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Abstract  86 

Atherosclerosis, formation of fatty lesions in the artery wall, causes much morbidity and 87 

mortality worldwide, including most myocardial infarctions and many strokes, as well as 88 

disabling peripheral artery disease. Development of atherosclerotic lesions likely requires low 89 

density lipoprotein, a particle that carries cholesterol through the blood. Other risk factors for 90 

atherosclerosis and its thrombotic complications include hypertension, cigarette smoking, and 91 

diabetes. Emerging risk factors include inflammation and clonal hematopoiesis. Studies of the 92 

cell and molecular biology of atherogenesis have provided considerable insight into the 93 

mechanisms that link these risk factors to atheroma development and the clinical manifestations 94 

of this disease.  We can deploy an array of diagnostic techniques, both invasive and noninvasive, 95 

that permit assessment of risk and targeting of therapies for atherosclerosis. We possess an 96 

expanding armamentarium of therapies that modify risk factors and confer clinical benefit. We 97 

face considerable challenge in providing equitable access to and in maximizing adherence to 98 

these treatments.  Yet, the clinical application of the fruits of research has advanced preventive 99 

strategies, enhanced clinical outcomes in affected individuals, and improved their quality of life.  100 
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Rapidly accelerating knowledge and continued research promise to provide further progress in 101 

combating this common chronic disease. 102 

[H1] Introduction 103 

Atherosclerosis remains a major killer, and has now spread globally. This Primer proposes not to 104 

mire the reader in the details of the pathways that preoccupy the authors in their research work. 105 

Rather, it aims to convey the fundamentals of the current concepts of the epidemiology, 106 

pathophysiology, risk assessment, and management of atherosclerotic cardiovascular disease. 107 

Each of these topics has witnessed major advances in recent years. Too many individuals still 108 

succumb to the acute complications of atherosclerosis out of hospital, despite these 109 

improvements in prevention. Yet, if a patient presents to the health care system with an acute 110 

manifestation of atherosclerosis, with our current interventions and management strategies, they 111 

overwhelmingly survive. This progress in cardiovascular medicine represents a sterling example 112 

of how the clinical application of scientific discoveries can yield benefits for patients. This 113 

Primer will present illustrations of this remarkable translational pathway. 114 

 115 

Despite these successes much remains to be done in applying what we know already more 116 

effectively in practice. We must also challenge ourselves to confront the remaining unacceptable 117 

burden of residual risk. In addition to celebrating our advances, we need to continue to strive to 118 

stem the worldwide epidemic of cardiovascular disease. Although most patients survive acute 119 

coronary syndromes, they can be left with impaired cardiac function that sets the stage for heart 120 

failure, a growing epidemic. This Primer provides a road map for the reader to understand where 121 

we are today, and where we should set our sights for the future. 122 

 123 

Atherosclerosis refers to the accumulation of fatty material in the innermost layer of arteries, the 124 

tunica media. The term derives from the Greek word for gruel or porridge, reflecting the 125 

appearance of the lipid material found in the core of the typical atherosclerotic plaque.  with 126 

time, the atheromatous plaque can become more fibrous and accumulate calcified tissue. 127 

Advanced atherosclerotic plaques can reduce the arterial lumen impeding blood flow and lead to 128 

ischemia of the perfused tissue.  Atheromata that do not produce a flow limiting obstruction can 129 

disrupt and provoke formation of a thrombus that can include lumen providing a second route, 130 

usually more acute, to producing ischemia.  Atherosclerosis is a common cause of myocardial 131 

infarction, ischemic stroke, and peripheral arterial insufficiency.  132 

[H1] EPIDEMIOLOGY 133 

According to data from the US National Health and Nutrition Examination Survey, the overall population 134 

prevalence of high LDL-C did not change significantly from 1999–2002 (34.5%) to 2005–2008 (33.5%). 135 

However, treatment of high LDL-C increased significantly, from 28.4% in 1999–2002 to 48.1% in 2005–136 

2008. In addition, the prevalence of those under control more than doubled during the study period, 137 

from 14.6% to 33.2%.  1 138 
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 139 

Atherosclerotic cardiovascular disease (ASCVD) remains a leading cause of vascular diseases 140 

worldwide.  When it affects the coronary circulation it can cause acute coronary syndromes 141 

including myocardial infarction and stable angina pectoris.  Atheroscelrosis causes many 142 

ischemic strokes, and transient cerebral ischemic attacks.  It can lead to formation of aneurysms 143 

including those that form in the abdominal aorta. When it affects the peripheral arteries it can 144 

cause intermittent claudication, ulceration and gangrene that can jeopardize limb viability. 145 

(Figure 1). Cardiovascular disease (CVD), including coronary heart disease, high blood pressure, 146 

and stroke, collectively comprise the number one cause of death globally.2 3 Heart disease (most 147 

commonly due to disease of the coronary arteries) and stroke are the two leading killers in the 148 

world; in the United States, heart disease is the first, and stroke the fifth, leading cause of death. 149 

Over 17 million people died from CVD in 2015, representing 31% of all global deaths.2 Of these, 150 

an estimated 7.4 million occurred due to coronary heart disease and 6.7 million to stroke. In the 151 

United States, among those over the age of 20, 37.4% of men and 35.9% of women have some 152 

form of CVD, with men representing 50.6% of deaths from CVD. 3 Of the men with CVD, 153 

37.7% are non-Hispanic whites, 46.0% blacks, and 31.3% Hispanics; in women, these figures are 154 

35.1%, 47.7%, and 33.3%, respectively. 155 

More than 75% of the world’s deaths from CVD occur in low-income and middle-income 156 

countries.2 Individuals in such countries who suffer from CVD have less access to effective and 157 

equitable health care services, which can delay detection until later in the course of their disease, 158 

such that they die younger from CVD and other non-communicable diseases. Cardiovascular 159 

disease leads to 18% of disability-adjusted life years (DALYs ) lost in high-income countries, 160 

and 10% in low-income and middle-income countries, placing a heavy burden on the economies 161 

of low/middle income countries.4 162 

 163 

While ischemic heart disease remains the leading cause of premature adult mortality worldwide, 164 

advances since the 1950s have begotten striking declines in mortality in both men and women 165 

from heart disease and stroke. Yet, these improvements in cardiovascular health do not apply 166 

evenly across all populations. In high-income countries like the United Kingdom, for example, 167 

vascular mortality in men aged 35 to 69 decreased from 22% in 1950 to 6% in 2010.5 The Global 168 

Burden of Disease 2010 Study, however, estimated that this decrease does not occur consistently 169 

in low-income and middle-income countries.4, 6 Although mortality from stroke has declined, 170 

deaths from heart disease have dropped less consistently, with some countries, especially in 171 

Eastern Europe and Asia, reporting increases in mortality.4  172 

 173 

Overall declines in heart disease and stroke likely arise from a number of factors, including 174 

changes in behavioral risk factors due to population-based strategies, individual interventions, or 175 

both. Changes to individual or combinations of risk factors include tobacco, diet, obesity, 176 

physical inactivity, hyperlipidemia, hypertension, and high alcohol use. The increasing epidemic 177 
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of obesity, especially in low- or middle income countries, remains a particular threat to a 178 

continued decline in CVD.4 In 2016, the World Health Organization and the United States 179 

Centers for Disease Control and Prevention launched Global Hearts, a new initiative to reduce 180 

the global threat of CVD by 2025, especially in developing countries.7 This program will elevate 181 

efforts for CVD prevention and control by promoting both population-level interventions to 182 

reduce risk factors, including tobacco control and salt reduction, and by strengthening CVD 183 

management in primary health care. 184 

 185 

[H1] MECHANISMS/PATHOPHYSIOLOGY 186 

We can consider conveniently the pathogenesis of atherosclerosis in three phases: initiation, 187 

progression, and complication. 188 

 189 

[H2] Initiation of atherosclerosis  190 

[H3] LDL cholesterol.  191 

Low-density lipoprotein (LDL) causes atherosclerosis. These spheroidal packets of lipids rich in 192 

cholesterol, enveloped in a phospholipid coating with apolipoprotein B snaking through its 193 

equatorial region, transport water-insoluble cholesterol through the blood. Atherosclerosis 194 

probably would not occur in the absence of LDL concentrations in excess of physiologic needs. 8 195 

Phylogenetic, comparative population studies, and pharmacologic intervention investigations 196 

suggest that concentrations of LDL in the 20 to 30 mg/dL range (about 0.5-0.8 mM) suffice for 197 

good health. 8 9 10 11 Hence, despite recent secular trends toward lower cholesterol levels, the 198 

concentrtions of blood cholesterol prevalent in most contemporary human societies exceed by far 199 

the biological needs of the organism (on the order of 10-20 mg/dL), and permit the development 200 

of atherosclerosis. 12, 13The cumulative exposure of an artery to LDL over years remains a 201 

principle determinant of disease initiation and progression. Patients with familial 202 

hypercholesterolemia (FH) will achieve this cumulative LDL-C burden threshold at early ages 203 

and will develop premature ASCVD14. On the other hand, subjects with PCSK9 loss-of-function 204 

mutations with lifelong low LDL-C due to reduced catabolism of the LDL receptors  enjoy a 205 

greater reduction of coronary events than that afforded by statin treatment alone15.  206 

 207 

How excessive LDL causes atherosclerosis remains unsettled. Many decades of research have 208 

supported the concept that oxidatively modified LDL can promote atherogenesis. 16 17 Pathways 209 

that can lead to modification of LDL include formation of reactive oxygen species in the intima 210 

due to metal ion catalysis (the Fenton reaction) among other sources. The expression of high 211 

capacity scavenger receptors for LDL do not drop when cellular cholesterol content rises, as does 212 

the high affinity LDL receptor. Thus, these scavenger receptors permit overloading of 213 

macrophages with cholesteryl ester, generating foam cells, a hallmark of the early atherosclerotic 214 

lesion. Most schemata of the initiation of atherosclerosis posit a causal role for oxidatively 215 

modified forms of LDL as ligands for the scavenger receptors that facilitate foam cell formation 216 
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(Figure 2). Constituents of oxidized LDL may incite inflammation and furnish neo-epitopes that 217 

stimulate humoral and adaptive immunity. 18 218 

 219 

Despite the wealth of experimental data that support this sequence of events, we still lack 220 

rigorous proof that oxidized LDL initiates human atherosclerosis. 19 Perhaps therapeutic 221 

interventions that target oxidative pathways have undergone evaluation too late in the process, 222 

but to date no antioxidant vitamin has forestalled atherosclerotic events in a suitably-powered 223 

clinical trial. A lipid-soluble antioxidant that effectively blocks LDL oxidation, succinobucol, did 224 

not reduce cardiovascular events in a large-scale clinical study. 20 Moreover, recent laboratory 225 

studies suggest that native LDL rather than oxidized versions of this particle stimulate T cell 226 

responses thought to participate in atherogenesis. 21 Thus, while the "oxidized LDL hypothesis" 227 

rests on solid experimental evidence, its relevance to human atherosclerosis remains conjectural. 228 

From a clinical perspective, LDL oxidation has not yielded an actionable therapy. Nonetheless, 229 

strong human genetic evidence, results of observational epidemiologic studies, and 230 

pharmacologic interventions (reviewed in detail below) establish LDL as an indubitable causal 231 

factor and therapeutic target in atherosclerosis.22  LDL can deposit in the arterial wall due to 232 

impaired barrier function of the endothelium and retention by extracellular matrix 233 

macromolecules.23  An alternative pathway in atherogenesis mediated by aggregated LDL 234 

particles has received less attention. When LDL particles accumulate into the subendothelial 235 

space they can bind to intimal proteoglycans and form aggregates. These aggregates can then 236 

enter smooth muscle cells through receptors of the LDL receptor–related protein (LRP)-237 

superfamily. Cells can accumulate cholesterol in this manner as LRP family members, like 238 

scavenger receptors, evade the usual homeostatic mechanisms that reduce expression of the 239 

classical LDL receptor under conditions of cholesterol sufficiency. These smooth muscle cells 240 

can become engorged with lipid and contribute to lesion progression.24  241 

[H3] Inflammation. 242 

Other risk factors implicated causally in atherogenesis include hypertension, cigarette smoking, 243 

and the components of the "metabolic syndrome" cluster that encompasses elevated blood 244 

pressure, visceral adiposity, insulin resistance, and ultimately full-blown diabetes mellitus. As in 245 

the case of LDL, however, the mechanisms that link these risk factors to atherogenesis remain 246 

incompletely elucidated. The operation of inflammatory pathways provides a series of host 247 

defense mechanisms that could link many if not all of these risk factors to altered behavior of 248 

cells that make up the artery wall, and that summon leukocytes to the plaque in a manner that 249 

drives atherosclerosis. For example, angiotensin II, implicated in the pathogenesis of 250 

hypertension, can also unleash inflammatory pathways such as the master transcriptional 251 

regulator nuclear factor kappa B (NFB).25 Likewise, recent experimental work implicates 252 

adaptive T cell immunity in the pathogenesis of hypertension, providing a common pathogenetic 253 

pathway for elevated blood pressure and atherosclerosis.26 Cigarette smoke can elicit an 254 

inflammatory response in the airways and alveoli. Visceral adipose tissue, a common 255 
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concomitant of insulin resistance and type 2 diabetes, teams with inflammatory cells and 256 

elaborates multiple mediators of inflammation. These remote sites of inflammation can provoke 257 

“echoes” in the artery wall, as they release soluble inflammatory mediators such as cytokines 258 

that can activate cells in the intima.27, 28  Biomarkers of inflammation, notably C-reactive protein 259 

(measured with a highly sensitive assay, hsCRP) prospectively predict cardiovascular risk and 260 

rise in tandem with many established cardiovascular risk factors.29 A rich experimental basis has 261 

established a role for adaptive immunity in atherogenesis as well. Human atherosclerotic lesions 262 

contain T lymphocytes and display markers of adaptive immune activation. 21 Some T cell 263 

subtypes promote experimental atherosclerosis (e.g. T helper 1, Th1 cells.) Others appear to 264 

mitigate atherogenesis (e.g. regulatory T cells, Treg.)19, 30 A strong body of laboratory work, 265 

mostly conducted in mice, has rigorously demonstrated a causal role for various arms of adaptive 266 

immunity in modulating experimental atherosclerosis. 21 30 These findings, along with study of 267 

human plaques and biomarker investigations in human populations, provide support for the 268 

contribution of inflammation and immunity in atherosclerosis. 269 

 270 

[H3] The endothelium 271 

Alterations in the endothelial monolayer that provides the interface between blood and the 272 

arterial intima, the site of atheroma initiation, occur early during atherogenesis. Exposure to 273 

atherogenic risk factors, such as those considered above, interfere with the production of 274 

endogenous vasodilators such as nitric oxide from endothelial cells.31 Consumption of a 275 

cholesterol-containing diet can evoke the expression of adhesion molecules such as vascular cell 276 

adhesion molecule 1, (VCAM-1) that bind blood leukocytes to the endothelial surface and of 277 

chemoattractants that beckon the bound white cells to enter the intima. 32, 33 278 

 279 

The sensors of the local hemodynamic environment may include flow-dependent ion channels or 280 

surface structures, such as members of the integrin family of transmembrane proteins. 281 

Downstream transcriptional mechanisms that transduce the effects of flow into altered gene 282 

expression include the Krüppel like factors KLF-2 and 4. 34 Such abnormal flow patterns disturb 283 

the normal homeostatic "atheroprotective" functions of the endothelium, including tonic 284 

vasodilatation, anti-thrombotic and anti-inflammatory properties, and mechanisms that resist 285 

thrombus formation.35 Atherosclerotic plaques tend to form at sites of flow disturbance, whereas 286 

sites in the arterial tree that experience laminar shear stress generally resist atheroma formation.36 287 

Thus, encountering risk factors for atherosclerosis, or their downstream mediators, in the context 288 

of disturbed flow perturbs the exquisite homeostatic properties of the endothelial monolayer and 289 

promotes some of the initial steps in atherogenesis.  290 

 291 

[H2] Progression of atherosclerosis 292 

Once established, atherosclerotic plaques progress by continued accumulation of lipid and lipid-293 

engorged cells. For many years, most considered macrophages derived from blood monocytes as 294 

the precursors of lipid-laden foam cells in atheromata. Recent experimental data suggest that 295 
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metaplasia of smooth muscle cells may give rise to from cells resembling macrophages as well. 296 
37 The human intima contains resident smooth muscle cells, particularly at sites where 297 

atheromata tend to develop. Migration of medial smooth muscle cells into the intima can 298 

contribute to smooth muscle accumulation in the growing plaque. These cells can proliferate 299 

over the years and elaborate extracellular matrix macromolecules that comprise much of the bulk 300 

of an established atherosclerotic plaque.37  301 

 302 

The plaque’s extracellular matrix contains interstitial collagen, elastin, proteoglycans, and 303 

glycosaminoglycans. Many of these extracellular matrix macromolecules can entrap lipoproteins 304 

and promote lipid accumulation within the intima. Inflammatory leukocytes not only arrive in the 305 

intima by infiltration but can also proliferate within the lesion. 38Various retention factors such as 306 

semaphorins can retard the egress of these leukocytes and contribute to their persistent presence 307 

in the plaque. 39, 40 While macrophages predominate numerically, T lymphocytes also localize 308 

within lesions and may orchestrate both positively and negatively many aspects of plaque growth 309 

and evolution.  Th1 cells typically elaborate interferon gamma that can promote atherosclerosis, 310 

while Th2 cells can produce anti-inflammatory cytokines such as IL-10, and Treg secrete 311 

transforming growth factor beta that can limit inflammation, smooth muscle cell proliferation, 312 

and promote interstitial collagen synthesis.41 30Furthermore, plaque components draining from 313 

lesions will reach adjacent lymph nodes, where they may serve as antigens for T and B cells. 314 

