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 The aim of this study is to review the pregnancy outcome, including complications in 

both maternal and fetal sides of systemic lupus erythematosus [SLE] patients with 

negative antiphospholipid antibodies. This retrospective review of medical records was 
conducted at King Abdulaziz University Hospital on women with SLE who had an 

obstetrical and rheumatologic event between January 2005 and September 2014. We 

excluded patients with negative ANA or anti-dsDNA antibodies, patients with positive 
APL antibodies and pregnancies before establishing SLE diagnosis. Clinical and 

paraclinical data were documented for all patients and analyzed using the Statistical 

Package for the Social Sciences. Fifty-four pregnancies were documented in the 20 
patients included in this study. The median age of SLE onset was 23 [8.27] years 

[range, 24-55 years], while the patient’s median age during their first pregnancy after 

diagnosis of SLE was 25 [6.67] years. Seventeen abortions were documented. The 
reason for abortion varied, it included ectopic pregnancy and structural congenital heart 

diseases. The study showed that 37 [69%] pregnancies resulted in live births; 32 of 

them were full term deliveries, 26 infants were of normal birth weight [2500 – 4500g]. 
Five newborns needed neonatal intensive care unit admission. The most frequent 

maternal co morbidities were rheumatoid arthritis [n=5], hypothyroidism [n=3], and 

SLE nephritis [n=3]. A total of 22 pregnancies resulted in maternal complications, 
including preeclampsia [n=11], SLE nephritis [n=6], pulmonary embolism [n=1] and 

gestational diabetes [n=1].A pregnant lupus patient may have a greater risk for maternal 

and fetal complications. In addition, the existence or absence of antiphospholipid 
antibodies has a significant role in determining the rate of complications in SLE 

patients. 
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INTRODUCTION 

 
 The Systemic lupus erythematosus [SLE] is an autoimmune multisystem illness that influences particularly 
females of reproductive age [1]. Fertility is not usually affected unless organ damage occurred or disease 
activity is flared up [2]. For many decades, studies have been searching about the degree of involvement of SLE 
disease on pregnancy outcome. However, prior studies overlooked that in patients known SLE with the 
existence of APL antibodies. In those patients, the existence of antiphospholipid antibodies has been found in up 
to 30-50% of the cases [3]. In antiphospholipid antibody syndrome [APL], the body’s immune system attacks 
the normally present phospholipids. Therefore, blood clot formation increases and causes multiple problems, 
including pregnancy-related problems such as miscarriage/spontaneous abortion [absence of a clinically 
recognized pregnancy before 20 gestation weeks or a fetal weight less than 500g], stillbirth [fetal death /demise 
prior to delivery], preeclampsia, intrauterine growth restrictions [any fetus that fails to reach its full growth 
potential], fetal distress, HELLP syndrome [Hemolysis, Liver enzymes elevation and Low Platelets], and utero-
placental insufficiency.[4,5] Other infrequently maternal APL complications that been reported includes 
postpartum cerebral infarct, postpartum cardiopulmonary syndrome and chorea gravidum among others [4]. 
APL is a term in which it is identified with IgG or Ig Manticardiolipin [aCL], IgG or IgM antibody to beta-2-
glycoprotein I [ab2GP1], and/or lupus anticoagulant [LAC]. Few tests have not been standardized for SLE 
diagnosis. These include low-titer antibody, IgA antibody, false-positive tests for syphilis, and antibodies to 
phospholipids other than cardiolipin [7]. In regards to APL in vitro fertilization [IVF] outcome, a meta-
investigation of seven qualified studies that included 2,053 patients, in which 703 [34%] had at least one 
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abnormal APL result, demonstrated that there was no significant correlation between APL and either clinical 
pregnancy or live birth. In the recent literature, they suggested that APL syndrome is not related with women 
infertility, and it does not interfere with IVF achievement [4]. Prior studies overlooked the outcome of 
pregnancy in SLE patients with the existence of APL antibodies. The purpose of this study is to audit the 
pregnancy outcome of SLE patients with negative APL antibodies by reviewing their medical records and 
serological markers. 
 
Subject And Methods: 
 Medical records had been reviewed for all females diagnosed with SLE who had one or more pregnancies 
after their diagnosis at King Abdulaziz University Hospital [KAUH] with an obstetric and rhuematological 
event over a nine years period from 2005 to 2014. We used the Systemic Lupus International Collaborating 
Clinics [SLICC] revised and validated the American College of Rheumatology [ACR] SLE classification 
criteria in 2012 to diagnose our patients. All our patients had been managed as an inpatient for an obstetric event 
during this period and seen by a rheumatologist or followed up in the obstetrics and rheumatology clinics as 
outpatients. Our exclusion criteria include patients with negative ANA or anti-dsDNA antibodies, patients with 
positive APL antibodies and pregnancies before establishing SLE diagnosis. Data were analyzed using the 
Statistical Package for the Social Sciences [IBM, New York, US]. Descriptive statistics were computed for all 
variables. 
 
