombotic activity. Second, the infection by HSV causes impaired 

thrombomodulin surface expression on the endothelium that reduces the levels of 

protein C, further contributing to increased thrombotic activity and thus 

atherosclerosis. Third, HSV infection can increase thrombin generation and decrease 

the levels of prostacyclin, thus, increasing platelet adhesion. In addition, HSV 

infection of endothelial cells induces the cell surface expression of P‑ selectin (GMP 

140) and von Willebr and factor that promote the adhesion of monocytes and platelets 

to the endothelium, favoring thrombosis and atherosclerotic plaque formation. 

HSV‑ 1 infection of VSMCs causes the accumulation of saturated cholesterol esters 

(CEs) and triacylglycerols (TAGs) that predispose to atherosclerosis. There are 

various mechanisms responsible for the accumulation of CEs and TAGs including 

increased low‑ density lipoprotein (LDL) binding and uptake, increased LDL receptor 

gene transcription, increased 3‑ hydroxy‑ 3‑ methylglutaryl‑ coenzyme A reductase 

activity, and decreased CE hydrolase activity (Etingin, et al,1991).  

In addition, infection with HSV induces the expression of HSV glycoprotein that 

stimulates platelet‑ derived growth factor production and promotes smooth muscle 

cell proliferation, thereby enhancing atherosclerotic plaque formation. Furthermore, 

HSV‑ 1 infection also upregulates the expression of LOX‑ 1 receptor on the 

macrophages, and thus, there is enhanced uptake of oxidized LDL promoting foam 

cell formation and thereby promoting atherosclerosis (Chirathaworn, et al, 2004). 
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2.3.2 Cardiovascular disease in Sudan 

The WHO estimates that a total of 57 million deaths occurred worldwide in 2008, 36 

million of which were due to non-communicable diseases. The burden of 

cardiovascular disease states is stabilizing in high-income countries, while in low-to-

middle-income countries it continues to rise. Over the past 55 years in West Africa, 

there has been a 20% decrease in communicable diseases, which has been offset by 

a proportionate increase in non-communicable diseases, particularly cardiovascular 

disease (van der Sande, et al, 2001).  

Sub-Saharan African countries are currently experiencing one of the most rapid 

epidemiological transitions characterized by increasing urbanization and changing 

lifestyle factors. This has resulted in an increase in the incidence of non-

communicable diseases, especially cardiovascular disease. (Steyn, et al, 2005) noted 

that globally, including sub-Saharan African countries, 90% of cardiovascular risk 

factors include smoking, alcohol consumption, obesity, diet, low physical activity, 

psychosocial factors, diabetes mellitus, hypertension, and high lipid levels. 

Cardiovascular disease is strongly influenced by socioeconomic status in all societies, 

whether one considers accepted risk factors, heart disease, hypertension, or stroke. As 

a population, blacks have one of the highest rates of coronary artery disease in the 

world. Hypertension is widely recognized as a major cause of cardiovascular 

morbidity and mortality in indigenous people of Africa (Cruickshank, et al, 2004). 

Furthermore, several studies have shown that male urban dwellers in Africa have 

a higher incidence of hypertension compared to males living in rural areas. 

Hyperhomocysteinaemia is associated with an increased risk of cardiovascular disease 

that can lead to stroke or heart attack, both of which are causes of mortality in African 

populations, especially males (Mtabaji, et al, 1990).  

The prevalence of cardiovascular disease phenotype and risk factors included 

ischemic heart disease, cardiomyopathy, endomyocardial fibrosis, rheumatic heart 

disease, congenital heart disease, angina, stroke, diabetes mellitus, hypertension, and 

kidney disease were recorded. The family history including heart attack, angina, 

stroke, diabetes mellitus, and hypertension were determined (Glew, et al, 2002). 

2.3.3 Clinical characteristics and modifiable risk factors 

The risk for cardiovascular disease in Sudanese patients could be multiple, ranging 

from social, economic, lifestyle (smoking, sedentary lifestyle, improper diet) and 
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biological (abnormal lipids, hypertension, diabetes, obesity). In the present study, 

12.19% of patients are past users of tobacco and 1.63% are alcohol drunker. The 

prevalence of cardiovascular disease phenotype and risk factors included ischemic 

heart disease (57.72%), cardiomyopathy (32.52%), endomyocardial fibrosis (4.88%), 

rheumatic heart disease (17.89%), congenital heart disease (9.76%), angina (16.26%), 

stroke (3.25%), diabetes mellitus (27.64%), hypertension (44.72%) and kidney 

disease (8.13%). The family history of heart attack, angina, stroke, diabetes, and 

hypertension for patients was 12.19%, 13.01%, 3.25%, 37.39%, and 43.90%, 

respectively (Musa, et al, 2018). 

