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Abstract
Patients with autoimmune diseases such as systemic lupus erythematosus (SLE) or antiphospholipid
syndrome (APS) are at a higher risk for adverse cardiovascular events associated with increased morbidity
and mortality. The increased risk of these events is often associated with rheumatic heart disease (heart
valve or mural endocardium damage from rheumatic fever) following microbial infection (i.e., untreated or
under-treated streptococcal infection). In particular, the weakening of cardiac vasculature due to rheumatic
heart disease makes such patients with autoimmune diseases more susceptible to endocarditis. Endocarditis
can be caused by an infection (infective endocarditis) or inflammation tied to disease activity (non-bacterial
thrombotic endocarditis [NBTE]). Infective endocarditis among patients with autoimmune diseases may
result from exposure to pathogens during dental or surgical procedures. NBTE commonly occurs as a result
of fibrin and platelet aggregation on the cardiac valves without bacterial infection. While diagnosis and
management can vary based on underlying etiology, an interdisciplinary approach that includes prevention
and management from dentists, cardiologists, rheumatologists, and primary care physicians is needed. In
addition, increasing patient and physician education on risk factors and prevention strategies is much
needed. This manuscript will review the pathophysiology of endocarditis, the association between SLE and
APS and endocarditis risk, the diagnosis and management of these autoimmune diseases with a focus on the
prevention of cardiovascular disease risk, and make recommendations for diagnostic and management
approaches to improve care. 
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Introduction And Background
Pathophysiology of endocarditis
Endocarditis is the inflammation of the inner lining of the heart, the endocardium, as well as the valves of
the heart. It is primarily caused by bacterial infection of the heart and, in such cases, is called infective
endocarditis (IE). As proposed in Figure 1, IE can result from infection occurring during dental and surgical
procedures, from the use of intravascular catheters, hyperalimentation lines, cardiac devices, and dialysis
shunts, as well as from intravenous drug use. Streptococci and Staphylococci account for approximately 80
percent of all IE cases. Enterococci is the third leading cause of IE and is linked to healthcare interventions.
Gram-negative and fungal microorganisms are rare in IE infections [1]. Without early detection and
treatment, a wide array of cardiac complications can develop. It is most prevalent among males over 50
years old and, depending on the pathogen, such as Staphylococcus aureus, is associated with high morbidity
and mortality rates of greater than 25 percent even after therapy [2,3]. Meanwhile, careful evaluation and
detection helps physicians diagnose and manage the disease, limiting mortality and morbidity.
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FIGURE 1: Proposed mechanisms of the pathophysiology of infective
endocarditis

Another form of endocarditis that is less prevalent is non-bacterial thrombotic endocarditis (NBTE), which
involves fibrin and platelet aggregation on the cardiac valves without bacteremia [4]. NBTE can occur due to
mechanical stress, chemical agents, and from immunological conditions (autoimmune diseases) such as
systemic lupus erythematosus (SLE) and antiphospholipid syndrome (APS). Blood culture-negative
endocarditis accounts for 2.5 percent to 31 percent of all cases of endocarditis [5]. Although uncommon, it is
frequently underestimated in the clinical setting due to its atypical presentation. 

NBTE can be a potentially life-threatening source of thromboembolism, resulting in infarction to vital
organs such as the brain and heart. Factors associated with NBTE include hypoxia, immune complex
formation, and hypercoagulability, which lead to endothelial damage and subsequent exposure to
circulating platelets. While histopathology studies have described NBTE as fibrin buildup with plasma cells
and lymphocytes on the mitral valve, the condition is not always recognized on echocardiographic images
such as transthoracic echocardiography (TTE) compared to the more sensitive option of transesophageal
echocardiography (TEE). Clinicians are urged to perform a patient workup that involves identification of a
hypercoagulable state (determination of the presence of lupus anticoagulant, elevated levels of
antiphospholipid antibodies, disseminated intravascular coagulation [DIC]), and presence of malignancy
[4]. 

