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We present a case of recurrent follicular lymphoma with an extensive plasma cell component
involving infra-auricular lymph nodes in a 64 year-old woman. Immunohistochemical staining
showed a strongly positive reaction of the follicles with CD20, bcl-2, bcl-6, CD10 and CD21
on the first biopsy specimen. The intrafollicular and interfollicular plasma cells showed mono-
clonality for IgG heavy chain and lambda light chain. The histological and immunohistochem-
ical findings in the recurrent tumor were identical with those of the original. Discussion is focused
on the importance of the differential diagnosis between reactive lymphoid hyperplasia and
other lymphomas having plasmacytic differentiation.
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In lymph nodes, plasma cells are found in association with
various disorders including rheumatoid arthritis,1 Sjogren’s
syndrome,2 syphilis,3 Castleman’s disease4 and Hodgkin’s and
non-Hodgkin’s lymphomas. Primary extramedullary plasmacy-
tomas are also known to occur in lymph nodes.5 Mature plasma
cells and plasmacytoid lymphocytes are constituents of lympho-
plasmacytic lymphoma, low-grade marginal zone B cell lym-
phoma and small lymphocytic lymphoma.6,7 However, follicu-
lar plasma cells are found more frequently in follicular hyper-
plasia than in follicular lymphoma.8 About twenty years ago,
several reports described follicular lymphomas containing poly-
clonal or monoclonal plasma cell populations.9-11 According to
the review of Frizzera et al.,12 follicular lymphoma with plasma-
cytic differentiation should be considered as a malignant lym-
phoma of intermediate grade, with no significant difference in
patient survival or clinical findings when compared to lympho-
plasmacytic lymphoma. We report here the histological and
immunohistochemical findings in a case of a recurrent follicu-
lar lymphoma with monoclonal plasma cell differentiation. The
differential diagnosis of lymph node lesions containing plasma
cells is discussed in detail.

CASE HISTORY

A 64 year-old woman presented to the hospital complaining
of a palpable mass in the left posterior cervical region. The mass
was resected. Following a diagnosis of reactive lymphoid hyper-
plasia, she was sent home with no further treatment. Four years
later, the patient revisited the hospital for evaluation of enlarged
lymph nodes beneath the left ear. She had been aware of them
for 7 months. On computerized tomography, several variable
sized, enlarged, round lymph nodes were found on the left side
at level II and within the left parotid gland. There were no cys-
tic changes or calcification. Excision of the lymph nodes and
the parotid gland was performed. Results of hematologic and
biochemical studies were within normal limits. Serum protein
was 7.1 g/dL on the first visit and 6.8 g/dL on the second visit.

Pathologic findings 

The initial excised lymph node consisted of a round, soft lymph
node, measuring 2.0×1.5×1.2 cm in dimension. On section,
the cut surface showed a fish-flesh appearance. The second biop-
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sy specimen, obtained 4 years later, consisted of several conglom-
erated lymph nodes and a portion of parotid gland, totally mea-
suring 3.0×1.5×1.0 cm overall. 

Histological findings 

The initial lymph node showed markedly enlarged or anasto-
mosing lymphoid follicles with residual normal lymphoid tis-
sue at the periphery. The follicles were composed of small lym-
phoid cells with round nuclei and scanty cytoplasm, large cen-
troblast-like cells and plasmacytoid cells (Fig. 1). Neither a
zonal pattern nor tingible body macrophages were evident. Inter-
follicular areas also showed plasma cell infiltration, especially
around blood vessels. The second biopsy showed a cluster of
small lymph nodes. One of those lymph nodes had markedly
enlarged lymphoid follicles, which were composed of cellular
components basically identical with the initial biopsy (Fig. 2).

The other lymph nodes exhibited a total effacement of nodal
architecture with diffuse infiltration by small lymphocytes and
marked stromal sclerosis. Occasional plasma cells were identi-
fied, and they also were infiltrating into the parenchyma of the
surrounding parotid gland. 

Immunohistochemical staining results 

Immunohistochemical staining was done on the first and
second biopsies. The cells within the enlarged follicular struc-
tures were strongly positive for CD20, bcl-2, bcl-6 and CD10
(Fig. 3A-C). Scattered CD68-positive macrophages were occa-
sionally seen. CD3-positive T cells were found mainly around
the follicles and interfollicular areas. VS38-positive plasma cells
were seen within the follicles as well as in the interfollicular
areas (Fig. 3D). The plasma cells showed lambda light chain
monoclonality (Fig. 3E, F). Within the follicles, the Ki-67 label-

Fig. 1. The histology of the first lymph node biopsy. Germinal centers of follicles are expanded (A). The explanded germinal centers show
mixed components of small lymphocytes, large centrocytes and centroblasts and plasma cells (B).
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Fig. 2. The histology of lymph node of the second biopsy. An enlarged lymphoid follicle surrounded by residual rim of small lymphocytes
is observed (A). Small and large lymphoid cells with plasma cells are found within the enlarged follicle (B).
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ing index was about 30%. The lymph nodes on the second biopsy,
which showed diffuse sclerosis and infiltration of small lymphoid
cells were composed of a mixed population of CD20-positive B
cells and CD3-positive T cells, in equal proportion and in a hap-
hazard fashion. Most of the cells were positive for bcl-2, but neg-
ative for bcl-6, CD10 and CD21. The area did not show lamb-
da monoclonality.

