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Abstract
Cardiovascular disease (CVD), comprising coronary heart disease and stroke, is one of the most important causes of death in patients with systemic lupus erythematosus (SLE). The risks of developing both clinical CVD and subclinical atherosclerosis are increased in patients with SLE. This increase is not fully explained by traditional cardiovascular risk factors such as smoking, hypertension and elevated cholesterol, and it is believed that immune dysfunction
also contributes to CVD risk in SLE. In particular, recent studies have shown that abnormalities in both serum lipid profile and the autoantibody and T lymphocyte response to lipids may play a role in development of atherosclerosis.
The standard CVD risk calculation algorithms based on traditional risk factors underestimate the risk of developing CVD in patients with SLE. Thus, novel algorithms incorporating new biomarkers such as pro-inflammatory highdensity lipoprotein and use of imaging techniques such as carotid ultrasound scanning may become increasingly valuable.
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Introduction
Systemic lupus erythematosus (SLE) is an autoimmune rheumatic disease with a prevalence of 97 per 100,000 people in the United Kingdom [1]. It presents most commonly in young women, with a female to male ratio of 9 to 1 [1].
Cardiovascular disease (CVD) due to atherosclerosis is currently recognised as one of the leading causes of death among patients with SLE [2,3], with approximately a quarter of all deaths in a large multinational study of almost 10,000 patients with
SLE being due to CVD [2]. In the general population, CVD risk is dominated by traditional risk factors such as male sex, increasing age, diabetes, smoking, hypertension and elevated low-density lipoprotein (LDL) cholesterol [4–6]. However, for SLE,
the early onset of atherosclerosis in this ordinarily low-risk population of predominantly younger women [7] cannot be explained fully by those traditional factors. It has therefore been proposed that the atherosclerotic process is possibly accelerated
[8–10] in patients with SLE due to a complex interplay of traditional and lupus-specific risk factors [4,11,12]. Here we aim to review the clinical and epidemiological evidence regarding atherosclerosis and CVD in the context of SLE and address some
of the proposed contributory mechanisms relating to lipids and the immune response to lipids. We also discuss emerging biomarkers that may allow for better CVD risk stratification in patients with SLE and the imaging methods that may offer an
accurate assessment of the actual atherosclerotic burden of individual patients.

Epidemiological and clinical evidence for the increased risk of CVD in patients with SLE
SLE is one of the strongest known risk factors for CVD [10,11,13]. The range of cardiovascular involvement in SLE is broad including atherosclerosis, vascular inflammation/vasculitis, Raynaud's phenomenon, endothelial dysfunction and a
pro-coagulant tendency associated with the presence of antiphospholipid antibodies. Focusing on atherosclerosis-related CVD, Magder and Petri reported a 2.66-fold increased risk of CVD in the Hopkins Lupus Cohort compared with the Framingham
controls [14]. The impact of CVD-related events on both mortality and morbidity is tremendous: the incidence of coronary artery disease both in its acute (MI) and chronic (angina and chronic heart failure) forms is over 7 times greater in patients with
SLE than in healthy controls, even after accounting for traditional CVD risk factors, including sex, age and lipid profile [7,11]. In particular, younger female patients with SLE (age 35–44 years) have an over 50 times greater risk of having a MI
compared with the Framingham dataset [7]. When considering the typical bimodal mortality pattern found in SLE, the real importance of CVD becomes apparent: a decade after the diagnosis of SLE, one of the leading causes of death is MI [2,15].
Patients with SLE also have a greater risk for stroke, with an overall prevalence that can reach 20%, and high recurrence rate and greater mortality than matched controls [16,17].
Furthermore, the prevalence of sub-clinical atherosclerosis is also considerably high in patients with SLE. Studies in multiple units, using different imaging techniques such as vascular ultrasound [9,18,19] and electron beam tomography [8],
have consistently shown that patients with SLE have significantly higher prevalence of atherosclerotic plaque than healthy controls.
The reason why SLE is such a dramatic risk factor for atherosclerosis and CVD is yet to be fully explained. Decisive evidence associating specific lupus-related factors to the development of atherosclerosis has been proved difficult to
obtain, perhaps because even in very large cohort studies, the actual number of patients with CVD events is small. For example, in a large multi-centre study of the Systemic Lupus International Collaborative Clinics (SLICC) inception cohort, Urowitz
et al . found that among 1249 patients followed for a mean of 8 years, there were 31 atherosclerotic events [20]. In univariate analysis, all the factors significantly associated with increased risk of atherosclerosis were generic rather than SLE-specific.
These included male gender, increased age, smoking, hypertension and family history of CVD, but in multi-variable analysis, only non-modifiable risk factors, namely age and male gender, remained significant [20].
On the one hand, the presence of longstanding systemic inflammation associated with persistently active SLE could contribute to plaque formation and disruption. On the other hand, it has been found that patients with lupus have a high
prevalence of traditional CVD risk factors such as hypertension, altered lipid profile and impaired glucose tolerance [4,6,11], which to some extent may be the result of chronic treatment with corticosteroids [21,22]. However, to date, no undisputed
correlation has been found between corticosteroid use and atherosclerosis in SLE. Magder and Petri reported that the risk of cardiovascular events is increased by 2- to 5-fold for daily prednisolone doses above 10 and 20 mg, respectively [14]. This
could be due to the effects of corticosteroids on blood pressure and lipid profile, as reported for the Hopkins Lupus Cohort, where a daily dose of 10 mg of prednisolone was associated with an average total cholesterol rise of 0.19 mmol/L, a weight
gain of 5.5 lbs and an increased BP by 1.1 mmHg [23]. However, there are also conflicting data suggesting that there is an increased CVD risk among patients who are under treated with steroids, which could imply that poorer disease control is more
relevant in determining a higher CVD risk than steroid treatment per se [8].
In summary, the raised CVD risk is likely due to an interplay between direct vascular damage arising from inflammatory phenomena associated with SLE, such as vasculitis and immune-complex-mediated endothelial cell damage; treatmentrelated factors, such as steroid-induced hyperlipidaemia, hypertension and obesity; and other SLE-independent factors, such as homocysteine levels, smoking and family history [10]. Contributing factors indirectly related to SLE, namely nephrotic
syndrome secondary to lupus nephritis and the presence of anti-phospholipid antibodies (aPL), should also be considered [21,24]. Although the majority of SLE study groups report an association between CVD-related morbidity and mortality, and anti-
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phospholipid antibody positivity [14,25], there are other studies where this association was not found to be significant [26]. In addition, Farzaneh-Far et al. found that the presence of aPL antibodies in patients with SLE was associated with mitral valve
disease but not with myocardial, carotid or coronary abnormalities [19].
Treatment can also affect CVD-risk in a positive way: the use of hydroxychloroquine, for example, may play a potentially protective role as it has been shown to be associated with lower cholesterol levels, independently of other variables