Other plaque components such as locally produced cytokines, as noted above, can modulate 315 

immune responses in these lymph nodes. 42 In advanced disease, tertiary lymphoid structures 316 

may develop adjacent to large arteries. In these structures, B cells differentiating to plasma cells 317 

produce large amounts of antibodies to LDL components. 43 318 

Macrophages and smooth muscle cells can undergo programmed cell death forming the nidus of 319 

a lipid-rich or "necrotic" core of the advancing atheroma. 44, 45 (Figure 3) Impaired clearance of 320 

dead cells, known as defective efferocytosis, can also contribute to formation of the necrotic 321 

core. 46, 47 322 

 323 

Recent evidence supports a causal role of myeloid cells that bear mutations associated with the 324 

development of myelodysplastic syndromes and acute myelogenous leukemia in experimental 325 

atherogenesis and as a novel important risk factor for human atherosclerosis. 48, 49 With age, 326 

somatic mutations in bone marrow stem cells that confer a proliferative advantage can give rise 327 

to clones of myeloid cells in peripheral blood.  Over 10% of septuagenarians harbor such clones 328 

of potent leukocytes in the circulation. Mutations in only a handful of genes generate these 329 

clones (e.g. DNMT3A, TET2, ASXL1, JAK2.)  Individuals who harbor these clones have an 330 

over tenfold increase in the risk of developing acute ischemia, associated with accumulation of 331 

successive mutations in the same clone. As most persons who have circulating clones of mutant 332 

myeloid cells will never develop leukemia, this condition is called clonal hematopoiesis of 333 

indeterminate origin (CHIP.) Carriers of these clones have a much higher mortality rate than 334 

explained by death due to hematologic malignancy. Cardiovascular disease, including the 335 
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complications of atherosclerosis account for much of the excess mortality in people who have 336 

CHIP.  Several of the genes mutated in CHIP alter methylation of DNA, and appear to alter the 337 

expression of inflammatory genes such as interleukin one beta via epigenetic regulation. 338 

Mutations in the tyrosine kinase JAK2 to sensitizes leukocytes to formation of neutrophil 339 

extracellular traps that can promote thrombosis. 50 As the cardiovascular risk associated with 340 

CHIP does not depend on traditional risk factors, the pursuit of the mechanisms that connect 341 

cardiovascular disease with this condition promises to shed new light on pathways that promote 342 

atherosclerosis and its complications.51 343 

These findings provide further support for links between leukocytes and atherosclerosis. Some 344 

evidence supports the presence of virtually every subtype of leukocyte in the evolving atheroma, 345 

although functionally cells with the properties of macrophages and various subtypes of T 346 

lymphocytes likely predominate in defining the properties of plaques that give rise to 347 

complications. 41 348 

 349 

Finally, during their evolution, many atherosclerotic plaques develop regions of calcification. Far 350 

from a passive "degenerative" process, the accumulation of calcium mineral in atheromata arises 351 

from dysregulation of deposition and impaired clearance. 52 Much of the mineralization process 352 

in plaques recapitulates biological processes in bone formation.  Microscopic or spotty 353 

calcification associates with mechanical instability of plaques, and may promote tendency to 354 

rupture and provoke thrombosis.53 Larger accumulations of calcium may associate with less 355 

likelihood triggering a thrombotic event.54  Imaging with Na18F may provide a window on 356 

calcification in human plaques and promises to provide a new tool for research into the 357 

pathophysiology of calcification in human atherosclerosis.55  358 

 359 

[H2] Complication of atherosclerosis  360 

During much of the life history of the atheromatous plaque, the lesions expand outward radially, 361 

in an abluminal direction preserving the caliber of the arterial flow channel. Some of the 362 

remodeling of the arterial wall that accompanies lesion progression may result from the 363 

production of proteinases by smooth muscle cells specialized in degrading constituents of the 364 

arterial extracellular matrix such as matrix metalloproteinase (MMP) 3.56, 57 But eventually, the 365 

growing plaque begins to encroach on the arterial lumen, and can lead to the formation of flow-366 

limiting lesions. (Figure 4)The consequent impairment of coronary arterial perfusion, particularly 367 

when myocardial oxygen demands increase due to effort, can produce ischemia and the 368 

symptoms of angina pectoris.  369 

 370 

[H3] Plaque rupture  371 

 372 

Rupture of atherosclerotic plaques is the most common trigger acute thrombosis of coronary arteries that 373 

cause myocardial infarction.  Plaques that have ruptured often have large lipid cores covered by a thin 374 
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fibrous cap (less than 60 µm.). Lesions with these characteristics have often been termed "vulnerable 375 

plaques."58  In contrast, many refer to plaques with less lipid accumulation and thicker fibrous caps as 376 

"stable."  This classification oversimplifies considerably the complexity of the mechanisms of plaque 377 

destabilization, 59, 60yet has provided a framework for much thought regarding the pathophysiology of 378 

acute coronary syndromes for several decades 379 

Atherosclerotic plaques that have developed defects in the extracellular matrix that overlies the 380 

plaque’s lipid core, forming an overlying fibrous cap, can form a fissure in this structure. 381 

Inflammatory processes can impede synthesis of interstitial collagen by plaque smooth muscle 382 

cells, impairing their ability to maintain the skeleton of the fibrous cap. 61, 62Activated 383 

inflammatory cells can also elaborate interstitial collagenases specialized in breaking down the 384 

key structural components of the lesion’s fibrous cap. 63 Rupture of an atheromatous plaque 385 

exposes the contents of the plaques interior to the blood compartment. Thrombogenic material in 386 

the plaque’s core, notably tissue factor produced by macrophages and smooth muscle cells, can 387 

trigger thrombus formation. Together with locally impaired homeostatic function of the luminal 388 

endothelium, persistent and occlusive clots can provoke ischemic insults such as acute coronary 389 

syndromes and many strokes. Plaque rupture, arising from lipid-rich plaques with abundant foam 390 

cells and with fibrous caps thinned through the action of inflammatory pathways, causes the 391 

majority of acute coronary syndromes. 58, 64 392 

 393 

The ultimate and most dreaded complications of atherosclerosis arise from thrombosis. 394 

Formation of blood clots causes most acute coronary syndromes including myocardial infarction 395 

and many ischemic strokes. Thrombus formation can also contribute to critical ischemia of the 396 

lower extremities when complicating peripheral arterial disease. Arterial thrombi that complicate 397 

atherosclerotic plaques arise from generation of fibrin from fibrinogen to the action of thrombin. 398 

Thrombin also activates platelets to aggregate a process that contributes to clot formation. Recent 399 

work has implicated neutrophil extracellular traps (NETs) in vascular clotting.65  Neutrophils that 400 

undergo a specialized form of cell death known as NETosis elaborate these structures that consist 401 

of strands of DNA decorated with granular enzymes and proteins such as tissue factor adsorbed 402 

from blood.  Blood clots thus contain fibrin strands, clumps of activated platelets, and strings of 403 

extruded DNA from granulocytes that can propagate thrombus formation and amplify intimal 404 

injury.66, 67 405 

The normal arterial endothelium possesses numerous properties that prevent clot formation and 406 

promote thrombolysis. 35 Surface thrombomodulin, heparan sulfate proteoglycans, and 407 

production of nitric oxide and prostacyclin contribute to the anticoagulant and antithrombotic 408 

properties of the normal endothelial monolayer. The expression of urokinase and tissue-type 409 

plasminogen activators combat the persistence of thrombi through fibrinolysis. Endothelial 410 

dysfunction, as occurs in the presence of atherosclerotic risk factors, or more acutely during 411 

inflammatory activation (for example due to pathogen associated factors such as bacterial 412 

endotoxin or proinflammatory cytokines), can impair these normal homeostatic properties. Under 413 
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these circumstances, endothelial cells produce tissue factor, potent procoagulant molecule, and 414 

plasminogen activator inhibitor 1 (PAI – 1), a key endogenous inhibitor of fibrinolysis.68 415 

 416 

 417 

[H3] Plaque erosion  418 

In the current era, effective anti-atherosclerotic therapy, including measures described below, 419 

(e.g. lipid-lowering, treatment of hypertension, and smoking cessation) has shifted the substrate 420 

of the thrombotic complications of atherosclerosis. Plaques have become less inflamed, less 421 

lipid-laden, and thus likely less liable to rupture than in previous eras. 60, 69 Under these 422 

circumstances, another mechanism of thrombotic complications of atheroma may increase as a 423 

proportional cause of acute coronary syndromes. This alternative thrombotic mechanism, called 424 

plaque erosion, appears to arise from lesions with a quite distinct morphology from the typical 425 

ruptured plaque. The lesions complicated by erosion tend to have a rich extracellular matrix 426 

without a thin fibrous cap, few inflammatory leukocytes, and little lipid. 70 The mechanisms of 427 

plaque erosion have undergone substantially less exploration than those of plaque rupture. Yet, 428 

emerging evidence suggests that innate immune activation involving engagement of pattern-429 

recognition receptors such as toll-like receptor 2 (TLR-2) and the participation of 430 

polymorphonuclear leukocytes as amplifiers of the local thrombotic process may contribute to 431 

this mode of plaque complication. 71, 72 Indeed, DNA extruded by dying granulocytes that bear a 432 

number of pathogenic mediators known as neutrophil extracellular traps (NETs) may propagate 433 

thrombosis during acute coronary syndromes, particularly those cause by intimal erosion. 71 434 

 435 

In conclusion, excess LDL appears permissive for human atherosclerosis. The definition of 436 

"excess" has shifted to lower and lower levels as we gain evidence from clinical trials of lipid-437 

lowering agents (as summarized below) and as experience with humans living with LDL 438 

concentrations considered ultra-low in the past increases confidence in the safety of such levels. 439 
11 The pathways of inflammation and immunity have gained ascendancy as mechanisms that link 440 

traditional risk factors to the initiation, progression, and complication of atherosclerosis. Our 441 

therapeutic gains appear to be modifying human atherosclerosis in the current era, and we must 442 

continuously reset our sights to deal with today and tomorrow's disease rather than that of 443 

yesteryear. 444 

 445 

[H1] Diagnosis, Screening and Prevention 446 

[H2] Clinical Presentation  447 

Atherosclerosis is a diffuse, slow-progressing disease, typically involving several arterial 448 

vascular beds (Figure 5),73 and because of this slow progression, most cases remain 449 

asymptomatic for decades. When symptoms do arise, they usually relate to a reduction in blood 450 

flow caused by the luminal narrowing. Ischemia due to stenotic, flow-limiting lesions can occur 451 

under conditions of increased myocardial oxygen demand, for example during physical exertion, 452 

and cause symptoms of episodic chest discomfort called angina pectoris. Acute thrombotic 453 
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occlusion that interrupts myocardial oxygen supply typically results from disruption of 454 

atherosclerotic plaques.74  455 

Due to its diffuseness, the clinical presentation of atherosclerosis remains highly variable, 456 

depending on the vascular territory involved (Figure 5) and the disease onset, chronic or acute. In 457 

some territories, such as renal arteries, the most common presentation is a chronic, long-458 

developing syndrome (e.g. progressive hypertension and/or worsening renal function secondary 459 

to renal artery stenosis.) In other territories, atherosclerosis most commonly manifests with acute 460 

and sudden presentations, such as acute ischemic stroke due to atherosclerosis. In the coronary 461 

arteries, both acute (i. e. acute coronary syndromes) and chronic (i. e. stable angina) 462 

presentations commonly arise.  463 

 464 

The definitive diagnosis of those clinical syndromes caused by atherosclerosis usually depends 465 

on additional testing. This undertaking usually involves the direct visualization of atherosclerosis 466 

or the documentation of target organ ischemia. Table 1 presents a short summary of imaging 467 

methods for the visualisation of atherosclerosis. Each imaging methods is directed to specific 468 

clinical scenario. While ultrasound and computed tomography angiography are usually used for 469 

non-invasive investigation of atherosclerosis in various vascular territories, other more invasive 470 

procedures such as invasive angiography, IVUS or OCT are mostly used to guide interventional 471 

therapies, whereas technologies such as PET and magnetic resonance tend to be restricted to 472 

research purposes on the evaluation of atherosclerosis. Multiple guidelines from various 473 

jurisdictions offer guidance on appropriate use of cardiovascular imaging modalities.75  474 

 475 

Once a definitive diagnosis of clinically relevant atherosclerosis has occurred, risk stratification 476 

of the atherosclerotic disease will define treatment. While most individuals with relevant 477 

atherosclerosis require medical management with lipid-lowering medication (e.g. statins) and 478 

aggressive management of other risk factors, the extent, severity, location, and plaque 479 

characteristics of the atherosclerotic disease determines additional medical, catheter-based or 480 

surgical interventions to reduce ischemic symptoms or risk of acute events. This additional and 481 

necessary information routinely emerges from similar imaging methods used for direct 482 

atherosclerosis visualisation or ischemia detection, as described above. 483 

 484 

[H2] Clinical significance  485 

Since the initial demonstration of the association between symptoms and luminal narrowing by 486 

invasive angiography, the clinical significance of atherosclerosis has undergone assessment by 487 

the degree of luminal narrowing. Classical studies suggest that thresholds of 50 to 75 percent 488 

diameter-narrowing associate with physiological limitations in coronary flow at stress and at rest.  489 

Thus, usually patients start experiencing chronic symptoms initially under conditions of 490 

increased oxygen demands such as physical or emotional stress, when stenoses exceed 70 491 

percent (Figure 6).76 These results have helped define the clinically “significant” atherosclerotic 492 

plaque, and until recently, the absence of such luminal reduction indicated a “normal” 493 
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angiogram.77 More recently studies have used fractional flow-reserve (FFR.) This method 494 

evaluates the intra-coronary pressure to define if a luminal reduction limits flow by comparing 495 

the pressure before and after the lesion after administration of a vasodilator such as adenosine to 496 

augment flow. FFR measurements have demonstrated that the relationship between luminal 497 

narrowing and flow are far from linear. Other plaque characteristics such as length, eccentricity, 498 

positive remodelling, as well as limitations associated with luminal narrowing estimation on 499 

invasive angiography may all influence the functional implications of any stenosis.78 As a result, 500 

functional assessments such as with FFR should define assessment of the clinical “significance” 501 

of a coronary atherosclerotic lesion.79  502 

 503 

Over the last decade, studies have also challenged the concept that luminal narrowing or 504 

downstream ischemia determines the clinical significance of coronary atherosclerotic disease. 505 

Studies have shown that the risk of plaque rupture and a subsequent acute event more strongly 506 

associates with plaque vulnerability and systemic patient characteristics, such as inflammation, 507 

rather than the degree of focal stenosis.80 This concept has garnered further support by recent 508 

evidence that overall plaque burden measured by coronary computed tomography or invasive 509 

angiography, irrespective of the luminal narrowing, remains the strongest anatomical predictor of 510 

incident cardiovascular events of myocardial infarction or cardiovascular death associated with 511 

more extensive non-obstructive disease is comparable to the risk associated with obstructive81, 82. 512 

We therefore need to redefine the criteria for clinical “significance” of atherosclerotic lesions. 513 

Box 1 shows a practical, clinically oriented definition of coronary artery disease (CAD). While 514 

the first two aspects of the definition likely associate with symptoms and flow reduction, the 515 

third does not. Yet, this classification still holds significance from a clinical standpoint, as the 516 

higher risk of future cardiovascular events should prompt changes in clinical management. This 517 

definition generally extends to virtually any vascular territory where atherosclerosis may develop 518 

(Figure 5); the presence of symptoms, a previous acute vascular event or the presence of plaque 519 

with characteristics associated with increased risk of complications, should all define 520 

atherosclerosis clinically and prompt changes in medical management. Since this approach 521 

includes asymptomatic individuals, the identification of subjects “at risk” requires a screening 522 

strategy. 523 

 524 

[H2] Screening 525 

Atherosclerosis meets several of the traditional Wilson’s criteria83 that define a disease amenable 526 

for screening, such as: A. The condition is an important health problem (i.e. high prevalence); B. 527 

Treatment exists for the condition; C. There is a long latent/asymptomatic stage; D. The natural 528 

history is adequately understood. Yet, the policy regarding treatment remains variable across 529 

different guidelines, as does the appropriate screening strategy for atherosclerosis detection and 530 

the prevention of its complications.84-86 531 

 532 
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Despite the disagreements, virtually all guidelines recommend the initial evaluation of individual 533 

risk of future cardiovascular events based on clinical risk factors.87-89 Interestingly, risk 534 

assessment using individual risk scores as a “screening” tool derives not from the actual 535 

detection of atherosclerosis, but rather on the identification of individuals with an increased risk 536 

of future events. 537 

 538 

Additional tests can prove invaluable for the identification of atherosclerosis in several vascular 539 

beds, such as carotid ultrasound, coronary calcium score measurement measured by computed 540 

tomography, and coronary computed tomography angiography. Current data, however, do not 541 

support their use as the sole method of screening for atherosclerosis with the aim of primary 542 

prevention, though some of the tools have robust prognostic value and can act as an alternative 543 

tool for additional risk stratification by most guidelines, particularly for intermediate risk 544 

individuals for whom treatment decisions are unclear.90 Other additional tests may provide 545 

prognostic value for risk stratification of future events, although they do not focus on the direct 546 

detection of disease, and their routine clinical use for screening has its limits.  547 

 548 

To date, the role of advanced testing for screening and risk stratification has encountered 549 

restrictions at least in part due to the limited medical interventions used in the primary 550 

prevention setting (i.e. statins and aspirin). Recent data on other lipid-lowering medication,91 551 

anti-inflammatory drugs,92 and newer anti-thrombotic drugs93 leading to a reduction in future 552 

