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Summary 

Coronary artery disease (CAD) is a prevalent cardiovascular condition 

in the elderly, primarily caused by coronary atherosclerosis. It can lead to 

complications like artery obstruction, stenosis, and ischemia. Symptoms 

include angina, which is characterized by chest discomfort. Acute coronary 

syndromes (ACS) are categorized into ST-elevation myocardial infarction, 

non-ST elevation myocardial infarction, and unstable angina. Inflammation 

is a key factor in CAD complications. 

This study evaluated the correlation of biochemical markers, such as 

melanoma inhibitory activity 3 (MIA3), E-selectin, and cholesteryl ester 

transfer protein (CETP), as novel independent biomarkers with CAD. A 

case-control study was conducted on 180 subjects aged 41 to 70 years, 

divided into two groups: stable angina (60) and ACS (60), and the healthy 

control group (60). Serum biomarker levels were measured using the ELISA 

technique, and lipid profile levels in human serum were measured using a 

SMART-120 chemistry analyzer. 

Results showed that MIA3, E-selectin, and CETP levels significantly 

increased in ACS and stable angina cases compared to healthy control cases. 

A positive and significant correlation was found between MIA3 and BMI, 

TC, and LDL-C, E-selectin had a negative and significant correlation with 

waist circumference, CETP had a positive and significant correlation with 

age and VLDL-C, and MIA3, CETP, and E-selectin had a significant 

negative correlation with HDL-C. 

In conclusion, elevated levels of serum MIA3 are considered an 

independent diagnostic marker for stable angina and ACS due to their role 

in promoting monocyte migration across the endothelial layer and smooth 

muscle cell proliferation. E-selectin is a diagnostic marker for activated 
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endothelium, crucial in the initiation and progression of atherosclerosis. 

High levels of serum CETP can be a predictive indicator of the risk of 

developing CAD due to its impact on reducing HDL-C concentrations and 

increasing LDL-C and VLDL-C levels, predicting the risk of developing 

CAD.
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1. Introduction 

 

1.1. Definition of coronary artery disease 

Coronary artery disease is a common multiple cardiovascular disease 

in the elderly and is mainly based on coronary atherosclerosis [1]. As the 

development of cardiovascular lesions, coronary artery cavity obstruction, 

and even coronary artery stenosis will occur, further leading to myocardial 

blood supply insufficiency, ischemia, hypoxia, and even necrosis [2]. A 

person might have CAD for many years and not have any symptoms until 

experiencing a heart attack [3]. That is why CAD is a “silent killer.”? 

Particularly, in elderly patients complicated with multiple internal diseases, 

the morbidity rate of coronary heart disease increases year by year, seriously 

endangering the health of humans[4]. Therefore, it is very necessary to 

promptly and effectively diagnose coronary heart disease at an early stage 

[5]. As shown in Figure (1.1) 

 

Figure 1-1: Vectorcardiography in acute myocardial infarction [6] 
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1.1.1. Classification of coronary artery disease 

 

1.1.1.1.  Chronic coronary artery disease (stable angina) 

Angina is traditionally defined as substernal chest discomfort (pain or 

tightness) of less than 10 minutes duration [7]. This discomfort is provoked 

by exertion or emotional stress and is relieved by rest or by administration 

of nitroglycerin. In this typical form, angina is suggestive of obstructive 

coronary artery disease [8].  Angina may also be atypical, manifesting with 

less characteristic symptoms such as dyspnea or jaw pain; atypical 

presentations are more common among women and elderly persons than 

among men and younger persons [9]. The severity of angina can be classified 

with the use of the Canadian Cardiovascular Society (CCS) scale [10]: 

Class I Ordinary physical activity does not cause angina: No angina 

occurs when walking or climbing stairs; angina does occur with strenuous or 

rapid or prolonged exertion at work or recreation.  

Class II Slight limitation of ordinary activity: Angina occurs when 

walking or climbing stairs rapidly; walking uphill; walking or stair-climbing 

after meals, in the cold, in the wind, under emotional stress, or only during 

the first few hours after awakening; walking more than two blocks on the 

level and climbing more than one flight of ordinary stairs at a normal pace 

and in normal conditions.  

Class III Marked limitation of ordinary physical activity: Angina occurs 

when walking one or two blocks on the level and climbing one flight of stairs 

in normal conditions and at a normal pace.  
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Class IV Inability to carry on any physical activity without discomfort: 

Anginal syndrome may be present at rest. 

1.1.1.2. Acute coronary syndrome (ACS) 

Acute coronary syndrome is a syndrome (a set of signs and 

symptoms) due to decreased blood flow in the coronary arteries such that 

part of the heart muscle is unable to function properly or dies [11]. The most 

common symptom is centrally located pressure-like chest pain, often 

radiating to the left shoulder or the angle of the jaw, and associated 

with nausea and sweating. Many people with acute coronary syndromes 

present with symptoms other than chest pain, particularly women, older 

people, and people with diabetes mellitus [12].  

ACS is subdivided into three scenarios depending primarily on the 

presence of electrocardiogram (ECG) changes and blood test results (a 

change in cardiac biomarkers such as troponin levels: ST-elevation 

myocardial infarction (STEMI), non-ST elevation myocardial 

infarction (NSTEMI), or unstable angina. STEMI is characterized by a 

complete blockage of a coronary artery resulting in necrosis of part of the 

heart muscle indicated by ST elevation on ECG, NSTEMI is characterized 

by a partially blocked coronary artery resulting in necrosis of part of the heart 

muscle that may be indicated by ECG changes, and unstable angina is 

characterized by ischemia of the heart muscle that does not result in cell 

injury or necrosis [13].  

ACS should be distinguished from stable angina, which develops 

during physical activity or stress and resolves at rest [14]. In contrast with 

stable angina, unstable angina occurs suddenly, often at rest or with minimal 

exertion, or at lesser degrees of exertion than the individual's previous angina 

https://en.wikipedia.org/wiki/Syndrome
https://en.wikipedia.org/wiki/Signs_and_symptoms
https://en.wikipedia.org/wiki/Signs_and_symptoms
https://en.wikipedia.org/wiki/Blood_flow
https://en.wikipedia.org/wiki/Coronary_artery
https://en.wikipedia.org/wiki/Cardiac_muscle
https://en.wikipedia.org/wiki/Necrosis
https://en.wikipedia.org/wiki/Chest_pain
https://en.wikipedia.org/wiki/Nausea
https://en.wikipedia.org/wiki/Diaphoresis
https://en.wikipedia.org/wiki/Diabetes_mellitus
https://en.wikipedia.org/wiki/Electrocardiogram
https://en.wikipedia.org/wiki/Cardiac_marker
https://en.wikipedia.org/wiki/ST_elevation_myocardial_infarction
https://en.wikipedia.org/wiki/ST_elevation_myocardial_infarction
https://en.wikipedia.org/wiki/Non-ST_elevation_myocardial_infarction
https://en.wikipedia.org/wiki/Non-ST_elevation_myocardial_infarction
https://en.wikipedia.org/wiki/Unstable_angina
https://en.wikipedia.org/wiki/Coronary_artery
https://en.wikipedia.org/wiki/Necrosis
https://en.wikipedia.org/wiki/ST_elevation
https://en.wikipedia.org/wiki/Electrocardiogram
https://en.wikipedia.org/wiki/Angina_pectoris
https://en.wikipedia.org/wiki/Unstable_angina
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("crescendo angina"). New-onset angina is also considered unstable angina 

since it suggests a new problem in a coronary artery [15]. 

1.2. Causes of coronary artery disease 

Atherosclerosis causes coronary artery disease. Atherosclerosis is the 

gradual buildup of plaque in arteries throughout the body. Plaque consists 

of cholesterol, waste products, calcium, and fibrin (a substance that helps 

blood clot). As plaque continues to collect along the artery walls, arteries 

become narrow and stiff. Plaque can clog or damage the arteries, which 

limits or stops blood flow to a certain part of the body. When plaque builds 

up in the coronary arteries, the heart muscle can not receive enough blood. 

So, the heart can’t get the oxygen and nutrients it needs to work properly. 

This condition is called myocardial ischemia. It leads to chest discomfort 

(angina) and puts a person at risk for a heart attack [16]. 

1.3. Symptoms of coronary artery disease 

The symptoms of coronary artery disease for a long time. CAD is a 

chronic condition [16]. Plaque buildup takes many years, even decades. 

However, as arteries narrow, may notice mild symptoms. These symptoms 

indicate the heart is pumping harder to deliver oxygen-rich blood to the body 

[17]. 

Symptoms of chronic coronary artery disease include: 

Stable angina: This is the most common symptom. Stable angina is 

temporary chest pain or discomfort that comes and goes in a predictable 

pattern. It is usually noticed during physical activity or emotional distress. It 

goes away when resting or taking nitroglycerin (medicine that treats angina) 

[18]. 

https://my.clevelandclinic.org/health/diseases/16753-atherosclerosis-arterial-disease
https://my.clevelandclinic.org/health/articles/23922-what-is-cholesterol
https://my.clevelandclinic.org/health/diseases/17848-myocardial-ischemia
https://my.clevelandclinic.org/health/diseases/21847-stable-angina
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Shortness of breath (dyspnea): Some people feel short of breath during 

light physical activity due to blockage of vessels leading to a lack of O2 in 

the heart muscle [19]. 

Sometimes, the first symptom of CAD is a heart attack. Symptoms of a heart 

attack include: 

 chest pain: a feeling of pressure, heaviness, tightness, or squeezing 

across the chest 

 pain in other parts of the body: it can feel as if the pain is spreading 

from the chest to arms (usually the left arm, but it can affect both 

arms), jaw, neck, back, and tummy 

 feeling lightheaded or dizzy 

 sweating 

 shortness of breath 

 feeling sick (nausea) or being sick (vomiting) 

 an overwhelming feeling of anxiety (similar to a panic attack) 

 coughing or wheezing 

1.4. Risk factors of coronary artery disease 

1.4.1. Non-modifiable risk factors 

The risk factors that cannot be controlled are:  

1.4.1.1. Age: Getting older increases the risk of damaged and narrowed 

arteries [20].  

1.4.1.2. Sex: Men are generally at greater risk of coronary artery disease. 

However, the risk for women increases after menopause [21].  

1.4.1.3. Family history: A family history of heart disease is more likely to 

get coronary artery disease. This is especially true if a close relative 

https://my.clevelandclinic.org/health/symptoms/16942-shortness-of-breath-dyspnea
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(parent, sibling) develops heart disease at an early age. The risk is 

highest if the father or a brother had heart disease before age 55 

years or if the mother or a sister developed it before age 65 years  

[22]. 

1.4.2. Modifiable Risk Factors 

Those that can be controlled are: 

1.4.2.1. Hypertension: Hypertension is one of the risks associated with the 

development of CHD.  CAD is the most common sequelae for hypertensive 

patients of all ages [23]. Hypertension predisposes to all clinical 

manifestations of CHD, including myocardial infarction, angina pectoris, 

and sudden death. Even high normal BP values are associated with an 

increased risk of CVD [1]. 

The presence of other risk factors for CVD, such as high cholesterol, 

obesity, and diabetes, is seen more in people with prehypertension than in 

those with normal blood pressure [24]. The CVD risk in prehypertensive 

increases with the number of associated risk factors present. Therefore, 

prehypertension confers a greater risk of CVD [25]. 

1.4.2.2. Hypercholesterolemia: The other major risk for CVD is 

cholesterol. In 1953, an association between cholesterol levels and CHD 

mortality was reported in various populations. It was found that its 

component, low-density lipoprotein cholesterol (LDL-C), which is the 

principal lipoprotein transporting cholesterol in the blood, was also directly 

associated with CVD [26]. 

1.4.2.3. Smoking: The Framingham study showed that smokers were at 

increased risk of myocardial infarction (MI) or sudden death and that risk 
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was associated with the number of cigarettes smoked each day [27]. The 

deleterious effect of smoking on health has been proven in prior studies, in 

particular on atherosclerosis [28]. 

1.4.2.4. Diabetes: The role of diabetes in the pathogenesis of CVD was 

unclear until 1979 when Kannel, et al. [29], used data from the Framingham 

heart study to identify diabetes as a major cardiovascular risk factor. Based 

on 20 years of surveillance of the Framingham cohort, a two-fold to threefold 

increased risk of clinical atherosclerotic disease was reported [30]. It was 

also one of the first studies to demonstrate the higher risk of CVD in women 

with diabetes compared to men with diabetes [31]. These results have been 

duplicated by multiple studies. The Kannel article changed the way the 

medical community thought about diabetes. It is now accepted as a major 

cardiovascular risk factor. There is a clear-cut relationship between diabetes 

and CVD [26]. 

1.4.2.5. Physical inactivity: Myers, J., et al., in their landmark 1953 article 

in The Lancet, discuss the association between physical activity and 

coronary artery disease. Since then, many epidemiological studies have 

confirmed the relationship [32]. The relative risk of death from CHD for 

sedentary individuals compared with active individuals is 1.9 (95% 

confidence interval) [33]. The recommendation of physical exercise has 

become an important element of preventative policies for the general 

population (including adults, the elderly, and children) [34]. 

1.4.2.6. Obesity: Obesity is also an independent risk factor for all-cause 

mortality. It is a metabolic disorder associated with comorbidities such as 

CHD, type 2 diabetes, hypertension, and sleep apnea [35]. Alterations in 

metabolic profile and various adaptations in cardiac structure and function 

occur as excess adipose tissue accumulates [36]. A recent study reported that 
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a higher body mass index (BMI) during childhood is associated with an 

increased risk of CHD in adulthood [37]. The prevention and control of 

overweight and obesity in adults and children has become a key element in 

the prevention of cardiovascular diseases [38]. 

1.4.2.7. Unhealthy diet: Eating foods with a lot of saturated fat, trans fat, 

salt, and sugar can increase the risk of coronary artery disease [39]. 

1.4.2.8. A lot of stress: Emotional stress may damage the arteries and 

worsen other risk factors for coronary artery disease [40]. 

1.5. The Pathophysiology of CAD 

 

1.5.1. The Pathophysiology of stable angina 

Atherogenesis, a disease characterized by cholesterol storage, is a 

complex interaction of risk factors, including artery wall cells and blood, and 

the molecular messages they exchange. Inflammation plays a major role in 

all stages of atherogenesis, contributing to local, myocardial, and systemic 

complications of atherosclerosis [41]. 

When arterial endothelium encounters bacterial products or risk 

factors, these cells increase the expression of adhesion molecules, promoting 

the sticking of blood leukocytes to the arterial wall[42]. The transmigration 

of adherent leukocytes depends on the expression of chemoattractant 

cytokines regulated by traditional and emerging risk factors for 

atherosclerosis[43]. Blood leukocytes, mainly mononuclear phagocytes and 

T lymphocytes, communicate with endothelial and smooth muscle cells 

(SMCs) in the arterial intima. Major messages exchanged among cell types 

involved in atherogenesis depend on mediators of inflammation and 

immunity, including lipid mediators like prostanoids and leukotrienes[44]. 
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Recent attention has focused on protein mediators of inflammation and 

immunity, including cytokines and complement components[45]. Virtually 

unknown by cardiologists a mere decade ago, cytokines have joined the 

mainstream of specialty [46]. 

In early atheroma, stem cells migrate from the tunica media to the 

intima, proliferating and constructing a complex extracellular matrix. They 

secrete matrix metalloproteinases (MMPs) in response to various signals, 

which modulate vascular cell functions like activation, proliferation, 

migration, cell death, and new vessel formation[47] The extracellular 

matrix's components, particularly proteoglycans, bind lipoproteins, making 

them more susceptible to oxidative modification and glycation[48]. These 

products sustain and propagate the inflammatory response. As the lesion 

progresses, calcification may occur during the initial release of matrix 

vesicles surrounding the lipid pools of plaques, and cell death, including 

apoptosis, often occurs in atherosclerotic lesions [49, 50]. The lipid-rich 

"necrotic" core of the atherosclerotic plaque can form from the extracellular 

lipid accumulation in the intima[51].  As shown in Figure (1.2). 

 

Figure 1-2: Simplified schema of the diversity of lesions in human coronary 

atherosclerosis[45]. 



Chapter One                                 Introduction and Review of the Literature 

 

10 

 

1.5.2. The Pathophysiology of the ACS 

As recently as the 1980s, some uncertainty prevailed concerning the 

causative role of thrombosis in ACS [52]. The role of thrombosis in acute 

coronary syndrome (ACS) has been established through in vivo imaging 

techniques and the success of antithrombotic and fibrinolytic therapy[53]. 

The most common cause of lethal coronary thrombosis is through-and-

through rupture of the plaque's protective fibrous cap due to blood flow 

force, with other mechanisms including superficial erosion, intraplaque 

hemorrhage, and erosion of a calcified nodule [46, 54]. Rupture of the 

fibrous cap (A) causes some two-thirds to three-quarters of fatal coronary 

thromboses. Superficial erosion (B) occurs in one-fifth to one-quarter of all 

cases of fatal coronary thromboses. Certain populations such as diabetic 

individuals and women appear more susceptible to superficial erosion as the 

mechanism of plaque disruption and thrombosis. Erosion of a calcium 

nodule may also cause plaque disruption and thrombosis (C). In addition, 

friable microvessels in the base of atherosclerotic plaque may rupture and 

cause intraplaque hemorrhage. Consequent local generation of thrombin may 

stimulate SMC proliferation, migration, and collagen synthesis, promoting 

fibrosis and plaque expansion on a subacute basis. Severe intraplaque 

hemorrhage can cause sudden lesion expansion by mass effect acutely as 

well [45]. As shown in Figure (1.3). 
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Figure 1.3: Microanatomy of coronary arterial thrombosis and acute occlusion 

[45].  

Disrupted plaques provoke thrombosis through contact with collagen 

in the plaque's extracellular matrix, Tissue factor (TF) produced by 

macrophages and SMCs, and the coagulation cascade [55]. The "fluid phase" 

of blood can also predispose toward coronary thrombosis, with plasminogen 

activator inhibitor-1 (PAI-1) extinguishing the body's natural fibrinolytic 

mechanism [45, 52, 56]. Formation, extent, and duration of coronary thrombi 

produced by mechanisms such as those outlined in Figure 1.3 depend on 

both solid-state factors in plaque itself and fluid-phase determinants in blood. 

[45]. As shown in Figure (1.4). 

A B 

C D 

https://www.ahajournals.org/doi/full/10.1161/CIRCULATIONAHA.105.537878#FIG3166485
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Figure 1.4: Determinants of thrombosis in coronary atherosclerotic plaques [45].  

In addition to the solid state of the disrupted plaque, the “fluid phase” 

of blood can predispose toward coronary thrombosis (Figure 1.4). 

Plasminogen activator inhibitor-1 (PAI-1) extinguishes the body’s natural 

fibrinolytic mechanism that combats the persistence and accumulation of 

thrombi by inhibiting urokinase-like and tissue-type plasminogen 

activators[45]. Circulating levels of PAI-1 increase in diabetes and obesity, 

and mediators of hypertension such as angiotensin II can augment PAI-1 

expression by various cell types. Furthermore, disrupted plaques can 

elaborate particulate TF, which can heighten the thrombogenicity of blood 

[57]. 

