S -

A STUDY OF
COAGEN L. AT TON DISORDERS IN SEVERE
PREGNANCY INDILICED HYPERTENSION

Thesis submitted for the partial fulfilment
of the M5 Degree in Gyraecalogy & Obstetrics

£ e S
" St
MOHAMED YOUSEF MOHAMED RAGAB el L
ey
%\l:\f?
. —e
. — A
'7’ .//
SUPERVISGRS

Arotessor AL MAREI MAKHLOUE
ProYezsor of Jhstetricz & Gvraecology

Al Shams niversity

P N\
\-
f7r . SAMEH ABDEL HAFEZ | -
Lecturer of Obhstetrics & Gynaeﬁolmgy?\ .-
Aive Shams Universy oy T
S
ir . SALWA MOHAMED ABUL HANA
Lecturer of Clinical Pathology
Alve Shams University
. B i J“-}' Law e /‘ .{- Vi
Sy SN A

FACULTY OF MEDICINE
AIN SHAMS UNIVERSITY
12920

Central Library - Ain Shams University



ACKNDWLEDGEMENT

Lx 423

1 wish to express may deepest thanks and gratitude
to Professor ALZ HAREI MAKHLOUF , Professor of
Obstetrics & Gynaecology, Ain Shams University, for his
continuous guidance, help, encauragement, and generous

advice throughout the work.

I would like also to appreciate the helps arforded
by Dr. SAMEH ABDEL HAFEZ, Lecturer of obstetrics &

Gynaecology, Ain Shams University.

Also I am very grateful to Dr. SALWA HOHAMED ABU
ELHANA, Lecturer of Clinical Pathalogy Tor her close
supervision fTor the practical part of this work.

* % %

Central Library - Ain Shams University



m
/‘- -
.
ST

::L% 1 :éf %
-— = [ i
,f:EE = 5::_'::

L ‘\ |

Central Library - Ain Shams University



CONTENTS
A

L I 3y 3
ALIM OF WORE . . s it e e w e mmes cwan e

A ou o ou o

«.wor oo

FYFERTENSGIVE DISORDERS OF FREGNANCY . o w. ..

L T o N
RN -2 B I N o O T
Fathological changes. .. oeeees. o,

Monitoring of fetal % maternal canditi

MAEMOSTASIS IN NON FREGNANT STATE, .

Hasnostasis & fibrinolysis. ... ..

Arrest of Dleeding.. ..o e ean.
Blood coagulaetion. . o euieenenn.
Coagulation inhibitors, ... .. “ue
F i inol el Se s i u b v auvnnnans s “
HAEMOSTAGISE I[N NORMAL FREDNANCY. ...
Flatelets during pregnancy... ...
Frostacyclin in pregniancye .. ...
Coagulation system in pregnancy.
Fibrinolysis in pregnantye. ... ..
FIBEMOSTASIS % FRE-ECLAMFSIA. . ... ...
Flatelets in ore-eclampsia......
Frostacyalin in prs AMDBEL A »
Coasgulatbtion in pre- [ BAMPSEL @ vy
Fibrinolyais in pre-eclanpsidae. .

Fibrin degradation products in pre-ecl

Fibronectin in pre-eclanpsia.....

DRI "o
" WMo
n Ao ou o
. e owoa .
o owowowoa n o
wowowow oo

- N ..
A w oA "W
. u LR

AMPBL AL,

Maegmatological management af DIC in FE, PP
AUBTECT % METHODS . .. 0w WM H W e m e mw e e e e e w ke
L e 1 Y “enw .o

AW W MR N W

Central Library - Ain Shams University

ey e
i

i1
1
1
1

]
11

11




INTRODUCTION
(N
BN @F THE KWORK

Central Library - Ain Shams University



w4 o £t bt

ot

e greandy Lrocfuced hypertension s @
multisyaten Jdisease. I occurs Yo the second halfd  of
catse Ix not

e Grancy and regr ex artter delivery. Iilx

vel known bul iz probably secondary ta a uwtereoplacental

dizorder affecting specific maternal target sysdems. It

fncludes ge atianal hypertenslon and pre-eclanpsia /

golampyia.

