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Hepatosplenic B-cell Lymphoma Associated with Hemophagocytic

Syndrome
: A Case Report

cytes with avid hemophagocytosis.

Neoplasms, multiple primary

INTRODUCTION

Hemophagocytic syndrome (HPS) is a reactive and sys-
temic proliferation of benign histiocytes (1-4). It is often
associated with infections, malignant neoplasms, drugs,
autoimmune diseases and various immunodeficiencies (1-
4). Most reported cases of non-Hodgkin’s lymphoma
(NHL) associated with HPS have been T-cell in origin
(5, 6). However, HPS has been rarely observed in B-cell
lymphomas (7). We repott a case of hepatosplenic B-cell
lymphoma predominantly confined to the sinusoids of the
liver and spleen associated with HPS.

CASE REPORT

A 41-year-old woman was admitted to Chonnam Na-
tional University Hospital because of fever, chills and
genetral weakness for five weeks. Temperature was 38.8
C. On examination, she appeared chronically ill and
revealed tender splenomegaly. Thete was no palpable
lymph node.

Blood count showed a white cell count of 6,100/uL,
hemoglobin 7.1 g/dL, and platelet count 4,300/¢L. Blood
chemistry revealed alkaline phosphatase 575 U/L, AST
163 U/L, ALT 42 U/L, LDH 1,948 U/L, and A2-micro-
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globulin 3.5 mg/dL. Coagulation profiles wete prothrom-
bin time of 15.3 sec (control, 12.5 sec) and partial
thromboplastin time of 31.3 sec (control, from 28 to 40
sec). Cultutes of blood, urine and sputum were stetile.
Serologic tests for viral infections and connective tissue
diseases were negative. CT' scan of the abdomen showed
splenomegaly with focal wedge-shaped infarction, but no
lymphadenopathy (Fig. 1).

She underwent splenectomy and a liver wedge biopsy.

Fig. 1. Abdominal CT scan shows splenomegaly with focal
wedge-shaped infarction.



Histologic examination of the splenic tissue showed dif-
fuse infiltration of medium to large-sized tumor cells in
the splenic sinuses and pulp cords with frequent oblitet-
ation of the white pulps (Fig. 2A). This finding was sug-
gestive of malignant histiocytosis. The liver specimen dis-
closed predominant sinusoidal infiltration of medium-
sized neoplastic cells (Fig. 2B). Immunohistochemically,
the tumor cells were positive for leukocyte common anti-
gen (LCA, CD45), CD20, and lambda light chain, and
wete negative for CD45RO (UCHL-1) and kappa light
chain (Fig. 2C). They were also negative for acid phos-
phatase, lysozyme, ai-antitrypsin, and Ki-1 (CD30).
These findings were compatible with B-cell NHL. Bone
matrrow (BM) aspiration and a biopsy showed prolifet-
ation of histiocytes with hemophagocytosis (Fig. 3). In
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Fig. 2. A: Diffuse infiltration of monotonous medium to large
tumor cells with a moderate amount of cytoplasm in the splenic
sinuses and pulp cords (H&E, %400). B: Diffuse infiltration of
medium-sized cells with folded nuclei and indistinct cytoplasm
in the hepatic sinusoid (H&E, % 400). C: Immunohistochemical
stain for CD20 showing positive reactivity in the infiltrating
tumor cells.

situ hybtidization and immunohistochemical stain for
EBV were negative in the liver and splenic specimen.

She was diagnosed as hepatosplenic B-cell lymphoma
associated with HPS. Clinical stage was IVB and she was
allocated in the high-risk group according to interna-
tional age-adjusted index. Presently, she remains in com-
plete remission, after having received six cycles of CHOP
(cyclophosphamide, doxotubicin, vincristine and predniso-
lone) chemotherapy.

DISCUSSION

The patient presented as fever of unknown origin
(FUQ) and clinical diagnosis was vety difficult initially
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Fig. 3. Bone marrow smear shows histiocytes with avid hemo-
phagocytosis (Wright stain, x1,000).

despite of extensive evaluation. The patient underwent
splenectomy, a liver wedge biopsy and BM examination.
Pathologically, the diagnoses of the BM, spleen and liver
wete vety difficult to make, due to the tumor cells were
localized to the sinusoids of the biopsed organs and it
simulated malignant histiocytosis. Howevet, the diagnosis
of B-cell lymphoma was made by immunohistochemical
staining in the specimen of the liver and spleen, and
hemophagocytosis by benign histiocytes was noted in BM
smear specimen. Compared to the classic large B-cell
lymphoma, the localization of the tumor cells to the sinu-
soidal spaces of the liver and spleen without solid mass
lesion is unique and this case might be a hepatosplenic
B-cell lymphoma, an unusual specific vatiant of B-cell
lymphoma. Clinical symptoms and signs of the patient
wete improved aftet CHOP chemotherapy.

HPS has been repotted in association with vatious
malignant conditions, such as NHL, Hodgkin’s disease,
multiple myeloma, acute leukemia, chronic lymphocytic
and haity cell leukemia, gastric carcinoma, and ovarian
catcinoma (2). Most NHL in association with HPS has
been T-cell type (5-7). B-cell NHL associated with reac-
tive HPS has been rarely reported, including T-cell rich
B-cell lymphoma (8), angiotropic B-cell lymphoma (9),
immunoblastic B-cell lymphoma (10), splenic large B-cell
lymphoma (11), diffuse large B-cell lymphomas (12, 13),
and an autopsy case of occult B-cell lymphoma (14).

Patient with HPS usually present with FUQ, sweats,
weakness, lymphadenopathy, hepatosplenomegaly, pan-
cytopenia, and extranodal involvement of marrow, lungs,
central nervous system, heatt and other organs (1). The

most prominent histopathologic feature is a proliferation
and infiltration of benign histiocytes, displaying a striking
degtee of hemophagocytosis in the bone martrow, lymph
node sinuses and medullaty cotds, hepatic sinusoids and
portal areas and splenic red pulps (1, 5).

The pathogenesis of this syndrome is stll uncleat,
although the possible role of cytokines produced by T-
cell lymphoma cell has been suggested (15). Howevert,
any specific cytokines that may induce hemophagocytosis
in B-cell lymphoma have not been identified, and B-cell
lymphoma could result in abnormal immune regulation
and thus might be associated with HPS (15). Treatment
of HPS should be ditected to the undetlying disease
process (1). The prognosis of HPS is not known in B-cell
NHL, but frequently fatal in T-cell NHL (6-8), suggest-
ing its cotrelation with tumor aggressiveness.

In summaty, we teport a case of hepatosplenic B-cell
lymphoma associated with reactive HPS, which may sim-
ulate malignant histiocytosis. The patient teceived six
cycles of CHOP chemotherapy and is cuttently in good
condition.
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