Disrupted plaques can elaborate particulate TF, heightening the 

thrombogenicity of blood. These fluid-phase changes led to the concept of 

the "vulnerable patient" and the concept of "vulnerable plaque."[57] [58]. In 

the context of ACS, distal embolization of TF-rich debris may promote distal 

thrombosis in the microcirculation, causing the "no-reflow" phenomenon 

[59] [60]. 

https://www.ahajournals.org/doi/full/10.1161/CIRCULATIONAHA.105.537878#FIG4166485
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1.6. Epidemiology of coronary artery disease 

According to epidemiological reports by the WHO in 2016, the 

highest prevalence rate of ischemic heart disease was observed in Saudi 

Arabia (46%). In Iraq, the epidemiological data on the incidence and 

prevalence of CAD as evidence of awareness are limited due to the 

unavailability of evidence-based national guidelines for the management of 

cardiovascular disease and surveillance studies as compared to other Eastern 

Mediterranean countries [61]. 

The latest WHO data published in 2020 Coronary Heart Disease Deaths 

in Iraq reached 36,594 or 24.98% of total deaths. The age-adjusted Death 

Rate is 227.26 per 100,000 population ranks Iraq 23 in the world [62]. A 

better understanding of the burden of cardiovascular disease and associated 

risk factors in this region and increasing the public knowledge and awareness 

of CAD symptoms and its risk factors are highly imperative to control and 

prevent this disease. 

1.7. Diagnosis of coronary artery disease 

 

1.7.1. Non-biomarker diagnosis 

  

1.7.1.1. Electrocardiogram 

This quick and painless test measures the electrical activity of the 

heart. It can show how fast or slow the heart is beating. Which can look at 

signal patterns to determine if the patient has had a heart attack [63]. 

1.7.1.2. Echocardiogram 

This test uses sound waves to create pictures of the beating heart. An 

echocardiogram can show how blood moves through the heart and heart 

valves[64]. 
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1.7.1.3. Exercise stress test 

If signs and symptoms occur most often during exercise, it will be 

provided to walk on a treadmill or ride a stationary bike during an ECG. If 

an echocardiogram is done while the person does these exercises, the test is 

called a stress echo. If a person exercises, he might be given medications that 

stimulate the heart as exercise does[65]. 

1.7.1.4. Nuclear stress test 

This test is similar to an exercise stress test but adds images to 

the ECG recordings. A nuclear stress test shows how blood moves to the 

heart muscle at rest and during stress. A radioactive tracer is given 

intravenous (IV). The tracer helps the heart arteries show up more clearly in 

images[66]. 

1.7.1.5. Heart (cardiac) CT scan 

A CT scan of the heart can show calcium deposits and blockages in 

the heart arteries. Calcium deposits can narrow the arteries. 

Sometimes dye is given by IV during this test. The dye helps create 

detailed pictures of the heart arteries. If dye is used, the test is called a CT 

coronary angiogram[67]. 

1.7.1.6. Cardiac catheterization and angiogram 

During cardiac catheterization, a heart doctor (cardiologist) gently 

inserts a flexible tube (catheter) into a blood vessel, usually in the wrist or 

groin. The catheter is gently guided to the heart. X-rays help guide it. The 

dye flows through the catheter. The dye helps blood vessels show up better 

on the images and outlines any blockages[68]. 
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1.7.2. Biomarker diagnosis of CAD 

 

1.7.2.1.  Creatine kinase-MB (CK-MB) 

It also known as creatine phosphokinase (CPK) or phosphocreatine 

kinase, is an enzyme expressed by various tissues and cell types[69]. CK 

catalyzes the conversion of creatine and uses adenosine triphosphate (ATP) 

to create phosphocreatine (PCr) and adenosine diphosphate (ADP). This CK 

enzyme reaction is reversible and thus ATP can be generated from PCr and 

ADP [70]. 

In tissues and cells that consume ATP rapidly, especially skeletal 

muscle, but also the brain, photoreceptor cells of the retina, hair cells of the 

inner ear, spermatozoa, and smooth muscle, PCr serves as an energy 

reservoir for the rapid buffering and regeneration of ATP in situ, as well as 

for intracellular energy transport by the PCr shuttle or circuit. Thus creatine 

kinase is an important enzyme in such tissues [71]. 

Clinically, creatine kinase is assayed in blood tests as a marker of 

damage of CK-rich tissue such as in myocardial infarction (heart attack), 

rhabdomyolysis (severe muscle breakdown), muscular dystrophy, 

autoimmune myositides, acute kidney injury [72]. 

1.7.2.1.1. Types of CK  

In the cells, the cytosolic CK enzymes consist of two subunits, which 

can be either B (brain type) or M (muscle type). There are, therefore, three 

different isoenzymes: CK-MM, CK-BB, and CK-MB. The genes for these 

subunits are located on different chromosomes: B on 14q32 and M on 

19q13[73]. In addition to those three cytosolic CK isoforms, there are two 
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mitochondrial creatine kinase isoenzymes, the ubiquitous form and the 

sarcomeric form [74]. The functional entity of the mitochondrial CK 

isoforms is an octamer consisting of four dimers each. 

While mitochondrial creatine kinase is directly involved in the 

formation of phosphocreatine from mitochondrial ATP, cytosolic CK 

regenerates ATP from ADP, using PCr. This happens at intracellular sites 

where ATP is used in the cell, with CK acting as an in situ ATP 

regenerator[75]. Isoenzyme patterns differ in tissues. Skeletal muscle 

expresses CK-MM (98%) and low levels of CK-MB (1%). The myocardium 

(heart muscle), in contrast, expresses CK-MM at 70% and CK-MB at 25–

30%. CK-BB is predominantly expressed in the brain and smooth muscle, 

including vascular and uterine tissue [76]. 

The CPK-MB test (creatine phosphokinase-MB), also known as the 

CK-MB test, is a cardiac marker used to assist in the diagnosis of acute 

myocardial infarction, myocardial ischemia, or myocarditis. It measures the 

blood level of creatine kinase myocardial band (CK-MB), the bound 

combination of two variants (isoenzymes CKM and CKB) of the enzyme 

phosphocreatine kinase [77]. 

In some locations, the test has been superseded by the troponin test. 

However, recently, there have been improvements to the test that involves 

measuring the ratio of the CK-MB1 and CK-MB2 isoforms [78]. 

The newer test detects different isoforms of the B subunit specific to 

the myocardium whereas the older test detected the presence of cardiac-

related isoenzyme dimers [79]. 
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Many cases of CK-MB levels exceeding the blood level of total CK 

have been reported, especially in newborns with cardiac malformations, 

especially ventricular septal defects. This reversal of ratios is in favor of 

pulmonary emboli or vasculitis. An autoimmune reaction creating a complex 

molecule of CK and IgG should be taken into consideration [80]. 

1.7.2.2. High-Sensitive Troponin 

Troponin, or the troponin complex, is a complex of three regulatory 

proteins (troponin C, troponin I, and troponin T) that are integral to muscle 

contraction in skeletal muscle and cardiac muscle, but not smooth 

muscle[81]. Measurements of cardiac-specific troponins I and T are 

extensively used as diagnostic and prognostic indicators in the management 

of myocardial infarction and acute coronary syndrome[82]. Blood troponin 

levels may be used as a diagnostic marker for stroke or other myocardial 

injuries that are ongoing, although the sensitivity of this measurement is low 

[83]. 

Individual subunits serve different functions: 

1. Troponin C is a protein that is part of the troponin complex. It contains 

four calcium-binding EF hands, although different isoforms may have 

fewer than four functional calcium-binding subdomains[84]. It is a 

component of thin filaments, along with actin and tropomyosin. It contains 

an N lobe and a C lobe. The C lobe serves a structural purpose and binds 

to the N domain of troponin I (TnI)[85]. The C lobe can bind either Ca2+ 

or Mg2+. The N lobe, which binds only Ca2+, is the regulatory lobe and 

binds to the C domain of troponin I after calcium binding. Troponin C 

binds to calcium ions to produce a conformational change in TnI[86]. 
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2. Troponin T (shortened TnT or TropT) is a part of the troponin complex, 

which are proteins integral to the contraction of skeletal and heart muscles. 

They are expressed in skeletal and cardiac myocytes [87]. Troponin T 

binds to tropomyosin and helps position it on actin, and together with the 

rest of the troponin complex, modulates the contraction of striated muscle 

[88]. The cardiac subtype of troponin T is especially useful in the 

laboratory diagnosis of a heart attack because it is released into the 

bloodstream when damage to the heart muscle occurs [89]. Troponin T 

binds to tropomyosin, interlocking them to form a troponin-tropomyosin 

complex[90]. 

3. Troponin I is a cardiac and skeletal muscle protein family. It is a part of 

the troponin protein complex, where it binds to actin in thin myofilaments 

to hold the actin-tropomyosin complex in place[91]. Troponin I prevents 

myosin from binding to actin in relaxed muscles. When calcium binds to 

troponin C, it causes conformational changes which lead to the dislocation 

of troponin I[92]. Afterwards, tropomyosin leaves the binding site for 

myosin on actin leading to the contraction of the muscle. The letter is 

given due to its inhibitory character[93]. It is a useful marker in the 

laboratory diagnosis of a heart attack. It occurs in different plasma 

concentrations but under the same circumstances as troponin T - either test 

can be performed for confirmation of cardiac muscle damage and 

laboratories usually offer one test or the other[94].  

Troponin I binds to actin in thin myofilaments to hold the actin-tropomyosin 

complex in place[95]. 

Certain subtypes of troponin (cardiac I and T) are sensitive and 

specific indicators of damage to the heart muscle (myocardium). They are 

measured in the blood to differentiate between unstable angina and 
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myocardial infarction (heart attack) in people with chest pain or acute 

coronary syndrome [96]. A person who recently had a myocardial infarction 

would have an area of the damaged heart muscle and elevated cardiac 

troponin levels in the blood [97]. This can also occur in people with coronary 

vasospasm, a type of myocardial infarction involving severe constriction of 

the cardiac blood vessels. After a myocardial infarction troponins release 

within 6 hours and may remain high for up to 2 weeks [98, 99]. 

Troponins are also increased in patients with heart failure, where they 

also predict mortality and ventricular rhythm abnormalities. They can rise in 

inflammatory conditions such as myocarditis and pericarditis with heart 

muscle involvement (which is then termed myopericarditis) [100]. 

Troponins can also indicate several forms of cardiomyopathy, such as dilated 

cardiomyopathy, hypertrophic cardiomyopathy or (left) ventricular 

hypertrophy, peripartum cardiomyopathy, Takotsubo cardiomyopathy, or 

infiltrative disorders such as cardiac amyloidosis [101]. 

Heart injury with increased troponins also occurs in cardiac contusion, 

defibrillation, and internal or external cardioversion [102]. Troponins are 

commonly increased in several procedures such as cardiac surgery and heart 

transplantation, closure of atrial septal defects, percutaneous coronary 

intervention, or radiofrequency ablation[103]. 

1.7.2.3. Melanoma inhibitory activity protein 3 

Melanoma inhibitory activity protein 3 (MIA3) also known as 

transport and Golgi organization protein 1 (TANGO1), MIA3 is a unique 

1,907 amino acid protein. is a protein that in humans is encoded by the MIA3 

gene on chromosome 1, It is ubiquitously expressed in many tissues and cell 

types [104]. MIA3 localizes to the endoplasmic reticulum (ER) exit site, 
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where it binds bulky cargo molecules such as collagens and creates mega 

transport carriers for the export of cargoes from the ER[105]. TANGO1 is 

composed of the SH3 domain (N-terminus) that binds collagen molecules, 2 

coiled-coil domains (CC1 and CC2), and the proline-rich domain (PRD), 

which all assist in the formation of collagen-like COPII vesicles (C-

terminus) and play a significant role in interactions between the endoplasmic 

reticulum and the COPII components (Sec23/Sec24) For the secretion of 

large molecules [106]. This function suggests that it plays a role in the 

assembly of extracellular matrix (ECM) and bone formation. MIA3 has been 

demonstrated to contribute to both tumor suppression and progression[107]. 

As shown in Figure (1.5). 

 

Figure 1.5. The domain architecture and topology of TANGO1 and cTAGE5 [108].  
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In humans, MIA3 was first discovered as an important constituent in 

the growth and adhesion of malignant melanoma cells [108]. As it is secreted 

from both chondrocytes and melanoma cells, it also plays a role in the 

metastasis of melanomas as well as cartilage development [109]. proved that 

be MIA3 protein has a major contribution to the aggressive characteristics of 

malignant melanoma in particular to the formation of metastasis,  Treatment 

of melanoma cells with MIA3 inhibitory peptides almost completely blocked 

the MIA3 protein uptake into cells [110]. The MIA3 gene also contains one 

of 27 loci associated with an increased risk of coronary artery disease [111]. 

The critical function of the inflammatory modes of action in forming 

atheroma is supported by copious data. This process involves leukocyte 

mobilization and the pivotal participation of proinflammatory cytokines in 

the primary phase of atherogenesis [112]. Endothelial cells are activated for 

inflammation, followed by the entry of monocytes and other leukocytes into 

the atheroma. The direct binding of TANGO protein occurs to the leukocyte-

specific b2-integrin CD11c/CD18, being responsible for leukocyte adherent 

interplays with vascular endothelium [113]. Experimentally, it is evidenced 

that the TANGO protein modulates CD11c/CD18 activity, thereby reducing 

adhesion and promoting monocyte migration through the endothelium [114]. 

After trans-migration, monocytes are differentiated into macrophages, 

forming the fatty streak that primarily indicates atherosclerosis in the arterial 

intima [113, 115]. 

Vascular injury caused by angioplasty, stenting, or bypass surgery 

triggers phenotypic switch of vascular smooth muscle cells (VSMCs) and 

subsequent abnormal proliferation and migration of VSMCs, leading to 

excessive formation of neointima, which contributes to occlusive vascular 

diseases such as atherosclerosis, intimal hyperplasia associated with 



Chapter One                                 Introduction and Review of the Literature 

 

22 

 

restenosis [116, 117]. Therefore, unraveling the molecular mechanisms 

involved in regulating VSMC phenotypic switch, proliferation, and 

migration is a vital step toward understanding the pathology of restenosis 

[118].  evidenced that the Knockdown of MIA3 ameliorates femoral artery 

wire injury-induced neointimal hyperplasia and increases brown-like 

perivascular adipocytes [119]. As a result, impaired proliferation and 

migration of VSMCs, whereas MIA3 overexpression promoted VSMC 

migration and proliferation [120]. The MIA3/TANGO1 protein was found 

to be involved in the export of collagen VII and ApoB from the endoplasmic 

reticulum (ER) to the Golgi apparatus and secretion of collagens I, II, III, IV, 

VII, and IX [121]. recent studies showed that deletion of TANGO1 affected 

the secretion of ApoB by 44% compared with parental cells indicating that 

TANGO1 participates in the binding and concentration of ApoB-containing 

lipid particles for their subsequent export from the ER [122]. TANGO1 and 

TALI interact with ApoB directly or through an adaptor protein in the lumen 

of the ER to bring pre-chylomicrons/VLDL-Cs to ER exit sites. On the 

cytoplasmic side, the TEER domain of TANGO1 recruits ERGIC 

membranes that fuse to the ER exit site that is now enriched in pre-

chylomicrons/VLDL-Cs. The binding of the proline-rich domain (PRD) of 

TANGO1 and TALI on the cytoplasmic side to Sec23/24 prevents Sec13/31 

recruitment, allowing continuous fusion of ERGIC membranes that results 

in the growth of a mega-bud that is packed with The pre-

chylomicrons/VLDL-Cs. Fission is triggered, and a mega carrier, big enough 

to accommodate bulky pre-chylomicrons/VLDL-Cs, is released from the ER 

[123]. As shown in Figure (1.6). 
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Figure 1.6. Model for the export of pre-chylomicrons/VLDL-Cs from the ER [123].  

1.7.2.4. E-Selectin 

Selectins are glycoproteins and are important adhesion molecules in 

the mammalian immune system, especially in the inflammatory response and 

the healing process of tissues [124]. Selectins are a family of Ca2+-dependent 

C-type lectins present on the surface of numerous cell types in the 

cardiovascular system including endothelial cells (E- and P-selectin), 

platelets (P-selectin), and leukocytes (L-selectin) [125]. They interact with 

cell surface glycans to promote the adhesion of hematopoietic cells to 

vascular surfaces and promote the rolling of circulating leukocytes and their 

delivery to sites of inflammation [124]. Selectins play an important role in a 

variety of biological processes, including the rolling of leukocytes in 

endothelial cells, a process known as the adhesion cascade [126]. E-selectin 

is a 115 kDa adhesion molecule that is expressed exclusively by vascular 

endothelial cells [127]. The amino acid sequence of the E-selectin has about 
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six cysteine-rich consensus repeats followed by an N-terminal lectin domain 

of 119 residues and with a 60–70% identity that effectively binds with 

carbohydrates, which are responsible for the binding of the oligosaccharide 

[128]. It is a single-chain transmembrane glycoprotein consisting of an N-

terminal calcium-dependent (C-type) lectin domain, an epidermal growth 

factor domain, a chain of six consensus repeats, a transmembrane domain, 

and an intracellular cytoplasmic tail [127, 129]. Although E-selectin is 

constitutively expressed on the surfaces of endothelial cells of bone marrow 

and skin microvessels in most tissue [130], E-selectin expression is induced 

in response to inflammatory cytokines such as tumor necrosis factor-alpha 

(TNF-α), interleukin-1b (IL-1b), or lipopolysaccharide (LPS) [131]. E-

selectin expression has also been associated with tumor angiogenesis and 

metastasis in a variety of cancers [132]. E, L, and P selectins contain the N-

terminal lectin-like domain with 120 amino acids and with a 60–70% identity 

that effectively binds with carbohydrates. The adjacent EGF-like domain 

also shares ~60% sequence similarity. This is followed by the CR domain 

with a variable number (2–9) of consensus repeats of ~60 amino acids in 

length, and then a short transmembrane domain and a cytoplasmic [128]. As 

shown in Figure (1.7). 
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 Figure 1.7. Schematic representation of the structure of E-selectin, L-selectin, and 

P-selectin [128].  

Cytokine-activated endothelial cells express E-selectin, which 

interacts with two major glycoprotein ligands, E-selectin ligand-1 

(ESL-1) and P-selectin glycoprotein ligand-1 (PSGL-1), which are both 

glycoprotein ligands. Among the ligands, ESL-1 is a specific receptor 

for E-selectin[133]. E-selectin plays an important part in recruiting 

leukocytes to the site of injury. The local release of cytokines IL-1 and 

TNF-α by macrophages in the inflamed tissue induces the over-

expression of E-selectin on endothelial cells of nearby blood 

vessels[134]. Leukocytes in the blood expressing the correct ligand will 

https://www.sciencedirect.com/topics/medicine-and-dentistry/endothelial-cell
https://www.sciencedirect.com/topics/medicine-and-dentistry/glycoprotein
https://www.sciencedirect.com/topics/medicine-and-dentistry/glycoprotein
https://www.sciencedirect.com/topics/immunology-and-microbiology/p-selectin-glycoprotein-ligand-1
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bind with low affinity to E-selectin, also under the shear stress of blood 

flow, causing the leukocytes to "roll" along the internal surface of the 

blood vessel as temporary interactions are made and broken[135]. 