2.4 Previous Studies 

Studies in developing countries such as India (Kothari, et al, 2002), Iran (Shaiegan, et 

al, 2015), Saudi Arabia (Al‑ Ghamdi, et al, 2011), and Turkey (Ocak, et al, 2007) 

reported a positive association between CMV and development of CAD. However, 

many studies in developed countries such as Hungary (Heltai, et al, 2004), Germany 

(Ridker, et al, 2017), and the USA (Zhu, et al, 2000) reported no association between 

CMV infection and CAD. This is consistent with higher seroprevalence of CMV in 

developing countries and lower seroprevalence in developed countries.  
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CHAPTER THREE 

MATERIALS AND METHODS 

3.1 Study type and design: The study was a case-control study. 

3.2 Study area and duration: This study was conducted in Khartoum Heart 

Center, Khartoum, Sudan. The study was conducted from June to September 2022. 

3.3 Study population: Patients with heart disease of any age and apparently 

healthy control group were included. 

3.4 inclusion criteria : all patients with cardiovascular diseases.  

3.5 exclusion criteria :Patients born with congenital heart disease.  

3.6 Sample size: Ninety (90) study populations  enrolled in this study, 60 chronic 

heart disease Patients as a case group and 30 healthy subjects as a control group.  

3.7 Sample technique: Non-probability convenience. 

3.8 Ethical considerations: The ethical clearance was approved by the Ethical 

and Scientific Committee of Medical Laboratory Science College, Sudan University 

of Science and Technology; permission to carry out the study was taken from the 

Sudan heart center. Verbal consent from each study participant was taken. 

3.9 Data collection: Data collected using a structured questionnaire that includes 

demographic information such as age, gender, and duration of heart disease.  

3.10 Laboratory methods 

3.10.1 Collection of samples: Serum specimen collection: The blood specimens were 

collected using venipuncture for collection. (5ml) ml of blood was collected using a 

sterile syringe after cleaning the skin area with alcohol pads and the blood was 

dispensed in a sterile plain container. Blood specimens after clotting were centrifuged 

at 3000 rounds/minute for 5 minutes to obtain serum, and then the obtained sera were 

collected in clean sterile containers properly labeled and kept at -20 ºC till used.  

3.10.2 Detection of CMV IgG using ELISA: The CMV IgG ELISA Test Kit is a 

solid phase enzyme immunoassay based on an indirect principle for the qualitative 

detection of IgG antibodies to CMV in human serum or plasma. The microwell plate 

is coated with CMV antigens. During testing, the specimen is diluent, and the 

specimens are added to the antigen-coated microwell plate and then incubated. If the 

specimens contain IgG antibodies to CMV, they will bind to the antigens coated on 

the microwell plate to form immobilized antigen-CMV IgG antibody complexes. If 
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the specimens do not contain IgG antibodies to CMV, the complexes will not be 

formed. After initial incubation, the microwell plate is washed to remove unbound 

materials. The enzyme-conjugated anti-human IgG antibodies are added to the 

microwell plate and then incubated. The enzyme-conjugated anti-human IgG 

antibodies will bind to the immobilized antigen-CMV IgG antibody complexes 

present. After the second incubation, the microwell plate is washed to remove 

unbound materials. Substrate A and substrate B are added and then incubated to 

produce a blue color indicating the amount of CMV IgG antibodies present in the 

specimens. The sulfuric acid solution was added to the microwell plate to stop the 

reaction producing a color change from blue to yellow. The color intensity, which 

corresponds to the amount of CMV IgG antibodies present in the specimens, was 

measured with a microplate reader at 450/630-700 nm or 450 nm. 

3.11 Data analysis: Collected data were analyzed using the statistical package of 

social science (SPSS) v25. a P-value of <0.05 is considered significant.  
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CHAPTER FOUR 

RESULTS 

A total of 90 patients with heart diseases participated in this study divided into two 

groups; 60 (66.7%) were in the cases group, and 30 (33.3%) were in a control group. 

The age range of the study group was between 13 to76 years with the majority above 

55 years, and the mean age was 49.9  years (Figure 4.1). 

 

Figure 4.1: Age distribution 

However, 35 (58.3%) of the population were males, and 25 (41.7%) were females as 

shown in (Figure 4. 2). 

Figure 4.2: Gender distribution 

Most of the patients presented with CAD 15 (25%), AF 10 (16.7%), HF 9 (15%), 

increase in heart palpitations 8(13.3%), VHD 7(11.7%), IHD 6(10%), MVR 3(5%), 

DCM 2(3.3%), (Figure 4.3). 
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Figure 4.3: Distribution of different types of CVD 

 

According to the duration of diseases <2 years had 17(28.3%), 2-3 years had 

17(28.3%), and >3 years had 26 (43.4%) (Figure 4.4.) 

 

Figure 4.4: Distribution of the duration of CVD 

 

The ELISA results of CMV revealed that there were 14 (46.7%) controls were 

positive for IgG, while49 (81.7%) cases were positive for IgG from a total of 60 

patients in the case group, and 30 control group (Figure 4.5). 
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Figure 4.5: CMV IgG results for case and control 

 

There was a significant difference in CMV IgG between cases and controls with a P. 

value (0.001) (Table 4.1). 

