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ABSTRACT

Background: Recurrent miscarriage affects 1-2% of women. Recurrent pregnancy loss (RPL) is the loss of three or
more consecutive pregnancies before or during the 20th week of gestation. The most important association between
gestational loss and autoimmune phenomena is the presence of antiphospholipid antibodies represented by the lupus
anticoagulants and or anticardiolipin antibodies (Antiphospholipid Antibody Syndrome). The antiphospholipid
syndrome is an acquired autoimmune. The clinical features are thrombosis (venous, arterial and microvascular) and/or
pregnancy complications; the most prominent of which is recurrent abortion.

Methods: Twenty-two selected patients during pregnancy with clinical and/or serological findings of
antiphospholipid syndrome had received low dose aspirin (75 mg once daily orally) plus LMWH enoxaparin (40 mg
subcutaneously/day).

Results: There are live born in 86% cases compared to abortion (< 20 weeks gestational age) in 14 % cases. From 19
liveborn babies the mother having normotensive in 79% and preeclampsia 21%, 85% babies having normal growth
and 15% are IUGR. 36% cases are at term (>37 weeks) and 50% cases are at preterm (<37 week) on which 9%) is
spontaneous preterm and 41% is iatrogenic preterm due to preeclampsia, IUGR, PPROM and APH.

Conclusions: Use of low dose aspirin (75mg) and enoxaparin 40 mg subcutaneously daily in patients with RPL due
to antiphospholipid syndrome resulted in higher live birth rates. Combination treatment with aspirin and LMWH leads
to a high live birth rate among women with recurrent abortion and antiphospholipid antibodies.
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INTRODUCTION

The antiphospholipid syndrome (APS) is a systemic
autoimmune disease characterized by arterial and venous
thrombosis, gestational morbidity and presence of
elevated and persistently positive serum titres of
antiphospholipid antibodies. It is currently recognized as
the most frequent cause of acquired thrombophilia
associated with wvenous and arterial thrombosis.
Nowadays, APS is recognized as the most significant
cause of RPL (recurrent pregnancy loss). Thrombophilia

included antiphospholipid syndrome has been identified
in about 50% of women with recurrent miscarriage. Up to
15- 20% women with recurrent pregnancy loss have
antiphospholipid antibodies (aPL).

Women with antiphospholipid syndrome (APS) have a
spontaneous abortion rate as high as 90% for pregnancies
without pharmacologic treatment.! APS s strongly
associated with recurrent abortion and pregnancy
complications such as intrauterine growth restriction
(IUGR), preterm labor, preeclampsia, and intrauterine
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foetal death (IUFD). The adverse effects of
antiphospholipid antibodies on trophoblast differentiation
and invasion, placental infarctions, and thrombosis are
thought to be responsible for recurrent abortion and
pregnancy complications associated with APS.23

Antiphospholipid antibodies can be detected in 1-5% of
healthy ~women. The prevalence of positive
antiphospholipid antibodies increases to 15% in women
with recurrent first trimester pregnancy losses and up to
20% in women suffering a stroke at or before the age of
50 years. Around 40% of women with lupus have
antiphospholipid antibodies; it is estimated that less than
40% of them will eventually develop thrombotic events.
The prevalence of APS is unknown, but it has been
estimated to be 0.5% in the general population.*

There are three primary classes of antibodies associated
with the antiphospholipid syndrome:

e anticardiolipin antibodies (aCL),

e the lupus anticoagulant (LA) and

e antibodies directed against specific molecules
including a molecule known as beta-2-glycoprotein 1
(anti-b2GPl).

Lupus antibody is the most powerful predictor of
thrombosis and  recurrent  miscarriages.  Anti-b2-
glycoprotein antibodies are not associated with recurrent
miscarriage in isolation; however, in combination with
positive results for lupus anticoagulant (LA) and aCL,
there is a high risk of obstetric complications.®

The current classification (Revised Sapporo Criteria for
diagnosis of definite APS) meant for inclusion in clinical
research protocols, but often used in daily practice to
establish the diagnosis of APS and indicate a treatment,
was reviewed in 2006 and includes clinical and
laboratory criteria.®

Clinical criteria

e  Vascular thrombosis:

one or more episodes of arterial or venous thrombosis or

thrombosis of small vessels of any organ or tissue,

confirmed on Doppler or histopathology, vasculitis
excluded;

e  Gestational morbidity:

a) One or more deaths of a morphologically normal
foetus after the 10th gestational week, confirmed on
ultrasound or by examining the foetus;

b) One or more premature births of a morphologically
normal foetus before the 34th gestational week due
to eclampsia, preeclampsia or causes of placental
insufficiency;

c) Three or more spontaneous abortions before the 10™
gestational week, with neither maternal hormonal nor
anatomical abnormalities, paternal and maternal
chromosomal causes excluded.
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Laboratory criteria

e Presence of lupus anticoagulant antibody (LA) in the
plasma on two or more occasions at a minimum 12-
week interval, detected according to the
recommendations of the International Society on
Thrombosis and Haemostasis (ISTH);

e Moderate (> 40) to high (> 80) titres of IgG or IgM
anticardiolipin antibodies (ACL) on two or more
occasions at a minimum 12-week interval, detected
by using standard ELISA test;

e IgG or IgM anti-beta 2-GPI antibodies in the plasma
on two or more occasions at a minimum 12-week
interval, detected by using standard ELISA test.

