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Abstract

Background: Immune thrombocytopenia (ITP) is an autoimmune condition that af-
fects individuals of all ages, leading to a heightened risk of bleeding. ITP accounts
for 5% of all pregnancy-related thrombocytopenia cases with an incidence of 1 in
every 1,000 pregnant women. Several conditions can cause thrombocytopenia during
pregnancy, making the diagnosis challenging. Current treatment of patients with ITP
focuses on maintaining a safe platelet count rather than correcting it to normal levels.
Case Presentation: This article presents a case of a 26-year-old patient at 33 weeks
of gestation with severe symptoms of thrombocytopenia, evidenced by a platelet
count of 1000/mmé. The patient experienced self-resolving episodes of gingival
bleeding, vaginal bleeding, and petechiae on her abdomen, as well as on both upper
and lower extremities, over a duration of three days. She was successfully managed
Medical Center, Beirut, with prednisolone and intravenous immunoglobulin (IVVIG), resulting in favorable
Lebanon maternal and neonatal outcomes.

E-mail: Conclusion: While there are currently no universally accepted guidelines for the
rawad halimeh@gmail.com  treatment of ITP, expert consensus recommendations are available. Therefore, treat-
ment should be individualized and closely monitored. A multidisciplinary team ap-
proach is essential for the effective management of ITP during pregnancy.
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Introduction

bocytopenic purpura, previously referred to

as idiopathic thrombocytopenic purpura, is
an autoimmune condition that targets both the
adult and pediatric populations. It usually presents
with a transient or a persistent thrombocytopenia
which, depending on the severity, increases the
risk of bleeding (1). ITP is classified into primary
and secondary forms. Primary ITP is character-
ized by an isolated thrombocytopenia (less than
100x10° cells/L), with the absence of any other

I mmune thrombocytopenia or immune throm-

causes that may be associated with thrombocyto-
penia. It remains a diagnosis of exclusion.

On the other hand, secondary ITP is usually as-
sociated with an underlying disease or a drug-
mediated thrombocytopenia (2). The distinction
between primary and secondary ITP has a clinical
importance due to their distinct nature and treat-
ment options (2). ITP is usually classified into
four phases: "Newly Diagnosed" ITP which oc-
curs within 3 months from diagnosis, "Persistent"
ITP which lasts between 3 and 12 months,
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"Chronic" ITP which persists for more than 12
months, and "Severe" ITP characterized by bleed-
ing symptoms that require treatment (2). ITP ac-
counts for 5% of all pregnancy-related thrombo-
cytopenia cases with an incidence of 1 in every
1,000 pregnant women (3).

ITP symptoms are similar in both pregnant and
non-pregnant patients, with most cases being asy-
mptomatic and mild, presenting with incidental
thrombocytopenia during routine examinations
(4). More rarely, ITP presents with clinical fea-
tures including extensive petechiae and purpura,
epistaxis, gingival bleeding, excessive bruises,
prolonged bleeding from cuts, and hematochezia
(4). Women who have a history of ITP before
pregnancy are at a higher risk of developing a
more symptomatic form of the disease once they
become pregnant (4). A retrospective study by
Webert K E et al of 92 patients who had 119
pregnancies over 11 years showed that patients
with a previous diagnosis of ITP were more likely
to require therapy than those who developed ITP
for the first time during pregnancy (5).

ITP is mediated by antibodies that target many
platelet surface glycoproteins including GP Ib/IX
and GPIIb/Illa (3). These autoimmune complexes
trigger platelet destruction by the reticuloendothe-
lial system of the spleen, followed by macrophage
phagocytosis through Fcy receptors (3). As a re-
sult, the bone marrow compensates by increasing
the production of megakaryocytes which can be
detected on bone marrow aspirate (3) and eventu-
ally in peripheral blood (4).

According to British Committee for Standards in
Haematology General Haematology Task Force,
treatment of patient with ITP aims to provide a
safe platelet count rather than correcting it to
normal levels (6, 7). The severity of the illness
and the age of the patient must be accounted for in
order to decrease the risk of bleeding and death
(8). It has been shown that both bleeding risk and
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fatality rates increase with age (8) and that the risk
of serious bleeding significantly rises when plate-
let counts fall below 30x10° cells/L (9). Accord-
ingly, treatment should be reserved for patients
with bleeding symptoms or platelet counts below
30x10°cells/L due to the potential toxicity associ-
ated with available treatment options (6, 10).

