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ABSTRACT

In orderto determine the role of different anti-phospholipid antibodies as an etio-
logic factor inrecurrent pregnancy failure, a prospective study was done on one-hun-
dred and thirty-eight women who had unexplained recurrent pregnancy loss (group I)
with one-hundred well-matched women with normal reproductive outcome allocated
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as control group (GII).

Sera from 138 patients and 100 controls were analyzed for anticardiolipin anti-
body (ACLA)and lupus anticoagulant (LA). ACLA was measured by Elisaand LA

by activated PTT.

Sixteenwomen (11.6%) had positive ACLA in group I, while 3 (3%) of group 11
were positive for this antibody (p=0.0157 and odds ratio = 4.24).

LA was positive in 12(8.7%) of group I and 3(3%) of group I, but the difference
was not significant (p=0.074, odds ratio=3.08).

Overall 24 women (17.4%) were positive for one of the mentioned antibodies
(»=0.00055,0R=06.81). Four patients were positive for both antibodies.

This study emphasizes the relationship between antiphospholipid syndrome and

recurrent pregnancy failure.
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INTRODUCTION

Recurrent pregnancy loss (RPL) is the loss of 3 or
more spontaneous consecutive pregnancies.'

Recurrent miscarriage is a common problem in the
United States. It affects more than 500,000 women annu-
ally.? There are many causes, such as genetic, anatomic,
hormonal, medical and immunologic causes.>’ If prop-
erly screened the cause will be found in almost all women.'
The most common singular defect in women with recur-
rent miscarriage syndrome is a hemostatic defect, and if
a thorough antiphospholipid evaluation is performed,
the most common of these is found to be
antiphospholipid syndrome.!
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Antiphospholipid antibodies (apl-ab) are acquired
autoantibodies against a phospholipid that have been
associated with slow progressive thrombosis and inf-
arction in the placenta.’

Clinical features (venous or arterial thrombosis, re-
current fetal loss and thrombocytopenia) in conjunction
with positive laboratory findings (positive 1gG or 1gM
anticardiolipin antibodies (ACLA) or positive lupus an-
ticoagulants (LA)), will satisfy the criteria for the diag-
nosis of antiphospholipid antibody syndrome.*® These
women have only a 10% live-birth rate in subsequent
pregnancies in which no pharmacological treatment is
given.*?

The purpose of this study is to find out the preva-
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lence of different autoantibodies in patients with recur-
rent pregnancy loss of unexplained etiology.

PATIENTSAND METHODS

The study population were patients who referred to
the abortion clinic of our university hospital between
February 1998 and September 2001.

Patients with a history of 3 or more previous preg-
nancy losses, or stillbirth not caused by infection,
abruption and congenital malformation were included in
the study. In the total 192 cases with recurrent preg-
nancy failure, the etiology of loss was investigated by
complete work up such as karyotype, hysterosalpingog-
raphy, infection studies, hormonal assay, and endome-
trial biopsy.

As aresult 138 patients remained with no etiology. In
group | the age of the patients ranged between 18-39
years old and the number of previous losses were be-
tween 3-7.

Control group consisted of 100 women with no pre-
vious fetal loss, who were matched with the study group
(group II). The age range was 19-40 years old. Sera was
taken from both groups for antibody measurement (twice
with 6 weeks apart). Chi-square test was used as statis-
tical analysis.

RESULTS

The meanmaternal age was 28.7 years in group I and
26.8 in group II.

16 patients in group 1 (11.6%) and 3 in group 11(3%)
were positive for anticardiolipin antibody, which has sta-
tistical significance. p= 0.01575, odds ratio= 4.24, C.I
(95%)=(1.12,18.88).

Lupus anticoagulant which was identified by a pro-
longed activated PTT was also positive in 12 cases in
group I (8.7%) while 3 patients in group II (3%) were positive
for lupus anticoagulant. p=0.07430, odds ratio=3.08, C.1 (95%)
=(0.78, 14.16). This was statistically of borderline significance.
Overall 24 cases in group 1 (17.4%) and 3 in group 11 (3%)
were positive for antiphospholipid antibody (p=0.00055,
oddsratio=6.81) (Table I).

Ingroup I four patients were positive for both antibodies.

As shown in Table Il most of the fetal losses in pa-
tients with antiphospholipid syndrome occur in the first
half of pregnancy.

As shown in Table II, overall among patients with
antiphopholipid syndrome, the prevalence of fetal loss
is more in the first trimester.

DISCUSSION

The autoimmune cause of recurrent pregnancy loss
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involves two antibodies, lupus anticoagulant and
anticardiolipin antibody.

In the current study, we found a prevalence rate of
anticardiolipin as measured by Elisa of 11.6% and lupus
anticoagulant as ascertained by prolonged activated
PTT to be 8.7% in patients with recurrent fetal loss and
an overall prevalence rate of 17.4% was detected in the
patient group.

According to the study of Festin et al. in 1997 the
rate of lupus anticoagulant is 7% and anticardiolipin is
15% among patients with previous fetal loss of unex-
plained origin.' These two antibodies are believed to
cause thrombosis in the maternal circulation leading to
events that lead to fetal losses.!

The reports from other investigators show that the
prevalence of antiphopholipid antibodies in the normal
obstetrical population is 5.3% among 7278 women, while
in patients with recurrent pregnancy loss this number
was 20% among 2226 women.’ Another report by Charles
et al. from the lupus unit in London showed a figure
between 7% and 25% of antiphospholipid syndrome
among British patients with recurrent fetal loss.’

On the other hand, some investigators do not agree
with this relationship. As inreports by Vila et al, among
552 normal French blood donors, IgG anticardiolipin was
found in 6.5%, and IgM anticardiolipinin 9.4%.5

Also in 1998 reports from Simpson et al. showed
the lack of association between antiphospholipid
antibody and first trimester spontanous abortion.?
So these investigators claim that although in some
reports, the prevalence of antiphospholipid anti-
bodies are higher in patients than controls, but actu-
ally the frequencies are only marginally greater than in
the normal population.’

A good explanation for different reports may be due
to lack of presence of a standard assay for measur-
ing the antibodies. As shown by Rebar et al, quali-
tative positivity for IgG anticardiolipin antibodies
ranged from 31% to 60% among kits tested; the range
was 6% to 50% for IgM anticardiolipin antibod-
ies.!?

Overall general consensus supports the association
between first trimester losses, adverse perinatal out-
comes and positive antiphospholipid antibod-
ieS‘Z‘S.SAIl.IZ.IS

So we recommend that every patient with a previous
history of unexplained fetal losses be screened for these
autoantibodies, although further studies on larger popu-
lations are necessary to prove this matter.
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Anticardiolipin 16 56 48 (85.7%) 3 (5.3%) 2 (3.5%) 3 (5.3%)
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