CVD events, will likely spur an increase in the role of testing to identify better candidates for 553 

those new therapies among individuals in settings of both the primary (no prior event) and 554 

secondary prevention (prior event). This strategy will provide asymptomatic patients with 555 

enough data to remain engaged in shared decision-making for treatment, as well as promote the 556 

use of cost-effective strategies to allow for a sustainable use of healthcare resources.  557 

 558 

[H2] Prevention 559 

As discussed above, atherosclerosis remains a leading cause of cardiovascular events and 560 

mortality across the globe. The increasing focus on cardiovascular disease prevention stems from 561 

an appreciation that the better treatment of patients cannot alone address the enormous global 562 

burden of cardiovascular disease, which experts predict will increase substantially, particularly in 563 

low- and middle-income countries.94 Current interest in prevention is based on economic 564 

imperatives and novel insights on the importance of lifetime risk management of cardiovascular 565 

disease, with an emphasis placed on much younger age groups as well as from new opportunities 566 

derived from the digital health revolution.  567 

 568 

[H3] Economics 569 

The direct cost of treating cardiovascular disease in the United States currently exceeds USD 300 570 

billion per year, and predictions put both direct and indirect costs to almost a trillion USD by 571 

2030.95 Most countries cannot sustain these cost burdens. The adoption of a healthier lifestyle 572 
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from early life should markedly reduce the atherosclerosis burden and its complications, while 573 

wider use of currently recommended preventative therapies such as statins will likely 574 

demonstrate high cost-effectiveness from a societal perspective.96 575 

 576 

[H3] Effects of lifetime exposure to risk factors  577 

Atherosclerosis begins decades before the appearance of its clinical consequences. Early autopsy 578 

studies, followed by in vivo imaging, show that subclinical atherosclerosis increases 579 

progressively from the first decade of life, and is present in the majority (63% of population; 580 

71% of men and 48% of women) by age 40-54 years.73 This preclinical disease relates to levels 581 

of classical cardiovascular risk factors even in children and adolescents in a familiar cumulative 582 

manner. Risk factor exposure during early life relates to incidence of future cardiovascular 583 

events97 as well as rate of cognitive decline. Children remain key to future cardiovascular disease 584 

risk reduction in the population. Unhealthy behaviour begins early, and habits acquired in this 585 

phase likely transition into adulthood. The global epidemic of childhood obesity continues to 586 

impact enormously population health, as does cigarette smoking and a sedentary lifestyle in 587 

teenagers and adults. Clinical studies have demonstrated that the familiar cardiometabolic 588 

changes seen in overweight and obese adults exist across the normal weight profile of children 589 

even before puberty.98 Children from economically disadvantaged backgrounds may endure 590 

specific vulnerability.99 Studies have also shown that weight reduction can improve risk factor 591 

level and improve vascular wall function.100 This key public health issue will require a broad 592 

approach, educating not only the child, but also their families as well as managing their social 593 

and living environments.101 594 

 595 

 596 

Risk factor exposure during early life relates to incidence of future cardiovascular events.97 and 597 

cognitive impairment (box 2)  Prospective randomised clinical trials to evaluate the benefit of 598 

early risk-factor control on future cardiovascular events are challenging, but genetic studies 599 

using Mendelian randomisation have shown clearly the potential benefit of lower lifetime risk 600 

factor exposure. In a pooled analysis of 102,774 subjects who sustained 14,368 events, even 601 

modestly lower levels of blood pressure and LDL-cholesterol as a result of genetic variation 602 

translated to a 46 percent clinical event reduction.102 Sustained lifestyle improvements may yield 603 

similar benefits. Prospective clinical trials using risk profiles and functional arterial tests support 604 

the concept that cardiovascular disease may be largely preventable if lifetime exposure to risk 605 

factors can be reduced.103, 104 While the entire population would benefit from early sustained 606 

cardiovascular risk factor lowering, achievable by lifestyle change and reduction in 607 

environmental exposures, certain subgroups have a greatly increased risk for future 608 

cardiovascular disease and therefore require additional treatment. These populations include 609 

patients with co-morbidities such as diabetes (Type 1 and Type 2), chronic inflammatory 610 

diseases such as rheumatoid arthritis, and chronic kidney disease, as well as those with 611 

monogenic disorders. For example, familial hypercholesterolemia (FH) illustrates how lifetime 612 
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exposure to elevated cholesterol levels leads to premature cardiovascular disease, and provides 613 

strong evidence for the leveraged gains from early cholesterol reduction. 614 

 615 

Recent evidence has shown the importance of inflammation in the pathophysiology of 616 

atherosclerosis; these host-defense mechanisms may represent a common pathway for mediating 617 

the adverse effects of diverse risk factors. Inflammatory diseases such as rheumatoid arthritis 618 

associate with increased cardiovascular risk while periodontitis, the most common form of 619 

chronic systemic inflammation, causally relates to arterial wall changes as well as to future 620 

cardiovascular events.105 106 Benefits from anti-inflammatory drug treatment shown in the 621 

CANTOS trial should encourage further research clinical e.g. strategies to limit inflammation.92 622 

 623 

 624 

[H3] Communication of Risk  625 

Current 10-year risk prediction models, which serve to communicate with patients and to guide 626 

treatments, have much less value for prevention during a lifetime. Few individuals <=50 years 627 

have a 10-year absolute risk of >7.5%, even with multiple modifiable risk factors.107 The 628 

MESA/CARDIA studies showed that individuals with low 10-year risk but high lifetime risk 629 

already exhibit evidence of atherosclerosis with increased carotid intima-media thickness and 630 

coronary artery calcification.108 Estimates put >50% of the USA adult population at a 10-year 631 

risk of <10% but a lifetime risk ≥39%.107 For effective adherence to longer-term prevention 632 

strategies, communication with patients and the public requires a focus not only on short-term 633 

risk but also on lifetime risk, with emphasis on the opportunities for personal gain by early-634 

sustained risk factor lowering. Many individuals can achieve this by lifestyle changes but a 635 

significant proportion of individuals will benefit from additional pharmacological treatment. The 636 

Joint British Societies recommendations on the prevention of Cardiovascular Disease (JBS3) 637 

score, adopted in the UK, utilizes understandable metrics such as “Heart Age”109 to empower 638 

patients; this approach has shown very promising results for effective communication with 639 

patients.110, 111  640 

 641 

The same cluster of risk factors (blood pressure, smoking, obesity, diabetes, and atrial 642 

fibrillation) for the development of cardiovascular disease may also accelerate cognitive decline 643 

and dementia.112 The pattern of risk exposure has several similarities, with greater impact from 644 

high levels and multiple risk factors. Furthermore, accumulating evidence suggests that early life 645 

levels, e.g. blood pressure in middle age, have greater predictability than those at older ages, 646 

supporting a similar “exposure model” for brain and cardiovascular disease.113 Recent evidence 647 

has linked risk factors in childhood to cognitive performance in middle age.114 Numerous 648 

intervention trials examining the impact of multiple cardiovascular risk-factor lowering on 649 

cognitive outcomes are underway following the recent positive FINGER trial.115 This study 650 

showed how a multifactorial intervention can improve cognitive performance. The potential to 651 

benefit both future cardiovascular disease and dementia will deliver a powerful prevention 652 
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message to the public. The shared biology between cardiovascular and other diseases may reveal 653 

other opportunities for clinical benefit from early intervention. 654 

 655 

The revolution in digital health provides a new opportunity for cardiovascular disease 656 

prevention. Continuous monitoring during normal daily life reinforces “good behaviour,” and 657 

consideration of such extensive real-life data will likely significantly refine risk prediction 658 

models. The public currently demonstrates enormous interest in their cardiovascular health, as 659 

shown with the adoption of wearable devices and the use of online risk calculators.109 As these 660 

devices become more sophisticated, the data collected will provide epidemiological insights, 661 

refine safety and endpoints in clinical trials, inform clinical care, and change the culture of 662 

cardiovascular disease prevention. 663 

 664 

Cardiovascular disease prevention remains the key to future population health. It will require a 665 

fundamental shift in thinking with a focus on “wellness maintenance,” not merely “disease 666 

treatment.” Doctors will need to play a leading role and there will need to be changes in medical 667 

training and funding allocation. The involvement of allied professionals and shared decision 668 

making with patients has growing importance. A “lifetime approach,” starting in childhood, 669 

aiming to change behaviour and intervene early when needed, should transform the 670 

cardiovascular health of future generations and must be a worldwide priority. 671 

 672 

 673 

[H1] Management 674 

Because of the multifactorial nature of the atherosclerotic process, its management should 675 

modify all known treatable risk factors. A discussed above, the optimum path involves primary 676 

prevention by adopting a healthy lifestyle from childhood. Yet, risk factor modification to 677 

prevent or even reverse the progression of the atherosclerotic process can occur at any stage of 678 

atherosclerotic vascular disease, even after an acute coronary syndrome. As reviewed above, 679 

cardiovascular mortality has decreased significantly in many populations, due to the reduction in 680 

cholesterol, blood pressure levels, and smoking116. Unfortunately, an increase in other risk 681 

factors attributable to a modern lifestyle such as obesity, type 2 diabetes, sedentary behavior, and 682 

psychosocial stress challenge these gains117. While lifestyle modification remains pertinent for 683 

all individuals, the use of lipid-lowering medication depends on the estimated risk of incident 684 

coronary heart disease events or cardiovascular events. Some also recommend anti-platelet 685 

therapy after individual assessment of risk and benefit, though this treatment remains highly 686 

debatable in the literature.118 119, 120  687 

 688 

[H2] Lifestyle interventions  689 

Lifestyle interventions are integral to therapy, and have the advantage of targeting multiple risk 690 

factors all at once. The emphasis on diet, physical activity, and abstinence from smoking in the 691 

prevention of atherosclerotic vascular disease remains essential121. Recent evidence shows that a 692 
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healthy diet not only influences lipid and risk-factor profile favorably while decreasing obesity, 693 

but also affects gut microbiota that may produce metabolites harmful to the vasculature122. 694 

Therefore, a healthy lifestyle holds great importance to everyone at all stages of atherosclerotic 695 

vascular disease. 696 

 697 

Smoking cessation remains the most clinically- and cost-effective strategy for the prevention of 698 

atherosclerotic vascular disease123. Blood pressure control with lifestyle intervention, as well as 699 

medications when necessary, also remain vital depending on the level of blood pressure and the 700 

risk of the patient124. The management of diabetes reduces the risk of microvascular 701 

complications and, with newer agents, macrovascular disease, and improves cardiovascular 702 

outcomes in these patients125. Lifestyle modifications to reduce LDL cholesterol and lipid levels 703 

should accompany recommendations to all patients. If goals are not met, pharmacological 704 

therapy should be considered. 705 

 706 

[H2] Pharmacological therapy  707 

[H3] LDL-cholesterol lowering therapy 708 

Lipid-lowering therapy remains the cornerstone of the management of atherosclerotic vascular 709 

disease. Evidence from epidemiologic, genetic, and Mendelian randomization studies and 710 

randomized clinical trials involving more than 2 million participants and more than 20 million 711 

person-years of follow-up have shown that LDL-C acts not only as a risk factor but as a causal 712 

factor126. Therefore, early control of LDL-C holds great importance. Randomized trials have 713 

consistently demonstrated that lowering LDL cholesterol reduces the risk of CV events 714 

proportional to the absolute fall in LDL cholesterol independent of other risk factors127. These 715 

findings support the current concept that therapy should target primarily LDL-C. 716 

 717 

Although some differences exist in the approach to LDL-C lowering in various guidelines, the 718 

principals remain the same. The intensity of treatment should be proportional to the risk of the 719 

patient. Risk is defined on the basis of known disease or by various risk scores in those without 720 

clinical cardiovascular disease.. Treatment intensifies as risk increases. However, mendelian 721 

randomization trials have shown us that having a lower cholesterol load throughout life prevents 722 

cardiovascular events to a greater extent than shown in 2-5 year intervention trials of 723 

pharmacologic lipid lowering. Therefore early intervention before cardiovascular disease 724 

manifests itself should prove more effective that later institution of therapy. 128, 129  725 

 726 

The European Guidelines, which take into account all published evidence, recommend that 727 

specific treatment goals for LDL-C should be targeted according to the risk of the patient130 728 

(Table 2). Setting goals tailors therapy taking into account individual variability in response to 729 

drugs and increases adherence to medication. Pharmacologic treatment should start with a statin. 730 

Compelling evidence from randomized clinical trials (RCTs) shows that reducing LDL-C with 731 

statins decreases CV events. In a large meta-analysis from statin trials, treatment with a statin 732 
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associated with a log-linear 22% reduction in the risk of major cardiovascular events per mmol/L 733 

reduction in LDL-C.131  Statin prescriptions should reach the highest recommended or tolerated 734 

dose to attain the goal. If the goal still remains unmet, combination therapy may prove 735 

successful. 736 

 737 

On the other hand, the ACC/AHA 2013 guidelines, which are based solely on RCT evidence, 738 

recommend universal use of statins in all high-risk subjects132. They define the following groups 739 

of patients who should be given high or moderate dose statin therapy: Individuals with clinical 740 

ASCVD, primary elevations of LDL–C >190 mg/dL, diabetes aged 40 to 75 years with LDL– C 741 

70 to 189 mg/dL and without clinical ASCVD, or without clinical ASCVD or diabetes with 742 

LDL–C 70 to189 mg/dL and estimated 10-year ASCVD risk measured by Pooled Cohort 743 

Equation >7.5%.  744 

 745 

All guidelines agree that statins should remain the first choice in initiating pharmacological 746 

therapy due to its ample supporting evidence. Depending on the potency and dose of statin used, 747 

a 30-50 percent reduction in LDL-C levels may prove possible depending on the type and dose 748 

of statin. Yet, extremely high-risk and FH patients may not achieve their goals, and may 749 

therefore require further LDL-C reduction with combination therapy. People with FH merit 750 

special interest because of lifelong exposure to high LDL-C levels. This genetic condition 751 

typically remains underdiagnosed and undertreated. Because these patients harbor a higher risk 752 

than others with same levels of LDL-C, the clinician should rule out FH with clinical criteria. 753 

Achieving targets can prove challenging, especially in patients with FH and those with statin 754 

intolerance who warrant a non-statin drug. 755 

  756 

[H3] Other LDL-cholesterol lowering drugs  757 

The cholesterol-absorption inhibitor ezetimibe augments expression of liver LDL receptors and 758 

has proven useful in combination therapy. Ezetimibe, when added to statins, further reduces 759 

LDL-C by 15-20%. The IMPROVE-IT Study showed that in patients with acute coronary 760 

syndrome, adding ezetimibe to a statin associated with a 6.5% proportional reduction in major 761 

cardiovascular events.133 762 

 763 

Earlier clinical trials have shown that bile-acid sequestrants also lower LDL-C and decrease CV 764 

events. Yet, gastrointestinal side effects, drug interactions, and elevation triglyceride levels limit 765 

their widespread use134. 766 

 767 

PCSK9 inhibitors are a new class of drugs that can be used in combination with statins in 768 

selected patients with high risk. PCSK9 chaperones LDL receptors to destruction, and inhibiting 769 

PCSK9 can decrease LDL-C significantly. Studies with monoclonal antibodies inhibiting PCSK9 770 

have shown that LDL-C can decrease up to 60% with their use135, 136. Clinical trials have tested 771 

the fully human antibodies evolocumab and alirocumab as well as the humanized antibody 772 
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bococizumab in over 10,000 patients. The GLAGOV intracoronary ultrasound study showed that 773 

decreasing LDL-C levels with evolocumab even further on top of statin therapy could reverse 774 

coronary atherosclerosis on IVUS137. The more recent FOURIER and ODYSSEY clinical 775 

outcome trials showed that inhibition of PCSK9 with evolocumab or with alirocumab on a 776 

background of statin therapy lowered LDL cholesterol levels substantially (in FOURIER to a 777 

median of 30 mg per dL, 0.78 mmol per liter) and reduced the risk of cardiovascular events with 778 

a good safety profile138. In the SPIRE study, adding the incompletely humanized PCSK9 779 

inhibitor bococizumab to statins decreased cardiovascular outcomes in high-risk patients with a 780 

baseline LDL-C over 100 mg/dL, but the development of antidrug antibodies in 15-20 percent of 781 

patients attenuated the substantial reduction in LDL-C139. Small interfering RNAs like inclisiran, 782 

furnish another way to inhibit PCSK9 with impressive durability, and are currently under clinical 783 

investigation140.  784 

 785 

Evidence from recent trials with combination therapy using ezetimibe and PCSK9 inhibitors  786 

show that greater CVD benefit derives from much lower LDL-C than previously achievable: 787 

concentrations that fall below 70 mg/dL down to 25 mg/dl. 141 The EAS/ESC published a 788 

consensus paper to help identify patients likely to derive the most potential benefit from this 789 

novel therapy, while also taking into account the financial constraints of one’s healthcare 790 

budget142. This consensus recommends consideration of treatment with a PCSK9 monoclonal 791 

antibody in very high-risk patients with atherosclerotic vascular disease or in patients with severe 792 

FH without ASCVD with substantially elevated LDL-C levels despite maximal statin/ezetimibe 793 

therapy. Patients in these groups with verified statin intolerance also merit consideration for 794 

PCSK9 inhibition. Recent post-hoc analysis from trials are suggesting that certain subgroups of 795 

patients such as those with CABG, multivessel disease and recent MI may derive greater benefit 796 

from aggressive LDL-C lowering with combination therapy. 797 

 798 

[H3] Non-HDL-cholesterol lowering therapy  799 

Non-HDL-C (total cholesterol minus HDL concentration) represents the cholesterol in all 800 

atherogenic particles. Although usually concordant with LDL-C, some discordance between 801 