Universally accepted guidelines on the treatment
of ITP still do not exist, as no randomized con-
trolled trials have been published yet. However,
an expert consensus is available. As a result, treat-
ment must be individualized and closely moni-
tored. Risk of hemorrhage should always be kept
in mind when choosing the proper treatment.
Therefore, ITP in pregnancy constitutes a prime
example of a condition that requires a multidisci-
plinary collaboration among hematologists, obste-
tricians, neonatologists, and anesthesiologists (11-
13).

Table 1 demonstrates the comparisons between
the current treatment options for ITP. Steroids and
IVIG remain the mainstay of therapy (14). Treat-
ment can also be initiated if symptoms of throm-
bocytopenia begin to appear (epistaxis, petechiae,
gingival bleeding, excessive bruises, prolonged
bleeding from cuts, hematochezia), regardless of
platelet level (15). Steroids are the first-line thera-
peutic agents for asymptomatic patients, with
studies indicating a response rate of 70%. Howev-
er, their use is associated with adverse effects in-
cluding hypertension, Cushing’s syndrome, and
elevated intracranial and intraocular pressure (16).
Dosage of administered prednisone is usually be-
tween 0.5 and 2 mg/kg/day, with a therapeutic
response typically observed over several weeks
(17).

Treating physicians revert to IVIG as the first-
line treatment for symptomatic patients or when
platelet levels fall below 10x10° (16). IVIG dos-
ing has changed from 0.4 g/kg/day administered
over 5 days to newer protocols that suggest the

Table 1. Treatment options for pregnancy induced ITP (17)

Treatment Response rate (%) Dosage Time for response
Prednisone 70 0.5-2.0 mg/kg/day Several days to weeks
IVIG 70 1000 mg/kg/day 1 to several days
Rituximab 40 100-375 mg/m? Several weeks
Intravenous anti-D 70 75 ug/kg 1 week
Romiplostim 80 1-10 pg/kg More than 1 month
Eltrombopag 80 25-75 mg/day More than 1 month
Splenectomy 80 - -
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administration of 1 g/kg over one or two infusions
in 48 hr (18). The latest protocol leads to an ele-
vation of platelet levels within a shorter time
frame as adopted from the American Society of
Hematology (17). Despite the quicker response,
rare cases of thrombosis and renal failure have
been reported (17). Some studies have shown that
the combination of both corticosteroids and IVIG
lead to a synergistic effect (18, 19).

The second-line treatment options available in-
clude Rituximab, thrombopoietin receptor antago-
nist (Romiplostim, Eltrombopag) (11, 19), intra-
venous anti-D, and splenectomy in pregnant
women who are in their second trimester of preg-
nancy (20).

In this paper, a rare case of a 26-year-old preg-
nant patient is described who presented to our
hospital with severe symptoms of ITP and a plate-
let count of 1000/mm?3. The condition was suc-
cessfully managed, resulting in a good maternal
and neonatal outcome.

Case Presentation

A 26-year-old female patient, with an obstetric
history of Gravida 3 Para 1, and a known diagno-
sis of gestational hypertension controlled with
Nifedipine, was referred to our institution (Saint
George Hospital University Medical Center, Bei-
rut, Lebanon) in 2019 at 33 weeks of gestation for
a routine nonstress test (cardiotocography).

The patient reported self-resolving episodes of
epistaxis for three days, gingival bleeding, and
petechiae on her abdomen and both upper and
lower limbs (Figures 1A, 1B, and 1C). She also
reported one episode of vaginal bleeding and two
episodes of diarrhea on the same day of presenta-
tion. She reported no experience of contractions,
fluid leakage, headache, or epigastric pain. There
was no history of trauma or recent initiation of a
new medication prior to the onset of these symp-
toms. However, she had a history of one previous
preterm delivery (spontaneous vaginal delivery)
and one spontaneous miscarriage at an unknown
gestational age. Her blood group was A+, and she
had undergone a splenectomy due to a war-related
trauma in 1993, when she was one year old. She
was a non-smoker, denied alcohol consumption
and had no known food or drug allergies. The pa-
tient was taking aspirin, Nifedipine, and multi-
vitamins. The aspirin was prescribed for pre-
eclampsia prophylaxis but was discontinued upon
the diagnosis of ITP.

