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INTRODUCTION 

Systemic lupus erythematosus (SLE) is a prototype of the 

systemic autoimmune connective tissue diseases. It affects 1 

out of 2000 individuals worldwide of whom ≈ 90% are women. 

SLE is characterized by a storm of auto-antibodies and the 

release of inflammatory cytokines to most body tissue organs 

(Berthier and Kretzler, 2012). 

Although the specific cause of SLE is unknown, the 

development of the disease is the net result of the interplay of 

multiple factors including: genetic, ethnic, immuno-regulatory, 

hormonal and environmental factors (Rahman and Isenberg, 

2008). 

Recently, several studies have indicated that the leading 

cause of morbidity and mortality in SLE patients is due to wide 

spread accelerated atherosclerosis and cerebrovascular diseases 

which are the pathological background of the neuropsychiatric 

(NP) SLE syndrome (Colombo and Cacciapaglia, 2009). 

A combination of chronic inflammatory and immune 

mediated mechanisms resulting in altered lipoprotein 

metabolism and the formation of proinflammatory and pro-

oxidative lipids (Jara and Medina,2006). 

Contributory factors to accelerated atherosclerosis in 

SLE patients include increased levels of oxidized lipids, 

upregulation of adhesion molecules, and cytokines such as 

monocyte chemoattractant protein-1(MCP-1), tumor necrosis 
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factor (TNF), interferon-γ (IFN-γ), interleukin-1 (IL-1), and IL-

12. Auto-antibodies are formed against the oxidized lipids and 

immune complexes in SLE patients, these antibodies play a role 

in the development of atherosclerosis in these patients 

(McMahon and Hahn, 2007). 

The overall survival of SLE patients has significantly 

improved over the last 50 years, from 74.8 to 94.8% and from 

63.2 to 91.4%; 5-year and 10-year survival, respectively (Mak 

and Cheung, 2012).  

Neuropsychiatric (NP) disease occurs in as many as 30 –

56 % of all SLE patients. However, the diagnosis of 

neuropsychiatric SLE (NPSLE) remains difficult (Unterman 

and Nolte, 2011). 

NP lupus is associated with significantly increased 

morbidity and mortality in SLE patients. In 1999, the American 

College of Rheumathology (ACR) defined 19 distinct 

neuropsychiatric syndromes in SLE, including psychosis and 

depression (Ainiala and Hietaharju 2001). 

NP lupus is usually overlooked by the other more 

symptomatic disease manifestations, especially lupus nephritis 

(LN) which usually consumes the great clinical and laboratory 

concern. Subclinical NP lupus may be present early in the 

disease, however lack of the disease clinical signs and patients‟ 

unawareness delay the diagnosis “by the time we are argued 

regarding which immunosuppression should we use for LN 

remission induction, one should start cyclophosphamide for 

subclinical NP SLE (Petri and Orbai, 2012). 
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Recent data has suggested that both renal and 

neuropsychiatric lupus disease negatively affect the overall 5-

year survival rate, whereas the neuropsychiatric involvement 

did not change the 10-year survival rate(Mak and Cheung, 

2012). 

In studies where patients were screened with formal 

neuropsychiatric and sensitive psychiatric testing, the 

prevalence of mood disorder and cognitive impairment was 

high. Mild cognitive impairment was the most frequent 

abnormality among these patients, with only 3–5 % exhibiting 

severe cognitive impairment (Bertsias et al., 2010). 

 


