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Abstract

Hereditary spherocytosis is rarely seen to occur simultaneously in association
with lymphomas or hematological malignancies. Here in, we describe a case 2
of hereditary spherocytosis associated with diffuse follicular Non-Hodgkin

lymphoma.
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Introduction

Hereditary spherocytosis is the most frequent congenital
hemolytic anemia and most common in the Caucasian population
[1]. Hereditary spherocytosis is a familial disorder with both
autosomal dominant and recessive modes of inheritance, but
sporadic cases can be encountered [2,3]. The clinical presentation
is widely arrayed from a severe course in early childhood to
asymptomatic and milder forms in elderly. The hallmarks of
hereditary spherocytosis are the chronic hemolytic sequelae in
presence of spherocytes at peripheral blood smear and positivity
of red cell fragility testing [4-7].

Case Presentation

A 54-year-old lady had presented to the emergency room of
National Liver Institute Hospital, Menoufia University by marked
shortness of breath, dizziness and icterus. The patient was
leading a completely healthy life till three years ago when she
was hospitalized for a similar attack of dyspnea and jaundice. She
received 5 units or more of blood and was discharged in a fair
condition without any further work up. Six months earlier; she
started to suffer anorexia, significant weight loss along with severe
bony pains all over the body, but no fever, abdominal pain, lymph
node swellings or bleeding. The clinical examination revealed
a cachectic woman with bounding pulse, jaundice and huge
splenomegaly crossing the midline. Laboratory investigations
revealed marked anemia with elevated MCV and MCHC (132%
and 45%) though, serum vitamin B12 and folic acid were normal
(Table 1). The evident indirect hyperbilirubinemia, significant
reticulocytosis, and elevated serum LDH were associated
with negative direct and indirect Coomb's tests. Abdominal
sonography demonstrated huge splenomegaly (29 cm) with
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homogenous echo-pattern along with calcular gall bladder.
Furthermore, red cell distribution width (RDW) was found to
be surmounted to 17% in favor of the diagnosis of HS. Osmotic
fragility test was increased (showed early RBCs hemolysis at low

Table 1 Laboratory investigation data of patient.

Variables On Admission

Total bilirubin (mg/dl) 8.7
Direct bilirubin (mg/dl) 2.5
Albumin (gm/dl) 4.1
AST (1U/dI) 169
ALT (1U/d1) 188
LDH (1U/dl) 3211
HG (gm/dI) 5
Retics (10°/mm) 11
MCV (um?) 110
MCHC (gm/d|) 37
WABCs (103/mm) 18
Platelets (103/mm) 115




dilution titers). Although a definite family history was lacking, the
diagnosis of hereditary spherocytosis (HS) was ascertained. Four
units of packed RBCs were advised; however, rapid regression of
hemoglobin had occurred within 2 days.

The high ESR: 120 mm/1* hr and B2 macroglobulin: 7.5 ug/ml
added to the significant weight loss had prompted referring the
patient to bone marrow studies.

Bone marrow (BM) trephine biopsy unveiled the presence of
Non-Hodgkin lymphoma (Figures 1 and 2) which identified by
aggregates of typical mature hematopoietic tissue, some mature
megakaryocytes and an increase of erythroid elements (Erythroid
Hyperplasia). Furthermore, the trephine showed a small number
of mature myeloid cells but dysplastic changes or increasing
blast cells were not detected. Other sites of the trephine showed
diffuse infiltration by lymphoid tissue population of small
mature cells which having indented hyperchromatic nuclei and
some large single nucleolus suggesting the diagnosis of diffuse
follicular Non-Hodgkin lymphoma. Such diagnosis was confirmed
by immunohistochemical staining that showed a positivity for
B-cell markers, CD10, CD19, CD22, CD79a and strongly positive
for CD20 and Bcl2 (Figures 3 and 4) and negative for CD5, CD30
and CD138. Meanwhile, PET-CT scan of the whole body showed
increased FDG uptake in the spleen and bone marrow. The
patient was referred to the oncology unit; unfortunately, she
passed before access to proper therapeutic interventions.

Conclusion and Learning Points

1. Hereditary spherocytosis is an inherited form of chronic
hemolytic anemia; it occurs secondary to the cytoskeletal
proteins deficit in the erythrocyte membrane (Band 3,
Ankyrin 1, Proteins 4.2, Alpha or Beta Spectrin).
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Figure 1 Non-Hodgkin lymphoma involving the bone marrow
that showed increased cellularity with para-
trabecular aggregates of lymphoid population (H
and E. 40x).
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Figure 2 The marrow aggregates of lymphoma are largely

composed of centroblasts and immunoblasts. (H and
E. 400x).

Figure 3 Immunohistochemical staining of BM biopsy showed
cells are positive for CD20 and Bcl2.
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Figure 4 |mmunohistochemical staining of BM biopsy showed
cells are positive for CD20 and Bcl2.
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2. Milder forms of HS often escape clinical recognition and
the diagnosis may be an incidental laboratory finding.

3. Also, the diagnosis can be prevailed with the increased
hemolysis that may accompany viral illnesses, probably
due to splenomegaly associated with the viral illness.

4. HS has been rarely described in association with
lymphomas and hematological neoplasms.
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5. Chronic spherocytic hemolysis and long-standing
stimulation of both bone marrow and spleen may
represent a pathogenic background of hyperactivation of
B cells and lymphomatous transformation.
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