The diagnosis of endocarditis involves screening of presenting symptoms, medical history (including
surgical, dental, and/or invasive procedure history), physical examination, and laboratory testing. Clinically,
IE and NBTE have similar signs and symptoms. The diagnostic approaches that are helpful in identifying IE
include a comprehensive history, physical examination, and laboratory tests for inflammatory markers, such
as rheumatoid factor (RF) and antinuclear antibodies [6]. In addition, the Duke criteria, which is a set of
clinical criteria used for the diagnosis of IE, is commonly used. The Duke criteria includes major criteria
(positive blood cultures for infective endocarditis, presence of typical microorganisms on two blood cultures,
and evidence of endocardial involvement) and minor criteria (present with a fever greater than 38°C,
predisposing heart condition or intravenous drug use, vascular and/or immunogenic phenomena,
microbiologic findings, and echocardiographic findings indicative of infective endocarditis), with diagnosis
based on patients meeting two major and one minor criterium, one major and three minor criterium, or five
minor criterium [1,7]. The diagnosis of NBTE involves history and physical examination, focus on cardiac
manifestations, echocardiography, and computer tomography. 

In this manuscript, we will review the evidence for correlations between SLE and APS and endocarditis
disease risk. Several studies have highlighted the roles various autoimmune diseases, SLE and APS, play in
the development of cardiovascular disease, specifically endocarditis. Autoimmune disease states, such as
rheumatic carditis, may alter the cardiac valve surface as a result of factors such as turbulent blood flow
[1,8]. Most commonly, rheumatic heart disease, a condition characterized by heart valve or mural
endocardium damage due to rheumatic fever following microbial infection (untreated or under-treated
streptococcal infection), is associated with the formation of vegetations composed of thrombotic debris and
organisms, leading to the destruction of the underlying heart tissue [2,8]. As a result, the condition may
make autoimmune patients more susceptible to endocarditis.
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Endocarditis and systemic lupus erythematosus (SLE)
SLE causes systemic inflammation within the connective tissue of any organ system (including the
cardiovascular system) and most commonly impacts women. Cardiac involvement in patients with SLE can
negatively impact all components of the cardiovascular system and heart, including the pericardium,
conducting system, myocardium, valves, and coronary arteries, and is associated with increased morbidity
and mortality [9]. The prevalence of coronary heart disease in patients with SLE ranges from 6 to 10 percent
[10]. The clinical manifestations of coronary artery disease (CAD) in SLE can be attributed to various
pathophysiologic mechanisms, including atherosclerosis and thrombosis [9]. Atherosclerosis does not only
occur more frequently in SLE patients compared to the general population, but it is also accelerated. In a
cross-sectional study, plaque was present in 37 percent of patients with SLE as compared with 15 percent of
healthy controls [10]. Inflammation is central to the pathogenesis of cardiovascular disease in SLE patients.
In addition, autoantibodies and the development of immune complexes with complement activation play a
significant role in cardiovascular injury among SLE patients. While many traditional risk factors for CAD in
SLE patients include hyperlipidemia, diabetes, smoking, obesity, and hypertension, other nontraditional risk
factors include renal disease and corticosteroid use [9]. Modification of these risk factors should be
prioritized in these patients.

Libman-Sacks endocarditis (LSE), which is a type of NBTE, can be associated with cardiac manifestations
among SLE patients. Libman-Sacks valve lesions are microscopically characterized by fibrin deposits at
various fibroblastic organization and neovascularization stages and by a variable extent of inflammation
with mononuclear cell infiltration. LSE is a rare disease found chiefly post-mortem, with an approximate
prevalence between 0.9 and 1.6 percent. Libman-Sacks commonly affects SLE patients between 40 and 80
years of age. SLE is most common among women of childbearing age as compared to men and more
prevalent among Black and Hispanic women than White women. Pathological studies reveal various
underlying damage in SLE patients that predispose them to Libman-Sacks, including vegetations on the
mitral and aortic valve surfaces, chordae tendineae, papillary muscles, and mural endocardium. In addition,
the presence of lumen sacs with interstitial edema, fibrosis, and chronic inflammation of the myocardium
may be seen in these immune-deficient patients [4]. The etiology of NBTE is poorly understood but thought
to be attributed to a combination of different interacting mechanisms such as circulating immune complexes
in autoimmune disease patients, which leads to a hypercoagulable state and potential valvular destruction.
Due to the presence of Libman-Sacks lesions, SLE patients have an increased frequency of functionally
impaired cardiac valves, which places them at a higher risk of developing infective endocarditis as well [11]. 

