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Abstract

Immune thrombocytopenic purpura (ITP) is an acquired autoimmune dis-
order, defined by a platelet count of less than 100 x 10°/L, secondary to im-
paired production and immune destruction of platelets. Bleeding tendency is
the main presentation of this condition. Clinical symptoms and investigations
will confirm the diagnosis. Steroid is the first line of treatment. Although Ri-
tuximab and Thrombopoietin receptor agonists are useful second line agents
in non-pregnant adults, the data about their role in pregnancy are still lim-
ited. We present the case of a 30 year old primigravida, who was a known
case of chronic ITP since childhood; the course of her disease was fluctuating,
for which oral steroids were used accordingly. She presented with gum
bleeding and petechial rash with very low platelets count. She was sponsored
by the Patient Support Program and was given Eltrombopag during the third
trimester. She responded well to Eltrombopag with no noticeable side effects,
neither to the mother nor to the baby so far. Eltrombopag has been assigned
Category C by the Federal Drugs Agency (FDA) nevertheless there are no
well controlled data in the literature about its role in pregnancy.
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1. Introduction

Idiopathic thrombocytopenic purpura (ITP), also known as Primary immune

thrombocytopenic purpura and autoimmune thrombocytopenic purpura, is

DOI: 10.4236/0jog.2019.97096

Jul. 18,

2019 991 Open Journal of Obstetrics and Gynecology


http://www.scirp.org/journal/ojog
https://doi.org/10.4236/ojog.2019.97096
http://www.scirp.org
https://doi.org/10.4236/ojog.2019.97096
http://creativecommons.org/licenses/by/4.0/

K. S. Hazari et al.

primarily a disease of increased peripheral platelet destruction, with most pa-
tients having IgG antibodies produced by patients B-cells and directed against
specific platelet membrane glycoproteins GP IIb/IIIA. Autoreactive cytotoxic T
cells along with humoral and cellular auto-immunity affect the megakaryocytes,
also impairing platelet production [1].

ITP can present with spontaneous epistaxis, gum bleeding, petechiae and ecc-
hymosis. ITP is diagnosed more commonly during pregnancy when they are
being routinely screened for anemia in pregnancy. Isolated thrombocytopenia is
the characteristic finding on complete blood count evaluation. Peripheral blood
smear shows normal morphology of red blood cells, white blood cells and plate-
lets, including large and clumped platelets. Manual platelet count using citrate
anticoagulated blood is a more reliable indicator of the actual platelet counts as
Ethylene DiamineTetraAcetic acid could cause platelet clumping. ITP should be
considered in pregnancy when the platelet counts fall below 100,000/ul. It can be
differentiated from Gestational thrombocytopenia, which is a close differential
diagnosis, as the platelet counts usually don’t fall below 100,000 in the latter.
Other causes low platelets being the pregnancy-associated microangiopathic
syndromes. Severe ITP should be considered when the platelet count falls below
50,000/ul with bleeding symptoms requiring immediate therapy. Though the
overall risk of bleeding in ITP is low and there is a weak correlation between the
platelet counts and bleeding tendencies, risk of bleeding is high with platelet
count of less than 10,000 and treatment aims at preventing potentially fatal in-
tracranial and gastrointestinal bleeding in the mother [2].

The incidence of ITP varies from 1 to 5 per 100,000 adults in the general pop-
ulation [3]. Immune thrombocytopenia (ITP) occurs in approximately 1 to 3 in
1000 pregnancies [4]; approximately ten-fold higher compared to the general
population. The estimated incidence of severe ITP in pregnancy is 0.83 per
10,000 maternities [5].

The approach to treatment of ITP in pregnancy depends on whether the pa-
tient is actively bleeding and the gestational age. Corticosteroids are the first
drugs of choice if the patient has no major bleeding, while platelet transfusions
and Intravenous immunoglobulins are preferred during active bleeding, un-
planned delivery and Neuraxial anesthesia.

Thrombopoietin receptor agonists activate the platelet thrombopoietin recep-
tor thus stimulating production of platelets and other hematopoietic cells. The
data concerning safety o Thrombopoietin receptor agonists during pregnancy
are limited, although they have been used effectively in the non-pregnant popu-
lation.

We present a case of severe ITP who was successfully treated with Eltrombo-

pag in pregnancy.

2. Case Report

A 35-years-old primigravida was referred to us at 18 weeks of gestation with

complains of gum bleeding and petechiae over the legs. She was a diagnosed case
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of Chronic ITP since the age of 4 years. She had been on low dose steroids since
then which was adjusted according to her platelet counts. Three years back, she
had an episode of severe menorrhagia when her platelet dropped to 7000, and
she was treated with steroids and platelet transfusions.

Her platelet count was found to be 6000, with a manual platelet count of
19,000. She was vitally stable. In view of the severe thrombocytopenia, she has
advised admission for Intravenous steroids and monitored regularly with CBC
and was discharged home on low dose oral steroids with regular followup. At 26
weeks, she stopped steroids due to mild muscle pains, but was reassured and ad-
vised to continue taking the minimal effective dose.

On follow up at 34 weeks, she still had complained of gum bleeding, her
platelet count was 13,000. She was then commenced on Eltrombopag 50 mg dai-
ly, under the sponsorship of “The Patient support Group program”. She was
booked for Elective Caesarean section at 38 weeks during the Multidisciplinary
(MDT) meeting where in the consultant Obstetrician, Physician, Anesthetist,
Neonatologist, Hematologist and Pharmacist were present. She showed a dra-
matic rise in her platelet count which peaked at 38 weeks to 240 x 10°/L when
she was delivered by Elective Caesarean section as advised by the MDT to avoid
the bleeding risk (Figure 1).

