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Abstract

Aim: By retrospectively examining clinical and laboratory data in patients diagnosed with Systemic Lupus Erythematosus (SLE), we aimed
to evaluate their relationship with each other and with organ involvements with high morbidity and mortality, especially Lupus Nephritis, and to
characterize the clinical and laboratory data in patients with late onset of lupus (LSLE).

Materials and Method: The archived file information of 180 patients who applied to Uludag University, Faculty of Medicine Rheumatology/
Nephrology Department between 1980 and 2010 years and were diagnosed with SLE according to American College of Rheumatology (ACR)
criteria and followed up were retrospectively examined; age, gender, disease age, follow-up period, disease activation periods, current treatments
and laboratory data were analyzed. In the analysis of the files, information at the time of diagnosis was mostly used, and current information
during follow-up was obtained from the files or from the patients themselves. Descriptive statistics were calculated for all data in our study.
Standard error was given as a measure of variability. The normality assumption of continuous variables was determined by the Kolmogorov-
Smirnov test. Mann-Whitney U test was used for comparisons between groups. Pearson chi-square and Fisher’s exact chi-square tests were used
to compare categorical variables. Chi-square and binomial tests were used to compare the rates. Data analysis was done in the SPSS-13 package
program. A value of p < 0.05 was accepted for statistical significance. Ethics committee approval was received for the study, dated January 11,
2011, numbered 2011-2/20.

Results: In the comparison of laboratory and clinical findings between cases with and without Lupus Nephritis; It was observed that the
mean disease age, follow-up period, sedimentation values and activation indicators were significantly higher in patients with Lupus Nephritis.
Significant associations were also seen between clinical and laboratory data. It was observed that the frequency of Lupus Nephritis and the
findings accompanying active disease such as fever and malar rash decreased in late onset of lupus patients.

Conclusion: Careful examination of clinical and laboratory data is of great importance in the diagnosis and follow-up of patients diagnosed
with SLE, as well as in the monitoring of organ involvements with high mortality and in order to make an effective treatment plan. Knowing the
characteristics of late-onset of lupus disease is important in disease management.

Keywords: Systemic lupus erythematosus; Clinical data; Laboratory data; Lupus nephritis; Late-onset of lupus disease

Abbreviations: SLE: Systemic Lupus Erythematosus; ACR: American College of Rheumatology; Fas: Fibroblast associated; LN: Lupus Nephritis;
WHO: World Health Organization; ISN/RPS: International Society of Nephrology/Renal Pathology Society; RF: Rheumatoid Factor

Introduction

Systemic lupus erythematosus (SLE); is a heterogeneous,

multisystemic, chronic, autoimmune, inflammatory disease
caused by tissue and organ damage caused by pathogenic
autoantibodies and immune complexes. The affected organs are
mainly skin, joints, kidney, central nervous system, cardiovascular
system, serosal membranes, hematological and immune system.
The disease progresses with exacerbations and remissions in

affected individuals [1,2].

Although the etiology of the disease has not been clearly
elucidated, genetic, hormonal and environmental factors that lead
to inflammatory response play a role in the etiology. In studies,
the role of various molecules involved in apoptotic pathways,
especially fibroblast associated (Fas) and the cross-linked form
of Fas (Fas ligand, FasL), in the pathogenesis of autoimmune
diseases has gained importance. Studies have shown that defective
expression of Fas ligand in mice causes systemic autoimmunity
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and lymphoproliferation [3]. The ensuing production of
autoantibodies and immune complexes, autoreactive T cells and
B cells, complement activation, and cytokine release result in
widespread tissue damage, manifesting as the clinical picture of

SLE [4-6].

Renal involvement is a significant cause of morbidity and
mortality and is associated with poor prognosis. It is usually
seen in the first 5 years after diagnosis, and its frequency has
been reported to be between 30-90% in studies. According to the
American College of Rheumatology (ACR) criteria, the incidence
of lupus nephritis (LN) 5 years after diagnosis is stated to be 60%
[1,4]. Urinary abnormalities are present in approximately 50% of
patients at the time of diagnosis and are observed in approximately
more than half of the cases throughout the course of the disease.
Renal involvement according to ACR criteria is defined as the

presence of proteinuria of more than 0.5 g per day or 3(+) or more
in a complete urine examination, and the presence of 5 or more
cellular elements (erythrocytes, leukocytes) and casts (granular,
tubular, mixed) in each area in the urine sediment [1,7,8]. While
the most prominent finding in renal involvement is proteinuria,
nocturia and newly developing hypertension are also warning
signs for diagnosis. While proteinuria has been reported in almost
all cases, microscopic hematuria is seen in approximately 80% of
the cases throughout the course of the disease, and macroscopic
hematuria is rare. If serum albumin is low in SLE, the first reason
that comes to mind should be LN. Anti-dsDNA positivity with
low complement and anti-Ro positivity with rheumatoid factor
(RF) carry a high risk for LN [7-9]. LN was first classified by the
World Health Organization (WHO) in 1974 [8]. It was revised by
the International Society of Nephrology/Renal Pathology Society
(ISN/RPS) in 2003 [2,5,9] (Table 1).