As the inflammatory response progresses, chemokines released 

by injured tissue enter the blood vessels and activate the rolling 

leukocytes, which are now able to tightly bind to the endothelial surface 

and begin making their way into the tissue[136]. As shown Figure (1.8) 

 

Figure 1.8: Multistep model of circulating blood cell adhesion and migration along 

the vascular endothelium. Cells make adhesive contacts onto the inflamed 

endothelial surface through the engagement of their sialofucosylated glycan 

determinants to vascular E-selectin (Step 1—tethering and rolling). Subsequent 

engagement of chemokine receptors leads to integrin activation (Step 2) and firm 

adhesion of leukocytes to the endothelium (Step 3), allowing their transmigration 

(Step 4) [137]. 
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1.7.2.5. Cholesteryl ester transfer protein 

Cholesteryl ester transfer protein is a hydrophobic glycoprotein that is 

secreted mainly from the liver and that circulates in plasma, bound mainly 

to high-density lipoprotein (HDL-C) [138]. CETP, containing 476 amino 

acids, facilitates the transfer of completely water-insoluble lipids between 

the lipoproteins that transport them through aqueous plasma [139]. The 

lipoprotein structural organization is designed to shield these lipids 

(cholesteryl esters and triglycerides) from water by encapsulating them 

within a coating of polar lipids (mainly phospholipids) and proteins, yet the 

core lipids can move between lipoprotein particles [140, 141]. First described 

as a ‘high-molecular-weight globulin’ that stimulated the transfer of 

cholesteryl ester between lipoproteins in the plasma of hypercholesterolemic 

rabbits, CETP was subsequently shown to also transfer triglycerides and 

phospholipids [139]. As shown in Figure (1.9). 

 

Figure 1.9: (A) ribbon diagram of residues 1 to 456 of BPI, illustrating its 

boomerang shape. meNH2-terminal domain is shown in green, the COOH-

terminal domain in blue, and the two phosphatidylcholine molecules in red. the 
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linker is yellow, and the disulfide bond is shown as a ball-and-stick model. (B) View 

after rotating (A) 70" about the long axis of the molecule [142]. 

The exchanges occur on a much faster timescale than does the 

catabolism of the lipoproteins, leading to changes in composition while the 

lipoproteins are still in circulation [143]. Most of the cholesteryl esters in 

plasma originate in HDL-C in the reaction catalyzed by lecithin: cholesterol 

acyl transferase (LCAT), and the majority of the triglycerides enter the 

plasma as a component of chylomicrons and very low-density lipoproteins 

(VLDL-Cs) that are called triglyceride-rich lipoproteins (TRLs) [144]. The 

overall effect of CETP is a net mass transfer of cholesteryl esters from HDL-

Cs to TRLs and low-density lipoproteins (LDL-Cs) and of triglycerides from 

TRLs to LDL-Cs and HDL-Cs [145]. Thus, CETP-mediated transfers from 

HDL-C to VLDL-C and LDL-C provide a potential indirect pathway by 

which HDL-C cholesteryl esters can be delivered to the liver [146].  

The rate of cholesteryl ester transfer to TRLs and LDL-Cs and the 

mass of CETP is increased in patients with a range of atherogenic 

dyslipidemias [147]. Effects of CETP in normotriglyceridemia (Normo TG) 

and hypertriglyceridemia (Hyper TG). The magnitude of the net flux of 

cholesteryl esters (CE) and TGs between lipoproteins is dependent, in large 

part, on the relative sizes of the TRL, LDL-C, and HDL-C pools. In Normo 

TG, net CE flux to LDL-Cs from HDL-Cs predominates, with minor transfer 

to TRLs. In contrast, in Hyper TG, increased particle numbers of large 

VLDL-Cs exhibit elevated acceptor activity for CETP. Under these 

conditions, there are high net transfer rates of CEs from HDL-Cs to TRLs 

and of TGs from TRLs to both HDL-Cs and LDL-Cs. TG-enriched LDL-Cs 

and HDL-Cs are substrates for hepatic lipase (HL) that hydrolyzes 
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phospholipid (PL) and TGs to form small, dense LDL-C and small, dense 

HDL-C, respectively[148]. As shown in Figure (1.10). 

 

Figure 1.10: Effects of CETP in normotriglyceridemia (Normo TG) and 

hypertriglyceridemia (Hyper TG)[148]. 
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1.8.  Aim of study: 

The presented study aimed to assess the serum levels of MIA3, CETP, and 

E-selectin in CAD Iraqi patients with the following objectives:  

1. To investigation the serum levels of (MIA3), E-selectin, and CETP in Iraqi 

coronary artery patients and to compare it with the healthy group. 

2. To determination Lipid profiles and atherogenic index in patients and 

control group. 

3. To show the correlation analysis between serum levels of MIA3, E-

selectin, and CETP with other biochemical parameters study. 

4. Shed light on the receiver operating characteristic analysis (ROC) to get 

the best diagnostic ability for MIA3, E-selectin, and CETP for Iraqi 

patients with CAD 

 



 

 

 

 

 

 

Chapter Two 

Materials and Methods
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2. Materials and method

2.1. Study Design and Ethical Approval 

A case-control research approach was used to collect samples from 

180 subjects between December 2022 and April 2023. and they are classified 

as shown in Fig (2-1). The study's ethical approval was confirmed by the 

Kerbala College of Medicine, Kerbala University (3544 on 29/12/2022), and 

Kerbala Health Directorate. After describing the nature of the study and 

objectives to each patient, the management of the Kerbala Center for Cardiac 

Diseases and Surgery and the male patients and control themselves gave their 

consent. The questionnaire included name, age, sex, under treatment, history 

of other diseases (mentioned in Appendix). 

 

Figure (2.1): Flow chart of study design. 

 

A case-control study of 
180 males

60 patients with ACS

(41-70) years

60 patients with stable 
angina 

(41-70) years

60 Healthy control 
group

(41-70) years
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2.2. Subjects 

They included: 

2.2.1. Patients  

  The study was conducted on 120 patients aged between 41-70 years 

old as shown in Fig (2-1). The patients were divided into two subgroups: 60 

stable angina, and 60 ACS. They have been observed and diagnosed by 

specialist physicians. Patients were collected from the Kerbala Center for 

Cardiac Diseases and Surgery. A particular questionnaire form including 

descriptive information was designed and filled with each patient. 

2.2.1.1. Patient Inclusion Criteria 

All male patients underwent a thorough clinical history, physical 

examination, and pertinent laboratory tests. According to the most recent 

clinical practice guidelines published by the ACC and ESC, the diagnosis of 

the clinical states associated with coronary artery disorders (stable angina, 

unstable angina, and myocardial infarction) was established. Based on the 

signs and symptoms, evaluation of the ECG, and laboratory measures for the 

clinical assessment, the etiology of the cases was determined. 

2.2.1.2. Patient Exclusion Criteria 

Patients with the Presence of cirrhosis, Diabetes, end-stage renal 

disease, Acute Heart Failure, stroke, skeletal muscle injury, malignancy, 

Ongoing infectious diseases, hormonal, and other metabolic dysfunctions 

that may affect the results were excluded from this study. 
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2.2.2. Healthy Control 

Sixty males who were apparently healthy were selected from the list 

of volunteers accompanying the patients and from outside the hospital. 

Volunteers' blood was obtained and none of them had a history of heart 

disease. In the entire study group, the ages of the participants were also close 

together. Through a self-report method, demographic data of the participants 

were also collected. 

2.2.3. Blood sample collection and Storage 

The patient's blood samples were taken from the aforementioned 

facility. Venipuncture was used to obtain five-milliliter blood samples, 

which were then put in gel tubes at room temperature for ten minutes. 

Approximately 3,000 x g centrifugation was used to separate the serum for 

10 minutes. Serum samples were divided into two samples in Eppendorf, and 

kept at -20 °C, to be used later for additional testing. 

2.3. Chemicals and Kits 

The kits used in this study are summarized in Table (2-1) 

Table 2-1: kits which are used in this study 

No. Kits Suppliers 

1 Total Cholesterol Kit AFLO/ Germany 

2 Triglycerides Kit AFLO/ Germany 

3 HDL-Cholesterol Kit AFLO/ Germany 

4 MIA3 ELISA Kit SunLong / China 

5 E-Selectin (ES) ELISA Kit SunLong / China 

6 CETP ELISA Kit SunLong / China 

2.4. Instruments and Lab Equipment 

The Instrument used in this study are summarized in Table (2-2)  
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Table 2-2: The instruments used in the study 

NO. Instrument Suppliers 

1 Centrifuge HETTICH / Germany 

2 Deep Freeze COOLTECH / China 

3 Microplate reader  UNO/HUMAN / Germany 

4 Roller Mixer China 

5 SMART-120 chemistry analyzer AFLO / Germany 

2.5. Methods 

2.5.1. Calculation of Body Mass Index 

Weight in kilogram (kg) and height in meters (m) were recorded. Body mass 

index (BMI) was calculated by the following equation[149]: 

BMI (kg/m2) = weight / (height)2 

Patients were classified into normal (18.5-24.9 kg/m2), overweight (25.0-

29.9 kg/m2), and obese (≥ 30.0 kg/m2 ) depending on reference ranges [150]. 

2.5.2. Measurement of Serum Lipid Profile 

2.5.2.1. Measurement of Serum Total Cholesterol Concentration 

Principle: Esterified cholesterol is hydrolyzed into free cholesterol and fatty 

acid by cholesterol esterase (CHE). 4-Cholesten-3-one and hydrogen 

peroxide (H2O2) are then formed from the released free cholesterol by the 

action of cholesterol oxidase. In the presence of peroxidase (POD), hydrogen 

peroxide reacts with a derivative of phenol and 4-amino antipyrine (4-AAP) 

to produce a colored complex whose color intensity is directly proportional 

to the total cholesterol concentration in the sample [151, 152]. 

The schematic representation of the reaction is shown in the following 

equations: 
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                                CHE  
Cholesterol ester       →      Cholesterol + fatty acids 

            
            CHOD 

Cholesterol       →     4-Cholesten-3-one + H2O2 
 

                                            POD 
H2O2 + Phenol + 4-AAP      →       colored complex + H2O 

Reagents 

Table 2-3: Reagents used for total cholesterol assay. 

Reagent A (100 ml) 

Reagents Concentration 

4-AAP  1mmol/l 

CHE  300 U/l  

CHOD  300 U/l  

POD  1500 U/l  

Derivative of phenol  1mmol/l  

Standard (5 ml) Cholesterol  200 mg/dl 

4-AAP, 4-aminoantipyrine; CHE, cholesterol esterase; CHOD, 

cholesterol oxidase; POD, peroxidase. 

Procedure 

Concentrations of total cholesterol were measured by using a 

SMART-120 chemistry analyzer and the procedure for blank, standard, and 

sample measurement is demonstrated. The mixture was prepared and 

incubated at 37°C for 5 minutes. The sample-to-reagent ratio was 1:100, and 

the absorbance of the sample (Ax) and the standard (As) were read against a 

blank reagent at 510 nm. 
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Tale 2-4: The procedure of total cholesterol assessment. 

Pipette  Blank (µl)  Sample (µl)  Standard (µl)  

Reagent (A)  1000  1000  1000  

Water 10 - - 

Sample - 10 - 

Standard - - 10 

Cholesterol (mg/dl) = Ax/As × 200 (standard Conc.) 

2.5.2.2. Measurement of Serum Triglyceride Concentration 

Methods for triglyceride determination generally involve enzymatic 

hydrolysis of triglycerides to glycerol and free fatty acids followed by 

enzymatic measurement of the glycerol released [153]. The glycerol 

participates in a series of coupled enzymatic reactions, in which glycerol 

kinase (GK) and glycerol phosphate oxidase (GPO) are involved, and 

hydrogen peroxide (H2O2) is generated. Produced H2O2 reacts with TOOS 

and 4-AAP to form a colored complex, whose absorbance is directly 

proportional to the concentration of triglycerides in the sample [154]. 

The schematic representation of the reaction is shown in the following 

equations: 

                          𝐋𝐏𝐋 
Triglyceride       →      Glycerol + Fatty acids 

            
                       𝐆𝐊 

Glycerol + ATP       →     Glycerol-1-phosphate + ADP 
 

                                                𝐆𝐏𝐎 
Glycerol-1-phosphate + O2      →       Dihydroxyacetone phosphate + H2O2 

 
                                                  𝐏𝐎𝐃 
H2O2 + 4-AAP + TOOS       →      colored complex + H2O 
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Reagents 

Table 2-5: Reagents used for triglycerides assay. 

Reagent A (100 ml) 

Buffer  Concentration 

Magnesium chloride  15 mmol/l 

ATP 4 mmol/l 

4-AAP 1 mmol/l 

TOOS 0.1 mmol/l 

LPL 2500 U/I  

POD 1800 U/I 

G𝐊 1000 U/I 

GPO 5500 U/I 

Standard (10 ml)  Glycerol  200 mg/dl 

ATP, adenosine triphosphate; 4-AAP, 4-amino antipyrine; LPL, 

lipoprotein lipase; POD, peroxidase; GK, glycerol kinase; GPO, glycerol 

phosphate oxidase.  

Table 2-6: The procedure of triglycerides assessment. 

Pipette  Blank (µl)  Sample (µl)  Standard (µl)  

Reagent (A)  1000  1000  1000  

Water 10 - - 

Sample - 10 - 

Standard - - 10 

Triglycerides (mg/dl) = Ax/As × 200 (standard Conc.) 

Procedure 

Concentrations of triglycerides were measured by using a SMART-

120 chemistry analyzer and the procedure for blank, standard, and sample 

measurement. The mixture was prepared and incubated at 37°C for 5 

minutes. The sample-to-reagent ratio was 1:100, and the absorbance of the 
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sample (Ax) and the standard (As) were read against a blank reagent at 510 

nm. 

2.5.2.3. Measurement of Serum High-Density Lipoprotein Cholesterol 

Very Low-Density Lipoprotein-cholesterol (VLDL-C) and Low-

Density Lipoprotein- cholesterol (LDL-C) are quantitatively precipitated and 

after centrifugation, the cholesterol bound to High-Density Lipoprotein- 

cholesterol (HDL-C) is measured in the supernatant. The intensity of the 

color is directly proportional to the HDL-C in the sample [155]. 

A schematic representation of the reaction is shown in the following 

equations: 

HDL-C + LDL-C + VLDL-C + Chylomicron (CM) → HDL-C + (LDL-C 

+VLDL-C +CM) 

                𝐂𝐇𝐄, 𝐂𝐇𝐎𝐃 
HDL-C         →          Fatty acids +H2O2 

H2O2 + 4-AAP + HDAOS → colored complex +H2O 

Reagents 

Table 2-7: Reagents used for high-density lipoprotein cholesterol assay. 

Reagent A (90 ml) 

Reagents Concentration 

Polyanions  1 mmol/l 

4-AAP 4 mmol/l 

Reagent B (30 ml) 

CHE 800 U/l  

CHOD 500 U/l 

Peroxidase  1500 U/l 

HDAOS  1 mmol/l 

Detergent  4 mmol/l 
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4-AAP, 4-aminoantipyrine; CHE, cholesterol esterase; CHOD, 

cholesterol oxidase. 

Procedure 

The mixture was prepared and incubated at 37 °C for 5 minutes, and 

the absorbance of the blank sample (Abx) was read against a blank reagent 

at 600 nm. Shown Table (2.8) 

Table 2-8: The procedure of high-density lipoprotein cholesterol 

assessment.  

Pipette  Blank (µl)  Sample (µl)  Standard (µl)  

Reagent (A)  300  300  300  

Water 4 - - 

Sample - 4 - 

Standard - - 4 

Reagent (B)  100 100 100 

HDL-C (mg/dl) = Ax / As × 40(Standard Conc.) 

2.5.2.4. Calculation of Low-density lipoprotein cholesterol (LDL-C) 

LDL-C (mg/dl) = Total Cholesterol – HDL-C – (Triglycerides/5) 

2.5.2.5. Calculation of Very low-density lipoprotein cholesterol (VLDL-

C) 

VLDL-C (mg/dl) = Triglycerides/5 [156] 
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2.5.3. Calculation of Atherogenic Index 

2.5.3.1. Atherogenic Coefficient 

The atherogenic coefficient (AC) is the ratio of non-high-density 

lipoproteins cholesterol (non-HDL-C) to high-density lipoproteins 

cholesterol (HDL-C) [157]. It is a diagnostic alternative, which has been 

used in predicting the risk of developing cardiovascular events [158]. 

AC = non-HDL-C / HDL-C 

Non- HDL-C = TC – HDL-C 

2.5.3.2. Atherogenic index of Plasma (AIP) 

The atherogenic index of plasma (AIP) is an unconventional lipid ratio 

representing the logarithm of the molar ratio of TG to HDL-C [159]. AIP has 

been shown to exhibit a strong association and inverse correlation with the 

diameter of LDL-C particles, serving as an indirect indicator of small, low-

density lipoprotein (sdLDL) levels [160]. Thus, AIP may be a predictor of 

CAD. 

AIP = log (TG/ HDL-C) 

2.5.3.3. Castelli’s Risk Indexes (I & II) 

Castelli’s risk indexes (I & II) also called cardiac risk indexes) are two 

lipid ratios, the CRI-I is the ratio of TC to HDL-C, while the CRI-II is the 

ratio of LDL-C to HDL-C. They were reported by William Castelli, at the 

end of the past century [161]. 

CRI-I= TC/ HDL-C ratio 
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CRI-II = LDL-C / HDL-C ratio 

2.5.3.4. Cholesterol Index 

The cholesterol index (C-index) is a simple index that predicts the 

probability of developing CAD with greater accuracy than the other indices 

[162]. 

C- index= (LDL-C) – (HDL-C) 

2.5.4. Measurement of MIA3 using Sandwich-ELISA Technique: 

Principle 

This ELISA kit uses Sandwich-ELISA as a method. The Micro ELISA 

ribbon plate provided in this kit is pre-coated with an antibody specific to 

MIA3. Standards or samples are added to the appropriate wells of a 

Microelisa strip plate and combined with the specific antibody. A 

horseradish peroxidase (HRP)-conjugated antibody specific for MIA3 was 

then added to each well of a Microelisa strip plate and incubated. 

Complimentary components are washed. TMB substrate solution is added to 

each well. Only those wells containing HRP-conjugated MIA3 and MIA3 

antibodies will appear blue and then turn yellow after the addition of the stop 

solution. Optical density (OD) is measured in the optical spectrum at a 

wavelength of 450 nm. The OD value is proportional to the MIA3 

concentration. The concentration of MIA3 in the samples can be calculated 

by comparing the OD of the samples to the standard curve. 
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Table 2-9: Materials provided with the ELISA kit 

NO. Materials provided with the kit Volume & NO. 

1 Closure plate membrane 2 

2 Sealed bags 1 

3 Micro ELISA strip plate 1 

4 Standard：135 pg/ml 0.5ml×1 bottle 

5 Standard diluent 1.5ml×1 bottle 

6 HRP-Conjugate reagent 6ml×1 bottle 

7 Sample diluent 6ml×1 bottle 

8 Chromogen Solution A 6ml×1 bottle 

9 Chromogen Solution B 6ml×1 bottle 

10 Stop Solution (sulphuric acid) 6ml×1 bottle 

11 wash solution 20ml (30X) ×1bottle 

Procedure 

1. Dilution of Standards 

The standard was diluted in small tubes first, then pipette 50 µl from each 

tube onto a microplate, each tube using two wells, for a total of ten wells. 

