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. Abstract |

ystemic lupus erythematosus (SLE) is an autoimmune disease characterized by the

production of autoantibodies to components of the cell nucleus with diverse clinical
manifestations, predominantly in women during reproductive years. SLE is caused by interaction
between susceptibility genes and environmental factors, which result in abnormal immune
response. SLE is caused by failure in regulating the production of pathogenic autoantibodies and
the formation of immune complex. Abnormalities in the immune response regulation display a
decreased ability to clear immune complexes and apoptotic cells. Genetic predisposition to SLE
involves multiple genes. Genetic variants predisposing to SLE may influence clearance of
immune complexes or apoptotic bodies, activation of B cells or T cells, and inflammation related
to dendritic cell activation. Environmental factors that predispose to or activate SLE include
ultraviolet B light, infection with Epstein-Barr virus, female gender, and exposure to estrogen-
containing medications. The diagnosis of SLE is based on characteristic clinical features and
autoantibodies. The diagnostic criteria of the American College of Rheumatology (ACR) reflect
the major clinical features of the disease (mucocutaneous, articular, serosal, renal, neurologic)
and incorporate the associated laboratory findings (hematologic and immunologic). Four or more
criteria are required for diagnosis. There is no effective cure for SLE, and complete sustained
remissions are rare. The treatment should be tailored based on the clinical manifestations in an
individual patient. Conservative therapies for management of non-life - threatening manifestations
of SLE comprise NSAIDs, corticosteroids and antimalarials. Treatment of severe organ damage
requires immunosuppressive agents. Targeted biologic therapies are under development and

appear to be promising.

Keywords: SLE; Autoantibody; Autoimmunity; Diagnosis; Treatment

3 A 8 Of AN B9 SR R |E|; RIS DI AT

(Systemic Lupus erythematous,

Z] By S

2 3 v Aol oigk A Rt =gt 97y, FaEeA &=

Tlost s = 2 A 2 oAl
RGAL ZA S T, A, A, A, A, ZEAR AR T ASHE OB Y S0 TR of 10%9]
3} 2%, PRSP 93 e 24 £YS 2 WAL S ER oldel Ay %umé 4] 34271
= A4 AR ATk, a9 m G EE U ST g»}a}%}e)

istelAtEzsxl 645



Park SH

646 =uy

o} St
o

e FFL EEE WM Basn

0.05~0.1%2] FHEF A8k Aoz iA}ﬂﬁ‘iE}(l 3)
3

S
A FE2 BAe) A9 9007} Aol 1 %

7152046 3 4 Bo|m T 15~ 444] Aol

Zﬂze_L/\ﬂ_o]l_yz]ou =5

HHIRITH, 2), PR A 5 2F or=x
2= gake] 10% olfelrd, FF 2 Aol Hlolet ofelo]
5% ol ol A o] viEhd: 4= itk

2 o]

FF2E ol AIA] At 9l a7 f1
2ol 8784 agle] 2-g-o 2 wjA A J Hok-g-o] e}
U Ho] MhEh= o2 A, 2, 4, 5). HIAAS
Houkgoll= T %H@r B "/U?A JJr_L‘P H8-3} Il
W, 3l F A EEh T, B &
ZT0) Fdh Wk E‘{H HLA-D, CD40LJ+ e 2t
$4 o] F7ste] 12 A A5 fishe ¥ 231 4l

5 5l AlEE ¢H8] EstAT]E AR AEES

A 24871 Zolth(1). Egh IL-10, IL-6, IFN-a,
IFN-r 2] Z7}9} IL-2, TGF-BE] 744, CD4™ CD25" Foxp3®
ZH AE B CDS" A T FZT-9] 7|5 % F2< Adl=
1 Wk A5 whEol v & vehA sk 7] ofgt
tH4, 6). A ApFHAlE Tt 271 lell vigk A
ov] o5 A FA o] Arks ASshe e A1 WA
E 228 4 9= APE Al E(nucleosome, Ro, La, RNP,
phopspholipid), B 2]o}e] CpGDNA, He]2]2=2] RNA,
Sstel Alare] Azt FollA frefighekd, 4). oHgk ]
A H kg2 A3 AR A FAlE ke, 2