Table 1: International Society of Nephrology/Renal Pathology Society classification of lupus.

Stage | Minimal mesangial lupus nephritis

Stage Il Mesangial proliferative lupus nephritis

Stage Ill Focal lupus nephritis (<50% glomeruli) 111(A) Active lesions 11I(A/C) Active and chronic lesions 11I(C) Chronic lesion

Stage IV Diffuse lupus nephritis (>50% glomeruli) Diffuse segmental (IV-S) or Diffuse global (IV-G) IV(A) Active lesions IV(A/C) Active and chronic lesions
IV(C) Chronic lesions

Stage V Membranous lupus nephritis

Stage VI: Advanced sclerosing lupus nephritis (290% globally sclerosed glomeruli without residual activity)

While the definition of late-onset of lupus (LSLE) is used for
patients diagnosed with SLE after the age of 50, this patient group
constitutes approximately 4-20% of all patients. It is stated that
the female-male ratio, which is stated as 8-13/1 in adults, is seen

as 2/1in older ages [10]. The characteristics of clinical findings in
LSLE disease have been reported differently in different studies.
Musculoskeletal system involvement, fever, weight loss, arthritis
and serositis are most reported [10].

Results
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Figure 1: Lupus Nephritis rates in patients with renal involvement confirmed by biopsy (n:44).
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166 (92.2%) of the patients were female and 14 (7.8%) were
male. The mean age was 41.6 +0.9 years. During the diagnosis and
treatment process, kidney biopsy was performed in 48 cases for the
purpose of confirming kidney involvement and histopathological
staging; 42 of them (87.5%) were women and 6 (12.5%) were men.
In 44 of 54 patients with renal involvement high rates of stage 3
(25%), stage 4 (29.5%) and stage 5 (27.3%) lupus nephritis were
found in the biopsies of the patients (Figure 1). The mean disease

Table 2: Evaluation of clinical findings in patients diagnosed with SLE.

age is 90.4+5.4 months; It was 113+11.0 months in those with
kidney involvement and 80.7+5.9 months in the others (p=0.014).
The mean activation period was 21.5+2.1 months; It was 22.8+3.8
months in patients with renal involvement and 20.9+2.6 months
in other patients (p=0.024). Kidney involvement was detected in
a total of 54 patients (30%) (Table 2: The most common clinical
findings in our patients).

Clinical findings patients“"“;il:’l;;:)‘::glm(eo/g]renal " Others n (%) Totaln (%)
Yes No Yes No Yes No
Malar Rash 28(51.9) 26(48.1) 82(65.1) 44(34.9) 110(61.1) 70(38.9)
Discoid Rash 8(14.8) 46(85.2) 24(19.0) 102(81.0) 32(17.8) 148(82.2)
Photosensitive 30(55.6) 24(44.4) 90(71.4) 36(28.6) 120(66.7) 60(33.3)
Oral ulcers 17(31.5) 37(68.5) 52(41.3) 74(58.7) 69(38.3) 111(61.7)
Arthritis/Arthralgia 46(85.2) 8(14.8) 106(84.1) 20(15.9) 152(84.4) 28(45.6)
Serositis 20(37.0)* 34(63.0) 15(11.9) 111(88.1) 35(19.4) 145(80.6)
Kidney Involvement 54 126 54(30.0) 126(70.0)
Neurological Involvement 11(20.4)* 43(79.6) 7(5.6) 119(94.4) 18(10.0) 162(90.0)
Hair Loss 22(40.7) 32(59.3) 64(50.8) 62(49.2) 86(47.8) 94(52.2)
Fever 32(59.3)* 22(40.7) 33(26.2) 93(73.8) 65(36.1) 115(63.9)
Raynaud 19(35.2) 35(64.8) 59(46.8) 67(53.2) 78(43.3) 102(56.7)
Livedo reticularis 6(11.1) 48(88.9) 18(14.3) 108(85.7) 24(13.3) 156(86.7)
Thrombosis 3(5.6) 51(94.4) 3(2.4) 123(97.6) 6(3.3) 174(96.7)
Myositis 2(3.7) 52(96.3) 2(1.6) 124(98.4) 4(2.2) 176(97.8)
Weight loss 33(61.1)* 21(38.9) 39(31.0) 87(69.0) 72(40.0) 108(60.0)
Eye Involvement 17(31.5) 37(68.5) 53(42.1) 73(57.9) 70(38.9) 110(61.1)
Urticaria 13(24.1) 41(75.9) 33(26.2) 93(73.8) 46(25.6) 134(74.4)
Cutaneous Vasculitis 3(5.6) 51(94.4) 7(5.6) 119(94.4) 10(5.6) 170(94.4)
(*: p<0.05).
Laboratory findings of leukopenia, lymphopenia and arthritis/arthralgia (for all these p> 0.05). Lupus nephritis rate

thrombocytopenia, proteinuria, rich urine sediment and low
complement were observed more frequently in patients with
confirmed LN than in others; The difference was statistically
significant (p<0.05). Similarly, creatinine levels were determined
to be higher in cases with confirmed LN (p=0.005). In the
evaluation made for autoantibodies in all patients; Among specific
autoantibodies, ANA positivity was seen in 94.4% in total and
anti-Ds DNA antibody positivity was seen in 28.9%, while the fact
that anti-Histone antibody positivity was higher in the group with
LN was found to be statistically significant (p<0.05). LSLE was
observed in 23(12.8%) of our patients. Their median age was 60.7
years.