[27], and may potentially counteract the negative effects of prednisolone on lipid profile [27]. Furthermore, hydroxychloroquine appears to inhibit platelet aggregation and decrease the binding of anti-β 2GP1 to phospholipid layers, thus decreasing the

risk of thrombosis [28–30].

Cardiovascular risk stratification in patients with SLE
Regardless of the vascular territory predominantly affected by atherosclerosis, identifying asymptomatic patients with already significant sub-clinical disease is the key for primary prevention of symptomatic CVD. It was based on this
premise that risk stratification algorithms have repeatedly been developed and improved in a bid to calculate the future risk of cardiovascular events with the highest predictive value possible. For the general population, the main risk stratification
tools are based on levels of well-established CVD risk factors such as age, sex, serum cholesterol, smoking and blood pressure. The Framingham risk score [31] is the most widely used, but others have also been developed, for example, the
Reynolds score [32], which includes high-sensitivity C Reactive ProteinRP (hsCRP) and the Sheffield table system [33]. These different methods are similar in their overall low sensitivity and specificity for development of CVD as they exclude various
emerging, genetic and otherwise unknown risk factors. Moreover, the vast majority of these indices fail to take into account the presence of autoimmune diseases that have been shown to influence CVD risk such as SLE or rheumatoid arthritis (RA).
An exception is the QRISK algorithm, which takes into account the diagnosis of RA as one of its risk factors for life-long CVD [34].
In the context of SLE, none of these CVD risk prediction algorithms are ideal. For example, because the Framingham risk score is heavily weighted for age and male gender, the risk of coronary artery disease in young women with SLE is
greatly underestimated [12,35]. The inability to assess accurately the actual CVD risk for each individual patient has led to an inability to shift CVD-associated mortality and morbidity in SLE, opposing the trend observed for other causes of mortality
such as lupus nephritis [2,36]. There is a need for alternative ways to assess and identify patients with SLE with potentially higher risk for developing CVD, which could include both blood tests and non-invasive scanning aimed at detecting subclinical atherosclerosis.
Ahmad et al. published a study focusing on assessing the strength of the association between traditional cardiovascular risk factors and presence of carotid plaque assessed by B-mode ultrasound [37]. The ultrasound findings of 200 women
with SLE were compared with those of 100 healthy controls. An increased prevalence of plaque was observed among the SLE cohort, particularly in the internal carotid artery (11% vs 4%; P < 0.05). Traditional risk factor models performed less well
in SLE compared with controls, but when using a multivariable model, which included SLE-related factors (including azathioprine use and aPL), a significant performance improvement was noted.
The use of SLE-specific stratification algorithms has been proposed, with particular emphasis on composite risk-assessment scores including both traditional risk factors and novel biomarkers. A good example is the PREDICTS score
proposed by McMahon et al. who argue that this is a useful tool to improve the identification of patients with SLE, who have a greater risk for CVD [38]. This study included 210 patients with SLE and 100 age-matched healthy control subjects who
underwent 2D carotid ultrasound to assess the presence of atherosclerotic plaque and the intima-media thickness (IMT) at two time points (0 and 2 years). For all the participants, complete data on traditional CVD risk factors (age, sex, diabetes,
hypertension and lipid profile) and treatment were collected (including cumulative steroid use). Moreover, all the participants were tested for a panel of serological variables that included pro-inflammatory HDL (piHDL), leptin, serum TNF-like weak
inducer of apoptosis (sTWEAK), serum homocysteine, hsCRP, adiponectin and apolipoprotein A1. Although some variables were shown to correlate significantly with the presence of plaque, namely the presence of diabetes, age 48 years or above,
high piHDL, high leptin and high sTWEAK levels, no single variable demonstrated an ideal combination of sensitivity and specificity. Consequently, a high-risk PREDICTS profile was proposed on the basis of the presence of at least three positive
biomarkers or a combination of diabetes plus at least one of the biomarkers considered. From this definition, patients who had the high risk profile had a 28-fold increased risk of the presence of plaque and increased IMT progression, with a 79%
specificity and 89% sensitivity (negative predictive value 89% and positive predictive value 64%) [38].
Currently, however, SLE-specific CVD risk algorithms are not in widespread use, but clinicians must nevertheless do their best to manage the traditional risk factors because although they do not contribute the whole CVD risk in SLE, they
contribute some of it. There is an evidence base for strategies to manage these traditional factors [39]. SLE subjects should be screened annually for cardiac risk factors —one report showed that only 26% of patients had four cardiac risk factors
assessed annually [40]. In the SLICC cohort, hypercholesterolaemia was not treated in up to two-thirds of patients.
Management of CVD risk can be undertaken by a target-based approach. As SLE is a very high-risk condition for CVD, some experts have suggested that it can be viewed as a ‘coronary heart disease equivalent ’ such as diabetes, and
therefore, targets for hypertension and raised cholesterol should be adjusted accordingly [41].

