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INTRODUCTION AND
AT OF THE WORK

e i e i+t it i Pt .

It ie a well known fact that corticogtercids are a

very useful and effective weapon in the management of
many medical problems. Nevertheless, there ugse is mar-
ked by many hazards and complications which may amount
to very distressing biologica' changes. iMost of these
complications are grossg enough to be discovered with

Telative ease.

On the other hand, somz of these ill effects are inm-
poged on specizl organs and tissues and the biological
abnormality in such cases cannct be detectec on clinical
crounds alone. These alterations are mainly found in
the blood and -ody fluids and they sometimes may pass
unnoticed excert if specific investigations were carried-
out. Among +these, are the alterstion in tze hlood fib-

rinolytic mechanism and plasma cortisol level,

Fibrineclytic mechanism. is the most important guard
againgt haemostatic abnormaliiies. It is thought that
under normal conditions, fibrinogen is constantly trans-

formed into fibrin, and this fibrin is laid down on the
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endothelium 2f the blood vessels, where it gives further
strength to them, thus preventing spontaneous tlocd loss.
Meanwhile this fibrin is subjected t0o a continuous process
of removal by the “ibrin Zissolving mechaniam i.e. fib-
rinolysis. In other woirds, there is =2 balarnce between

-

fibrinogenic versues Tibrinolytic nechanism.

This balence is responsidle for the presence of the
neorcal hasrostasig., Iysejuilibrium betwaen these two
opposing mechanisms result in either 2 terndeney 4o blood
loss or a tendeney to inrombosis. (Salzman andé 3risten,

1865) .

Since corticostersics zre tmowr T2 affect different

arameters of haemostasis (Corrisan, 1370), it san be
inferred tiat the prolornged uce of these Zrugs csn result

N

in some abncrmialities in the fitrinolytic mecharism,

fhug, this work is irterrected In tne {imecivery of
the possibaz alteraitions in fhe JTitrinclytic meshanism

as g result oI ;rolonzed .se of corticosterniis,

7o achieve tiis nair, patients with fheuratoid ar-

thritis and patients with allergic bronchial asthma,
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needing prolonged corticostercis therapy were choser %o

be gtudied before and after treatment. The relation bet-
woen the, ohanges in endogenous cortisol level in +he
Plasma and exogenous cordicosteroid intake is another point
of study in the present work. Any correlation hetween the

different =spects of the gwudy will be found out.
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FISRITOLYSLS

PFibrinolysis con be deiined cos the enzymetic
liguifaction of blood or fibzin clot (Fecrnley, 1971).
The invivo iunction of the fibrirnoclytic system is the
removel of unwented fibrin depeSits or fibrin once it
hes served iis purpose in, for exemple, hecling cnd in-
flommotion. Fibrinolysis moy clso be regerded os the
physioclogical antagonist of cocgulction, ond blood moy
be considercd os o tissue of the body which con exist
in the fluid or the gel phase denemling upon the belonce
between coagulotion and fibrinolysis. Unless the coc-
gulation system is checked by the {ibrinolytic systen,
the clotting mechonism would seliciiy the whole circu-

lating blood withirn o few minutes (Moceiarlane, 1572).

rormally there is o physiologieccl balonce bhe twcen
ccagulaticn cnd fibrinolysis. An imbalcnce in one éir-
ection might lczi to nrenorrhoge (cozgulntion deicet ox
excegsive {ibrinolysis) - wnile tie reverse situction
(hypercozgulability or defective iihrinolysis) mignt pre-

dispose to thrombosis (Sclzmon cnd Britten, 1965).

Jormally there is o contincus process of deposition
cnd removil oi Iibrin on ond from +the vessel woll (Astrup,

1956; Jensen, 1956).
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Historieal Perspectivq;

The earliest known published obs;rvation on fibrin-
olysis is that of John Hunter, who in 1794 recorded ths
liquid noture of blood in ccses of sudden death. He clso
observed that, the same occurs in animols killed by lizht~
enig or electricity (MeNicol end Douglas, 1972).

