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ABSTRACT 
 

Aims: Neuropsychiatric systemic lupus erythematosus (NPSLE), may present as a wide range of 
symptomatology where cognitive impairment could play a key role in the prognosis of SLE patients. 
Presentation of Case: A 24 year-old female was admitted in 1999 in unconsciousness. Cranial 
MRI showed two thalamo-mesencephalic lesions and the patient was discharged home with a 
diagnosis of metabolic and/or toxic encephalopathy. One year later systemic lupus erythematosus 
was diagnosed. Following up showed memory disturbance with several strokes and atrophy in 
neuroimaging, and positivity of antiphospholipid antibodies. Anticoagulation was indicated with an 
irregular compliance. In March 2010 the patient was admitted due to generalized articular pain and 
hemoptoic sputum due to bad control of the anticoagulation. One month later she was admitted to 
Intensive Care Unit due to acute pulmonary edema and acute renal failure. In June 2010, the 
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patient was discharged home where she died some months later. 
Discussion: This case reflects the complexity of NPSLE: an acute encephalopathy as an early 
sign of the disease, the antiphospholipid syndrome, development of progressive cerebral global 
atrophy and cognitive impairment, and the coexistence of another autoimmune neurological 
disease such as myasthenia gravis.  
Conclusion: The authors consider that the presence of cognitive impairment, intervening in the 
compliance of the treatment, could be one of the main risk factors in the prognosis of SLE patient. 
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1. INTRODUCTION  
 
Neurological affectation of the CNS, called as 
neuropsychiatric systemic lupus erythematosus 
(NPSLE) may present as a wide range of 
symptomatology [1-2], where cognitive 
impairment could play a key role in the prognosis 
of SLE patients.  
 

2. PRESENTATION OF CASE  
 
A 24 year-old female, a former smoker, was 
admitted in January 1999 in unconsciousness. 
After a party the previous night, at 9 am the 
patient reported somnolence and was found 
unresponsive in the evening. Neurological status 
at admission showed a coma with generalized 
hypotonia, unreactive pupils and divergent gaze. 
Cranial CT was normal. Determination of drugs 
in blood was negative. A posterior complete 
blood analysis showed an anemia, 
thrombopenia, and positivity of ANA (1/320, 
homogeneous pattern) and anti DNA (32 IU/ml, 
positive if >7 IU/ml) antibodies. Blood infectious 
assessment was normal. Cranial MRI showed a 
right cerebellum and two bilateral and symmetric 
thalamo-mesencephalic lesions (Fig. 1A), with a 
slight improvement in control some days later. A 
repeated CSF analysis revealed normal cell 
counts, glucose and protein levels, with negative 
infectious, cytological and oligoclonal bands 
results and a normal Ig G index. Due to these 
results, the patient was discharged home with a 
diagnosis of metabolic and/or toxic 
encephalopathy with paresis in vertical gaze and 
minor instability. 
 
In January 2000 she consulted Internal Medicine 
and findings revealed generalized arthralgias, 
hematological alteration (anemia, leukopenia, 
thrombopenia), positive ANAs (1/5120, 
homogeneous pattern), anti DNA (68 IU/ml) and 
anti ENA antibodies (SS-A, SS-B); and 
photosensitivity. Anticardiolipin antibodies were 
negative. A diagnosis of SLE was made and 
treatment with corticosteroids and 

hydroxychloroquine was initiated with a good 
clinical response. At that time, control cranial 
MRI was performed due to diurnal somnolence 
and showed acute left cerebellar and left frontal 
ischemic lesions (Fig. 1B). Narcolepsia was 
excluded and somnolence was related with 
chronic thalamic lesion. 
 
In December 2003, the patient described 
memory disturbance. Neuropsychological study 
showed a severe attention deficit, slow 
information processing and a moderate to severe 
executive dysfunction. These data suggested a 
fronto-subcortical disconnection syndrome.  
 
In August 2007, she again consulted Internal 
Medicine where a proteinuria was diagnosed with 
positivity of anticardiolipin (aCL) antibodies. 
Cranial MRI showed a severe cerebral      
atrophy, leukoaraiosis, and chronic ischemic 
lesions (Fig. 1C). Due to her cognitive status, 
anticoagulation treatment was initially ruled out 
by us. Acetyl salicylic acid and azathioprine were 
initiated.  
 
In March 2009, the patient had blurred vision and 
she was admitted two months later because of 
vertical diplopia. The lupus anticoagulant (LA), 
aCL and anti beta2 glycoprotein antibodies were 
positive. Cranial MRI showed cerebral       
atrophy with an acute left frontal ischemic lesion 
(Fig. 1D). Anticoagulation treatment with warfarin 
was now indicated with an international 
normalized ratio (INR) of 2-3. However, the 
patient did not comply. 
 