Abnormal lipids and increased atherosclerosis in SLE
Lipids are known to play a key role in the development of atherosclerotic plaques, with LDL and high-density lipoprotein (HDL) cholesterol being measured routinely in clinical laboratories and used in assessment of CVD risk. As noted above,
however, LDL levels are of limited value in the assessment of CVD risk in patients with SLE [35]. Some authors have reported increased very-low-density lipoprotein (VLDL) and triglycerides but reduced HDL in patients with SLE [42,43], arguing that
this profile promotes the oxidation of LDL and the development of atherosclerosis. Oxidative modifications of LDL including β 2-glycoprotein 1-oxidised LDL complexes have been identified in patients with SLE and are associated with arterial
thrombosis [44]; moreover, altered lipid profile has also been shown to influence non-CVD related outcomes, particularly regarding adverse renal outcomes [45].
The pathogenesis of the altered lipid profile observed in SLE is not yet fully established, but it is believed to be multifactorial. The presence of sustained inflammation most likely plays a central role, namely through the increase in
inflammatory cytokines such as tumour necrosis factor α (TNF α) and interleukin 6 (IL-6), which have been shown to influence lipid levels, shifting them towards an atherogenic profile [46,47].
HDL metabolism is increasingly recognised as a likely pivotal step in the development of atherosclerosis in SLE. The functional unity of HDL relies on structural and enzymatic integrity, which are dependent to a great extent on apolipoprotein
A1 (ApoA1) and paraoxonase (PON), respectively [48].
A mechanism that could contribute to the increased CVD risk in SLE is the presence of dysfunctional HDL (d-HDL)—also known as piHDL. In general, total HDL levels correlate inversely with the risk of atherosclerosis-related events [49].
However, when reviewing the data from the Framingham cohort, over 40% of events occurred in subjects with normal HDL levels [50] and subsequent studies have shown that a ‘normal’ lipid profile does not necessarily exclude the risk of CVD as a
significant number of events occur in subjects with normal HDL and LDL [51,52]. This led to the hypothesis that there could be a dysfunctional form of HDL with compromised anti-inflammatory activity (i.e. inability or decreased ability to prevent
oxidation of LDL). Van Lenten et al. described a series of experiments through which the function of HDL was hindered in the presence of an acute phase-like environment and hypothesized that this could be due to the displacement and/or exchange
of proteins associated with HDL, namely PON and ApoA1 [53]. Undurti et al. explored the impact of MPO-induced modifications on HDL function and showed not only that, through MPO-catalysed oxidation, there was a loss of non-cholesterol efflux
actions of HDL, namely of its anti-apoptotic and anti-inflammatory effects, but also that the modified HDL particles actually had a pro-inflammatory action, namely enhanced NF-κB activation and increased expression of vascular surface adhesion
molecules [54]. It has been suggested that d-HDL levels correlate better with the presence of CVD than total HDL levels [51]. The fact that inflammation appears to be a key factor in determining the shift from ‘normal’ HDL to d-HDL led to the
exploration of its potential role in chronic inflammatory conditions such as SLE and RA. McMahon et al. assessed d-HDL levels in 154 women with SLE and reported that those patients had significantly higher levels of d-HDL than both healthy
controls and patients with RA, and this difference was further enhanced in patients with SLE who also presented with CVD [55,56]. The presence of d-HDL also appears to correlate with in vivo hallmarks of atherosclerosis (i.e. presence of plaque or
thickened IMT). McMahon et al. reported that d-HDL was detected in a greater proportion of patients with plaque compared with those without plaque and that the presence of d-HDL was also associated with thicker IMT, even in patients with no prior
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thickened IMT). McMahon et al. reported that d-HDL was detected in a greater proportion of patients with plaque compared with those without plaque and that the presence of d-HDL was also associated with thicker IMT, even in patients with no prior
diagnosis of CVD, and proposed that d-HDL could potentially be used to identify patients with increased atherosclerotic risk [56].