Table No 4.1: Association of CMV seropositivity between case and control 

groups 

 Results 
Total P. value RR 

Positive Negative 

Case 49 (54.4%) 11 (12.2%) 60 (66.7%) 

0.001 5.091 Control 14 (15.6%) 16 (17.8%) 30 (33.3%) 

Total 63 (70.0%) 27 (30.0%) 90 (100.0%) 

 

 

Moreover, there was no significant difference in age groups with a P. value (0.366). 

also, there was no association in gender, duration, and disease groups with P. values 

of 0.102, 0.998, and 0.703 respectively (Table 4.2). 
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Table No 4.2: Association between CMV seropositivity and study variables  

 
Results 

Total P. value 
Positive Negative 

Age 

< 40 18 (30.0%) 04 (06.7%) 22 (36.7%) 

0.366 40 - 55 09 (15.0%) 04 (06.6%) 13 (21.6%) 

> 55 22 (36.7%) 03 (05.0%) 25 (41.7%) 

Gender 

Male 31 (51.7%) 04 (06.7%) 35 (58.3%) 
0.102 

Female 18 (30.0%) 07 (11.7%) 25 (41.7%) 

Duration 

< 2 14 (23.3%) 03 (05.0%) 17 (28.3%) 

0.988 2 – 3 14 (23.3%) 03 (05.0%) 17 (28.3%) 

> 3 21 (35.0%) 05 (08.4%) 26 (43.4%) 

Disease 

IHD 06 (10.0%) 00 (00.0%) 06 (10.0%) 

0.703 

AF 08 (13.3%) 02 (03.3%) 10 (16.7%) 

VHD 06 (10.0%) 01 (01.7%) 07 (11.7%) 

MVR 03 (05.0%) 00 (00.0%) 03 (05.0%) 

CAD 12 (20.0%) 03 (05.0%) 15 (25.0%) 

DCM 02 (03.3%) 00 (00.0%) 02 (03.3%) 

HF 07 (11.7%) 02 (03.3%) 09 (15.0%) 

Palpitation 05 (08.3%) 03 (05.0%) 08 (13.3%) 
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CHAPTER FIVE 

DISCUSSION, CONCLUSION, RECOMMENDATIONS 

5.1 DISCUSSION  

In this case-control study, We found evidence that past infection with CMV was 

significantly associated with an increased risk of CVD, this study is in agreement with  

(Wang, et al, 2017), in their meta-analysis of 10 prospective cohort studies, they 

reported that CMV seropositivity was associated with a 22% (relative risk [RR] = 

1.22; 95% CI, 1.07–1.38) increased risk of CVD compared to seronegative 

individuals, estimated that 13.4% (95% CI, 12.0%–14.5%) of CVD events could be 

attributed to CMV. This is larger than other well-established modifiable risk factors 

such as smoking, poor diet, low education, obesity, and diabetes, which were each 

reported to have a CVD population attributable fraction of 5% to 6% in a cohort of 

155 722 people from 21 high-, middle-, and low-income countries. 

In contrast, many studies from developed countries  (Hamilton, et al, 2022), (Roberts, 

et al, 2010), (Sorlie, et al, 2000) show that there is no association between CMV and 

cardiovascular diseases. This is consistent with higher seroprevalence of CMV in 

developing countries and lower seroprevalence in developed countries. Countries such 

as India, Iran, Saudi Arabia, and Turkey have reported >80% seropositivity of CMV, 

while European and North American countries have seropositivity ranging from 30% 

to 55%. 

The age group >55 years had higher CMV seropositivity (36.7%) than other age 

groups which agrees with (Schiele, et al, 2001) whom reported that CMV is more 

seropositivity increased with age.  

In the study the seroprevalence of CMV is higher in males than in females (51.7%), 

this agrees with (Schieleet al, 2001) who reported 87% CMV infection with heart 

disease in males, and (Adam et al, 1987) reported higher seroprevalence in males with 

atherosclerosis, while (Kim, et al, 2015) and (Hamilton, et al, 2022) reported that 

females with CVD had higher seropositivity to CMV than males with 

Seroprevalenceof about 58%. 

This study also showed that patients with CVD for more than 3 years had higher 

seroprevalence  of CMVcompared to other groups. 
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In this study, the seropositivity of CMV within the types of disease were 62% for 

palpitation,77% for HF, 80% for AF and CAD,85% for VHD, and 100% for IHD and 

MVR. 

Several studies in developing countries such as India (Kothari, et al, 2002), Iran 

(Alavi, et al, 2011), Saudi Arabia (Al‑ Ghamdi, et al, 2011), and Turkey (Eryol, et al, 

2005) reported a positive association between CMV and development of CAD. 

However, studies in developed countries such as Hungary (Heltai, et al, 2004), 

Germany (Ridker, et al, 2017), and the USA (Zhu, et al, 2000) reported no association 

between the two variables.  

In this study, all IHD patients were seropositive to CMV IgG (10%). 

Gkrania-Klotsas, et al, 2012 reported that CMV seropositive participants with the 

highest antibody titer were at a 21% (95% CI, 4%–41%) increased risk of IHD 

compared to the seronegative participants. Two small case-control studies by 

(Strachan, et al, 1999)and (Sorli, et al, 2000)described no significant U-shaped 

associations across CMV quartiles with IHD. However, whilst CMV might be a 

modifiable risk factor for CVD, (Hamilton, et al, 2022) in their study did not find 

evidence of a significant association between CMV, CVD, IHD, and stroke. 