120 pg/ml Standard No.1 300µl Original Standard + 150µl 

Standard diluents 

60 pg/ml Standard No.2 300µl Standard No.1 + 150µlStandard 

diluents 

30 pg/ml Standard No.3 150µl Standard No.2 + 150µl Standard 

diluent 

15 pg/ml  Standard No.4 150µl Standard No.3 + 150µl Standard 

diluent 

7.5 pg/ml  Standard No.5 150µl Standard No.4 + 150µl Standard 

diluent 
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2. In the Microelisa strip plate, the well was left empty as an empty control. 

In the sample wells, 40 sample buffers and 10 µl samples were added 

(dilution factor is 5). Samples should be loaded at the bottom without 

touching the well wall. Mix well with light shaking. 

3. Incubation: Incubated for 30 minutes at 37 °C after sealing with a lock 

plate. 

4. Dilution: Concentrated laundry detergent was diluted with distilled water 

(30 times for 96T and 20 times for 48T). 

5. Washing: The membrane of the sealing plate was carefully peeled off, 

aspirated, and then refilled with the washing solution. The wash solution 

was discarded after resting for 30 seconds. Then I repeated the washing 

process 5 times. 

6. 50 µl of HRP-conjugate reagent was added to each well except for the 

empty control well. 

7. Incubation is described in Step 3. 

8. Washing was done as described in step 5. 

9. Coloring: 50 µl Chromogen Solution A and 50 µl Chromogen Solution B 

were added to each well, mixed with gentle shaking, and incubated at 37℃ 

for 15 minutes. Please avoid light during coloring. 

10. Termination: 50 µl of stop solution was added to each well to terminate 

the reaction. The color of the well should change from blue to yellow. 
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11. The O.D. absorbance was read. at 450 nm using a microtiter plate reader. 

The OD value of the blank control well was set as zero. The assay should 

be performed within 15 minutes after the addition of the stop solution. 

Calculation 

In Figure (2-2), concentrations of standards, the corresponding OD 

values, and the linear regression equation of the standard curve were 

calculated. Additionally, according to the OD value of the samples, the 

concentration of the corresponding sample was calculated, and the best-fit 

line can be determined by regression analysis.  

 

Figure (2-2): Standard curve of Melanoma inhibitory activity 3 concentration 

(pg/ml). 

2.5.5. Measurement of E-Selectin by using Sandwich- ELISA 

Technique: 

* Principle and procedure are mentioned in melanoma inhibitory activity 3, 

section 2.5.4. 
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Calculation of Results 

As mentioned in 2.5.4. 

 

Figure (2-3): Standard curve of E-selectin concentration (pg/ml). 

2.5.6. Measurement of CETP by using Sandwich- ELISA Technique: 

* Principle and procedure are mentioned in melanoma inhibitory activity 3, 

section 2.5.4. 

Calculation of Results 

As mentioned in 2.5.4. 

 

Figure (2-4): Standard curve of Cholesteryl ester transfer protein concentration 

(ng/ml). 
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2.6. Statistical Analysis 

Information from the questionnaire and all test results from study 

group samples were entered into a data sheet. The data analysis for this work 

was generated using the Statistical Package for the Social Sciences software, 

version 22.0 (IBM, SPSS, Chicago, Illinois, USA). Values were illustrated 

by n (%) for categorical, Scale variables were presented by mean ± standard 

deviation for normal data. The distribution of the data was checked using the 

Shapiro-Wilk test as a numerical means of assessing normality. Biomarkers 

were compared using the one-way analysis of variance (ANOVA) was done 

to compare the means of different groups. Significant differences in 

categorical variables among the parameters were confirmed through 

analytical statistical tests. Results of all hypothesis tests with p-values ≤ 0.05 

(two-tail) were considered to be statistically significant. The optimal 

threshold with high specificity and sensitivity for critical cases was detected 

using receiver operating characteristic (ROC) analysis. It was found that all 

the values of P were two-sided, and a P ≤ 0.05 was considered to be 

statistically significant.
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3. Results 

 

3.1. Demographic Characteristics  

The demographic characteristics of patients and healthy control 

groups are summarized in Table 3-1. The age range of participants was 

between 41 and 70 years old, with 33.3% of patients in the 41-50 age group, 

35.0% in the 51-60 age group, and 31.7% in the 61-70 age group. Overall, 

the results indicate that most of the patient samples were overweight or 

obese. The medical history of the patients was collected through a self-

report questionnaire, revealing that approximately 36.7% have 

hypertension, 28.3% have a family history of the disease, and 90% have 

hypercholesterolemia. 

Table (3-1): Data sets according to different factors in patients and 

healthy control groups 

Factors 

Patients 

No.=120 

Healthy control 

No.=60 

No. (%) No. (%) 

Age group 

(41-50) 40 33.3% 15 25.0% 

(51-60) 42 35.0% 22 36.7% 

(61-70) 38 31.7% 23 38.3% 

BMI 

Normal 34 28.3% 60 00.0% 

Overweight 57 47.5% 0 0.0% 

Obese 29 24.2% 0 0.0% 

Family 

History 

No 86 71.7% 60 00.0% 

Yes 34 28.3% 0 0.0% 

HTN 
No 76 63.3% 60 00.0% 

Yes 44 36.7% 0 0.0% 

Hyper 

Cholesterolemia 

Yes 108 90.0% 0 0.0% 

No 12 10.0% 60 00.0% 

BMI: body mass index, HTN: hypertension 
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3.2. Examination of the data in the studied groups. 

3.2.1. Anthropometric Characteristics   

Table (3-2) and Figure (3-1) show the age of the stable angina group 

shows no significant differences compared to the other study groups (ACS 

and control) but ACS was a significant difference compared to the healthy 

control group. BMI and waist of patients show highly significant differences 

compared to the healthy control group. 

Table (3-2): Comparison between patient and control groups in Age, 

Waist, and BMI 

Groups 
Mean ± SD 

Age (year) Waist (cm) BMI (kg/m2) 

ACS 
57.82 

±8.00 a 

106.23 

±6.66 a 

27.40 

±3.75 a 

stable angina 
56.31 

±7.91 ab 

105.70 

±6.26 a 

28.90 

±4.11 a 

Healthy 

Control 

54.08 

±8.71 b 

96.85 

±11.82 b 

23.70 

±1.80 b 

P-value 0.106 0.001  0.001  

Using the Post Hoc test, the mean's vertically different in letters 

differ significantly, while the mean having (ab) did not significantly 

differ with other groups vertically. 

One-way ANOVA was significant at 0.05; SD: Standard deviation, S: Significant; 

BMI: Body mass index; ACS: Acute Coronary Syndrome 
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Figure (3-1): A, B, and C Comparison between patient and control groups in Age, 

Waist, and BMI. 

3.2.2. Comparison of Lipid Profile between patients and healthy 

groups. 

Table (3-3) and Figure (3-2) demonstrated the distribution of serum 

levels of the lipid profile in the patient's groups and the healthy control group. 

Patients were divided into two subgroups (ACS and stable angina). 
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Table (3-3): Comparison between patient and control groups in Lipid 

profile 

Groups 

Mean ± SD 

TC 

(mg/dl) 

TG 

(mg/dl) 

HDL-C 

(mg/dl) 

LDL-C 

(mg/dl) 

VLDL-C 

(mg/dl) 

ACS 
247.38 

±44.36 a 

221.29 

±82.93 a 

34.44 

±2.48 a 

170.58 

±39.97 a 

42.07 

±17.75 a 

stable 

angina 

241.03 

±39.29 a 

191.07 

±82.65 a 

35.03 

±3.14 a 

158.88 

±33.09 a 

39.65 

±16.77 a 

Healthy 

control 

176.50 

±14.50 b 

128.53 

±29.67 b 

53.85 

±7.52 b 

98.03 

±42.80 b 

21.70 

±5.76 b 

P-value 0.001 0.001 0.001 0.001 0.001 

Using the Post Hoc test, the mean's vertically different in letters 

differ significantly 

One-way ANOVA was significant at 0.05; SD: standard deviation, S: significant; 

ACS: Acute Coronary Syndrome, TC: Total Cholesterol, TG: Triglycerides, HDL-

C: High-Density Lipoprotein, LDL-C: Low-Density Lipoprotein, VLDL-C: Very 

Low-Density Lipoprotein 

Total cholesterol levels were increased markedly in patient groups 

(ACS and stable angina). The mean levels of cholesterol in the patient’s 

group were (247.38, and 241.03 mg/dl) respectively, while in the control 

group, the mean level of cholesterol was (176.50 mg/dl). on the other hand, 

TG in the patient’s groups was (221.29, and 191.07 mg/dl) compared to 

(128.53 mg/dl) in the healthy control group. The HDL-C was significantly 

decreased in patient groups compared to the control group. Furthermore, the 

mean differences in LDL-C were also examined, and results indicated that 

there was an increase in the LDL-C levels in patients compared to the healthy 

control group. The mean of LDL-C in the control group (98.03) mg/dl was 

significantly lower than in patient subgroups, (170.58, and 158.88 mg/dl) 

respectively. The VLDL-C was also measured and that showed increases 

markedly in patient groups compared to the control groups 
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Figure (3-2): A, B, C, D, and E comparison between patient and control groups in 

lipid profile 
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3.2.3. Distribution of Atherogenic Index  

Table (3-4) and Figure (3-3): The levels of AC in patient's groups 

(ACS and stable angina) were (6.24, and 5.99) respectively, and (2.33) in the 

healthy control group. Levels of AIP were (0.78, 0.69) respectively and 

(0.37) in the healthy control group. CR-I levels were (7.23, 6.99) while (3.33) 

in a healthy control group, and the levels for CR-II were (4.93, 4.87) and 

(1.84) in the control group. Finally, the levels of the C-index were 

significantly higher in-patient groups (134.24, 132.74) compared to the 

control group (43.09). 

Table (3-4): Comparison between patient and control groups in 

Atherogenic index 

Groups 
Mean ± SD 

AC AIP CR-I CR-II C-index 

ACS 
6.24 

±1.46 a 

0.78 

±0.17 a 

7.23 

±1.46 a 

4.93 

±1.24 a 

134.24 

±4.44 a 

stable 

angina 

5.99 

±1.56 a 

0.69 

±0.23 b 

6.99 

±1.56 a 

4.87 

±1.17 a 

132.74 

±32.37 a 

Healthy 

control 

2.33 

±0.49 b 

0.37 

±0.12 c 

3.33 

±0.49 b 

1.84 

±0.45 b 

43.09 

±19.40 b 

P-value 0.001 0.001 0.001 0.001 0.001 

Using the Post Hoc test, the mean's vertically different in letters 

differ significantly 

One-way ANOVA was significant at 0.05; SD: standard deviation, S: significant; 

ACS: Acute Coronary Syndrome, AC: Atherogenic Coefficient; AIP: Atherogenic 

Index of Plasma; CR-I, CR-II: Castelli’s Risk Indexes; C-index: Cholesterol Index 
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Figure (3-3): A, B, C, D, and E Comparison between patient and control groups in 

Atherogenic index 
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3.2.4. Distribution of MIA3, E-Selectin and CETP. 

These are shown in Table (3-5) and Figure (3-4) which consists of 

the means of MIA3, E-Selectin, and CETP respectively for the study groups 

(ACS, stable angina, and healthy control). 

Table (3-5): Comparison between patient and control groups in MIA3, 

E-Selectin, and CETP 

Groups 

Mean ± SD 

MIA3 

(pg/ml) 

E-Selectin 

(pg/ml) 

CETP 

(ng/ml) 

ACS 
65.89 

±12.55 a 

216.07 

±20.26 a 

17.53 

±8.26 a 

stable angina 
55.87 

±10.77 b 

188.42 

±37.10 b 

16.87 

±7.65 a 

Healthy 

control 

38.86 

±2.42 c 

179.74 

±53.14 b 

10.00 

±3.59 b 

P-value 0.001 0.0002 0.001 

Using the Post Hoc test, the mean's vertically different in letters 

differ significantly 

One-way ANOVA was significant at 0.05; SD: standard deviation, S: significant; 

ACS: Acute Coronary Syndrome, MIA3: Melanoma Inhibitory Activity protein 3, 

CETP: Cholesteryl Ester Transfer Protein 

A significantly higher level of MIA3 in patient groups (65.89 pg/ml), 

(55.87 pg/ml) respectively compared to the control group (38.86 pg/ml), the 

levels of MIA3 means a significant difference between patient groups (ACS 

and stable angina) with (65.89 pg/ml) and (55.87 pg/ml) respectively. 

A significant difference means levels of E-selectin between patient's 

groups (216.07 pg/ml), (188.42 pg/ml) respectively. A significantly higher 

level of E-selectin is noticed in ACS compared to the control group (216.07 

pg/ml, 179.74 pg/ml) respectively, the levels of E-Selectin had no significant 
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difference between stable angina in the control groups with (188.42 pg/ml) 

and (179.74 pg/ml) respectively. 

The CETP means for the study groups given in the same table show a 

significantly higher level of CETP in patient groups (17.53 ng/ml), (16.87 

ng/ml) respectively compared to the control group (10.00 ng/ml), but no 

significant difference is noticed within patient's groups. 

 

 

Figure (3-4): A, B, and C Comparison between patient and control groups in MIA3, 

E-Selectin, and CETP 
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3.3. Correlation between Biomarkers and studied parameters in patient 

groups. 

 

3.3.1. Correlation between MIA3 and parameters 

 The correlation between serum levels of MIA3 and biochemical 

parameters and anthropometric characteristics in patient groups is shown in 

Table 3-6. 

The results indicate a significant positive correlation between MIA3 levels 

and BMI (P=0.001), TC (P=0.009), LDL-C (P=0.017), AC (P=0.023), CR-

I (P=0.023), CR-II (P=0.041), C-index (P=0.029), and CETP (P=0.001) in 

the ACS group. Age, TG, HDL-C, VLDL-C, AIP, and E-Selectin show a 

non-significant positive correlation, while waist has a non-significant 

negative correlation. 

In the stable angina group, there is a significant positive correlation 

between serum MIA3 levels and age, waist, BMI, TC, TG, VLDL-C, AC, 

AIP, CR-I, CR-II, and C-index (P ≤ 0.0001) respectively. There is also a 

non-significant positive correlation with CETP. MIA3 shows a significant 

negative correlation with HDL-C (P ≤ 0.010). 
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Table (3-6): Correlation coefficient of MIA3 with other studied 

Parameters in patient groups 

Parameters 

MIA3 (pg/ml) 

 ACS stable angina 

r P-value r P-value 

Age, (year) 0.21 0.101 0.76** 0.0001 

Waist, (cm) -0.17 0.192 0.57** 0.0001 

BMI, (kg/m2) 0.41** 0.001 0.44* 0.0001 

TC, (mg/dl) 0.34** 0.009 0.69** 0.0001 

TG, (mg/dl) 0.20 0.121 0.64** 0.0001 

HDL-C, (mg/dl) 0.04 0.756 -0.50** 0.0001 

LDL-C, (mg/dl) 0.31* 0.017 0.33** 0.010 

VLDL-C, (mg/dl) 0.25 0.056 0.69** 0.0001 

AC 0.29* 0.023 0.68** 0.0001 

AIP 0.12 0.373 0.62** 0.0001 

CR-I 0.29* 0.023 0.68** 0.0001 

CR-II 0.26* 0.041 0.62** 0.0001 

C-index 0.28* 0.029 0.61** 0.0001 

E-Selectin, (pg/ml) 0.17 0.180 0.44* 0.0001 

CETP, (ng/ml) 0.43** 0.001 0.23 0.078 

r: Pearson correlation coefficient; **Correlation is significant at the 0.01 level, 

*Correlation is significant at the 0.05 level, - = negative; S: significant; BMI: Body 

mass index; MIA3: Melanoma Inhibitory Activity protein 3, CETP: Cholesteryl 

Ester Transfer Protein, TC: total cholesterol; TG: triglyceride; HDL-C: high-

density lipoprotein cholesterol; LDL-C: low-density lipoprotein cholesterol; 

VLDL-C: very low-density lipoprotein; AC: Atherogenic coefficient; AIP: 

Atherogenic index of plasma; CR-I, CR-II: Castelli's risk indexes; C-index: 

Cholesterol index 
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3.3.2 Correlation between E-Selectin and studied parameters.  

In Table (3-7), correlations of serum E-Selectin with biochemical 

parameters and anthropometric characteristics in patient groups are shown.  

The results of Table (3-7) revealed that in the ACS group, there was a 

non-significant positive correlation between the level of serum E-Selectin 

and Age, BMI, TC, TG, LDL-C, VLDL-C, AC, AIP, CR-I, CR-II, C-index, 

MIA3, and CETP levels, while HDL-C had a non-significant negative 

correlation with serum E-Selectin in patients of the ACS group. Waist had 

a significant negative correlation with E-selectin (P=0.049). 

In the stable angina group, there was a significant positive correlation 

between the level of E-Selectin with age (P=0.008), waist (P≤0.0001), BMI 

(P=0.005), TC (P=0.002), TG (P=0.014), VLDL-C (P=0.007), AC (P= 

0.005), AIP (P=0.010), CR-I (P=0.005), CR-II (P=0.009), C-index 

(P=0.006), and MIA3 (P˂0.0001).  LDL-C and CETP levels had a non-

significant positive correlation, while HDL-C had a non-significant positive 

correlation with serum E-Selectin in patients of the stable angina group. 
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Table (3-7): Correlation coefficient of E-selectin with other studied 

Parameters in patient groups. 

Parameters 

E-Selectin (pg/ml) 

ACS stable angina 

r P-value r P-value 

Age, (year) 0.15 0.253 0.34** 0.008 

Waist, (cm) -0.25* 0.049 0.47** 0.0001 

BMI, (kg/m2) 0.21 0.109 0.36** 0.005 

TC, (mg/dl) 0.22 0.09 0.40** 0.002 

TG, (mg/dl) 0.13 0.333 0.31* 0.014 

HDL-C, (mg/dl) -0.04 0.777 -0.16 0.233 

LDL-C, (mg/dl) 0.16 0.215 0.23 0.074 

VLDL-C, (mg/dl) 0.18 0.171 0.34** 0.007 

AC 0.20 0.122 0.35** 0.005 

AIP 0.10 0.429 0.33** 0.010 

CR-I 0.20 0.122 0.35** 0.005 

CR-II 0.19 0.148 0.33** 0.009 

C-index 0.19 0.137 0.35** 0.006 

MIA3, (pg/ml) 0.1 0.180 0.44** 0.0001 

CETP, (ng/ml) 0.27* 0.035 0.06 0. 658 

r: Pearson correlation coefficient; **Correlation is significant at the 0.01 level, 

*Correlation is significant at the 0.05 level, - = negative; S: significant; BMI: Body 

mass index; MIA3: Melanoma Inhibitory Activity protein 3, CETP: Cholesteryl 

Ester Transfer Protein, TC: total cholesterol; TG: triglyceride; HDL-C: high-density 

lipoprotein cholesterol; LDL-C: low-density lipoprotein cholesterol; VLDL-C: very 

low-density lipoprotein; AC: Atherogenic coefficient; AIP: Atherogenic index of 

plasma; CR-I, CR-II: Castelli's risk indexes; C-index: Cholesterol index 
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3.3.3. Correlation between CETP and studied parameters 

Correlations between CETP and biochemical parameters and 

anthropometric characteristics in patient groups are displayed in Tables 3-8. 