Results: 
 We found that 20 patients had 54 pregnancies. Among these patients, five patients were primiparous and 15 
patients were multiparous [including two twin births]. The mean age of SLE beginning was 23[8.27] years 
[range, 24 -55 years], while the mean age of the first pregnancy after establishing the diagnosis of SLE was 25 
years [SD 6.67, IQR 11]. Four patients were diagnosed with SLE during the first pregnancy while 16 patients 
before the first pregnancy. In this study, we excluded pregnancies before the diagnosis of SLE was established.  
Out of the 54 pregnancies, we noticed 17 abortions, 10% of them were first trimester abortions while one was a 
second trimester abortion. The reason for abortion varied, it included ectopic pregnancy and structural 
congenital heart diseases. Two per cent were actively terminated. One stillbirth at the 27th week that weighted 
750g and it was due congenital heart defects and kidneys involvement. Three percent were unknown, and the 
total live birth rate was 69%.During the course of pregnancy, 22 pregnancies resulted in maternal complications. 
The most common complication were preeclampsia [11 pregnancies], followed by SLE nephritis [6 
pregnancies] in which the stages were not documented. Pulmonary embolism, gestational diabetes, premature 
rupture of membrane [PROM], renal stones and liver disease each occurred in one pregnancy. Spontaneous 
vaginal deliveries [SVD] occurred in 76% out of 69% live births rate. While cesarean section [C/S] was 
necessary in 22% of pregnancies [including two full term twin births], 5.4% of pregnancy was unknown of 
mood of delivery. Table 1 shows that the most frequently recorded maternal co morbidities were rheumatoid 
arthritis [n=5], followed by hypothyroidism and SLE nephritis [n=3 in each case].Regarding fetal complications, 
two of fetuses were complicated with nephritis, 3 with IUGR, one with congenital heart defects, and one with 
rubella infection. Five infants needed neonatal intensive care unit [NICU] admission and one neonate death 1 
month postpartum. Of these pregnancies, five pregnancies had preterm deliveries [<37 weeks], while 32 
pregnancies had full term deliveries [37–41weeks]. Ten infants were classified as low birth weight [<2500g], 26 
were of normal birth weight [2500–4500g], and one infant was large for date [>4500g].Regarding SLE medical 
management, we observed each pregnancy separately. The most frequently prescribed medications were 
prednisolone [in 34 pregnancies] and hydroxychloroquine [in 18 pregnancies]. Both Prednisolone and 
hydroxychloroquine in combination were prescribed in 16 pregnancies. Azathioprine was prescribed in nine 
pregnancies. The least prescribed medication was methotrexate [in 2 pregnancies]. Table 2 shows all the 
medications prescribed in the 54 pregnancies, regardless of SLE flare. 
 
Table 1: Frequency of co morbidities among the patients. 

Maternal co morbidities with SLE 
Frequency 

n=54 [pregnancies] 

