
126

CLINICAL VIGNETTE

www.journals.viamedica.pl/acta_haematologica_polonica

Acta Haematologica Polonica 2024
Number 2, Volume 55, pages 126–128
DOI: 10.5603/ahp.98334
ISSN 0001–5814
e-ISSN 2300–7117

*Address for correspondence: Bartosz Urbański, Department  
of Pediatrics, Oncology and Hematology, Medical University  
of Lodz, Łódź, Poland. 
e-mail: bartosz.urbanski@umed.lodz.pl

Received: 27.11.2023 Accepted: 20.12.2023 Early publication: 05.03.2024

This article is available in open access under Creative Common Attribution-Non-Commercial-No Derivatives 4.0 International (CC BY-NC-ND 4.0) license, allowing to down-
load articles and share them with others as long as they credit the authors and the publisher, but without permission to change them in any way or use them commercially.

Copyright © 2024

The Polish Society of Haematologists and Transfusiologists, 
Insitute of Haematology and Transfusion Medicine.

All rights reserved.

Multidrug rescue for pediatric refractory ITP  
complicated by intracranial bleeding

Bartosz Urbański1*  , Olga Wegner1, Ewelina Subocz1, Monika Zjawiona1,  
Magdalena Wojdalska1, Dobromiła Barańska2, Wojciech Młynarski1   ,  

Szymon Janczar1   

1Department of Pediatrics, Oncology and Hematology, Medical University of Lodz, Łódź, Poland 
2Department of Pediatric Radiology, Medical University of Lodz, Łódź, Poland

Introduction

Immune thrombocytopenia, formerly known as idiopathic 
thrombocytopenic purpura (ITP), is the most common cause 
of low platelet count in children. As the previous name sug-
gests, an ITP diagnosis follows the exclusion of other identi-
fiable diseases and confirmation via successful therapy [1].  
It is estimated that c.95% of children with ITP experience 
spontaneous remission or a positive response to initial treat-
ments, while the majority of the remaining non-responders 
eventually achieve platelet normalization with second-line 
therapies [2, 3]. Newly diagnosed refractory ITP is rare 
among pediatric patients. Although there is no consensus 
definition for this condition in childhood, it is generally con-
sidered after a failure to achieve a response to two standard 
first-line treatments, i.e. intravenous immunoglobulin (IVIG) 
and steroids [2, 4]. It is becoming accepted that newly diag-
nosed refractory ITP requires intensive diagnostics and 
a rapid transition to second-line treatments [2, 5].

Case report

A 3-month-old male infant with no significant medical his-
tory was admitted to hospital due to a petechial rash and 
severe isolated thrombocytopenia. There was no fa mily 
history of bleeding disorders or hematological diseases. 
A 5-day course of IVIG, with a total dose of 2 g/kg, was 
immediately started because of pronounced cutaneous 
bleeding signs and a positive test for occult fecal blood. 
On the second day of treatment, the intestinal bleeding 
became clinically overt, resulting in anemia and the need 

for packed red blood cell transfusions. The patient was 
also transfused multiple times with platelet concentrates 
without elevating the thrombocyte levels. Consequently, 
methylprednisolone at a dose of 2 mg/kg daily was added 
to the initial IVIG regimen. On the fourth day of treatment, 
romiplostim was initiated at a weekly dose of 10 μg/kg and 
steroid therapy was escalated to 4 mg/kg daily. The next 
day, the patient exhibited signs of neurological impairment, 
and a computed tomography (CT) scan revealed intracranial 
bleeding (see Figure 1).

Following transfer to the pediatric intensive care unit 
(PICU), the patient was put into deep sedation and admi-
nistered emergency vincristine at a dose of 0.05 mg/kg. 
Additionally, he developed severe hypertension requiring 
treatment with a continuous urapidil infusion. The day after, 
eltrombopag was introduced to the therapy with a daily dose 
of 25 mg, and the methylprednisolone dose was increased 
to 10 mg/kg daily. On the eighth day, his thrombocyte level 
remained zero, even after receiving a platelet concentrate 
transfusion. Therefore, a first dose of rituximab was adminis-
tered, and two days later a second course of IVIG was started.

In the meantime, significant diagnostic data was ob-
tained, including negative results of genetic testing for 
Epstein–Barr virus (EBV) and cytomegalovirus (CMV), nor-
mal ADAMTS13 activity, and positive findings for antiplate-
let antibodies of undetermined specificity at that stage. 
Bone marrow cytology was non-contributory. The patient’s 
mother tested negative for antiplatelet antibodies, ruling 
out fetal and neonatal alloimmune thrombocytopenia [6]. 
A follow-up CT scan revealed minimal progression of the 
initial hemorrhagic lesion (see Figure 1).
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On the 12th day of treatment, oseltamivir was added 
to the therapy due to persistently low platelet counts and 
the determination of anti-GPIIb/IIIa specificity in the previ-
ously detected antiplatelet antibodies. Some studies have 
suggested that anti-GPIIb/IIIa antibodies may induce desi-
alylation, contributing to platelet death, which can be alle-
viated by neuraminidase inhibitors [7–9]. 

On the 14th day of treatment, the first significant in-
crease in platelet levels was noted, and two days later 
the patient’s thrombocyte count exceeded 100,000/μl. 
The therapies were gradually discontinued, as shown in 
Figure 1. 

The patient’s condition improved over time, leading to 
his transfer from the PICU to the hematology department 

Figure 1A. Evolution of intracerebral hemorrhage on computed tomography and magnetic resonance neuroimaging; B. Therapeutic in-
terventions with drug doses presented on time axis; C. Graphs depicting platelet levels (PLT) and hemoglobin concentration (Hb) during 
hospitalization; IVIG — intravenous immunoglobulin
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and eventual discharge after 26 days of hospita lization. 
The boy continued rituximab, receiving four doses in total, 
and four months after the onset of the disease remains 
in remission without further treatment. During that time, 
he has displayed notable advances in psychomotor de-
velopment while under the care of a medical team com-
prising a pediatric hematologist, a neurologist, and a re-
habilitation specialist. Nevertheless, further observation 
is necessary to monitor for potential long-term neurolog-
ical sequelae.

Discussion 

Although we cannot identify which specific treatment com-
ponent had the most significant impact on the patient’s 
remission, this case report supports the opinion that 
prompt initiation of second-line treatments in refractory 
ITP cases is justified [2, 4, 5]. It is highly probable that 
a combination of medications, which exhibit a cumulative 
effect, played a crucial role. 

Recent research has suggested that combining steroids 
with rituximab or thrombopoietin receptor agonists may 
determine synergistic results, rather than just the sum of 
each drug’s action [10]. Further studies are needed to as-
sess the potential effect of oseltamivir in this context. It is 
noteworthy that most of the drugs used in this case were 
administered off-label. Despite the aggressive treatment 
approach and the rapid introduction of multiple agents with 
partially overlapping activities, no complications explicitly 
attributed to any drug used were observed. 

We conclude that in the setting of primary refractory 
ITP, the potential benefits of early aggressive multimodal 
treatment far outweigh the possible adverse effects.
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