Mregnancy induced hiyvpertension (PIH) 1z ola
fonto  madad s el Aeere G EEEEE . Revere P 1%

Cliar e ter L

gl by oa diaztolic blood pressure (DBLPY orF 110

o

ma wercury ar mare. fmminent eclamps s detfined ax @
DoE oy W0 wmia Wer cury  ar mere  aszoclated with sever

headache , wizuad disturbanace

F oy &R0 g

s ic pain, nausea
pr vomiding, presence of proternaria of 3 grams or Rore
Le trenty Fodr howr i, od b Gar g a ar b guid irooald
hyperretflexia.

in the  cosgulalion

dio normal pgregrancy chang
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gysten are conziztent with &  lowm grade process af
ceagitlant activity. Frbrein deposrtion ooours In She

intervillous space of the placenta and in the walls of

the spiral arterioles. Ay pregrancy advances the elastic

lamina and smoath puscles of these spiral arteriols  are
replaced by a wmatriy containing Yibrin., In the early PIN

there ix a chronic praoc af  Fibrin depozition and

increased Tactoeor VIID conzamption bul the condridion Is

fully conpensated. In gevere PIH, however, consumption
Gt coagulation Tactors VI ang VIII, Yibrinogen an o
e¢levation ov Fibrin / Fibrinogen degradation products

CFRPg together with a reduced platelet cound  are

gtemic dristurbance: a rezult

arsocialted with sewvere

ef  Tibein depazition in  the wmicrocrirculetion. This

P e tormed dizseminated intravascular coagulatiaon

CRICY. The diwminizhed plateled count and ralzed Tabrin /

FLOPa can retoare be used to monrttor the couwrse af e

O An wlevated plazma wrdo acid 13 an extablizshed

)

iagnoztic investigation of early PIH and  precedes the

dewvelopiment of prode il L Haemoconcentration i
another predictive fndication of  the severily arn

'

pragress of P (Qauchi, 1P84; and Redmar, 178770,
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AIM OF THE STUDY

The obhiective of thiz ey o mtudy the

diszeminated Iintravazcular coaguiation CRIC) profile
which includes serum Fibrin degradation products (FDRs),
plasma rrbrinogen, plateled counts, andg praothrombin
time , and alszo the Jaboratory Jndicies which inelude

Wi acid, hematoor it ald e and Iriver enrymes

in

il imatrons In e pre-eclampsia paltient
comparizon wmith normal pregrnant women  as  controls  and
correlat  the rexults with each others, Fostpardum

measurment D o howrs and P wee

poztdelivery will be

veErYormed to bady the changes In dhe DIC provile.
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el e e

DEFINITION :

Flyprer tarsion dn pregranc Y bs the wmost significent
complication & pregrnant woman encounters  in the  warld
today. Unfortunately, the Mypeartensi ve disorders  nainl Y
pra-eclanpsia end its sequelas, are the leadin ¢ Cause of
malernal deaths 40 many parts of the world.,  The Yy ooalso
waelght heavily in felbal arnc  reonatal morbiidity  and

mo Lal ily (Chesley, 1984),

CLASSIFICATION :
Fo i el el al o, L), Freacd Clesstfied
hypertensive disorders in pregrnancy as follows @

o Fregriancy oo ead Bl O s

a Withuwal protelnar ia or generalised Qross oecdama.
Loy Wi th prretel muwie e tr Greanmeral 1o sel crectiamaea
Cprerenl anpsia) .

o Mild. #

e Bol ampel a.

Pl Ehivonde Diyvpertelsion entedatin O B @nmaricy
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[IT. Chronic hypertension with superimposed pregnancy
induced hypertension.
a- LDuperimposed pre~aclampsia.

b- Superimposed eclampsia.

Fre-eclampsia is calssified as mild or severs It is

regarded as severe when one or mare of the following is

found :
Abrormality Mild BEVere

Diastolic blood pressure <110 mimHg 110 mmHg or higher

protein wia Mrace to L+ persistent 2+ or more

Oliguria absent present

Headache absent R @sent

Yisual disturbance absent present

Epigastric pain absent present

Serun creatinine rarmal elevated

fhirombocytopeni a absent present

Mypaerbilirubinemia absent present

BEOT elaevation mirimal mer ked

Fetal growth retardation absent abvious
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FATHOLOGICAL. CHANGES IN PIH :

ol ey

VasOspeadsin lw Dasla Lo the diseasse proc

ia. U nobed s el Ler naldon

ol R Ew]

.
A

ot arterioles In blhes mad L Lyeact frd besr

Candunc bl va and reting with evidence of segmental  spasmn

that  produced  alternabte rvegions  of  conbtraction  and

cilalbalion. e vl anr constriction Pmposi s i

sl s arioes

blood tlow and  acoount  For bypertaension

g e el @ montouws effe arn Lhe blood vessels

v ospaly CEHunnear

thenmsel ves as well argan bh

(a1 e 3 1L97EY .

