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Anticardiolipin antibodies in women
with recurrent abortion

M.K. Daboubi?
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ABSTRACT The present study sought to determine whether the level of anticardiolipin antibodies in women
with recurrent abortion differed from that in the general population. Enzyme-linked immunosorbent assay
was used for detection of anticardiolipin antibodies in a group of 26 patients defined as habitual aborters (at
least three consecutive spontanecus abortions), and in a control group of 26 patients each of whom had had
atleast one live birth without pregnancy wastage. A high level of anticardiolipin antibody activity was detected
among 19.23% of the habitual aborters but in none of the controls, indicating an association between
anticardiolipin antibody level and habitual abortion.

Les anticorps anticardiolipines chez les femmas ayant des avortements & répétition

RESUME Le but de la présente étude était de déterminer si le niveau des anticorps anticardiolipines chez les
femmes ayant des avortements a répétition différail de celui de la population générale. L'épreuve immuno-
enZymatique a été utilisée pour la détection des anticorps anticardiolipines dans un groupe de 26 patientes
définies comme sujettes aux avortements a répétition {au minimum trois avortements spontanés
consécutifs), et dans un groupe témoin de 26 patientes ayant eu chacune au moins une naissance vivante
sans fausse couche. Un haut niveau d'activité des anticorps anticardiolipines a €l& delecté chez 19,23 %
des personnes sujettes aux avoriements & répétition tandis qu'il n'y avait aucune activité chez les témoins,
indiquant une association entre ie niveau des anticorps anticardiolipines et les avortements a répétition.
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Introduction

Anticardioliopin (aCL) antihndies are circu-
lating autoantibodies (IgG, IgM, IgA) di-
rected essentially against cardiolipin, a
negatively charged phospholipid. These an-
tibodies belong to the group of antiphos-
pholipid (aPL) antibodies, which include
lupus anticoagulant (LA) and the aspecific
antibodies found in syphillis (reagin) de-
tected by the VDRL test [/—4]. These anti-
bodies can be considered a risk factor for
thrombotic manifestations. Harris et al. {3}
reported the association between aCL and
thrombosis and in 1985, Derue et al. [6] re-
ported the asseciation between aCL and fe-
tal loss. These antibodies are associated
with antiphospholipid syndrome, which is
now recognized as a distinct entity [2-77].
Spontaneous and recurrent abortion and fe-
tal loss are features of this syndrome.

Different cnzyme-linked immunosoer-
bent assay (ELISA) methods are commer-
cially available for the detection of aCL
antibodies. Screening methods are very
cost-effective, providing a one-step (3 im-
munoglobulin) answer, while isotyping
methods allow the differentiation and
quantification of the IgG and igM antibod-
ies. The presence of any one aCL antibody
isotype, a combination of two, or indeed all
three together may be associated with
thrombosis and fetal loss [5,9]). We aimed
to assess the level of aCL antibodies in
women with recurrent abortion and com-
pare it with aCL levels in women who had
not experienced abottion.

Methods

Blood samples from 52 women attending
our clinic were assessed for aCL antibodies
(IgG, 1gM). Half of them had experienced at
least three consecutive abortions (Group A:
the study group of women with recurrent

abortion) and half had had at least one live
birth without pregnancy wastage (Group B:
controls). Median age of the women was 30

years (range of 20-40 years).

Results

A raised aCL. antibody titre was detected in
live (19.23%) patients from Group A {(thc
recurrent abortion group). In the five wom-
en, abortion occurred near the end of the
first trimester and early second trimester. In
only one woman did abortion occur (five
times) in the 6-8 weeks after the last men-
strual period. High IgG isotype levels (i.e. >
10 GPL units) were detected in five wom-
en, while IgM was found to be 8-9 MPL
units in three women and negative in two.
In the control group (Group B), no cases of
raised aCL antibodies were detected.

The difference between aCL antibodies
detected in Groups A and B was statistically
significant (Fisher exact test = 0.05), indi-
cating an association between raised aCL
antibodies and habitual abortion.