The results indicated a significant positive correlation between CETP 

levels and age (P=0.003), AC (P=0.048), AIP (P=0.034), CR-I (P=0.048), 

MIA3 (P=0.001), and E-Selectin (P=0.035) in the ACS group. BMI, TC, TG 

LDL-C, VLDL-C, CR-II, C-index, and showed non-significant positive 

correlations, while Waist and HDL-C showed a non-significant negative 

correlation. 

In the stable angina group, there was a significant positive correlation 

between CETP levels and age, TG, VLDL-C, and AIP at (P≤0.0001), and 

(AC, CR-I) at (P=0.018). Waist, BMI, TC, LDL-C, CR-II, C-index, MIA3, 

and E-Selectin showed non-significant positive correlations, while HDL-C 

showed a significant negative correlation (P=0.005). 
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Table (3-8): Correlation coefficient of CETP with other studied 

Parameters in patient groups. 

Parameters 

CETP (ng/ml) 

ACS stable angina 

r P-value r P-value  

Age, (year) 0.38** 0.003 0.52** 0.0001 

Waist, (cm) -0.06 0.624 0.17 0.199 

BMI, (kg/m2) 0.08 0.556 0.15 0.253 

TC, (mg/dl) 0.21 0.110 0.21 0.109 

TG, (mg/dl) 0.20 0.132 0.49** 0.0001 

HDL-C, (mg/dl) -0.22 0.09 -0.35** 0.005 

LDL-C, (mg/dl) 0.15 0.267 0.005 0.971 

VLDL-C, (mg/dl) 0.33 0.055 0.44** 0.0001 

AC 0.26* 0.048 0.30* 0.018 

AIP 0.27* 0.034 0.44** 0.0001 

CR-I 0.26* 0.048 0.30* 0.018 

CR-II 0.24 0.068 0.18 0.174 

C-index 0.18 0.177 0.08 0.547 

MIA3, (pg/ml) 0.43** 0.001 0.23 0.078 

E-Selectin, (pg/ml) 0.27* 0.035 0.06 0. 658 

r: Pearson correlation coefficient; **Correlation is significant at the 0.01 level, 

*Correlation is significant at the 0.05 level, - = negative; P : P value; S: significant; 

BMI: Body mass index; MIA3: Melanoma Inhibitory Activity protein 3, CETP: 

Cholesteryl Ester Transfer Protein, TC: total cholesterol; TG: triglyceride; HDL-C: 

high-density lipoprotein cholesterol; LDL-C: low-density lipoprotein cholesterol; 

VLDL-C: very low-density lipoprotein; AC: Atherogenic coefficient; AIP: 

Atherogenic index of plasma; CR-I, CR-II: Castelli's risk indexes; C-index: 

Cholesterol index 
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3.4. Receiver operating characteristic (ROC)  

ROC curve and AUC analysis were performed for MIA3, E-Selectin, 

and CETP in the patient groups. The results of the receiver operating curve 

(ROC) and AUC analysis as a diagnostic parameter showed that MIA3 has 

good performance. The data was presented in Table 3-9 and Table 3-10. 

Table (3-9): Area under the curve (AUC), Cut-off point, sensitivity, and 

specificity of MIA3, E-Selectin, and CETP obtained by ROC curve in 

patients with ACS. 

Parameters Cut-off Sensitivity Specificity AUC P-value 95% CI 

MIA3 

(pg/ml) 
≥ 50.80 %97 %88 0.957 0.0001 0.919 0.995 

E-Selectin 

(pg/ml) 
≥197.37 %85 %70 0.768 0.0001 0.673 0.863 

CETP 

(ng/ml) 
≥11.86 %68 %73 0.767 0.0001 0.666 0.868 

In the ACS group, MIA3 had the highest AUC with a value of 0.957 [ 

95% CI (confidence interval) =0.919 – 0.995, Sensitivity = %97, 

Specificity= %88, Cut-off point = 50.80 pg/ml]. E-Selectin had an AUC of 

0.768 [95%CI (confidence interval) = 0.673-0.863, sensitivity= %85, 

Specificity = %70, Cut-off point = 197.37 pg/ml]. CETP had an AUC of 

0.767 [95%CI (confidence interval) = 0.666-0.868, sensitivity = %68, 

Specificity = %73, Cut-off point = 11.86 ng/ml].  
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Figure (3-5): Receiver Operating Characteristic (ROC) curve of serum MIA3, E-

Selectin, and CETP levels as discriminators of patients with ACS. 

Table (3-10): Area under the curve (AUC), Cut-off point, sensitivity, and 

specificity of MIA3, E-Selectin, and CETP obtained by ROC curve in 

patients with stable angina. 

Parameters Cut-off Sensitivity Specificity AUC P-value 95% CI 

MIA3 

(pg/ml) 
≥44.29 %92 %70 0.859 0.0001 0.780 0.939 

E-Selectin 

(pg/ml) 
≥174.94 %73 %52 0.596 0.161 0.475 0.716 

CETP 

(ng/ml) 
≥11.86 %73 %73 0.773 0.0001 0.662 0.885 
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In the stable angina group, the AUC of MIA3 was 0.859 (95% CI = 

0.780-0.939, Sensitivity = %92, Specificity = %70, Cut-off point = 44.29 

pg/ml). For E-Selectin, it was 0.596 (95% CI = 0.475-0.716, Sensitivity = 

%73, Specificity = %52, Cut-off point = 174.94 pg/ml), and for CETP, it was 

0.773 (95% CI = 0.662-0.885, Sensitivity = %73, Specificity =%73, Cut-off 

point = 11.86 ng/ml). 

 

 

Figure (3-6): Receiver Operating Characteristic (ROC) curve of serum MIA3, E-

Selectin, and CETP levels as discriminators of patients with stable angina. 
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4. Discussion 

4.1. Demographic and anthropometric characteristics  

In the present study, it was noticed that most patients were in the age 

groups 51–61 (35.0%) and 61–70 (35.6%). Age is a strong non-modifiable 

risk factor for (CAD) including stroke, MI, and peripheral arterial 

disease[163]. The prevalence of CAD increases with age, regardless of 

gender, in both biological men and women[164]. Age is a significant 

independent risk factor for CAD due to the increased likelihood of having 

any additional cardiac risk factors, such as diabetes and obesity [165]. 

Numerous variables, including elevated oxidative stress, inflammation, 

apoptosis, and general cardiac degradation and degeneration, have been 

linked to the high frequency of CAD in this population. Additionally, age is 

linked to a higher risk of diabetes, obesity, and frailty [166, 167]. 

In the current study, it was noticed that a large percentage of patients 

were overweight (45.0%) and obese (30.0%). In previous reports, 26% of 

adults worldwide are overweight (body mass index [BMI] 25–29.9 kg/m2) 

and 13% are obese (BMI ≥30 kg/m2) [168]. Obesity has been recognized as 

an independent risk factor for coronary artery disease (CAD) [169]. In a large 

multicenter registry of patients without known CAD disease undergoing 

computed tomography (CT) coronary angiography, BMI was independently 

associated with the presence of any CAD and obstructive CAD [170]. 

Obesity is also associated with a clustering of other risk factors for CAD, 

such as diabetes mellitus (DM), hyperlipidemia, and hypertension (HTN) 

[171]. Although previous studies strongly suggest that obesity promotes 

CAD, the association between BMI and age of presentation with 

symptomatic CAD is not well understood [172]. 
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By measuring the waist for patients and healthy control groups, this 

study showed that most patients suffer from central obesity in the abdominal 

area compared to healthy controls. Some studies reported that the association 

between BMI and CAD was similar to measures of central obesity. Greater 

central obesity is associated with systemic inflammation, which directly 

contributes to CAD risk [173]. Hence, measures that account for the 

accumulation of excess abdominal fat would report stronger associations and 

are desirable for assessing adiposity [174]. The addition of central obesity 

measures to BMI has also been shown to improve the accuracy of stratifying 

participants into lower and higher risk categories for mortality Hypertension 

(HTN) is an established risk factor for cardiovascular disease (CVD) [175]. 

In the current study, 36.7% of patients have hypertension. Moreover, 

patients with HTN have an increased risk of cardiovascular mortality 

compared with patients who do not have the condition [176]. Current 

evidence suggests that hypertension, via increased oxidant stress, damages 

the endothelium [177]. This evokes several responses that disrupt the balance 

between processes such as constriction/dilation, 

proliferation/antiproliferation, thrombosis/antithrombosis, and 

fibrinolysis/antifibrinolysis [178]. These consequences of endothelial 

dysfunction may lead to transient ischemia (through hypoperfusion) or 

ischemia-related adverse outcomes (coronary thrombosis, sudden death) 

[178]. Also, the percentage of patients with coronary arteries who have a 

family history of the disease was 28.3%. The study refers to a family history 

of CAD as an independent long-term risk factor for CAD, indicating a 

genetic predisposition for CAD beyond the heritability of traditional risk 

factors [179]. 
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4.2. Serum lipid Profile and atherogenic index 

In this study, the results indicated that the levels of lipid profiles were 

elevated in patient groups (ACS and stable angina). The obese and CAD 

groups showed a dyslipidemic profile compared to the healthy control group, 

as shown in Table (3-3) and Fig (3–2). 

A previous study indicated that Jordanian patients with CAD have 

higher cholesterol, LDL-C, and triglyceride levels and lower HDL-C levels 

than the control group, which comes from other studies [180]. 

Hyperlipidemia remains the strongest risk factor for CAD Abnormalities in 

the lipid profile, specifically hypertriglyceridemia and low levels of HDL-C, 

are a strong predisposing issue for many diseases, including obesity, 

diabetes, and cardiovascular diseases [181]. Despite some controversy, 

elevated levels of triglycerides, fasting as well as nonfasting, also appear to 

be an independent risk factor for CAD [182]. Evidence from epidemiologic 

studies suggests that the co-occurrence of low HDL-C and elevated 

triglyceride levels is a strong risk factor for CAD [181]. while post hoc 

analyses of several studies have shown that patients with low HDL-C and 

elevated triglycerides have the highest rate of major coronary events [183]. 

Whether an increased level of small, dense LDL-C represents an independent 

risk factor remains somewhat controversial, it is associated with an increase 

in CAD risk [184]. Serum cholesterol is an established CAD risk factor in 

Europeans as well as Asians Elevated levels of plasma LDL-C are major 

CAD risk factors, as therapy with LDL-C drugs has reduced CAD risk, and 

the reduction is proportional to a decrease in LDL-C levels [185, 186]. 

As expected, already established, obesity and CAD risk factors had a 

high prevalence in the patients in the current study as well. It was clear that 

the lipid profile of patients was more atherogenic, and patients exhibited a 
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significantly higher prevalence of CAD risk compared to age- and sex-

matched controls. The findings are from other studies carried out in other 

developed countries[184]. 

Hypercholesterolemia, either genetic or acquired, is an independent 

CAD risk factor. It is estimated that 56% of total heart diseases may be due 

to hypercholesterolemia (> 200 mg/dl) alone [187]. Many authors have 

reported lipid levels to be similar among Asian and Western countries and 

attributed the increased risk of CAD to insulin resistance and central obesity 

[184]. 

The ratio of  TC/HDL-C (the atherogenic coefficient) is considered to 

be a sensitive predictor of cardiovascular disease risk, especially if the values 

are ≥6 [188]. In our study, the TC/HDL-C ratio is significantly higher than 

controls, and the values are elevated or equal to this cutoff. In the USA, 

however, the TC/HDL-C ratio above 5 is considered to be atherogenic. 

In the current study, increased TG concentrations were consistently 

accompanied by low HDL-C concentrations. Further lowering in HDL-C 

concentration results from its conversion by hepatic lipase into smaller 

particles, which are rapidly cleared from plasma, resulting in VLDL-C 

particles forming cholesteryl ester-depleted, small, dense LDL-C particles 

that are taken up by arterial wall macrophages, causing atherogenesis [184]. 

The current study gives basic information about dyslipidemia in the 

obese and CAD populations in Kerbala and can be helpful in advanced 

research about lipid profiles and establishing a correlation between lipid 

profile parameters and dyslipidemia-associated abnormalities in the Iraqi 

population. 
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4.3. Serum Melanoma inhibitory activity protein 3 level 

The results of this study showed a significant increase in MIA3 levels 

in both groups of patients (ACS and stable angina) compared to the control 

group (mean = 65.89, 55.87, and 38.86 pg/ml, respectively) with a P-value 

of 0.0001, as described in Table (3-5) and Fig (3-4). 

The present study is considered the first to investigate MIA3 levels in 

the circulation and its relationship to coronary artery disease, whether acute 

or chronic. The current data demonstrated a high serum MIA3 levels may be 

associated with the risk of developing CAD and may be an independent 

marker for its diagnosis, but more research is needed to determine whether 

other confounding factors influence its high levels. 

It has also been reported that inhibition of MIA3 in the injured arteries 

can prevent postangioplasty restenosis, supporting a potential role for MIA3 

and its target genes in a variety of proliferative vascular diseases. These 

findings may have extensive implications for the treatment of occlusive 

vascular diseases [119]. 

The reasons for the increase in MIA3 levels may be related to previous 

studies genome-wide association studies have found a link between elevated 

coronary artery disease susceptibility and particular SNPs within the genome 

that play a role in combination with other established CAD risk factors, but 

the exact mechanism remains unknown [119, 189]. Atherosclerosis is one of 

the key pathophysiological causes of CAD, according to clinical observation 

[190]. In a meta-analysis, on the other hand, Xiuchun Li et al. presented 

evidence of a case-control association in the Chinese Han population with 

2503 CAD patients and 2920 controls. Their report suggested a significant 

association of the SNP rs17465637 in MIA3 with CAD (p-value = 0.01, 
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OR = 1.11), with rigorous confirmation by follow-up meta-analyses in five 

admixed Asian populations with 7263 CAD cases and 8347 controls for 

CAD. Highly significant relationships were reported between the SNP 

rs17465637 and CAD in the populations from Asia (p-value = 4.97 *10¯5, 

OR = 1.11). These data are strong supporters of the reality that the SNP 

rs17465637 in MIA3 populations in Asia confers a substantive risk of CAD 

[191]. Luo, Chunyan, et al., Their study they conducted in 2017, Confirmed 

the expression of the MIA3 gene in coronary artery disease leads to 

accelerated disease progression, which is consistent with our results [121]. 

MIA3 protein is an evolutionarily conserved endoplasmic reticulum-

resident transmembrane protein and is required for the export of collagen VII 

from the endoplasmic reticulum is encoded by the TANGO gene referred to 

later (MIA3)[192]. Moreover, TANGO can supposedly influence an increase 

in the risk of CAD via inflammatory procedures [113]. The critical function 

of the inflammatory modes of action in forming atheroma is supported by 

copious data, This process involves leukocyte mobilization and the pivotal 

participation of proinflammatory cytokines in the primary phase of 

atherogenesis [193, 194]. Endothelial cells are activated for inflammation, 

followed by the entry of monocytes and other leukocytes into the atheroma 

[195]. After transmigration, monocytes are differentiated into macrophages, 

forming the fatty streak that primarily indicates atherosclerosis in the arterial 

intima [196]. Thus, atherosclerosis is driven by inflammation, eventually 

triggering thrombotic plaque consequences, often causing myocardial 

infarction (MI) and CAD [197].  

In a prior study that demonstrated the relationship between VSMC and 

CAD, it was shown that MIA3 is a novel regulator that promotes 

proliferation and migration during neointimal formation [119]. VSMCs are 
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the major cell types of medial layer arteries and play a pivotal role in 

regulating the remodeling process of the vessel wall [198]. Subsequent 

excess proliferation and migration result in an accumulation of synthetic 

SMCs in the stented artery, which contributes to in-stent restenosis [199]. 

Thus, inhibiting the proliferation and migration of intravascular SMC is the 

predominant therapeutic strategy to prevent the excessive formation of 

neointima [200]. Knockdown of MIA3 reduces proliferation and migration 

of SMC. In contrast, MIA3 overexpression promoted VSMC migration and 

proliferation. VSMCs are a significant source of chemokines and cytokines ، 

and found that knockdown MIA3 in VSMC decreased IL-1β, IL18, CCL7, 

and CxCL8 expression. The knockdown of MIA3 results indicated that 

proliferation and migration, which are the critical cellular events in vascular 

neointimal lesion formation, were regulated, at least in part, by MIA3 [119]. 

The results of these studies provide clear evidence of the involvement 

of MIA3 in CAD and support the findings of the present study 

4.4. Serum E-selectin level 

The results showed an increased level of E-Selectin in patient groups, as 

described in Table (3-5) and Fig (3-4).  

The current study showed that E-selectin was elevated means of levels 

was higher in both groups of patients compared with controls (ACS, 216.07 

± 20.26 pg/ml; stable angina, 188.42 ± 37.10 pg/ml; controls, 179.74 ± 53.14 

pg/ml; one-way ANOVA, P = 0.0002), but there was no significant 

difference between patients with stable angina and healthy control groups. It 

may be that soluble E-selectin exacerbates symptoms in inflammatory 

disease through the activation of β2 integrins, and modulation of leukocyte 

movement [201]. 
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Expression of E-selectin can be induced by de novo synthesis on the 

endothelium, peaking within 2–6 hours in response to inflammatory stimuli, 

including IL-1, lipopolysaccharide, or TNF-α, and subsiding to basal levels 

within 10–24 hours [202], this supports the results shown by this study. 

Smyła, W., et al., showed in their study that the serine/arginine-128 

polymorphism in E-selectin was associated with a greater risk for early 

severe atherosclerosis and was the reason for incorrect recognition of 

heparin. A role for E-selectin in atherosclerosis [203]. 

Prior human studies on E-selectin concentrations in cardiovascular 

disorders have been conducted. E-selectin is a cell adhesion molecule that 

mediates leukocyte adhesion to vessel walls in response to inflammation. E-

selectin enables rolling in monocytes, neutrophils, effector T cells, B cells, 

and natural killer cells [124]. Recruiting these cells, especially pentrax 

monocytes, begins the formation of atherosclerotic plaques [203]. E-selectin 

is expressed on the vascular endothelium and is responsible for the adhesion 

and transendothelial migration of circulating leukocytes [204]. E-selectin is 

important and unique because it is expressed only by endothelial cells of the 

intima associated with atherosclerotic lesions. The circulating level of the 

soluble form of E-selectin reflects its endothelial expression and indicates 

the presence of systemic inflammation and, consequently, endothelial 

activation [203]. Elevation of E-selectin is considered a specific marker of 

endothelial activation reactive protein and dysfunction [205]. 

Prior studies have indicated that many adhesion molecules are 

increased in the presence of chronic and acute atherosclerotic conditions. 

Thus, the elevation of serum E-selectin is considered to be a specific marker 

of endothelial activation. Inflammation appears to play an important role 

throughout all stages of atherosclerosis and has recently been implicated in 
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the pathogenesis of ACS-induced plaque rupture [206]. In the present study, 

in keeping with this background, we have demonstrated that serum E-

selectin levels are increased in the presence of clinically relevant 

atherosclerosis. Histologically, it is very difficult to detect such a small 

number of cells using conventional histopathology. A biologically relevant 

increase in the number of E-selectin-positive cells would still be difficult to 

detect histologically, whereas an elevation in serum E-selectin may be more 

relevant [207]. Furthermore, serum E-selectin appears to be a very sensitive 

marker of endothelial activation, given the fact that it produces elevated 

preclinical conditions such as dyslipidemia, decreasing rapidly following 

aggressive treatment with cholesterol-lowering drugs [208]. 

