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Systemic Lupus Erythematosus in Libyan 
Children: Diagnosis and Management

Abstract
Background: Childhood Systemic lupus erythematosus (cSLE) is a complex, 
chronic multisystem autoimmune inflammatory disease, 20% of SLE patients 
are diagnosed during childhood. The aim of this study is to evaluate disease 
characteristics; clinical manifestations, laboratory characteristics and treatment 
in patients with cSLE.

Methods: We reviewed the medical files of children with diagnosis of cSLE who 
are following at Tripoli children hospital, rheumatology department over the last 7 
years (January 2011- April 2018). The diagnosis of SLE was based on 1997 revised 
American college criteria (ACR) for the classification of SLE. All children fulfilled 
at least 4 of the ACR criteria and had been diagnosed for at least 6 months were 
included. The following parameters were collected: age at onset of the disease, 
age at diagnosis, gender, Initial diagnosis (diagnosis at referral), disease duration, 
diagnosis time interval (period between disease onset to diagnosis), clinical 
manifestations at the onset and during the evolution of the disease. Laboratory 
results at diagnosis, and treatment modalities received were also evaluated.

Findings: Twelve children were studied, 10 Females (83.3%), two males (16.7%) 
with F:M ratio of 5:1, mean ages at lupus onset and diagnosis were 11.6 year, 12.5 
year respectively. Diagnosis time Interval was ranged between 6 months to 8 yr. 
The most frequent Mucocutaneous manifestations was the Malar rash in 8 (66.7%) 
followed by photosensitivity in5 (41.7%), Oral ulcer in 4 (33.3%) and, Discoid rash 
in 1(8.3%) patient. 10 patients (83.3%) had arthritis. Hematological manifestations 
in 9(75%), Renal involvement was found in 6(50%), kidney biopsy was done to 5 
of them, dominated by class IV (Diffuse proliferative glomerulonephritis) World 
health organization (WHO) nephritis stage classification. Serositis was found in 
5 (41.7%), Neurological manifestations in 3 (25%), Positive anti-nuclear antibody 
in 11 (91.7%). positive Anti ds-DNA 12 (100%), low complement in 4 (33.3%) of 
patients.

Conclusion: SLE in children has a wide range of presentations and a high index 
of suspicion should be maintained in order to make an early diagnosis. Better 
recognition of the age specific manifestations of this disease is required to 
improve its outcome.
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Introduction
Systemic Lupus erythematosus (SLE) is a severe, chronic 
autoimmune disease, that results in inflammation and eventual 
damage in a broad range of organ systems; kidney, joint, skin, 

heart, pulmonary, hematology, Neurological system and Blood 
vessels [1]. It is likely that lupus is a multifactorial disease 
of unknown etiology in which significant immunological 
abnormalities have been identified. Hormonal, genetic and 
environmental factors have been implicated in its etiology [1]. 
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SLE is a relatively rare disease in childhood, approximately 20% 
of individuals with SLE will have their disease onset prior to the 
age of 16 years [1].

SLE generally presents between the age of 5-15 years, rare in 
children younger than 5year [1-4]. Females are most commonly 
affected with female-to-male of 4.5-5:1 prior to puberty, raised 
to 9-10:1 after puberty [1-9].

There is no specific diagnostic test for cSLE, and diagnosis is 
notoriously difficult due to protean clinical symptoms and signs. 
Physicians have commonly relied on the American college of 
rheumatology (ACR) criteria for the classification of SLE [10]. 
These criteria were preliminary developed in 1971, revised in 
1982 and updated in 1997 [11]. A child can be classified as having 
SLE if at least four of the 11 criteria are present in order to address 
the limitations of ACR criteria, the systemic lupus international 
collaborating clinics (SLICC) developed SLICC criteria in 2012 [12], 
which exhibited higher sensitivity and lower specificity than ACR 
criteria. The SLICC criteria include 11 clinical and 6 immunologic 
items. It requires 4 items with at least one clinical and one 
immunologic item or biopsy proven nephritis compatible with 
lupus in presence of a ANA or Anti ds-DNA. The SLICC criteria has 
been validated in children, showing better sensitivity and fewer 
mis-classifications than the ACR criteria [12,13]. Of note, both 
criteria are classification rather than diagnostic criteria and some 
patients need treatment despite not fitting these classification 
criteria.

Because of its protean manifestations, lupus must be 
considered in the differential diagnosis of many conditions 
including fever of unknown origin, arthritis, anemia and new 
onset kidney disease [14].