Much of this existing evidence is limited by small sample size, and therefore to elicit 

the true shape of any association, more power is needed. Furthermore, to enable 

meaningful comparison and synthesis of existing evidence in relation to dose-

response associations between CMV antibodies and CVD, the use of standardized 

CMV assays and methods for generating thresholds to categorize CMV antibodies 

is needed. Finally, this study, small in size compared to existing studies, may not have 

the power to reliably detect modest effects of CMV on CVD. Given the magnitude of 

the public health burden associated with CVD worldwide, it is important that such 

modest effects of CMV on CVD are reliably described.  

5.2 CONCLUSION  

In the study population patients with CVD showed high Seroprevalence of CMV IgG 

antibody. So, there is an association between CMV infection and CVD in the study 

population.  CMV infection can promote vascular inflammation.  
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5.3 RECOMMENDATIONS  

1. Another investigation like PCR is needed for more confirmation with an 

increased sample population.  

2. Further studies with a larger sample size should be done to estimate the infection 

with CMV among CVD patients.  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

25 

REFERENCES 

Acosta EP, Brundage RC, King JR, et al. 2007, Ganciclovir population 

pharmacokinetics in neonates following intravenous administration of ganciclovir and 

oral administration of a liquid valganciclovir 

formulation. ClinPharmacolTher; 81: 867– 872. 

Adam, E.; Melnick, J.L.; Probtsfield, J.L.; Petrie, B.L.; Burek, J.; Bailey, K.R.; 

Debakey, M.E. 1987, High levels of cytomegalovirus antibody in patients requiring 

vascular surgery for atherosclerosis. Lancet;2, 291–293 

Alavi SM, Adel SM, Rajabzadeh AR. 2011, An evidence against the effect of chronic 

cytomegalovirus infection in unstable angina pectoris. Acta Med Iran; 49:78‑ 80. 

 Al‑ Ghamdi A, Jiman‑ Fatani AA, El‑ Banna H. 2011, Role of Chlamydia 

pneumoniae, Helicobacter pylori and cytomegalovirus in coronary artery disease. Pak 

J PharmSci; 24:95‑ 101. 

Atabani SF, Smith C, Atkinson C, et al. 2012,  Cytomegalovirus replication kinetics 

in solid organ transplant recipients managed by preemptive therapy. Am J 

Transpl ; 12: 2457– 2464. 

Bate SL, Dollard SC, Cannon MJ. 2010, Cytomegalovirus seroprevalence in the 

United States: The national health and nutrition examination surveys,1988-2004. Clin 

Infect Dis; 50:1439-47. 

Beam E, Razonable RR. 2012, Cytomegalovirus in solid organ transplantation: 

epidemiology, prevention, and treatment. CurrInfect Dis Rep; 14(6):633–41. 

BeLue R, Okoror TA, Iwelunmor J, et al. 2009, An overview of cardiovascular risk 

factor burden in sub-Saharan African countries: a socio-cultural perspective. Global 

Health.;5:10. 

Britt W. 2008, Manifestations of human cytomegalovirus infection: proposed 

mechanisms of acute and chronic disease. Curr Top MicrobiolImmunol ; 325:417–470  



 

26 

Cannon MJ, Hyde TB, Schmid DS. 2011, Review of cytomegalovirus shedding in 

bodily fluids and relevance to congenital cytomegalovirus infection. Rev Med 

Virol.;21(4):240-55.  

Castillo JP, YurochkoAD, Kowalik TF. 2000, Role of human cytomegalovirus 

immediate‑ early proteins in cell growth control. JVirol; 74:8028‑ 37. 

CDC. 2018, Heart Disease and Stroke. Available from: 

https://www.cdc.gov/chronicdisease/resources/publications/aag/heart‑ disease‑ stroke

.htm. 

Cha TA, Tom E, Kemble GW, Duke GM, Mocarski ES, Spaete RR.1996, Human 

cytomegalovirus clinical isolates carry at least 19 genes not found in laboratory 

strains. JVirol. 70(1):78-83. 

Chemaly RF, Ullmann AJ, Stoelben S, et al. 2014,  Letermovir for cytomegalovirus 

prophylaxis in hematopoietic cell transplantation. N Engl J Med ; 370: 1781– 1789. 

Chirathaworn C, PongpanichA, Poovorawan Y. 2004, Herpes simplex virus 1induced 

LOX‑ 1 expression in an endothelial cell line, ECV 304. ViralImmunol; 17:308‑ 14. 

Cristescu C, Alain S, Rut,ă S. 2022, The Role of CMV Infection in Primary Lesions, 

Development and Clinical Expression of Atherosclerosis. J. Clin. Med., 11, 3832. 

Cruickshank JK, Mbanya JC, Wilks R, et al. 2004, Hypertension in four African-

origin populations: current ‘Rule of Halves’, quality of blood pressure control and 

attributable risk of cardiovascular disease.Erratum in: J Virol; 78(23):13395.  