LDL-C and Non-HDL-C may exist in insulin resistant states in which case non-HDL may be a 802 

better predictor of disease. Once the desired LDL-C goal is reached non-HDL-C should serve as 803 

a secondary target for treatment especially in diabetic individuals. The goals for non-HDL-C in 804 

European guidelines are less than 100, 130, 145 mg/dL (2.6, 3.4, 3.8 mmol/L) for very high-, 805 

high- and moderate- risk patients, respectively130. 806 

  807 

Fibrates lower triglycerides and triglyceride-rich remnant particles, which augment 808 

atherogenesis. Yet, prospective RCTs in combination with statins have not met their primary 809 

endpoints of improving cardiovascular outcomes. In several such studies, the subgroups with low 810 

HDL-C and high triglycerides did derive benefit.143 The European guidelines recommend statins 811 
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as the first choice to reduce risk in patients with hypertriglyceridemia, but consider the use of 812 

fibrates in combination to reach non-HDL goals, especially in the high-risk diabetic patient.89  813 

 814 

[H3] Antiplatelet drugs  815 

Platelets play a critical role in the pathogenesis of atherothrombotic processes. Antiplatelet 816 

therapy does not fall under routine recommendations in primary prevention due to the increased 817 

risk of major bleeding. In secondary prevention, however, the benefits of aspirin exceed the 818 

bleeding hazards144. P2Y12 inhibitors further inhibit platelet aggregation by irreversibly blocking 819 

the adenosine diphosphate P2Y12 receptor. These agents should be used in addition to aspirin in 820 

acute coronary syndromes or in the setting of percutaneous coronary intervention.145. 821 

 822 

[H3] Anti-inflammatory drugs  823 

The inflammatory component of atherosclerotic vascular disease has recently gained momentum 824 

as a therapy target because of several clinical trials to test anti-inflammatory agents. The anti-825 

interleukin 1 beta antibody canakinumab (150 mg every 3 months subcutaneously) reduces major 826 

adverse cardiovascular events (MACE) significantly (by 15%) in post-MI patients with hsCRP > 827 

2 mg/L. 92 In the responders, who achieved concentrations of hsCRP below 2 mg/L after the first 828 

dose of canakinumab, MACE was reduced 25%, and total and cardiovascular mortality by more 829 

than 30%. 146 Fatal lung cancer fell by 77% in those treated with canakinumab 300 mg every 3 830 

months, in an exploratory analysis. 147 Large secondary prevention studies are evaluating 831 

colchicine and methotrexate as alternate anti-inflammatory agents. 148 832 

Non-steroidal anti-inflammatory agents (NSAIDs), drugs that inhibit prostaglandin synthesis, are 833 

commonly used anti-inflammatory drugs in a variety of conditions. They may, theoretically exert 834 

beneficial effects on vascular inflammation, however, their capacity to inhibit production of 835 

prostacyclin, a prostaglandin that inhibits platelet aggregation may counterbalance such effects. 836 

Cyclooxygenase-2 selective inhibitors (Coxibs) that inhibit prostacyclin without interfering with 837 

production of the proaggregatory prostaglandin, thromboxane A2 can increase cardiovascular 838 

events. 149, 150 839 

 840 

[H3] Therapeutic challenges  841 

As noted above, the challenges we face today include nonadherence to lifestyle and lipid-842 

lowering therapy, with most patients not achieving or maintaining their goal. The benefits we see 843 

in randomized trials will only replicate in “real world” situations if patients adhere to treatment. 844 

Studies show that nearly half of patients discontinue statin use within the first year after the 845 

initial prescription, with higher discontinuation rates after two years151. Discontinuation 846 

associates with increased risk for cardiovascular events and death152. Statin-associated muscle 847 

symptoms remain the most frequent reason for nonadherence. Although there are no objective 848 

criteria for definitive diagnosis, these patients should be managed carefully with statin 849 

rechallenges. Recent evidence shows that persistence remains important in high-risk patients, 850 
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and continued statin use even after an adverse reaction associates with a lower incidence of death 851 

and cardiovascular events153. 852 

Although not getting to goal is a very important determinant of residual risk, events still continue 853 

in optimally treated patients at LDL-C goal. It has been possible to lower events even further by 854 

pushing  LDL-C levels to below guideline recommended levels by combination therapy.  Other 855 

risk factors beside LDL-C also contribute to residual risk and all known risk factors in a patient 856 

such as smoking, diabetes, hypertension, obesity should be treated. Remnant lipoproteins, Lp(a) , 857 

inflammation are other factors that contribute to the residual risk and their relevance is being 858 

tested in studies. 859 

New developments in imaging technologies will continue to expand and validate personalized 860 

risk-assessment and tailored treatment according to patient and plaque characteristics in the 861 

future. Awaiting such advances, we must strive to implement and encourage persistence of 862 

treatment following existing guidelines for our patients.  If atherosclerotic vascular disease has 863 

progressed to a stage causing symptomatic ischemia, revascularization can often relieve 864 

symptoms, and possibly increase survival, a conjecture currently under intense study. 154  865 

 866 

[H1] QUALITY OF LIFE 867 

 868 

Health-related quality of life (HRQL) is a key patient-centric outcome that represents a 869 

person’s perception of their sense of well-being in the context of their expectations for health.155 870 

It is the final pathway of a complex construct that links biological variables to symptom burden, 871 

functional capacity/exercise capacity, and psychological well-being; these are collectively 872 

referred to as patient-reported outcomes.156 Given the improved survival of patients with 873 

atherosclerosis (and thus total lifetime burden), research into HRQL of these patients has 874 

increased.  875 

Patients with atherosclerosis have an HRQL worse than age-matched healthy patients, yet 876 

the individual responses of these patients are quite variable.157 Progressive atherosclerosis often 877 

leads to increased angina, fatigue, dyspnea, and exercise intolerance. Complex treatment 878 

regimens and healthcare utilization may additionally lead to a negative impact on HRQL by 879 

affecting a patient’s psychological and social well-being158, related to anxiety due to prognosis 880 

and future events, depression, sleep disturbances, and side effects. The occurrence of acute 881 

coronary syndromes compounds these perceptions, often associated with lower HRQL.158 882 

Patients with atherosclerosis often have comorbid conditions (e.g., diabetes, peripheral arterial 883 

disease, and obesity) that may further worsen their HRQL, while the development of heart failure 884 

diminishes HRQL. Other predictors of impaired HRQL include a younger age, female gender, 885 

poor/inadequate emotional support, racial minorities, lower socioeconomic status, and disease 886 

severity. These all present future targets for improving HRQL. 887 
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Three types of instruments remain paramount in measuring HRQL in atherosclerosis: 888 

generic, disease-specific for atherosclerosis, and disease-specific for ancillary disease conditions 889 

germane to the individual. Generic instruments, such as Short Form-36 and EQ5D, allow for 890 

comparison of HRQL to other patients and to measure changes in overall health state beyond 891 

atherosclerosis. Thus, headaches produced by nitrates may counterbalance improvements in 892 

angina, with the magnitude being driven by the importance to the patient and the severity of each 893 

symptom. Common disease-specific instruments used to measure HRQL include the Seattle 894 

Angina Questionnaire (SAQ) and the Myocardial Infarction Dimension Assessment Scale 895 

(MIDAS)159. These instruments remain more responsive to change and can measure efficacy of 896 

an intervention or track changes over time. Numerous instruments provided ancillary 897 

understanding on conditions and common disease states, including functional capacity (e.g., 898 

DASI)160 and depression (e.g., PHQ-9).161  899 

Revascularization remains the cornerstone for improving HRQL in atherosclerosis 900 

patients with multi-vessel disease. Compared to surgery, percutaneous coronary intervention 901 

(PCI) patients have better quality of life improvement by one month and less physical 902 

limitations162; however by six months and beyond, surgical revascularization patients have 903 

greater anginal improvements and improved overall HRQL. High-intensity interval training 904 

versus moderate exercise training have had similar benefits on HRQL.163 Nursing-led secondary 905 

prevention efforts, including education and behavioral counseling/support, and patient lifestyle 906 

changes result in improvements in HRQL164, 165; however, the details on key elements that 907 

translate into improved outcomes remain limited.  As we continue to make progress in the 908 

management of acute and chronic atherosclerosis, we must also develop strategies to maximize 909 

HRQL. 910 

[H1] Outlook 911 

The very advances in managing the complications of atherosclerosis have extended life, but 912 

leave many with impaired cardiac function contributing to an epidemic of heart failure due to 913 

ischemic cardiomyopathy. Beyond its intolerable human costs, the burden of heart failure creates 914 

a major strain on healthcare systems and resources. We have made much progress in 915 

understanding the mechanisms of atherosclerosis. We possess many tools for treating or 916 

managing atherosclerosis and its complications. Yet, the job is unfinished. We have only 917 

partially mastered atherosclerosis, and much remains to be done. Many of the contemporary 918 

interventions that extend life depend highly on expensive and invasive technology or 919 

medications. For example, percutaneous and surgical management of coronary and peripheral 920 

atherosclerotic disease, albeit often effective, depend on increasingly complex technologies. 921 

Arrhythmias and heart failure most often arise because of atherosclerosis. Treatment of these 922 

conditions, when advanced, often also involve highly technological interventions such as 923 

pacemakers, cardiac resynchronization, and mechanical circulatory support. Lewis Thomas 924 

referred to such solutions as "halfway technologies." 166 We have succeeded in creating a cohort 925 

of survivors of atherosclerotic complications who live longer, but experience considerable 926 
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morbidity and poor quality of life. Some of the simpler solutions to stemming the epidemic of 927 

atherosclerosis require behavioral or societal changes. Our ability to deploy adoption of healthy 928 

diets, regular physical activity, smoking cessation, and other preventive measures has lagged 929 

behind our technological prowess.  930 

 931 

We must strive on several fronts to confront the remaining burden of atherosclerotic risk. In the 932 

laboratory, we must continue to explore the fundamental causes of this disease, keeping our eye 933 

on the “moving target” of the human disease, and on the limitations of our in vitro and animal 934 

experiments. In our translational undertakings, we must develop and test rigorously novel 935 

therapeutics that target novel pathways and address unmet needs rather than exhausting well-936 

mined targets. In our clinical practices, we should strive to implement what we already know in 937 

an evidence-based manner, and never allow guidelines and practice algorithms to replace our 938 

bond with individual patients and our judgement and experience regarding that individuals 939 

particular circumstances, needs, and preferences. As a society, we need to combat unhealthy 940 

lifestyles and provide a healthy environment to limit the spread of cardiovascular disease in the 941 

future. 942 

 943 

Box 1. Definition of clinically significant coronary atherosclerotic disease. 944 

Coronary atherosclerosis should be considered clinically relevant if any of the characteristics below is 

present 

1. It leads to the development of documents downstream ischemia;  

2. It has already led to an acute vascular event (e.g. an acute coronary syndrome); or  

3. The documented atherosclerotic burden (extent and severity) or individual plaque 

characteristics have been associated with worse outcomes in large population studies. 

 945 

 946 

Figure Legends 947 

Figure 1: The contribution of cardiovascular diseases to the global burden of death in 2016.  948 

These data, collected from the global burden of disease website 949 

(https://vizhub.healthdata.org/gbd-), convey the importance of atherosclerotic cardiovascular 950 
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disease worldwide. Many stroke deaths may not result directly from atherosclerotic disease but 951 

from hypertension, and a highly prevalent cardiovascular risk factor. Likewise, not all cases of 952 

cardiomyopathy are ischemic in origin, and some cases of atrial fibrillation may not associate 953 

with atherosclerosis. 954 

Figure 2. Initiation and progression of atherosclerosis 955 

The normal artery wall has a tri-laminar structure. The atherosclerotic plaque forms in the 956 

innermost layer, the intima. The tunica media normally consists of resting smooth muscle cells 957 

and a well-organized extracellular matrix comprised of elastin, collagen, and other 958 

macromolecules. The outermost layer, the adventitia, contains nerve endings, mast cells, and 959 

gives rise to vaso vasorum, microvessels that nourish the outer layer of the media. The normal 960 

human intimal layer contains some smooth muscle cells. In the early stage of lesion initiation, 961 

low density lipoprotein (LDL) particles accumulate in the intima. There, protected from plasma 962 

anti-oxidants, the lipid and protein constituents of atherogenic lipoproteins can undergo oxidative 963 

and other modifications that can render them potentially pro-inflammatory and immunogenic. 964 

Early in atherogenesis, “classical”, pro-inflammatory, monocytes enter the intima. Their traversal 965 

through the bloodstream slows when they encounter adhesion molecules expressed by activated 966 

endothelial cells on the intimal surface. Chemoattractant cytokines known as chemokines can 967 

beckon the bound leukocytes to enter the artery wall. T lymphocytes, while numerically less 968 

abundant than monocytes, also enter the intima early during lesion formation. Although fewer in 969 

number, they may exert regulatory roles that are decisive in regulating the innate immune cells 970 

and intrinsic arterial cells: the endothelium and smooth muscle cells. The monocytes that 971 

congregate in the nascent intimal lesion express scavenger receptors that permit them to bind 972 

lipoprotein particles and become engorged with cholesterol forming foam cells. The “classical” 973 
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monocytes, once resident in the intima, can mature into macrophages, and attain characteristics 974 

associated with the reparative or less inflammatory monocyte/macrophage population. Smooth 975 

muscle cells, usually quiescent in the tunica media, can migrate into the intima in response to 976 

mediators elaborated by the accumulating leukocytes. The smooth muscle cell chemoattractant 977 

platelet-derived growth factor (PDGF) likely participates in this directed migration of medial 978 

smooth muscle cells into the intima.  979 

Figure 3. The Progression of Atherosclerotic Lesions: Cellular Birth and Death 980 

During the evolution of the atherosclerotic plaque the resident and recruited smooth muscle cells 981 

can undergo division as indicated by the mitotic figures. The smooth muscle cell produces 982 

extracellular matrix molecules such as interstitial collagen and elastin as well as proteoglycans 983 

and glycosaminoglycans that contribute to the thickening of the intimal layer during lesion 984 

formation. T cell mediators such as gamma interferon (IFN-γ can impair the ability of the smooth 985 

muscle cell to make interstitial collagen impairing the ability of these cells to repair and maintain 986 

the fibrous cap which overlies the necrotic core of the typical atherosclerotic plaque. The 987 

mononuclear phagocytes in the evolving lesion also can divide. Evidence from experimental 988 

atherosclerosis in mice show that mononuclear phagocyte accumulation in the later phases of 989 

atherogenesis involve more replication than recruitment. As the lesion advances, smooth muscle 990 

cells and macrophages alike can undergo cell death including programmed cell death by 991 

apoptosis. The debris from dead and dying cells accumulates forming the “necrotic” or lipid-rich 992 

core of the atheroma. Impaired clearance of dead cells, a phenomenon known as defective 993 

efferocytosis, can contribute to the formation of the necrotic core. Activate macrophages boost 994 

their production of enzymes that are specialized in breakdown of extracellular matrix 995 

macromolecules including interstitial collagen. Many of these enzymes belong to the matrix 996 
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metalloproteinases (MMP) family. These enzymes attack the interstitial collagen that lends 997 

strength to the plaque’s fibrous cap leading to a thinning and structural weakening of this 998 

structure that protects the plaque from rupture. Current evidence suggests that smooth muscle 999 

cells and the mononuclear phagocytes can interchange through a process of metaplasia. 1000 

Experimental evidence suggests that many of the macrophages in the advanced mouse 1001 

atherosclerotic plaque bear markers of smooth muscle lineage.  1002 

Figure 4. Atheroma Complication: Disruption and Healing 1003 

Occasionally plaques that have undergone thinning and weakening of the fibrous cap due to 1004 

impaired repair by smooth muscle cells and increased degradation by macrophage-derived 1005 

degrading enzymes can rupture. The fracture of the plaque’s fibrous cap permits blood 1006 

coagulation components access to the core of the plaque. Pro-coagulant substances such as tissue 1007 

factor in the core of the plaque can trigger thrombosis that when sustained and occlusive can 1008 

cause an acute coronary event. Many mural thrombi may not totally occlude the vessel or may 1009 

undergo lysis due to endogenous fibrinolytic defenses. The resorbing thrombus, a source of 1010 

platelet-derived transforming growth factor beta (PDGF-β) and PDGF can stimulate a round of 1011 

smooth muscle cell migration and extracellular matrix production. These processes lead to 1012 

increased lesion volume and eventual encroachment on the arterial lumen. Pathological studies 1013 

of complicated human atherosclerotic plaques disclose “buried caps.” These provide evidence for 1014 

prior rupture and healing as described above. Plaques that lack a well-defined lipid core and have 1015 

abundant rather than sparse extracellular matrix can provoke coronary thrombi due to a process 1016 

known as superficial erosion. The clots associated with superficial erosion have characteristics of 1017 

platelet-rich “white” thrombi versus the fibrin and trapped erythrocyte-rich “red” thrombi 1018 
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associated with plaque rupture. Whether or not healing of eroded plaques occurs as in the case of 1019 

plaque rupture remains unknown.  1020 

Figure 5: Clinical manifestations of atherosclerosis  1021 

Atherosclerosis is a systemic disease that may involve multiple vessels. Consequently, the 1022 

clinical manifestations are also widely variable according to the territory involved  Despite the 1023 

systemic nature of many risk factors such as hypercholesterolemia, hypertension, diabetes, and 1024 

smoking, atherosclerosis tends to involve particularly specific regions of the arterial tree 1025 

primarily. Arterial areas subjected to either disturbed flow or low-shear stress have particular 1026 

susceptibility to atheroma formation. 35 These conditions prevail at branch points or flow 1027 

dividers in the arterial tree. 1028 

 1029 

Figure 6. Relationship between luminal diameter narrowing and coronary artery flow / 1030 

reserve at rest and stress. Both resting and maximum coronary flows remain unchanged with 1031 

stenosis of up to 50% luminal obstruction. Above this threshold there is a substantial decrease in 1032 

coronary flow with increased luminal obstruction. From Gould, K. L. & Lipscomb, K. Effects of 1033 

coronary stenoses on coronary flow reserve and resistance. The American journal of cardiology 1034 