The clinical manifestations of SLE have been extensively described 
from different geographical parts of the word, the prevalence 
and severity of the disease differs among ethnic groups [2-9,14].

The disease has variable presentations including conditional 
symptoms, cutaneous, cardiac, pulmonary, musculoskeletal and 
renal. The disease course is characterized by periods of remission 
and flares and children with cSLE have more active disease at 
presentation and over time than do adults with SLE, especially 
active renal disease [15].

The long-term prognosis for SLE has improved markedly in recent 
years because of earlier diagnosis and optimized treatment [16], 
although children with SLE suffering extensive morbidity because 
of the longer duration of disease activity causing cumulative 
damage as well as the side effects from medication [17]. 

The aim of this study is to evaluate disease characteristics; clinical 
manifestations, laboratory characteristics, and treatment in 
patients with SLE following at Rheumatology department, Tripoli 
children hospital.

Methods
In this retrospective, descriptive study, we reviewed the medical 
files of children with diagnosis of cSLE who are following at Tripoli 

children hospital, rheumatology department over the last 7 years 
(January 2011- April 2018).

The diagnosis of SLE was based on 1997 updated criteria for 
the classification of SLE. All children fulfilled at least 4 of the 
American college criteria and had been diagnosed at least 6 
months. All patients files were reviewed for demographic, 
clinical and laboratory finding, the following parameters were 
collected; age at onset of the disease, age at diagnosis, gender, 
Initial diagnosis (diagnosis at referral), disease duration (time 
from the disease onset until the present time), diagnosis time 
interval (period between disease onset to diagnosis), clinical 
manifestations at the onset and during the evolution of the 
disease. Disease activity was determined using British Isles lupus 
assessment group (BILAG) index. BILAG is recording clinical 
disease activity in 8 different organ systems for a total of 86 items 
[18], each item is measured qualitatively by clinical observation 
(yes, no, improvement, same, worse, new) or quantitatively 
by measuring hematological and renal values. Based on these 
items, each of the 8 organ system is allocated an alphabetical 
score of A (most active), B (moderate activity), C (minor activity) 
D (stable) or E (never present). Normally total score is not 
calculated. Laboratory abnormalities were defined according 
to ACR classification criteria for SLE. Immunological parameters 
recorded include antinuclear antibody (ANA), anti-double 
strand DNA (Anti ds DNA), Antiphospholipid antibodies (lupus 
anticoagulant, Anticardiolipin), Extractable nuclear antibodies 
(ENA), Serum complement, C3, C4. Pathological evaluation 
includes renal biopsy; renal biopsies were classified according to 
WHO classification for lupus nephritis [19].

SPSS 16 software was used for of data analysis, the result is 
expressed as means for continuous variable and frequencies/
percentages for categorical variables.

Results
The total number of SLE patients diagnosed in Rheumatology 
department, Tripoli children hospital in the period from January 
2011 to April 2018 was 12 cases. 10 were Females (83.3%), 2 
were males (16.7%) with F:M of 5:1. Age at onset ranged from 
5-15 year with mean of 11.6 years. Mean age at diagnosis was 
12.5 years. Disease duration was 6 months to 14 years.

Only two patients referred with initial diagnosis of SLE while 
10 patients referred with different diagnosis. Diagnosis at 
referral was Henoch Schonlein purpura in 3 patients, idiopathic 
thrombocytopenic purpura in one patient, Evans syndrome 
in one patient, acute Rheumatic fever in one patient, systemic 
onset juvenile idiopathic arthritis in one patient, inflammatory 
bowel disease in one patient and tow patient suspected to have 
leukemia.

Diagnosis time interval ranged from 6 months to 8 years, with 
7 patients diagnosed within the first year after disease onset. 
One patient during 2nd year, one patient during 3rd year and one 
patient diagnosed after 8 years of disease onset (Figure 1).
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The main clinical manifestations of our patients that’s full filling 
ACR classification criteria are shown in Figure 2, the most common 
clinical manifestations seen were articular in 83.3%, followed 
by hematological manifestations in 75%, skin in 66.7% [20] and 
renal manifestations in 50% of patients. Other manifestations are 
listed in Table 1.

The most common hematological manifestations in our patient 
was normocytic normochromic anemia of chronic illness in 33% of 
patient, followed by hemolytic anemia in 25%, thrombocytopenia 
in 25% and leucopenia in 17% of patients Figure 3.

Renal involvement occurred in 6 (50%) of our patients, tow 
patients at the time of diagnosis other 4 patient developed renal 
disease within the first year of follow up. 5 of them had renal 
biopsy with histopathological evaluation classified according to 
modified world Health Organization classification (Figure 4). 

