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INTRODUCTION



INTRODUCTION

Pregnancy  induccd hypoertension is a hypertensive dis-
crder unigue bo pregnancy ccourring primerily in primiparae.
ils complications are woell understood, bot the patheogenesis

rerzing obscurs (Gibkson, ot wl, 1982)

Pregrnancy induced hypertension involwves mild or severe
pre-sclampsia (Svmonds, 1979%. Platelet consumption is
an warly {oaturce of the discase [(Redman, Boanar and Beillin,
1975y,

In 1922, Stahnke stated that thrombocytopenia was
pruesent in severe casas of toxaemia of pregnancy asscociated

with increased intravascular coagulaticon and haemolysis.

It was realized that platelets are not werely trapped
passively in pregnancy induced hypertension but thelr aggre-
gation and the rolease eof their constituents may contribute
to the pathogenesis and deterioration of the disease {Wigham,

L oael, 1978y,

dggregation of platelets In pregnancy induced hyper-
teaswon may  be  the result of intra-vascular ceagulation

]

Schmerder, 1947} or Inieracticsn petwees platelets  and

)

endothielium ¢ Pritchard, Canineham, & Mason, 1976) OF auto immune reac-

tiun (Bern, Driscoland Locaswiiit, 19813,
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ATM OF THE WORK

To stuady the circulating platelet aggregation
{c.r.a, ) in pregnancy  induced  hypertension, which
may explaln gsome aspechts of pathogenesis of pregnancy

indaced hypertension.

Few reporcs have been published about C.P.A.
in pre-oclampsia. Mos: of the reports study the
plateler function abnormalities in pre-eclampsis
by in witro platelet  aggregation test  technigue.
But who Xnows that this highly artificial technigue
reflects the situation 1o vwivoe. 50, we perform the
present work to study Lhe in wvivo platelet bohaviour

et aggregation

b

in preeclampsia by thce in wive nlate

test of Wu and Hoak (1%74) which may directly reflects

the behaviour of platelet activity 1in circulation.
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CHAPTER (1)

HAEMOSTATIC MECHANISM IN

HORMAY, PREGNANCY



1. Coagulation factors:

The over-all effects of pregnancy is to increase
the activity of coagulation factors, with the excep-
tien of factors XI o and XI1, and to lower slightly
the  coagulation imnikdtors  antithrombin 11 and
anti-factor Xa. Detectasle changes in the circulating

blood are present from the 2nd month of preghancy.

The plasma level of fibrinogen gradually
increases from the Znd month to reach lewvels in
the range 4.0-6.5 am/L in late pregnancy and labour.
lwnmediately  {follwoing delivery a  further slight
increase in {ibrinogen concentration ecccurs followed
b

by a decline from around day five of the Feerperium

ro normal walues by the fourth week following puer-

perium ( Bonnar; Nichol; Douglas, 1969, & Fletcher et al, 1970).

Allowing for the increase of plasma volume,
the amount of Tfibrinogen in the circulatinag blood
rear the end of pregnancy approaches double that
of the non pregnant state. Fletcher and Colleagues
{1970] found that the concentration of high molecular
welight fibrin complexes correlate with plasma fibrino-

gen lewvels from the 2nd wonth of pregnancy onward,



reflecting an increase in fibrin feormation around
three folds over the physiclegical non-pregnant
state at two months gestation and increasing to
approximately five fold, or greater in late gpregnancy

and the early pucrperium.

Factor XLlI1 concentration falls steadily
diring proegnancy. reaching approximately 50 percent
of control values at term {Coopland, Alkjaersir & Tletcher,
149697,

Prothrombin or factor II increases to  about
1174 oY the normal lewvel during pregnancy. Pechet
and Alexender (1%61), reported that only f[ew out
of 90 pregnant women showed a significantly elevated
values and that the increase Was only toc the upper

limit of normal which was 120%.

¥an BRoyen 1974 found moderate increase of
factor V. Both factor VII and factor X undergoc a
warked elevation in pregnancy ({(EKenan & Bell 1857, &

Fresh et al., 1956).




Factor WIII activity i1is markedly elevated
in pregnancy, (Kasper,ot al 1064), reported an  i1ncrease
in the lewvel of factor VIIT during pregnancy that
reached 192% of the normal non pregnant wvalue in

the last trimester of pregnancy.

Most studies of factor IX during pregnancy

have reported either no change or a slight elevation

{Nilson and Kullander, 19673,

Factor XI1 1is alsc increased in late preg-

nancy [Bennar, 1978).

In contrast to the general increase of coaguala-
ticn factors, factor X1 is reported +to decrease
during pregnancy with average levels between 60-70%

| Bonnar, 19783,

Z. Coagqulation inhibitors:

A slight lowering of the level of antithrombin
TT! and antifactor Xa is also found in late pregnancy

(Bonnar 1976}.




5. fibrinelytic enzyme system  in  pregnancy:

Fibrinolytie activity in plasma decreases
markedly Jduring pregnancy, remains depressed during
labour and delivery, and rapidly returns te normal
within 30-60 minutes of delivery {Bonnar et al.
19701, Fibrinolytic capacity is also decreased,
as shown by progressive diminution in the response
to wvenous occlusion as pregnancy advances (Astedt

er oal. 1970).

The placenta has leen shown te contain inhibi-
tors whicn block urokinase induce fibrinolvsis {(Bonnar,
19%8)1. This strongly suggested that the inhibition
of f[ibrinolysis 1s 1in sume way mediated through

the placenta,

There is no doubt that fibrinclytic activity
is substantially reduced during pregnancy [(Biezenski,
andt Moore 1858 ), Brackman, 1866 and Shaper et al.,
19687, In spite of wuch research, the mechanism
by which this reducticn in activity is still obscure.
Some  authors attributed it to an increaed content

g¢f inhibitors in the bleod (Biezenski and Moore,




19h8; Guest, 1954; Lauritsen, 196%%Y, while others
ascribe the condition to decreaed production or
release of plasmincocgen activators ({Brackman, 1%Y66:

%ilson and EKullander, 1967, Bonnar et al., 198Y9}.

Bonnar, {1969} found high levels of fibrinogen
and plasminogen, but in spite of that he fcound a
Steep  increase of euglobulin lysis time, which
indicated a decrease in plasminogen activators.
S50, he beleived that decreased fibrinolytic activity
during pregnancy is mainly lue to decrease in plasmi-
nogen activators. During normal pregnancy, 1t seems
that scrum  fibrin/fibrinogen degradation products
increase  which suggests a  continuows, low  grade
process of  intravascular coagulation {(Bonnar, 1978;
wWood!iseld, 1968). The increase was Nore marked in
the third trimester {Woodfield, 1968). However octher
investigators f[ound no significant increase in fibrin/
fibrinogen degradation products until the onset

of labour [(Bonnar et al., 1970: Von Royen, 1974},

Bennar [ 1%69), ZIound a sharg increasc 1in

serum [ibrin/fibrinogen degradation products during