34, 48-55 (1974). 1035 

 1036 

  1037 
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Tables 1038 

Table 1. Diagnostic testing for atherosclerosis. 1039 

Test Imaging 

characteristics  

Limitations Advantages Routine Clinical 

applications 

Ultrasound 

(±doppler) 

Direct plaque 

visualization 

Allows differentiation 

of some plaque 

components 

 

Can only be used 

in large calibre and 

superficial vessels  

Non-invasive 

No radiation 

Carotid arteries 

Intracerebral 

arteries 

(transcranial 

doppler) 

Abdominal aorta 

Lower extremity 

vessels 

Coronary 

computed 

tomography 

angiography 

Direct plaque 

visualization 

Allows partial 

evaluation of plaque 

composition 

(calcified vs. non-

calcified) 

 

Iodine contrast 

needed 

Uses radiation 

Non-invasive 

 

Most vascular 

territories 

Magnetic 

resonance 

Direct plaque 

visualisation 

No evaluation of 

plaque components 

Limited to large 

calibre vessels 

Potentially useful 

in selected cases 

of smaller calibre 

vessels such as 

coronary 

Non-invasive 

No radiation 

 

Carotid, aorta 

Positron emission 

tomography 

No direct plaque 

visualisation, 

identifies 

inflammatory plaque 

activity 

Radiation 

Can only be used 

in large calibre 

vessels 

Evaluates 
pathophysiology 
of the plaque 

Applications 

restricted to 

research 

Invasive 

angiography 

Classic reference 

standard for the 

evaluation of luminal 

stenosis 

No direct plaque 

visualization 

 

Invasive 

Radiation 

Iodine contrast 

needed 

Visualisation of 

stenosis, not 

plaque 

 Most vascular 

territories 
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Intravascular 

Ultrasound 

Direct plaque 

visualisation 

Potential “virtual 

histology” plaque 

characterisation 

Excellent for plaque 

burden and 

composition 

evaluation 

Invasive 

Radiation 

Contrast (for 

catheter 

positioning) 

Limited availability 

 Routine clinical 

application 

limited to 

selected cases of 

coronary artery 

evaluation 

Optical coherence 

tomography 

Direct plaque 

visualisation 

High resolution 

imaging for plaque 

characteristics 

Invasive 

Radiation 

Contrast (for 

catheter 

positioning) 

Limited availability 

Limited 

penetration, only 

allows the 

evaluation of 

plaque closer to 

the endothelium 

 Routine clinical 

application 

restricted to very 

selected cases of 

coronary artery 

evaluation 

 1040 

  1041 
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Table 2:  1042 

 1043 

aBlood pressure <140/90 mmHg is the general target. The target can be higher in frail elderly, or lower in most 1044 
patients with DM (see chapter 3.a.8) and in some (very) high-risk patients without DM who can tolerate multiple 1045 
blood pressure lowering drugs (see chapter 3.a.9). 1046 

bNon-HDL-C is a reasonable and practical alternative target because it does not require fasting. Non HDL-C 1047 
secondary targets of <2.6, <3.3 and <3.8 mmol/L (<100, <130 and <145 mg/dL) are recommended for very high, 1048 
high and low to moderate risk subjects, respectively. See section 3a.7.10 for more details. 1049 

cA view was expressed that primary care physicians might prefer a single general LDL-C goal of 2.6 mmol/L (100 1050 
mg/dL). While accepting the simplicity of this approach and that it could be useful in some settings, there is better 1051 
scientific support for the three targets matched to level of risk. 1052 
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dThis is the general recommendation for those at very high-risk. It should be noted that the evidence for patients with 1053 
CKD is less strong. 1054 

Adapted from Piepoli MF, Hoes AW, Agewall S, Albus C, Brotons C, Catapano AL, Cooney MT, Corra U, 1055 

Cosyns B, Deaton C, Graham I, Hall MS, Hobbs FD, Lochen ML, Lollgen H, Marques-Vidal P, Perk J, 1056 

Prescott E, Redon J, Richter DJ, Sattar N, Smulders Y, Tiberi M, van der Worp HB, van Dis I, Verschuren 1057 

WM and Authors/Task Force M. 2016 European Guidelines on cardiovascular disease prevention in 1058 

clinical practice: The Sixth Joint Task Force of the European Society of Cardiology and Other Societies on 1059 

Cardiovascular Disease Prevention in Clinical Practice (constituted by representatives of 10 societies and 1060 

by invited experts)Developed with the special contribution of the European Association for 1061 

Cardiovascular Prevention & Rehabilitation (EACPR). Eur Heart J. 2016;37:2315-2381. 1062 

  1063 



 

34 
 

REFERENCES 1064 

 1065 

1. Centers for Disease C and Prevention. Vital signs: prevalence, treatment, and control of 1066 

high levels of low-density lipoprotein cholesterol--United States, 1999-2002 and 2005-200. 1067 

MMWR Morb Mortal Wkly Rep. 2011;60:109-114. 1068 

2. World Health Organization. Cardiovascular diseases (CVDs) Fact Sheet. 2017. 1069 

3. Benjamin EJ, Blaha MJ, Chiuve SE, Cushman M, Das SR, Deo R, de Ferranti SD, Floyd J, 1070 

Fornage M, Gillespie C, Isasi CR, Jiménez MC, Jordan LC, Judd SE, Lackland D, Lichtman JH, 1071 

Lisabeth L, Liu S, Longenecker CT, Mackey RH, Matsushita K, Mozaffarian D, Mussolino ME, Nasir 1072 

K, Neumar RW, Palaniappan L, Pandey DK, Thiagarajan RR, Reeves MJ, Ritchey M, Rodriguez CJ, 1073 

Roth GA, Rosamond WD, Sasson C, Towfighi A, Tsao CW, Turner MB, Virani SS, Voeks JH, Willey 1074 

JZ, Wilkins JT, Wu JHY, Alger HM, Wong SS and Muntner P. Heart Disease and Stroke Statistics—1075 

2017 Update: A Report From the American Heart Association. Circulation. 2017. 1076 

4. Disease GBD, Injury I and Prevalence C. Global, regional, and national incidence, 1077 

prevalence, and years lived with disability for 310 diseases and injuries, 1990-2015: a systematic 1078 

analysis for the Global Burden of Disease Study 2015. Lancet. 2016;388:1545-1602. 1079 

5. Herrington W, Lacey B, Sherliker P, Armitage J and Lewington S. Epidemiology of 1080 

Atherosclerosis and the Potential to Reduce the Global Burden of Atherothrombotic Disease. Circ 1081 

Res. 2016;118:535-546. 1082 

6. Roth GA, Huffman MD, Moran AE, Feigin V, Mensah GA, Naghavi M and Murray CJ. 1083 

Global and regional patterns in cardiovascular mortality from 1990 to 2013. Circulation. 1084 

2015;132:1667-1678. 1085 

7. Global Hearts Initiative. 2018;2018. 1086 

8. Goldstein JL and Brown MS. A century of cholesterol and coronaries: from plaques to 1087 

genes to statins. Cell. 2015;161:161-172. 1088 

9. Libby P. The forgotten majority: unfinished business in cardiovascular risk reduction. J Am 1089 

Coll Cardiol. 2005;46:1225-1228. 1090 

10. Hochholzer W and Giugliano RP. Lipid lowering goals: back to nature? Ther Adv 1091 

Cardiovasc Dis. 2010;4:185-191. 1092 

11. Giugliano RP, Wiviott SD, Blazing MA, De Ferrari GM, Park JG, Murphy SA, White JA, 1093 

Tershakovec AM, Cannon CP and Braunwald E. Long-term Safety and Efficacy of Achieving Very 1094 

Low Levels of Low-Density Lipoprotein Cholesterol : A Prespecified Analysis of the IMPROVE-IT 1095 

Trial. JAMA Cardiol. 2017;2:547-555. 1096 

12. Hopstock LA, Bonaa KH, Eggen AE, Grimsgaard S, Jacobsen BK, Lochen ML, Mathiesen EB, 1097 

Njolstad I and Wilsgaard T. Longitudinal and secular trends in total cholesterol levels and impact 1098 

of lipid-lowering drug use among Norwegian women and men born in 1905-1977 in the 1099 

population-based Tromso Study 1979-2016. BMJ Open. 2017;7:e015001. 1100 

13. Schreiner PJ, Jacobs DR, Jr., Wong ND and Kiefe CI. Twenty-Five Year Secular Trends in 1101 

Lipids and Modifiable Risk Factors in a Population-Based Biracial Cohort: The Coronary Artery 1102 

Risk Development in Young Adults (CARDIA) Study, 1985-2011. J Am Heart Assoc. 2016;5. 1103 



 

35 
 

14. Nordestgaard BG, Chapman MJ, Humphries SE, Ginsberg HN, Masana L, Descamps OS, 1104 

Wiklund O, Hegele RA, Raal FJ, Defesche JC, Wiegman A, Santos RD, Watts GF, Parhofer KG, 1105 

Hovingh GK, Kovanen PT, Boileau C, Averna M, Boren J, Bruckert E, Catapano AL, Kuivenhoven JA, 1106 

Pajukanta P, Ray K, Stalenhoef AF, Stroes E, Taskinen MR, Tybjaerg-Hansen A and European 1107 

Atherosclerosis Society Consensus P. Familial hypercholesterolaemia is underdiagnosed and 1108 

undertreated in the general population: guidance for clinicians to prevent coronary heart 1109 

disease: consensus statement of the European Atherosclerosis Society. Eur Heart J. 1110 

2013;34:3478-3490a. 1111 

15. Cohen JC, Boerwinkle E, Mosley TH, Jr. and Hobbs HH. Sequence variations in PCSK9, low 1112 

LDL, and protection against coronary heart disease. N Engl J Med. 2006;354:1264-1272. 1113 

16. Miller YI, Choi SH, Wiesner P, Fang L, Harkewicz R, Hartvigsen K, Boullier A, Gonen A, 1114 

Diehl CJ, Que X, Montano E, Shaw PX, Tsimikas S, Binder CJ and Witztum JL. Oxidation-specific 1115 

epitopes are danger-associated molecular patterns recognized by pattern recognition receptors 1116 

of innate immunity. Circ Res. 2011;108:235-248. 1117 

17. Navab M, Ananthramaiah GM, Reddy ST, Van Lenten BJ, Ansell BJ, Fonarow GC, 1118 

Vahabzadeh K, Hama S, Hough G, Kamranpour N, Berliner JA, Lusis AJ and Fogelman AM. The 1119 

oxidation hypothesis of atherogenesis: the role of oxidized phospholipids and HDL. J Lipid Res. 1120 

2004;45:993-1007. 1121 

18. Gistera A and Hansson GK. The immunology of atherosclerosis. Nat Rev Nephrol. 1122 

2017;13:368-380. 1123 

19. Libby P, Hansson GK and Lichtman AH. Immune effector mechanisms implicated in 1124 

atherosclerosis: from mice to humans. Immunity. 2013;38:1092-1104. 1125 

20. Tardif JC, McMurray JJ, Klug E, Small R, Schumi J, Choi J, Cooper J, Scott R, Lewis EF, 1126 

L'Allier PL and Pfeffer MA. Effects of succinobucol (AGI-1067) after an acute coronary syndrome: 1127 

a randomised, double-blind, placebo-controlled trial. Lancet. 2008;371:1761-1768. 1128 

21. Ketelhuth DFJ and Hansson GK. Adaptive Response of T and B Cells in Atherosclerosis. 1129 

Circ Res. 2016;118:668-678. 1130 

22. Ridker PM. LDL cholesterol: controversies and future therapeutic directions. The Lancet. 1131 

2014;384:607-617. 1132 

23. Boren J and Williams KJ. The central role of arterial retention of cholesterol-rich 1133 

apolipoprotein-B-containing lipoproteins in the pathogenesis of atherosclerosis: a triumph of 1134 

simplicity. Curr Opin Lipidol. 2016;27:473-483. 1135 

24. Llorente-Cortes V, Martinez-Gonzalez J and Badimon L. LDL receptor-related protein 1136 

mediates uptake of aggregated LDL in human vascular smooth muscle cells. Arterioscler Thromb 1137 

Vasc Biol. 2000;20:1572-1579. 1138 

25. Kranzhofer R, Browatzki M, Schmidt J and Kubler W. Angiotensin II activates the 1139 

proinflammatory transcription factor nuclear factor-kappaB in human monocytes. Biochem 1140 

Biophys Res Commun. 1999;257:826-828. 1141 

26. McMaster WG, Kirabo A, Madhur MS and Harrison DG. Inflammation, immunity, and 1142 

hypertensive end-organ damage. Circ Res. 2015;116:1022-1033. 1143 

27. Libby P, Nahrendorf M and Swirski FK. Leukocytes Link Local and Systemic Inflammation 1144 

in Ischemic Cardiovascular Disease. J Am Coll Cardiol. 2016;67:1091-1103. 1145 



 

36 
 

28. Libby P, Loscalzo J, Ridker PM, Farkouh ME, Hsue PY, Fuster V, Hasan AA and Amar S. 1146 

Inflammation, Immunity, and Infection in Atherothrombosis: JACC Review Topic of the Week. J 1147 

Am Coll Cardiol. 2018;72:2071-2081. 1148 

29. Ridker PM. A Test in Context: High-Sensitivity C-Reactive Protein. J Am Coll Cardiol. 1149 

2016;67:712-723. 1150 

30. Nus M and Mallat Z. Immune-mediated mechanisms of atherosclerosis and implications 1151 

for the clinic. Expert Rev Clin Immunol. 2016;12:1217-1237. 1152 

31. Ignarro LJ and Napoli C. Novel features of nitric oxide, endothelial nitric oxide synthase, 1153 

and atherosclerosis. Curr Diab Rep. 2005;5:17-23. 1154 

32. Cybulsky MI and Gimbrone Jr. MA. Endothelial expression of a mononuclear leukocyte 1155 

adhesion molecule during atherogenesis. Science. 1991;251:788-791. 1156 

33. Li H, Cybulsky MI, Gimbrone Jr. MA and Libby P. An atherogenic diet rapidly induces 1157 

VCAM-1, a cytokine regulatable mononuclear leukocyte adhesion molecule, in rabbit 1158 

endothelium. Arterioscler Thromb. 1993;13:197-204. 1159 

34. SenBanerjee S, Lin Z, Atkins GB, Greif DM, Rao RM, Kumar A, Feinberg MW, Chen Z, 1160 

Simon DI, Luscinskas FW, Michel TM, Gimbrone MA, Jr., Garcia-Cardena G and Jain MK. KLF2 is a 1161 

novel transcriptional regulator of endothelial proinflammatory activation. J Exp Med. 1162 

2004;199:1305-1315. 1163 

35. Gimbrone MA and García-Cardeña G. Endothelial Cell Dysfunction and the Pathobiology 1164 

of Atherosclerosis. Circ Res. 2016;118:620-636. 1165 

36. Chatzizisis YS, Coskun AU, Jonas M, Edelman ER, Feldman CL and Stone PH. Role of 1166 

endothelial shear stress in the natural history of coronary atherosclerosis and vascular 1167 

remodeling: molecular, cellular, and vascular behavior. J Am Coll Cardiol. 2007;49:2379-2393. 1168 

37. Bennett MR, Sinha S and Owens GK. Vascular Smooth Muscle Cells in Atherosclerosis. Circ 1169 

Res. 2016;118:692-702. 1170 

38. Robbins CS, Hilgendorf I, Weber GF, Theurl I, Iwamoto Y, Figueiredo JL, Gorbatov R, 1171 

Sukhova GK, Gerhardt LMS, Smyth D, Zavitz CCJ, Shikatani EA, Parsons M, van Rooijen N, Lin HY, 1172 

Husain M, Libby P, Nahrendorf M, Weissleder R and Swirski FK. Local proliferation dominates 1173 

lesional macrophage accumulation in atherosclerosis. Nat Med. 2013;19:1166-1172. 1174 

39. Wanschel A, Seibert T, Hewing B, Ramkhelawon B, Ray TD, van Gils JM, Rayner KJ, Feig JE, 1175 

O'Brien ER, Fisher EA and Moore KJ. Neuroimmune guidance cue semaphorin 3E is expressed in 1176 

atherosclerotic plaques and regulates macrophage retention. Arterioscler Thromb Vasc Biol. 1177 

2013. 1178 

40. Swirski FK, Nahrendorf M and Libby P. The ins and outs of inflammatory cells in 1179 

atheromata. Cell Metab. 2012;15:135-136. 1180 

41. Libby P and Hansson GK. Inflammation and Immunity in Diseases of the Arterial Tree: 1181 

Players and Layers. Circ Res. 2015;116:307-311. 1182 

42. Gistera A, Robertson AK, Andersson J, Ketelhuth DF, Ovchinnikova O, Nilsson SK, 1183 

Lundberg AM, Li MO, Flavell RA and Hansson GK. Transforming growth factor-beta signaling in T 1184 

cells promotes stabilization of atherosclerotic plaques through an interleukin-17-dependent 1185 

pathway. Sci Transl Med. 2013;5:196ra100. 1186 

43. Grabner R, Lotzer K, Dopping S, Hildner M, Radke D, Beer M, Spanbroek R, Lippert B, 1187 

Reardon CA, Getz GS, Fu YX, Hehlgans T, Mebius RE, van der Wall M, Kruspe D, Englert C, Lovas 1188 

