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INTRODUCITION

I+ Has Been Enown That "SLE", Is the protype—auto-

immune disorder, characterised ky the presence of
circulating anto-antibodies, and wvaristy of immuncliogical
abnormalities that participate in the mediation of tissue
damage. Such antibodies include the non-crgan speciffic type
such as:Antiextractable nuciear gene TANA"- antipho-
spholipids such as : Cardioclipin -lupus anticoagulants-VDRL-
Rheumatcid factor-cytotoxie antibicdies +to lymphocytes,
neutrophils and platelets. [Maddisen, st 3l., 19384].

So, patients with "SLE" are considered tc be immunc-

compromised, and liable to get infections ingluding “HIV"
infection [Beznet, et al., 1990}

Evidences appear to support the hypothesis of “AIDS"

being an autcimmune disease. HIV infection most strikingly,
is presented with warlous auto—-antibedies including those
directed against both R.B.Cs and W.B.Cs. Those antibodies
appear to be in part, responsible of the auto-immune
features of the dissass. Several cliiniral ard sericlogical
similaritiss exist between"AIDS", and classic auto-immune
disease of YSLE" [Skoenfeld, et al., 1989). Hhesearchers
suggested the presence of a3 rcausal relation betwsen "HIVY
infection,and clinical presenptation of the autoc-immune

phenomenon of patietns with “SLE", [fArend, et aj., 1992]}.




Such postulation dependa on the similarity in the
Fresenting faeturez of "SLE" and “HIV" infected patients,
which werse mnoted +to bs correlated, and may lsad +to
diagnostic difficulties. These include: Malar flush-
protasinurea~focal and segmental glomeruloseclerasis coomb's
positive-hasmclytic anemla-immunomediated thrombocytopenia.
{Arkelys, et azl., 1991} lymphopenla and constitutional
faatures of fever and lymphadenopathy fEKaye., et al., 1989}

"HIV" jinfected patlents may show positivity for

antinuclsar antibodies—lupus anticeagluants-anticardiclipn
antibodies. [Hasselar, et al., 1990]. circulatory immune
complexes  hypogammaglobulipemia and BRheumatcid factor
{Deifogaissy, et al., 1990}. It was found +that "SLE“
patisnts, make antibodles toc P;y gag of "HIV-1", and thoes
patients sxpress human anti-sm—monoclonal antibedies, which
can cross rsact with P;( gag of "HIV'-1 [Alexander, st al.,
1990].

In_a prospective study searching for a retro-virus

infection, is patients with “SLE" using freshly isclated
prepheral blood t-cells, B-cells and wmonocyts as wsell as
macrophages. The strategy wused was cocultivation with
susceptible cell 1lines, looking for syncitia formatiom-
reverss franscriptasse production and nucleic acid
hybridisation with "HIV".CDHRR probes. No evidence of

infection was found. [fSwith-Burchnell, et al., 1988].



Previons studies were carried on for the detection of

"HIV" antibodies in patients with “SLE" estimating the lesvel
of “HIVY111 outo-~antibodies wusing enzyme  immuncassay
“Emzynont—anti-HTIV 111 method [Koraeeva, et al., 1987}).
Negative resunits were obtained. Since the isclation of HIV,
researchers once again Ybegan to scratch for a viral

aeticlogy of "SLE".
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X . HISTORICAL ASEPEKCT

“SLE" is considered to _be the protype autec immune

discrder. During +the ninteenth century, the term lupus
described a skin disease, that consisted of spreading
ulcerations in the face. Acute and choronic types were
distinguished by [Xaposi} in 1872. [D.J. MacCarty, st al.,
1989}.

The concept of a systemic form of the dissase was

formulated by Osler in 1895 when he suggssted that, the
basis of the disease was vasculitia, he described a systemlc
disease with a wvaristy of skin manifestations, and
recognized +the involvement of Joeints—intestinal +tract,
serosol surfaces and kidney. "Osler® alsc described the
characteristic pericds of Hemessions and axacarbations.
[Schousboe, ot al., 1989].

e i o e

by [Baher, Klsnoperer and Schrifrin], who suphasized that

changes in many orgams occurred, sven in +the abssnces of
typical skin lesions. [D.J.MacCarty, et al., 1989}.