4.5. Serum Cholesteryl ester transfer protein level 

The current study showed a significant increase in serum CETP levels 

in coronary artery disease patients for both groups (ACS and stable angina) 

compared to its levels in the healthy group, as revealed in Table (3-5) and 

Fig (3-4). 

The increased level of serum CETP protein may be returned to the role 

of CETP as a key plasma glycoprotein that is primarily produced by the liver 

and affects circulating HDL-C levels by transporting esterified cholesterol 

from HDL-C to APO-B-containing particles instead of receiving 

triglycerides [209]. CETP promotes the exchange of neutral lipids between 

HDL-C and non-HDL-C lipoproteins, consisting of lipoprotein particles 

containing apolipoprotein B100 (apoB100) [210]. The non-HDL-C 

lipoproteins include VLDL-C, their remnants, and LDL-C particles, all of 

which are pro-atherogenic [211]. The net effect is a mass transport of 

cholesteryl esters (CE) from HDL-C to VLDL-C and LDL-C, with a reverse 

movement of triglycerides (TG) to HDL-C [212]. This neutral lipid transfer 
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is most commonly believed to occur by a conformational change in CETP 

upon CE binding, leading to the formation of a continuous tunnel across 

CETP through which CE and TG transfers occur [213]. Indirectly, esterified 

cholesterol is transported to VLDL-C and LDL-C lipoproteins by the action 

of cholesteryl ester transfer protein (CETP) and finally to endocytosis by 

liver cells [209]. As a result of the above CETP-mediated process, the overall 

effect of CETP inhibition should be to increase HDL-Cholesterol (HDL-C) 

levels and, conversely, to decrease the cholesterol. In more detail, it mediates 

the transport of CE from HDL-C to VLDL-C/chylomicrons and TG from 

VLDL-C/chylomicrons to HDL-C and low-density lipoproteins (LDL-C), 

thus regulating HDL-C plasma levels [214]. 

Additionally, in this study, there was an inverse relationship between 

CETP and HDL-C (ACS, r = -0.25; P= 0.09; stable angina, r = -0.35**; 

P=0.005). Giammanco, A., et al., in the Honolulu Heart Program, examined 

3469 Japanese male subjects, carriers of two different CETP gene mutations, 

and were evaluated for correlations between CETP deficiency, HDL-C 

levels, and cardiovascular diseases [215]. It was found that male 

heterozygous carriers of CETP gene mutations with low or slightly increased 

HDL-C levels (1.0–1.6 mmol/l) exhibited a higher cardiovascular risk than 

non-carriers matched for gender and HDL-C levels [216]. On the other hand, 

males with considerably elevated HDL-C levels (>1.6 mmol/l), regardless of 

their CETP gene status, had a low frequency of cardiovascular disease 

(coronary heart disease) [217]. Furthermore, analysis of cardiovascular 

outcomes in a Japanese cohort of 19,044 males and 29,487 females showed 

that subjects with both markedly elevated and mild-to-moderate HDL-C 

levels experienced fewer cardiovascular diseases independently of the status 

of the CETP gene mutation carrier. that according to Japanese 

epidemiological data, 27.6% of Japanese subjects with HDL-C > 60 mg/dl 



Chapter Four                                                                              Discussion 

75 

 

and 31.4%–32.5% of those with HDL-C > 80 mg/dl are carriers of CETP 

gene mutations [215]. The lack of CETP activity is responsible for the 

accumulation of CE in HDL-Cs that becomes larger (>11 nm); on the other 

hand, LDL-C levels tend to be low, and LDL-C particles are rich in 

triglycerides and polydisperse with a subpopulation of small LDL-Cs [218].   

The evidence of an inverse association between CETP and HDL-C 

activity, along with a direct association between HDL-C deficiency and 

increased susceptibility to atherosclerosis, In the direct pathway, HDL-C 

binds to liver receptors (SR-BI), and fat enters the liver cells [219]. Through 

participation in the RCT route, cholesterol homeostasis in the body is 

maintained by cholesteryl ester transfer protein (CETP). As a result of this 

transfer, APO-B-containing particles that are atherogenic increase and HDL-

C levels decrease. In some studies, there have been reports of declining levels 

of high-density lipoprotein cholesterol (HDL-C) and a raised risk of CAD 

caused by the elevated activity of the CETP [113]. This supports the findings 

of our study 

In addition, there is an additional hypothesis (but not alternative) that 

high CETP concentrations may promote atherogenesis by impairing other 

HDL-C beneficial functions (e.g., antioxidant and anti-inflammatory) [220].  

Colombo, G.I., et al., found the reduction in CETP activity and the 

increase in HDL-C levels induced by using CETP inhibitors are paralleled 

by a significant increase in the CETP concentration. Such an increased CETP 

concentration may have a potential pro-atherogenic effect outweighing the 

atheroprotective function of high HDL-C levels [221]. Therefore, reducing 

both the CETP concentration and activity could be a promising anti-

atherosclerotic strategy, as has been reported for CETP antisense 

oligonucleotide inhibitors, Raising HDL-C using cholesteryl ester transfer 
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protein (CETP) inhibitors failed to show a clinically relevant risk reduction 

of cardiovascular disease in clinical trials, inviting reconsideration of the role 

of CETP and HDL-C in human physiology [222]. 

Even though CETP deficiency is associated with high HDL-C and 

decreased LDL-C, its role in atherosclerotic cardiovascular diseases has been 

controversial [223]. 
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Conclusions  

1. Elevated MIA3 Levels: Serum MIA3 is identified as an independent 

diagnostic marker for ACS, due to its role in promoting monocyte 

migration and smooth muscle cell proliferation. 

2. Diagnostic Marker E-selectin: Elevated E-selectin serves as a diagnostic 

marker for activated endothelial, which is crucial in the initiation and 

progression of atherosclerosis. 

3. CETP as a Predictive Indicator: High levels of serum CETP in the stable 

angina group can predict the risk of developing CAD by impacting HDL-

C concentrations and increasing LDL-C and VLDL-C levels. 
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Recommendations 

The present study has some recommendations: 

1. It's necessary to study serum CETP activity, which is a more reliable 

measure of CE transport than the CETP concentration. 

2. It is recommended to study MIA3 and CETP gene variants, which might 

have compromised the possibility of better evaluating the relationship 

between them and atherosclerosis.  

3. It is not excluded that there is a residual confounding effect due to 

additional variables (e.g., socio-environmental and behavioral factors) 

beyond those included in the multivariable analyses cannot be excluded.  

4. It's necessary to investigate serum MIA3 and E-selectin with diabetic 

complications, renal diseases, cancer, and other metabolic diseases. 

5. Further studies are needed to answer whether an increase in plasma HDL-

C levels following a reduction in CETP mass and activity could prevent 

atherosclerosis progression and related cardiovascular events.



 

 

 

 

 

 

References 

 



                                                                                                    References 

79 

 

References 

1. Shao, C., et al., Coronary artery disease: from mechanism to clinical 

practice. Coronary Artery Disease: Therapeutics and Drug Discovery, 

2020: p. 1-36. 

2. Pagliaro, B.R., et al., Myocardial ischemia and coronary disease in 

heart failure. Heart Failure Reviews, 2020. 25(1): p. 53-65. 

3. El Khoudary, S.R., et al., Menopause transition and cardiovascular 

disease risk: implications for timing of early prevention: a scientific 

statement from the American Heart Association. Circulation, 2020. 

142(25): p. e506-e532. 

4. Han, K., et al., Correlations of degree of coronary artery stenosis with 

blood lipid, CRP, Hcy, GGT, SCD36 and fibrinogen levels in elderly 

patients with coronary heart disease. Eur Rev Med Pharmacol Sci, 

2019. 23(21): p. 9582-9589. 

5. Muhammad, Y., et al., Early and accurate detection and diagnosis of 

heart disease using intelligent computational model. Scientific 

reports, 2020. 10(1): p. 19747. 

6. Sederholm, M., L. Erhardt, and A. Sjögren, Continuous 

vectorcardiography in acute myocardial infarction. Natural course of 

ST and QRS vectors. Int J Cardiol, 1983. 4(1): p. 53-63. 

7. Fihn, S.D., et al., 2012 ACCF/AHA/ACP/AATS/PCNA/SCAI/STS 

guideline for the diagnosis and management of patients with stable 

ischemic heart disease: a report of the American College of 

Cardiology Foundation/American Heart Association task force on 

practice guidelines, and the American College of Physicians, 

American Association for Thoracic Surgery, Preventive 

Cardiovascular Nurses Association, Society for Cardiovascular 

Angiography and Interventions, and Society of Thoracic Surgeons. 

Circulation, 2012. 126(25): p. e354-e471. 

8. Singh, S., et al., Expatiating the role of angiogenesis, inflammation, 

and oxidative stress in angina pectoris: A state-of-the-art on the drug 

delivery approaches, in Targeting Angiogenesis, Inflammation, and 

Oxidative Stress in Chronic Diseases. 2024, Elsevier. p. 191-214. 

9. Joseph, N.M., L. Ramamoorthy, and S. Satheesh, Atypical 

manifestations of women presenting with myocardial infarction at 



                                                                                                    References 

 

80 

 

tertiary health care center: an analytical study. Journal of Mid-life 

Health, 2021. 12(3): p. 219. 

10. Kotajärvi, J., et al., Correlation of the disease-specific Canadian 

Cardiovascular Society (CCS) classification and health-related 

quality of life (15D) in coronary artery disease patients. PloS one, 

2022. 17(4): p. e0266101. 

11. Kimura, K., et al., JCS 2018 guideline on diagnosis and treatment of 

acute coronary syndrome. Circulation Journal, 2019. 83(5): p. 1085-

1196. 

12. McGarry, M. and C.L. Shenvi, Identification of acute coronary 

syndrome in the elderly. Emergency Medicine Clinics, 2021. 39(2): p. 

339-346. 

13. Meyers, H.P., et al., Accuracy of OMI ECG findings versus STEMI 

criteria for diagnosis of acute coronary occlusion myocardial 

infarction. IJC Heart & Vasculature, 2021. 33: p. 100767. 

14. Hermiz, C. and Y.R. Sedhai, Angina. 2023: StatPearls Publishing, 

Treasure Island (FL). 

15. Kristensen, A.M.D., et al., Unstable angina as a component of 

primary composite endpoints in clinical cardiovascular trials: pros 

and cons. Cardiology, 2022. 147(3): p. 235-247. 

16. Song, B., et al., Inflammatory factors driving atherosclerotic plaque 

progression new insights. Journal of Translational Internal Medicine, 

2022. 10(1): p. 36-47. 

17. Khan, N., et al., Analysis of Heart Treatment and Its Impact on 

Socioeconomic Conditions on the World Community. Available at 

SSRN 3727588, 2020. 

18. Bhowmik, D., B. Das, and A. Dutta, Angina pectories-a 

comprehensive review of clinical features, differential diagnosis, and 

remedies. Elixir Pharmacy, 2011. 40: p. 5125-5130. 

19. Thomas, J. and M. Malawade, Knowledge And Awareness Of 

Breathing Exercise In Dyspnea Condition Patients. Journal of 

Pharmaceutical Negative Results, 2022: p. 10622-10626. 



                                                                                                    References 

 

81 

 

20. Nweze, C.C., E.W. Nebechukwu, and M.Y. Bawa, Dietary fiber and 

risk of coronary heart diseases. GSC Advanced Research and 

Reviews, 2021. 9(3): p. 001-009. 

21. Majidi, M., et al., Are women more susceptible to ischemic heart 

disease compared to men? A literature overview. Journal of geriatric 

cardiology: JGC, 2021. 18(4): p. 289. 

22. Lloyd-Jones, D.M., et al., Parental cardiovascular disease as a risk 

factor for cardiovascular disease in middle-aged adults: a prospective 

study of parents and offspring. Jama, 2004. 291(18): p. 2204-2211. 

23. Yen, F.-S., et al., Diabetes, hypertension, and cardiovascular disease 

development. Journal of Translational Medicine, 2022. 20(1): p. 1-12. 

24. Bays, H.E., et al., Ten things to know about ten cardiovascular disease 

risk factors. American journal of preventive cardiology, 2021. 5: p. 

100149. 

25. Balla, N.P., To Evaluate the Cardiac Risk Factors in Prehypertensive 

Individuals and their Management with Constitutional Homoeopathic 

Remedies. 2020, Rajiv Gandhi University of Health Sciences (India). 

26. Hajar, R., Risk Factors for Coronary Artery Disease: Historical 

Perspectives. Heart Views, 2017. 18(3): p. 109-114. 

27. Duncan, M.S., et al., Inclusion of smoking data in cardiovascular 

disease risk estimation. JAMA cardiology, 2022. 7(2): p. 195-203. 

28. Gallucci, G., et al., Cardiovascular risk of smoking and benefits of 

smoking cessation. Journal of thoracic disease, 2020. 12(7): p. 3866. 

29. Kannel, W.B. and D.L. McGee, Diabetes and cardiovascular disease: 

the Framingham study. Jama, 1979. 241(19): p. 2035-2038. 

30. Ciraci, E., K. Ak, and S. Tetik, Evaluation of thrombinantithrombin 

complex in patients with type-II diabetic coronary artery disease. 

IJBCS, 2020. 9(2): p. 46-56. 

31. de Ritter, R., et al., Sex differences in the risk of vascular disease 

associated with diabetes. Biology of sex Differences, 2020. 11(1): p. 

1-11. 



                                                                                                    References 

 

82 

 

32. Myers, J., et al., The impact of moving more, physical activity, and 

cardiorespiratory fitness: Why we should strive to measure and 

improve fitness. Progress in cardiovascular diseases, 2021. 64: p. 77-

82. 

33. Lippi, G. and F. Sanchis-Gomar, An estimation of the worldwide 

epidemiologic burden of physical inactivity-related ischemic heart 

disease. Cardiovascular Drugs and Therapy, 2020. 34: p. 133-137. 

34. DiPietro, L., et al., Advancing the global physical activity agenda: 

recommendations for future research by the 2020 WHO physical 

activity and sedentary behavior guidelines development group. 

International Journal of Behavioral Nutrition and Physical Activity, 

2020. 17(1): p. 1-11. 

35. Chetambath, R., Obesity, Obstructive Sleep Apnoea, and Metabolic 

Syndrome: The Fatal Association. Indian Practitioner, 2021. 74(6). 

36. Chait, A. and L.J. Den Hartigh, Adipose tissue distribution, 

inflammation and its metabolic consequences, including diabetes and 

cardiovascular disease. Frontiers in cardiovascular medicine, 2020. 7: 

p. 22. 

37. Meyer, J.F., et al., Associations between body mass index and height 

during childhood and adolescence and the risk of coronary heart 

disease in adulthood: a systematic review and meta‐analysis. Obesity 

Reviews, 2021. 22(9): p. e13276. 

38. Chan, R.S. and J. Woo, Prevention of overweight and obesity: how 

effective is the current public health approach. International journal 

of environmental research and public health, 2010. 7(3): p. 765-783. 

39. Nestel, P.J. and T.A. Mori, Dietary patterns, dietary nutrients and 

cardiovascular disease. Reviews in Cardiovascular Medicine, 2022. 

23(1): p. 17. 

40. van der Meer, R.E. and A.H. Maas, The role of mental stress in 

ischaemia with no obstructive coronary artery disease and coronary 

vasomotor disorders. European Cardiology Review, 2021. 16. 

41. Ouda, H.A.A., Serum Levels and Role of Von Willebrand Factor Gene 

Polymorphism in Pathogenesis of ST-Elevation Myocardial Infarction 



                                                                                                    References 

 

83 

 

in Iraqi Patients and its Relations with ADAMTS13 Levels, in 

Department of Biochemistry. 2021 University of Kerbala. 

42. Cipollone, F., M.L. Fazia, and A. Mezzetti. Oxidative stress, 

inflammation and atherosclerotic plaque development. in 

International Congress Series. 2007. Elsevier. 

43. Collins, T. and M.I. Cybulsky, NF-κB: pivotal mediator or innocent 

bystander in atherogenesis? The Journal of clinical investigation, 

2001. 107(3): p. 255-264. 

44. Tsoupras, A., R. Lordan, and I. Zabetakis, Inflammation and 

cardiovascular diseases, in The impact of nutrition and statins on 

cardiovascular diseases. 2019, Elsevier. p. 53-117. 

45. Libby, P. and P. Theroux, Pathophysiology of coronary artery 

disease. Circulation, 2005. 111(25): p. 3481-3488. 

46. Libby, P. and P. Theroux, Basic Science for Clinicians. Circulation, 

2005. 

47. Mittal, B., et al., Matrix metalloproteinases in coronary artery 

disease. Advances in clinical chemistry, 2014. 64: p. 1-72. 

48. Kashirskikh, D.A., et al., A novel insight into the nature of modified 

low-density lipoproteins and their role in atherosclerosis. 2023. 

49. Alfaddagh, A., et al., Inflammation and cardiovascular disease: From 

mechanisms to therapeutics. American journal of preventive 

cardiology, 2020. 4: p. 100130. 

50. Akers, E.J., S.J. Nicholls, and B.A. Di Bartolo, Plaque calcification: 

do lipoproteins have a role? Arteriosclerosis, thrombosis, and 

vascular biology, 2019. 39(10): p. 1902-1910. 

51. Li, M., et al., Programmed cell death in atherosclerosis and vascular 

calcification. Cell Death & Disease, 2022. 13(5): p. 467. 

52. Döring, Y., P. Libby, and O. Soehnlein, Neutrophil extracellular traps 

participate in cardiovascular diseases: recent experimental and 

clinical insights. Circulation research, 2020. 126(9): p. 1228-1241. 

53. Huseynov, A., et al., Novel Aspects Targeting Platelets in 

Atherosclerotic Cardiovascular Disease—A Translational 



                                                                                                    References 

 

84 

 

Perspective. International Journal of Molecular Sciences, 2023. 24(7): 

p. 6280. 

54. Bentzon, J.F., et al., Mechanisms of plaque formation and rupture. 

Circulation research, 2014. 114(12): p. 1852-1866. 

55. Wang, L. and C. Tang, Targeting Platelet in Atherosclerosis Plaque 

Formation: Current Knowledge and Future Perspectives. Int J Mol 

Sci, 2020. 21(24). 

56. Truong, C., Fibrinogen-Conjugated Gold-Coated Magnetite 

Nanoparticles for Targeting Activated Platelets in a Whole Blood 

System. 2020, The University of Wisconsin-Milwaukee. 

57. Bonafiglia, Q.A., M. Bendeck, and A.I. Gotlieb, Vascular 

Pathobiology: Atherosclerosis and Large Vessel Disease, in 

Cardiovascular Pathology. 2022, Elsevier. p. 265-306. 

58. Libby, P., et al., Inflammation, immunity, and infection in 

atherothrombosis: JACC review topic of the week. Journal of the 

American College of Cardiology, 2018. 72(17): p. 2071-2081. 

59. Kleinbongard, P. and G. Heusch, A fresh look at coronary 

microembolization. Nat Rev Cardiol, 2022. 19(4): p. 265-280. 

60. Heusch, G., et al., Coronary microembolization: from bedside to 

bench and back to bedside. Circulation, 2009. 120(18): p. 1822-1836. 

61. Amen, S.O., et al., Prevalence of the most frequent risk factors in Iraqi 

patients with acute myocardial infarction. Med J Babylon, 2020. 

17(1): p. 6-18. 

62. Hamid, H.J. and S.J. Bakey. CARDIAC INPATIENTS'KNOWLEDGE 

ABOUT CORONARY ARTERY DISEASES. in Obstetrics and 

Gynaecology Forum. 2024. 

