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ABSTRACT
Immune thrombocytopenic purpura (ITP) is a bleeding disorder characterized by isolated
thrombocytopenia (platelet count <150,000 u/L), which is not associated with a systemic
illness. ITP is reported in approximately 2 per 100,000 adults. The mean age of diagnosis is
50 years. ITP is more common in females of childbearing age and in pregnancy. In adults, the
course is more chronic although spontaneous remission can also occur within months of
initial diagnosis. A thorough and timely workup of thrombocytopenia is imperative to rule out
other differentials of ITP as it is considered a diagnosis of exclusion. Primary care physicians
encounter patients who exhibit signs of thrombocytopenia such as petechiae or purpura on
a regular basis. A high index of clinical suspicion is required to accurately diagnose ITP and
commence the appropriate treatment including glucocorticoids to increase the chances of
a favorable prognosis as described by the authors.
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1. Introduction

Immune thrombocytopenic purpura (ITP) is
a bleeding disorder characterized by isolated
thrombocytopenia (platelet count <150,000 u/L),
which is not associated with a systemic illness.
ITP is reported in approximately 2 per 100,000
adults with a mean age of diagnosis of 50 years
[1]. ITP is more common in females of childbear-
ing age and in pregnancy [2]. Prognosis is good
in children, with most achieving remission [1]. In
adults, the course is more chronic although spon-
taneous remission can also occur. This would
usually happen within months of initial diagnosis.
Mortality is higher in older patients and those
who do not respond to initial therapy.

2. Pathophysiology

Although the pathogenesis is still unclear, ITP is
believed to result from the development of an immu-
noglobulin G autoantibody targeting structural plate-
let membrane glycoproteins IIb-IIIa [3]. This renders
platelets susceptible to phagocytosis by splenic
macrophages and Kupffer cells in the liver. These
autoantibodies are detected in 40–60% of individuals
[4]. Thus, other mechanisms including impaired pro-
duction of the glycoprotein hormone thrombopoei-
tin, a stimulant for platelet production as well as
triggers such as childhood exposure to viruses, heli-
cobacter pylori infection and pregnancy are thought
to contribute to ITP [5,6].

3. Diagnosis

3.1. Clinical signs

An initial suspicion of ITP and classification of its
severity can be formed by examining a patient’s skin
and mucous membranes and enquiring about their
tendency to bleed or bruise with minimal trauma.
Mucocutaneous bleeding occurs as a consequence of
a primary hemostasis defect versus a secondary
hemostasis defect and deeper organ bleeding which
occur more commonly in other coagulopathies.
Clinical manifestations include petechiae, purpura
and ecchymosis that occur primarily in the upper
and lower extremities (Figure 1). Petechiae can also
occur in mucosal membranes including the hard
palate, nasal septum or gums leading to nose and
gum bleeds. Menorrhagia can be seen in females.
Platelet counts <10,000 u/L can be associated with
spontaneous widespread hematomas [7]. Fatal com-
plications including intracerebral hemorrhage or
overt gastrointestinal bleeding are less common.

3.2. Differential diagnosis

The differential diagnosis includes thrombotic
thrombocytopenic purpura, hemolytic uremic syn-
drome, disseminated intravascular coagulation, par-
oxysmal nocturnal hemoglobinuria, myelodysplastic
syndrome, lymphoproliferative disorders, infection
(HIV, Hepatitis C), and drug-induced thrombocyto-
penia (alcohol, heparin, sulfonamides).
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3.3. Investigations

In patients with ITP, isolated thrombocytopenia with
normal hemoglobin and leukocyte count are evident,
unless bleeding has occurred. ITP is a diagnosis of
exclusion, therefore it is imperative to rule out other
causes of isolated thrombocytopenia. Typically, coa-
gulation studies, HIV and Hepatitis C testing and
a peripheral blood smear are essential investigations
[8]. Peripheral blood smear can show enlarged plate-
lets without schistocytes. Bone marrow aspiration is
rarely required and reserved for patients whom the
diagnosis is uncertain; who are not responding to
standard therapies or if the blood smear shows
abnormalities aside from thrombocytopenia [8]. The
measurement of platelet-associated antibodies is not
helpful as this testing lacks both sensitivity and
specificity.

4. Treatment

When platelet counts drop below 30,000/uL with-
out active bleeding clinical observation is indi-
cated. When significant bleeding occurs treatment
is initiated. Glucocorticoids are first line therapy
such as Prednisone 1 mg/kg po once/day with
a slow taper [8]. Second line therapies includeFigure 1. Petechial rash and ecchymosis.
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Rituximab (375 mg/m2 IV once/week for one
month) or in refractory cases, thrombopoietin-
like agents such as Eltrombobag (25–75 mg once/
day) or Romiplostom (1–10 mcg/kg once/week)
are indicated [7]. Splenectomy can achieve com-
plete remission in two thirds of patients however
can increase the risk of thrombosis and infection
with encapsulated bacteria. As such, vaccination
against Streptococcus pneumonia, Haemophilus
influenza type B and Neisseria meningitides is indi-
cated [8].

Intravenous immunoglobulin (IVIG) and anti
D immunoglobulin (IG) are indicated for glucocorticoid-
resistant ITP or for management of severe bleeding. In
patients who are actively bleeding or in thosewith platelet
counts <10,000 rapid phagocytic blockade through IVIG
(1 g/kg once/day for 1–2 days) is attempted and IV anti-D
IG in Rhesus positive patients can be tried [7]. In life
threatening bleeds, platelet transfusion can also be
initiated which otherwise would normally be ineffective
due to rapid consumption.

5. Conclusion

Clinical symptoms and signs to suggest thrombocy-
topenia can be commonly encountered in primary
care offices. Signs of thrombocytopenia such as pete-
chia and purpura are a common presentation to
primary care. Thrombocytopenia should be reflexive
in a differential and if established, it is imperative to
rule out other systemic illnesses and medications
associated with thrombocytopenia as listed above to
avoid devastating complications.
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