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Intravenous immunoglobulin therapy in the management
of recurrent pregnancy loss: A case of successful pregnancy
outcome in a woman with a history of 23 consecutive
miscarriages
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ABSTRACT

Introduction: Recurrent pregnancy loss (RPL) is defined
as two or three consecutive miscarriages and requires
further investigations and management. Many causes
such as genetic factors, immunological disturbances,
anatomical abnormalities, and thrombophilia have been
linked to cases of RPL. Multiple studies have investigated
the outcomes of different treatment including Intravenous
immunoglobulin (IVIG).

Case Report: We are presenting a case of woman with
23 consecutive pregnancy loss who was treated with IVIG
during her pregnancy. The patient delivered at 34 weeks
with no complications and discharged from the hospital
in stable condition.

Conclusion: Further studies need to be conducted to
establish the role of IVIG infusion in the treatment of
patient with recurrent pregnancy loss.
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INTRODUCTION

Recurrent pregnancy loss (RPL) is defined as two
or three consecutive abortions, affecting up to 5% of
couples who are trying to conceive [1, 2]. Causes of RPL
can be multifactorial including genetic, immunological,
anatomical, or hematological factors [3]. Fetal
aneuploidies are the most common causes of early
recurrent pregnancy losses [1]. As for hematological
causes, elevated levels of factor VIII have been
associated with RPL [4]. Immunological causes of
recurrent pregnancy loss include inflammatory immune
responses in addition to increase in the number of
natural killer cells (NK cells) as well as imbalanced
ratio between the Thi1/Th2 cells in the peripheral
blood [3]. Psychological complications of RPL include
anxiety, depression, and post-traumatic stress disorder
on both partners [4]. Some of the treatment strategies
include giving women with RPL low doses of Aspirin
and enoxaparin during pregnancy. Surgical options
include laparoscopic abdominal cerclage which is done
to patient with cervical insufficiency [5].
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The Role of Intravenous Immunoglobu-
lin (IVIG) in RPL Management

Intravenous immunoglobulin infusion has gained
attention in the treatment of RPL as multiple studies
showed positive pregnancy outcomes where immune
factors were suspected to cause RPL. A review of well
controlled trials showed four out of ten studies showing
increase in the rates of live births when IVIG was used
[5]. In addition, as of today, no maternal or fetal risks
were noted after the administration of IVIG in any of the
published research [5].

Furthermore, the immune modulating effect of IVIG
has been emphasized in patient with abnormal immune
cell response [6]. It was noted that IVIG infusion reduces
the effect of elevated levels of CD3, CD56, and natural
killer cells leading to a successful pregnancy outcome
[5]. It was recommended for the IVIG infusion to be
started prior to conception in patients with RPL and in
cases of elevated natural killer cell or elevated Th1/Th2
ratio. Studies have also suggested that IVIG infusion can
modulate the immune cell response during pregnancy
by regulating the T cells frequency and function [6].
Moreover, a reduction in the risk of fetal demise related
to severe and early onset of alloimmunization was noted
with IVIG infusion [7]. All these findings have showed a
significant role of IVIG infusion in cases of RPL, however,
well-controlled clinical trials are needed to assess the
safety and efficacy of the protocol.

CASE REPORT

A g2-year-old woman, gravida 24 para o, with history of
23 consecutive abortions, presented to our maternal fetal
medicine clinic for investigation regarding recurrent fetal
loss. Her medical and surgical history was unremarkable.
Anatomical and genetic causes of recurrent pregnancy
loss were ruled out through investigations. However,
immunological causes were still debatable.

Treatment options were discussed thoroughly with
the patient and she was started on a weekly regimen of
1 mg per kg of IVIG in addition to prednisolone 5 mg
and hydroxychloroquine 500 mg daily. The patient had
weekly follow-ups during her entire pregnancy.

The pregnancy follow-ups were uneventful. The
patient was delivered via an elective caesarean section at
34 weeks. Both baby and mother were discharged from
the hospital in stable condition.

DISCUSSION

Safety and Effectiveness of IVIG in Preg-
nancy

The infusion of IVIG is still a critical concern as its
safety is not yet guaranteed and is mainly used as off
label in cases of RPL, fetal, or neonatal alloimmune
thrombocytopenia (FNAIT), and implantation failure.
Several studies have demonstrated a regulation in the
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immune cell response, mainly T cells, in patients with
RPL due to immunological factors [4].

There were concerns regarding the off-label usage of
IVIG in cases in which patients are at risk of developing
FNAIT as the potential immunostimulatory or
immunosuppressive on the fetal immune system was not
clear [7]. Moreover, concerns have been raised about the
extrapolation of evidence from non-pregnant populations
with immune thrombocytopenia (ITP) to pregnancy,
given the lack of sufficient data regarding IVIG’s use in
pregnancy [8, 9]. Additionally, doubts have been raised
regarding the effectiveness of IVIG in treating severe
hemolytic disease of the fetus and newborn (HDFN), with
some researchers calling for more targeted investigations
into its indications and true effects in these contexts [8].

Despite all these risks, multiple studies demonstrated
positive pregnancy outcomes including an increase in
the rates of live birth with IVIG infusion [6]. Thus, the
usage of IVIG infusion in case of RPL is still off labeled
and the evidence of potential benefits cannot be ignored,
and further studies are recommended to assess its safety
of both, mother and the fetus.

CONCLUSION

In conclusion, although the IVIG infusion in pregnancy
remains controversial and requires further well-controlled
studies, published evidence of its role in improving the
outcomes of patient with RPL is promising. Further well-
established randomized controlled trials are crucial to clarify
its safety, establish a treatment protocol, and determine the
patients who would benefit the most from IVIG therapy.
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