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Abstract Plasmablastic lymphoma is a rare form of non-
Hodgkin lymphoma. It is strongly associated with HIV
infection, although it has been recognized in immunocom-
petent patients. Plasmablastic lymphoma has a predilection
for the oral cavity. Its occurrence in the parotid gland has
not been previously described. We report a case of an HIV
positive man who developed a rapidly enlarging parotid
mass. A core biopsy of the parotid mass was evaluated by
routine microscopy, immunohistochemistry, and in situ
hybridization. The tumor was comprised of sheets of large
cells with abundant cytoplasm, eccentric nuclei and prom-
inent nucleoli. The cells exhibited a plasmacytic immuno-
phenotype including expression for CD38 and CD138. An
in situ hybridization assay for Epstein-Barr virus was
positive. These findings were diagnostic of plasmablastic
lymphoma. Plasmablastic lymphoma is notoriously difficult
to diagnose, particularly when it arises in unexpected sites
outside of the oral cavity. As an aggressive lymphoma,
plasmablastic lymphoma must be considered in the differ-
ential diagnosis of a high-grade malignant neoplasm not just
in the oral cavity but at non-oral sites including the parotid
gland, particularly in an HIV-positive individual.
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Introduction

Immunocompromised patients, including those infected
with HIV, are at increased risk of developing malignancies.
After Kaposi sarcoma, non-Hodgkin lymphomas are the
most common malignant neoplasms affecting HIV-positive
patients [1]. In addition to more routine lymphoid malig-
nancies, HIV-positive patients are also predisposed to
unique lymphoid malignancies (e.g. primary effusion lym-
phoma and large cell lymphoma arising in Kaposi virus-
associated Castleman disease) that are rarely encountered in
immunocompetent patients [2]. Plasmablastic lymphoma
(PBL) is a rare and aggressive form of non-Hodgkin lym-
phoma originally described in 1997 [3]. Of the approxi-
mately 150 reported cases, PBL has most often been
reported in the oral cavity of HIV-positive patients [1, 3-6].
Of the non-HIV-associated cases, one-third develop in
patients with some other immunosuppressive condition such
as steroid therapy or chemotherapy [6]. Like other HIV-
associated lymphomas, the Epstein-Barr virus (EBV) is
believed to play a role in the development of PBL [1, 3-6].
PBL is regarded as very aggressive neoplasm, and it usually
presents at an advanced stage. Although the rarity of PBL
has not permitted the development of a standardized treat-
ment [4, 5], a combination of highly active anti-retroviral
therapy and chemotherapy may lead to improved patient
outcomes [5, 7].

Although most PBLs arise in the oral cavity, the ana-
tomic distribution of PBL is not entirely restricted to this
site. PBL has also been reported in the nasal cavity, skin,
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lymph nodes, lung, liver, stomach, anus, and heart [4, 6].
We report a PBL presenting as a parotid mass. This case
expands the clinical profile of PBL and emphasizes that the
diagnosis of PBL should not be dismissed solely on the
basis of unusual clinical features such as origin in the
parotid gland.

Case Report

A 44-year-old African American man presented with
shortness of breath and right facial pain and swelling. His
past medical history was remarkable for HIV infection with
a history of non-compliance on highly active antiretroviral
therapy. His CD4 " lymphocyte count was 160/pl. Although
the facial mass had been present for ~2 months, the patient
reported a dramatic increase in its size over the previous
3-4 days. Review of systems revealed that the patient had
also lost about 30 1b over the past 3 months. On physical
examination, a firm, rubbery, tender mass was palpated
on the right cheek at the angle of the mandible. With the
exception of poor dentition, the oral cavity and oropharynx
were unremarkable. The initial clinical diagnosis was par-
otid sialadenitis, and the patient was prescribed antibiotics
and corticosteroids.

A computed tomography (CT) scan of the neck showed an
enlarged right parotid gland measuring 5.9 x 5.2 x 3.2 cm
with diffusely increased density (Fig. 1a). The differential
diagnosis based on the imaging studies favored an abscess or
some other inflammatory process. A CT of the chest revealed
a soft tissue mass measuring 9.0 cm involving the inferior
vena cava and right atrium (Fig. 1b). A core biopsy of the
parotid mass was performed.

