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List of Abkreviations

antinuciear antibsdy.

fracticn antigen binding portion cf  th
immunoglabulin,
crysta_lizable fraction ¢f the immunogicbulin.

humar levcocvta antigen . systenm
immunoglobulin
idiopat

ic thrombocytopernic pUrpurs
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h
major histocompatibility comple
T

plateiet assoclated imxmuancg-obullin
riatelet aatibodies

systemic lupus erythematosus

T helper

T SUprressor
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Al OF THE WORK

tvy ZIncreesel platelsr destruction due to  antiplatelet
antizecdies (SzartkowsxI et al., 1885;. ZPlatelst asscclatecd
antibcdies to vplatelet menkrane glycoproteins cen e
decected in APproYimateLy 7o% 2% ratlents zad serun
autcantitodies 1n afcut TWO thirds (McoMIZlan sc oal., 1887
Fusssl, 1830,

= childéren, wo forms cf ITF ccoour L synironms
simi_aer To =adult c¢hrcaic IT? and an acute form i ITE
Several investigaitors have noted increased platelet

sssociated IglG 1z zcuta and chronic ITP, but there are few
Zata on the vresence 0f autocantikod-es [Berchrooid et ai.,

~555,

immunoregulatory T iymphcocovies =znd femi_y mexmbsrs b
affected ©patlents Tnave shown iacreased expression  of
2L.TorlTrunse thencrsna  ard dizease fM21ler and Schwarczo,
1§75,
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sen a
zbocrmasities inc-udirng bLoth humoral znd cell-medizted

Immualty. Also, some immunologic abnormalities have been

fourd 1in rslativess cf patisnts with chronic I72. This nas
cesern ianterpreted zs an evidencse - & hersditarvy Tenfency To

-~ . - . < - = - - T —~
ITr and their relsTives o dezser: any hlalioNelsiia
-} bl - - R - -~ 2 L - ~ _ -
slbocrmality 1n rhese patisnts Cr rheir relarives. ALsDo, &

morriaorm T it Ak s - T —_—ha e N = - N -
pariszcts wirh chronic ITP 2nd fhsir relitives o esrtaklisa
che ZutoSimmune naErCuUre o5f thIs Aisorfsr in both children =a-d
vloaT SVl dlidal T oo dl S O N = R = e = s lad wadm e Ta T

- ~ - o 1 - - -~ - - Py T = - -
sdusts Also, the relarionship berween Aluman Ieucocvis
- - = T oA - —_— repp— —~ po) sr = - = - ~ S s T - -
ancigens (AFLA snrTtigerns; and chrenic ITP was scudZed, o
—_ —_— — . - - - - — Tt oA - - P
Sraer e Derseg’r anay agsoclaricon Lelwesn T airlgsels
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TOLERANCE AND AUTOIMMUNITY
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Nosal and Pikz [1973) refined and exranded cthe

above theory. They coined the terms "clonal abortizo®,
vzlonal anergy"®, "cloral silencing” and "clonsl purgicg',
ail to describe the same svent. They proposed that at scme

stage 1n their differentiaticn from stem cells t©c mature

m
[=}
t
',44
a2
O

dy forming precursor cells, 2B lymphocytes go through
a phase during which contact with even low deses of antigen
{whether exogencus or endogencus; induces tolerence and ot
immunity. Further exXpsriments showed that early CornTac:
with antigen hed rerdered the celis refractory to positive
signailng, without haviag actually xilled the cells. They
nave then and subsecuently used the phase "clonal anergy" as

morée appropriate description (Nosal and Pike, 1880).
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tudised <tTtThe cornlept oI

clgomz. anergy extensively chiefly, zor B ceills but also for

T calls. As far as the B cell is ccacerned, 1t 1s clear that
the sens3itivity T such negative signalling 1s greatest
wher. the cei:’'s Igh receptors are Jjust ewerging on  the
p.asma membrans, Tthat L3 during the pre-B te B oceslil

transZticn. At this stage, surprisingly low concentrations

cf the antigen can pe effective {Nosal, 1987).Ilmmaturity s

iIn VIVD Cr 1n ViTro, but by much nigher concentrations of

Zntigern. LC©Ven sScoe nature antibody-forming ce.ls  zan ke
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Ncsal, 1974). There 1is, however, & very large guartitative

. - - - - - . - 3 - - Y R £

itself, which prevents auto-destrucrtive T zells  from
matudrétiag and  migrating, byt mermlts  cells  with the
tepaCliy TS recogonize & Iforeign antiger X Lo associeTion

w.Tthr an MEC restrictico element Tz pess the gate. 1T i3

rrobable thet scme nositive selective step 18 reguired hare,

R - T e o= o - o am m e eoam —— - . = - = R - —
228 CoL8 S&.I04835 01 The TesTricTich e.8XentTs 18 _garinT, LT
e aT e o~= T [ - s EUR 2. - -
CeneltlCaLsiy Zetermizel Agossl, 19233, 9827,.
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crhallenging with mitogens {(Hooper ez al,

gl., 1972, Mackay, 13823,).

2—- T Suppressor Cells

Mest immurnclogists favor a centrel role
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ceill mnediated surpression 1n the inductico and
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meinTenance of sSsif tolisrance (Jor
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ibson er al., 1585}.

interesting exXperiments nave shown that nmerory T

ey nave alsz SLOWnL That

ard their maintaioed activity could be guaranteed by the

deve.opment of mENsryY T 5Unpressor cells fcilewing
EuCsecguent exXmpDOSUre o Low Soses of the tolerogsn Msle =:s
&. ., L3927)

It 1s thus ©»possible that zTclerance cou.d 2=
achiseveil by = combination of clonal deletiocn zncd T
suppresscr activicy {(Good and Nossl, 1982). In a nocdel of
2dult tolsrance Tc hapten-plus-seli MRC, used by many as a
standard SUpPprEes5.04 system,clcnal analysis showed
stbstantial functiozmal clonal deletion of  cytoteoxmic T
_¥mphocyte Pprecursors o ccexist with a suppressor state
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Suppressor T cells haves also been fourd wnhlch ars

, presumably bv direct interaction

O

with B cel.s producing this idiotvpe. S0, ia the c¢oatewt cof
tclerance 2t can be SsSeen tTthat if a3 lmmune response 1S

Jdominatad by expressioco of articul
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rcle in malntalining a state of tolerance to ac antilgen (Male

3- Defects in the Afferent Limb cf the Immune

System
Some view tolerance as mainly due to

defscts in the aiferent limb of the i1mmune responss. They

oI imxmurLe inductico effectively through rTEeZSOLs of
accessipllicty anéd processinyg (Nosal, 1587} .For examplie,

memorane associated satigeus oL great importiance in

autcimmunitiy, 5ucn as the nilcotinic acetyicholi
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2t the gperve-nmuscle juncticocn, €xXis8Ts as lategre. nmembrane
oroteins on the surface of cells negative for class II MHS

antigens. In <Their natural state, such antigens c¢caianot

Central Library - Ain Shams University