B ol Gingival bleedi
Petechiae over upper limbs. TLBRERa

Figure 1. Clinical presentation of the patient

Upon arrival, her initial vitals were as follows:
heart rate of 100 bpm, temperature of 36.6°C, and
blood pressure of 145/90 mmHg. Laboratory tests
and blood smear obtained upon presentation
showed a platelet count of 1000/mm?3, which was
repeated for confirmation, with no evidence of
hemolysis or pancytopenia. Blood smear test con-
firmed thrombocytopenia with absence of platelet
clumping on examination.

Following these results, the patient was admitted
to the hospital, and a multidisciplinary approach
was initiated, involving consultations with a he-
matologist, perinatologist, and a neonatologist to
investigate her marked thrombocytopenia. Two
units of platelets were transfused immediately,
and 40 mg of dexamethasone per day were started
in accordance with Bussel, JB et al and Mithoo-
wani, S et al respectively (21, 22). The fetus was
monitored using a nonstress test twice a day. The
fetal ultrasound performed upon admission show-
ed no abnormalities.

Inpatient management: Secondary thrombocyto-
penia was ruled out, as the patient had not initiat-
ed any new medications and exhibited no history
of bruising or petechiae prior to pregnancy.
HELLP syndrome, disseminated intravascular co-
agulation (DIC), preeclampsia, and acute fatty
liver were ruled out by laboratory findings includ-
ing normal liver enzymes, normal coagulation
panel, and no proteinuria. The patient's blood
smear indicated thrombocytopenia, characterized
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by the presence of anisocytosis and the absence of
abnormal white blood cells (WBC). Gestational
thrombocytopenia was ruled out due to the signif-
icantly low platelet count. Additionally, congeni-
tal thrombocytopenia and pancytopenia were also
excluded due to the normal platelet levels in the
neonate after delivery. An immunoassay was con-
ducted, yielding negative results except for the
presence of immunity to hepatitis B and cytomeg-
alovirus (CMV) (Table 2).

The diagnosis of immune thrombocytopenic
purpura was confirmed. The patient received a
daily dose of 40 mg of dexamethasone since the
day of hospitalization, for a total of four days.
Following this treatment, the platelet count in-
creased to 20000/mm?, but subsequently declined
to 1000/ mm? two days later, showing a persistent
grade 4 thrombocytopenia without any new bleed-
ing episodes.

On day 9, IVIG was initiated along with a sec-
ond course of dexamethasone, administered intra-
venously at a dose of 6 mg every 12 hr for a total
duration of four days. During this treatment peri-
od, the platelet count increased from 5000/mm? on
day 8 to 38000/mm? on day 10, before falling to
23000/mm?® on day 13. Detailed platelet count val-
ues are presented in figure 2.

A second course of IVIG was administered on
days 14 and 15, at a dosage of 1 g/kg per day over
a 48-hr period. Platelet count rose above 50000/
mm?3 for the first time during her hospitalization.
During her stay, the patient received a total of 15
units of platelet transfusions. Throughout her
treatment, no side effects of the given IVIG were
noted; the patient reported no symptoms of head-
ache, nausea, or vomiting. Additionally, there was
no evidence of decreased urine output or any
signs of acute kidney injury.

Table 2. Immunoassay results

Parameters Results
HIV ag/ab 0.13 S/CO
HCV Ab 0.06 S/CO
HBs Ab 95.28 mlU/mIH
HBs antigen 0.17 S/CO
CMV IgG 87.5 AU/ml H
CMV IgM 0.32 Index
EBV IgM (VCA) 0.24 S/CO
EBV IgG (VCA) 41.89 S/CO
Direct coombs test Negative
Indirect antiglobulin coombs test Negative
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Figure 2. The platelet counts during the patient's hospital stay
shown as days of hospitalization. The platelet count increased
from 1000/mm? on the day of admission to 70,000/mm? on the
day of delivery. This rise in platelet count was the result of
steroid and IVIG treatments

It is important to note that the fetal ultrasound
performed on day 9 of hospitalization (at 34
weeks and 6 days of gestation) revealed oligohy-
dramnios with an amniotic fluid index (AFI) of 3.
The estimated fetal weight (EFW) was 2453 g,
which is at the 35th percentile. No gross congeni-
tal abnormalities or signs of thrombocytopenia
were observed. The umbilical artery Doppler ex-
amination showed normal results. On day 15, AFI
dropped to 1.8, showing severe oligohydramnios,
while the EFW was 2628 g at the 36th percentile,
with no signs of intracranial hemorrhage. Consid-
ering these factors, the team decided to perform a
cesarean section at 35 weeks and 5 days, due to
the presence of oligohydramnios and an increase
in the platelet count to 50,000/mm?®. The major
concern was that inducing labor could lead to fur-
ther decrease in the platelet count. This would
limit the patient’s ability to benefit from locore-
gional anesthesia and the risk of postpartum hem-
orrhage could be increased.