DISCUSSION

Cases of follicular lymphomas with monoclonal plasma cells
have been documented by Nemes et al.,9 Schmid et al.10 and Vago
et al.11 In 1986, Keith et al.13 described 7 cases with plasmacytic
differentiation from 198 follicular center cell lymphomas, and
Frizzera et al.12 reported 6 additional cases.

Fig. 3. The immunohistochemistry of the lymph node. The follicles are positive staining for CD20 (A), bcl-2 (B) and bcl-6 (C). The immunos-
taining for VS38a is positive in plamsma cells (D). The plasma cells within and outside the follicles are positive for lambda light chain (E),
but negative for kappa light chain (F).

A

C

E

B

D

F



 154 Hyunchul Kim Young Seok Lee Jungwoo Choi, et al.

Follicular lymphomas, especially when showing plasmacytic
differentiation should be differentiated from reactive follicular
hyperplasia, which can be seen as a nonspecific B cell response
to an immune stimulus or in association with rheumatoid arthri-
tis, secondary syphilis or Castleman’s disease.1,3,4 Histologic find-
ings such as a high density of follicles per unit area, even distri-
bution of follicles between the cortex and medulla, and a relative
paucity of mitotic figures and tingible body macrophages with-
in the follicles help in differentiating follicular lymphoma from
reactive hyperplasia. A positive reaction for bcl-2 antibody is
another helpful diagnostic finding.8 

Marginal zone lymphoma of the lymph node may be primary
or secondary to extranodal or splenic marginal zone lymphoma.7,14

The marginal zone and interfollicular areas of the lymph node
are infiltrated by centrocyte-like B cells, monocytoid B cells or
small B lymphocytes with scattered blasts. Follicular coloniza-
tion may be present. Reactive non-neoplastic follicles are an
important component of low grade marginal zone B cell lym-
phoma.7 Isaacson et al.14 described three types of follicle involve-
ment by neoplastic cells (so called follicular colonization), which
have a resemblance to follicular lymphoma. In the first type,
reactive follicles are partially or completely replaced by centro-
cyte-like cells in which residual follicular center cells and man-
tle zone cells are dispersed. The neoplastic cells are CD10-neg-
ative, but bcl-2 protein-positive. In the second type, follicle
centers are selectively replaced by centrocyte-like cells, which
are larger in cell size and show higher rate of mitoses than seen
in the diffuse infiltrates. Mantle zone and tingible body macro-
phages are present, but the zonal pattern of reactive follicle cen-
ters is lost. The neoplastic cells are CD10-negative and show
markedly reduced expression of bcl-2. In the third type, the
intrafollicular centrocyte-like cells show plasma cell differentia-
tion. Immunophenotyping is essential for distinction between
follicular lymphoma and neoplastic follicles in marginal zone B
cell lymphoma. In follicular lymphoma, the follicles are CD10
and bcl-6-positive, and strongly express bcl-2 protein. In the
present case, because the lymph nodes were found within and
around the parotid gland, the secondary involvement of a salivary
gland marginal zone lymphoma was strongly suspected. Based
on the strong expressions of CD10, bcl-6, bcl-2 and CD21 in
the follicles, follicular lymphoma was diagnosed.

Lymphoplasmacytic lymphoma is a rare neoplasm of small B
lymphocytes, plasmacytoid lymphocytes and plasma cells, usu-
ally involving bone marrow, lymph nodes, spleen, or peripheral
blood. Most cases previously diagnosed as lymphoplasmacytic
lymphoma in extranodal sites are now reclassified as marginal

zone B cell lymphoma of MALT.15 The diagnosis of this type of
lymphoma should be made after excluding small lymphocytic
lymphoma, marginal zone B cell lymphoma and follicular lym-
phoma by morphologic and immunophenotypic findings. On
immunohistochemical staining, the tumor cells show strong
positive reaction for cytoplasmic immunoglobulin, usually IgM,
B cell associated antigens and plasma cell antigen CD38, but
with negative reactions for CD5, CD10 and CD23. Extra-osseous
plasmacytoma may occur in lymph nodes.7 However, these find-
ings were not seen in the present case.

Frizzera et al.12 reviewed the clinical and pathologic findings
in 16 cases, which included the previously reported cases and
their own 6 cases. A median survival of 3 years, a 22% rate of
mortality, frequent extranodal involvement (44%), and the asso-
ciation with a monoclonal gammopathy were very similar find-
ings to those of lymphoplasmacytic lymphoma, rather than fol-
licular lymphoma.

Recently, Keller et al.16 described one case of plasmacytic dif-
ferentiation in 33 follicular lymphomas. Because the frequency
of follicular lymphomas is low in Korea, compared to the West-
ern countries,17 the occurrence of plasmacytic differentiation in
follicular lymphomas cannot be estimated. 
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