Microscopic examination of the parotid biopsy showed a
diffuse infiltration of the parotid parenchyma by sheets of
malignant cells (Fig. 2a). The cells were large with
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squared-off borders, eccentric nuclei, and a moderate
amount of amphophilic cytoplasm. The nuclei had a single,
large, eosinophilic nucleolus (Fig. 2b). The mitotic rate
was high. Immunohistochemical staining showed that the
malignant cells were immunoreactive for the plasmacytic
markers CD38, CD138 (Fig. 3a), and MUM-1. The cells
were only weakly and focally immunoreactive for CD45
(leukocyte common antigen), and they were entirely neg-
ative for the T lymphocyte markers CD3 and CD5 as well
as the B lymphocyte markers CD20 and CD79a. Pancyto-
keratin and S-100 were also negative. The Ki-67 prolifer-
ation rate was approximately 90%. In situ hybridization for
EBER was strongly positive in the tumor cells (Fig. 3b).
The pathologic diagnosis was PBL.

The patient’s condition rapidly progressed to multisys-
tem organ failure despite systemic chemotherapy, the
reintroduction of antiretroviral therapy, and aggressive
supportive measures. He expired 18 days after initial
presentation.

Discussion

PBL is an uncommon form of non-Hodgkin lymphoma that
classically arises in the oral cavity of HIV-positive patients.
PBL is a rapidly progressive lymphoma, and delay in
treatment can adversely impact patient survival [7].
Although prompt and accurate recognition of PBL is
imperative, the diagnosis of PBL is not easy due to a
variety of contributing factors. First, PBL is rare, and its
description as a distinct tumor entity is relatively recent.
Prior to its original description in 1997 [3], most PBLs
were likely diagnosed as CD20-negative large B cell
lymphomas, intermediate forms of Burkitt lymphoma, or
some poorly differentiated non-lymphoid malignancy
[1, 3]. Indeed, even after its description as a distinct entity,

Fig. 1 Computed tomography (C7) scans. a On the neck CT, there is an ~6 cm dense mass diffusely involving the right parotid gland
(asterisk). b A 9 cm mass (asterisk) involving the inferior vena cava is seen on the concurrent chest CT
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Fig. 2 Hematoxylin and eosin stained sections. a (original magnifi-
cation x200) There is a monotonous population of malignant cells
diffusely infiltrating salivary gland parenchyma. b (original magni-
fication x400) The malignant cells have a plasmablastic appearance

with clumped chromatin, often a single prominent “cherry red”
nucleolus, smooth nuclear contours, and eccentric cytoplasm

Fig. 3 a Immunohistochemistry for CD138 (original magnification
x200) shows strong membranous immunoreactivity of the neoplastic
cells, but no reactivity in the remaining salivary gland acini. b In situ

Folk et al. [1] found that up to 40% of cases submitted for
pathologic consultation were initially regarded as poorly
differentiated carcinomas. Second, PBLs have an unusual
immunophenotype that renders them susceptible to patho-
logic misdiagnosis. PBL is classified as a B cell lymphoma
and its cellular morphology resembles immunoblastic dif-
fuse large B-cell lymphoma, yet these tumors fail to con-
sistently and strongly express leukocyte common antigen
and the B cell markers CD20 and CD79a [1, 4, 8]. Diag-
nosis of PBL requires the use of additional markers to
confirm plasmacytic differentiation. PBLs are immunore-
active for the plasmacytic markers CD138 and CD38.
Unlike plasmacytomas, most PBLs are EBV related such
that in situ hybridization for Epstein-Barr encoded RNA
(EBER) is useful in distinguishing between these two
plasma cell neoplasms [4, 6].

Finally, PBL may be entirely unanticipated when it
occurs outside of the oral cavity. Although PBL has a
strong predilection for the oral cavity, a growing experi-
ence has confirmed that its distribution is not limited to this
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hybridization for Epstein-Barr virus-encoded RNA (EBER; original
magnification x200) shows strong nuclear signals in almost every
tumor cell, but not in the background salivary gland acini

single site. PBL has also been reported in the nasal cavity,
skin, lymph nodes, lung, liver, stomach, anus, heart, and orbit
[4, 6, 9]. Accordingly, PBL should be included in the dif-
ferential diagnosis of any high grade malignant neoplasm
with plasmacytoid features, irrespective of anatomic site.
This concept is underscored by our report of a PBL involving
the parotid gland—a previously unreported site for PBL. At
this site, PBL could be mistaken for poorly differentiated
salivary gland carcinoma, metastatic malignant melanoma,
or a plasmacytoid variant of a myoepithelial neoplasm. Accu-
rate diagnosis requires some familiarity with this recently
described entity, judicious use of immunohistochemical
studies including markers for plasmacytic differentiation,
and areadiness to include PBL in the differential diagnosis of
parotid masses.

In conclusion, our report of PBL of the parotid gland
further expands the list of anatomic sites involved by PBL,
and it highlights the principle that this aggressive lym-
phoma must not be eliminated from the differential diag-
nosis based on extra-oral location, particularly in the setting
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of an HIV-positive patient. Awareness of this entity and its
unusual immunophenotype can prevent misdiagnosis.
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