Clinical manifestations may range from no symptoms to
immediately life threatening catastrophic APS.® Primary
APS is defined as presence of aPL anti bodies in patient
with idiopathic thrombosis but no evidence of
autoimmune disease. Secondary APS is used when
patients with a wide spectrum of autoimmune disorders
(primarily SLE and rheumatoid arthritis) and thrombosis
are also found to have antiphospholipid antibodies.”
Probable APS is one in which there are typical clinical
manifestations but without positive serological test of
aPL. These are also called seronegative APS or pre-APS.2

Without treatment, the miscarriage rate in a subsequent
pregnancy in this condition is as high as 90%. It is widely
accepted that treatment with low dose aspirin and heparin
or low molecular weight heparin (LMWH) significantly
improve out come as compared to previous untreated
pregnancies.®

During the past 27 years, plentiful treatments such as
unfractionated heparin (UFH), low molecular weight
heparin (LMWH), plasmapheresis, moderate-to-high dose
prednisone, intravenous immunoglobulin, and low-dose
aspirin (LDA) have been used in the management of
pregnant Women with history of recurrent pregnancy loss
secondary to APS.? A meta-analysis of 13 randomized or
quasi-randomized  controlled  trials of  various
management options for pregnant women with a history
of recurrent abortion secondary to APS found that
combined UFH and LDA was the best management
option, reducing pregnancy loss by 54%.%1%12 A number
of studies have evaluated the efficacy of treatment with
low-dose aspirin, prednisolone, unfractionated low-
molecular weight heparin and most recently intravenous
gamma globulin, either alone or in various combinations.
However, the findings have not been consistent.3* Low-
dose aspirin in combination with heparin was
demonstrated in two randomized controlled trials to lead
to a significant improvement in the live birth rate !>
This study aimed to determine the pregnancy outcome in
women with APS and recurrent pregnancy loss who were
treated with aspirin alone or aspirin in combination with
heparin during the index pregnancy.
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Use of low dose of aspirin and low molecular weight
heparin (Enoxaparin) is safe in pregnancy and it improves
foetal outcome.” Bleeding is a potential complication of
anticoagulant therapy, heparin induced thrombocytopenia
has been observed less commonly in patients treated with
LMWH. LMWH do not cross the placenta and therefore
are not associated with bleeding in foetuses and have no
teratogenic effects.’® LMWH have higher specificity for
Xa and have fewer effects on platelet activity. As a result,
LMWH may cause bleeding less often, while still
retaining anticoagulant effects. The LMWH are
associated with less risk of heparin induced osteoporosis.

METHODS

The study of low dose aspirin and LMWH in recurrent
pregnancy loss associated with APS was carried out in
the department of O and G in S.C.B Medical College,
Cuttack during period of September 2014 to November
2016.

Cases were selected from OBGYN OPD in the age group
between 19- 37 years with two or more consecutive first
trimester or second trimester pregnancy loss with positive
lupus anticoagulant or anticardiolipin antibody IgG ACA
>10 GPL or IgM > 10 MPL on at least two occasions 6 to
12 weeks apart excluding Anatomical abnormality,
parenteral chromosomal abnormality, luteal phase defect,
endocrinological abnormality by thorough investigations.
In this study, mostly anticardiolipin antibody was tested.
Thyroid abnormality and hyperprolactinemia and
Diabetes mellitus were also excluded from the study. The
present study was conducted on total of 22 patients.

Patients were advised to take aspirin 75 mg orally prior to
conception. Each pregnancy was documented by
transvaginal USG scheduled at 6-7-week gestation for the
determination of foetal heart activity. After confirmation
of foetal cardiac activity inj. Enoxaparin 40 mg s.c. daily
started and continued up to 34 weeks. For some patients
aspirin and enoxaparin were discontinued earlier due to
abortion, preterm labour, preeclampsia, leading to
premature delivery. Baseline investigation i.e. complete
blood count, urine routine examination, blood sugar,
grouping, Rh typing, BT, CT, PT, aPTT, Sr. creatinine
concentration, urine protein creatinine ratio, Sr.
ALT/AST. HIV, HBSAg, HCV screening were offered to
all patients and findings noted as soon as they conceived.
Folic acid 400mcg was started preconceptionally till 12
weeks. of gestation and iron and calcium started which
was continued till 6-month post-partum. Patient has
undergone ANC at every 2-4 week interval upto 20 week
and every 1-2 week thereafter. The objective of prenatal
care was to monitor for maternal hypertension,
proteinuria and other feature of preeclampsia. Obstetric
USG at 3-4 week interval beginning at 17-20 week done
to assess foetal growth and amniotic fluid volume. The
timing of delivery was assessed individually on the basis
of current and past obstetric history and the onset of
complications e.g. preeclampsia, IUGR or abnormal
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Doppler result. Women whose pregnancy reached 38
completed weeks of gestation were either induced or
delivered by elective Caesarean section.