To diagnose LSE, a high level of clinical acumen is needed. While a diagnosis can be established
pathologically through autopsy or surgical intervention of platelet thrombi, there is no laboratory test that
can confirm the diagnosis of Libman-Sacks endocarditis [4]. Still, using echocardiography such as
transesophageal echocardiography, histological findings, and immunological tests, a proper diagnosis can be
made with high confidence. Echocardiography is the primary method of evaluation for LSE; for example,
transesophageal echocardiography is 80 to 90 percent more sensitive than transthoracic echocardiography.
To differentiate LSE from IE, complete blood and metabolic panel, as well as blood cultures, need to be
assessed. In addition, a hypercoagulable workup, which includes lupus anticoagulant and antiphospholipid
antibodies, is necessary for diagnosis [4]. The absence of typical microorganisms, which cause IE, can
provide support for the diagnosis of non-bacterial thrombotic embolism. 

There currently are no randomized, controlled trials that demonstrate the effectiveness of cardiovascular
(CV) interventions associated with SLE. As such, treatment recommendations for SLE patients with CV risk
follow recommendations for other at-risk populations. The underlying pathophysiology of SLE requires
treatment initially. Recommendations include lifestyle modifications such as smoking cessation, regular
aerobic exercises, and maintaining a normal body mass index (BMI). In addition, statins are recommended
for SLE patients to lower low-density lipoprotein (LDL) cholesterol levels below 100 mg/dl. Furthermore,
angiotensin-converting enzyme (ACE) inhibitors are the first choice in treating hypertension to maintain a
blood pressure of less than 130/80 mmHg [12]. Unless contraindicated, the use of low-dose aspirin daily is
recommended for patients with SLE. Research also suggests that corticosteroid use should be minimized
early in the disease. Corticosteroids significantly increased the risk of CV events in patients with SLE.
According to an autopsy study, more than a 50 percent narrowing by atherosclerotic plaque was seen in one
of the main coronary vessels in 42 percent of patients who were treated with steroids over a one-year period
[12]. Anticoagulation therapy is considered for secondary prevention for thromboembolic events in patients
who have experienced a prior event. Meanwhile, patients with LSE should be monitored closely during
anticoagulation therapy, as they are at a higher risk of developing thromboembolic events while on
anticoagulation medication. Echocardiography scheduled every three to six months should be considered to
monitor the progression or resolution of the disease. 

Endocarditis and antiphospholipid syndrome (APS)
APS is characterized by recurrent venous or arterial thrombosis [7]. According to echocardiographic studies,
approximately one-third of patients with primary APS had an increased prevalence of heart valve
abnormalities [3]. Valvular disease, including thickening and vegetation, are the most common. Cardiac
manifestations and disease have been observed in association with APS, including accelerated
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atherosclerosis, ventricular dysfunction, intracardiac thrombi and myxomas, and pulmonary hypertension.
In APS, the presence of antiphospholipid antibodies such as anticardiolipin, anti-b2 glycoprotein, and lupus
anticoagulant contribute to a procoagulant state [13]. 

APS can be classified as primary when it occurs as an isolated disorder and secondary when it presents along
with another autoimmune disorder such as SLE. SLE patients with antiphospholipid antibodies (secondary
APS) have increased morbidity and mortality as well as a higher frequency of valvular involvement than
patients without these antibodies, as antiphospholipid antibodies promote thrombus formation on the
endothelium of the injured valve. Valvular lesions linked with antiphospholipids present as valve masses or
thickening, which may lead to valvular dysfunction. Regurgitation without stenosis is the most predominant
functional abnormality, with the mitral valve being most affected [3].