Immune response to lipid and development of atherosclerosis in SLE
Both the humoral and T cell response to lipids may be abnormal in patients with SLE, potentially contributing to the development of atherosclerosis.
Given that SLE is characterised by the presence of several autoantibodies, the hypothesis that components of the HDL particle could be targeted by the immune system has been proposed, and the presence of anti-ApoA1 and anti-HDL in
the sera of patients with SLE has been reported by different research groups [48,57–59]. The atheroprotective role of ApoA1 is well established, and there is evidence to support that presence of anti-ApoA1 may contribute to the development of
atherosclerosis in non-SLE patients, namely in patients with acute coronary syndromes, RA and diabetes [60–62]. Furthermore, Montecucco et al. have shown that the presence of anti-ApoA1 IgG is associated with increased intra-plaque macrophage
neutrophil and metalloproteinase content and inversely with collagen in vivo [63]. This profile has been shown to be associated with increased plaque vulnerability and increased risk of plaque rupture, suggesting that the presence of anti-ApoA1 IgG
may be associated with high-risk plaques [63]. However, although our group at University College London has demonstrated that levels of anti-ApoA1 vary with disease activity in patients with SLE, we have not shown any association with CVD so far
[58,59].
Invariant natural killer T cells (iNKT cells) are a small population of specialised immune cells, comprising <1% of peripheral blood mononuclear cells in humans. Uniquely amongst T cells, they respond exclusively to lipid antigens presented
by the CD1d molecule on antigen presenting cells [64]. Upon stimulation with lipid antigen, iNKT cells react very rapidly by proliferating and releasing a wide range of either pro- or anti-inflammatory cytokines that can go on to trans-activate other
immune cells. Thus, iNKT cells have an immunomodulatory function. Studies in mice show that iNKT cells are involved in both autoimmunity and atherogenesis [65], and we and other researchers have previously identified reduced iNKT cell
frequency and defective iNKT cell function in patients with active SLE [66]. In a recent paper, we compared the number and phenotype of iNKT cells in patients with SLE who either had or did not have carotid/femoral plaque on ultrasound scanning
[67]. Intriguingly, we found that the group with plaque had more iNKT cells and that these cells adopted an anti-atherogenic phenotype and could polarise macrophages into an anti-inflammatory, anti-atherogenic M2 phenotype [67]. These iNKT cell
properties were lost in patients who had moved from sub-clinical atherosclerosis to clinical CVD. These findings support an atheroprotective role for iNKT cells driven by serum lipids and incorporating an effect on monocyte polarisation. This
protective role is not present in the absence of plaque and is triggered during the early stages of atherosclerosis but is lost or overwhelmed during the development of clinical atherosclerosis [67].

Use of vascular imaging to assess atherosclerotic burden in patients with SLE
Many different imaging techniques have been used to investigate the cardiovascular system in patients with SLE. For the heart, these include echocardiography [68,69], left ventricle angiography (conventional and Technetium-99 m
myocardial perfusion imaging) [70], cardiac magnetic resonance imaging [69] and electron beam CT. The latter method quantifies coronary artery calcification, which is an indirect marker of coronary atherosclerosis [8,71]. A detailed description of
these imaging techniques is beyond the scope of this chapter, but we have reviewed this field elsewhere [72].
For the arterial tree, ultrasound assessment of carotid atherosclerosis is an accurate, non-invasive method that allows for the assessment of arterial wall thickness and degree of plaque. Manzi et al. studied the prevalence of carotid
atherosclerosis as measured by B-mode ultrasound in 175 women with SLE, finding that 40% had at least one focal plaque and that more than 20% had at least one large plaque (>50% of the vessel diameter) or multiple plaques with at least one
medium plaque (30% –50% of the vessel diameter). Patients with higher cumulative damage measured by the modified SLICC damage score were more likely to have plaque, even after excluding the cardiovascular components of the SLICC index. A
strong association between the duration of use and cumulative dose of corticosteroids was also found [18]. These findings were echoed by other studies, which also suggested that plaque progression among patients with SLE was accelerated and
that the presence of plaque predicted the occurrence of future CVD-related events [9,73,74]. Further enhancement of ultrasound assessment of carotid plaques can be achieved using integrated backscatter analysis of carotid-intima complex, which
appears to correlate with calcium and collagen content of vascular wall, therefore non-invasively evaluating arterial sclerosis [75,76]. There is an argument that the femoral arteries should also be scanned because in non-SLE patients, femoral plaque
is also associated with increased risk of coronary disease [77]. In our recent ultrasound study of 100 patients, we found that 7/36 patients with plaque only had it in the femoral arteries and not in the carotids [67].
An alternative method to ultrasound is high-resolution CT angiography, which focuses essentially on providing improved accuracy and sensitivity and allows for a ‘virtual’ histology of plaques as it has been shown to correlate with histological
findings of atheromatous plaques at the carotid bifurcation [78]. However, limitations associated with the use of contrast and radiation exposure are of concern.
Currently, none of these methods are used in routine clinical practice to estimate CVD risk in patients with SLE. Carotid ultrasound is the most likely to come into use soonest on the basis of cost, safety, and accumulation of previous data.