RESULTS
It is observed that out of 22 patients 19 patients (86%)
delivered a live baby after treatment with low dose
aspirin and LMWH, but there is abortion of 3 patients
(14%) even after the medication (Table 1).

Table 1: Pregnancy outcome.

Live born 19 86
Abortion 3 14

It is observed that in spite of treatment with low dose
aspirin and LMWH the incidence of preeclampsia is
around 21% of APS (Table 2).
Table 2: Incidence of preeclampsia.
Normotensive 15 79

Preeclampsia 4 21

The table shows that incidence of IUGR is 15% after with
low dose aspirin and LMWH in APS (Table 3).

Table 3: Incidence of IUGR.
IUGR 3 15
Normal growth 16 85
Table shows that only 36% of cases delivered at term. 2
cases (9%) had spontaneous preterm labour and 9 cases
delivered preterm for preeclampsia, IUGR, PROM (Table
4).

Table 4: Gestational age at time of delivery.

>37 week (term) 8 36
<37 week (prerterm) 5 9
spontaneous

<37 week (prerterm) 9 a1
iatrogenic

Spontanous abortion 3 14

Table shows that 95% of cases delivered by caesarean
section and only 1 case had vaginal delivery (Table 5).

Table 5: Mode of delivery.

LSCS 18 95
VD 1 5
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DISCUSSION

In this study, it was found maximum no. of cases were in
age group of 20-30 year. In the present series, maximum
no. of women with history of recurrent pregnancy loss
was found to belong Gs and Ga. The risk of subsequent
pregnancy loss in woman with antiphospholipid antibody
and previous pregnancy loss is as high as 90% (Rai et al),
which occurs between 7 and 12 weeks of gestation and
represent the loss of chromosomally normal foetus.? In
this present study, live birth rate is 86% after medication.
In spite of treatment 3 out of 22 cases (14%) were
pregnancy loss. In a study by Fawad S it was observed
93% live births and 7% early pregnancy loss in spite of
treatment with low dose aspirin and LMWH.8 In a study
by David MO it was found to be 80% live births and 20%
miscarriage in treatment of low dose enoxaparin with low
dose aspirin.® Study by Stephenson MD compared
daltiparine to unfractionated heparin observed 69%
women have successful pregnancy in daltiparine.t’
According to Dadhwal V et al at AIIMS reported live
birth rate of 85% with treatment with low dose aspirin
and Heparin.?’ In another study by Farguharson RG et al
observed 72% success when low dosed aspirin used for
APS in pregnancy.?

In the present study 21% developed preeclampsia despite
treated with low dose aspirin and LMWH. Study by
Katarina Jeremic et al shows that preeclampsia occurs
15% despite treatment with low dose aspirin and
LMWH.? In a study by Fawad S it was observed only
7% patients develop preeclampsia despite treated with
low dose aspirin and LMWH.8 In Portugal, a study by
Sernano et al shows incidence of preeclampsia 19.4%
with medication.®

In the present study only 36% of cases delivered at term.
2 cases (9%) had spontaneous preterm labour and 9 cases
(41%) delivered preterm for preeclampsia, IUGR,
PROM. In a study by Brenner et al rate of preterm
delivery was 9% which is comparable to present study.?*
In another study by David MO et al 5% underwent
preterm delivery despite treated with low dose aspirin and
LMWH.®

In present study incidence of IUGR is 15% after
treatment with low dose aspirin and LMWH in ACA
antibody positive patient. In study by Clark P et al there
was increase risk of IUGR.?® In another study by
Glasnovices et al observed 8.3% cases of IUGR after
treatment with low dose aspirin and LMWH.% In a study
by Backos M et al observed 15% of infants were small for
gestational age when treated with LDA and heparin.?’

In present study 95% cases were delivered by LSCS and
only 1 case (5%) was delivered vaginally. Saadia Fawad
observed 84% cases by LSCS and 16% by vaginally
despite treatment with low dose aspirin and LMWH.® In
a study by Serrano F et al, 54.4% cases delivered by
LSCS.2® studies confirmed that treatment with LMWH
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plus aspirin should be considered as the standard therapy
for recurrent pregnancy loss due to APS. 1.2

Combination treatment with aspirin and LMWH leads to
a high live birth rate among women with recurrent
miscarriage and antiphospholipid antibodies. This
combination may promote successful embryonic
implantation in the early stages of pregnancy and protect
against thrombosis of the uteroplacental vasculature after
successful placentation which leads to decrease
percentage of IUGR and PIH.
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