In 1948, Hargraves at al.} degcribed lupus
Erythematosus cell. "LE" cell. This major advance soon led
to an increased 1intesrest In +the disease,freguency of
diagnosis, and eventually to the undsrstanding of the
mechanism of the “LE* cell phenomencn, and to the concept
that antibodiss were dirscted agaisnt nuclear antigens.

[Comez—Reino, et al., 1989},



Scon after ths discovery of “"L.E" cell, Corticestercids
and antimalarial drugs were used for treatwment of the
diseasse.

The discovery eof antinuclear antibodies by means of

fluorescent technique, led ¢c the recognition of a wide
variety of antibodies and, to the undsrstanding of thelr
clinical significance. {Baldwin, et al., 1989}

The roncept of "SLE" as an lmmune complex—-mediated

disease evolved, and the role of complement in producing
tisgsus damago was slucidated. More recently,various abnoramal
B cell, T cell and macrophage fucations have been noted, in
patients with active "SBLE".

Yet, mo single abnormality can explalne the origin of
the digsease. [Federgreen, st al., 1989j.

DEFFINITION

“SLEY is defined as a multisystem disease,

characterised by the presence of multiple autc—antibody
immune complexes that participatse in immunologicaly mediated
tissue injury. {Schoushoe, st al., 1989].

"SLE" is a syndroms commonly affecting young women. The

clinizal manifestations are extremsly varied, and any major
organ of +the body may be invelved. Misdiagnosis is not
uncommon in sarly "SLE" where symptoms and signs may bs few.
Auto-Antibodies to DNA, BNA and other cell nuclesar antigeans
are frequently pressnt. Circulating ismune complexes may
depesite in major organs, causing ionflamation and tissue

damage by a number o0f wmechanisms. The lupus disease 1is



marked by exacerbations and remissions. Managemsnt is
depenrdant on acgurats asssssemant of clinical activity, and
severity. Patsimnt education and co-operation in management,
affect the outcome of the digeass.

With good management, the ten yesar survival may exceed

Q0% fBoey, et al., 1992}.

IZNCTDENCE AND PREVEIL.ANK
"SLE" affects Iindividuals of all racegs, but its

prevelance varies in different countries. The average annual
incidence inm UW.S.A., has been estimated to be 17.5 per
million peopulation for white females, and 75.4 per million
pepualtion for Black females. The incidence of "SLE" among
hospitalized patients was 4.6 per 100,000 per year in a
kaltimore, mareland study. [Shornick, et al., 1991}.

“"SLE" peccurs in childrep and in the sldsry, but the

peak age at the onset of the first symptom between 15 aand 25
yvears. The mean aga at diagnosis 4is 30 years. 90% of
patients at such age are usually females [Fronek, et ai.,
1991}.

A highsr percentage of males with “SLEY, are
particularly found ameng children and eldery imdividauls.
[Froneck, ot al.,1991}.

AT FOLOGY OF “Sr.E|

"SLRE" is considerpd to be a multifactorial dlseasze

having several factors contributing to the elaboration of

the disease.




CENETIC FACTORS

Results of clinical, serological, and histological
studies, have doucumentsed thes association between the
hersditary complement [C:] defliciency, and increased
incidence of "SLE" among families.The propezitus had SLE
with prominant discoid features. Serum [C;] was undetectable
by radial immunodiffusion, and haemolytic . Assays.Serclogic
and +typing studies suggested an autcsomal codominant
tranamission. No correlation with a speciffic HLA phenotype
was established. f[Moone, st al.,1989]).

in a familial survey study of "SLE"., It was found that
discoid iupus erythematosus was diagnesed In (0.61%) aof SLE
and 2.5% of disceid families, compared with 0.5% of
controls. The data gave +the best fit for a polygenic
inheritance with a heritability of &6+/11/for "SLE", and 44
+/-10% for discoid lupus srythematosus. [Laurrence, et al.,

1989].

the major histocompitability ecomplex {MHC] class II DR
antigens and class I1I complement components C; and C4. In a
study to detect C.A and C,B distribution amoag SLE patienta,
a statistically significapt increase in €A QD allels when
compared with ethanically matched contreis. It was concluded
that complete or partial deficisncy of €, & is a genetic

determinant of "SLE". [Punckley, et z2l., 1988].
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C3; genetic polymorphism was examined by immunefixation
electrophoresis in controles and SLE pateints, ano pateint
group had frequencies which differ sigpnificantly from

controles as regard C35, C; SF, Cs;¥F. [Welch, et al.,1988]).

