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ABSTRACT

Background: Recurrent pregnancy loss is a heterogeneous reproductive problem, with multiple etiologies. Objective
of this study was to study the incidence of APLA syndrome and low vitamin d levels in RPL and correlation between
APLA syndrome and low vitamin D levels.

Methods: This was an observational study conducted on 110 women seen in outpatient department/inpatient
department of our institution from 1% August 2015 to 31% July 2016 who were known cases of RPL who fitted our
inclusion and exclusion criteria.

Results: It was found that majority of the RPL patients were in the age group of 30-34 years (42.72%) and they
contributed to 43% of the abortions. 77.4% abortions occurred in the gestational age of 6-8 weeks. 21.81% patients
were APLA positive. 23.63% patients had low vitamin D levels. Out of the 21.81% patients who were APLA
positive (50%) also had a low vitamin D level which was found to be statistically significant.

Conclusions: There appears to be some correlation between APLA syndrome and low vitamin D levels, so both have
to be treated simultaneously. Properly investigating women for APLA syndrome and vitamin D deficiency would

select a treatable group of women with RPL.
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INTRODUCTION

Recurrent miscarriage is a traumatic event, which may
lead to symptoms of depression, anxiety, lowered self-
esteem and other psychosocial consequences.*

Recurrent pregnancy loss (RPL) is defined as two or
more failed pregnancies, which have been documented by
either ultrasound or histopathological examination.?

RPL (as per the classic definition of three or more
consecutive pregnancy losses) affects 0.4-1% of couples.
Because the risk of subsequent miscarriages is similar

among women that have had 2 versus 3 miscarriages, and
the probability of finding a treatable etiology is similar
among the 2 groups, most experts evaluate after 2 losses.

Accepted etiologies for RPL include parental
chromosomal abnormalities, untreated hypothyroidism,
uncontrolled diabetes mellitus, certain uterine anatomic
abnormalities, and the antiphospholipid antibody
syndrome (APS). Other probable or possible etiologies
include additional endocrine disorders, heritable and/or
acquired thrombophilias, immunologic abnormalities, and
environmental causes. After evaluation for these causes,
more than 33% of all cases remain unexplained.®*
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METHODS

Study was carried out for a period of 12 months from 1
August 2015 to 31% July 2016 in the Department of
Obstetrics and Gynaecology in Lokmanya Tilak Medical
College and Hospital, Mumbai.

Inclusion criteria: patients with two or more spontaneous
abortions less than 20 weeks gestation.

Exclusion criteria

Medical termination of pregnancy, systemic illness,
hypertension, uncontrolled diabetes, cardiac disease,
tuberculosis, rheumatic disease.

Aim was to study the incidence of APLA syndrome and
vitamin D deficiency as an etiological factor of recurrent
pregnancy loss in urban and semi-urban population of
Mumbai.

Objectives were to know the high risk gestational period
for abortions; know the true incidence of Phospholipids
Autoimmune pregnancy losses and to study the
correlation between APLA syndrome and Vitamin D
levels.

A detailed clinical history, thorough clinical examination,
counseling session and investigations with a certain
group of pre decided laboratory tests and special tests
wherever relevant and possible were done through a pre-
structured pro forma. Laboratory investigations included.
Anticardiolipin antibody 1gG (>11GPL U/ ml as positive)
and IgM (>10 Mpl-u/ml as positive), Lupus anticoagulant
tested by dRVTT, Anti B2 glycoprotein 1 19G (>15 u/ml
as positive) and IgM (>18 Au/ml as positive), serum
vitamin D levels (normal up to 30 ng/dl).

RESULTS

Maternal age group
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Figure 1: Maternal age and abortions.

It was found that Majority of the RPL patients were in the
Age group of 30-34 years (42.72%) and they contributed
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to 43% of the abortions (Figure 1).77.4% abortions
occurred in the gestational age of 6-8 weeks.

APLA

21.81% patients were APLA positive (Figure 2).

Percentage

Number of Patients with APLA

Figure 2: Number of patients with APLA.
Vitamin D levels
23.63% patients had low Vitamin D levels.
Correlation between APLA and vitamin D
Out of the 21.81% patients who were APLA positive
(50%) also had low vitamin D levels which was found to
be statistically significant (P=0.001) (Table 1), (Figure
3).

