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Case Report
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ABSTRACT

Immune thrombocytopenic purpura (ITP) is an immune-mediated acquired disease
found in both adults and children. It is characterized by transient or persistent decreases
in the platelet count. We report a case of ITP detected based on oral hemorrhagic
symptoms. The patient was a 79-year-old female with no significant past medical his-
tory. She presented with sudden onset of gingival bleeding and hemorrhagic bullae on
the buccal mucosa. Gingival bleeding was difficult to control. Laboratory tests re-
vealed severe thrombocytopenia with a platelet count as low as 2000/uL. Under a pro-
visional diagnosis of a hematological disorder, she was referred to a hematologist. A
peripheral smear showed normal-sized platelets. A bone marrow examination revealed
increased numbers of megakaryocytes without morphologic abnormalities. The patient
was diagnosed with ITP and treated with a combination of pulsed steroid therapy and
high-dose immunoglobulin therapy. However, her severe thrombocytopenia was re-
fractory to these treatments. Then, a thrombopoietin receptor agonist was begun as a
second-line treatment. Her platelets rapidly increased, and no bleeding complications
were reported. Because oral symptoms can be one of the initial manifestations of ITP,
dentists should be familiar with the clinical appearance of ITP, and attention must be
paid to detect and diagnose unidentified cases.
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Introduction

such as petechiae and ecchymosis, epistaxis, and gingi-

Immune thrombocytopenic purpura (ITP), also known
as idiopathic thrombocytopenic purpura, is a hematolog-
ic disorder characterized by isolated thrombocytopenia
without a clinically apparent cause. The prognosis of
ITP is primarily determined by the risk of spontaneous
hemorrhage associated with a low platelet count. The
estimated risk of fatal hemorrhage events is approxi-
mately 5% throughout the lifetime of a patient with ITP.
However, the incidences of major hemorrhagic compli-
cations and of ITP-related mortality are particularly high
among elderly patients with ITP. [1-2]

The characteristic clinical indicators of ITP in-
clude easy bruising of the skin, mucocutaneous lesions

159

val bleeding. [3] In clinical practice, dentists can en-
counter patients with oral manifestations of ITP. There-
fore, dentists must be aware of the clinical appearance
of ITP to recognize the condition and successfully man-
age their patients. However, only a few cases of ITP in
adults, particularly in elderly patients, have been report-
ed in the oral medical literature. [3-4] We report a case
of an elderly patient who presented with oral hemor-
rhage as an early sign of newly diagnosed ITP, which
was refractory to conventional treatments.

Case Report
A 79-year-old female was referred to the Department of
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Oral and Maxillofacial Surgery at Nara Kasuga Hospital
with a complaint of spontaneous gingival bleeding
around the right upper molar teeth. The patient noticed
continuous bleeding at the right posterior maxilla two
days earlier. She was treated with photocoagulation for
hemostasis by a general dental practitioner one day ear-
lier. However, the oozing was difficult to control and
persisted. She had a medical history of hypertension,
which was well controlled with benidipine hydrochlo-
ride. There was no history of any bleeding problem, and
her family histories were noncontributory. She was
moderately nourished. Her vital signs were normal. Ex-
traoral examination revealed petechial hemorrhage over
the lower legs (Figure 1).

Figure 1: Petechial spots over the lower legs.

There was no obvious lymphadenopathy. Intraoral

examination revealed bleeding from the gingiva around
the right upper first and second molars, large hemor-
rhagic bullae on both sides of the buccal mucosa, and
ecchymosis on the dorsum of the tongue (Figure 2). A
complete hemogram revealed severe thrombocytopenia,
with a platelet count as low as 2000/uL. Bleeding time,
prothrombin time, and partial thromboplastin time were
normal. A provisional diagnosis of a hematological dis-
order was made.

The patient was immediately referred to the De-
partment of Hematology at Takanohara Central Hospital
and was admitted there. A peripheral blood smear re-
vealed no abnormalities in differential leukocyte count
or erythrocytic morphology (Table 1).