The immunological parameters are show in Table 2. 91.7% of our 
patients had positive ANA titer, and one patient had SLE despite 
negative ANA titer. Anti-ds- DNA was positive in 100% of patients. 
Complement was low in 33.3% of patients (Table 2).

All of our patients treated with corticosteroids for the disease 
control, 2nd most commonly used drug was hydroxychloroquine 
in 10 (83.3%) of patients. Immunosuppressive medications were 
used in 10 (83.3%) including Azathioprine in 5 (41.7%) patients, 5 
(41.7%) patients treated with pulses cyclophosphamide followed 
by Mycophenolate mofetil (Table 3).

The clinical features of SLE in our patient population were then 
compared to other childhood SLE series from other Arabic 
countries such as Saudi Arabia, Egypt, Jordan, Sultanate of Oman.

Diagnosis time interval.Figure 1

 
Clinical manifestation fulfilling ACR classification 
criteria for SLE.

Figure 2

Clinical presentation No of patient
fever 6 (50)

Fatigability 5 (41.7)
Arthralgia 2 (16.7)
Dyspnea 4 (33.3)

Palpitation 4(33.3)
Abdominal pain 1 (8.3)

Anorexia 1 (8.3)
Alopecia 2 (16.7)

Raynaud’ phenomena 0
Other skin manifestation 4 (33.3)

Lymphadenopathy 1 (8.3)
Hepatosplenomegaly 1 (8.3)

Table 1 Other clinical manifestations.

Hematological disorder.Figure 3

Renal biopsy findings according to WHO 
Classification. 

Figure 4

Investigations No of patient (%)
ANA 11 (91.7)

Anti-ds-DNA 12 (100)
ENA 5 (41.7)
C3 4 (33.3)
C4 4 (33.3)

CRP 4 (33.3)
ESR 5 (41.7)

Table 2 Laboratory results.

Discussion
This is a retrospective single center study carried out in 
department of rheumatology at Tripoli children hospital. The 
total number of SLE patients diagnosed in the period from 
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January 2011 to April 2018 was 12 patients. This small number 
of patients may be due to that many cSLE patients are followed 
by adult rheumatologist due to adolescent predilection of this 
disease. Only two patients referred with initial diagnosis of SLE 
while 10 patients referred with different diagnosis as Henoch 
Schonlein purpura, idiopathic thrombocytopenic purpura, Evan 
syndrome, Acute rheumatic fever, Inflammatory bowel disease, 
Systemic onset juvenile idiopathic arthritis and malignancy, this 
indicate that SLE have a great variability in disease presentation 
and course [5,6]. Therefore, Knowledge of general pediatric 
diseases that can mimic SLE is very important in making the 
accurate diagnosis. Age at onset ranged from 5-15 year with 
mean of 11.6 years.

Medications No of patient (%)
Steroid 12 (100)

Hydroxychloroquine 10 (83.3)
Enaloprile 6 (50)

MMF 5 (41.7)
Cyclophosphamide 5 (41.7)

Azathioprine 5 (41-7)
Ritoxamab 2 (16.7)
Warfarin 1 (8.3)
Heparin 2 (16.7)
Asprin 4 (33.3)

Table 3 Medication used in treatment of cSLE. The clinical and laboratory findings of childhood SLE patients in 
our series were compared to other childhood SLE series from 
other Arabic countries; Egypt, Jordan, Tunisia, Oman, Saudi 
Arabia, and Kuwait to identify any variation. The mean age at 
diagnosis was 12.5 years which is higher than other Arab pediatric 
SLE series. Taking in consideration the marked delay in diagnosis 
in one of our cases that diagnosed as Evan syndrome for 8 years.

The most common clinical manifestations seen were articular in 
83.3%, followed by hematological manifestations in 75%, skin in 
66.7% and renal manifestations in 50% of patients. Cutaneous 
manifestations observed in 66.7% of our patients compared 
with 70% in Omani patients, 52% in Jordanian patients, 51% in 
Kuwait patients and much higher than the Egyptian patients. 
Musculoskeletal manifestations was observed in 83.3% of our 
patients, which is higher than all comparable studies in which 
MSK manifestations ranged from 36% in Egyptian patients to 76% 
in Omani patient.

Renal involvement was found in 50% of our patients, nothing that 
renal manifestation occurs in 29% to 83% in comparable studies.

Conclusion
SLE has a highly variable presentation, a high index of suspicion 
should be maintained in order to make an early diagnosis. Better 
recognition of the age-specific manifestations of this disease is 
required to improve its outcome.
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