Dollard, S.C.; Grosse, S.D.; Ross, D.S. 2007, New estimates of the prevalence of 

neurological and sensory sequelae and mortality associated with congenital 

cytomegalovirus infection. Rev. Med. Virol. 17, 355–363. 

Dreher, A.M.; Arora, N.; Fowler, K.B.; Novak, Z.; Britt, W.J.; Boppana, S.B.; Ross, 

S.A. 2014,  Spectrum of disease and outcome in children with symptomatic congenital 

cytomegalovirus infection. J. Pediatrics; 164, 855–859. 

Emery VC, Griffiths PD. 2000,  Prediction of cytomegalovirus load and resistance 

patterns after antiviral chemotherapy. ProcNatlAcadSciUSA ; 97: 8039– 8044.  



 

27 

Emery VC, Hassan-Walker AF, Burroughs AK, et al. 2002,  Human cytomegalovirus 

(HCMV) replication dynamics in HCMV-naive and -experienced 

immunocompromised hosts. J Infect Dis  185: 1723– 1728 

Enders G, Daiminger A, Lindemann L, Knotek F, Bäder U, Exler S, et al. 2012, 

Cytomegalovirus (CMV)seroprevalence in pregnant women, bone marrow donors and 

adolescents in Germany, 1996‑ 2010. Med Microbial Immunol; 201:303‑ 9. 

Eryol NK, Kiliç H, Gül A, Ozdogru I, Inanç T, Dogan A, et al. 2005, Are the high 

levels of cytomegalovirus antibodies a determinant in the development of coronary 

artery disease? Int Heart J;46:205‑ 9 

Etingin OR, Silverstein RL, Hajjar DP.1991, Identification of a monocyte receptor on 

herpesvirus‑ infected endothelial cells.ProcNatlAcadSci U S A; 88:7200. 

Fowler, K.B.; Boppana, S.B. 2006, Congenital cytomegalovirus (CMV) infection and 

hearing deficit. J. Clin. Virol .35, 226–231. 

Georges JL, Rupprecht HJ, Blankenberg S, Poirier O, Bickel C, Hafner G, et al. 2003 

Impact of pathogen burden in patients with coronary artery disease in relation to 

systemic inflammation and variation in genes encoding cytokines. Am J Cardiol; 

92:515‑ 21. 

Gindes L, Teperberg-Oikawa M, Pardo J, Rahav G. 2008, Congenital 

cytomegalovirus infection following primary maternal infection in the third trimester. 

BJOG; 115:830–5. 

Gkrania-Klotsas E, Langenberg C, Sharp SJ, et al. 2013, Seropositivity and higher 

immunoglobulin g antibody levels against cytomegalovirus are associated with 

mortality in the population-based European prospective investigation of Cancer-

Norfolk cohort. ClinInfect Dis ; 56: 1421– 1427. 

Gkrania-Klotsas  E, Langenberg  C, Sharp  SJ, Luben  R, Khaw  KT, Wareham  NJ. 

2012, Higher immunoglobulin G anti-body levels against cytomegalovirus are 

associated with incident ischemic heart disease in the population-based EPIC-Norfolk 

cohort. J Infect Dis;206:1897–903. 



 

28 

Glew RH, Kassam HA, Bhanji RA, Okorodudu A, VanderJagt DJ.2002, Serum Lipid 

Profiles and Risk of Cardiovascular Disease in Three Different Male Populations in 

Northern Nigeria.J Health PopulNutr.;20(2):166–174. 

Griffiths   PD,   Stanton   A,   McCarrell E, et al. 2011, Cytomegalovirusglycoprotein-

B vaccine with MF59 adjuvant in transplant recipients: a  phase  2 randomized 

placebo-controlled trial. Lancet;377:1256 –126 

Hahn G, Revello MG, Patrone M, Percivalle E, Campanini G, Sarasini A, Wagner M, 

Gallina A, Milanesi G, Koszinowski U, Baldanti F, Gerna G. 2009, Human 

cytomegalovirus UL131-128 genes are indispensable for virus growth in endothelial 

cells and virus transfer to leukocytes. Erratum in: J Virol.;83(12):6323.  

Haider AW, Wilson PW, Larson MG, Evans JC, Michelson EL, Wolf PA, O'Donnell 

CJ, Levy D. 2002, The association of seropositivity to Helicobacter 

pylori, Chlamydia pneumoniae, and cytomegalovirus with risk of cardiovascular 

disease: a prospective study. JAm CollCardiol. ; 40:1408–1413.  

Hamilton E,Allen N, Mentzer A, Littlejohns T. 2022, Human cytomegalovirus and 

risk of incident cardiovascular disease in united kingdom biobank.JID; 225:1179-88 

Heltai K, Kis Z, Burian K, Endresz V, VeresA, Ludwig E, et al. 2004, Elevated 

antibody levels against Chlamydia pneumoniae, human HSP60 and mycobacterial 

HSP65 are independent risk factors in myocardial infarction and ischaemic heart 

disease. Atherosclerosis;173:339‑ 46 

Hill RbJr, RowlandsDtJr, Rifkind D. 1964, Infectious Pulmonary Disease In Patients 

Receiving Immunosuppressive Therapy For Organ Transplantation. N Engl J Med; 

271:1021-7.  

