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Summary

Ozet

Objective: The aim ofthe study was to investigate a case ofre-

sistant  idiopathic ~ trombocytopenic purpura in pregnancy.

Institution: University  of Marmara  School  of Medicine
Department  of Obstetrics  and  Gynecology, Istanbul,
Turkey.

Material and Method: A case of resistant idiopathic trombo-
cytopenic purpura in pregnancy was presented and deliv-

ered by cesarean section.

Findings: Most patients with vresistant idiopathic trombocy-
topenic purpura in pregnancy have a response to corti-
costeroids or intravenous immune globulin, but improve-
ment is often transient. Our case was successfully man-
aged with  administration  of pulsed high-dose oral dex-
amethasone.

Conclusion: The treatment of resistant idiopathic trombocy-
topenic purpura in pregnancy with pulsed high-dose oral
dexamethasone offers ease of administration, a low cost-

therapeutic option with minimal side effects in patient.

Key Words: Idiopathic thrombocytopenic purpura,
Pregnancy, Dexamethasone, Cesarean section

T Klin J Gynecol Obst 1999, 9:118-121

Autoimmune thrombocytopenia, also termed
idiopathic thrombocytopenic purpura, is the mater-
nal platelet disorder that first prompted concern
about fetal thrombocytopenia. The disorder is most
common in women, and more than70% of women
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Amag: Bu c¢alismada, gebelikte resistan  idiyopatik  trombosi-
topenik purpura vakasini arastirmak ve uygun  bir yon-

temle tedavi etmek amaglanmistir.

Calismanin ~ Yapiddigt  Yer: Marmara  Universitesi  Tip  Fakiiltesi

Kadin  Hastaliklart  ve Dogum  Anabilim  Dali.

Materyel ve Metod: Gebelikte resistan idiyopatik trombosi-
topenikpurpura vakasi tedavi sonrasi sezaryen ile dogur-
tuldu.

Bulgular:  Gebelikte  resistan  idiyopatik  trombositopenik pur-
purali  hastalarin  ¢ogu  kortikosteroidlere veya intravendz
immun  globulinlere  cevap  verirler ancak bu  cevaplar
¢ogu kez gegicidir. Bu yazida gebelikte resistan idiyopatik
trombositopenik purpura  vakast yiiksek doz oral  dek-

sametazon ile basarili sekilde tedavi edilmistir.

Sonu¢:  Gebelikte resistan  idiyopatik  trombositopenik purpura

vakalarimin  yiiksek doz oral deksametazon ile  tedavisi
hasta i¢in  kolay wuygulanabilen, ucuz ve diger tedavi
segeneklerine oranla ¢ok daha az yan etkileri olan bir te-
davi yontemidir. Klasik tedavilere direng gosteren  resis-

tan  vakalarda uygulanabilir.

Anahtar Kelimeler: Resistan idiyopatik trombositopenik
purpura, Gebelik, Deksametazon,

Sezaryen

T Klin Jinekol Obst 1999, 9:118-121

with autoimmune thrombocytopenia are of child-
bearing age (1). Platelet autoantibodies facilitate in-
creased platelet destruction by the reticuloendothe-
lial system, especially the spleen. Immunoglobulin
antiplatelet autoantibodies cross the placenta and
place the fetus at risk for thrombocytopenia and se-
rious bleeding problems such as intracranial hem-
orrhage (2). Thus avoidance of fetal hemorrhagic
complications became the central issue in the ob-
stetric management of women with autoimmune
thrombocytopenia.
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The route of delivery was considered to have
great impact on fetal-neonatal hemorrhage in
women with autoimmune thrombocytopenia, after
neonatal intracranial hemorrhage was first reported
20 years ago in association with vaginal birth (3).
Passage through the birth canal was proposed as the
reason for bleeding in thrombocytopenic fetuses

.

However, others suggested that cesaren birth
should be reserved for fetuses known to be severe-
ly thrombocytopenic (5). This approach was attrac-
tive because the risk of neonatal bleeding is in-
versely proportional to the platelet count, and
bleeding complications are rare with platelet counts
>50,000 cells/mm’ (6). Because most fetuses have
higher platelet counts, the majority of cesarean de-
liveries could potentially be avoided.