A, Hu D, Randolph GJ, Weih F and Habenicht AJ. Lymphotoxin beta receptor signaling promotes 1189 



 

37 
 

tertiary lymphoid organogenesis in the aorta adventitia of aged ApoE-/- mice. J Exp Med. 1190 

2009;206:233-248. 1191 

44. Geng Y-J and Libby P. Evidence for apoptosis in advanced human atheroma. Co-1192 

localization with interleukin-1 b-converting enzyme. Am J Pathol. 1995;147:251-266. 1193 

45. Clarke MC, Talib S, Figg NL and Bennett MR. Vascular smooth muscle cell apoptosis 1194 

induces interleukin-1-directed inflammation: effects of hyperlipidemia-mediated inhibition of 1195 

phagocytosis. Circ Res. 2010;106:363-372. 1196 

46. Tabas I, Garcia-Cardena G and Owens GK. Recent insights into the cellular biology of 1197 

atherosclerosis. J Cell Biol. 2015;209:13-22. 1198 

47. Yurdagul A, Doran AC, Cai B, Fredman G and Tabas IA. Mechanisms and Consequences of 1199 

Defective Efferocytosis in Atherosclerosis. Frontiers in Cardiovascular Medicine. 2018;4. 1200 

48. Jaiswal S, Natarajan P, Silver AJ, Gibson CJ, Bick AG, Shvartz E, McConkey M, Gupta N, 1201 

Gabriel S, Ardissino D, Baber U, Mehran R, Fuster V, Danesh J, Frossard P, Saleheen D, Melander 1202 

O, Sukhova GK, Neuberg D, Libby P, Kathiresan S and Ebert BL. Clonal Hematopoiesis and Risk of 1203 

Atherosclerotic Cardiovascular Disease. N Engl J Med. 2017;377:111-121. 1204 

49. Fuster JJ, MacLauchlan S, Zuriaga MA, Polackal MN, Ostriker AC, Chakraborty R, Wu C-L, 1205 

Sano S, Muralidharan S, Rius C, Vuong J, Jacob S, Muralidhar V, Robertson AAB, Cooper MA, 1206 

Andrés V, Hirschi KK, Martin KA and Walsh K. Clonal hematopoiesis associated with Tet2 1207 

deficiency accelerates atherosclerosis development in mice. Science. 2017. 1208 

50. Wolach O, Sellar RS, Martinod K, Cherpokova D, McConkey M, Chappell RJ, Silver AJ, 1209 

Adams D, Castellano CA, Schneider RK, Padera RF, DeAngelo DJ, Wadleigh M, Steensma DP, 1210 

Galinsky I, Stone RM, Genovese G, McCarroll SA, Iliadou B, Hultman C, Neuberg D, Mullally A, 1211 

Wagner DD and Ebert BL. Increased neutrophil extracellular trap formation promotes thrombosis 1212 

in myeloproliferative neoplasms. Sci Transl Med. 2018;10. 1213 

51. Libby P and Ebert B. CHIP (Clonal Hematopoiesis of Indeterminate Potential): Potent and 1214 

Newly Recognized Contributor to Cardiovascular Risk. Circulation. 2018;138:666-668. 1215 

52. Ruiz JL, Hutcheson JD and Aikawa E. Cardiovascular calcification: current controversies 1216 

and novel concepts. Cardiovasc Pathol. 2015;24:207-212. 1217 

53. Ruiz JL, Weinbaum S, Aikawa E and Hutcheson JD. Zooming in on the genesis of 1218 

atherosclerotic plaque microcalcifications. J Physiol. 2016;594:2915-2927. 1219 

54. Huang H, Virmani R, Younis H, Burke AP, Kamm RD and Lee RT. The impact of calcification 1220 

on the biomechanical stability of atherosclerotic plaques. Circulation. 2001;103:1051-1056. 1221 

55. Irkle A, Vesey AT, Lewis DY, Skepper JN, Bird JL, Dweck MR, Joshi FR, Gallagher FA, 1222 

Warburton EA, Bennett MR, Brindle KM, Newby DE, Rudd JH and Davenport AP. Identifying 1223 

active vascular microcalcification by (18)F-sodium fluoride positron emission tomography. Nat 1224 

Commun. 2015;6:7495. 1225 

56. Galis Z, Muszynski M, Sukhova G, Simon-Morrisey E, Unemori E, Lark M, Amento E and 1226 

Libby P. Cytokine-stimulated human vascular smooth muscle cells synthesize a complement of 1227 

enzymes required for extracellular matrix digestion. Circ Res. 1994;75:181-189. 1228 

57. Alexander MR, Moehle CW, Johnson JL, Yang Z, Lee JK, Jackson CL and Owens GK. Genetic 1229 

inactivation of IL-1 signaling enhances atherosclerotic plaque instability and reduces outward 1230 

vessel remodeling in advanced atherosclerosis in mice. J Clin Invest. 2012;122:70-79. 1231 

58. Bentzon JF, Otsuka F, Virmani R and Falk E. Mechanisms of plaque formation and rupture. 1232 

Circ Res. 2014;114:1852-1866. 1233 



 

38 
 

59. Libby P and Pasterkamp G. Requiem for the 'vulnerable plaque'. Eur Heart J. 1234 

2015;36:2984-2987. 1235 

60. Pasterkamp G, den Ruijter HM and Libby P. Temporal shifts in clinical presentation and 1236 

underlying mechanisms of atherosclerotic disease. Nat Rev Cardiol. 2017;14:21-29. 1237 

61. Amento EP, Ehsani N, Palmer H and Libby P. Cytokines and growth factors positively and 1238 

negatively regulate intersitial collagen gene expression in human vascular smooth muscle cells. 1239 

Arterioscler Thromb Vasc Biol. 1991;11:1223-1230. 1240 

62. Galis Z, Sukhova G, Lark M and Libby P. Increased expression of matrix 1241 

metalloproteinases and matrix degrading activity in vulnerable regions of human atherosclerotic 1242 

plaques. J Clin Invest. 1994;94:2493-2503. 1243 

63. Galis Z, Sukhova G, Kranzhöfer R, Clark S and Libby P. Macrophage foam cells from 1244 

experimental atheroma constitutively produce matrix-degrading proteinases. Proc Natl Acad Sci 1245 

(USA). 1995;92:402-406. 1246 

64. Libby P. Mechanisms of acute coronary syndromes and their implications for therapy. N 1247 

Engl J Med. 2013;369:2004-2013. 1248 

65. Martinod K and Wagner DD. Thrombosis: tangled up in NETs. Blood. 2014;123:2768-1249 

2776. 1250 

66. Franck G, Mawson TL, Folco EJ, Molinaro R, Ruvkun V, Engelbertsen D, Liu X, Tesmenitsky 1251 

Y, Shvartz E, Sukhova GK, Michel J-B, Nicoletti A, Lichtman AH, Wagner DD, Croce KJ and Libby P. 1252 

Roles of PAD4 and NETosis in Experimental Atherosclerosis and Arterial Injury: Implications for 1253 

Superficial Erosion. Circ Res. 2018;123:33-42. 1254 

67. Folco EJ, Mawson TL, Vromman A, Bernardes-Souza B, Franck G, Persson O, Nakamura M, 1255 

Newton G, Luscinskas FW and Libby P. Neutrophil Extracellular Traps Induce Endothelial Cell 1256 

Activation and Tissue Factor Production through Interleukin-1α and Cathepsin G. Arterioscler 1257 

Thromb Vasc Biol. 2018;38:1901-1912. 1258 

68. Bevilacqua MP, Schleef R, Gimbrone MAJ and Loskutoff DJ. Regulation of the fibrinolytic 1259 

system of cultured human vascular endothelium by IL-1. J Clin Invest. 1986;78:587-591. 1260 

69. van Lammeren GW, den Ruijter HM, Vrijenhoek JE, van der Laan SW, Velema E, de Vries 1261 

JP, de Kleijn DP, Vink A, de Borst GJ, Moll FL, Bots ML and Pasterkamp G. Time-dependent 1262 

changes in atherosclerotic plaque composition in patients undergoing carotid surgery. 1263 

Circulation. 2014;129:2269-2276. 1264 

70. Quillard T, Franck G, Mawson T, Folco E and Libby P. Mechanisms of erosion of 1265 

atherosclerotic plaques. Curr Opin Lipidol. 2017. 1266 

71. Quillard T, Araujo HA, Franck G, Shvartz E, Sukhova G and Libby P. TLR2 and neutrophils 1267 

potentiate endothelial stress, apoptosis and detachment: implications for superficial erosion. Eur 1268 

Heart J. 2015;36:1394-1404. 1269 

72. Franck G, Mawson T, Sausen G, Salinas M, Masson GS, Cole A, Beltrami-Moreira M, 1270 

Chatzizisis Y, Quillard T, Tesmenitsky Y, Shvartz E, Sukhova GK, Swirski FK, Nahrendorf M, Aikawa 1271 

E, Croce KJ and Libby P. Flow Perturbation Mediates Neutrophil Recruitment and Potentiates 1272 

Endothelial Injury via TLR2 in Mice - Implications for Superficial Erosion. Circ Res. 2017;121:31. 1273 

73. Fernandez-Friera L, Penalvo JL, Fernandez-Ortiz A, Ibanez B, Lopez-Melgar B, Laclaustra 1274 

M, Oliva B, Mocoroa A, Mendiguren J, Martinez de Vega V, Garcia L, Molina J, Sanchez-Gonzalez 1275 

J, Guzman G, Alonso-Farto JC, Guallar E, Civeira F, Sillesen H, Pocock S, Ordovas JM, Sanz G, 1276 

Jimenez-Borreguero LJ and Fuster V. Prevalence, Vascular Distribution, and Multiterritorial 1277 



 

39 
 

Extent of Subclinical Atherosclerosis in a Middle-Aged Cohort: The PESA (Progression of Early 1278 

Subclinical Atherosclerosis) Study. Circulation. 2015;131:2104-2113. 1279 

74. Libby  P. Mechanisms of Acute Coronary Syndromes and Their Implications for Therapy. 1280 

New Engl J Med. 2013;368:2004-2013. 1281 

75. Doukky R, Diemer G, Medina A, Winchester DE, Murthy VL, Phillips LM, Flood K, Giering L, 1282 

Hearn G, Schwartz RG, Russell R and Wolinsky D. Promoting Appropriate Use of Cardiac Imaging: 1283 

No Longer an Academic Exercise. Ann Intern Med. 2017;166:438-440. 1284 

76. Gould KL and Lipscomb K. Effects of coronary stenoses on coronary flow reserve and 1285 

resistance. Am J Cardiol. 1974;34:48-55. 1286 

77. Rumberger JA. Coronary Artery Disease: A Continuum, Not a Threshold. Mayo Clin Proc. 1287 

2017;92:323-326. 1288 

78. Topol EJ and Nissen SE. Our Preoccupation With Coronary Luminology. The Dissociation 1289 

Between Clinical and Angiographic Findings in Ischemic Heart Disease. 1995;92:2333-2342. 1290 

79. Tonino PAL, Fearon WF, De Bruyne B, Oldroyd KG, Leesar MA, Ver Lee PN, MacCarthy PA, 1291 

van't Veer M and Pijls NHJ. Angiographic Versus Functional Severity of Coronary Artery Stenoses 1292 

in the FAME Study. Journal of the American College of Cardiology. 2010;55:2816-2821. 1293 

80. Falk E, Shah PK and Fuster V. Coronary Plaque Disruption. Circulation. 1995;92:657-671. 1294 

81. Bittencourt MS, Hulten E, Ghoshhajra B, O'Leary D, Christman MP, Montana P, Truong 1295 

QA, Steigner M, Murthy VL, Rybicki FJ, Nasir K, Gowdak LH, Hainer J, Brady TJ, Di Carli MF, 1296 

Hoffmann U, Abbara S and Blankstein R. Prognostic value of nonobstructive and obstructive 1297 

coronary artery disease detected by coronary computed tomography angiography to identify 1298 

cardiovascular events. Circ Cardiovasc Imaging. 2014;7:282-291. 1299 

82. Maddox TM, Stanislawski MA, Grunwald GK, Bradley SM, Ho PM, Tsai TT, Patel MR, 1300 

Sandhu A, Valle J, Magid DJ, Leon B, Bhatt DL, Fihn SD and Rumsfeld JS. Nonobstructive coronary 1301 

artery disease and risk of myocardial infarction. JAMA. 2014;312:1754-1763. 1302 

83. Wilson JM and Jungner YG. [Principles and practice of mass screening for disease]. Bol 1303 

Oficina Sanit Panam. 1968;65:281-393. 1304 

84. Piepoli MF, Hoes AW, Agewall S, Albus C, Brotons C, Catapano AL, Cooney MT, Corra U, 1305 

Cosyns B, Deaton C, Graham I, Hall MS, Richard Hobbs FD, Lochen ML, Lollgen H, Marques-Vidal 1306 

P, Perk J, Prescott E, Redon J, Richter DJ, Sattar N, Smulders Y, Tiberi M, Bart van der Worp H, van 1307 

Dis I and Monique Verschuren WM. 2016 European Guidelines on cardiovascular disease 1308 

prevention in clinical practice. Revista espanola de cardiologia (English ed). 2016;69:939. 1309 

85. Force USPST, Bibbins-Domingo K, Grossman DC, Curry SJ, Davidson KW, Epling JW, Jr., 1310 

Garcia FA, Gillman MW, Kemper AR, Krist AH, Kurth AE, Landefeld CS, LeFevre ML, Mangione 1311 

CM, Phillips WR, Owens DK, Phipps MG and Pignone MP. Statin Use for the Primary Prevention 1312 

of Cardiovascular Disease in Adults: US Preventive Services Task Force Recommendation 1313 

Statement. JAMA. 2016;316:1997-2007. 1314 

86. Goff Jr DC, Lloyd-Jones DM, Bennett G, Coady S, D’Agostino Sr RB, Gibbons R, Greenland 1315 

P, Lackland DT, Levy D, O’Donnell CJ, Robinson JG, Schwartz JS, Shero ST, Smith Jr SC, Sorlie P, 1316 

Stone NJ and Wilson PWF. 2013 ACC/AHA Guideline on the Assessment of Cardiovascular Risk: A 1317 

Report of the American College of Cardiology/American Heart Association Task Force on Practice 1318 

Guidelines. Journal of the American College of Cardiology. 2014;63:2935-2959. 1319 

87. Goff DC, Jr., Lloyd-Jones DM, Bennett G, Coady S, D'Agostino RB, Sr., Gibbons R, 1320 

Greenland P, Lackland DT, Levy D, O'Donnell CJ, Robinson J, Schwartz JS, Shero ST, Smith SC, Jr., 1321 



 

40 
 

Sorlie P, Stone NJ and Wilson PW. 2013 ACC/AHA guideline on the assessment of cardiovascular 1322 

risk: A report of the American College of Cardiology/American Heart Association Task Force on 1323 

Practice Guidelines. Circulation. 2013. 1324 

88. Stone NJ, Robinson JG, Lichtenstein AH, Bairey Merz CN, Blum CB, Eckel RH, Goldberg AC, 1325 

Gordon D, Levy D, Lloyd-Jones DM, McBride P, Schwartz JS, Shero ST, Smith SC, Watson K and 1326 

Wilson PWF. 2013 ACC/AHA Guideline on the Treatment of Blood Cholesterol to Reduce 1327 

Atherosclerotic Cardiovascular Risk in Adults. Circulation. 2014;129:S1. 1328 

89. Piepoli MF, Hoes AW, Agewall S, Albus C, Brotons C, Catapano AL, Cooney MT, Corra U, 1329 

Cosyns B, Deaton C, Graham I, Hall MS, Hobbs FDR, Lochen ML, Lollgen H, Marques-Vidal P, Perk 1330 

J, Prescott E, Redon J, Richter DJ, Sattar N, Smulders Y, Tiberi M, van der Worp HB, van Dis I, 1331 

Verschuren WMM, Binno S and Group ESCSD. 2016 European Guidelines on cardiovascular 1332 

disease prevention in clinical practice: The Sixth Joint Task Force of the European Society of 1333 

Cardiology and Other Societies on Cardiovascular Disease Prevention in Clinical Practice 1334 

(constituted by representatives of 10 societies and by invited experts)Developed with the special 1335 

contribution of the European Association for Cardiovascular Prevention & Rehabilitation 1336 

(EACPR). Eur Heart J. 2016;37:2315-2381. 1337 

90. Nasir K, Bittencourt MS, Blaha MJ, Blankstein R, Agatson AS, Rivera JJ, Miemdema MD, 1338 

Sibley CT, Shaw LJ, Blumenthal RS, Budoff MJ and Krumholz HM. Implications of Coronary Artery 1339 

Calcium Testing Among Statin Candidates According to American College of Cardiology/American 1340 

Heart Association Cholesterol Management Guidelines: MESA (Multi-Ethnic Study of 1341 

Atherosclerosis). J Am Coll Cardiol. 2015;66:1657-1668. 1342 

91. Sabatine MS, Giugliano RP, Keech AC, Honarpour N, Wiviott SD, Murphy SA, Kuder JF, 1343 

Wang H, Liu T, Wasserman SM, Sever PS and Pedersen TR. Evolocumab and Clinical Outcomes in 1344 

Patients with Cardiovascular Disease. New Engl J Med. 2017;376:1713-1722. 1345 

92. Ridker PM, Everett BM, Thuren T, MacFadyen JG, Chang WH, Ballantyne C, Fonseca F, 1346 

Nicolau J, Koenig W, Anker SD, Kastelein JJP, Cornel JH, Pais P, Pella D, Genest J, Cifkova R, 1347 

