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A Remarkable Case Report of Splenic Lymphoma with Villous Lymphocytes in 
a Male Sudanese Patient

Abstract

Background: Splenic lymphoma with villous lymphocytes (SLVL) is an unusual lymphoid tumor that accounts for <1% of 
all lymphoproliferative neoplasms. It is the leukemic analog of splenic marginal zone lymphoma (SMZL) and is distinguished 
by splenomegaly, frequently with no lymphadenopathy, significant lymphocytosis, and villous lymphocytes on microscopic 
examination. This condition is often mistaken with other chronic lymphoproliferative illnesses and must be distinguished from 
them.

Case Presentation: Here, we present a case of a 67-year-old man who had no lymphadenopathy but had a huge spleno-
megaly [18 cm] below the costal edge on inspection. The WBC count was 87.0x109/L, with an absolute lymphocyte count of 
72.6x109/L. Peripheral smear examination revealed that 83% of the cells were lymphoid, with 55% having a villous appear-
ance. These villous lymphocytes were also seen in bone marrow aspirate and biopsy. All cytochemical stains, even tartrate-
resistant acid phosphatase, were negative for these cells. Flow cytometric immunophenotyping revealed that these lymphoid 
cells were significantly positive for CD19, CD20, and FMC-7, and negative for CD10, CD5, CD23, CD25, CD103, and surface 
immunoglobulins (SIg). 

Conclusion: Based on these observations, SLVL was offered as a diagnosis. This case is also being reported to illustrate the 
diagnostic problems associated with this illness.
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Introduction
Splenic Lymphoma with Villous Lymphocytes (SLVL) is a 
minimal B cell non-Hodgkin's lymphoma that has variable 
clinical and morphologic characteristics, such as splenomegaly 
without lymphadenopathy, lymphocytosis that rarely exceeds 
100x 109/L [1]. WHO (2008) classification regarded it as the 
leukemic counterpart of Splenic Marginal Zone Lymphoma 
(SMZL), which accounts for less than 2% of lymphoid neo-
plasms [2,3]. Despite being less prevalent than other chronic 
lymphoproliferative disorders, SLVL is unrecognized maybe 
because there are few immunophenotyping tools and little pub-
lic knowledge of it [4]. Accurate diagnosis of this condition is 
crucial as it differs in treatment and prognosis from common 
lymphoproliferative disorders [1]. In this case report, we pres-
ent a case of SLVL that was initially misdiagnosed as Chronic 
Lymphocytic Leukemia (CLL) due to high total leukocyte 
counts and morphological appearance on light microscopy.

Case Presentation
A 67-year-old male sentry from Port Sudan was brought to our 

center in July 2022 as a case of CLL. For the past couple of 
years, the patient has experienced chronic exhaustion, some 
recurrent pruritic skin sores, and cramping. In addition, the pa-
tient had just lost a large amount of weight. On examination, 
the patient was found to have an 18 cm splenomegaly below 
the costal edge.  There are no swollen lymph nodes in the pe-
ripheral area of the body. The laboratory test results revealed 
an absolute lymphocyte count of 72.6 x 109/L, a leukocyte 
count of 87 x 109/L, a hemoglobin level of 12.0 g/dl, and a 
platelet count of 131 x 109/L. The atypical lymphoid cells were 
morphologically larger than the tiny lymphocytes and pos-
sessed plenty of cytoplasm. Compact chromatin was present 
in the rounded nuclei. As opposed to CLL cells, there was less 
obvious chromatin clumping in these cells (Figure 1). Atypi-
cal lymphoid cells were found in the bone marrow aspirate at 
39% and biopsy together with normal hematopoietic cells, and 
their villous appearance matched that of the peripheral smear. 
Venous blood was used for flow cytometric immunopheno-
typing, and the gated lymphocytes were strongly positive for 
CD19, CD20, and FMC-7 while being negative for CD10, 
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Figure 1: Villous lymphocytes are visible in the peripheral 
blood smear.

CD5, CD23, CD25, CD103, and SIg. Studies on cytogenetics 
revealed a typical male karyotype.

The combination of clinical presentation, morphology, bone 
marrow involvement, and flow cytometry results strongly sug-
gest a diagnosis of SLVL. It is crucial to thoroughly consider to 
achieve an accurate diagnosis and determine the most effective 
treatment plan; it is important to consider all of these factors.

Discussion
SLVL is a low-grade B-cell lymphoma that Melo et al. [5] char-
acterize in great detail. Marginal zone B-cell lymphomas are 
divided into three clinically different subgroups by the WHO 
classification system: SMZL, (extranodal marginal zone B-cell 
lymphomas of mucosa-associated lymphoid tissue) MALT 
lymphomas, and nodal marginal zone B-cell lymphomas [2,3].  
SLVL is now recognized as the leukemic variant of SMZL in 
the most recent categorization [6].