Summary
CVD, principally coronary heart disease and stroke, is one of the most important causes of morbidity and mortality in patients with SLE. The risk of developing CVD is elevated in patients with SLE. This is partly, but not wholly, due to
traditional CVD risk factors such as hypertension, smoking and elevated lipid levels, so it is important for clinicians to address these factors. However, standard risk calculators based on the Framingham equations cannot be used to predict which
patients with SLE are at highest risk of CVD. These calculators underestimate CVD risk in patients with SLE because some of this risk is due to non-traditional factors such as immune dysfunction. There have been moves to develop SLE-specific
CVD risk algorithms incorporating novel biomarkers, but none are in widespread clinical use. It is also possible that non-invasive imaging such as vascular ultrasound could be used in future to visualise atherosclerotic plaque in asymptomatic
patients and thus guide the management of CVD risk.
The underlying causes of the increased CVD risk in patients with SLE are not fully understood. However, evidence suggests that both abnormal serum lipid profile and abnormal immune response to lipids contribute. In particular, raised
VLDL, dysfunctional HDL, and changes in the number and phenotype of iNKT cells have been demonstrated to show associations with presence and/or progression of atherosclerosis. These findings may be used to improve both assessment and
management of CVD risk in patients with SLE in the future.

Practice points
• Patients with SLE have an increased risk of developing CVD.
• It is important to consider whether smoking, diabetes, blood pressure and lipids are under optimal management in patients with SLE.
• However, the standard CVD risk calculation algorithms underestimate the risk in patients with SLE.

Research agenda
• It is important to develop SLE-specific CVD risk algorithms that include factors known to influence this risk in patients with SLE.
• Levels of VLDL and d-HDL may be important contributors to CVD risk in patients with SLE.
• iNKT cells appear to adopt an atheroprotective phenotype in patients with SLE and asymptomatic atherosclerotic plaque and lose this phenotype when CVD develops. Further experiments to understand this phenomenon are needed.

ELSEVIER_YBERH_1274

Conflict of interest
Neither author has any conflicts of interest.

Acknowledgements
AR is supported by the National Institute for Health Research University College London Hospitals Biomedical Research Centre, but the Centre played no role in preparation of this manuscript.

References
[1]
F. Rees, M. Doherty, M. Grainge, et al., The incidence and prevalence of systemic lupus erythematosus in the UK, 1999–2012, Ann rheum Dis 75 (1), 2016, 136–141.

[2]
S. Bernatsky, J.F. Boivin, L. Joseph, et al., Mortality in systemic lupus erythematosus, Arthr Rheum 54 (8), 2006, 2550–2557.

[3]
G. Thomas, J. Mancini, N. Jourde-Chiche, et al., Mortality associated with systemic lupus erythematosus in France assessed by multiple-cause-of-death analysis, Arthr Rheumatol 66 (9), 2014, 2503–2511.

[4]
R. Bessant, R. Duncan, G. Ambler, et al., Prevalence of conventional and lupus-specific risk factors for cardiovascular disease in patients with systemic lupus erythematosus: a case-control study, Arthr Rheum 55 (6), 2006, 892–899.

[5]
K. Sacre, B. Escoubet, B. Pasquet, et al., Increased arterial stiffness in systemic lupus erythematosus (SLE) patients at low risk for cardiovascular disease: a cross-sectional controlled study, PLoS One 9 (4), 2014, e94511.

[6]
K. Sacre, B. Escoubet, M.C. Zennaro, et al., Overweight is a major contributor to atherosclerosis in systemic lupus erythematosus patients at apparent low risk for cardiovascular disease: a cross-sectional controlled study, Medicine
(Baltimore) 94 (48), 2015, e2177.

∗∗[7]
S. Manzi, E.N. Meilahn, J.E. Rairie, et al., Age-specific incidence rates of myocardial infarction and angina in women with systemic lupus erythematosus: comparison with the Framingham Study, Am J Epidemiol 145 (5), 1997, 408–415.

[8]
Y. Asanuma, A. Oeser, A.K. Shintani, et al., Premature coronary-artery atherosclerosis in systemic lupus erythematosus, N Engl J Med 349 (25), 2003, 2407–2415.

∗∗[9]
M.J. Roman, B.A. Shanker, A. Davis, et al., Prevalence and correlates of accelerated atherosclerosis in systemic lupus erythematosus, N Engl J Med 349 (25), 2003, 2399–2406.

[10]
I.N. Bruce, 'Not only...but also': factors that contribute to accelerated atherosclerosis and premature coronary heart disease in systemic lupus erythematosus, Rheumatology (Oxford, England) 44 (12), 2005, 1492–1502.

[11]
J.M. Esdaile, M. Abrahamowicz, T. Grodzicky, et al., Traditional Framingham risk factors fail to fully account for accelerated atherosclerosis in systemic lupus erythematosus, Arthr Rheum 44 (10), 2001, 2331–2337.

[12]
R. Bessant, A. Hingorani, L. Patel, et al., Risk of coronary heart disease and stroke in a large British cohort of patients with systemic lupus erythematosus, Rheumatology (Oxford, England) 43 (7), 2004, 924–929.

[13]
P. Rahman, M.B. Urowitz, D.D. Gladman, et al., Contribution of traditional risk factors to coronary artery disease in patients with systemic lupus erythematosus, J Rheumatol 26 (11), 1999, 2363–2368.

[14]
L.S. Magder and M. Petri, Incidence of and risk factors for adverse cardiovascular events among patients with systemic lupus erythematosus, Am J Epidemiol 176 (8), 2012, 708–719.

[15]
M. Abu-Shakra, M.B. Urowitz, D.D. Gladman and J. Gough, Mortality studies in systemic lupus erythematosus. Results from a single center. II. Predictor variables for mortality, J Rheumatol 22 (7), 1995, 1265–1270.