Of the patients diagnosed with LSLE, 14 (60.9%) had
malar rash, 8 (34.8%) had oral aphthous ulcers, 20 (87%) had

was calculated as 21.7% in this patient group (Table 2: Clinical
features seen in other studies and our study).

Discussion

SLE, like other autoimmune diseases, is a disease that affects
women more frequently, has a heterogeneous etiopathogenesis,
and its etiology has not yet been clearly elucidated. The female-
male ratio, which is stated as 8-13/1 in adults, was found to be
11.8/1 in our study. In SLE, clinical and laboratory data guide the
diagnosis and follow-up of the disease and the choice of treatment
in the presence of organ involvement. Treatment should be
individualized on a patient-by-patient basis after detailed
evaluation of the data. The disease is mostly seen between the ages
of 20-40. In our study, the mean patient age was 41.6 years. In our
study, the mean patient age was 41.6 years. The mean disease age,
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mean follow-up period and mean activation times were found to

patients. The difference between the groups was statistically

be higher in patients with confirmed lupus nephritis than in other  significant.
Table 3: Clinical findings in patients with LSLE in different studies.
Clinical findings Catoggio et al. Koh and Boey Ho etal Say::'l;: glu Maddison PJ. Our study
(n:13) (n:13) (n:13) :13) (n:13) (n:13)
e I R R R R e e
Malar Rash * * *
Discoid Rash *
Photosensitivity *
Alopecia * * * *
Arthritis/Arthralgia * * *
Nephritis * * *
Fever * *
Pulmonary Disease. * * *
Eye Involvement * *

Ethnicity and geography are of great importance in disease
surveillanceand renal prognosis.Itis known thatthe disease, which
has a poor prognosis in blacks and Asians, has a good prognosis
in whites and Caucasians and the risk of renal involvement is low
[10]. The most of the population in Turkey’s geography and the
Southern Marmara region, which we included in our study, is
white and consists of a community of heterogeneous races.

Lupus nephritis, which is reported to be between 30-60%
according to ACR, was observed with a frequency of 30.0% in
our patients, while this rate was 27.9% in the Euro-Lupus Project
study, while the rate was 40.2% in the study series conducted in
America and 74% in the studies conducted in Asia. The low rate
found in our study may be associated with the significant impact
of ethnic, racial and geographical characteristics on disease
pathogenesis.

Frequency of serositis in our study was lower than stated in
the literature, it was found to be higher in men, as in the Euro-
Lupus Project study. Neurological involvement; as in our study,
was seen less frequently in the other three studies than in the
literature, as the reason; the difficulty in associating involvement
with SLE in the presence of accompanying comorbid conditions
may be shown. In studies, while malar rash, photosensitivity and
arthritis/arthralgia are more common in women, serositis has
been reported more in men [11]. In our study, consistent with the
literature, serositis which usually accompanies active disease was
detected with a frequency of 28.6% in men and 18.7% in women.

In our center, lupus nephritis was confirmed by biopsy,
which is the gold standard method, in 44 of 54 patients with
renal involvement. High rates of stage 3 (25%), stage 4 (29.5%)
and stage 5 (27.3%) lupus nephritis were found in the biopsies

of these cases; This can be explained by the fact that later biopsy
stages of patients whose biopsies were not available at the time of
diagnosis were used in data collection and that a transition from
one histological pattern to another was observed over time. It
has been reported in the literature that ESRD develops in around
5-20%. While the low rate of 3.4% in our cases can be explained
by the small number of patients included in the study, it also
shows the effectiveness and benefits of the treatments.

In examining LSLE patients; In the Euro-Lupus Project study
(n:1000), cases with LSLE were observed with a frequency of 9%,
and in our study (n:180); The frequency of LSLE seen in 23 patients
(12.8%), was consistent with the literature. Renal involvement,
which was found to be 30.0% in all our cases, decreased to 21.7%
in these cases, consistent with the literature. When the clinical
findings of the patients are examined; the frequency of malar
rash, oral aphthous ulcer, raynaud’s phenomenon and renal
involvement decreased in cases with LSLE; it was found that the
frequency of arthritis/arthralgia increased in parallel with some
studies. The positivity rates of specific autoantibodies used in
the diagnosis of the disease and their relationship with clinical
findings may show racial differences.

Conclusion

In order to determine the course of the disease in our country,
to make an accurate treatment plan for organ involvement, and to
contribute to disease surveillance, multi-center studies with large
patient groups need to be conducted in our geography. Once the
etiology of the disease is clarified, more target-specific treatments
will come to the fore and treatment success will increase.
Randomized studies with large patient populations are needed to
understand the characteristics and course of LSLE disease and to
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make follow-up and treatment plans.
Limitations

This study was planned retrospectively and patients from one
region of Turkey were included in the study and the number is
partially sufficient to contribute to science.
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