Hoffmeister A, Rothenbacher D, Bode G, Persson K, März W, Nauck MA, et al. 

2001, Current infection with Helicobacter pylori, but not seropositivity to Chlamydia 

pneumoniae or cytomegalovirus, is associated with an atherogenic, modified lipid 

profile. Arteriosclerosis ThrombVascBiol; 21:427‑ 32. 



 

29 

Isaacson MK, Compton T. 2009, Human cytomegalovirus glycoprotein B is required 

for virus entry and cell-to-cell spread but not for virion attachment, assembly, or 

egress. J Virol;83(8):3891-903.  

 Joshi R, KhandelwalB, Joshi D, Gupta OP. 2013, Chlamydophilapneumoniae 

infection and cardiovascular disease. N Am J Med Sci; 5:169‑ 81. 

Kenneson A, Cannon MJ. 2007, Review and meta-analysis of the epidemiology of 

congenital cytomegalovirus (CMV) infection.Rev Med Virol.4:253-76.  

Kim M, Chaemsaithong P, Romero R, Shaman M, Kim J, Kim J, Qureshi F, Jacques, 

M, Ahmed I, Chaiworapongsa T, et al. 2015, The frequency of acute atherosis in 

normal pregnancy and preterm labor, preeclampsia, small-for-gestational-age, fetal 

death, and mid-trimester spontaneous abortion. J. Matern. Fetal Neonatal Med., 28, 

2001–2009. 

Kimberlin DW. 2014, Six months versus six weeks of oral valganciclovir for infants 

with symptomatic congenital cytomegalovirus (CMV) disease with and without 

central nervous system (CNS) involvement: Results of Phase III, randomized, double-

blind, placebo-controlled, multinational study. ID Week  

Kothari A, Ramachandran VG, Gupta P, Singh B, Talwar V. 2002, Seroprevalence of 

cytomegalovirus among voluntary blood donors in Delhi, India. J Health 

PopulNutr;20:348‑ 51. 

Lazzarotto T ,Guerra B, Lanari M,  Landini MP.2008,New advance I the diagnosis 

of congenital CMV infecton.JClin Virol;41:192-197.  

Lebedeva, A.; Maryukhnich, E.; Grivel, J.-C.; Vasilieva, E.; Margolis, L.; Shpektor A. 

2019, Productive Cytomegalovirus Infection Is Associated with Impaired Endothelial 

Function in ST-Elevation Myocardial Infarction. Am. J. Med. , 133, 133–142.  

Marty FM, Boeckh M. 2011, Maribavir and human cytomegalovirus-what happened 

in the clinical trials and why might the drug have failed? CurrOpinVirol ; 1: 555–

 562. 



 

30 

Marty FM, Winston DJ, Rowley SD, et al. 2013, CMX001 to prevent 

cytomegalovirus disease in hematopoietic cell transplantation. N Engl J 

Med ; 369: 1227– 1236. 

Melnick J.L, Petrie B.L, Dreesman, G.R, Burek, J, McCollum, C.H, DeBakey, M.E. 

1983, Cytomegalovirus antigen within human arterial smooth muscle cells. Lancet, 2, 

644–647.  

Mtabaji JP, Nara Y, Moriguchi Y, Yamori Y. 1990, Diet and hypertension in 

Tanzania. JCardiovascPharmacol.;16(8):3–5. 

Mundkur LA, Rao VS, Hebbagudi S, Shanker J, ShivanandanH, Nagaraj RK, et al. 

2012, Pathogen burden, cytomegalovirus infection and inflammatory markers in the 

risk of premature coronary artery disease in individuals of Indian origin. ExpClin 

Cardiol;17:63‑ 8. 

Musa M, Elbashi A, Idriss H. 2018, Clinical and sociodemographic characteristics of 

cardiovascular disease in Sudan, university of Khartoum. Pol Ann Med.;25(1):11–16.  

Nance, W.E.; Lim, B.G.; Dodson, K.M. 2006, Importance of congenital 

cytomegalovirus infections as a cause for pre-lingual hearing loss. J. Clin. Virol.35, 

221–225.  

Nikitskaya E, Lebedeva A, Ivanova O, Maryukhnich E, Shpektor A, Grivel JC, 

Margolis L, Vasilieva E. 2016, Cytomegalovirus‐ productive infection is associated 

with the acute coronary syndrome. J Am Heart Assoc. ; 5: e003759.  

Nikitskaya, E.A.; Grivel, J.C.; Maryukhnich, E.V.; Lebedeva, A.M.; Ivanova, O.I.; 

Savvinova, P.P.; Shpektor, A.V.; Margolis, L.B.; Vasilieva, E.Y.2016, 

Cytomegalovirus in Plasma of Acute Coronary Syndrome Patients. Acta Nat. , 8, 102–

107. 