Table 1: Laboratory data on admission

Hematology Coagulation
WBC 6800/uL PT-INR 1.01
Neu 70.9% APTT 28.5 sec
0,
SO D-dimer 2.9 ug/mL
Mono 8.7% Blood chemistry
Lym 19.7% TP 6.9 g/dL
RBC  353x10%uL Alb 4.2 g/dL
Hb 11.8 g/dL ALT 16 U/L
Ht 34.0% AST 14 U/L
PLT  0.2x10%uL T.bil 0.8 mg/dL
Reti 15.4% BUN 17.6 mg/dL
Cr 0.6 mg/dL

No findings indicative of disseminated intravascu-
lar coagulation (DIC) were detected. A bone marrow

Figure 2: Intraoral findings. (a) Bleeding from the gingiva around the right upper molars (mirror image), (b) hemorrhagic bullae on both
sides of the buccal mucosa, and (c) ecchymosis on the dorsum of the tongue
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Figure 3: Clinical course of and therapy administered to the patient

examination revealed increased numbers of megakaryo-
cytes without morphologic abnormality. A urea breath
test for detection of Helicobacter pylori (H. pylori) was
negative. Based on these findings, a final diagnosis of
ITP was made.

On day 3, pulsed doses of dexamethasone (20
mg/day) were started for 4 days. On day 4, high-dose
intravenous immunoglobulin (1\VV1g) therapy (20 g/day)
was started for 5 days. On day 7, a 3-day course of in-
travenously administered thrombomodulin was begun
for the prevention of DIC. Because severe thrombocy-
topenia was unresponsive to these treatments (the plate-
let count was below 7000/uL), on day 8, subcutaneous
administration of 1 pg/kg/week of the thrombopoietin
receptor agonist romiplostim was begun as a second-
line treatment, and ten units of platelets were transfused.
Oral administration of steroid (prednisolone 1 mg/kg)
was started on day 11. The platelet count increased to
23,000/uL on day 14, and bleeding from the gingiva
was negligible. After the dose of romiplostim was in-
creased to 2 pg/kg, a complete response was achieved
without any adverse events. The dose of prednisolone
was gradually decreased. The patient’s platelet count
improved to 163,000/uL on day 19, and she was dis-
charged home on day 21. Because her platelet count
decreased to 28,000/uL 2 weeks after discharge, oral
administration of eltrombopag (12.5 mg/day) was start-
ed. Her platelet count returned to normal one week later
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and then remained between 195,000 and 288,000/uL
during the four months of follow-up (Figure 3). Bleed-
ing complications were not observed after discharge.

Discussion
ITP has also been called idiopathic thrombocytopenic
purpura. Thrombocytopenia is caused by platelet de-
struction via immune-mediated mechanisms and inade-
quate platelet production. The incidence of ITP in Japan
is 21.6 new cases per million per year, with women be-
ing more commonly affected than men. [5] ITP has been
classified based on duration (acute or chronic) and age
(childhood or adult). In 2009, an International working
group of experts defined the phases of ITP as newly
diagnosed ITP (lasting within 3 months from diagnosis),
persistent ITP (lasting between 3 and 12 months from
diagnosis), and chronic ITP (lasting for more than 12
months), excluding the term “acute”. [6] The phase of
the present case was compatible with newly diagnosed
ITP. Childhood ITP mostly presents as an acute form in
the 2-10 year age group, with a peak incidence at 2 to 4
years of age. The disease is usually self-limiting, mostly
occurring after a viral infection or immunization. Re-
covery is generally observed within six months. On the
contrary, ITP in adults generally has no conceivable
precipitating factor, displays a chronic course and rarely
resolves spontaneously. [2-3]

Diagnosis of ITP requires exclusion of other etiol-
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ogies for isolated thrombocytopenia. Secondary causes
of thrombocytopenia include leukemia, medications,
human immunodeficiency virus infection, hepatitis C,
congenital causes, and others. [1] According to the
American Society of Hematology, the diagnosis of ITP
is based principally on history, physical examination,
complete blood count, and peripheral smear examina-
tion. [7]

