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Dear Editor,
A 44-year-old man with human immunodeficiency virus

(stage C2), treated with antiretroviral therapy (tenofovir/
emtricitabine/atazanavir), presented to the emergency depart-
ment with fever, abdominal pain, and a history of weight loss
over 2 months. The physical examination was unremarkable.
The radiological investigation by CT (Fig. 1a) revealed large
bilateral adrenal gland masses with invasion of the left renal
vein, highly 18F-fluorodeoxyglucose–avid on PET/CT (Fig.
1b, SUV max 25). Laboratory investigations confirmed adre-
nal insufficiency and a CD4 count at 525 cells/μl. The HIV-
RNA value was 1400 copies/ml.

A CT-guided biopsy showed a massive infiltration of the
adrenal gland by an atypical medium to large lymphoid pro-
liferation, with focal plasmacytoid differentiation (Fig. 1c). By
immunohistochemistry, the cells were negative for most B cell
markers (CD20 (Fig. 1d), CD79a, PAX5, and kappa/lambda
light chains), showing positivity for MUM1/IRF4, with more
weak and focal expression of VS38C and CD138. A strong

and diffuse aberrant expression of the T cell marker CD3 was
observed, whilst other T cell markers were negative. The cells
showed strong nuclear positivity for HHV8 (Fig. 1e) and ap-
proximately 30% were positive for EBV by in situ
hybridisation for EBV-encoded small RNA. The proliferation
index (MIB1) was 90%. Subsequent molecular biology anal-
ysis revealed rearrangement of the immunoglobulin genes,
compatible with a B cell derivation of this lymphoma, with
no T cell clonality. The morphologic and immunophenotypic
findings led to the diagnosis of a HHV8+, EBV+ primary
effusion lymphoma.

Primary effusion lymphoma (PEL) is a rare entity,
and it is mostly observed in middle-aged HIV infected
men who have sex with men, where it represents barely
1 to 4% of all HIV/AIDS-associated NHLs [1], but also
in elderly HIV-negative patients from both sexes from
HHV8-endemic areas [2]. The extracavitary PEL could
be associated with an effusion or could present as a
stand-alone mass and can be localized in nodes, lungs,
central nervous system, skin, spleen, bone marrow, liver,
and gastrointestinal tract [3].

The illustrated case is, to the best of our knowledge,
the first report of an extracavitary PEL with bilateral
adrenal gland involvement in the absence of serosal in-
volvement, nor other sites of disease detected at the
time of staging. The patient was treated with four cycles
of DA-EPOCH with partial response and subsequently
with four cycles of DHAP and a mobilization cycle
with cyclophosphamide, obtaining a complete response.
Despite the patient’s refusal to proceed to autologous
stem cell transplantation, he is still in complete remis-
sion 2 years after his initial treatment, requiring only
replacement therapy for residual adrenal insufficiency.
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Fig. 1 a CT scan showing
bilateral adrenal gland
involvement by two large adrenal
masses; b PET/CT, same adrenal
tumors showing a high SUV
uptake; c Histologic specimen of
biopsied tissue stained with
hematoxylin and eosin (H&E)
showing large and pleomorphic
cells with a plasmacytoid
appearance; d staining for CD20,
diffuse negativity of cells for
CD20; e staining for HHV
showing a robust nuclear
positivity for HHV8
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