Ofo

uhy 2EA

I FAEelM = -:‘j——“‘l 2483} ‘ﬂi*}tﬂ/‘}:} o} He
B o] AAZF ZaEo] Avk(1), FE22 EAfellA]

DNA/protein 5= RNA/protein -5 of] thal tjofFsh =}
7VA7} S, A HARR 7P Bol ARgEE A
A= gl gkA| (antinuclear antibodies) 7AAFo|H F3T
2 ghate] A5 S2dol AlRHE wj 95% o] dellx] AT,
% dsDNA A= DNAC] thgh 3| o]m] ko] 709% v
oM ATt 3L 97}e] FdsDNA A= F220] Sol
T7b Erh wgh A 3Rl dadds SRk StelM =
A GAwe} 2 dAshk= Ao g A Qlrk(1). #Sm
A= 25% W2l o] SatellA] Fd ¥hE-5 Holn] FZ 2o
Solert zom 52 i 443 AvtEe] IdAlE ¥tk
Fa 20| So|Ho]x|= oEARE 3 RNP 34, 3 Ro A,
S} La 3|, & histone A, &21x]2 &4, & neuronal
&), & ribosomal P 34 5 THFE FHA7 A EKA, 2).
FEAE TFEE AR Rofehs Aetoltt, AR 2
d F-AA= HLA region (class I DR-DQ @Ak} C2,
C4E TE3|= class 1T F-A2P of] =301, 4, 5). FX
229} #dH HLA DR/DQ F4A+= sl dujA 4
(haplotype) o] EAJal= A5 FZ20] W =7} 24
S7FskH, 27) o) o] EABHH 4~ 6l A% 7} Al
APEALEE A 25 A AR H] T ag AT {4 491
ol 71918}, BAA ] 7] FA4849] Clq, C2, C49]
%%t (homozygous) AHI W= é?j—uﬂ-‘,’/];(}
(mannose - binding ligand) 2] o1 thH-f-

X
WY SUEE S0, 5. Clael A

(

£,

o A8 F 7K AR BN ol
ol A S LA T IS 44
Q1 7= A 2917} Hole 57} LelA gler] o)

g9 3 18 Qo) EABHE A 156l ek A
She Foy4-8418 Edse B fAolch. 164 2

AN %
2121
Qrpe P Fuiels $AY, A4, 22He 20

lo



Table 1. Frequency of various manifestations of systemic lupus erythematosus at

disease onset and during the disease.

Systemic Lupus Erythematosus
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Table 2. The revised criteria for the diagnosis of systemic lupus erythematosus

Criterion Definition

1. Malar rash: Fixed erythema, flat or raised, over the malar eminences, tending to spare the nasolabial folds

2. Discoid rash: Erythematous raised patches with adherent keratotic scaling and follicular plugging; atrophic scarring may occur
in older lesions

3. Photosensitivity: Skin rash as a result of unusual reaction to sunlight, by patient history or physician observation
4. Oral ulcers: Oral or nasopharyngeal ulceration, usually painless, observed by physician
5. Arthritis: Nonerosive arthritis involving 2 or more peripheral joints, characterized by tenderness, swelling, or effusion
6. Serositis
a) Pleuritis: convincing history of pleuritic pain or rubbing heard by a physician or evidence of pleural effusion OR
b) Pericarditis: documented by ECG or rub or evidence of pericardial effusion
7. Renal disorder
a) Persistent proteinuria > 500 mg per day or > 3 + if quantitation not performed OR
b) Cellular casts: may be red cell, haemoglobin, granular, tubular, or mixed
8. Neurologic disorder

a) Seizures: in the absence of offending drugs or known meta-bolic derangements; e.g., uremia, ketoacidosis, or electrolyte
imbalance OR

b) Psychosis: in the absence of offending drugs or known metabolic derangements, e.g., uremia, ketoacidosis, or electrolyte
imbalance

9. Hematologic disorder

a) Hemolytic anemia-with reticulocytosis OR

b) Leukopenia: < 4,000/mm?3 total OR

¢) Lymphopenia: < 1,500/mm?3 on two or more occasions OR

d) Thrombocytopenia: < 100,000/mm? in the absence of offending drugs
10. Immunologic disorder

a) Anti-DNA: antibody to native DNA in abnormal titre OR

b) Anti- Sm: presence of antibody to Sm nuclear antigen OR

¢) Positive finding of antiphospholipid antibodies based on (1) an abnormal serum level of IgG or IgM anticardiolipin
antibodies, (2) a positive test result for lupus anticoagulant using a standard method, or (3) a false-positive serologic test
for syphilis known to be positive for at least 6 months and confirmed by Treponema pallidum immobilization or
fluorescent treponemal antibody absorption test

