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Introduction 

Antiphospholipid antibody syndrome (APAS) is 

defined as the presence of lupus anticoagulant or 

anticardiolipin antibodies of medium–high titre on two 

occasions eight weeks apart, found in association with 

a history of thrombosis (arterial or venous) or adverse 

pregnancy outcome (three or more unexplained 

miscarriages before ten weeks of gestation, a fetal 

death after ten weeks of gestation or a premature {less 

than 35 weeks} birth due to severe pre-eclampsia or 

intrauterine growth restriction) (RCOG, 2004). 

The management of women with APAS is 

controversial. Treatment options included oral steroids, 

low-dose aspirin and heparin. Combined administration 

of low-dose aspirin and heparin (in thromboprophylactic 

doses) had the best outcome (Shehata et al., 2001).  

Options concerning anticoagulant therapy include 

unfractionated heparin (UFH), low molecular weight 

heparin (LMWH) and oral warfarin. The major concern 

about the safety of these anticoagulant drugs is the 

risk of bleeding and teratogenicity. Neither UFH nor 

LMWH crosses the placenta, thus both having almost 

no risk of teratogenicity. On the contrary, oral warfarin 
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does cross the placenta and thus having the potential 

risk of teratogenicity (Chan et al., 2000).  

Yet, UFH (and to a lesser extent, LMWH) is 

associated with considerable patient’s discomfort 

related to frequent injections and is complicated by 

serious adverse effects with long-term therapy such as 

osteoporosis and heparin-induced thrombocytopenia 

(Ginsberg et al., 2003). 

The cost of heparin itself and the potential need 

for hospitalization to receive heparin is also of 

paramount importance, particularly in Egypt. It was 

estimated that the total cost of UFH (cal-heparin®) 

therapy throughout pregnancy for such cases is 

estimated to be about 2500 EGP ( 500 USD), and that 

of LMWH (Clexan®) to be about 4500 EGP ( 900 

USD), compared to the total cost of oral warfarin 

(Marevan®) which is estimated to be about 25 – 50 

EGP ( 5 – 10 USD). 

Nevertheless, the safety of oral anticoagulants is 

a major obstacle to its use during pregnancy. It is 

universally recommended that oral anticoagulants 

should be withheld during the period of embryogenesis 

(6 – 10 weeks’ gestation), as the risk of warfarin 

embryopathy is evident in fetuses exposed to warfarin 
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during this interval. However, the use of oral 

anticoagulants beyond this gestational age interval is 

yet to be allowed. The guidelines published by the 

Royal College of Obstetricians and Gynecologists 

(RCOG) still advise against the use of warfarin 

throughout pregnancy, except in women with heart 

valve prostheses, due to the unacceptably high 

mortality and morbidity rates with the use of heparin 

instead (Abadi et al., 2002; Hung and Rahumtoola, 

2003; RCOG, 2007; Bates et al., 2008). 

Our experience in Ain Shams University 

Maternity Hospital actually obviates the potential 

risks of warfarin-related teratogenicity when used 

after the period of embryogenesis (i.e. after 10 weeks’ 

gestation). During the last 5 years, annual rates 

between 92 and 123 women with heart valve 

prostheses had their antenatal care and delivery at 

this institute. Therefore, there is a need to revise this 

experience and document it retrospectively as an initial 

step, in preparation to plan a well-controlled 

prospective randomized clinical trial to study the safety 

of oral anticoagulation from the fetal aspect, when used 

beyond 10 weeks’ gestation(Fayed et al. , 2005)  . 
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Aim of the Work 

To compare the safety or efficacy of oral warfarin 

use in   pregnancy with the use of heparin (whether 

unfractionated or low-molecular-weight) as regard 

perinatal outcome in women with recurrent pregnancy 

loss. 
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Antiphospholipid Syndrome 

During Pregnancy 

Antiphospholipid Syndrome is largely a non-

inflammatory autoimmune disorder. The condition has 

come to be regarded as one of the most common 

autoimmune diseases. Thrombosis is the most 

important underlying pathological process and 

accounts for many of the clinical features of all forms of 

APS. Some patients have persistent aPL for many 

years and yet they only develop clinical thrombotic 

events when they are exposed to certain pathological or 

physiological events (Ziporen et al., 2004). 

The antiphospholipid syndrome (APS) is defined by two 

major components: 

Presence in the serum of at least one type of 

autoantibody known as an antiphospholipid antibody 

(aPL). APLs are directed against phospholipid-binding 

plasma proteins. 

The occurrence of at least one clinical feature from a 

diverse list of potential disease manifestations, the most 

common of which are categorized as venous or arterial 

thrombosis, pregnancy morbidity, or thrombocytopenia 

(Ziporen et al., 2004). 
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Pathophysiology: 

The mechanism or mechanisms by which the 

antiphospholipid antibodies interact with the coagulation 

cascade to produce clinical events are largely speculative 

and have not been elucidated clearly. The presence of 

preexisting or coincident vascular (endothelial) damage 

along with the identification of an aPL antibody as 

requisites for the emergence of a thrombotic complication 

has been coined the "two-hit" hypothesis.  

 Possible mechanisms by which aPL might induce 

thrombotic events include the following: 

o aPL may combine with platelet membrane 

phospholipids, resulting in increased platelet 

adhesion and aggregation.  

o aPL may combine with the endothelial cell 

membrane phospholipids along with B2-GPI 

and induce endothelial cell damage, impaired 

prostacyclin production, increased platelet 

adhesion, and aggregation.  

o Endothelial cell damage may also result in 

decreased production of endothelium-derived 

relaxing factor and, thus, increased vasospasm 

and ischemia.  

o In the secondary APS, vascular endothelial cell 

damage has already occurred, enhancing the 