Libman-Sacks endocarditis (a form of NBTE), which has been shown to be associated with SLE, can also be
associated with APS [5]. This suggests that antiphospholipid antibodies may be involved in the pathogenesis
of heart valve damage. In a study examining the immunopathologic findings in deformed heart valves of
patients with primary and secondary APS, the researchers identified deposits of immunoglobulins
(anticardiolipin antibodies [aCL]) and complement components [14]. 

Approximately 70 percent of APS patients have at least one valve abnormality diagnosed using
echocardiography [15]. LSE has the most significant abnormality in the aortic and mitral valves. Diagnosing
LSE usually requires the exclusion of infective endocarditis and rheumatic valve disease. Unless the patient
is symptomatic, most physicians do not routinely screen for valvular lesions in patients with APS. If
identified, valvular abnormalities require surgical intervention. LSE in APS patients is a strong risk factor for
developing transient ischemic attack and stroke, which can increase mortality and morbidity in APS
patients. As such, early detection, treatment of the underlying disease, and anticoagulation therapy reduce
these risks for CV disease mortality in APS patients with NBTE [15].

The cornerstone therapy for most cardiac manifestations related to APS is anticoagulation therapy.
Therapeutic guidelines for APS have aimed at either lowering blood hypercoagulability or antiphospholipid
antibody levels [3]. Patients with definite APS with first venous thrombosis should be treated with warfarin
at a target international normalized ratio (INR) of 2.0 to 3.0, and those at higher risk with recurrent events
should be treated with warfarin at a target INR of greater than 3.0. Although there remain many challenges
in preventing APS morbidity, anticoagulation has improved the morbidity and mortality associated with
thrombotic APS. According to the Euro-Phospholipid cohort study of APS, researchers demonstrated a
decrease in mortality from 5.3 percent in the initial five years of follow-up to 4.5 percent in the latter five
years. In addition, treatment with anticoagulants in patients with obstetric APS had improved live births
with an increase from 40 percent to 85 percent [16]. As a result, patients with asymptomatic elevated
antiphospholipid antibody titers, pregnant women, and those with co-existent SLE should receive aspirin
monotherapy [17]. It should be noted that the disease process and tissue injury are not amended by steroid
treatment. Steroid therapy may lead to valve dysfunction by healing valvular vegetations, which results in
scarring and valve deformity. Although valvular damage cannot be prevented with corticosteroid treatment,
it may drastically suppress inflammatory reactions [3]. Further investigation into the role of
antiphospholipid antibodies in the pathogenesis of valvular lesions might validate the use of targeted
therapy. 

Diagnostics and management
Effective treatment of IE works to prevent and eliminate endocardial vegetation and secondary
complications. Treatment with prolonged bactericidal antibiotics is utilized as well as surgical intervention,
if necessary [18]. The duration and selection of antibiotic treatment are dependent on the resistance of the
infecting bacteria and the nature of the involved valve. Severe bacterial infections should generally be
treated using intravenous antibiotic therapy. Intravenous antibiotic therapy ensures a high level in blood as
compared with orally administered antibiotics and is associated with more predictable pharmacokinetics.
This approach allows for immediate action for sudden onset complications such as embolism. Meanwhile, an
oral treatment for infective endocarditis has shown to be more effective than intravenous in patients with IE
on the left side of their heart [19]. Antimicrobial treatments for infective endocarditis are advancing, and
treatment regimens should be reviewed regularly. In addition, early surgical intervention is necessary in
acute heart failure, extensive infection accompanied by localized complications, and recurrent arterial
embolization.

Treatment of NBTE relies on the management of the underlying autoimmune disease. By treating the
underlying mechanisms of these autoimmune diseases, including APS and SLE, with targeted approaches
and management strategies, the risk of cardiovascular disease, including that caused by infective and NBTE
endocarditis, may be reduced. The management of thrombosis in APS calls for antithrombotic therapies.
Studies suggest that high intensity of anticoagulation therapy with an INR between 3.1 to 4.5 leads to a
lower risk of recurrent thrombosis in patients with antiphospholipid (aPL) antibodies. In addition, patients
with definite APS with first venous thrombosis should be treated with warfarin to an INR 2.0 to 3.0 and
above 3.0 for those with recurrent and/or arterial events [17]. Treatment for patients with APS should be
targeted to their presentation, as the condition is often difficult to assess since patients present with
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different etiologies and co-morbidities. Treatment recommendations for patients with SLE experiencing CV
manifestations are based on the treatment of the underlying cardiac disease. The role of statins,
antihypertensive drugs, aspirin, and lifestyle modifications are universally recognized and are essential in
the management of SLE risk factors for CV disease. 