Lorenzatti A, Forster T, Kobalava Z, Vida-Simiti L, Flather M, Shimokawa H, Ogawa H, Dellborg M, 1348 

Rossi PRF, Troquay RPT, Libby P and Glynn RJ. Antiinflammatory Therapy with Canakinumab for 1349 

Atherosclerotic Disease. N Engl J Med. 2017;377:1119-1131. 1350 

93. Eikelboom JW, Connolly SJ, Bosch J, Dagenais GR, Hart RG, Shestakovska O, Diaz R, Alings 1351 

M, Lonn EM, Anand SS, Widimsky P, Hori M, Avezum A, Piegas LS, Branch KRH, Probstfield J, 1352 

Bhatt DL, Zhu J, Liang Y, Maggioni AP, Lopez-Jaramillo P, O’Donnell M, Kakkar A, Fox KAA, 1353 

Parkhomenko AN, Ertl G, Störk S, Keltai M, Ryden L, Pogosova N, Dans AL, Lanas F, Commerford 1354 

PJ, Torp-Pedersen C, Guzik TJ, Verhamme PB, Vinereanu D, Kim J-H, Tonkin AM, Lewis BS, Felix C, 1355 

Yusoff K, Steg PG, Metsarinne KP, Cook Bruns N, Misselwitz F, Chen E, Leong D and Yusuf S. 1356 

Rivaroxaban with or without Aspirin in Stable Cardiovascular Disease. New Engl J Med. 0:null. 1357 

94. Roth GA, Johnson C, Abajobir A, Abd-Allah F, Abera SF, Abyu G, Ahmed M, Aksut B, Alam 1358 

T, Alam K, Alla F, Alvis-Guzman N, Amrock S, Ansari H, Arnlov J, Asayesh H, Atey TM, Avila-Burgos 1359 

L, Awasthi A, Banerjee A, Barac A, Barnighausen T, Barregard L, Bedi N, Belay Ketema E, Bennett 1360 

D, Berhe G, Bhutta Z, Bitew S, Carapetis J, Carrero JJ, Malta DC, Castaneda-Orjuela CA, Castillo-1361 

Rivas J, Catala-Lopez F, Choi JY, Christensen H, Cirillo M, Cooper L, Jr., Criqui M, Cundiff D, 1362 

Damasceno A, Dandona L, Dandona R, Davletov K, Dharmaratne S, Dorairaj P, Dubey M, 1363 

Ehrenkranz R, El Sayed Zaki M, Faraon EJA, Esteghamati A, Farid T, Farvid M, Feigin V, Ding EL, 1364 

Fowkes G, Gebrehiwot T, Gillum R, Gold A, Gona P, Gupta R, Habtewold TD, Hafezi-Nejad N, 1365 



 

41 
 

Hailu T, Hailu GB, Hankey G, Hassen HY, Abate KH, Havmoeller R, Hay SI, Horino M, Hotez PJ, 1366 

Jacobsen K, James S, Javanbakht M, Jeemon P, John D, Jonas J, Kalkonde Y, Karimkhani C, 1367 

Kasaeian A, Khader Y, Khan A, Khang YH, Khera S, Khoja AT, Khubchandani J, Kim D, Kolte D, 1368 

Kosen S, Krohn KJ, Kumar GA, Kwan GF, Lal DK, Larsson A, Linn S, Lopez A, Lotufo PA, El Razek 1369 

HMA, Malekzadeh R, Mazidi M, Meier T, Meles KG, Mensah G, Meretoja A, Mezgebe H, Miller T, 1370 

Mirrakhimov E, Mohammed S, Moran AE, Musa KI, Narula J, Neal B, Ngalesoni F, Nguyen G, 1371 

Obermeyer CM, Owolabi M, Patton G, Pedro J, Qato D, Qorbani M, Rahimi K, Rai RK, Rawaf S, 1372 

Ribeiro A, Safiri S, Salomon JA, Santos I, Santric Milicevic M, Sartorius B, Schutte A, Sepanlou S, 1373 

Shaikh MA, Shin MJ, Shishehbor M, Shore H, Silva DAS, Sobngwi E, Stranges S, Swaminathan S, 1374 

Tabares-Seisdedos R, Tadele Atnafu N, Tesfay F, Thakur JS, Thrift A, Topor-Madry R, Truelsen T, 1375 

Tyrovolas S, Ukwaja KN, Uthman O, Vasankari T, Vlassov V, Vollset SE, Wakayo T, Watkins D, 1376 

Weintraub R, Werdecker A, Westerman R, Wiysonge CS, Wolfe C, Workicho A, Xu G, Yano Y, Yip 1377 

P, Yonemoto N, Younis M, Yu C, Vos T, Naghavi M and Murray C. Global, Regional, and National 1378 

Burden of Cardiovascular Diseases for 10 Causes, 1990 to 2015. J Am Coll Cardiol. 2017;70:1-25. 1379 

95. Heidenreich PA, Trogdon JG, Khavjou OA, Butler J, Dracup K, Ezekowitz MD, Finkelstein 1380 

EA, Hong Y, Johnston SC, Khera A, Lloyd-Jones DM, Nelson SA, Nichol G, Orenstein D, Wilson PW, 1381 

Woo YJ, American Heart Association Advocacy Coordinating C, Stroke C, Council on 1382 

Cardiovascular R, Intervention, Council on Clinical C, Council on E, Prevention, Council on A, 1383 

Thrombosis, Vascular B, Council on C, Critical C, Perioperative, Resuscitation, Council on 1384 

Cardiovascular N, Council on the Kidney in Cardiovascular D, Council on Cardiovascular S, 1385 

Anesthesia, Interdisciplinary Council on Quality of C and Outcomes R. Forecasting the future of 1386 

cardiovascular disease in the United States: a policy statement from the American Heart 1387 

Association. Circulation. 2011;123:933-944. 1388 

96. McConnachie A, Walker A, Robertson M, Marchbank L, Peacock J, Packard CJ, Cobbe SM 1389 

and Ford I. Long-term impact on healthcare resource utilization of statin treatment, and its cost 1390 

effectiveness in the primary prevention of cardiovascular disease: a record linkage study. Eur 1391 

Heart J. 2014;35:290-298. 1392 

97. Lloyd-Jones DM, Leip EP, Larson MG, D'Agostino RB, Beiser A, Wilson PW, Wolf PA and 1393 

Levy D. Prediction of lifetime risk for cardiovascular disease by risk factor burden at 50 years of 1394 

age. Circulation. 2006;113:791-798. 1395 

98. Falaschetti E, Hingorani AD, Jones A, Charakida M, Finer N, Whincup P, Lawlor DA, Davey 1396 

Smith G, Sattar N and Deanfield JE. Adiposity and cardiovascular risk factors in a large 1397 

contemporary population of pre-pubertal children. Eur Heart J. 2010;31:3063-3072. 1398 

99. Victora CG, Adair L, Fall C, Hallal PC, Martorell R, Richter L, Sachdev HS, Maternal and 1399 

Child Undernutrition Study G. Maternal and child undernutrition: consequences for adult health 1400 

and human capital. Lancet. 2008;371:340-357. 1401 

100. Juonala M, Magnussen CG, Berenson GS, Venn A, Burns TL, Sabin MA, Srinivasan SR, 1402 

Daniels SR, Davis PH, Chen W, Sun C, Cheung M, Viikari JS, Dwyer T and Raitakari OT. Childhood 1403 

adiposity, adult adiposity, and cardiovascular risk factors. N Engl J Med. 2011;365:1876-1885. 1404 

101. Vedanthan R, Bansilal S, Soto AV, Kovacic JC, Latina J, Jaslow R, Santana M, Gorga E, 1405 

Kasarskis A, Hajjar R, Schadt EE, Bjorkegren JL, Fayad ZA and Fuster V. Family-Based Approaches 1406 

to Cardiovascular Health Promotion. J Am Coll Cardiol. 2016;67:1725-1737. 1407 

102. Ference BA. Mendelian randomization studies: using naturally randomized genetic data 1408 

to fill evidence gaps. Curr Opin Lipidol. 2015;26:566-571. 1409 



 

42 
 

103. Pahkala K, Hietalampi H, Laitinen TT, Viikari JS, Ronnemaa T, Niinikoski H, Lagstrom H, 1410 

Talvia S, Jula A, Heinonen OJ, Juonala M, Simell O and Raitakari OT. Ideal cardiovascular health in 1411 

adolescence: effect of lifestyle intervention and association with vascular intima-media thickness 1412 

and elasticity (the Special Turku Coronary Risk Factor Intervention Project for Children [STRIP] 1413 

study). Circulation. 2013;127:2088-2096. 1414 

104. Koskinen J, Magnussen CG, Taittonen L, Rasanen L, Mikkila V, Laitinen T, Ronnemaa T, 1415 

Kahonen M, Viikari JS, Raitakari OT and Juonala M. Arterial structure and function after recovery 1416 

from the metabolic syndrome: the cardiovascular risk in Young Finns Study. Circulation. 1417 

2010;121:392-400. 1418 

105. Tonetti MS, D'Aiuto F, Nibali L, Donald A, Storry C, Parkar M, Suvan J, Hingorani AD, 1419 

Vallance P and Deanfield J. Treatment of periodontitis and endothelial function. N Engl J Med. 1420 

2007;356:911-920. 1421 

106. Baena-Diez JM, Garcia-Gil M, Comas-Cufi M, Ramos R, Prieto-Alhambra D, Salvador-1422 

Gonzalez B, Elosua R, Degano IR, Penafiel J and Grau M. Association between chronic immune-1423 

mediated inflammatory diseases and cardiovascular risk. Heart. 2017. 1424 

107. Marma AK, Berry JD, Ning H, Persell SD and Lloyd-Jones DM. Distribution of 10-year and 1425 

lifetime predicted risks for cardiovascular disease in US adults: findings from the National Health 1426 

and Nutrition Examination Survey 2003 to 2006. Circ Cardiovasc Qual Outcomes. 2010;3:8-14. 1427 

108. Berry JD, Liu K, Folsom AR, Lewis CE, Carr JJ, Polak JF, Shea S, Sidney S, O'Leary DH, Chan 1428 

C and Lloyd-Jones DM. Prevalence and progression of subclinical atherosclerosis in younger 1429 

adults with low short-term but high lifetime estimated risk for cardiovascular disease: the 1430 

coronary artery risk development in young adults study and multi-ethnic study of 1431 

atherosclerosis. Circulation. 2009;119:382-389. 1432 

109. Patel RS, Lagord C, Waterall J, Moth M, Knapton M and Deanfield JE. Online self-1433 

assessment of cardiovascular risk using the Joint British Societies (JBS3)-derived heart age tool: a 1434 

descriptive study. BMJ Open. 2016;6:e011511. 1435 

110. Board JBS. Joint British Societies' consensus recommendations for the prevention of 1436 

cardiovascular disease (JBS3). Heart (British Cardiac Society). 2014;100 Suppl 2:ii1-ii67. 1437 

111. Lopez-Gonzalez AA, Aguilo A, Frontera M, Bennasar-Veny M, Campos I, Vicente-Herrero 1438 

T, Tomas-Salva M, De Pedro-Gomez J and Tauler P. Effectiveness of the Heart Age tool for 1439 

improving modifiable cardiovascular risk factors in a Southern European population: a 1440 

randomized trial. Eur J Prev Cardiol. 2015;22:389-396. 1441 

112. Kivipelto M, Ngandu T, Laatikainen T, Winblad B, Soininen H and Tuomilehto J. Risk score 1442 

for the prediction of dementia risk in 20 years among middle aged people: a longitudinal, 1443 

population-based study. Lancet Neurol. 2006;5:735-741. 1444 

113. Gottesman RF, Schneider AL, Albert M, Alonso A, Bandeen-Roche K, Coker L, Coresh J, 1445 

Knopman D, Power MC, Rawlings A, Sharrett AR, Wruck LM and Mosley TH. Midlife hypertension 1446 

and 20-year cognitive change: the atherosclerosis risk in communities neurocognitive study. 1447 

JAMA Neurol. 2014;71:1218-1227. 1448 

114. Rovio SP, Pahkala K, Nevalainen J, Juonala M, Salo P, Kahonen M, Hutri-Kahonen N, 1449 

Lehtimaki T, Jokinen E, Laitinen T, Taittonen L, Tossavainen P, Viikari JSA, Rinne JO and Raitakari 1450 

OT. Cardiovascular Risk Factors From Childhood and Midlife Cognitive Performance: The Young 1451 

Finns Study. J Am Coll Cardiol. 2017;69:2279-2289. 1452 



 

43 
 

115. Ngandu T, Lehtisalo J, Solomon A, Levalahti E, Ahtiluoto S, Antikainen R, Backman L, 1453 

Hanninen T, Jula A, Laatikainen T, Lindstrom J, Mangialasche F, Paajanen T, Pajala S, Peltonen M, 1454 

Rauramaa R, Stigsdotter-Neely A, Strandberg T, Tuomilehto J, Soininen H and Kivipelto M. A 2 1455 

year multidomain intervention of diet, exercise, cognitive training, and vascular risk monitoring 1456 

versus control to prevent cognitive decline in at-risk elderly people (FINGER): a randomised 1457 

controlled trial. Lancet. 2015;385:2255-2263. 1458 

116. Wilkins E WL, Wickramasinghe K, Bhatnagar P, Leal J, Luengo-Fernandez R, Burns R, 1459 

Rayner M, Townsend N. European Cardiovascular Disease Statistics 2017. Brussels: European 1460 

Heart Network; 2017. 1461 

117. Moran AE, Forouzanfar MH, Roth GA, Mensah GA, Ezzati M, Murray CJ and Naghavi M. 1462 

Temporal trends in ischemic heart disease mortality in 21 world regions, 1980 to 2010: the 1463 

Global Burden of Disease 2010 study. Circulation. 2014;129:1483-1492. 1464 

118. Mora S, Ames JM and Manson JE. Low-Dose Aspirin in the Primary Prevention of 1465 

Cardiovascular Disease: Shared Decision Making in Clinical Practice. JAMA. 2016;316:709-710. 1466 

119. Mora S and Manson JE. Aspirin for Primary Prevention of Atherosclerotic Cardiovascular 1467 

Disease: Advances in Diagnosis and Treatment. JAMA Intern Med. 2016;176:1195-1204. 1468 

120. Dugani S, Ames JM, Manson JE and Mora S. Weighing the Anti-Ischemic Benefits and 1469 

Bleeding Risks from Aspirin Therapy: a Rational Approach. Curr Atheroscler Rep. 2018;20:15. 1470 

121. Authors/Task Force M, Piepoli MF, Hoes AW, Agewall S, Albus C, Brotons C, Catapano AL, 1471 

Cooney MT, Corra U, Cosyns B, Deaton C, Graham I, Hall MS, Hobbs FD, Lochen ML, Lollgen H, 1472 

Marques-Vidal P, Perk J, Prescott E, Redon J, Richter DJ, Sattar N, Smulders Y, Tiberi M, Bart van 1473 

der Worp H, van Dis I and Verschuren WM. 2016 European Guidelines on cardiovascular disease 1474 

prevention in clinical practice: The Sixth Joint Task Force of the European Society of Cardiology 1475 

and Other Societies on Cardiovascular Disease Prevention in Clinical Practice (constituted by 1476 

representatives of 10 societies and by invited experts) Developed with the special contribution of 1477 

the European Association for Cardiovascular Prevention & Rehabilitation (EACPR). 1478 

Atherosclerosis. 2016;252:207-274. 1479 

122. Betsholtz C, Johnsson A, Heldin CH, Westermark B, Lind P, Urdea MS, Eddy R, Shows RB, 1480 

Philpott K, Mellor AL, Knott TJ and Scott J. cDNA sequence and chromosomal localization of 1481 

human platelet-derived growth factor A-chain and its expression in tumour cell lines. Nature. 1482 

1986;320:695-699. 1483 

123. Chow CK, Jolly S, Rao-Melacini P, Fox KA, Anand SS and Yusuf S. Association of diet, 1484 

exercise, and smoking modification with risk of early cardiovascular events after acute coronary 1485 

syndromes. Circulation. 2010;121:750-758. 1486 

124. Law MR, Morris JK and Wald NJ. Use of blood pressure lowering drugs in the prevention 1487 

of cardiovascular disease: meta-analysis of 147 randomised trials in the context of expectations 1488 

from prospective epidemiological studies. BMJ. 2009;338:b1665. 1489 

125. Duckworth W, Abraira C, Moritz T, Reda D, Emanuele N, Reaven PD, Zieve FJ, Marks J, 1490 

Davis SN, Hayward R, Warren SR, Goldman S, McCarren M, Vitek ME, Henderson WG, Huang GD 1491 

and Investigators V. Glucose control and vascular complications in veterans with type 2 diabetes. 1492 

N Engl J Med. 2009;360:129-139. 1493 

126. Ference BA, Ginsberg HN, Graham I, Ray KK, Packard CJ, Bruckert E, Hegele RA, Krauss 1494 

RM, Raal FJ, Schunkert H, Watts GF, Boren J, Fazio S, Horton JD, Masana L, Nicholls SJ, 1495 

Nordestgaard BG, van de Sluis B, Taskinen MR, Tokgozoglu L, Landmesser U, Laufs U, Wiklund O, 1496 



 

44 
 

Stock JK, Chapman MJ and Catapano AL. Low-density lipoproteins cause atherosclerotic 1497 

cardiovascular disease. 1. Evidence from genetic, epidemiologic, and clinical studies. A consensus 1498 

statement from the European Atherosclerosis Society Consensus Panel. Eur Heart J. 2017. 1499 