Two units of packed red blood cells (RBC) and
eight units of platelets were prepared prior to sur-
gery. The cesarean section was performed under
spinal anesthesia, with a Pfannenstiel incision.
The placenta was extracted and sent to pathology.
Estimated blood loss was within normal levels
post Cesarean section. A living baby girl was born
with an Apgar score of 8 at 1 min, 5 at 5 min, and
5 at 10 min, weighing 2600 g. At birth, she re-
quired oxygen support via an ambu-bag and was
subsequently transferred to the NICU, where she
was placed on bubble CPAP due to apnea on day
1 of life. She was discharged from the NICU 3
days later. Umbilical cord blood tests at delivery,
as well as on days 3 and 5, showed no abnormali-
ties, and no evidence of neonatal alloimmune
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thrombocytopenia was noted. The patient was
discharged on day 4 with a platelet count rising
from 50000/mm?® preoperatively to 193000/mm?3
postoperatively, and a hemoglobin level of 9.6
g/dL.

At the postpartum visit, the patient reported no
gingival bleeding or petechiae on her abdomen or
extremities. Her blood tests showed normal plate-
lets levels of 165000/mm? and a normal hemoglo-
bin level of 11.3 g/dL. Subsequent follow-up did
not indicate thrombocytopenia in either the moth-
er or the baby.

Discussion

Generally, the primary function of platelets is to
facilitate blood clotting. A decrease in platelet
levels increases the risk of bleeding and bruising,
and such bleeding may be difficult to control (23).
Immune thrombocytopenic purpura is an autoim-
mune condition in which the body produces anti-
bodies that target its own platelets, leading to a
reduction in platelet count (23). There are many
known and some unknown risk factors associated
with the development of ITP. During pregnancy,
ITP poses significant risks for the mother and can
complicate childbirth. As an autoimmune condi-
tion, these antibodies can occasionally cross the
placenta and attack the fetal platelets (24). Gener-
ally, most cases of ITPs in pregnancy do not re-
quire treatment. ITP is suspected when platelet
levels drop below 100,000/mm?® and more specifi-
cally if they fall below 80,000/mm?. Platelet levels
can guide treatment decisions, with normal ranges
typically between 150,000/mm? to 400,000/mm3,
Treatment is usually indicated if platelet levels
drop below 20,000/mm? in pregnancy or if the pa-
tient is symptomatic (25). Treatment is also rec-
ommended when platelet levels fall below 50,000/
mm? around delivery. Locoregional anesthesia is
usually considered safe when platelet levels are
above 70,000/mm? (25). Symptoms of thrombocy-
topenia range from petechiae, purpura, mucosal
bleeding, and the difficulty to stop bleeding fol-
lowing an injury.

The mainstay treatments of ITP in pregnancy are
prednisolone and IVIG. Prednisolone is indicated
when platelet levels drop below 50,000/mm? while
IVIG is used when the platelet levels drop below
20,000/mm?® (25). Prednisolone acts by stopping
the immune system from destroying the body’s
own platelets (26). In contrast, intravenous immu-
noglobulins function by inhibiting the antibodies
from attacking the body’s own platelets (26). A

multidisciplinary team approach in the manage-
ment of ITP is essential to ensure safe maternal
and neonatal outcomes.

Conclusion

Immune thrombocytopenic purpura is a rare but
significant cause of thrombocytopenia during
pregnancy. Although it most commonly presents
in the first trimester, it can occur at any time dur-
ing gestation. Women with ITP are at a higher
risk of severe postpartum hemorrhage, making it
essential for them to deliver in specialized units
equipped to handle such complications. The main-
stays of treatment for ITP include IVIG and low-
dose corticosteroids. Moreover, newborns should
be screened for neonatal immune thrombocytope-
nia. Accurate diagnosis of ITP is crucial, as it fa-
cilitates the exclusion of other potential causes of
thrombocytopenia and is essential for effective
management.
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