In a recent study of another autoimmune condition, researchers studied the effects of disease-modifying
antirheumatic drug (DMARD) therapy on the effects of cardiovascular disease in patients with early
rheumatoid arthritis (RA) [16,20]. RA is associated with an almost three-fold increase in mortality compared
to the general population and is largely due to an increased association with cardiovascular disease (CVD).
This higher incidence of mortality is largely due to an increased frequency of atherosclerosis and heart
failure [21]. Some risk factors such as hypertension, smoking, high LDL-cholesterol level, and the risk of CVD
in RA are mediated by inflammation. Shared immune mediators and mechanisms raise the possibility that
RA therapies may also influence CVD pathogenesis. In one study, researchers evaluated whether early RA
patients with treatment demonstrate any vascular changes compared to controls [2]. Patients who received
etanercept and/or methotrexate had a lower incidence of CV events and improved vascular stiffness than
those that stopped taking them [6,20]. The data from this study provides an impetus to consider anti-RA
drugs as a treatment plan for autoimmune disease patients and shows how preventative pharmacotherapy
use may help improve CV disease risk in patients. 

In addition to pharmacologic approaches, diagnostic monitoring may help to reduce cardiovascular risk in
at-risk autoimmune patients, including those with SLE and APS. Researchers have found cardiovascular
magnetic resonance (CMR) may be used to identify early signs of CV disease by assessing cardiac function
and characterizing myocardial tissues in relation to edema and fibrosis. This effective diagnostic tool can be
used as a preventative measure to evaluate acute rheumatic disease patients before clinical manifestations
of heart disease that may later present [20]. 

The link between autoimmune diseases, IE, and oral bacterium has been studied and linked over the last
couple of decades. As a result, it is well understood that both clinical practitioners and patients need to take
a multi-disciplinary approach to management. This interdisciplinary approach, which includes working with
healthcare workers in the dentistry field, can raise awareness and promote education to lower the risk of CV
disease in autoimmune disease patients. With over 700 different bacterial species detected, the microbiota
of the oral cavity is extremely diverse. There are certain sites in the mouth that have their own microbiota
such as the cheek and the tongue. In 90 percent of cases, the microorganisms at fault are staphylococcus,
viridans group streptococcus (Streptococcus mutans and Streptococcus sanguinis), and enterococcus [22].
Since they are components of dental plaque, they may enter the bloodstream inducing bacteremia through
factors such as chewing or aggressive tooth brushing. In gingivitis, the infection is limited to the gingiva and
reversible through proper oral hygiene [23]. When oral bacteria affect the surrounding tooth structures and
tissue, this leads to periodontal infections, which are inflammatory diseases that involve immune-mediated
responses and cannot be reversed but may be prevented. Specifically, periodontitis is capable of
predisposing individuals to infective endocarditis, given the abundance of gram-negative bacteria involved,
the levels of proinflammatory cytokines, and the heavy inflammatory infiltrates involved [24].

Represented in Figure 2 is the pathogenesis of periodontitis, which involves immune responses from
autoreactive T cells, natural killer cells, anti-neutrophil cytoplasmic antibodies (ANCA), heat shock proteins,
autoantibodies, and genetic factors to bacterial antigens of dental plaque that accumulate on teeth and
associated tissue [25]. ANCAs constitute antibodies that target antigens present in azurophil granules of
polymorphonuclear leukocytes (PMNs). Various studies have proven the role of ANCA in several
autoimmune and inflammatory diseases as well as its role in the pathogenesis of periodontal disease
through activation of cells with ANCA antigens that lead to inflammatory responses and results in
bystander damage to cells with the target antigens [26]. Factors that also place patients at a high risk for
periodontal disease may also place them at a high risk for systemic diseases, such as cardiovascular disease.
Early detection and effective treatment for periodontal infections are critical in reducing bacteremia and
preventing cases of IE [27].
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FIGURE 2: Proposed mechanisms linking oral infection and periodontal
disease to cardiovascular disease
CVD - cardiovascular disease