Discussion

It has been recognized that women who are
positive for aCL antibodies are at increased
risk of repeated early miscarriages and sec-
ond or third trimester fetal death [/&]. One
potential explanation for this outcome is
that the sera of these women contain anti-
bodies reactive with trophoblast cells,
which are involved in the establishment of
uteroplacental vasculature and mainte-
nance of placental blood flyidity [§]. An-
other explanation is that aCL antibodies
may exert a direct pathogenic effect by in-
terfering with haemeostatic processes that
take place on the phospholipid membranes
ol cells such as platelets or endothelium
[2,3]. It is also suggested that autoantibod-
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ies may cause intravascular coagulation
leading to recurrent abortion [9].

Examination of the placenta in individu-
als with aPL antibodies has shown throm-
bosis of the placenta and decidual vessel
and multiple placental infarcts [/9-21].
The extent of placenta infarction alone is
usually insufficient to account for fetal
death. It is likely therefore that thrombosis
is only one of the underlying mechanisms
involved in the etiology of pregnancy loss.
Nevertheless, according to some authors,
autoimmune aPL antibodies associated
with thrombaosis, thrombocytopenia and re-
current fetal loss tend to be predominantly
of the IgG isotype. Furthermore, they tend
to be present at higher titres, are persistent
and require the presence of a cofactor (se-
rum glycoprotein of 50 kDD, also called B2-
glycoprotein) to enhance the anticardiolipin
/cardiolipin reaction [22--27]. Ia conlrast,
aPL antibodies appearing sceondary (o drug
exposure and infection are usually of the
1gM isotype, tend to be at lower titres and
transient, and do not require the presence
of a cofactor. .

A number of studies have found increas-
ingly, an association between raised aCL
antibodies and a history of pregnancy loss.
In a study carried out by the author in Jor-
dan in 1998, we found that women with a
history of two or more miscarriages had a
17.6% prevalence rate of aCL antibodies.
Others have found raised aCL antibodies in
19% of women with miscarriage history,
compared to 3% in the control group [28].
Maclean et al. found aCL antibodies to be
raised in 16.8% of such cases [29].

The prevalence of aCL antibodies in a
low-risk obstetric population was studied
by Lockwood et al. [30], and found to be
2.2%. A similar prevalence (1.2%) was de-
tected in a low-risk population by Pattison
el al. [3/]. In a valuable study carried our
by Balasch et al. [32], aPL antibody

positivity was found in 0.8% of 125 healthy
women who had never been pregnant, but
not found in 125 normal healthy parous
women with no previous abortion, nor in
52 women in labour after normal
pregnancies at term. We can say then that
the prevalence of aCL antibodies in a low-
risk population is less than 3%.

In the present study, of the 26 women
with at least one live birth with no miscar-
riage (the control group), aCL antibodies
were detected in none, while 19.23% of the
women with recurrent abortion had raised
levels, a highly significant difference. Sim-
ilar results were obtained by Costa et al.
[33], who found that aCL antibodies were
raised in 4 (20%) out of 20 habitual abort-
ers.

It is tmportant to mention the study car-
ried out by Takakwa et al. [34] on chromo-
some analysis, where he found a low
incidence of chromosome abnormalities in
aborted conceptuses of patients with posi-
tive aCL. This suggests that the antibody is
strongly implicated in the genesis of recur-
rent abortions. Rai et al. [35] found first tri-
mester loss of embryonic pregnancy to be
the most common type of miscarriage in
women with aPL antibodies. This may be a
result of defective implantation and subse-
quent placentation

It should be stressed that the presence
of aCL antibodies does not preclude a suc-
cessful pregnancy; it merely indicates a
higher-risk pregnancy. The relationship be-
tween aCL antibodies and miscarriage is
not clear. It may be that these antibodies are
a result of a non-continuing pregnancy,
rather than the cause. It is known that im-
munological abnormalities are associated
I spme women with recurrent miscarnag-
es, and the study of other indices may help
to establish the relationship between the
immune system and miscarriage.
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