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 A B S T R A C T  

We report here the patient with refractory immune thrombocytopenia 
associated with COVID‐19 infection.
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COVID-19 Associated Refractory Immune Thrombocytopenia: A Case 
Report

INTRODUCTION

Thrombocytopenia in coronavirus disease patients 
is a risk factor for increased morbidity and mortality 
[1]. Thrombocytopenia in COVID-19 patients may 
occur due to disseminated intravascular coagulation 
(DIC), sepsis, hemophagocytic lymphohistiocytosis 
(especially in pediatric patients) or medication. A 
single case study recently indicated that COVID-19 
infection could be associated with immune 
thrombocytopenia (ITP) [2]. ITP is a rare autoimmune 
disease that increases the risk of bleeding, 
characterized by a platelet count of <100x109/L 
[3]. Various risk factors, including environmental 
(e.g. infection, malignancy and drugs) and genetic 
predisposition, were identified for ITP. We present 
the case of refractory ITP associated with infection 
with COVID-19 that rituximab treatment benefited 
after the acute infection period of the COVİD-19.

CASE PRESENTATION

A 72-year-old male presented with complaints 
of petechiae, oral mucosal hemorrhage and 
hematuria. Oropharyngeal swab PCR examination 

was performed due to fever, shortness of breath 
and cough 10 days before admission and COVID-19 
infection was found positive. Platelet value at 
admission was 9x109/L. In peripheral smear, platelet 
was less than 10x109/L and schistocyte was not 
observed. The patient was diagnosed with COVID-
19-associated ITP after the exclusion of other causes 
of thrombocytopenia, including DIC, bacterial 
sepsis, and medication. Methylprednisolone 1 
mg/kg/day was started to the patient who did 
not respond to platelet transfusion. The patient, 
who was unresponsive to methylprednisolone 
treatment and whose platelet value was 1x109/L 
and whose hematuria continued, was administered 
intravenous immunoglobulin (IVIG) with a total 
dose of 2 g/kg on the 4th day of admission. On 
the 11th day of admission, the patient was still 
unresponsive and whose thrombocyte value was 
1x109/L, no mass lesion was detected in the whole 
body computed tomography, and an increase 
in the number of megakaryocytes in the bone 
marrow with the tendency to cluster was observed. 
Eltrombopag 50 mg/day was started. For 4 weeks, 
rituximab 375 mg/kg/week was administered to 
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a patient whose thrombocyte value at control 
continued to be 1x109/L two weeks later. During 
the four-week follow-up period, the patient’s 
thrombocyte value increased to 103x109/L.

DISCUSSION

Viral infections are associated with ITP [4]. We present 
the case of refractory ITP during active infection with 
COVID-19 here. Diagnosis of COVID-19 associated 
ITP can be difficult due to several potential causes, 
such as clot activation due to COVID-19 infection 
and subsequent thrombocytopenia. In addition, 
thrombocytopenia can also be caused by COVID-19 
therapies containing heparin, azithromycin and 
hydroxychloroquine.

If COVID-19 patients are complicated by ITP-
associated severe thrombocytopenia, IVIG may be 
the preferred first-line treatment option for faster 
platelet recovery compared to corticosteroids. 
Also, as IVIG inhibits the phagocytic abilities of 
macrophages [4], it may also be successful in 
treating COVID-19 infection in the early stages 
of COVID-19 [5]. Despite this, eltrombopag 
treatment was initiated in our patient because 
of inadequate response to steroid and IVIG. Even 
though there is minimal ITP data from COVID-19, 
mimetic thrombopoietin may be useful [6]. 
However, as treatment with thrombopoietin 
mimetics has been shown to increase the risk 
of venous thromboembolism in selected cases 

[7], it should be used with caution in COVID-19 
infection. Rituximab treatment was initiated due to 
the risk of exacerbation of coagulation activation 
by Eltombopag with COVID-19 infection and our 
patient’s advanced age, and no response was 
obtained for 2 weeks. The safety of rituximab in 
the context of COVID-19 is uncertain. Rituximab, 
may compromise antiviral immunity due to B cell 
depletion, increase the risk of re-infection and 
impair vaccine efficacy. In our case, development 
of severe acute respiratory syndrome due to 
COVID-19 or reactivation of COVID-19 was not 
observed during rituximab treatment and it was 
administered safely.

As a result, ITP is a serious complication of 
COVID-19 infection and it is important to be 
aware. ITP treatment choice should be based on 
balancing the risk of bleeding from ITP against the 
potential worsening of COVID-19 infection due to 
immunosuppressive therapy.
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