Conclusions
Overall, a higher risk of CV disease complications, including elevated CV morbidity and mortality, is
associated with infective and/or NBTE endocarditis in patients with autoimmune diseases such as SLE and
APS. The underlying mechanism of disease activity associated with these autoimmune conditions weakens
the cardiovascular system components, leaving patients more susceptible to inflammation and infectious
agents. While diagnosis and management can vary based on underlying etiology, an interdisciplinary
approach that includes prevention and management from dentists, cardiologists, rheumatologists, and
primary care physicians is needed. In addition, increasing patient and physician education on risk factors
and prevention strategies is highly recommended. Working in collaboration, practicing clinicians can ensure
an optimal treatment in immune-deficient patients and reduce the risk of adverse cardiovascular outcomes.
Implementing an early screening, management, and treatment plan in a targeted approach to patients with
autoimmune diseases may better prevent the onset of heart disease and improve survival outcomes for these
patients.

Additional Information
Disclosures
Conflicts of interest: In compliance with the ICMJE uniform disclosure form, all authors declare the
following: Payment/services info: All authors have declared that no financial support was received from
any organization for the submitted work. Financial relationships: All authors have declared that they have
no financial relationships at present or within the previous three years with any organizations that might
have an interest in the submitted work. Other relationships: All authors have declared that there are no
other relationships or activities that could appear to have influenced the submitted work.

Acknowledgements
The authors would like to thank Beth Gilbert for her editing and manuscript preparation. Student Dentist
Linda Shahin is the joint first author.

References
1. Ibrahim AM, Siddique MS: Libman sacks endocarditis . StatPearls Publishing, Treasure Island, FL; 2021.
2. Breed ER, Binstadt BA: Autoimmune valvular carditis. Curr Allergy Asthma Rep. 2015, 15:491.

10.1007/s11882-014-0491-z
3. Holland TL, Baddour LM, Bayer AS, Hoen B, Miro JM, Fowler VG Jr: Infective endocarditis. Nat Rev Dis

Primers. 2016, 2:16059. 10.1038/nrdp.2016.59
4. Katsouli A, Massad MG: Current issues in the diagnosis and management of blood culture-negative infective

and non-infective endocarditis. Ann Thorac Surg. 2013, 95:1467-74. 10.1016/j.athoracsur.2012.10.044
5. Murtaza G, Iskandar J, Humphrey T, Adhikari S, Kuruvilla A: Lupus-negative Libman-Sacks endocarditis

complicated by catastrophic antiphospholipid syndrome. Cardiol Res. 2017, 8:57-62. 10.14740/cr534e
6. Peechakara B, Kadam A, Mewada M, Nakrani A: Infective endocarditis masquerading as rheumatoid

arthritis. Cureus. 2019, 11:e5626. 10.7759/cureus.5626
7. Harzallah A, Kaaroud H, Hamida B, Abdallah B: Endocarditis in systemic lupus erythematosus . International

Journal of Surgery and Medicine. 2018, 4:158-63. 10.5455/ijsm.endocarditis
8. Bussani R, DE-Giorgio F, Pesel G, et al.: Overview and comparison of infectious endocarditis and non-

infectious endocarditis: a review of 814 autoptic cases. In Vivo. 2019, 33:1565-72. 10.21873/invivo.11638
9. Zeller CB, Appenzeller S: Cardiovascular disease in systemic lupus erythematosus: the role of traditional

and lupus related risk factors. Curr Cardiol Rev. 2008, 4:116-22. 10.2174/157340308784245775
10. McMahon M, Hahn BH, Skaggs BJ: Systemic lupus erythematosus and cardiovascular disease: prediction and

potential for therapeutic intervention. Expert Rev Clin Immunol. 2011, 7:227-41. 10.1586/eci.10.98
11. Hojnik M, George J, Ziporen L, Shoenfeld Y: Heart valve involvement (Libman-Sacks endocarditis) in the

