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Primary unifocal penile
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non-Hodgkin lymphoma:
Report of a rare case and
review of the literature
Dear Editor,

We present a rare case of a primary penile follicular center
non-Hodgkin lymphoma and a review of the available
literature on this condition. A BCL2 gene transposition
which was identified with fluorescent in situ hybridization
(FISH) molecular analysis is a unique manifestation not
previously reported to the best of our knowledge. A
67-year-old man presented with a 3-month history of a
small nodule on the left side of the corona of glans penis.
The patient had no significant medical or family history.
The patient underwent excision and biopsy of the penile
lesion with a 0.5 cm macroscopic margin under local
anesthesia and sedation. He was discharged on the day of
surgery, and there were no postoperative complications or
adverse events. The informed consent was obtained from
the patient.

The histopathology report mentioned a 0.5 cm lesion of
the glans penis, with a dense, vaguely nodular lymphoid
infiltrate occupying the dermis, composed of small- to
medium-sized cells with slightly irregular nuclear con-
tours. There was minimal involvement of the mucosa of the
glans penis and the corpus spongiosum. The lesion was
mainly located at the Buck’s fascia, and the surgical mar-
gins were negative. Immunophenotyping revealed a mixed
type of lymphocytes primarily consisting of B-cells, CD20
positive and expressing extensively the germinal center
marker BCL6 in a nodular and diffuse manner, and less
consisting of T-cells and CD3 positive. There was also a very
rare BCL2 gene transposition of 10% of the cellular popu-
lation, which was identified with molecular analysis FISH
and ruled out the diagnosis of pseudo-lymphoma. The final
diagnosis was that of a primary follicle center lymphoma of
the glans penis (Fig. 1). Unusual features for this type of
lymphoma were anatomical location and transposition of
BCL2 gene. Staging with CT of the chest, abdomen, and
pelvis showed no other signs of disease, and thorough skin
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examination revealed no other similar masses. Because of
no signs of multifocal disease and normal blood tests, bone
marrow examination was omitted. The patient was re-
examined at 2 weeks and 4 weeks postoperatively until
the surgical wound had completely healed. He also under-
went a positron emission tomography (PET)/CT scan with
choline 1 month after surgery with no signs of positive
lymph nodes anywhere in the body. A repeat chest and
abdomen CT and physical examination 6 months post-
operatively revealed no recurrence or signs of metastases.

After the final pathology report was received, we per-
formed a systematic search of the literature on PubMed/PMC
and Cochrane databases using the terms: “penile” AND
“lymphoma” AND “primary”. The search returned 74 results.
After initial title screening, 45 were excluded (articles not in
English or titles not associated). The 29 remaining articles
abstracts were evaluated, and 10 studies were finally
included in the review. Lymphoid tumors of the urinary tract
are rare entities with very few cases reported in the litera-
ture [1,2]. Although most penile lymphomas present in
adults, a 4-year-old boy was diagnosed with primary penile
lymphoma [3].

Primary penile lymphomas most commonly present as
non-healing ulcers or painless masses of the glans penis, the
penile shaft, or the prepuce. Less commonly, patients pre-
sent with symptoms of dysuria. Erectile dysfunction can
occur if the mass affects the corpus cavernosum [1,4,5].
Other cases have been reported presenting with priapism
[6]. Because primary penile lymphoma is a very rare entity,
there is no protocol for its diagnosis and treatment. Some
studies suggest an initial confirmation of the lymphoma with
excisional biopsy, staging with CTof the chest and abdomen,
and a thorough physical examination of superficial lymph
nodes. If there are no other lesions and no signs of
leukemic hemogramor bonemarrow suppression, a diagnosis
of primary penile lymphoma can be made, as was the case
with our patient [2,5]. Some suggest a PET/CT scan to
exclude other sites of disease [7]. In some cases, chemo-
therapy is administered after local excision for further
eradication of the disease. Combination chemotherapy
(cyclophosphamide, doxorubicin, vincristine, and predniso-
lone) with rituximab has been suggested to be effective in
primary penile lymphomas [7e9]. Follow-up should be
continued for at least 2 years. Whole body scans should be
considered because metastases have been reported in rare
on and hosting by Elsevier B.V. This is an open access article under
-nd/4.0/).
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Figure 1 The results of the hematoxylin and eosin stain,
immunohistochemistry, and FISH. (A) The hematoxylin and eosin
stain results: a dense, vaguely nodular lymphoid infiltrate
occupying the dermis, composed of small-to-medium sized cells
with slightly irregular nuclear contours; (BeF) Immunohisto-
chemistry results: extensively expressed B-cell marker (CD20) in
lymphatic infiltration (B), the expression of the germinal center
marker (BCL6) in a nodular and diffusemanner (C andD), and the
implied expression of BCL2 (E) on the B-cells when juxtaposed to
CD3 immunostaining (F); (G and H) The results of FISH: fluores-
cent results with the break-apart probes for the BCL2 gene,
consistent with BCL2 rearrangements (G), and magnified FISH of
multiple split signals (yellow arrows), consistent with BCL2
rearrangements (H). FISH, fluorescent in situ hybridization.
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sites, such as brain and chest. Taking into consideration the
available literature, we suggest a protocol for the manage-
ment of primary penile lymphomas. Diagnosis should be
based on history and physical examination, which should
includemeticulous skin and lymph node evaluations. Staging
should include a CT scan of chest and abdomen, and if there
is any diagnostic uncertainty, a PET/CT scan should also be
performed. Treatment depends on the initial stage at diag-
nosis. Small tumors can be treated by local excision alone,
while larger tumors can be safely treatedwith chemotherapy
and local radiotherapy or local excision and additional
chemotherapy. Radiotherapy has been used to treat a case of
135
isolated pituitary stalk relapse [10]. Pathology should
include immunohistochemistry and FISH molecular analysis,
which can identify rare gene transpositions.

Follow-up should continue for at least 2 years, preferably
more than 5 years, and include regular physical examination
and either CT or MRI scans. A PET/CT scan can also be per-
formed at some point during follow-up to exclude any
recurrence.

In conclusion, primary cutaneous penile lymphomas are
rare entities and there are no standard protocols for their
diagnosis and treatment. Furthermore, our case had a very
rare BCL2 gene transposition. Presentation of this case and
review of the literature showed that B-cell penile lym-
phomas share many clinical features, and common path-
ways are suggested to facilitate management of these
tumors.
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