Ocak S, Zeteroglu S, Ozer C, Dolapcioglu K, Gungoren A. 2007, Seroprevalence of 

Toxoplasma gondii, rubella and cytomegalovirus among pregnant women in Southern 

Turkey. Scand J Infect Dis; 39:231‑ 4. 



 

31 

Oliver SE, Cloud GA, Sanchez PJ, et al. 2009,  Neurodevelopmental outcomes 

following ganciclovir therapy in symptomatic congenital cytomegalovirus infections 

involving the central nervous system. J ClinVirol; 46(4): S22– 26. 

Pass RF, Zhang C, Evans A, et al. 2009, Vaccine prevention of maternal 

cytomegalovirus infection. N Engl J Med ; 360: 1191– 1199. 

Pass, R. F. 2001, Cytomegalovirus. In D. Knipe, & P. Howley (Eds.), Fields Virology. 

Philadelphia: Lippincott, Williams, and Wilkins; 2675 – 2705. 

Pembrey, L. et al. 2013, Seroprevalence of cytomegalovirus, Epstein Barr virus and 

varicella zoster virus among pregnant women in Bradford: a cohort study PLoS 

ONE8:81881  

Petrik J: 2006, Diagnostic applications of microarrays. Transf Med;16:233–247 

Plotkin SA, Starr SE, Friedman HM, et al. 1989, Protective effects of Towne 

cytomegalovirus vaccine against low-passage cytomegalovirus administered as a 

challenge. J Infect Dis; 159: 860– 865  

Popovic M, Smiljanic K, Dobutovic B, Syrovets T, Simmet T, Isenovic ER. 

2012,  Human cytomegalovirus infection and atherothrombosis. J Thromb 

Thrombolysis. ; 33:160–172.  

Preiksaitis JK, Brennan DC, Fishman J, Allen U: 2005, Canadian Society of 

Transplantation consensus workshop on cytomegalovirus management in solid organ 

transplantation final report. Am J Transplant; 5:218–227. 

Revello MG, Fabbri E, Furione M, Zavattoni M, Lilleri D, Tassis B, Quarenghi A, 

Cena C, Arossa A, Montanari L, Rognoni V, Spinillo A, Gerna G. 2011, Role of 

prenatal diagnosis and counseling in the management of 735 pregnancies complicated 

by primary human cytomegalovirus infection: a 20-year experience. J ClinVirol; 

B50(4):303-7.  

Ridker PM, Everett BM, Thuren T, MacFadyen JG, Chang WH, Ballantyne C, et al. 

2017, Antiinflammatory therapy with canakinumab for atherosclerotic disease. N 

EnglJMed; 377:1119‑ 31. 



 

32 

Roberts ET, Haan MN, Dowd JB, Aiello AE. 2010, Cytomegalovirus antibody levels, 

inflammation, and mortality among elderly Latinos over 9  years of follow-up. Am 

JEpidemiol; 172:363–71. 

Ryckman BJ, Rainish BL, Chase MC, Borton JA, Nelson JA, Jarvis MA, Johnson 

DC. 2008, Characterization of the human cytomegalovirus gH/gL/UL128-131 

complex that mediates entry into epithelial and endothelial cells. J Virol. 

Jan;82(1):60-70 

Savva GM, Pachnio A, Kaul B, Morgan K, Huppert FA, Brayne C, Moss PA; 2013, 

Medical Research Council Cognitive F, Ageing S. Cytomegalovirus infection is 

associated with increased mortality in the older population. Aging Cell. ; 12:381–387.  

Shaiegan M, Rasouli M, Zadsar M, Zolfaghari S. 2015, Meta‑ analysis of 

cytomegalovirus seroprevalence in volunteer blood donors and healthy subjects in 

Iran from 1992 to 2013. Iran J Basic Med Sci; 18:627‑ 34. 

Sherman S, Eytan O, Justo D. 2014, Thrombosis associated with acute 

cytomegalovirus infection: A narrative review. Arch Med Sci; 10:1186‑ 90. 

Siscovick DS, Schwartz SM, Corey L, Grayston JT, Ashley R, Wang SP, et al. 2000, 

Chlamydia pneumoniae, herpes simplex virus type 1, and cytomegalovirus and 

incident myocardial infarction and coronary heart disease death in older adults: The 

cardiovascular health study.Circulation;102:2335‑ 40 

Smieja M, Gnarpe J, Lonn E, Gnarpe H, Olsson G, Yi Q, Dzavik V, McQueen M, 

Yusuf S; 2003, Heart Outcomes Prevention Evaluation Study I. Multiple infections 

and subsequent cardiovascular events in the Heart Outcomes Prevention Evaluation 

(HOPE) Study. Circulation. ; 107:251–257.  

Sorlie  PD, Nieto  FJ, Adam  E, Folsom  AR, Shahar  E, Massing M. 2000, 

prospective study of cytomegalovirus, herpes simplex virus 1, and coronary heart 

disease: the atherosclerosis risk in communities (ARIC) study. Arch Intern Med; 

160:2027–32. 