[16]
Y. Kitagawa, F. Gotoh, A. Koto and H. Okayasu, Stroke in systemic lupus erythematosus, Stroke J Cereb circ 21 (11), 1990, 1533–1539.

[17]

ELSEVIER_YBERH_1274
M. Holmqvist, J.F. Simard, K. Asplund and E.V. Arkema, Stroke in systemic lupus erythematosus: a meta-analysis of population-based cohort studies, RMD Open 1 (1), 2015, e000168.

[18]
S. Manzi, F. Selzer, K. Sutton-Tyrrell, et al., Prevalence and risk factors of carotid plaque in women with systemic lupus erythematosus, Arthr Rheum 42 (1), 1999, 51–60.

[19]
A. Farzaneh-Far, M.J. Roman, M.D. Lockshin, et al., Relationship of antiphospholipid antibodies to cardiovascular manifestations of systemic lupus erythematosus, Arthr Rheum 54 (12), 2006, 3918–3925.

∗∗[20]
M.B. Urowitz, D. Gladman, D. Ibanez, et al., Atherosclerotic vascular events in a multinational inception cohort of systemic lupus erythematosus, Arthr care Res 62 (6), 2010, 881–887.

[21]
M. Petri, S. Perez-Gutthann, D. Spence and M.C. Hochberg, Risk factors for coronary artery disease in patients with systemic lupus erythematosus, Am J Med 93 (5), 1992, 513–519.

[22]
I. Karp, M. Abrahamowicz, P.R. Fortin, et al., Recent corticosteroid use and recent disease activity: independent determinants of coronary heart disease risk factors in systemic lupus erythematosus?, Arthr Rheum 59 (2), 2008, 169–175.

[23]
M. Petri, Detection of coronary artery disease and the role of traditional risk factors in the Hopkins Lupus Cohort, Lupus 9 (3), 2000, 170–175.

[24]
M. Petri, R. Roubenoff, G.E. Dallal, et al., Plasma homocysteine as a risk factor for atherothrombotic events in systemic lupus erythematosus, Lancet 348 (9035), 1996, 1120–1124.

[25]
S.M. Toloza, A.G. Uribe, G. McGwin, Jr., et al., Systemic lupus erythematosus in a multiethnic US cohort (LUMINA). XXIII. Baseline predictors of vascular events, Arthr Rheum 50 (12), 2004, 3947–3957.

[26]
M.J. Roman, J.E. Salmon, R. Sobel, et al., Prevalence and relation to risk factors of carotid atherosclerosis and left ventricular hypertrophy in systemic lupus erythematosus and antiphospholipid antibody syndrome, Am J Cardiol 87 (5), 2001,
663–666, A611.

[27]
M. Petri, C. Lakatta, L. Magder and D. Goldman, Effect of prednisone and hydroxychloroquine on coronary artery disease risk factors in systemic lupus erythematosus: a longitudinal data analysis, Am J Med 96 (3), 1994, 254–259.

[28]
J.H. Rand, X.X. Wu, A.S. Quinn, et al., Hydroxychloroquine directly reduces the binding of antiphospholipid antibody-beta2-glycoprotein I complexes to phospholipid bilayers, Blood 112 (5), 2008, 1687–1695.

[29]
J.H. Rand, X.X. Wu, A.S. Quinn, et al., Hydroxychloroquine protects the annexin A5 anticoagulant shield from disruption by antiphospholipid antibodies: evidence for a novel effect for an old antimalarial drug, Blood 115 (11), 2010, 2292–2299.

[30]
R.G. Espinola, S.S. Pierangeli, A.E. Gharavi and E.N. Harris, Hydroxychloroquine reverses platelet activation induced by human IgG antiphospholipid antibodies, Thromb haemost 87 (3), 2002, 518–522.

[31]
P.W. Wilson, R.B. D'Agostino, D. Levy, et al., Prediction of coronary heart disease using risk factor categories, Circulation 97 (18), 1998, 1837–1847.

[32]
P.M. Ridker, N.P. Paynter, N. Rifai, et al., C-reactive protein and parental history improve global cardiovascular risk prediction: the Reynolds Risk Score for men, Circulation 118 (22), 2008, 2243–2251, 2244pp. following 2251.

[33]
I.U. Haq, P.R. Jackson, W.W. Yeo and L.E. Ramsay, Sheffield risk and treatment table for cholesterol lowering for primary prevention of coronary heart disease, Lancet 346 (8988), 1995, 1467–1471.

[34]
J. Hippisley-Cox, C. Coupland, Y. Vinogradova, et al., Predicting cardiovascular risk in England and Wales: prospective derivation and validation of QRISK2, BMJ 336 (7659), 2008, 1475–1482.

[35]
S.G. O'Neill, J.M. Pego-Reigosa, A.D. Hingorani, et al., Use of a strategy based on calculated risk scores in managing cardiovascular risk factors in a large British cohort of patients with systemic lupus erythematosus, Rheumatology (Oxford,
England) 48 (5), 2009, 573–575.

[36]
L. Bjornadal, L. Yin, F. Granath, et al., Cardiovascular disease a hazard despite improved prognosis in patients with systemic lupus erythematosus: results from a Swedish population based study 1964–95, J Rheumatol 31 (4), 2004, 713–719.