Table 1: Correlation between APLA positive and low
vitamin D levels.

Low 12 (50.0%) 12 (50.0%) 26 (100%)
Normal 14 (16.3%) 72 (83.7%) 86 (100%)
Total 26 (23.6%) 84 (76.4%) 110 (100%)

Chi-Square = 11.821, p = 0.001 (significant at 0.01 level)

M Total No. Patient
110

m With APLA Positive
24

M With low Vitamin D
Levell2

W With normal Vitamin
Dlevel12

Figure 3: Correlation between APLA syndrome and
vitamin D.
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DISCUSSION
Gestational age

In our study most of the abortions (77.4%) were between
6-8 weeks of gestational age. During this period genetic
etiology predominates. An observational study conducted
in 2014 at Pravara Institute of Medical Sciences, Loni,
Maharashtra by Pradhan et al showed that out of 70 RPL
patients 72% abortions occurred in the first trimester
(<10 weeks) and 28% abortions occurred in the second
trimester, which is consistent with our study.’

Maternal age and abortions

Thus in our study 49.07% patients were above the age of
30 years and they contributed to 47.9% of all the abortion
in our study. As age increases metabolic syndrome
worsens. It also indicates that higher numbers of women
in India are trying for pregnancy beyond the age of 30.

The mean age of patients in our study was 29 years. A
study of Pradhan et al which showed that 41.4% patients
were in the age group of 26-30 years with mean age of
25.2 years.’

Vitamin D deficiency

In our study out of 110 Patients of RPL 26 patients
(23.63%) had low Vitamin D level (<30 ng/ml). 2014
study by Ota et al showed that in the 133 women with
RPL, 63 (47.4%) had low vitamin D levels (<30 ng/ml).®

APLA syndrome

In our study out of 110 patients of RPL 24 (21.81%) were
APLA positive. A study by Balash et al showed that
Twenty-six out of 284 recurrent aborters (9.2%) tested
positive for APLA.’

2013 study by Niekerk et al suggested that in patients
with RPL 5-15% may have APAs, and the fetal loss rate
in untreated future pregnancies may be as high as 90%.°

In our study aCL IgM was single positive finding in
16.66% cases, Both LA and aCL; IgM and IgG tested
positive in 8.33% of cases and LA alone was found in
83.33%. We did not repeat the investigations 12 weeks
apart as according to the international consensus
definition for diagnosis of APS clinical criteria was also
included.

Study by Drakely et al showed that aCL IgM was the
single positive finding in 21% of cases, thus highlighting
the necessity of testing for both IgM and 19G.° Both LA
and aCL; IgM and 1gG tested positive in 4% of cases.
Another series on APS found that LA alone was found in
63.9% of cases of APS.
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Correlation between patients who were APLA positive
and patients with low vitamin D levels

In our study 12 (50%) patients who were positive for
APLA also had Low Vitamin D levels. Similar study by
Ota et al in 2014 showed that out of 133 women with
RPL 63 patients (47.4%) had low vitamin D levels and
prevalence of APLA (39.7%) which was significantly
higher in patients with low vitamin D levels. Study by
Orbach et al and Agmon- levin et al, also showed that
patients with antiphospholipid antibody syndrome were
associated with vitamin D deficiency.’®!" It looks like
vitamin D deficiency is very common in Indian women
and should be tested for RPL patients and at the same
time APLA should be tested and there should be a
simultaneous correction of vitamin D and APLA in the
APLA positive population of RPL.

CONCLUSION

Antiphoshpholipid antibody syndrome (APS) is one of
the major etiological factors contributing to one fifth of
the population, so we need to test for APLA more
commonly in patients of RPL. Amongst the non-genetic
etiological factors APS and vitamin D deficiencies appear
to have a role. There appears to be some co-relation
between APLA and vitamin D deficiency, so both of
them needs to be treated simultaneously.

Properly investigating women for APLA, vitamin D
deficiency would select treatable group of women with
RPL. We would also recommend that vitamin D should
be given empirically to all women trying for pregnancy.
Testing for vitamin D and therapy is also cost effective.
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