The symptoms and signs of ITP are highly varia-
ble and range from the fairly common presentation of an
asymptomatic patient with mild bruising and mucosal
bleeding (e.g., oral or gastrointestinal tract bleeding) to
frank bleeding from any site. Overall, symptomatic
bleeding is uncommon unless the ITP is severe (platelet
count <30,000/uL). Although there is a poor correlation
between degree of thrombocytopenia and bleeding, se-
vere cutaneous bleeding, prolonged epistaxis, gingival
bleeding, overt hematuria, or menorrhagia may develop
at platelet counts less than 10,000/uL. [1] According to
one large study [5] in which 6845 adult ITP patients
were evaluated, the most common symptom was purpu-
ra (62.8%), followed by gingival bleeding (19.9%), epi-
staxis (10.0%), hematuria (6.6%), and melena (3.8%).
Cerebral vascular bleeding was noted in 45 (0.7%) adult
patients. Other oral manifestations include petechiae,
ecchymosis or hematomas in easily traumatized areas
such as the buccal mucosa, lateral borders of the tongue,
and the border between the soft and hard palate. [3, 8]

In general, immediate therapy is not required for
patients with platelet counts between 20,000 and
50,000/uL in the absence of bleeding or predisposing
comorbid conditions such as hypertension, anticoagula-
tion, or recent surgery. [1] In patients with severe ITP,
platelet count must be immediately increased above
30,000/uL to prevent lethal bleeding symptoms because
thrombocytopenia in a patient with a platelet count less
than 30,000/uL is associated with a 4.2-fold increased
mortality risk compared with thrombocytopenia in a
patient with a platelet count more than 30,000/uL. [9]
Therefore, especially in patients with severe ITP, rapidly
increasing the platelet count is crucial. First-line therapy
consists of corticosteroids, 1V1g, and anti-D antibodies.
High-dose 1VIg therapy can quickly improve symptoms
and thus represents an appropriate first-line therapy in
emergencies. [2] For patients with active H. pylori in-
fection, eradication of this infection should be per-

formed because a possible connection between H. pylori
infection and ITP has been shown by some researchers.
Ten to twenty percent of patients are refractory to initial
treatment with corticosteroids and/or 1VIg therapy.
Thrombopoietin receptor agonists such as romiplostim
and eltrombopag have been reported to be highly effec-
tive in patients with ITP that has relapsed after or is
refractory to first-line treatment. [10]

Only a few cases of ITP have been reported in the
oral medical literature [3-4, 8] because diagnosing he-
matologic disease merely through the symptom of oral
bleeding may be difficult. A literature search of PubMed
using the keywords “idiopathic (or immune) thrombo-
cytopenic purpura”, “bleeding”, “oral”, and ‘“case re-
port” from 1980 to 2015 revealed 12 articles that in-
cluded 12 cases of ITP detected with oral hemorrhage as
the first symptom in the English literature. [4, 11-21]
Eleven of the 12 patients were less than 40 years in age
(3 children and 8 adults). Eight patients presented with
gingival bleeding, and four patients presented with
hemorrhagic bullae on the buccal mucosa or the tongue
as an early sign of ITP. Gingival bleeding is one mani-
festation of inflammation that is commonly observed in
daily clinical practice; however, uncommon bleeding of
sudden onset that is difficult to control could be a sign
of underlying systemic disease, such as ITP or leuke-
mia.

In the present case, we suspected a hematologic
disease based on the patient’s unusual oral bleeding
symptoms. Simple laboratory testing revealed severe
thrombocytopenia; therefore, the patient was promptly
referred to hematologists for further evaluation. She was
immediately hospitalized and diagnosed as having ITP
following additional examinations. Although her disease
was refractory to conventional treatments, the patient
was successfully managed with thrombopoietin receptor
agonists and she did not develop a fatal hemorrhage
event.

A case of ITP detected following the presentation
of oral hemorrhage as a first symptom was reported.
Dentists should be familiar with the clinical appearance
of ITP, and attention must be paid to detect previously
unidentified cases. When uncommon gingival bleeding,
hemorrhagic bullae and hematomas in the oral cavity
are observed, dentists should order appropriate hemato-
logical tests to rule out or recognize hemorrhagic dis-
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ease to provide patients with immediate referrals to he-
matologists.
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