11. ANA: Abnormal titer of ANA by immunofluorescence or equivalent assay at any point in time, in the absence of drugs
known to be associated with drug-induced lupus syndrome

This classification is based on 11 criteria. For the purpose of identifying patients in clinical studies, a person must have SLE if any 4
or more of the 11 criteria are present, serially or simultaneously, during any Interval of observation (1).The modifications to criterion
number 10 were made in 1997 (2).
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Systemic Lupus Erythematosus

Table 3. Histologic classification of lupus nephritis according to the International Society of Nephrology/Renal Pathology Society, 2003

WHO Type

Class | Minimal mesangial lupus nephritis

Normal glomeruli by light microscopy, but mesangial immune deposits by immunofluorescence

Class Il Mesangial proliferative nephritis

Purely mesangial hypercellularity of any degree of mesangial matrix expansion by light microscopy, with
mesangial immune deposits Few isolated subepthelial of subendothelial deposits, may be visible by
immunoflurorescence or electron microscopy, but not by light microscopy.

Class IlI Focal lupus nephritis

Active or inactive focal, segmental, of global endocapillary or extracapillary glomerulonephritis involving < 50%
of all glomeruli, typically with focal subendothelial immune deposits, with or without mesangial alterations

Class IV Diffuse lupus nephritis

Active of inactive diffuse, segmental, of global endocapillay of extracapillary glomerulonephritis involving < 50%
of all glomeruli, typically with diffuse subendothelial immune deposits, with of without mesangial alterations. This
class is subdivided into diffuse segmental(IV-S) lupus nerphritis when > of the involved  glomeruli have
segmental lesions, and diffuse global(lV-G)lupus nephritis when > 50% of the involved glomeruli have global
lesions. Segmental is defined as a glomerular lesion that involves less than half of the glomerular tuft. This
class includes cases with diffuse wire loop deposits, but with little or no glomerular proliferation

Class V Membranous lupus nephritis

Global or segmental subepithelial immune deposits or their morphologic sequelae by light microscopy and by
immunofluorescence or electron microscopy, With or without mesangial alterations

Class V nephritis may occur in combination whit class Il or class IV, in which case both are diagnosed
Class V nephritis may show advanced sclerotic lesions

Class VI Advanced sclerotic lupus nephritis

> 90% of glomeruli globally sclerosed without residual activit
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Table 4. Neuropsychiatric syndromes in systemic lupus erythematosus

Systemic Lupus Erythematosus

Central Nervous System

Aseptic meningitis
Cerebrovascular disease
Demyelinating syndrome

Headache (including migraine and benign intracranial hypertension)

Movement disorder(chorea)
Myelopathy

Seizure disorder

Acute confusional state
Anxiety disorder

Cognitive dysfunction
Mood disorder

psychosis
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Table 5. Indications for cytotoxic drug use in systemic lupus erythematosus A4 Mo} Al Aela} Tuly vl
General o] vehd 4= 3tk Coombs A}
Involvement of major organs of extensive involverment of nonmajor organs (i.e.,skin) (7;};@17 7H8) 9] e 83 glo|x
refractory to first-line agents
Failure to respond to or inability to taper corticosteroids to acceptable dose for long- el = Stk W8T 7h s 50%
term use w

Specific Organ Involvement

Renal
Proliferative or membranous nephtritis (nephritic syndrome)
Hematologic
Severe thrombocytopenia (platelets < 20 X 10 mm?/)
Thrombotic thrombocytopenic purpura-like syndrome

Severe hemolytic or aplastic anemia, or immune neutropenia not responding to
corticosteroids.

Pulmonary
Lupus pneumonitis or alveolar hemorrhage

Cardiac

Myocarditis with decreased left ventricular function, pericarditis with impending
tamponade

Gastrointestinal
Abdominal vasculitis
Nervous system

Transverse myelitis, cerebritis, psychosis refractory to corticosteroids,
mononeuritis multiplex, severe peripheral neuropathy
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