The beain showed heemeatologic tinding vanged  from

mul tiple  cortical ta massive

sechtal  hasmorriag

e rhages in e suboorbtes, bDasal genglia, and  pons.

W RN

Mlul biple thronhl and nonbaemnore b

Vg ey e

sy BEodooringe gl ancs owed necrosis and Peoasnorehadg

ol Uhe pitad bar vy pedireas and adrenal

] Tearcdes .

Aol L

{ v my oo s Lhronbicdsie, tibeincid deposile

abidd Peoemor e bages. The Lungs shows vascud ar Chrambosi s,

ol @iy

wnal Liple sl 1 Faaemreha with

Dronchopnewsnond a may be ser AVEFTE LA (i blbard,

13y .
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I. UTEROPLACENTAL BED :

hree main vascular changes are discribed :

1) Fallure of normal physiological changes in
pre—eclampsia @

In early normal pregnancy and again bDebtween 12-14
waeaeks., cytotrophoblastic cells proliferate and invade
the intradecidual portion of the spiral arteries., They
spread up the lumen, invade bthe vessel wall, replace the
maternal endothelium and destroy the elastic and
muscular tissue which is replaced by fibrinoid material.
his process opens up the spilral arterias, increasing
blood flow and at the same time makes them uwnresponsive
Lo mnormal vasoconstrictive stimali.

Hrosens et al., (19272)3; and Robertson, (1976, on
the basis of placental bed biopsies they reported that
in pre-eclampsia there is a failure in the second wave
af trophoblastic invasion  so that the musclo-elastic
media of the spiral ar-teries in the mvomebtrium 138
retained. The vessels +ail to dilate and remain
responsive to vasoconstrictive stimuli  resulting in a

decressed choriodecidual blood flow.
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(Er Aowte atherosis i

il 23 L] g " (45

b and de  Wolf el al.,

CI9750) y raeporbs

thal i some spiral arteries  there 1

el oatcumidation of Lipid in the muscle cell of Che media

ancd dnbeaa, which may be followed by necros 114

the lapid whiach is thaen bak

by macrophage Lo produce

1 e

slonis Whioh appear Tike atheroma. These ohenges

may b

mEBoclalaed  wilh  Lhrombosis  and orgendzebion  of  Lhe

ey ool s

Lhromb i, resud ting in va o anad plac =y

{30 Hyperplazsia and arteriosclercozls  of  the basal

arderies ¥

Thies  pad ecenta by i

miinlies and extant of dnfarols.

UTEROFLACENTAL PERFUSION :

G Gt & maternal placental perfusion is  almno

Lw ofF Lt

coerhalrsly G et o o et i Lhe e

Lr e 1 perinetal e Alaty and morbilditly  associabed

AU AT L

wi L e

complicated by pre-e

ol ampeia (Pritchard

L N A 4
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Flacental perfusion measured directly using nitrous

oride method through direct cannulation of  the wlerine

vein ar 24 Na clearance technlgue through insertion of a
Meedle into  the intervillows space showed that the
wtarine blood flow in the normal term pregnant women is
approdimatel y H00-700 ml/m (Browne & Veal, L3y and

Maetcalte % Coworbkers 1955).

surment

U used + me

Irdirect method has also be

of placental perfusion. Brosens and associates (1972),
reported thalt the mean  Jiameter of  myomebtrlial GsRiral
arterioles of normal pregrnant women was S00  um amd  in

Preectanpsl a was 200 um.

II. KIDNEY :
The mairn renal changes in pre-eclampsi occowr in the
gl amerul i Sheaehan ald Lwnehy (1973, described 10

characteristic changes which include  in o der of

frequencys enlargement of the glomerwii, tivickening  of

ettt Do thed 4w, vacuol es  in LN Eplthel ium
iy { 3

moderate o gross  ballooning  of  loops, swalling of
encdothael ial 7/ sesangial cells, falb in glomerular oells,
Podating of gloameruwli, hyaline eand fat deposition in

gl omerull, toam  cells  in glomeruli, thiromnlad aind
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