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ABSRACT

Immune thrombocytopenia in children is defined by a decrease in platelet counts < 100 x 109/L. The incidence of the
disease varies from 1.6-6 per 100,000 children. Oral hemorrhagic manifestations (petechiae, epistaxis, gingivorrhagia,
soft and hard palate hemorrhagic blisters) may be the first manifestations of the disease. Age over 1 year at diagnosis
and the sudden onset of the symptom are the most important predictors of chronic disease. Oral hemorrhagic
manifestations in ITP (immune thrombocytopenic purpura) in children are a warning sign in the evolution of the
disease and a therapeutic challenge. Corticosteroid therapy and IV immunoglobulin, are the first therapeutic line to
follow. A multidisciplinary approach is a necessity for the proper management of the child with ITP.
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INTRODUCTION

Childhood ITP is the most common aquired
bleeding disorder, and it affects both boys and
girls, usually under the age of 10, as well as
young adults. It is an autoimmune condition
characterized by isolated thrombocytopenia
(peripheral blood platelet count less than
100.000/mm?®) (Rodegghiero et al, IWG, 2009)
in the absence of other causes or disorders that
may induce thrombocytopenia, such as
leukemia, lymphoma, medullar aplasia,
hypersplenism or exposure to toxic compounds
(drugs, chemicals). The typical onset of this
disease follows a viral infection or
immunization (ex. mumps, rubella, measles
vaccine) that triggers the formation of
antiplatelets autoantibodies. It is a condition
that usually manifests as self-limited in about
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85% of the patients (resolves by the end of 6
month without being necessarily treated) but
there is also a significant number of cases that
require treatment and may have even a chronic
evolution (60%- ICIS study, Imbach et al.2006,
73%-Kuhne et al,2001,18,6% Rosthoj et al.,
2003, NOPHO Group).

In 2009 the International Working Group
proposed a new terminology and standardized
classification with the aim of unifying the
approach of the disorder. Previously, a lack of
such consensus made the published data
difficult to assess in order to have a common
clinical approach. Therefore the acronym ITP
(idiopathic thrombocytopenic purpura) was
kept but the meaning evolved to the term of
Immune Thrombocytopenia, considering that
sometimes the discovery of thrombocytopenia
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was occasionally, some patients never
presenting clinical expression. The cases were
classified as: newly diagnosed (first 3 months
from diagnosis), persistent ITP patients (3-12
months from diagnosis, without remission),
chronic ITP patients (over 12 months of low
platelet count). Severe ITP was defined as onset
with bleeding symptoms requiring treatment or
new bleeds that need new therapeutic agents or
dose enhancement of previous therapy
(Rodegghiero et al, IWG, 2009).

Immune thrombocyopenia in children was
reported with an incidence between 4.0 to 5.3
per 100000 children per year (Kuhne et al,
2001, Muller et al, 2009, Zeller et al, 2000) in
comparison with adults that have an incidence
of 1.6 to 2.6 per 100000 per year. ITP in
childhood mostly presents itself in an acute
form, with a peak incidence at 2 to 4 years of
age, with an equal male/female distribution.
Regarding the severe form (platelets <
10000/mm?®,  severe  haemorrhages), it
represents a public health problem due to
prolonged hospitalization, costly therapies), a
low quality of life due to restrictions in physical
activity when at home and to the long time
spent in hospital settings. Also for the patients
with evolution towards chronic ITP the disease
burden is even higher (Schmidt et a, 2021)

The symptoms vary from none to severe
bleeding. Most patients experience mild to
moderate  bleeding symptoms such as
petechiae, mucosal bleeding such as epistaxis,
and gingival bleeding (Donato et al., 2008)

Frequently, the first sign of ITP is generally
spontaneous bleeding or bleeding caused by
trauma, (eg brushing teeth or use of dental
floss) In the vestibular mucosa, lateral borders
of the tongue, and the junction between the
hard and soft palate , signs such as petechiae,
hematoma, purpura, or ecchymosis have been
recorded (Matzdorff et al, 2018). Other sites
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include several hemorrhagic blisters on the
sublingual mucous membrane, the floor of the
mouth, or the lateral surface of the tongue
(Byatnal et al, 2013). The extravasated blood is
progressively resorbed over a few days,
although resolution takes longer in bigger
lesions, and in the case of hemorrhagic blisters,
the overlaying epithelium may slough, and the
ensuing erosion may become secondary
infected.