[37]

ELSEVIER_YBERH_1274
Y. Ahmad, J. Shelmerdine, H. Bodill, et al., Subclinical atherosclerosis in systemic lupus erythematosus (SLE): the relative contribution of classic risk factors and the lupus phenotype, Rheumatology (Oxford, England) 46 (6), 2007, 983–988.

∗∗[38]
M. McMahon, B.J. Skaggs, J.M. Grossman, et al., A panel of biomarkers is associated with increased risk of the presence and progression of atherosclerosis in women with systemic lupus erythematosus, Arthr Rheumatol 66 (1), 2014, 130–139.

[39]
C. Baigent, A. Keech, P.M. Kearney, et al., Efficacy and safety of cholesterol-lowering treatment: prospective meta-analysis of data from 90,056 participants in 14 randomised trials of statins, Lancet 366 (9493), 2005, 1267–1278.

[40]
M. McMahon, B.H. Hahn and B.J. Skaggs, Systemic lupus erythematosus and cardiovascular disease: prediction and potential for therapeutic intervention, Expert Rev Clin Immunol 7 (2), 2011, 227–241.

[41]
J. Wajed, Y. Ahmad, P.N. Durrington and I.N. Bruce, Prevention of cardiovascular disease in systemic lupus erythematosus – proposed guidelines for risk factor management, Rheumatology (Oxford, England) 43 (1), 2004, 7–12.

[42]
E.F. Borba and E. Bonfa, Dyslipoproteinemias in systemic lupus erythematosus: influence of disease, activity, and anticardiolipin antibodies, Lupus 6 (6), 1997, 533–539.

[43]
E.F. Borba, J.F. Carvalho and E. Bonfa, Mechanisms of dyslipoproteinemias in systemic lupus erythematosus, Clin Dev Immunol 13 (2–4), 2006, 203–208.

[44]
K. Kobayashi, M. Kishi, T. Atsumi, et al., Circulating oxidized LDL forms complexes with beta2-glycoprotein I: implication as an atherogenic autoantigen, J Lipid Res 44 (4), 2003, 716–726.

[45]
A. Tisseverasinghe, S. Lim, C. Greenwood, et al., Association between serum total cholesterol level and renal outcome in systemic lupus erythematosus, Arthr Rheum 54 (7), 2006, 2211–2219.

[46]
E. Svenungsson, I. Gunnarsson, G.Z. Fei, et al., Elevated triglycerides and low levels of high-density lipoprotein as markers of disease activity in association with up-regulation of the tumor necrosis factor alpha/tumor necrosis factor receptor
system in systemic lupus erythematosus, Arthr Rheum 48 (9), 2003, 2533–2540.

[47]
C.P. Chung, I. Avalos, A. Oeser, et al., High prevalence of the metabolic syndrome in patients with systemic lupus erythematosus: association with disease characteristics and cardiovascular risk factors, Ann Rheum Dis 66 (2), 2007, 208–214.

[48]
J. Delgado Alves, P.R. Ames, S. Donohue, et al., Antibodies to high-density lipoprotein and beta2-glycoprotein I are inversely correlated with paraoxonase activity in systemic lupus erythematosus and primary antiphospholipid syndrome, Arthritis
Rheum 46 (10), 2002, 2686–2694.

[49]
M. Navab, G.M. Anantharamaiah, S.T. Reddy, et al., Mechanisms of disease: proatherogenic HDL – an evolving field, Nat Clin Pract Endocrinol Metab 2 (9), 2006, 504–511.

[50]
T. Gordon, W.P. Castelli, M.C. Hjortland, et al., High density lipoprotein as a protective factor against coronary heart disease. The Framingham Study, Am J Med 62 (5), 1977, 707–714.

[51]
B.J. Ansell, M. Navab, S. Hama, et al., Inflammatory/antiinflammatory properties of high-density lipoprotein distinguish patients from control subjects better than high-density lipoprotein cholesterol levels and are favorably affected by simvastatin
treatment, Circulation 108 (22), 2003, 2751–2756.

[52]
M. Navab, G.M. Ananthramaiah, S.T. Reddy, et al., The double jeopardy of HDL, Ann Med 37 (3), 2005, 173–178.

[53]
B.J. Van Lenten, S.Y. Hama, F.C. de Beer, et al., Anti-inflammatory HDL becomes pro-inflammatory during the acute phase response. Loss of protective effect of HDL against LDL oxidation in aortic wall cell cocultures, J Clin Invest 96 (6), 1995,
2758–2767.

[54]
A. Undurti, Y. Huang, J.A. Lupica, et al., Modification of high density lipoprotein by myeloperoxidase generates a pro-inflammatory particle, J Biol Chem 284 (45), 2009, 30825–30835.

[55]
M. McMahon, J. Grossman, J. FitzGerald, et al., Proinflammatory high-density lipoprotein as a biomarker for atherosclerosis in patients with systemic lupus erythematosus and rheumatoid arthritis, Arthr Rheum 54 (8), 2006, 2541–2549.

∗∗[56]

ELSEVIER_YBERH_1274
M. McMahon, J. Grossman, B. Skaggs, et al., Dysfunctional proinflammatory high-density lipoproteins confer increased risk of atherosclerosis in women with systemic lupus erythematosus, Arthr Rheum 60 (8), 2009, 2428–2437.

[57]
J. Batuca, G. Manco and D.A. Isenberg, Delgado Alves J: antibodies towards high density lipoproteins components in patients with systemic lupus erythematosus inhibit paraoxonase activity, Arthr Rheum 54 (9 (suppl), 2006, S456.