Green in 1887, noted that when fibrin prepared irom
ox blood hzod dissolved when incubated in scline, it could
not be clotted cgain by thrombin. He clso observed thet
clots prcpared irom human hlood obtcined by eupping, occoa-
sionally dissolve within 24 hours, He mcde the fundcmenial
obgervation that once fibrin wos dissolved, it could not
be clotted by thrombin. Dcstre in 1893 naomed this process,
"Fibronolysis". (MeNicol and Douzlas, 1972).

In 1503, Delezenne ond Pozcrskl observed thet, serum

become proteolytic when shcken with chloroiorm.
P

Hedin, in 1904 djiscovercd spontaoneous iibrinolytie

activity in stored solution oi blood globulin,

Sincc that time, it beccme known thot the cgent
responsible for fibrinolysis could be concentroted in

the euglobulin ircetion of ssrum.
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E L e & o Lo P SO

In 15633, Tillet cné Gorner, reported that, ropid
lysis hod occurred in plosoet clots incubcted with extroct

of betc hosmolytic streptococol.

The streptococcal extroct wos originclly cossumed
to contain proteolytiec snzyme specificclly cdaptied ior
fibrinogen and fibrin and hence wog designated

“WSireptolysin®.

In 1941, Kilstone reported thod, streptococecl
extr-et has no hydrolytic eifcet on purified iikr inogcn,
but the {ibrinolytie cotivity 4id ocour 1 ¢ szcll .aount
of the seruzm frrotion conicining slobulin was cdded to

tne mizsure oi sireptococcci cxuioet end fibrinczet.
P Z

Koplen cnd Caristensen, 1344 clrxiiied s ohser-
votion., They shaved theot the ssreptococcal irclor wos
an cotivreior for the snzyme precursor psrosent 1m tac

cuglobulin froctiorn of hucir Hiodt plrssl oI sSEIud.

o

hristensen cnd LocLeod ia 1945 noroea she siriplo-

cocecl cevivotor, streplokincse.

The cetive proteolytis enzyms WS designrvad
"nlosmin® of "iibrinelysin® (Sirisionscin and Lcleoz,

1945) cond the enzyme precursor srosent ia the beico
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globulin frcetion of plasma &8 Mplosminogen Mor"™ proi-

ibrinolysin" {(Christon sen, 13945).

Plesnin is cepeble of diesting fibrin os well s
fibrinogen and other cocgulation iactors, protocelerin
(fzctor v), cntihcemophilic globulin (Fector VIII),
prothrombin (Facter II) and it c¢-n alsc digest Christ-

mos Foctor (Pactor IX), (Clifiton, 1957).

Activeplnsmihiﬁ normelly incetivated when xormcd

-

in the blood by sntiplesmin (Liciicol =nd Douglas, 1964).

There is evidence thet there is & prozctivotor
present in the blooé which nccds to be cetivated to

produce the cectivotor oi plosminogen,

S0 we czn visunlize tlhe Ifibrinclytic systen to be

3. Plocsminogen.
4. Plcsmin,
5. dntiplosmin.

5. Activetor inhibitors.
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Plasminogen

{(Pro - Fibrinolysin)

Activators ———

¢ Inhibitors
Plcamin
Fibrinogen
&Thrombin
¢——— Antiplcsains
|
e R
Fibrin Fibrin

7

Degrodrtion

Procucts

4 simpliiied schemc of fibrinolysie
Quoted irom (Portexr G.H., 196%).
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Procetivotcera.

[ SPRRPTY TRET R EPTLH

The procetivoctor, is = protein which c&n be isoloted

irom humen tlosmae

Greig ond Cornelius { 1960), . suzdcestel thot 1t
ig cetivator whaich is bousd to inhibitor, thc Inhibiteor

ig o cholesterol or ¢ lipoprotein conmtcining ciolesterole.

¥Kline cxd Fishm-no, 1957 considered 1% to be the

humen plosnincgel.

Some cotivators suenr os sircotokincse ond lysokintse
do not cctivets the ploszinogen diresctly, they xirst
recot with tne procciivotor cnd then CeVivaus plosimino=
gen (Lulleriz ond Lessen, 19533 Fainter cad Choxles,

1352).
Flosmino-en &ctivitore
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