Rheumatoid arthritis 5 

Hypothyroidism 3 

SLE nephritis, unknown stage 3 

Hypertension 2 

Diabetes mellitus 2 

Gullian-Barré syndrome 1 

Carditis 1 

Abbreviation: SLE, systemic lupus erythematosus 

 
Discussion 
 For many decades, a lot of studies have been searching about the aftermath of SLE on pregnancy and the 
consequences on the baby. In this retrospective review of SLE patients and their pregnancies through nine years 
duration, we are focusing to assess the pregnancy’s outcome in patients with negative APL antibodies [8, 14]. In 
our series, we described the fetal outcome in 54 pregnancies [20 patients] and compared the outcome of each 
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pregnancy of multiparous women after the establishment of the diagnosis with SLE. All patients had their first 
pregnancy within the first five years post diagnosis. The median age for SLE onset was 23 years old [IQR 10] 
and the median age of first pregnancy after SLE diagnosis was 25 years old [IQR was 11]. Comparing these 
results to a 27 years period of a study that was done is Saudi Arabia. The mean age at SLE onset of the 176 
women who achieved pregnancy was 25.6 ±7.1 years i.e. range 15–43 years [1]. Another study has reported a 
similar number in which the mean age at SLE onset was 24.4±5.3 years [range, 15.5 to 36.1 years], and the 
mean age at conception was 30.6±4.8 years i.e. range 22.9 - 42.1 years [2]. Four patients were discovered to 
have SLE during the first pregnancy while 16 patients before the first pregnancy. In this study, we excluded 
pregnancies before the diagnosis of SLE was established. Regarding maternal complications, the most common 
one was spontaneous abortion 31.5% followed by preeclampsia 20%. Opposite to what Hendawy et al published 
in which preeclampsia was the commonest 33%, then comes the spontaneous abortion 20 % [3]. Of our patients, 
6 out of 54 pregnancies were complicated by lupus nephritis. While a Japanese study reported a higher number 
22 out of 54 pregnancies, of them 18 pregnancies were complicated with lupus nephritis before pregnancies and 
under good control at conception [2, 18]. Other complications we have reported during pregnancy of SLE 
patients were gestational diabetes, premature rupture of membrane, liver disease and renal stones. All of these 
happened to only one pregnancy and different patients. Spontaneous abortion rate was 11%, in contrast to 
Ideguchi et al where it was 31 % [2]. This could be due to the racial differences. However, our result agreed 
with Johns et al study, in 18 pregnancies with absent APL antibodies there was 28% [5 out of 18] spontaneous 
abortions [4,11,12]. In our study, two pregnancies were actively terminated for unknown reasons. However, Of 
the 54 pregnancies, we observed five [9%] artificial abortions. Five pregnancies were actively terminated early 
one of them, two patients were complicated with severe lupus flare. One patient was complicated with severe 
lupus nephritis, and another patient was complicated with lupus retinopathy. These two patients terminated their 
pregnancies after discussion with their doctors and families. Two patients whose SLE were under good control 
terminated three pregnancies due to patient’s decision. One patient terminated her pregnancy for unknown 
reasons. Another patient terminated her pregnancies twice [2]. Spontaneous vaginal deliveries [SVD] occurred 
in 76% out of 69% live births rate. While cesarean section [C/S] was necessary in 22% of pregnancies 
[including two full term twin births], 5.4% of pregnancy was unknown of mode of delivery. Various studies 
have detected APL antibodies in 35%–40% of pregnant SLE patients [1-4]. The association between APL 
antibodies and fetal loss has been well illustrated [5]. Another study has shown the presence of APL antibodies 
as the principle indicator of fetal death in SLE [6, 8]. This study is confirming these findings, in which all of our 
patients are APL antibodies negative; there was only one intrauterine fetal death out of 54 pregnancies. We have 
also data available about maternal co-morbidities; the most common one was rheumatoid arthritis in 4 
pregnancies followed by hypothyroidism and renal disease in 3 pregnancies of each. Hypertension, diabetes 
mellitus, Gullian-Barre’ syndrome and carditis occurred in some pregnancies with much lesser number. 
Regarding fetal complications there was one case of congenital heart defects, one neonatal death and one with 
rubella infection. Other five infants needed NICU admission. Comparing these results with a higher number of 
five neonatal deaths, two neonates were born with congenital heart block and one with neonatal lupus [3]. 
Another one reported also one neonate with congenital heart block, which was diagnosed in the antenatal period 
[10]. In our study, fetal outcomes varied. The live birth rate was 69%, which is considered high but not as high 
as the results of kari’s et al of 94%,which could be due to the restricted follow up during pregnancy with a 
specific number of visits in the combined connective tissue disease/antenatal clinic, although our patients were 
seen by both rheumatologist and obstetrician [7]. Also Johns et al who found that there are 12 live births out of 
18 pregnancies with absent APL antibodies [4]. 
 
Table 2: Most frequently prescribed medications during pregnancy. 

Medications 
Frequency n=54 

[Pregnancies] 

Prednisolone 34 

Iron 28 

Calcium, magnesium, vitamin D, zinc 25 

Folic acid 24 

Hydroxychloroquine 18 

Both prednisolone and hydroxychloroquine 16 

Diuretics 11 

Azathioprine 9 

Aspirin 9 

Beta blockers 9 

Caltrate® 7 

Thyroxine 3 

Methyl dopamine 2 

Methotrexate 2 

Ranitidine 1 

Heparin 1 

 

 According to Hendawy et al, prematurity was the commonest fetal complication 37%, then takes after 

intrauterine growth restriction 29% [3]. In contrast to our study, only 5 out of 37 pregnancies [13%] were 



310                                                                       Sami Bahlas et al, 2015 

Advances in Environmental Biology, 9(24) November 2015, Pages: 307-311 

preterm births, this was nearly similar to Kari et al result of 18% but with a better outcome [7]. However, in our 

study the most well-known fetal complication was intrauterine growth limitation. 

 The variables for the most part adding to the high rate of growth restriction was APL antibodies and 

preeclampsia [9, 15]. Thus, absence of APL antibodies in SLE patients had been associated with decreased rate 

of fetal complication during pregnancy particularly IUGR [16, 17].      

 In this study 70% of infants were born with normal birth weight, only 27% with a low birth weight [less 

than 2500g] which is a good outcome comparing to other studies results. One of them had a 52% of infants 

classified as low birth weight [2]. Other studies recorded the mean birth weight as 2448 g; the range of birth 

weight for another 12 babies of women with established lupus was 1170 to 4700g [4-7]. Finally, a pregnant 

lupus patient may carry out a risk for fetal and maternal complications, they are considered as high-risk patients. 

The care providing to these patients with a multidisciplinary approach could reduce the risk of poor pregnancy 

outcome, especially with the advancement in early diagnosis and management of SLE during the pre-conception 

duration. Close observing for maximal illness control is important during the gestation period to build the 

chances of an effective pregnancy. Despite all of this, poor fetal outcome and maternal complications are 

occurring, moreover, the presence and absence of APL antibodies has a role in determining the outcome.  

 

Conclusion: 

 A pregnant lupus patient may have a greater risk for maternal and fetal complications. In addition, the 

existence or absence of antiphospholipid antibodies has a significant role in determining the rate of 

complications in SLE patients. 
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