63. Teich, M.C., et al., Heart rate variability: measures and models. 

Nonlinear Biomedical Signal Processing: Dynamic Analysis and 

Modeling, 2000. 2: p. 159-213. 

64. Steeds, R.P., et al., Stress echocardiography in coronary artery 

disease: a practical guideline from the British Society of 

Echocardiography. Echo Research & Practice, 2019. 6(2): p. G17-

G33. 



                                                                                                    References 

 

85 

 

65. Cwikiel, J., et al., High-sensitive cardiac Troponin T and exercise 

stress test for evaluation of angiographically significant coronary 

disease. International Journal of Cardiology, 2019. 287: p. 1-6. 

66. Ha, E.T., et al., Positive Nuclear Stress Test After STEMI: Importance 

of Invasive Physiologic Assessment and Acetylcholine Testing. 

Cardiovascular Interventions, 2023. 

67. Pontone, G., et al., Incremental diagnostic value of stress computed 

tomography myocardial perfusion with whole-heart coverage CT 

scanner in intermediate-to high-risk symptomatic patients suspected 

of coronary artery disease. JACC: Cardiovascular Imaging, 2019. 

12(2): p. 338-349. 

68. Al-Hijji, M.A., et al., Safety and risk of major complications with 

diagnostic cardiac catheterization. Circulation: Cardiovascular 

Interventions, 2019. 12(7): p. e007791. 

69. Zokaei, A. and M. Ghahramani, Effects of exercise training intensity 

on plasma levels of creatinine kinas after a myocardial infarction in 

male wistar rats. Journal of Clinical Research in Paramedical 

Sciences, 2021. 10(1). 

70. Del Franco, A., et al., Creatine deficiency and heart failure. Heart 

Failure Reviews, 2021: p. 1-12. 

71. Wallimann, T., M. Tokarska-Schlattner, and U. Schlattner, The 

creatine kinase system and pleiotropic effects of creatine. Amino 

acids, 2011. 40: p. 1271-96. 

72. Kim, S.Y., et al., Cardiac biomarkers and detection methods for 

myocardial infarction. Molecular & Cellular Toxicology, 2022. 18(4): 

p. 443-455. 

73. Barp, A., et al., Circulating biomarkers in neuromuscular disorders: 

what is known, what is new. Biomolecules, 2021. 11(8): p. 1246. 

74. Li, C., et al., Comparative studies of the expression of creatine kinase 

isoforms under immune stress in Pelodiscus sinensis. International 

journal of biological macromolecules, 2020. 162: p. 11-23. 



                                                                                                    References 

 

86 

 

75. Beignon, F., et al., The multiple facets of mitochondrial regulations 

controlling cellular thermogenesis. Cellular and Molecular Life 

Sciences, 2022. 79(10): p. 525. 

76. Parsanathan, R. and S.K. Jain, Novel invasive and noninvasive 

cardiac-specific biomarkers in obesity and cardiovascular diseases. 

Metabolic syndrome and related disorders, 2020. 18(1): p. 10-30. 

77. Vogel, P., et al., Polyphenols benefits of olive leaf (Olea europaea L) 

to human health. Nutrición hospitalaria, 2015. 31(3): p. 1427-1433. 

78. Omran, F., et al., Cardiovascular biomarkers: lessons of the past and 

prospects for the future. International Journal of Molecular Sciences, 

2022. 23(10): p. 5680. 

79. Komarova, N., et al., Aptamers Targeting Cardiac Biomarkers as an 

Analytical Tool for the Diagnostics of Cardiovascular Diseases: A 

Review. Biomedicines, 2022. 10(5): p. 1085. 

80. Maghamiour, N. and N. Safaie, High Creatine Kinase (CK)-MB and 

Lactate Dehydrogenase in the Absence of Myocardial Injury or 

Infarction: A Case Report. J Cardiovasc Thorac Res, 2014. 6(1): p. 

69-70. 

81. Sevrieva, I.R., et al., Cardiac myosin regulatory light chain kinase 

modulates cardiac contractility by phosphorylating both myosin 

regulatory light chain and troponin I. Journal of Biological 

Chemistry, 2020. 295(14): p. 4398-4410. 

82. Hof, D. and A. von Eckardstein, High-sensitivity troponin assays in 

clinical diagnostics of acute coronary syndrome. Calcium-Binding 

Proteins of the EF-Hand Superfamily: From Basics to Medical 

Applications, 2019: p. 645-662. 

83. Lazar, D.R., et al., High-sensitivity troponin: a review on 

characteristics, assessment, and clinical implications. Disease 

Markers, 2022. 2022. 

84. Rayani, K., et al., The effect of magnesium on calcium binding to 

cardiac troponin C related hypertrophic cardiomyopathy mutants. 

bioRxiv, 2021: p. 2021.05. 12.443789. 



                                                                                                    References 

 

87 

 

85. Pavadai, E., et al., Modulation of cardiac thin filament structure by 

phosphorylated troponin-I analyzed by protein-protein docking and 

molecular dynamics simulation. Archives of Biochemistry and 

Biophysics, 2022. 725: p. 109282. 

86. Younga, B.D., et al., Physiologically relevant free Ca2+ ion 

concentrations regulate STRA6-calmodulin complex formation via the 

BP2 region of STRA6. J Mol Biol, 2021. 433(22): p. 167272. 

87. Connelly, A., I.N. Findlay, and C.J. Coats, Measurement of troponin 

in cardiomyopathies. Cardiogenetics, 2016. 6(1): p. 6306. 

88. Tobacman, L.S., Troponin revealed: uncovering the structure of the 

thin filament on-off switch in striated muscle. Biophysical Journal, 

2021. 120(1): p. 1-9. 

89. Chaulin, A.M., The importance of cardiac troponin metabolism in the 

laboratory diagnosis of myocardial infarction (comprehensive 

review). BioMed Research International, 2022. 2022. 

90. Marston, S. and J.E. Zamora, Troponin structure and function: a view 

of recent progress. Journal of muscle research and cell motility, 2020. 

41: p. 71-89. 

91. van de Locht, M., et al., Troponin variants in congenital myopathies: 

how they affect skeletal muscle mechanics. International Journal of 

Molecular Sciences, 2021. 22(17): p. 9187. 

92. Karpicheva, O.E., et al., Molecular Mechanisms of Deregulation of 

Muscle Contractility Caused by the R168H Mutation in TPM3 and Its 

Attenuation by Therapeutic Agents. International Journal of Molecular 

Sciences, 2023. 24(6): p. 5829. 

93. Filatov, V., et al., Troponin: structure, properties, and mechanism of 

functioning. Biochemistry c/c of Biokhimiia, 1999. 64: p. 969-985. 

94. Babuin, L. and A.S. Jaffe, Troponin: the biomarker of choice for the 

detection of cardiac injury. Cmaj, 2005. 173(10): p. 1191-202. 

95. Ahmed, N. and S.S. Tirimzi, Troponin I And Its Clinical Significance. 

Avicenna Journal of Medical Sciences, 2022. 2(1). 

96. Danesh, S., A. Sabzghabaei, and H. Hatamabadi, Evaluation of the 

Relationship between Serum Troponin Levels and the Incidence of 



                                                                                                    References 

 

88 

 

Cardiac Complications in Patients with Unstable Angina and 

Myocardial Infarction. NVEO-NATURAL VOLATILES & 

ESSENTIAL OILS Journal| NVEO, 2021: p. 13050-13058. 

97. Chaulin, A.M., Cardiac troponins: current information on the main 

analytical characteristics of determination methods and new 

diagnostic possibilities. Medwave, 2021. 21(11): p. e8498. 

98. Ertan, C., et al., Vasospastic myocardial infarction: An even rarer 

occurrence of a rare entity. World J Emerg Med, 2017. 8(1): p. 68-70. 

99. Agewall, S., et al., Troponin elevation in coronary vs. non-coronary 

disease. European heart journal, 2011. 32(4): p. 404-411. 

100. Bruni, C. and L. Ross, Cardiac involvement in systemic sclerosis: 

Getting to the heart of the matter. Best Practice & Research Clinical 

Rheumatology, 2021. 35(3): p. 101668. 

101. Ciarambino, T., et al., Cardiomyopathies: an overview. International 

journal of molecular sciences, 2021. 22(14): p. 7722. 

102. Nordenswan, H.-K., et al., Incidence of sudden cardiac death and life-

threatening arrhythmias in clinically manifest cardiac sarcoidosis 

with and without current indications for an implantable cardioverter 

defibrillator. Circulation, 2022. 146(13): p. 964-975. 

103. Malik, J., et al., Post-cardiac injury syndrome: an evidence-based 

approach to diagnosis and treatment. American Heart Journal Plus: 

Cardiology Research and Practice, 2021. 12: p. 100068. 

104. McCaughey, J. and D.J. Stephens, ER-to-Golgi transport: a sizeable 

problem. Trends in cell biology, 2019. 29(12): p. 940-953. 

105. McCaughey, J., et al., A general role for TANGO1, encoded by MIA3, 

in secretory pathway organization and function. Journal of Cell 

Science, 2021. 134(17): p. jcs259075. 

106. Raote, I., et al., TANGO1 builds a machine for collagen export by 

recruiting and spatially organizing COPII, tethers and membranes. 

Elife, 2018. 7: p. e32723. 

107. Du, Q., et al., Exosomal miR-30a and miR-222 derived from colon 

cancer mesenchymal stem cells promote the tumorigenicity of colon 



                                                                                                    References 

 

89 

 

cancer through targeting MIA3. Journal of Gastrointestinal Oncology, 

2021. 12(1): p. 52. 

108. Wieder, R., Fibroblasts as Turned Agents in Cancer Progression. 

Cancers, 2023. 15(7): p. 2014. 

109. Takabe, P., et al., The impact of hyaluronan on tumor progression in 

cutaneous melanoma. Frontiers in Oncology, 2022. 11: p. 5978. 

110. Schmidt, J. and A.K. Bosserhoff, Processing of MIA protein during 

melanoma cell migration. International journal of cancer, 2009. 

125(7): p. 1587-1594. 

111. Chen, Z. and H. Schunkert, Genetics of coronary artery disease in the 

post‐GWAS era. Journal of Internal Medicine, 2021. 290(5): p. 980-

992. 

112. Khwaja, B., F.G. Thankam, and D.K. Agrawal, Mitochondrial 

DAMPs and altered mitochondrial dynamics in OxLDL burden in 

atherosclerosis. Molecular and Cellular Biochemistry, 2021. 476: p. 

1915-1928. 

113. Rayat, S., et al., Association study between polymorphisms in MIA3, 

SELE, SMAD3 and CETP genes and coronary artery disease in an 

Iranian population. BMC Cardiovascular Disorders, 2022. 22(1): p. 

298. 

114. García-Bermúdez, M., et al., Association study of MIA3 rs17465637 

polymorphism with cardiovascular disease in rheumatoid arthritis 

patients. DNA and Cell Biology, 2012. 31(8): p. 1412-1417. 

115. Mauersberger, C., et al., Where the Action Is—Leukocyte Recruitment 

in Atherosclerosis. Frontiers in Cardiovascular Medicine, 2022. 8: p. 

2091. 

116. Spadaccio, C., et al., Preventing treatment failures in coronary artery 

disease: what can we learn from the biology of in-stent restenosis, vein 

graft failure, and internal thoracic arteries? Cardiovascular Research, 

2020. 116(3): p. 505-519. 

117. Ebert, M.L., et al., Animal models of neointimal hyperplasia and 

restenosis: species-specific differences and implications for 



                                                                                                    References 

 

90 

 

translational research. Basic to Translational Science, 2021. 6(11): p. 

900-917. 

118. Grootaert, M.O. and M.R. Bennett, Vascular smooth muscle cells in 

atherosclerosis: time for a re-assessment. Cardiovascular Research, 

2021. 117(11): p. 2326-2339. 

119. Lei, Y., et al., MIA SH3 Domain ER Export Factor 3 Deficiency 

Prevents Neointimal Formation by Restoring BAT-Like PVAT and 

Decreasing VSMC Proliferation and Migration. Frontiers in 

Endocrinology, 2021. 12: p. 748216. 

120. Man, J., et al., TANGO1 interacts with NRTN to promote 

hepatocellular carcinoma progression by regulating the 

PI3K/AKT/mTOR signaling pathway. Biochemical Pharmacology, 

2023. 213: p. 115615. 

121. Luo, C., et al., Identification of a molecular signaling gene-gene 

regulatory network between GWAS susceptibility genes ADTRP and 

MIA3/TANGO1 for coronary artery disease. Biochimica et 

Biophysica Acta (BBA)-Molecular Basis of Disease, 2017. 1863(6): 

p. 1640-1653. 

122. van Zwol, W., et al., VLDL Biogenesis and Secretion: it takes a 

village. Circulation Research, 2024. 134(2): p. 226-244. 

123. Santos, A.J., et al., TANGO1 and Mia2/cTAGE5 (TALI) cooperate to 

export bulky pre-chylomicrons/VLDLs from the endoplasmic 

reticulum. Journal of Cell Biology, 2016. 213(3): p. 343-354. 

124. Selvaraj, C., et al., Immunological insights of selectins in human 

disease mechanism. Advances in protein chemistry and structural 

biology, 2022. 129: p. 163-188. 

125. Hu, Z., et al., Insights into Selectin Inhibitor Design from Endogenous 

Isomeric Ligands of SLea and SLex. Journal of Chemical Information 

and Modeling, 2021. 61(12): p. 6085-6093. 

126. Cappenberg, A., M. Kardell, and A. Zarbock, Selectin-mediated 

signaling—Shedding light on the regulation of integrin activity in 

neutrophils. Cells, 2022. 11(8): p. 1310. 



                                                                                                    References 

 

91 

 

127. McEver, R.P., Selectins: initiators of leucocyte adhesion and 

signalling at the vascular wall. Cardiovascular research, 2015. 107(3): 

p. 331-339. 

128. Tvaroška, I., C. Selvaraj, and J. Koča, Selectins—the two Dr. Jekyll 

and Mr. Hyde faces of adhesion molecules—a review. Molecules, 

2020. 25(12): p. 2835. 

129. Kappelmayer, J. and B. Nagy, The interaction of selectins and PSGL-

1 as a key component in thrombus formation and cancer progression. 

BioMed research international, 2017. 2017. 

130. Jubeli, E., et al., E-selectin as a target for drug delivery and molecular 

imaging. Journal of controlled release, 2012. 158(2): p. 194-206. 

131. Noo, N.A.M., et al., Monocytic microparticles enhance 

proinflammatory cytokine secretion by monocytes and activate 

endothelial cells. Biomedical Research and Therapy, 2022. 9(6): p. 

5121-5129. 

132. Yeini, E. and R. Satchi-Fainaro, The role of P-selectin in cancer-

associated thrombosis and beyond. Thrombosis Research, 2022. 213: 

p. S22-S28. 

133. Spertini, C., et al., Acute myeloid and lymphoblastic leukemia cell 

interactions with endothelial selectins: critical role of PSGL-1, CD44 

and CD43. Cancers, 2019. 11(9): p. 1253. 

134. Babar, G., et al., Assessment of biomarkers of inflammation and 

premature atherosclerosis in adolescents with type-1 diabetes 

mellitus. Journal of Pediatric Endocrinology and Metabolism, 2019. 

32(2): p. 109-113. 

135. Ebady, R., Contributions of the B. burgdorferi Vascular Adhesin 

BBK32 and Endothelial Surface Receptors to Mechanical 

Stabilization of Bacterial–Vascular Interactions. 2020: University of 

Toronto (Canada). 

136. Muller, W.A., Leukocyte-endothelial cell interactions in the 

inflammatory response. Laboratory investigation, 2002. 82(5): p. 521-

534. 



                                                                                                    References 

 

92 

 

137. Silva, M., P. Videira, and R. Sackstein, E-Selectin Ligands in the 

Human Mononuclear Phagocyte System: Implications for Infection, 

Inflammation, and Immunotherapy. Frontiers in Immunology, 2018. 

8: p. 1878. 

138. De Geest, B. and M. Mishra, Impact of high-density lipoproteins on 

sepsis. International journal of molecular sciences, 2022. 23(21): p. 

12965. 

139. Hamilton, J.A. and R.J. Deckelbaum, Crystal structure of CETP: new 

hopes for raising HDL to decrease risk of cardiovascular disease? 

Nature Structural & Molecular Biology, 2007. 14(2): p. 95-97. 

140. Argudo, P.G., A. Maestro, and E. Guzmán, Fluid interfaces as models 

for the study of lipid-based films with biophysical relevance. Coatings, 

2023. 13(9): p. 1560. 

141. Plochberger, B., et al., Lipoprotein particles interact with membranes 

and transfer their cargo without receptors. Biochemistry, 2020. 

59(45): p. 4421-4428. 

142. LJ, B., Crystal structure of human BPI and two bound phospholipids 

at 2, 4 angstrom resolution. Science, 1997. 276: p. 1861-1864. 

143. Andraski, A.B., et al., Understanding HDL Metabolism and Biology 

Through In Vivo Tracer Kinetics. Arteriosclerosis, Thrombosis, and 

Vascular Biology, 2024. 44(1): p. 76-88. 

144. Deepika, G., et al., Serum Esterified Cholesterol Subfractions as A 

Risk Marker for Coronary Artery Disease. International Journal of 

Health Sciences, 2022(I): p. 6156-6165. 

145. Cho, K.-H., High-density lipoproteins as biomarkers and therapeutic 

tools. Impacts of Lifestyle, Diseases, and Environmental Stressors on 

HDL; Springer: Berlin/Heidelberg, Germany, 2019. 1. 

146. Oliveira, H.C. and H.F. Raposo, Cholesteryl Ester transfer protein 

and lipid metabolism and cardiovascular diseases. Lipid transfer in 

lipoprotein metabolism and cardiovascular disease, 2020: p. 15-25. 

147. Norwitz, N.G., et al., The Lipid Energy Model: reimagining 

lipoprotein function in the context of carbohydrate-restricted diets. 

Metabolites, 2022. 12(5): p. 460. 



                                                                                                    References 

 

93 

 

148. Barter, P.J., et al., Cholesteryl ester transfer protein: a novel target 

for raising HDL and inhibiting atherosclerosis. Arteriosclerosis, 

thrombosis, and vascular biology, 2003. 23(2): p. 160-167. 

149. Ellis, K.J., S.A. Abrams, and W.W. Wong, Monitoring childhood 

obesity: assessment of the weight/height2 index. American journal of 

epidemiology, 1999. 150(9): p. 939-946. 

150. Mohseni, S., Relationship Between Admission Body Mass Index 

(BMI), Nutritional-Inflammatory Biomarkers, and In-Hospital 

Outcomes among Hospitalized COVID-19 Patients. 2023, University 

of Toronto (Canada). 

151. Bishop, M.L., Clinical chemistry: Principles, techniques, and 

correlations, enhanced edition: Principles, techniques, and 

correlations. 2020: Jones & Bartlett Learning. 

152. Trinder, P., Enzymatic methods for glucose determination. Ann Clin 

Biochem, 1969. 6: p. 24-26. 

153. Kaplan, L. and A. Pesce, Clinical Chemistry Theory, Analysis, and 

Correlation, CV Mosby, St. Louis, MO, 1989. 

154. Fossati, P. and L. Prencipe, Serum triglycerides determined 

colorimetrically with an enzyme that produces hydrogen peroxide. 