She delivered a healthy female baby, weighing 2.5 kg. She did not require any
blood transfusion or platelet transfusion during the surgery. The postpartum and
peripartum period was uneventful. The baby’s platelet count was 237 x 10°/L at
birth as well on follow up showed normal range of platelets count. Both mother
and her baby were discharged in a stable clinical condition. Patient was advised to
stop Eltrombopag and follow up after 1 week. Postpartum at 1 week her platelet
count dropped to 13 x 10°/L. To date both mother and child are healthy.
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Figure 1. Shows the platelets count at presentation, Eltrombopag treatment and early
puerperium.
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The baby was followed up regularly, at present she is 20 months old with

normal milestones and growth.

3. Discussion

ITP is an autoimmune disorder caused by autoantibodies known as Platelet as-
sociated immunoglobulin (PAIg) directed against glycoprotein GPIIb/IIIa or GP
Ib/IX complex and other glycoprotein (GP) complexes. CD4-positive helper cells
in reaction to platelet surface glycoproteins which possibly involves CD40/CD40L
co stimulation produce antibodies leading to the autoimmune destruction.

These antibody coated platelets are destroyed by the tissue macrophages lo-
cated in the spleen leading to their reduced life span. Both humoral and cellular
immunity targeted at megakaryocytes, in addition to the autoreactive cytotoxic T
cells leads to reduced platelet production [2].

The most common condition which can be confused with ITP is Gestational
thrombocytopenia, which occurs in 4% - 8% of pregnancies. The platelet count
in gestational thrombocytopenia usually ranges between 100 - 150 x 10°/L.
However, in 1% of pregnant women with gestational thrombocytopenia the
platelet count ranges from 70 - 100 x 10°/L. These patients usually present dur-
ing late pregnancy or delivery and it has no serious implications either to the
mother or neonate. Other causes include the microangiopathic syndromes, name-
ly: pre-eclampsia with HELLP syndrome, Thrombotic ThrombocytopenicPur-
pura, Hemolytic Uremic Syndrome and acute fatty liver of pregnancy [2].

Management of ITP during pregnancy depends on the platelet count, bleeding
symptoms and the need of Neuraxial anesthesia or operative delivery. The aim of
treatment is to reach a safe platelet count and prevention of severe gastrointes-
tinal or intracranial bleeding, rather than reach a normal platelet count.

Maternal hemorrhage during delivery and severe neonatal thrombocytopenia
leading to intracranial or visceral hemorrhage are of serious concern.

In the absence of bleeding, the platelet count threshold for vaginal delivery is
30 x 10°/L and 50 x 10°/L for Caesarean delivery. Platelet transfusion is indicated
if platelet count is less than 10 x 10°/L at any time, less than 30 x 10°/L in the
third trimester or if there are any signs of bleeding [1].

Glucocorticoids are the first line of therapy if patient has no life-threatening
bleeding, as they are cost effective and non-teratogenic, compared to cytotoxic
drugs like azathioprine and cyclophosphamide. In cases of life-threatening
bleeding or during emergencies, Intravenous immunoglobulin can be considered
safe therapy. Its effect is, however, transient and its cost is high.

The development of various growth factors in the field of Hematology has po-
sitively affected the treatment practice. After the era of Erythroid and myeloid
growth factors which succeeded in stimulation of erythrocytes and neutrophils,
we now have effective thrombopoietic growth factors available which can stimu-
late platelet production.

Thrombopoietin (TPO) is the major physiological regulator of platelet pro-
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duction, being produced by the liver and cleared by the TPO receptors on the
platelets. Eltrombopag is an oral non peptide TPO receptor agonist which is
highly effective in the treatment of refractory ITP and hepatitis C induced
thrombocytopenia. It networks with the transmembrane domain of the TPO re-
ceptor (cMpl) causing enhanced platelet production, and also stimulates mega-
karyocyte growth and differentiation. After oral administration, the platelet
counts start to rise by day 6 and attain peak levels after 12 - 15 days.

Headache is a well-known complication of this group of drugs, other long-term
risks include thrombosis, increased bone marrow reticulin and blast production.
Rebound thrombocytopenia is frequentlyseen after discontinuation of therapy.
The starting dose is 50 mg daily, with a maximum dose of 75 mg daily, and a
reduced dose of 25 mg daily in cases with hepatic impairment [6] [7].

Eltrombopag has been categorized as category C by the FDA. Due to lack of
enough and well controlled studies in pregnancy, it should be used in pregnancy
only if benefit outweighs the risks. Evidence of embryo lethality & decreased fet-
al weight was observed in animal reproduction and developmental toxicity stu-
dies [1]. In our patient it was started in the third trimester, so there were no
chances of embryo lethality.

It is not known if Eltrombopag is present in breast milk. Due to the potential
for serious adverse effects in the breastfed infant, breastfeeding is not recom-

mended by the manufacturer.

4. Conclusion

Eltrombopag can be considered as a safe treatment option in pregnant patients
with severe ITP, who fail to respond to other therapies like steroids and immu-
nosuppressant. The limiting factor is high cost of the drug and lack of studies in

the pregnant population.
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