Letters to the Editors

Mothers’ antiphospholipid
antibodies during pregnancy
and the relation to offspring
outcome

Sirs,

The outcome of pregnancy in mothers with
APS has been shown to be marked by pre-
maturity, small-for-gestational age and ne-
onates complications, even in pregnancies
treated by the conventional APS treatment
(1-2). The impact of the type of the moth-
er’s antiphospholipid antibodies and of the
antibodies evolution during pregnancy is
poorly understood. In the present study we
aimed to describe the mother’s antiphos-
pholipid antibodies (APL) evolution during
pregnancy and to correlate it to the neo-
nates’ complications. A prospective multi-
center registry of children born to mothers
with APS was initiated in 2003 by the Euro-
pean forum of Antiphospholipid antibodies
until 2010. All consecutive newborns were
included from women with thrombotic and/
or obstetrical APS according to the Sapporo
criteria. In the European multicentre cohort
of 133 mothers with APS, APL were regu-
larly evaluated during pregnancy (1). The
cut-off values for the medium titre (99*
percentile) were 20 UGPL for IgG and 20
UMPL for IgM ACL as well as 15 U/ml for
the IgG and IgM anti-$,GPI antibodies. Ne-
onates’ complications were defined as the
presence of 1 of the following features: <37
week term, birth weight <2500 g, height
or cranial perimeter being <10™ percentile,
Apgar <8 or neonatal complications. The
factors analysed to predict the neonate’s
complications in multivariate analysis in-
cluded the mother’s APS characteristics,
associated SLE, type and number of aPL,
treatments during pregnancy, Doppler data
and term.

One hundred and thirty three women with
APS were included and their 134 children
(Supplementary Table I). Sixteen percent of
neonates had a preterm birth (<37 weeks;
n=22), and 14% weighed <2500 g at birth
(n=19) (1). APL levels remained stable dur-
ing pregnancy, although anticardiolipin IgG
levels tended to decrease (Supplementary
Table 11, Fig. 1). APL levels were similar in
mothers with neonates’ complications and
those without complications (Supplementa-
ry Table III, Fig. 2). Nevertheless, whereas
anticardiolipin IgG levels decreased during
pregnancy in mothers without neonates’
complications, they tended to an opposite
evolution and increased from the beginning
to the delivery in mothers with neonates’
complications. In multivariate analysis only
the presence of lupus anticoagulant during
pregnancy was associated with neonatal
complications with OR 3.9 [1.2; 12.4].

Several factors have been previously es-
tablished to be associated with poor APS
obstetrical outcome and related neonates
complications, such as the history of preg-
nancy morbidity and thrombosis, associated
SLE, LA and APL triple positivity (2-5). The
presence of LA could be also associated with
poor obstetrical outcome, whereas the isolat-
ed APL are associated with better obstetri-
cal outcome as previously reported (1-2, 5).
The anticardiolipin IgG antibodies remain
the most frequent APL in obstetrical APS, as
represented in our study (1, 2, 6). Previously,
only one report of 10 patients with at least 2
spontaneous abortions with anticardiolipins
without LA demonstrated the decrease of
APL during pregnancy with favorable out-
come (7). As far as we know, this is the first
report to describe the APL levels evolution
during pregnancy and to analyse the impact
of the APL evolution during pregnancy, as
well on the neonate’s outcome in a large
multicentre cohort of prospective pregnan-
cies. Physiological blood volume expansion
may explain the tendency to decrease of APL.
concentrations during the course of pregnan-
cy without complication and the concentra-
tions of IgG, IgA, and IgM decrease signifi-
cantly in the second and third trimesters (8,
10). On the other hand, the increase of APL
concentrations in complicated pregnancies
probably reflects the increase production of
APL antibodies and the defective placenta-
tion (11). Because of predominant isolated
APL in our study these data could suggest
that the monitoring of APL titres during
pregnancy in low-risk APS mothers could be
predictive of obstetrical outcome. The value
of APL monitoring during pregnancy re-
mains to be determined in patients with high
risk pregnancy (thrombosis, associated SLE,
LA and triple positivity).
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