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* Both apoptotic lymphocytes and

monocytes was significantly higher in SLE patients

compared to normal controls (p=0.001 and P=0.030) respectively.
¢ Both apoptotic lymphocytes and monocytes was also significantly higher in active SLE

compared to inactive SLE patients

(p<0.042 and P<0.028) respectively.

¢ According to Pearson’s correlation test, apoptotic lymphocyte was significantly correlated
with C3(0.007), C4(0.034), TNFa(0.012), anti-dsDNa antibodies(0.029) and anti-Clq

anutoantibodies(0.036) but not wit

* Apoptotic monocytes was also s
TNFa(0.003).

h C5a, sFas ligand and ACL antibodies.
ignificantly correlated with C3(0.001), C4(0.008) and

® The simple linear regression showed no significant relationship between both apoptotic
lymphocytes and monocytes with CRP,
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ABSTRACT

Systemic lupus erythematosus (SLE) is an autoimmune disease involving multiple organ
systems and production of a wide array of autoantibodies. The aetiopathogenesis remains
unknown but the complex combination of environmental trigger (infection and UV
exposure) and genetic factors seems to be involved. Data from human SLE reported an
increased apoptosis and defective clearance of apoptotic cells and suggested to have a
pathogenic role in development of SLE. Increased apoptosis of circulating and in vitro in
variety of cells such as monocytes, lymphocytes, neutrophils, as well as cell line was
demonstrated in SLE.

Previous reports suggested that the serum factors could induce apoptosis in SLE.
Therefore this study is conducted 1} to compare the in vitro mean proportion of apoptosis
in monocytes and lymphocytes in active with inactive SLE patients, 2) to compare the in
vitro mean proportion of apoptosis in monocytes and lymphocytes in SLE patients with
normal controls and 3) to determine the correlation of apoptosis in SLE patients with
serum factors.

A total of 248 subjects were enrolled in this study, 124 subjects for each group of healthy
controls and SLE patients (62 active SLE and 62 inactive SLE). All the patients fulfilled
four or more of the American Rheumarism Association Classification Criteria for SLE
(1987).Subjects recruited fulfilled the inclusion and exclusion criteria. Blood was
withdrawn into EDTA (1 ml) for full blood count and plain tubes (9 ml) for apoptosis and
serum factors analysis. Statistical analyses were performed using the SPSS version 18.0.

Results revealed that both apoptotic lymphocytes and monocytes was significantly higher
in SLE patients compared to normal controls (p=0.001 and p=0.030) respectively. Both
apoptotic lymphocytes and monocytes was also significantly higher in active SLE
compared to inactive SLE patients (p<0.042 and p<0.028) respectively. According to
Pearson’s correlation test, apoptotic lymphocyte was significantly correlated with
C3(0.007), C4(0.034), TNFa(0.012), anti-dsDNa antibodies(0.029) and anti-Clqg
autoantibodies(0.036) but not with C5a, sFas ligand and ACL antibodies. Apoptotic
monocytes was also significantly correlated with C3(0.001), C4(0.008) and TNFa(0.003).
The simple linear regression showed no significant relationship between both apoptotic
lymphocytes and monocytes with CRP (P>0.05).

The results of this study suggest that circulating factors in the serum of the SLE patients
are responsible for the apoptosis and may play a pathogenic role in SLE.
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ABSTRAK

Eritematosus lupus sistemik(SLE) adalah penyakit autoimun yang melibatkan banyak
organ dan penghasilan berbagai jenis autoantibodi. Penyebab utama masih tidak
diketahui tetapi kombinasi kompleks faktor persekitaran (Jangkitana dan pendedahan
UV} dan genetik seolah-olah terlibat. Data dari SLE melaporkan bahawa sel mati
semulajadi meningkat dan kerosakan penghapusan sel mati dan mencadangkan
mempunyai peranan patogen dalam menyumbang kepada SLE. Peningkatan sel mati
semulajadi dalam peredaran dan *’in vitro’* dalam pelbagai sel seperti monosit, limfosit,
neutrofil dan sel kanser telah ditunjukkan di dalam SLE.

Kajian terdahulu mencadangkan bahawa faktor-faktor serum boleh mendorong kepada
sel mati semulajadi dalam SLE. Oleh itu, kajian ini dijalankan adalah 1) untuk
membandingkan purata kadar apoptosis di dalam monosit dan limfosit secara in vitro di
dalam pesakit SLE yang aktif dan tidak aktif, 2) untuk membandingkan purata kadar sel
mati semulajadi di dalam monosit dan limfosit secara in vitro di dalam pesakit SLE dan
kontrol normal dan 3) untuk menentukan korelasi sel mati semulajadi dalam pesakit SLE
dengan faktor serum.

Sejumlah 248 subjek di calonkan dalam kajian ini dengan 124 subjek bagi setiap
kumpulan kontrol yang sihat dan kumpulan pesakit SLE {62 SLE aktif dan 62 SLE tidak
aktif). Semua peaskit SLE memenuhi empat atau lebih kriteria pengkelasan SLE
Persatuan Rheumatik Amerika. Subjek yang diambil untuk kajian telah memenuhi
kriteria-kriteria penerimaan dan penolakan. Sampel darah telah di ambil dan dimasukkan
ke dalam tiub EDTA (1 ml) untuk anlysis “Full blood count” dan dalam tiub plain untuk
sel mati dan faktor-faktor serum. Analisis statistik dijalankan menggunakan SPSS versi
18.0.

Keputusan menunjukkan bahawa kedua-dua sel mati semulajadi di dalam limfosit dan
monosit lebih tinggi di dalam SLE berbanding kontrol (p=0.001 and p=0.030) secara
berturut-turut. Sel mati semulajadi di dalam limfosit dan monosit juga lebih tinggi di
dalam SLE yang aktif berbanding SLE yang tidak aktif (p=0.042 and p=0.028) secara
berturut-turut. Menurut kolerasi Pearson, sel mati semulajadi dalam limfosit mempunyai
kolerasi dengan C3(0.007), C4(0.034), TNFa(0.012), anti-dsDNa antibodi{0.029) dan
anti-C1q autoantibodi(0.036) tetapi tidak dengan C5a, sFas Ligand dan ACL antibodi. Sel
mati semulajadi monosit juga mempunyai kolerasi dengan. Regresi linear ringkas
menunjukkan tiada hubungan yang signifikan antara kedua-dua sel mati semulajadi
dalam limfosit dan monosit dengan CRP(P>0.05).

Kajian ini mencadangkan bahawa faktor-faktor di dalam serum pesakit SLE
bertanggungjawab dalam sel mati semulajadi dan mungkin memainkan peranan patogen
dalam menyumbang kepada SLE.
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