In January 2010, the patient reported the 
persistence of fluctuating blurred vision, diplopia 
and asthenia. Acetylcholine receptor antibodies 
were positive (43.6 nmol/l, normal if <0.4 nmol/l) 
and a diagnosis of myasthenia gravis (MG) was 
made. This was confirmed by a later 
neurophysiological study. Anticholinesterase 
medication with pyridostigmine bromide was 
initiated, but it was abandoned by the patient.



Fig. 1. Cranial magnetic resonance imaging scan (T2 and T2 fluid
recovery [FLAIR] sequences) showed: (A) an acute bilateral thalamic stroke (white arrows); (B) 

an acute right frontal stroke (white arrow); (C) a severe cerebral global atrop
severe cerebral atrophy with an acute left frontal stroke (white arrow

 
In March 2010 the patient was admitted to 
Internal Medicine reporting generalized articular 
pain and hemoptoic sputum related with bad 
control of the oral anticoagulation (pulmonary 
vasculitis and lung infection were excluded). 
Treatment with rituximab was essayed with 
clinical improvement and the patient was 
discharged home. One month later she was 
admitted to the Intensive Care Unit due to acute 
respiratory insufficiency, anuria and high blood 
pressure secondary to acute pulmonary edema 
and acute renal failure. In June 2010, after some 
clinical improvement the patient was discharged 
home where she died some months later. 
 

3. RESULTS AND DISCUSSION
 

The presentation of SLE may not be typical, as in 
our case, and neurological symptomatology may 
be the early sign of the disease. NPSLE may 
present as a wide range of symptomatology fr
focal to diffuse symptoms [1,2] such as an acute 
encephalopathy. The presence of two thalamic 
lesions in our patient was initially confusing but 
the diagnosis of SLE later, made ischemic 
vasculitic etiology the most probable one. (due to 
the absence of antiphospholipid antibodies in the 
blood analysis, atherosclerosis and a cardiogenic 
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1. Cranial magnetic resonance imaging scan (T2 and T2 fluid-attenuated inversion 

recovery [FLAIR] sequences) showed: (A) an acute bilateral thalamic stroke (white arrows); (B) 
an acute right frontal stroke (white arrow); (C) a severe cerebral global atrophy; and (D) a 

severe cerebral atrophy with an acute left frontal stroke (white arrow

In March 2010 the patient was admitted to 
Internal Medicine reporting generalized articular 
pain and hemoptoic sputum related with bad 
control of the oral anticoagulation (pulmonary 
vasculitis and lung infection were excluded). 
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2] such as an acute 
encephalopathy. The presence of two thalamic 
lesions in our patient was initially confusing but 

later, made ischemic 
vasculitic etiology the most probable one. (due to 
the absence of antiphospholipid antibodies in the 
blood analysis, atherosclerosis and a cardiogenic 

embolic source). Some years later, a progressive 
positivity of several antiphospholi
was seen: seven years later a positivity of a
and two years later positivity of aCL, LA and anti 
b2 glycoprotein was also seen. Both, SLE 
vasculitis and antiphospholipid antibodies 
considerately increased the risk of thrombosis. In 
our patient, follow-up neuroimaging showed 
several acute (cortical and subcortical) ischemic 
lesions and a progressive global cerebral 
atrophy. Although mild brain atrophy on MRI is a 
frequent abnormal finding in NPSLE, rapidly 
progressing moderate to severe br
has seldom been reported [3]. Recent studies 
have suggested that cortical atrophy is more 
important in CNS damage in these patients than 
white matter lesions, with a possible selective 
grey matter but not white matter atrophy [1]. If 
there is a relationship between subcortical 
ischemic lesions and cerebral atrophy in this 
disease this remains unknown. But it seems 
clear in our case the relationship between both of 
the above and cognitive impairment. The 
prevalence of cognitive dysfuntion in SLE 
patients reaches 80% and NPSLE patients have 
a greater risk of developing a cognitive 
impairment [4], the presence of anti
antibodies being the major etiologic factor for this 
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[5]. Although cognitive impairment in SLE 
patients is well-documented, it seems to be 
probable that such is different between NPSLE 
and non-neuropsychiatric SLE patients 
(quantitative and qualitative) [4]. Moreover, a Cl 
antibodies have been also linked with cognitive 
impairment in these patients [6,7]. 

 

Thus in our case, several factors intervened for 
development of a cognitive impairment. Here 
cognitive impairment made difficult accurate 
therapeutically compliance and as a result a 
dismal clinical prognosis.  

 

Finally, other autoimmune neurological disease 
was seen in this case. Some authors consider 
SLE and MG as part of the same autoimmune 
spectrum of diseases [8,9]. The presence of MG 
still worsened the clinical management and 
prognosis.  
 

4. CONCLUSION 
 

This case reflects the complexity of NPSLE: an 
acute encephalopathy as an early sign of the 
disease, the antiphospholipid syndrome, 
development of progressive cerebral global 
atrophy and cognitive impairment, and the 
coexistence of another autoimmune neurological 
disease such as MG. The authors consider that 
the presence of cognitive impairment, intervening 
in the compliance of the treatment, could be one 
of the main risk factors in the prognosis of SLE 
patient. 
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