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IWTRODUCTICH

In the biood there is =« delicase balzrce betwesr

she J1laicity of blood on cne haund gnd clotting on tie

The clotting mechenism guards against itne danger

-
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of nserorrhage, while vascular damsge is rTen
ine depositiorn of platelets and fivrir on the vessel
wall, ? this deposition becomes excessive, the circ-

ulation is progressively costructed and eventuzlly

completely cccluded by thrombus,.

wre twe hazarads of thrembegsis ondé hemcrramgs. . iarTer
1

Ir the normal physiclecgic state tTre Joiuidizy of
tne circulating bleod¢ is rmainitaired by am cptimun
veloelty of the blood flow, ihe ratic beiween tue
cellular gnd rlasma componentis of the blood proviaing
g normal viscosity, the integrity of ths endctheiiazal
covering of the blced vesgsels as well ag ctiaer severza

rretective defences sgainst thrombosis,

e trigegers of both platelet aggregazion anc

cenpuintion are sepecrated from bicod plasm. b Delng
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ccnceal:d either in the subendothelial tissue or
within the blood cells. If the trigger of platelet
aggregation is relieved, the aggregates tend to

break up and disperse, because of subsequent degrad-
ation of ADP by plasma. The platelets thexn acquire

a temporary refractoriness to reaggregation (Holmsen
and Rozenberg, 1971). If coagulation is triggerzd,

the plesma is provided with protective inkibitors

wiich reutrelise activated cletting factors at all
stages of the clotting process, If fibrin revertne-
less 1s formed, the fibrinolytic system is antomati-
cally activated by the release of activaiors frox

the vascular enacthelium. Pinally snd just oz imoox-
Tan%, &ll products of ccagulation ars very efrzciivellw
rexovec by the retliculoendctnelial syster.

1975}

Haemostasis is principally mediated by interplay
of blocod vessel walls, platelets and specislized
plasma factors. Plasma factors in turn ccnsist o
coagulation factors directly involved in fibrin clot
formgtion, natural inhibitors of coagulation and Pibrin-

clysls and fibrinolytic factors invclved in clot removal

(wekillan, 197%).
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From a clinical point of view abnormalities of
any of these three components of the plasmea phase
are ultimately expressed in g given disorder of
coagulation. These disorders are arbitrarily divided

into two major categories :-

~
1!
~—

Jecreased gactivity of one of more ccagulation
Zgetors i.e. "hypoccazulable", or cosgulstion

deficiency disorders.

—
Mo
~—t

Lormal or increased activity of one or mcre coag-
ulztion factors i.e., "hypercoaguladnle" c»
zrrerbotic discrders.

(Hilgartrer and l¢liliarn,13574)

lLost studies and research work were circerned
witn tne cecagulation deficiency disorders, however
thrembetic disorders revealed to be nore comrron.. ith
the development in thrombosis research whicn has been
very fast in the past quarter century there is s.bse-

quert development in antithrombotic therapy.

The aim of this work is to discusss tnc fcllow-

ing points :-
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- The normal physiolecgical capaciiy of the fibrino-
lytic process in preserving the patency of the
blood vessels and its potential role in the removal
of thrombi and intravascular fibrin deposits in

pztients with thromboembolic disorders.

- The prothrombotic state.

- A survey of the recent development in arTithircmootic
tierapy as regards antipiagtelet therapy, anticoazul-
ant Trherapy with emphasis on augmentinz fibrinolyiic

aztivify by thrombeclytic agernts.,

lcoe coorva. Jt-

‘:'
(&

Toe evelutlon of concapis about
ion wezan with the discovery of lalpizol inm Zelo tnis

Jbstance of a blood cior after tao-rouinn

{9
w
1
'_I
)_J,
o
0

wasaning proved tc be a mestiwork of wiite sirads o.d

F\

not whole of blood as previosusly presuned. ..orawitz
in 1905 proposed a gimple and definiiive screm: o

coagulation, based on four cozgucation factors which
ire, as recognlized in order, Iliorinogen, IrOTANIMULIL,
Tls. .5 thrcmboplasiin, and ionic calcium, Conclius wve
ider*ilicaticn of facter V was made by Cwren In W7,

and the discovery of factor XIII was by uil wrd
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AT