127. Cholesterol Treatment Trialists C, Baigent C, Blackwell L, Emberson J, Holland LE, Reith C, 1500 

Bhala N, Peto R, Barnes EH, Keech A, Simes J and Collins R. Efficacy and safety of more intensive 1501 

lowering of LDL cholesterol: a meta-analysis of data from 170,000 participants in 26 randomised 1502 

trials. Lancet. 2010;376:1670-1681. 1503 

128. Ridker PM. What works and in whom? A simple, easily applied, evidence-based approach 1504 

to guidelines for statin therapy. Circ Cardiovasc Qual Outcomes. 2012;5:592-593. 1505 

129. Ridker PM, Libby P and Buring JE. Risk Markers And The Primary Prevention Of 1506 

Cardiovascular Disease. In: E. Braunwald, ed. Heart Disease, 10th Edition; 2014. 1507 

130. Piepoli MF, Hoes AW, Agewall S, Albus C, Brotons C, Catapano AL, Cooney MT, Corra U, 1508 

Cosyns B, Deaton C, Graham I, Hall MS, Hobbs FD, Lochen ML, Lollgen H, Marques-Vidal P, Perk J, 1509 

Prescott E, Redon J, Richter DJ, Sattar N, Smulders Y, Tiberi M, van der Worp HB, van Dis I, 1510 

Verschuren WM and Authors/Task Force M. 2016 European Guidelines on cardiovascular disease 1511 

prevention in clinical practice: The Sixth Joint Task Force of the European Society of Cardiology 1512 

and Other Societies on Cardiovascular Disease Prevention in Clinical Practice (constituted by 1513 

representatives of 10 societies and by invited experts)Developed with the special contribution of 1514 

the European Association for Cardiovascular Prevention & Rehabilitation (EACPR). Eur Heart J. 1515 

2016;37:2315-2381. 1516 

131. Collaboration CTT. Efficacy and safety of more intensive lowering of LDL cholesterol: a 1517 

meta-analysis of data from 170 000 participants in 26 randomised trials. Lancet. 2010;376:1670-1518 

1681. 1519 

132. Stone NJ, Robinson JG, Lichtenstein AH, Bairey Merz CN, Blum CB, Eckel RH, Goldberg AC, 1520 

Gordon D, Levy D, Lloyd-Jones DM, McBride P, Schwartz JS, Shero ST, Smith SC, Jr., Watson K, 1521 

Wilson PW, Eddleman KM, Jarrett NM, LaBresh K, Nevo L, Wnek J, Anderson JL, Halperin JL, 1522 

Albert NM, Bozkurt B, Brindis RG, Curtis LH, DeMets D, Hochman JS, Kovacs RJ, Ohman EM, 1523 

Pressler SJ, Sellke FW, Shen WK, Smith SC, Jr., Tomaselli GF and American College of 1524 

Cardiology/American Heart Association Task Force on Practice G. 2013 ACC/AHA guideline on the 1525 

treatment of blood cholesterol to reduce atherosclerotic cardiovascular risk in adults: a report of 1526 

the American College of Cardiology/American Heart Association Task Force on Practice 1527 

Guidelines. Circulation. 2014;129:S1-45. 1528 

133. Cannon CP, Blazing MA, Giugliano RP, McCagg A, White JA, Theroux P, Darius H, Lewis BS, 1529 

Ophuis TO, Jukema JW, De Ferrari GM, Ruzyllo W, De Lucca P, Im K, Bohula EA, Reist C, Wiviott 1530 

SD, Tershakovec AM, Musliner TA, Braunwald E, Califf RM and Investigators I-I. Ezetimibe Added 1531 

to Statin Therapy after Acute Coronary Syndromes. N Engl J Med. 2015;372:2387-2397. 1532 

134. The Lipid Research Clinics Coronary Primary Prevention Trial results. II. The relationship of 1533 

reduction in incidence of coronary heart disease to cholesterol lowering. JAMA. 1984;251:365-1534 

374. 1535 

135. Robinson JG, Farnier M, Krempf M, Bergeron J, Luc G, Averna M, Stroes ES, Langslet G, 1536 

Raal FJ, El Shahawy M, Koren MJ, Lepor NE, Lorenzato C, Pordy R, Chaudhari U, Kastelein JJ and 1537 

Investigators OLT. Efficacy and safety of alirocumab in reducing lipids and cardiovascular events. 1538 

N Engl J Med. 2015;372:1489-1499. 1539 



 

45 
 

136. Sabatine MS, Giugliano RP, Wiviott SD, Raal FJ, Blom DJ, Robinson J, Ballantyne CM, 1540 

Somaratne R, Legg J, Wasserman SM, Scott R, Koren MJ, Stein EA and Open-Label Study of Long-1541 

Term Evaluation against LDLCI. Efficacy and safety of evolocumab in reducing lipids and 1542 

cardiovascular events. N Engl J Med. 2015;372:1500-1509. 1543 

137. Nicholls SJ, Puri R, Anderson T, Ballantyne CM, Cho L, Kastelein JJ, Koenig W, Somaratne 1544 

R, Kassahun H, Yang J, Wasserman SM, Scott R, Ungi I, Podolec J, Ophuis AO, Cornel JH, Borgman 1545 

M, Brennan DM and Nissen SE. Effect of Evolocumab on Progression of Coronary Disease in 1546 

Statin-Treated Patients: The GLAGOV Randomized Clinical Trial. JAMA. 2016;316:2373-2384. 1547 

138. Sabatine MS, Giugliano RP, Keech AC, Honarpour N, Wiviott SD, Murphy SA, Kuder JF, 1548 

Wang H, Liu T, Wasserman SM, Sever PS, Pedersen TR, Committee FS and Investigators. 1549 

Evolocumab and Clinical Outcomes in Patients with Cardiovascular Disease. N Engl J Med. 1550 

2017;376:1713-1722. 1551 

139. Ridker PM, Revkin J, Amarenco P, Brunell R, Curto M, Civeira F, Flather M, Glynn RJ, 1552 

Gregoire J, Jukema JW, Karpov Y, Kastelein JJP, Koenig W, Lorenzatti A, Manga P, Masiukiewicz U, 1553 

Miller M, Mosterd A, Murin J, Nicolau JC, Nissen S, Ponikowski P, Santos RD, Schwartz PF, Soran 1554 

H, White H, Wright RS, Vrablik M, Yunis C, Shear CL, Tardif JC and Investigators SCO. 1555 

Cardiovascular Efficacy and Safety of Bococizumab in High-Risk Patients. N Engl J Med. 1556 

2017;376:1527-1539. 1557 

140. Ray KK, Landmesser U, Leiter LA, Kallend D, Dufour R, Karakas M, Hall T, Troquay RP, 1558 

Turner T, Visseren FL, Wijngaard P, Wright RS and Kastelein JJ. Inclisiran in Patients at High 1559 

Cardiovascular Risk with Elevated LDL Cholesterol. N Engl J Med. 2017;376:1430-1440. 1560 

141. Giugliano RP, Pedersen TR, Park J-G, De Ferrari GM, Gaciong ZA, Ceska R, Toth K, Gouni-1561 

Berthold I, Lopez-Miranda J, Schiele F, Mach F, Ott BR, Kanevsky E, Pineda AL, Somaratne R, 1562 

Wasserman SM, Keech AC, Sever PS and Sabatine MS. Clinical efficacy and safety of achieving 1563 

very low LDL-cholesterol concentrations with the PCSK9 inhibitor evolocumab: a prespecified 1564 

secondary analysis of the FOURIER trial. The Lancet. 2017. 1565 

142. Landmesser U, John Chapman M, Farnier M, Gencer B, Gielen S, Hovingh GK, Luscher TF, 1566 

Sinning D, Tokgozoglu L, Wiklund O, Zamorano JL, Pinto FJ, Catapano AL, European Society of C 1567 

and European Atherosclerosis S. European Society of Cardiology/European Atherosclerosis 1568 

Society Task Force consensus statement on proprotein convertase subtilisin/kexin type 9 1569 

inhibitors: practical guidance for use in patients at very high cardiovascular risk. Eur Heart J. 1570 

2017;38:2245-2255. 1571 

143. Saely CH, Rein P and Drexel H. Combination lipid therapy in type 2 diabetes. N Engl J Med. 1572 

2010;363:692; author reply 694-695. 1573 

144. Antithrombotic Trialists C. Collaborative meta-analysis of randomised trials of antiplatelet 1574 

therapy for prevention of death, myocardial infarction, and stroke in high risk patients. BMJ. 1575 

2002;324:71-86. 1576 

145. Roffi M, Patrono C, Collet JP, Mueller C, Valgimigli M, Andreotti F, Bax JJ, Borger MA, 1577 

Brotons C, Chew DP, Gencer B, Hasenfuss G, Kjeldsen K, Lancellotti P, Landmesser U, Mehilli J, 1578 

Mukherjee D, Storey RF, Windecker S, Baumgartner H, Gaemperli O, Achenbach S, Agewall S, 1579 

Badimon L, Baigent C, Bueno H, Bugiardini R, Carerj S, Casselman F, Cuisset T, Erol C, Fitzsimons 1580 

D, Halle M, Hamm C, Hildick-Smith D, Huber K, Iliodromitis E, James S, Lewis BS, Lip GY, Piepoli 1581 

MF, Richter D, Rosemann T, Sechtem U, Steg PG, Vrints C, Luis Zamorano J and Management of 1582 

Acute Coronary Syndromes in Patients Presenting without Persistent STSEotESoC. 2015 ESC 1583 



 

46 
 

Guidelines for the management of acute coronary syndromes in patients presenting without 1584 

persistent ST-segment elevation: Task Force for the Management of Acute Coronary Syndromes 1585 

in Patients Presenting without Persistent ST-Segment Elevation of the European Society of 1586 

Cardiology (ESC). Eur Heart J. 2016;37:267-315. 1587 

146. Ridker PM, MacFadyen JG, Everett BM, Libby P, Thuren T, Glynn RJ, Ridker PM, 1588 

MacFadyen JG, Everett BM, Libby P, Thuren T, Glynn RJ, Kastelein J, Koenig W, Genest J, 1589 

Lorenzatti A, Varigos J, Siostrzonek P, Sinnaeve P, Fonseca F, Nicolau J, Gotcheva N, Yong H, 1590 

Urina-Triana M, Milicic D, Cifkova R, Vettus R, Anker SD, Manolis AJ, Wyss F, Forster T, Sigurdsson 1591 

A, Pais P, Fucili A, Ogawa H, Shimokawa H, Veze I, Petrauskiene B, Salvador L, Cornel JH, Klemsdal 1592 

TO, Medina F, Budaj A, Vida-Simiti L, Kobalava Z, Otasevic P, Pella D, Lainscak M, Seung K-B, 1593 

Commerford P, Dellborg M, Donath M, Hwang J-J, Kultursay H, Flather M, Ballantyne C, Bilazarian 1594 

S, Chang W, East C, Forgosh L, Harris B and Ligueros M. Relationship of C-reactive protein 1595 

reduction to cardiovascular event reduction following treatment with canakinumab: a secondary 1596 

analysis from the CANTOS randomised controlled trial. The Lancet. 2017. 1597 

147. Ridker PM, MacFadyen JG, Thuren T, Everett BM, Libby P, Glynn RJ and Group CT. Effect 1598 

of interleukin-1beta inhibition with canakinumab on incident lung cancer in patients with 1599 

atherosclerosis: exploratory results from a randomised, double-blind, placebo-controlled trial. 1600 

Lancet. 2017. 1601 

148. Bevilacqua MP, Pober JS, Majeau GR, Cotran RS and Gimbrone MA, Jr. Interleukin-1 acts 1602 

on cultured human vascular endothelium to increase the adhesion of polymorphonuclear 1603 

leukocytes, monocytes and related leukocyte cell lines. J Clin Invest. 1985;76:2003 - 2011. 1604 

149. Nissen SE, Yeomans ND, Solomon DH, Lüscher TF, Libby P, Husni ME, Graham DY, Borer 1605 

JS, Wisniewski LM, Wolski KE, Wang Q, Menon V, Ruschitzka F, Gaffney M, Beckerman B, Berger 1606 

MF, Bao W and Lincoff AM. Cardiovascular Safety of Celecoxib, Naproxen, or Ibuprofen for 1607 

Arthritis. N Engl J Med. 2016. 1608 

150. Ricciotti E and FitzGerald GA. Prostaglandins and inflammation. Arterioscler Thromb Vasc 1609 

Biol. 2011;31:986-1000. 1610 

151. Benner JS GR, Mogun H, Neumann PJ, Weinstein MC, Avorn J. Long-term Persistence in 1611 

Use of Statin Therapy in Elderly Patients. JAMA. 2002;288:455-461. 1612 

152. Kim MC, Cho JY, Jeong HC, Lee KH, Park KH, Sim DS, Yoon NS, Yoon HJ, Kim KH, Hong YJ, 1613 

Park HW, Kim JH, Jeong MH, Cho JG, Park JC, Seung KB, Chang K and Ahn Y. Impact of 1614 

postdischarge statin withdrawal on long-term outcomes in patients with acute myocardial 1615 

infarction. Am J Cardiol. 2015;115:1-7. 1616 

153. Zhang H, Plutzky J, Shubina M and Turchin A. Continued Statin Prescriptions After 1617 

Adverse Reactions and Patient Outcomes: A Cohort Study. Ann Intern Med. 2017;167:221-227. 1618 

154. Authors/Task Force m, Windecker S, Kolh P, Alfonso F, Collet JP, Cremer J, Falk V, 1619 

Filippatos G, Hamm C, Head SJ, Juni P, Kappetein AP, Kastrati A, Knuuti J, Landmesser U, Laufer 1620 

G, Neumann FJ, Richter DJ, Schauerte P, Sousa Uva M, Stefanini GG, Taggart DP, Torracca L, 1621 

Valgimigli M, Wijns W and Witkowski A. 2014 ESC/EACTS Guidelines on myocardial 1622 

revascularization: The Task Force on Myocardial Revascularization of the European Society of 1623 

Cardiology (ESC) and the European Association for Cardio-Thoracic Surgery (EACTS)Developed 1624 

with the special contribution of the European Association of Percutaneous Cardiovascular 1625 

Interventions (EAPCI). Eur Heart J. 2014;35:2541-2619. 1626 



 

47 
 

155. Vaishnava P and Lewis EF. Assessment of quality of life in severe heart failure. Curr Heart 1627 

Fail Rep. 2007;4:170-177. 1628 

156. Mark DB. Assessing quality-of-life outcomes in cardiovascular clinical research. Nat Rev 1629 

Cardiol. 2016;13:286-308. 1630 

157. Muhammad I, He HG, Kowitlawakul Y and Wang W. Narrative review of health-related 1631 

quality of life and its predictors among patients with coronary heart disease. Int J Nurs Pract. 1632 

2016;22:4-14. 1633 

158. Lewis EF, Li Y, Pfeffer MA, Solomon SD, Weinfurt KP, Velazquez EJ, Califf RM, Rouleau JL, 1634 

Kober L, White HD, Schulman KA and Reed SD. Impact of cardiovascular events on change in 1635 

quality of life and utilities in patients after myocardial infarction: a VALIANT study (valsartan in 1636 

acute myocardial infarction). JACC Heart Fail. 2014;2:159-165. 1637 

159. De Smedt D, Clays E, Doyle F, Kotseva K, Prugger C, Pajak A, Jennings C, Wood D, De 1638 

Bacquer D and Group ES. Validity and reliability of three commonly used quality of life measures 1639 

in a large European population of coronary heart disease patients. Int J Cardiol. 2013;167:2294-1640 

2299. 1641 

160. Hlatky MA, Boineau RE, Higginbotham MB, Lee KL, Mark DB, Califf RM, Cobb FR and Pryor 1642 

DB. A brief self-administered questionnaire to determine functional capacity (the Duke Activity 1643 

Status Index). Am J Cardiol. 1989;64:651-654. 1644 

161. Kroenke K, Spitzer RL and Williams JB. The PHQ-9: validity of a brief depression severity 1645 

measure. J Gen Intern Med. 2001;16:606-613. 1646 

162. Kulik A. Quality of life after coronary artery bypass graft surgery versus percutaneous 1647 

coronary intervention: what do the trials tell us? Curr Opin Cardiol. 2017;32:707-714. 1648 

163. Gomes-Neto M, Duraes AR, Reis H, Neves VR, Martinez BP and Carvalho VO. High-1649 

intensity interval training versus moderate-intensity continuous training on exercise capacity and 1650 

quality of life in patients with coronary artery disease: A systematic review and meta-analysis. 1651 

Eur J Prev Cardiol. 2017;24:1696-1707. 1652 

164. Allen JK and Dennison CR. Randomized trials of nursing interventions for secondary 1653 

prevention in patients with coronary artery disease and heart failure: systematic review. J 1654 

Cardiovasc Nurs. 2010;25:207-220. 1655 

165. De Smedt D, Clays E, Annemans L, Boudrez H, De Sutter J, Doyle F, Jennings C, Kotseva K, 1656 

Pajak A, Pardaens S, Prugger C, Wood D and De Bacquer D. The association between self-1657 

reported lifestyle changes and health-related quality of life in coronary patients: the EUROASPIRE 1658 

III survey. Eur J Prev Cardiol. 2014;21:796-805. 1659 

166. Thomas L. The Lives of a Cell The Lives of a Cell New York: Penguin Books; 1974: 31-36. 1660 

 1661 

  1662 



 

48 
 

 1663 
 1664 

 1665 



 

49 
 

 1666 
 1667 

 1668 
 1669 



 

50 
 

 1670 
 1671 

 1672 


