
Supplementary Methods 

 

Selection of disease controls 

Disease controls were randomly selected from the electronic databases of patients with rheumatic 

disease that are followed in the two participating centres. Randomization was based on the unique 

database identification number of each registered patient and was restricted to patients diagnosed with 

a variety of lupus-mimicking rheumatologic diseases namely rheumatoid arthritis (RA), 

undifferentiated connective tissue disease, Sjogren’s syndrome, systemic sclerosis, psoriatic arthritis, 

systemic vasculitis, Behcet’s disease, myositis, Familial Mediterranean Fever (FMF), adult-onset 

Still’s disease, primary APS, chronic cutaneous lupus and fibromyalgia. Selection of these diseases is 

in agreement with the type of disease controls included in the derivation and validation cohorts of the 

EULAR/ACR 2019,[1, 2] SLICC 2012[3] criteria projects, as well as in other studies validating the 

SLE classification criteria.[4] Inclusion of Behcet’s disease and FMF was further driven by the 

regional epidemiology of these inflammatory rheumatic diseases. The relative frequencies of various 

control diseases approximate those reported in the above-mentioned studies (Supplementary Table 

S1). 

 

Diagnosis and attribution of neuropsychiatric SLE 

The assessment of neuropsychiatric manifestations in patients with suspected or established SLE 

included a multidisciplinary approach involving rheumatologists, neurologists, neuropsychologists 

and radiologists with expertise on neuroimaging as previously described.[5, 6] Neuropsychiatric SLE 

(NPSLE) diagnosis and attribution (i.e., SLE-related or unrelated manifestations) took into account a 

variety of factors such as patient age, EULAR-defined risk factors for NPSLE (anti-phospholipid 

antibodies, prior neuropsychiatric manifestation, generalized disease activity),[7] results of 

conventional brain MRI and other diagnostic procedures. It was further ascertained after prospective 
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follow-up of patients and by the use of the Italian Study Group on NPSLE attribution model as 

previously described.[8, 9] 

 

Assessment of SLE severity 

For every patient, disease was categorised as mild, moderate or severe according to the BILAG 

glossary and classification system,[10] as previously described.[11, 12] The BILAG system captures 

both individual organ and global disease activity based on the severity of the underlying 

manifestation(s) and physician’s intention-to-treat. To this end, the medical charts of all patients were 

scrutinized to detect incident activity (at any timepoint during the disease course) from individual 

organs/domains. Active manifestations classified as “BILAG A” were assigned as severe (examples: 

lupus rash and/or skin vasculitis involving >18% of body surface area; severe pleural effusion with 

hypoxemia; thrombocytopenia with <20,000 platelets/μl), manifestations classified as “BILAG B” 

were assigned as moderate (examples: lupus rash and/or skin vasculitis involving 9-18% of body 

surface area; moderate pleural effusion without hypoxemia; thrombocytopenia with 20,000-50,000 

platelets/μl). Mild disease included less severe manifestations (examples: polyarthritis not restricting 

mobility and not affecting large joints; hair loss without excessive alopecia and without scalp skin 

inflammation; thrombocytopenia >50,000/μL). Use of immunosuppressive and/or biologic therapies 

due to active lupus was also recorded. All aforementioned data were recorded in a structured 

sheet[11] and were collectively evaluated by by experienced Rheumatologists (GB, AF, CA, DN) 

who provided their overall assessment of disease severity (i.e., mild, moderate or severe) (physician 

global assessment of SLE severity). 
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