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To the editor.  

We read with great interest the paper by Urio et al. 
reporting on prevalence and factors associated with 
Human Parvovirus B19 infection in sickle cell patients 
hospitalized in Tanzania.1 People with frequent episodes 
of hemolytic anemia, including sickle cell disease, are at 
increased risk of Parvovirus B19 infection as well as 
immunocompromised patients1.  

We report the case of a 50-year-old woman with a 
few years history of common variable 
immunodeficiency (CVID), presenting with profound 
asthenia. The patient had previously declined 
immunoglobulin therapy due to the absence of infective 
episodes. Few days before admission, she had a fever 
following the meningococcal vaccine. On admission, 
the patient was afebrile. Splenomegaly (16 cm in 
maximum diameter) was present in the absence of 
lymphadenopathy. Laboratory tests revealed anemia 
(Hb 7.5 g/dl) with low reticulocyte count (0.1%, normal 
adult range 0.5% to 2.5%). Serum electrophoresis 
confirmed hypogammaglobulinemia (IgG 519 mg/dl, 
normal range 700-1600 mg/dl; IgA 46 mg/dl, normal 
range 70-400; IgM 20 mg/dl, normal range 40-280 
mg/dl). Lactate dehydrogenase (LDH) level was 
elevated (594 UI/L). Coombs test was negative. B12 
vitamin and folate were within normal values. Serologic 
tests for Hepatitis B and Hepatitis C virus, Human 
Immunodeficiency Virus (HIV), and Parvovirus B19 
were negative, as well as rheumatoid factor and 
antinuclear antibodies. 

Bone marrow biopsy showed a normocellular 
marrow with a reduced erythroid lineage relative to the 
overall intact granulopoiesis. The erythropoiesis was 
almost completely made up of large-sized 
proerithroblasts (so-called megaloblasts) with vesicular 
chromatin and a subtle nuclear membrane (Figure 1). 
Megakaryocytes were slightly increased in number with 
nuclear lobulation defects. Cytogenetic analysis 
revealed a normal karyotype. Bone marrow aspirate 
confirmed the presence of giant proerythroblasts with 
 

 
Figure 1. Bone marrow biopsy showing large proerytroblasts with 
dispersed chromatin and subtle nuclear membrane (HE x400 
magnification). 
 

 
Figure 2. Bone marrow aspirate highlighting giant proerythroblasts 
with cytoplasmic vacuoles. 
 
cytoplasmic vacuoles (Figure 2). The marrow findings 
were  suggestive  of  Parvovirus  B19  infection.  In  our 
patient, Parvovirus B19 serology was negative. 
However, polymerase chain reaction (PCR) detected 
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Parvovirus B19 DNA (556,936 viral copies) on 
peripheral blood. Prompt treatment with intravenous 
immunoglobulins (400/mg/kg for five days) was started 
with progressive anemia resolution and a marked 
decrease of viral DNA copies. Because of the infective 
episode, treatment with subcutaneous immunoglobulins 
was continued indefinitely. The patient is well, with no 
other infective episode at about three years from 
Parvovirus B19 infection. 

Human Parvovirus B19 (HPV-B19) is the only 
member of the Parvoviridae family known to be 
pathologic in humans.2 It is classified as a member of the 
Erythroparvovirus genus due to its unique high tropism 
to red blood cell precursors, leading to temporary bone 
marrow infection and transient erythropoiesis arrest.3 
The clinical manifestations of HPV-B19 infection 
depend on the host's age and hematological and 
immunological status. In adults, the viremic period is 
generally characterized by low hemoglobin level, with 
reticulocytes disappearance associated with fever, 
arthralgia, and malaise. The clinical manifestation is 
usually self-limited in healthy individuals developing 
specific anti-virus antibodies. Sickle cell disease 
patients, as reported in the paper by Urio et al.,1 have a 
high risk of infection due to the increase in red blood 
cells precursor division, that sickle cell patients have to 
compensate for the deficiency of circulating red blood 

cells. In the setting of immunodeficiency, as in CVID 
patients unable to develop a specific immune response 
neutralizing the virus, there is a persistent viremia, and 
the clinical manifestation is usually aplastic anemia, 
although cases presenting as polyarticular arthritis are 
reported.2,4,5 Acute Parvovirus B19 infection should be 
suspected in patients with immunologic diseases 
presenting with reticulocytopenic anemia. It is worth 
mentioning that in immunocompromised individuals, as 
in our patient, Parvovirus B19 serology can be negative, 
because of the reduced capacity to develop an antibody 
response.5 In these patients, PCR analysis of Parvovirus 
B19 is essential to achieve the correct diagnosis and set 
the appropriate therapy. Immunoglobulin replacement 
could result in clearance of viremia, as it was in our 
patient.6 
 
Ethics approval and consent to participate. All 
procedures performed in studies involving human 
participants were in accordance with the ethical 
standards of the institutional and/or national 
research committee and with the 1964 Helsinki 
Declaration and its later amendments or 
comparable ethical standards. 

The patient signed an informed consent form and 
agreed to publication. 
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