There are only few data in literature about
managing dental care of patients diagnosed
with ITP. Probably, the main issue would be
that this kind of patients need to have a
multidisciplinary follow up(dentist and the
hematologist). The patient may be presenting to
the dentist having oral bleeding and to be
diagnosed this way or he can be referred by the
hematologist (known ITP patient) because of
the need of dental care. Other than being
cautious when delivering dental care because
of the bleeding condition the dental
practitioners have to take in consideration that
these patients often receive long- term
cortisone therapy and they are prone to
opportunist infections These situations
emphasize the need of a thorough anamnesis
before starting the dental treatment. According
to several guidelines (van Dijk et al, 2021; the
ITP support Association, 2011 ) that platelet
count of 50000/mm?® is enough for minor
procedures, such as oral hygiene, single tooth
extractions, anesthesia, non-invasive
orthodontic procedures, whereas for major oral
surgery (apical endodontic surgery, orthodontic
surgery, periodontal surgery) a thrombocyte
value of at least 75000/mm? is needed.

Oral bleeding is considered by several
studies (Buchanan and Addix 2002, SCAMP
Schoettler et al., 2016, NOPHO score, 2003) a
sign of severity for ITP. The most frequently
used bleeding score (Buchanan and Addix.
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score) places mucosal bleeding in grade 2 of
hemorrhage and gum bleeding in grade 3.

The results of a few large clinical studies
revealed a quite important frequency of so-
called wet purpura (mucosal bleeding) in
children with ITP (Table 1).

Table 1. Frequency of mucosal
bleeding in clinical trials

Trial Mucosal
bleeding (%)

Nopho trial (2007) — 44

Nordic study group

TIKI trial (2007) — 41

Nordic study group

Donato (2009) 25,1

SCAMP study (2017) 43

The aim of the current study was to asses the
oral bleeding symptoms in children admited to
,,ot. Maria Emergency Children Hospital”, lasi,
Romania and detect the risk factors for the
severity of ITP and evolution towards
chrioniciy.

MATERIAL AND METHOD

I conducted a retrospective study with
children aged between 0 and 18 years
hospitalized in the "St. Maria Emergency
Children Hospital" lasi for a period of 10 years:
01.01.2011-31.12.2020. Criteria of inclusion:
thrombocytopenia < 150000 / mmc +
haemorrhagic  manifestations  (cutaneous,
mucous or visceral), followed for a period of at
least 6 months. Exclusion criteria:
demonstrated secondary thrombocytopenia.
For each patient we collected / stored the
following data: age, sex, number of platelets at
admission, investigations necessary to rule out
the causes of secondary thrombocytopenia,
type of purpura ("wet purpura / dry purpura”),
types of treatment. We considered the
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remission of thrombocytopenia when we
detected 2 distinct values of over 100000/mmc
(International Working Group for Immune
Thrombocytopenia-Rodighiero et al., 2009).
Patients with haemorrhagic manifestations
were divided into 2 age groups: 0-8 years and
9-18 years respectively (Donato et al., 2009).
The severity of thrombocytopenia at onset was
divided into 2 subgroups: below 10,000 / mmc
and over 10,000 / mmc, respectively. (Edslev et
al., 2007).

In this study we looked at the correlation
between sex, age at onset, platelet count at
onset, type of treatment and risk of chronic
disease. We used the Chi square test. The
threshold level of significance in this situation
is up to 5% (0.05).