"SLE* baing a complex disease which is partiy
determined by genetic factors that infiuence susceptibility
+o the disesase phenotyps, an asscciation study was made in a
trial to define the haplotypes responsible for the disease,
through applying the  haplotype frequency difference
[HFD]method which constructs its intermal control group from
those haplotypes transmitted to the affected individuals.
Results showed that, haplotypas By DR; as well as B: PR
have a high assocciation with "SLE". When DR. locus was
aralysed alone, It was found that, altlels DR,;-DR,-DR, are
having negative association for “SLEY. [Seuchtser, et al.,
1998].

Families with “SLE" were investigated for

anticardiolipin antibsodies {CL] by glckal ceagulation tests
a well as one methed based on dilute thromboplastine.
Results revealed that, although anticardicplin levels are
raized in subjects with (LA} lupus activity, there was no
close correlation between length of XPTT and anticardiolipin
titre. These findings support the hypothesis of
transmissible agents, or other senvironmental factors being

involved in lupus like disorder. [Mackie, et al., 1987}.




Thers iz deficiency in comploment recepter type I [CR;]
on the erythrocytes of patisnts with SLE. This receptor is

involved with processing of immune complsxes. A restriction
fragment length polymorphisa [RFLP] identified, wuzing a
complementary DHA probe for CRy has been correlated with the
numeric expression of CR; on normal srythrocytes. The gene
frequeny for the 2 allels definsd by this RFLP, was compared
in patisnts with SLE-their consanguineous rslatives, and non
relatsd normal! subjascts. The gans frequency was not
significantly differsnt in "“SLE" patients. Such patients.
Expressed fewer CH; mollecules per erythrocyte within sach
genotype, compared with normal and consanguinsous rslatives.
80, the inherited deficiency of erythrocyte conmpleument
receptor type 1, doess not cause susceptibility to systemic
lupus erythematosus. fHyms, st ai., 1987]).

Family wmembsrs of "SLE" patients have isolated lab.
abnormalitiss, such as falsse positive tests for syphilis,
antinuclear aantibodlss, hypogammaglobulinemia, antipho-
spholipid antibodiss and deposits of immuncglcbulines in
their skin fMackie, et al.,1987]).

Belatives of "SLE* patients have increased fraguency of

the dizsease {(5%). The fregusncy of HLA-DR; and DR; in white

patients is increased. HLA DR; & DQWL and specialy a rare
allels DQBI, AZH confer a high risk of lupus nsphritis. The
assoclation with DRy, may be dus to C A null allsel, becausse

the C4A gens deletion is linked to Bz~-DR; baplotype. Cii
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deficiency 1is associated with poor rclearance of Ilmmune
complexes [Hymas, et al.,1987}.
CHORONIC VIRAY INFNCTTION

2 role for wviruses in the astiopathogenesis of human
autoimmune diseases has long besn suspected, but has not yet
besen proven.Their is continuing sxperimsntal support for the
possible involvement of Epstein-Barr wvirus [Mikkelson, et
al.,1989]. '

Since the advent of "AIDS", there is great interest on

linking retrovirus infection with the smergencs of "SLE", It
was reported that, (36%) ﬁf patients with systemic lupus
erythematosus have serum antibodies to P:y gag protein of
"HTIV.I" and that, +two mechanisms classic for rsetrovirus
"molecular mimicry and immunosupression" are operative in

“SLE" .

Tha P4 gaqg proteln shares a proline —~rich epltopes with
the Sm =nucleoprotein, tc whecih many “SLE" patients have
antibodies. The imapirsd lymphocyte =a2ctivation seen in
prepheral blosod T-cells in "SLE" pateints, is alsop seen im a
human T-cell line infscited with an, A-type retroviral
particls linksd +to “SLE". Siudies suggasst that, endogsnous
retroviral ssquences ars Iimportant ian immunoregulation,
eticlogy and pathogenesis of “SLE". [Flescher, et al.,
1992).

Spontaneosus regression occured in some patietns of
“SLE" prasentadr with leukopnia, thrombocytopesnia and

hypocomplementemia . Such patients were sercngativa for
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