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To the Editor,

Human parvovirus B19 (PV-B19) causes erythema 
infectiosum, hydrops fetalis, and transient aplastic crisis 
in immunocompromised patients with chronic hemo-
lytic anemia, arthralgia, and chronic pure red cell aplasia 
[1]. It may also cause autoimmune hemolytic anemia [2] 
(which presents as aplastic crisis with reticulocytopenia or 
increased erythropoiesis with reticulocytosis) [3], autoim-
mune thrombocytopenia/neutropenia, myelodysplastic 
syndrome, leukoerythroblastosis, hemophagocytic lym-
phohistiocytosis, and leukemia [1]. Transient aplastic cri-
sis manifests as sudden exacerbation of anemia in patients 
with chronic hemolytic anemia, with severe reticulocyto-
penia lasting 7-10 days in the absence of erythroid precur-
sors due to lysis of the precursors  by PV-B19 [4]—the 
hallmark of which is giant pronormoblasts in the bone 
marrow [5].

Hemolytic crisis in hereditary spherocytosis (HS) is 
characterized by more pronounced jaundice than that in 
stable state of HS due to accelerated hemolysis and prob-
able viral infection [6]. Herein we describe a patient that 
presented with hemolytic crisis as the initial manifestation 

of HS during PV-B19 infection—in contrast to the expec-
tation of transient aplastic crisis [7]. This condition was 
attributed to coexistent herpes virus infection. The patient 
had a low mean corpuscular hemoglobin (MCH) and 
mean corpuscular hemoglobin concentration (MCHC) 
due to the thalassemia trait, which masked spherocytosis.

A 15-year-old female was presented for evaluation of 
anemia. She had a 4-month history of progressive pal-
lor, fatigue, scleral icterus, and dark urine. She has had 
intractable pallor since nearly 3 years of age  Icterus was 
not noted until four months prior to her presentation to 
our hospital. Her brother also had pallor without icterus. 
Physical examination showed pallor, scleral icterus, and 
hepatosplenomegaly (spleen and liver extended the costal 
margins by 4 cm and 3 cm, respectively). 

Laboratory findings were as follows: hemoglobin 
level: 75 g/L; hematocrit: 24.1%; red blood cell count 
(RBC):4.11x1012/dL; platelet count: 279 x 109/L; white 
blood cell count: 7.3 x 109/L: mean corpuscular volume 
(MCV): 59.5 fL: mean corpuscular hemoglobin concentra-
tion MCHC 31.5 g/dl (N: 32.7-35.6 g/dl); mean corpuscu-
lar hemoglobin (MCH): 18.5 pg (normal range: 27.2-33.5 
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pg); red blood cell distribution width: 21% (normal range: 
11.8%-14.3%); reticulocyte count: 2.2% (normal range: 
0.6%-2.6%). Peripheral blood smear showed anisocytosis, 
poikilocytosis, hypochromia, and spherocytes. Direct and 
indirect Coombs tests were negative, and total/indirect 
bilirubin was 1.68/1.33 mg/dL, haptoglobin was <5.83 
mg/dL (normal range: 36-195mg/dL), plasma hemoglobin 
was 7% (normal: <3), serum lactate dehydrogenase was 
254 IU/L, and Hb A2 was 4.37%. Bone marrow aspiration 
showed erythroid hyperplasia, glucose-6-phosphate dehy-
drogenase, pyrimidine 5’ nucleotidase, pyruvate kinase, 
CD 55, and CD 59 evaluation of CD 55, and CD 59 on 
granulocytes by flow cytometry  were normal. Collagen 
tissue disease markers were negative. Abdominal ultra-
sonography showed splenomegaly and elevated osmotic 
fragility. Herpes simplex virus HSV type 1-2 IgM was posi-
tive. PV-B19 PCR was 75.3 copies/mL in plasma, based on 
real-time PCR (normal: negative). 

The patient was diagnosed as hereditary spherocyto-
sis and thalassemia trait, with coexistent PV-B19 and her-
pes virus infections.The hemoglobin level was found to 
have increased spontaneously to 88 g/L and her pallor and 
scleral icterus were found resolved  at the end of in her 
evaluation made on 46 th day of admission At this time 
blood smear findings and mild indirect hyperbilirubine-
mia persisted and  PV-B19 DNA showed 13 copies and 
HSV type 1-2 IgM was still positive. Viral serological tests 
may cross react with each other and we couldn’t perform 
HSV PCR. But HSV IgG was found to have increased from 
6.15 to 113.2 RU/mL on the 46 th day of admission and 
this confirmed that PV-B19 and HSV infected the patient 
coexistently., 

The presented patient had mild HS, which manifested 
first as hemolytic crisis due to herpes virus infection, 
although infection by other viruses we didn’t test for could 
not be excluded. Her RBC count was within the lower lim-
its of normal, which is unexpected in a patient with hemo-
lytic anemia and the thalassemia trait. We think the nor-
mal RBC and reticulocyte counts, despite erythroid hyper-
plasia of the bone marrow, were indicative of repressed 
erythropoiesis due to PV-B19 infection. 

The presented case highlights the fact that, in the set-
ting of chronic mild hemolytic  anemia, patients in hemo-
lytic crisis that have normal reticulocyte and RBC counts 
should be tested for PV-B19 infection and accompanying 
other viral infections  . Clinicians should be aware that 
MCH and MCHC are not elevated in HS patients with  
thalassemia trait.

Conflict of Interest Statement

None of the authors have any conflicts of interest, in-
cluding specific financial interests, relationships, and/or 
affiliations, relevant to the subject matter or materials in-
cluded.

References

1. Yetgin S, Elmas SA. Parvovirus–B19 and hematologic 
disorders. Turk J Hematol 2010; 27:224-233

2. Lehmann HW, Landenberg P, Modrow S. Parvovirus B19 
infection and autoimmune disease. Autoimmunity Rev 
2003; 2:218-223

3. de la Rubia J, Moscardó F, Arriaga F, Monteagudo E, 
Carreras C, Marty ML. Acute parvovirus B19 infection as 
a cause of autoimmune hemolytic anemia. Hematologica 
2000; 85:995-997

4. Carzavec D, Gacina P, Vasilj A, Katovic SK. Aplastic crisis 
induced by Human Parvovirus B19 as an initial presentation 
of hereditary spherocytosis. Coll Antropol 2010; 34:619-
621

5. Gallagher PG, Forget BG. Hereditary spherocytosis, 
elliptocytosis, and related disorders. In: Beutler E, Coller 
BS, Lıchtman AM, Kıpps TJ, Selıghsohn U, eds. Williams 
Hematology. 6th ed. New York: McGraw-Hill, 2001: 508

6. Lanskowsky P. Red cell membrane and enzyme defects. 
Manual of Pediatric Hematology and Oncology. 5th ed. San 
Diego, CA: Elsevier, 2011:175-179

7. Tavil B, Özdel S, Özkasap S, Yaralı N, Tunç B. Aplastic crisis 
induced by human parvovirus B19 infection as an initial 
presentation of HS. Indian J Pediatr 2010; 77:1191-1192