Case Report

A 29-year-old pregnant woman, gravida 2,
para 0, abortus 1 was newly diagnosed with throm-
bocytopenia when a routine complete blood cell
count revealed a platelet count of 36,000/mm’ at
30,5 weeks of gestation. The repeat platelet count 1
week later was 24,000/mm’. A diagnosis of idio-
pathic thrombocytopenic purpura was established
after other causes of thrombocytopenia were ruled
out.

After the hematology consultation, oral pred-
nisolone 1 mg/kg perday (total of 76 mg) was initi-
ated. One week later no response was seen and in-
travenous 1gG, 1 gm/kg was given. When she was
at 32,5 weeks of gestation the repeat platelet count
fell to 19,000/mm’, and prednisolone 76 mg po was
started again. Five days later the platelet count was
21,000/mm’. The patient was treated with oral
pulsed-dose dexamethasone 40 mg daily for 3 days
only. Patient's platelet count rapidly increased to
34,000/mm’. The patient tolerated the medication
well. Patient's platelet count remained between
30.000 and 40.000 mm® without further treatment.
Between the 32.5 and 36 weeks, patient was ob-
served with NSTs, which were reactive. At 36
weeks of gestation NST became non-reactive, and
the primigravid patient had a Bishop score of <5,
and it was not appropriate for her to perform an
elective induction. A cesarean section was there-
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fore performed and a male infant with a weight of
3150 gm, Apgar score 9/10 was delivered.

At the preoperative period within a 2 hours
time before the operation, 8 units of thrombocyte
transfusion was started. Then, during the operation
4 units, and in the postoperative period another
4 units of thrombocyte transfusion was carried
out.

At the second postoperative day the platelet
count was 48,000/mm’. In the early neonatal peri-
od, the infant's platelets were 372,000/mm’. The
neonatal course and maternal postoperative course
were uncomplicated. On the third postoperative day
the patient's platelet count fell down to
10.000/mm’, and the patient was given 1 mg/kg po
prednisolone. At the sixth day, when the platelet
count still low 16,000/mm’, prednisolon was in-
creased to 2,5 mg/kg orally for 5 days.

Five days later, the platelets increased to
36,000/mm’, it was decided to decrease the pred-
nisolone dose to 48 mg daily. Meanwhile, the pa-
tient and her close relatives wanted to discharge
from the hospital for social reasons. A meeting was
made with the hematology clinics and they consid-
ered splenectomy for the patient. It was decided to
follow the patient in the outpatient clinic on regular
intervals.

The course of treatment during the pregnancy
was shown in the figure below.

1007
PG P o] P @] D
o A
v"'gBD
570
(=}
% 60
ESO
&)
T 4
&
©
E3('.\
20

—
Q

o

30 kil 3z 33 34 35 36
Gastational age

Changes in the platelet count after administration
of prednisolone (P), intravenous immune globulin
(G), and oral dexamethasone (D).
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Discussion

Autoimmune thrombocytopenia can be diffi-
cult to distinguish from other causes of thrombocy-
topenia and is a diagnosis of exclusion. Although
unexplained thrombocytopenia in pregnancy is of-
ten labeled as autoimmune thrombocytopenia,
some women have other disorders, including inci-
dental thrombocytopenia, preeclampsia, systemic
lupus erythematosus, antiphospholipid syndrome,
human immunodeficiency virus infection, dissemi-
nated intravascular coagulation, drug-induced
thrombocytopenia, thrombotic thrombocytopenia,
and pseudo-thrombocytopenia as a result of labora-
tory artifact.