RESULTS AND DISCUSSIONS

A total of 252 children were included in the
study, of which 83 presented “wet purpura”
with oral manifestations (epistaxis, gingivitis,
chemosis, haemorrhages on the soft and hard
palate). Out of a total of 83 cases of "wet
purpura”, 41 were female and 42 were male.
Regarding the rate of remission of
thrombocytopenia according to the sex
variable, similar cure rates were observed for
both sexes (68.3% for females, respectively
69% for males). The level of significance
obtained on the study group is 0.945 well above
0.05 which means that on our sample, the
connection between the sex parameter and
remission has no statistical significance.

Regarding the remission rate in the two age
groups, a significant statistical difference of
over 26% was observed, (p = 0.001) (OR =
3.46, 95% CI 1.31, 9.12) between the healing
rates of patients in the age range 0-8 years
compared to the age range 9-18 years (79.6%
vs. 52.9%)(Fig.1).
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Regarding the cure rate depending on the
level of thrombocytopenia at onset, it was
higher in patients with platelets below 10000/
mmc, but without statistical significance.

We analysed the rate of chronification
according to the type of given treatment . We
divided the treatment into 2 subgroups:
Corticotherapy and Corticotherapy + Platelet
Concentrate, Immunoglobulin V.

The analysis of the rate of chronicity shows
a difference of over 22% between the cure rates
of patients who received corticosteroid therapy
versus corticosteroid therapy + (77.8% vs
55.6%)( Fig.2).
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Our study confirms the data from other
studies (Buchanan and Addix 2002, SCAMP
Schoettler et al., 2016, NOPHO score, 2003),
concerning the high frequency of oral
manifestations as onset presentation of
patients with ITP. Therefore, it is important
that oral healthcare providers be aware of the
clinical manifestations of this clinical entity,
as it may not only count for the management
of the patient, but in some situations even to
set the diagnosis, the patient presenting for
the first time at the dentist office with
gingival bleeding.

Examination of oral mucosae is of critical
importance in diagnosis of ITP as well as in
other systemic diseases (leukemia, lupus
erythematous) to identify early signs of
bleeding.. (Lanza et al., 2021).

As it may concern dental treatment of
children with ITP, the clinical approach by
the odontopediatrician must be based on
previous knowledge of the evolution of the
patient illness. A rigorous anamnesis is quite
important, if we consider the fact that
sometimes the patients affected by this
pathology don’t express oral clinical signs.
(Bansal et al., 2017). Therefore, the disease
might not be obseved by the dentist, if the
patient’s history is not reported correctly by
their parents. Several studies stipulated that
dental procedures are permitted in patients
with platelet counts above 50,000/mm3 (van
Dijk et al, 2021, Israel et al, 2006, Karasneh
et al, 2019) . Surgical interventions are
possible, especially in terms of emergency
for the patients with platelet count too low
after receiving platelet transfusion. Other
special caution has to be consider concerning
drugs with antiplatelet action, such as
acetylsalicylic acid and ibuprofen. The
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reccommendation for this type of drugs is
avoidance. It is important, also to have a good
control of dental biofilm in order to prevent
gingival inflammation and infections. The
ITP patient needs careful evaluation of caries
and a good plan of prevention adapted to
caries risk and age. Prophylaxis with
antibiotics might be needed when the patient
must undergo surgical oral treatment.
(Satoskar et al., 2016).

The lack of sufficient reccommendations
for the oral management of ITP patients
makes the clinical approach chalenging. A
valid approach to be consider is carefull
planning  of  surgical interventions,
preferrably for the cases that don’t have any
other therapeutic options. (Vaisman et al.,
2004).

However, each case has to be evaluated
separately, because the degree of severity of
the disorder varies and different patients have
also, oral manifestations of different degrees.
The treatment plan for these patients has to
be conceived together with a hematologist
and the plan should contain
reccommendations for prevention, patient
education and oral hygiene in order to avoid
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