Clinical chemistry, 1982. 28(10): p. 2077-2080. 

155. Mulinge, M., Comparison of Direct and Precipitation Methods for 

Estimation of Major Serum Lipoproteins in Hypertensive Patients. 

2018, JKUAT. 

156. Warner, E.A. and A.H. Herold, Chapter 15 - Interpreting Laboratory 

Tests, in Textbook of Family Medicine (Eighth Edition), R.E. Rakel 

and D.P. Rakel, Editors. 2012, W.B. Saunders: Philadelphia. p. 176-

204. 

157. Jain, A., To evaluate the atherogenic index of plasma, non-HDL 

cholesterol, and other cardiac indices as potential risk factors for 

cardiovascular disease in individuals with type II diabetes. Journal of 

Advanced Medical and Dental Sciences Research, 2021. 9(8). 



                                                                                                    References 

 

94 

 

158. Wang, T.J., Assessing the role of circulating, genetic, and imaging 

biomarkers in cardiovascular risk prediction. Circulation, 2011. 

123(5): p. 551-565. 

159. Preethi, S., A study of atherogenic index of plasma in male acute 

coronary syndrome patients with normal serum lipid profile. 2018. 

160. Si, Y., et al., Atherogenic index of plasma, triglyceride-glucose index 

and monocyte-to-lymphocyte ratio for predicting subclinical coronary 

artery disease. The American Journal of the Medical Sciences, 2021. 

362(3): p. 285-290. 

161. Hubert, H.B., et al., Obesity as an independent risk factor for 

cardiovascular disease: a 26-year follow-up of participants in the 

Framingham Heart Study. Circulation, 1983. 67(5): p. 968-977. 

162. Chen, S.-C., et al., Association between preoperative nutritional status 

and clinical outcomes of patients with coronary artery disease 

undergoing percutaneous coronary intervention. Nutrients, 2020. 

12(5): p. 1295. 

163. Dos Santos, C.C.L., et al., The Influence of Sex, Age, and Race on 

Coronary Artery Disease: A Narrative Review. Cureus, 2023. 15(10). 

164. Haider, A., et al., Sex and gender in cardiovascular medicine: 

presentation and outcomes of acute coronary syndrome. European 

heart journal, 2020. 41(13): p. 1328-1336. 

165. Sattartabar, B., et al., Sex and age difference in risk factor distribution, 

trend, and long-term outcome of patients undergoing isolated 

coronary artery bypass graft surgery. BMC Cardiovascular 

Disorders, 2021. 21(1): p. 1-10. 

166. Izzo, C., et al., The role of oxidative stress in cardiovascular aging 

and cardiovascular diseases. Life, 2021. 11(1): p. 60. 

167. Yuan, L., M. Chang, and J. Wang, Abdominal obesity, body mass 

index and the risk of frailty in community-dwelling older adults: a 

systematic review and meta-analysis. Age and ageing, 2021. 50(4): p. 

1118-1128. 



                                                                                                    References 

 

95 

 

168. Seidell, J.C., Worldwide prevalence of obesity in adults. Handbook of 

Obesity: Epidemiology, Etiology, and Physiopathology, 2014. 1: p. 

47. 

169. Azab, M., et al., Are risk factors for coronary artery disease different 

in persons with and without obesity? Metabolic syndrome and related 

disorders, 2018. 16(8): p. 440-445. 

170. Labounty, T.M., et al., Body mass index and the prevalence, severity, 

and risk of coronary artery disease: an international multicentre study 

of 13 874 patients. European Heart Journal–Cardiovascular Imaging, 

2013. 14(5): p. 456-463. 

171. Bays, H.E., Ten things to know about ten cardiovascular disease risk 

factors (“ASPC Top Ten–2020”). American journal of preventive 

cardiology, 2020. 1: p. 100003. 

172. Atique, S.M., et al., Association between body mass index and age of 

presentation with symptomatic coronary artery disease. Clinical 

Cardiology, 2016. 39(11): p. 653-657. 

173. Wang, Z. and T. Nakayama, Inflammation, a link between obesity and 

cardiovascular disease. Mediators of inflammation, 2010. 2010. 

174. Cornier, M.-A., et al., Assessing adiposity: a scientific statement from 

the American Heart Association. Circulation, 2011. 124(18): p. 1996-

2019. 

175. Coutinho, T., et al., Combining body mass index with measures of 

central obesity in the assessment of mortality in subjects with 

coronary disease: role of “normal weight central obesity”. Journal of 

the American College of Cardiology, 2013. 61(5): p. 553-560. 

176. Huang, Y., et al., White-coat hypertension is a risk factor for 

cardiovascular diseases and total mortality. Journal of hypertension, 

2017. 35(4): p. 677. 

177. Sinha, N. and P. Kumar Dabla, Oxidative stress and antioxidants in 

hypertension–a current review. Current hypertension reviews, 2015. 

11(2): p. 132-142. 

178. Pepine, C.J., Systemic hypertension and coronary artery disease. The 

American journal of cardiology, 1998. 82(3): p. 21-24. 



                                                                                                    References 

 

96 

 

179. Hindieh, W., et al., Association between family history, a genetic risk 

score, and severity of coronary artery disease in patients with 

premature acute coronary syndromes. Arteriosclerosis, Thrombosis, 

and Vascular Biology, 2016. 36(6): p. 1286-1292. 

180. Jarab, A.S., et al., Lipid control and its associated factors among 

patients with dyslipidaemia in Jordan. International Journal of 

Clinical Practice, 2021. 75(5): p. e14000. 

181. Shahid, S.U., Shabana, and A. Rehman, Predictive value of plasma 

lipid levels for coronary artery disease (CAD). Biologia, 2020. 75: p. 

1455-1463. 

182. Reiner, Ž., Hypertriglyceridaemia and risk of coronary artery disease. 

Nature Reviews Cardiology, 2017. 14(7): p. 401-411. 

183. Caselli, C., et al., Triglycerides and low HDL cholesterol predict 

coronary heart disease risk in patients with stable angina. Scientific 

Reports, 2021. 11(1): p. 20714. 

184. Shabana, S.U. Shahid, and S. Sarwar, The abnormal lipid profile in 

obesity and coronary heart disease (CHD) in Pakistani subjects. 

Lipids in health and disease, 2020. 19: p. 1-7. 

185. Saeed, A., et al., Dyslipidemia and cardiovascular disease prevention 

in south asians: a review and discussion of causes, challenges and 

management strategies. Current Diabetes Reviews, 2021. 17(9): p. 74-

86. 

186. Koskinas, K., F. Mach, and L. Räber, Lipid-lowering therapy and 

percutaneous coronary interventions: Lipid-lowering therapy and 

PCI. EuroIntervention, 2021. 16(17): p. 1389. 

187. Aronow, W.S. and W.H. Frishman, Management of 

hypercholesterolemia in older persons for the prevention of 

cardiovascular disease. Cardiology in Review, 2010. 18(3): p. 132-

140. 

188. Hamzeh, B., et al., Visceral adiposity index and atherogenic index of 

plasma as useful predictors of risk of cardiovascular diseases: 

evidence from a cohort study in Iran. Lipids in health and disease, 

2021. 20(1): p. 1-10. 



                                                                                                    References 

 

97 

 

189. Erdmann, J., P. Linsel-Nitschke, and H. Schunkert, Genetic basis of 

myocardial infarction: novel insights from genome-wide association 

studies. Current Cardiovascular Risk Reports, 2009. 3(6): p. 426-433. 

190. Pasterkamp, G., H.M. Den Ruijter, and P. Libby, Temporal shifts in 

clinical presentation and underlying mechanisms of atherosclerotic 

disease. Nature Reviews Cardiology, 2017. 14(1): p. 21-29. 

191. Li, X., et al., Meta-analysis identifies robust association between SNP 

rs17465637 in MIA3 on chromosome 1q41 and coronary artery 

disease. Atherosclerosis, 2013. 231(1): p. 136-140. 

192. Wilson, D.G., et al., Global defects in collagen secretion in a 

Mia3/TANGO1 knockout mouse. Journal of Cell Biology, 2011. 

193(5): p. 935-951. 

193. Libby, P., Inflammation in atherosclerosis—no longer a theory. 

Clinical chemistry, 2021. 67(1): p. 131-142. 

194. Ramji, D.P. and T.S. Davies, Cytokines in atherosclerosis: Key 

players in all stages of disease and promising therapeutic targets. 

Cytokine & growth factor reviews, 2015. 26(6): p. 673-685. 

195. Sluiter, T.J., et al., Endothelial barrier function and leukocyte 

transmigration in atherosclerosis. Biomedicines, 2021. 9(4): p. 328. 

196. Lorey, M.B., K. Öörni, and P.T. Kovanen, Modified lipoproteins 

induce arterial wall inflammation during atherogenesis. Frontiers in 

cardiovascular medicine, 2022. 9: p. 841545. 

197. Libby, P., Inflammation during the life cycle of the atherosclerotic 

plaque. Cardiovascular Research, 2021. 117(13): p. 2525-2536. 

198. Méndez-Barbero, N., C. Gutiérrez-Muñoz, and L.M. Blanco-Colio, 

Cellular crosstalk between endothelial and smooth muscle cells in 

vascular wall remodeling. International Journal of Molecular 

Sciences, 2021. 22(14): p. 7284. 

199. Maleknia, M., et al., Inflammatory growth factors and in-stent 

restenosis: Effect of cytokines and growth factors. SN Comprehensive 

Clinical Medicine, 2020. 2: p. 397-407. 



                                                                                                    References 

 

98 

 

200. Dong, Z.-f., et al., Role of smooth muscle progenitor cells in vascular 

mechanical injury and repair. Medicine in Novel Technology and 

Devices, 2022. 16: p. 100178. 

201. Barthel, S.R., et al., Targeting selectins and selectin ligands in 

inflammation and cancer. Expert opinion on therapeutic targets, 2007. 

11(11): p. 1473-1491. 

202. Del Zoppo, G., et al., Inflammation and stroke: putative role for 

cytokines, adhesion molecules and iNOS in brain response to 

ischemia. Brain pathology, 2000. 10(1): p. 95-112. 

203. Smyła, W., et al., Serum pentraxin and E-selectin levels are associated 

with outcomes in patients with acute myocardial infarction who 

undergo percutaneous coronary intervention. Medical Research 

Journal, 2023. 8(4): p. 306-311. 

204. Calabriso, N., et al., Epigenetic mechanisms in vascular 

inflammation: modulation of endothelial adhesion molecules and 

endothelium-leukocyte adhesion. Frontiers in Bioscience-Landmark, 

2023. 28(9): p. 194. 

205. Manuel Gomez, J., et al., Elevation of E-selectin concentrations may 

correlate with potential endothelial dysfunction in individuals with 

hypopituitarism during therapy with growth hormone. Current 

Neurovascular Research, 2007. 4(1): p. 55-62. 

206. Omar, A.-S.I.A., Evaluation of pathogenicity-related oxidative stress 

biomarkers as well as clinical characteristics, management, and 

outcomes in acute coronary syndrome. 2022. 

207. Matera, M.G., et al., Classes of drugs that target the cellular 

components of inflammation under clinical development for COPD. 

Expert Review of Clinical Pharmacology, 2021. 14(8): p. 1015-1027. 

208. Martelli, A., V. Citi, and V. Calderone, Recent efforts in drug 

discovery on vascular inflammation and consequent atherosclerosis. 

Expert Opinion on Drug Discovery, 2021. 16(4): p. 411-427. 

209. Zhang, Q., Y. Ke, and H. Hong, HDL and Lipid Metabolism, in HDL 

Metabolism and Diseases. 2022, Springer. p. 49-61. 



                                                                                                    References 

 

99 

 

210. Rashid, S., Lower LDL is better–can this be achieved with CETP 

inhibition therapy? Expert Review of Cardiovascular Therapy, 2020. 

18(1): p. 1-5. 

211. Castillo-Núñez, Y., E. Morales-Villegas, and C.A. Aguilar-Salinas, 

Triglyceride-rich lipoproteins: their role in atherosclerosis. Revista 

de investigación clínica, 2022. 74(2): p. 61-70. 

212. Luna-Luna, M., et al., Total Outflow of High-Density Lipoprotein–

Cholesteryl Esters from Plasma Is Decreased in a Model of 3/4 Renal 

Mass Reduction. International Journal of Molecular Sciences, 2023. 

24(23): p. 17090. 

213. Revanasiddappa, P.D., Structural insights on the deformations 

induced by various mutations on cholesteryl ester transfer protein. 

Biophysical Chemistry, 2023. 301: p. 107093. 

214. Priyadharsini, V., A Study on plasma adiponectin level and its 

correlation with lipid profile in newly diagnosed hypothyroid and 

hyperthyroid individuals. 2017, Madras Medical College, Chennai. 

215. Giammanco, A., et al., Hyperalphalipoproteinemia and Beyond: The 

Role of HDL in Cardiovascular Diseases. Life (Basel), 2021. 11(6). 

216. Giammanco, A., et al., Hyperalphalipoproteinemia and beyond: The 

role of HDL in cardiovascular diseases. Life, 2021. 11(6): p. 581. 

217. de Grooth, G.J., et al., A review of CETP and its relation to 

atherosclerosis. Journal of lipid research, 2004. 45(11): p. 1967-1974. 

218. Arai, T., et al., Particle size analysis of high density lipoproteins in 

patients with genetic cholesteryl ester transfer protein deficiency. 

Clinica chimica acta; international journal of clinical chemistry, 2000. 

301: p. 103-17. 

219. Linton, M.F., et al., HDL function and atherosclerosis: reactive 

dicarbonyls as promising targets of therapy. Circulation Research, 

2023. 132(11): p. 1521-1545. 

220. Stadler, J.T. and G. Marsche, Dietary strategies to improve 

cardiovascular health: focus on increasing high-density lipoprotein 

functionality. Frontiers in Nutrition, 2021. 8: p. 761170. 



                                                                                                    References 

 

100 

 

221. Colombo, G.I., et al., The association between HDL-C and subclinical 

atherosclerosis depends on CETP plasma concentration: insights 

from the IMPROVE study. Biomedicines, 2021. 9(3): p. 286. 

222. Mohammadpour, A.H. and F. Akhlaghi, Future of cholesteryl ester 

transfer protein (CETP) inhibitors: a pharmacological perspective. 

Clinical pharmacokinetics, 2013. 52: p. 615-626. 

223. Darabi, M. and A. Kontush, High-density lipoproteins (HDL): Novel 

function and therapeutic applications. Biochimica et Biophysica Acta 

(BBA)-Molecular and Cell Biology of Lipids, 2022. 1867(1): p. 

159058. 



 

 

     

 

Appendixes



 

101 

 

University of Kerbala – College of Medicine 

 

Department of Chemistry and Biochemistry 

Student Name:   Saif Saihood Hateb 

Supervisors: 

Professor Dr. Fadhil Jawad Al-Tu'ma - College of Medicine – University 

of Kerbala 

Professor Dr. Hanaa Adai Al-Sultani – Faculty of Science – University 

of Kufa 

((Experimental Data)) 

Assessing the Levels of Melanoma Inhibitory Activity Protein 3, 

E-Selectin, and Cholesteryl Ester Transfer Protein in Patients 

with Coronary Artery Diseases 

Sample NO 

Inclusion Criteria: Stable angina, Acute Coronary Syndrome 

Exclusion Criteria: Diabetes Mellitus, Advanced liver disease, End-

stage renal disease (ESRD), Acute Heart Failure, STEMI received 

thrombolytic 

Risk Factors of Coronary Artery Disease 

Age: 

sex: 

Family History: 
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No Yes  Hypertension 

No Yes hypercholesterolemia 

No Yes Sedentary Life Style 

Investigation 

Coronary Angiogram: 

CCTA: 

ECHO: 

Melanoma Inhibitory Activity Protein 3 (MIA3): 

E-Selectin: 

Cholesteryl Ester Transfer Protein (CETP): 

Lipid Profile test 

Total Cholesterol: 

Triglycerides: 

HDL-Cholesterol: 

LDL-Cholesterol: 

VLDL-Cholesterol: 

Weight: Height: 

BMI: 

Waist: 

 



 

 

 الملخص

شائعة لدى كبار السن، ويحدث في المقام الوعائية القلبية ال من الامراضهو  :مرض الشريان التاجي

الأول بسبب تصلب الشرايين التاجية. ويمكن أن يؤدي إلى مضاعفات مثل انسداد الشرايين، وتضيقها، 

الذبحة الصدرية، التي تتميز بعدم الراحة في الصدر. وتصنف ونقص التروية. وتشمل الأعراض 

، واحتشاء عضلة ST التاجي الحادة إلى احتشاء عضلة القلب مع ارتفاع القطعة ة الشريانمتلازم

، والذبحة الصدرية غير المستقرة. والالتهاب هو عامل رئيسي في ST القلب بدون ارتفاع القطعة

 .مضاعفات مرض الشريان التاجي

 3قامت هذه الدراسة بتقييم ارتباط العلامات الكيميائية الحيوية، مثل نشاط تثبيط الورم الميلانيني 

(MIA3)و ،E-selectinوبروتين نقل إستر الكوليسترول ، (CETP) كعلامات حيوية مستقلة ،

شخصًا  180على  مقارنة بين المرضى والاصحاءجديدة مع مرض الشريان التاجي. أجريت دراسة 

: الذبحة الصدرية ثلاث مجاميععامًا، مقسمين إلى  70و 41تتراوح أعمارهم بين الغا من الرجال ب

الصحية  سيطرة، ومجموعة المريضا (60متلازمة الشريان التاجي الحادة ) ،مريضا( 60المستقرة )

 ، وتم قياسELISA . تم قياس مستويات المؤشرات الحيوية في المصل باستخدام تقنيةشخصا (60)

 .SMART-120 مستويات الدهون في مصل الإنسان باستخدام محلل كيميائي

 زادت بشكل ملحوظ في حالات  CETPو E-selectinو MIA3 أظهرت النتائج أن مستويات

 السيطرة بمجموعةمقارنة على حد سواء والذبحة الصدرية المستقرة  متلازمة الشريان التاجي الحادة

، LDL-Cو TCومؤشر كتلة الجسم و MIA3 إيجابي وهام بين الصحية. تم العثور على ارتباط

ارتباط إيجابي وهام بالعمر  CETP ارتباط سلبي وهام بمحيط الخصر، وكان لـ E-selectin وكان لـ

 HDL-C. ارتباط سلبي كبير بـ E-selectinو CETPو MIA3 ، وكان لـVLDL-Cو

في المصل علامة تشخيصية مستقلة للذبحة  MIA3وفي الختام، تعتبر المستويات المرتفعة من 

الصدرية المستقرة ومتلازمة الشريان التاجي الحادة بسبب دورها في تعزيز هجرة الخلايا الوحيدة 

علامة تشخيصية للبطانة  E-selectinعبر الطبقة البطانية وانتشار الخلايا العضلية الملساء. يعد 

ور تصلب الشرايين. يمكن أن تكون المستويات المرتفعة النشطة، وهو أمر بالغ الأهمية في بدء وتط

في المصل مؤشرا تنبؤيا لخطر الإصابة بأمراض الشريان التاجي بسبب تأثيرها على  CETPمن 

، مما يتنبأ بخطر الإصابة VLDL-Cو  LDL-Cوزيادة مستويات  HDL-Cتقليل تركيزات 

 بأمراض الشريان التاجي.
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