Lorand in 1948, From then untill 1360, six additional
clottinz factors invoived in prothrombin conversion
were discovered and ultimately assigned the following
Roman numerals in the order of thelr discoveryifactors
viIi, vIIz, IX, ¥, XI and XII.

e wEr

(Hilgaritner and Li¢lillan, 1378)

Froo many years it has been xmown that nusnan
locd possesses fibrinolytic activity. Huxter in

1734 recorded that the blood does not clot in @t ucln

xillzd by ldeghtening or electriciiy or . nmims o wlon
wers -nhe to run very nard,and killsd Inog onon LinTe

This phenomencn Was partly explained by lorawitz In
1306 who noted that the blood froa victims -7 soilen
dest contained no fibrinogen and coiic desuroy  the
®ibrincgen and fibrin of normal blo.d. Derdis in Zuou
reported that the blcod clots obtained Ir wetl cLpplzg
redissclved in less than a day. Dastre in 1893 dur-
ing tne course of phlebotomy in dogs, found reduced
yields of firin which he attributed tec its desuruciion
by & process which he named "MMbrinoelysis", aad edin
in 1904 observed spontaneous fibri=zcl;tic activi- - in
the globulin fraction of ox bloci. The ma’n outline

- Yar e

of rresent xnowledge of spontanec.s Ilorinciytlic
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sctivity in blood was finally obtained by llaclarl ue

)]

in 1937 whe showed thet in men surgical ¢per=tions

&

je )

couid provoke fibrinolytic aetivity in tzne bico

[{¢)

Towards the end of the nineteentin century

¥nowledge was alsc accumulating on methods by walen

larkaix in 1889 found that prote
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1v+ic a2ctivitr could pe induced in serum oy TrigTment

wish c¢aloroform, and Jelezenne and Iomercki In 1300

- - S I K. -~ R N ~ e - RIS N

ou2d mrpat this action of crnlorcform wWas rrTUnluan
- mma ey P P - P I R T .-

s To menovald oI I iUl Tor3s O Dol v Al e - jup—
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v, L20L cinsiderec T ve louvsdis o of Lol onloo
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ooeni mea.ld of the soagulstiznm oprovest iy LI
C.2ulation, was due o oacTivii of poited o

D ag e al Ul - E Ao v - e Ll ST .

c e e gt - S0 Ny -~ L .
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terlviic activity dmduced by crlorel.ri irenimin L0
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serus was in the globulir

Vo

sctora responagibple for zponianec 3 acliviis.

The fomdanental sivance in kmowlioae of Jiorine

F P H - .- 1 4 Ry =

sl Lo mcenanlisms wWas nde bJ Titler rLroer L7
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substance, now called streptokinase, capable of procd-
ucing rapid lysis of human blood clots. liilstone in
1941 reported that this streptococcal product could
not lyse purified human fibrin, but if {iraces cof
euglobulin of human serum were added lysis rezdily
cesursd. Christensen din 1945 found that this effec

of the euglobulin fraction of humen serur was daze to

the presence of an inactive substance now named pilas-

minogen, which is converted to the active proteclyszic

enzyme plasmin by a variety of activat.ro, cf

v._.ch streptoxinase is one. The terms plass Imizen ors

rlaemin were suggested by Christengen and .acoscd In

1345, {(Mchicol and Davies, 1973},
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HABMOSTASIS IN INFANCY AND
CHILDHOOD

Hazemostasis may be defined &t the sum to*ol of
incse specialized funetions within the cireun
blcod and its vessels that are designed tc stor

hasmorrhage. It is principally medisted by Intery o

of vlcod vessel walls, platelets and specizlized

ninasms Tactors,

ete 8 by wvascactive pertides reloted f¢ T .2 notivos
Irooof Toetor XiI. 0 The tlntelete dters to T oo ana
coiloten, canrennte a3 oo oracsult of veloise of = -
feeld Lo Trgn conacliustion ol o Sl leT o .
~.Cz Yrodepoflitlicon ¢l Sibwrin owiloiir 3o, Il
Troliwed by elev retrosction for wiich rlsoiel o -
rocensary.e AU tne sume tlve ceozculatlon proctzed
tihe Irtringic and extrincic rathwayo.

In the intrinsic patboway, injury-inc ozl ooz

o . rfwce chmnpes leads tc sequentia
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