∗∗[58]
S.G. O'Neill, I. Giles, A. Lambrianides, et al., Antibodies to apolipoprotein A-I, high-density lipoprotein, and C-reactive protein are associated with disease activity in patients with systemic lupus erythematosus, Arthr Rheum 62 (3), 2010, 845–854.

[59]
S. Croca, P. Bassett, S. Chambers, et al., IgG anti-apolipoprotein A-1 antibodies in patients with systemic lupus erythematosus are associated with disease activity and corticosteroid therapy: an observational study, Arthr Res Ther 17, 2015, 26.

[60]
N. Vuilleumier, G. Reber, R. James, et al., Presence of autoantibodies to apolipoprotein A-1 in patients with acute coronary syndrome further links autoimmunity to cardiovascular disease, J Autoimmun 23 (4), 2004, 353–360.

[61]
S. Pagano, N. Satta, D. Werling, et al., Anti-apolipoprotein A-1 IgG in patients with myocardial infarction promotes inflammation through TLR2/CD14 complex, J Intern Med 272 (4), 2012, 344–357.

[62]
N. Vuilleumier, S. Bas, S. Pagano, et al., Anti-apolipoprotein A-1 IgG predicts major cardiovascular events in patients with rheumatoid arthritis, Arthr Rheum 62 (9), 2010, 2640–2650.

[63]
F. Montecucco, N. Vuilleumier, S. Pagano, et al., Anti-Apolipoprotein A-1 auto-antibodies are active mediators of atherosclerotic plaque vulnerability, Eur heart J 32 (4), 2011, 412–421.

[64]
S.P. Berzins, M.J. Smyth and A.G. Baxter, Presumed guilty: natural killer T cell defects and human disease, Nat Rev Immunol 11 (2), 2011, 131–142.

[65]
E. Tupin, A. Nicoletti, R. Elhage, et al., CD1d-dependent activation of NKT cells aggravates atherosclerosis, J Exp Med 199 (3), 2004, 417–422.

[66]
A. Bosma, A. Abdel-Gadir, D.A. Isenberg, et al., Lipid-antigen presentation by CD1d(+) B cells is essential for the maintenance of invariant natural killer T cells, Immunity 36 (3), 2012, 477–490.

∗∗[67]
E. Smith, S. Croca, K. Waddington, et al., Cross-talk between iNKT cells and monocytes triggers an atheroprotective immune response in SLE patients with asymptomatic plaque, Sci Immunol 1, 2016, eaah4081.

[68]
R. Maksimovic, P.M. Seferovic, A.D. Ristic, et al., Cardiac imaging in rheumatic diseases, Rheumatology (Oxford, England) 45 (Suppl 4), 2006, iv26–31.

[69]
S.G. O'Neill, S. Woldman, F. Bailliard, et al., Cardiac magnetic resonance imaging in patients with systemic lupus erythematosus, Ann Rheum Dis 68 (9), 2009, 1478–1481.

[70]
S.S. Sun, Y.C. Shiau, S.C. Tsai, et al., The role of technetium-99m sestamibi myocardial perfusion single-photon emission computed tomography (SPECT) in the detection of cardiovascular involvement in systemic lupus erythematosus patients
with non-specific chest complaints, Rheumatology (Oxford, England) 40 (10), 2001, 1106–1111.

[71]
A.N. Kiani, L. Magder and M. Petri, Coronary calcium in systemic lupus erythematosus is associated with traditional cardiovascular risk factors, but not with disease activity, J Rheumatol 35 (7), 2008, 1300–1306.

[72]
S.C. Croca and A. Rahman, Imaging assessment of cardiovascular disease in systemic lupus erythematosus, Clin Dev Immunol 2012, 2012, 694143.

[73]
T. Thompson, K. Sutton-Tyrrell, R.P. Wildman, et al., Progression of carotid intima-media thickness and plaque in women with systemic lupus erythematosus, Arthr Rheum 58 (3), 2008, 835–842.

∗∗[74]
A.H. Kao, A. Lertratanakul, J.R. Elliott, et al., Relation of carotid intima-media thickness and plaque with incident cardiovascular events in women with systemic lupus erythematosus, Am J Cardiol 112 (7), 2013, 1025–1032.

[75]
M. Kawasaki, Y. Ito, H. Yokoyama, et al., Assessment of arterial medial characteristics in human carotid arteries using integrated backscatter ultrasound and its histological implications, Atherosclerosis 180 (1), 2005, 145–154.

[76]

ELSEVIER_YBERH_1274
M. Rossi, M. Mosca, C. Tani, et al., Integrated backscatter analysis of carotid intima-media complex in patients with systemic lupus erythematosus, Clin Rheumatol 27 (12), 2008, 1485–1488.

[77]
Z. Khoury, R. Schwartz, S. Gottlieb, et al., Relation of coronary artery disease to atherosclerotic disease in the aorta, carotid, and femoral arteries evaluated by ultrasound, Am J Cardiol 80 (11), 1997, 1429–1433.

[78]
T.B. Oliver, G.A. Lammie, A.R. Wright, et al., Atherosclerotic plaque at the carotid bifurcation: CT angiographic appearance with histopathologic correlation, Ajnr 20 (5), 1999, 897–901.

