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Dear Editor:

Composite lymphoma (CL) is a lymphoid neoplasm in
which two (or more) distinct lymphoma subtypes involve
the same lymph node or extranodal site [9]. This condition
is relatively rare and raises interesting questions about the
pathogenesis as well as the relationship that might exist
between the various neoplastic components. Recently, we
observed the case of a 29-year-old male who developed a
distinctive CL consisting of follicular lymphoma (FL) and
nodular lymphocyte predominance Hodgkin’s disease
(NLPHD) within the same lymph node.

The patient was admitted in our hospital because of a
slow-growing lymphadenopathy localized in the left ingui-
nal area. This lymphadenopathy spontaneously appeared
and progressively increased in size to reach a diameter of
almost 4 cm. There was no history of fever or deterioration
in the patient’s general condition. Clinical examination did
not reveal any other abnormality and peripheral blood anal-
ysis was within normal limits. Serum investigations for
human immunodeficiency virus, hepatitis B and C viruses,
Epstein—Barr virus (EBV), cytomegalovirus, and syphilis
were negative. In contrast, the patient demonstrated ac-
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quired immunity for toxoplasmosis and hepatitis A virus.
A surgical excision of the abnormal lymph node was per-
formed for diagnostic purposes.

Microscopically, the nodal architecture was effaced by
numerous uniformly sized follicles (Fig. 1). These follicles
were closely packed together and lacked mantle zones.
They were mostly composed of small centrocytes mixed up
with few centroblasts. Tangible body macrophages as well
as mitotic figures were almost completely absent. In a small
area of the lymph node, we noted several large lymphoid
nodules composed of small lymphocytes mixed up with
some large atypical cells (Fig. 2). The latter featured the
characteristics of “pop corn” cells, indicative of NLPHD
(Fig. 3). Both lymphomatous proliferations were relatively
well delineated from each other. On immunohistochem-
ical analysis, the lymphoid cells inside the follicles were
found to express CD20, CD79a, and CD10. These cells
also expressed the bcl-2 and bcl-6 proteins. Small clusters
of CD20- and CD10-positive cells were found in the inter-
follicular areas. “Pop corn” cells showed immunoreactiv-
ity with antibodies directed against CD45, CD20, CD79a,
and bcl-6 protein. Although some of these cells were weak-
ly CD30-positive, they did not express CD10, CD15, or
bcl-2 protein. “Pop corn” cells were found between CD20-,
CD79a-, bcl-2 protein-, and CD10-positive centrocytes,
CD23-positive follicular dendritic cells, and CD57-positive
T lymphocytes. These CD57-positive T lymphocytes often
formed rosettes around the “pop corn” cells (Fig. 4). Poly-
merase chain reaction (PCR) analysis of DNA extracted
from the paraffin embedded sections demonstrated a bcl-2
gene rearrangement resulting from a t(14;18) chromosomal
translocation in the major breakpoint region. However, no
clonal rearrangement of the genes coding for the immuno-
globulin (Ig) heavy (IgH) chain or EBV genomic sequences
could be evidenced, using the same method of molecular
investigation.

Based on these data, a diagnosis of CL consisting of FL
and NLPHD was made. Additional investigations revealed
the involvement of several lymph nodes located in the left
inguinal area, the retroperitoneal and mesenteric regions,
and the right axillary area, respectively. No infiltration of
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Fig. 1 The nodal architecture is effaced by numerous uniformly
sized follicles that are closely packed together. These follicles lack
mantle zones and are mostly composed of centrocytes

Fig. 2 Several nodules of larger size and featuring large atypical
cells were found in a small area of the lymph node

Fig. 3 The large atypical cells look like “pop corn” cells

Fig. 4 Immunostaining with antibody directed against CD57. “Pop
corn” cells are surrounded by CD57-positive lymphocytes

the bone marrow could be demonstrated. Six courses of R-
CHOP (rituximab, cyclophosphamide, doxorubicin, vin-
cristine, and prednisone) chemotherapy were therefore
given. The patient is in complete remission, 3 months after
the end of therapy.

On rare occasions, CLs consisting of FL and classic
Hodgkin’s disease (HD) have been reported in the literature
[4, 6-8, 10-12, 15, 16]. Using laser capture microdissec-
tion, PCR analysis, and sequencing of IgH gene rearrange-
ments, a clonal relationship between the FL and HD has
been demonstrated in some of these cases [4, 10, 12].
Interestingly, RS cells often express the bcl-2 protein or
carry the t(14;18) translocation in these CLs [11, 12, 16].
To our knowledge, however, there has been no case report
documenting the occurrence of FL and NLPHD within a
single lymph node. Progression of NLPHD to diffuse large
B cell lymphoma is a relatively well-known phenomenon
[8], but the association with other B-cell lymphoprolif-
erative disorders, in contrast with classic HD [5], is def-
initely unusual. Therefore, the present observation raises
interesting questions about the relationship that might exist
between FL and NLPHD. Unfortunately, we could not per-
form further molecular investigations in order to determine
whether a clonal link between the “pop corn” cells and the
FL cells does exist in our patient. Thus, we can only offer
speculations on this issue. Nevertheless, two main pos-
sibilities may be considered, as follows.

At first, the NLPHD and FL components are totally
unrelated and their occurrence together within the same
lymph node simply represents a coincidental occurrence. In
this regard, the absence of clonal relationship between the
neoplastic components in some CL, like those involving
HD and mantle cell lymphoma for instance [5], may sup-
port such a model of pathogenesis.

Second, both NLPHD and FL originate from a common
precursor B cell, that is, the same abnormal B cell gives rise
to the two neoplastic disorders through distinct maturation
pathways in the germinal center (GC). In such a situation,
the timing of t(14;18) translocation is of paramount im-
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portance because this chromosomal anomaly is classically
not involved in the pathogenesis of NLPHD [1]. Also, it
was generally acknowledged that t(14;18) translocation
takes place at the pre-B ontogenetic stage, during the initial
phase of the IgH V region recombination process [13, 14].
However, recent studies have demonstrated that this chro-
mosomal anomaly may arise at a later stage of B cell de-
velopment, during receptor revision in the GC [13, 14].
Therefore, the possibility that a common precursor B cell
first gives rise to NLPHD and thereafter to FL may be not
so unreasonable. Moreover, the numerous similarities that
exist between “pop corn” cells in NLPHD and GC B cells
at the centroblastic stage of differentiation and the knowl-
edge that FL cells may correspond to late centroblast or
centrocyte GC B cells also are consistent with such a
hypothesis [12, 14].

Due to differences in terms of prognosis, our case should
be distinguished from FL showing progression to CD30-
positive large cell lymphoma and from FL featuring nu-
merous RS-like cells [2, 3]. In our patient, the phenotype of
the “pop corn” cells as well as the presence of numerous
CD57-positive T lymphocytes, notably around these cells,
make such a progression unlikely and rather favor a diag-
nosis of CL featuring FL and NLPHD components. In-
terestingly, numerous small B lymphocytes in the large
follicles harboring the “pop corn” cells were bcl-2 protein-
and CD10-positive centrocytes, a finding that can be in-
terpreted as colonization of these follicles by FL cells.

Whatever the precise pathogenesis may be, this intrigu-
ing observation further expands the spectrum of CL.
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