2022 Tayem et al. Cureus 14(1): e21698. DOI 10.7759/cureus.21698 6 of 7

https://assets.cureus.com/uploads/figure/file/318488/lightbox_92c53f80804211ecad6f1d774f0e4beb-lightbox_6aa57bf07c0a11ec87641517251823cc-Autoimmune-Research-Paper-Diagrams-2-.png
https://www.ncbi.nlm.nih.gov/books/NBK532864/
https://dx.doi.org/10.1007/s11882-014-0491-z
https://dx.doi.org/10.1007/s11882-014-0491-z
https://dx.doi.org/10.1038/nrdp.2016.59
https://dx.doi.org/10.1038/nrdp.2016.59
https://dx.doi.org/10.1016/j.athoracsur.2012.10.044
https://dx.doi.org/10.1016/j.athoracsur.2012.10.044
https://dx.doi.org/10.14740/cr534e
https://dx.doi.org/10.14740/cr534e
https://dx.doi.org/10.7759/cureus.5626
https://dx.doi.org/10.7759/cureus.5626
https://dx.doi.org/10.5455/ijsm.endocarditis
https://dx.doi.org/10.5455/ijsm.endocarditis
https://dx.doi.org/10.21873/invivo.11638
https://dx.doi.org/10.21873/invivo.11638
https://dx.doi.org/10.2174/157340308784245775
https://dx.doi.org/10.2174/157340308784245775
https://dx.doi.org/10.1586/eci.10.98
https://dx.doi.org/10.1586/eci.10.98
https://dx.doi.org/10.1161/01.cir.93.8.1579


antiphospholipid syndrome. Circulation. 1996, 93:1579-87. 10.1161/01.cir.93.8.1579
12. Skamra C, Ramsey-Goldman R: Management of cardiovascular complications in systemic lupus

erythematosus. Int J Clin Rheumtol. 2010, 5:75-100.
13. Soltész P, Szekanecz Z, Kiss E, Shoenfeld Y: Cardiac manifestations in antiphospholipid syndrome.

Autoimmun Rev. 2007, 6:379-86. 10.1016/j.autrev.2007.01.003
14. Ziporen L, Goldberg I, Arad M, et al.: Libman-Sacks endocarditis in the antiphospholipid syndrome:

immunopathologic findings in deformed heart valves. Lupus. 1996, 5:196-205.
10.1177/096120339600500306

15. Mohammadi Kebar Y, Avesta L, Habibzadeh A, Hemmati M: Libman-Sacks endocarditis in patients with
systemic lupus erythematosus with secondary antiphospholipid syndrome. Caspian J Intern Med. 2019,
10:339-42. 10.22088/cjim.10.3.339

16. Rodziewicz M, D'Cruz DP: An update on the management of antiphospholipid syndrome . Ther Adv
Musculoskelet Dis. 2020, 12:10.1177/1759720X20910855

17. Del Papa N, Vaso N: Management of antiphospholipid syndrome. Ther Adv Musculoskelet Dis. 2010, 2:221-
7. 10.1177/1759720X10365969

18. Yallowitz AW, Decker LC: Infectious endocarditis. StatPearls Publishing, Treasure Island, FL; 2020.
19. Chowdhury J, Patel R, Chambers H: Oral versus intravenous antibiotics for endocarditis . N Engl J Med. 2021,

385:1141-3. 10.1056/NEJMclde2108866
20. Markousis-Mavrogenis G, Pepe A, Gargani L, et al.: Myocardial involvement in rheumatic disorders. Curr

Heart Fail Rep. 2020, 17:171-80. 10.1007/s11897-020-00471-1
21. Plein S, Erhayiem B, Fent G, et al.: Cardiovascular effects of biological versus conventional synthetic

disease-modifying antirheumatic drug therapy in treatment-naïve, early rheumatoid arthritis. Ann Rheum
Dis. 2020, 79:1414-22. 10.1136/annrheumdis-2020-217653

22. Carinci F, Martinelli M, Contaldo M, et al.: Focus on periodontal disease and development of endocarditis . J
Biol Regul Homeost Agents. 2018, 32:143-7.