Incidental thrombocytopenia of pregnancy de-
scribes a mild (usually >80,000 cells/mm’ platelet
count), common (up to 5%), asymptomatic throm-
bocytopenia that occurs during pregnancy (7). This
accounts for >70% of thrombocytopenia in preg-
nant women (8). The cause of thrombocytopenia in
these women is unclear but may be an acceleration
of the physiologic pattern of increased platelet de-
struction (8). Women with incidental thrombocy-
topenia are healthy, not at risk for fetal thrombocy-
topenia or bleeding complications, and have no his-
tory of autoimmune thrombocytopenia (9). The on-
ly infant bom to a cohort of 756 women with inci-
dental thrombocytopenia and a platelet count
<50,000 cells/mm’ had congenital bone marrow
dysfunction (8). Others have confirmed the ex-
tremely low risk of fetal thrombocytopenia in
women with incidental thrombocytopenia (TO).

Over the past few years several investigators
have made convincing and eloquent arguments for
the conservative management of women with inci-
dental thrombocytopenia and autoimmune throm-
bocytopenia (11). Recommendations are to deliver
by cesarean section only for obstetric indications,
without determining the fetal platelet count.
Nevertheless, same cases of thrombocytopenia are
still managed with cordocentesis, fetal scalp sam-
pling, and cesarean delivery (12). We share the uni-
versal desire to prevent the life-threatening morbid-
ity of neonatal bleeding and intracranial hemor-
rhage. However, we propose that it is time to dis-
card the routine use of these invasive tests and
treatments.
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In summary, the risk of serious fetal or neona-
tal hemorrhage is quite low in women with autoim-
mune thrombocytopenia and negligible in those
with incidental thrombocytopenia. Fetal scalp sam-
pling and cordocentesis lead to unnecessary cesare-
an sections. Finally and perhaps most important, it
has not been shown that vaginal delivery causes he-
morrhage in fetuses with thrombocytopenia or that
cesarean delivery prevents it. These interventions
in women with incidental thrombocytopenia and
autoimmune thrombocytopenia are costly, poten-
tially risky, and ineffective in the prevention of
neonatal bleeding complications. Evidence docs
not support the routine use of fetal scalp sampling,
cordocentesis, and cesarean delivery in women
with thrombocytopenia.

This case illustrates the potential usefulness of
pulsed-dose oral dexamethasone for refractory id-
iopathic thrombocytopenic purpura in pregnancy.
Other medications used in this setting (e.g., intra-
venous Rh immunoglobulin, danazol, vincristine,
and colchicine) have undesirable effects in preg-
nancy and potential fetal risk. This dexamethasone
regimen was described by Anderson (13). In that
report, patients who had failed to maintain adequate
platelet levels in spite of multiple treatment modal-
ities (including high-dose prednisone in addition to
splenectomy, intravenous IgG, or chemotherapy)
all had significant improvement with pulsed-dose
oral dexamethasone. This improvement in platelet
levels persisted for >6 months of posttreatment fol-
low-up, and no significant side effects were identi-
fied.

The principal concerns with the use of pulsed-
dose dexamethasone are maternal immune suppres-
sion and maternal or fetal adrenal suppression.
Immune suppression does not appear to be a clini-
cal risk until the regimen has been used for 3 or less
months. Clinical experience with repeated dosing
of long-acting steroids in comparable cumulative
doses suggests that any maternal or fetal adrenal
suppression with pulsed-dose steroids is clinically
insignificant in the first 3 months of the treatmant

(14).

In addition to improvement in platelet status,
this treatment also offers benefits because ofits low
cost and ease of dosing. The cost of intravenous
1gG therapy approaches $120/per gm a day for the
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medication alone. In contrast, dexamcthasone
would cost < S5 per day. The benefits of oral dex-
amcthasone in terms of efficacy, cost, and ease of
administration make it a reasonable ifnot preferred
alternative.

Differential diagnosis for ITP include common
disorders, such as autoimmune diseases, and lym-
phomas, which were exclucded in this case by neg-
ative tests for AN A (antinuclear antibody), anti
DNA antibody, rheumatoid factor, normal lactad
dehydrogenase, sedimentation rates, and normal
abdominal ultrasound.

Future studies should pursue the efficacy and
safety of pulsed high-dose oral dexamethasone as
second-line therapy for those pregnant patients
with idiopathic thrombocytopenic purpura who fail
to respond to high-dose prednisone.
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