 

33 

Staras SA, Dollard SC, Radford KW, Flanders WD, Pass RF, Cannon MJ. 2008, 

Seroprevalence of cytomegalovirus infection in the United States, 1988–1994. Clin 

InfectDis; 43:1143–1151.  

Stefan Blankenberg, Hans J. Rupprecht, Christoph Bickel, Christine Espinola-Klein, 

GerdRippin, GerdHafner, Manfred Ossendorf, KatjaSteinhagen, Jürgen Meyer, 2001, 

Cytomegalovirus Infection With Interleukin-6 Response Predicts Cardiac Mortality in 

Patients With Coronary Artery Disease, Circulation.2001;103:2915–2921 

Steyn K, Sliwa K, Hawken S, et al. 2005, Risk factors associated with myocardial 

infarction in Africa: the INTERHEART Africa study. Circulation.;112(26):3554–

3561. 

Strachan  DP, Carrington  D, Mendall  MA, Butland  BK, Sweetnam PM, Elwood PC. 

1999, Cytomegalovirus seropositivity and incident ischaemic heart disease in the 

Caerphilly prospective heart disease study. Heart;81:248–51 

Tanaka K, Zou JP, Takeda K, Ferrans VJ, Sandford GR, Johnson TM, et al. 2017, 

Effects of human cytomegalovirus immediate‑ early proteins on p53‑ mediated 

apoptosis in coronary artery smooth muscle cells. Circulation 1999; 99:1656‑ 9.tive 

studies up to 2016. J Am HeartAssoc; 6:e005025. 

Tousoulis D, Charakida M, Stefanadis C. 2008, Endothelial function and 

inflammation in coronary artery disease. Postgrad Med J; 84:368‑ 71. 

van der Sande MA, in skip HM, Jaiteh KO, et al. 2001, Changing causes of death in 

the West African town of Banjul, 1942–97. Bull World Health Organ.;79(2):133–141.  

Vanarsdall AL, Johnson DC. 2012, Human cytomegalovirus entry into 

cells.CurrOpinVirol.;2(1):37-42.  

Vomaske J, Nelson JA, Streblow DN. 2009, Human cytomegalovirus US28: A 

functionally selective chemokine binding receptor. Infect Disorder Drug Targets; 

9:548‑ 56. 



 

34 

Wald A, Selke S, Magaret A, et al. 2013, Impact of human cytomegalovirus (CMV) 

infection on the immune response to pandemic  H1N1 influenza vaccine in healthy 

adults. J Med Virol 2009; 85: 1557– 1560. 

Wang H, Peng G, Bai J, et al. 2017, Cytomegalovirus infection and relative risk of 

cardiovascular disease (ischemic heart disease, stroke, and cardiovascular death): a 

meta-analysis of prospective studies up to 2016. J Am Heart Assoc; 6:e005025. 

Weekes MP, Tan SY, Poole E, et al. 2013, Latency-associated degradation of the 

MRP1 drug transporter during latent human cytomegalovirus 

infection. Science; 340: 199– 202. 

WHO. 2018, Cardiovascular Diseases (CVDs). Available from: 

http://www.who.int/mediacentre/factsheets/fs317/en/.  

Winston DJ, Young JA, Pullarkat V, et al. 2008, Maribavir prophylaxis for prevention 

of cytomegalovirus infection in allogeneic stem-cell transplant recipients: a 

multicenter, randomized, double-blind, placebo-controlled, dose-ranging 

study. Blood; 111: 5403– 5410. 

Xenaki E, Hassoulas J, Apostolakis S, Sourvinos G, Spandidos DA. 2009, Detection 

of cytomegalovirus in atherosclerotic plaques and nonatherosclerotic 

arteries. Angiology; 60:504–508.  

Yu XJ, Yang X, Feng L, Wang LL, Dong QJ. 2017, Association between 

Helicobacter pylori infection and angiographically demonstrated coronary artery 

disease: A meta‑ analysis. ExpThe Med; 13:787‑ 93. 

Zhu J, QuyyumiAA, Norman JE, CsakoG, Waclawiw MA, Shearer GM, et al. 2000, 

Effects of total pathogen burden on coronary artery disease risk and C‑ reactive 

protein levels. Am JCardiol; 85:1406. 

 

  



 

35 

Sudan university of science and technology 

Collage of graduate studies 

Association between Cytomegalovirus Infection and Cardiovascular 

Diseases in patient attending Sudan Heart Center  

  

                                         Questionnaire  

ID Number  (       ) 

Age             (        )        years 

Gender :           male (       )           Female      (      ) 

Disease  type :  

IHD  (   )                        AF(       )           VHD (      ) 

MVR (       )            CAD        )    (  

HF      (     )             Palpitaion (     )         DCM (    ) 

 

Duration of disease :  

  Less than 2 years   (   )                       2-3 years  (     ) 

More than 3 years (    ) 
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APPENDICES 

 

CMV IgG ELISA kit 
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Steps of sample preparation for ELISA analysis 

 

1. Adding samples 

 

2. Conjugate 

 

3. Stop solution 
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