It is an uncommon neoplasm, with only a few case series re-
corded in literature and making up fewer than 2% of all lym-
phoid neoplasms [4]. SLVL patients tend to be older than 50 
and the frequency of the disease is equal for both sexes. Al-
though it is believed that SLVL originates from B cells at an 
unknown stage of development, the presence of Ig gene so-
matic hypermutation in 50% of patients implies exposure to an 
antigen in the germinal center microenvironment [1]. 

Patients with SLVL typically have vague symptoms of anemia 
or pain in the left hypochondrium from splenomegaly. This fre-
quently coexists with lymphocytosis. The SLVL cells are mor-
phologically similar to small lymphocytes but slightly larger, 
with compacted chromatin, discrete nucleoli, a considerable 
amount of cytoplasm, and delicate villous projections on the 
cellular membrane. The presence of absolute lymphocytosis of 
more than 10 x109/l in the present case led to the first diagno-
sis of CLL. This matched the requirements of the international 
CLL workshop [7]. Only 15% of the lymphoid cells exhibited 
the distinctive morphological characteristics of SLVL. When 
they were first presented, these cells were disregarded. The 
first misinterpretation was caused by a very high lymphocyto-
sis and the appearance of a small number of cells with delicate 
nucleoli and surface projections typical of SLVL [5]. 

Even though it has been observed, that high peripheral lympho-
cytosis is infrequent in SLVL; this is typically accompanied by 
moderate lymphocytosis [5]. This case strikingly lacked the 

distinctive checkerboard pattern of chromatin clumping seen 
in lymphoid cells of CLL. The lack of such lymphoid cells in 
a case should prompt the investigator to conduct a comprehen-
sive morphological investigation and consider the possibility 
of a low-grade chronic lymphoproliferative disease other than 
CLL. The variable proportion of villous lymphocytes in SLVL 
cases presents a challenge for diagnosis based solely on ap-
pearance. [8] Care must be made to distinguish between the 
ruffled cytoplasmic boundaries of villous lymphocytes and 
the villous artifact on peripheral blood smears that result from 
smearing.

In the current patient, we found villous cells in 55% of all pe-
ripheral lymphocytes and 39% of the aspirated bone marrow. 
These lymphocytes had a round to oval nucleus with open 
chromatin, no nucleolus, and moderate cytoplasm with broad 
projections. In contrast to HCL, bone marrow displayed nodu-
lar infiltrate [9].

In the differential diagnosis of SLVL, it is important to keep in 
mind that other Chronic Lymphoproliferative Ailments, such 
as Prolymphocytic Leukemia (PLL), Hairy Cell Leukemia 
(HCL), Follicular Lymphoma (FL), and Mantle Cell Lympho-
ma (MCL), may display with overlapping clinical and mor-
phological properties [1]. HCL cells have substantial villous 
projections on their surface, whereas PLL cells have moderate 
to copious amounts of cytoplasm. Follicular lymphoma (FL) 
leukemia is a type that is characterized by a predominance of 
cleaved cells. The differentiation from MCL cells could not be 
possible based solely on morphology, necessitating immuno-
phenotyping [10]. Moreover, SLVL differs from HCL in that 
it does not exhibit tartrate-resistant acid phosphatase (TRAP) 
staining which is a distinguishing feature of HCL [11]. TRAP 
testing was negative in this case.

SLVL cells exhibit a diverse immunophenotypic antigen ex-
pression profile. A full panel of markers is needed as no single 
surface marker can distinguish SLVL from other lymphopro-
liferative illnesses. Mature B-cell markers (CD19 and CD20) 
were strongly positive in the current case, but the lack of CD5 
and CD23 disqualified the diagnosis of CLL [1]. In our case, 
FMC-7 showed a significant rate of positive. The negative 
expression of CD25 and CD103 was beneficial in excluding 
HCL because FMC-7 is also substantially positive in HCL and 
HCL-V [1,4]. There is a significant overlap between the immu-
nophenotypic profiles of SLVL and HCL-V. One marker that is 
positive in HCL-V but variable in SLVL is CD11c. Although 
the diagnosis cannot be validated purely based on immunophe-
notype, considering a holistic approach based on the clinical 
manifestation, appearance, bone marrow infiltration, and im-
munophenotypic profile, a diagnosis of SLVL above HCL-V 
was proposed [4].

Conclusion
Even with bone marrow infiltration, the clinical course of 
SLVL is indolent. Typical chemotherapy regimens, which are 
normally helpful in treating other chronic lymphoid neoplasms, 
are typically ineffective for these patients. It is crucial to diag-
nose this condition as a distinct entity since these patients often 
exhibit long-term survival after splenectomy. 
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