23. Amaya-Amaya J, Sarmiento-Monroy JC, Rojas-Villarraga A, et al.: Cardiovascular involvement in
autoimmune diseases. Autoimmunity: from bench to bedside. Anaya JM, Shoenfeld Y, Rojas-Villarraga A, et
al. (ed): El Rosario University Press, Bogota (Colombia); 2013. 18-38.

24. Li X, Kolltveit KM, Tronstad L, Olsen I: Systemic diseases caused by oral infection . Clin Microbiol Rev. 2000,
13:547-58. 10.1128/CMR.13.4.547

25. Nair S, Faizuddin M, Dharmapalan J: Role of autoimmune responses in periodontal disease . Autoimmune
Dis. 2014, 2014:596824. 10.1155/2014/596824

26. Sharma CG, Pradeep AR: Anti-neutrophil cytoplasmic autoantibodies: a renewed paradigm in periodontal
disease pathogenesis?. J Periodontol. 2006, 77:1304-13. 10.1902/jop.2006.050308

27. Shahin L, Patel KM, Heydari MK, Kesselman MM: Hyperuricemia and cardiovascular risk. Cureus. 2021,
13:e14855. 10.7759/cureus.14855

2022 Tayem et al. Cureus 14(1): e21698. DOI 10.7759/cureus.21698 7 of 7

https://dx.doi.org/10.1161/01.cir.93.8.1579
https://www.ncbi.nlm.nih.gov/labs/pmc/articles/PMC2839248/
https://dx.doi.org/10.1016/j.autrev.2007.01.003
https://dx.doi.org/10.1016/j.autrev.2007.01.003
https://dx.doi.org/10.1177/096120339600500306
https://dx.doi.org/10.1177/096120339600500306
https://dx.doi.org/10.22088/cjim.10.3.339
https://dx.doi.org/10.22088/cjim.10.3.339
https://dx.doi.org/10.1177/1759720X20910855
https://dx.doi.org/10.1177/1759720X20910855
https://dx.doi.org/10.1177/1759720X10365969
https://dx.doi.org/10.1177/1759720X10365969
https://www.ncbi.nlm.nih.gov/books/NBK557641/
https://dx.doi.org/10.1056/NEJMclde2108866
https://dx.doi.org/10.1056/NEJMclde2108866
https://dx.doi.org/10.1007/s11897-020-00471-1
https://dx.doi.org/10.1007/s11897-020-00471-1
https://dx.doi.org/10.1136/annrheumdis-2020-217653
https://dx.doi.org/10.1136/annrheumdis-2020-217653
https://pubmed.ncbi.nlm.nih.gov/29460534/
https://www.ncbi.nlm.nih.gov/books/NBK459468/
https://dx.doi.org/10.1128/CMR.13.4.547
https://dx.doi.org/10.1128/CMR.13.4.547
https://dx.doi.org/10.1155/2014/596824
https://dx.doi.org/10.1155/2014/596824
https://dx.doi.org/10.1902/jop.2006.050308
https://dx.doi.org/10.1902/jop.2006.050308
https://dx.doi.org/10.7759/cureus.14855
https://dx.doi.org/10.7759/cureus.14855

	A Review of Cardiac Manifestations in Patients With Systemic Lupus Erythematosus and Antiphospholipid Syndrome With Focus on Endocarditis
	Abstract
	Introduction And Background
	Pathophysiology of endocarditis
	FIGURE 1: Proposed mechanisms of the pathophysiology of infective endocarditis


	Review
	Endocarditis and systemic lupus erythematosus (SLE)
	Endocarditis and antiphospholipid syndrome (APS)
	Diagnostics and management
	FIGURE 2: Proposed mechanisms linking oral infection and periodontal disease to cardiovascular disease


	Conclusions
	Additional Information
	Disclosures
	Acknowledgements

	References


