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High-grade testicular diffuse B lymphoma, a rare
localization: a case report and review of the
literature
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Testicular Diffuse lymphoma B with large cells is a rare subgroup of testicular tumors.
The invasion may be synchronous or metachronous, unilateral or bilateral. The therapeutic
attitude depends imperatively on the stage of the disease and determines the prognosis.
We report the different epidemiological, clinical and therapeutic aspects of this type of
cancer and a review of the literature through a rare observation of a primary testicular
diffuse lymphoma B with non-centro-follicular cells in a patient of 66 years treated with
chemotherapy followed by radiotherapy in the testicles. The post-therapeutic results were
in favor of complete remission.
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Introduction

Primary testicular lymphoma is a rare entity that accounts for 1 to
7% of all malignant tumors of the testis'? and 1% of non-Hodgkin’s
lymphoma (LMNH). It mainly affects men over 60 years of age.’
Its prognosis is often reserved and marked by the frequency of
recurrences. Management depends strictly on the stage of the disease.

Observation

Mr O.A, aged 66 years old, followed for high blood pressure under
medical treatment who consulted for lumbar pain associated with a
bilateral testicular tumefaction and maxillary mass, rapidly increasing
in volume. Clinical examination found:

Figure | Pelvic CT in axial section showing testicles increased in volume with
a. Bilateral testicular swelling with inguinal adenopathies. a tumor appearance.

b. Right maxillary tumor mass associated with homolateral
cervical adenopathy.

CT scan objective bilateral testicular lesions associated with
bilateral inguinal lymphadenopathy and mass syndrome centered
on the lower right maxillary sinus with large necrotic adenopathy of
the right 1B zone. The largest one measured 47x36mm, and multiple
adenopathies of the two-supraclavicular hollows (Figure 1). — 0.00

Positron emission tomography (PET-TDM FDG) showed bilateral
testicular lymphomatous involvement with a maximum SUV evaluated
to 18.42 on the right side and 16.72 on the left side, the right testis
measured 44.3x36.9mm, a supra and infra-diaphragmatic lymph node
involvement with invasion of right submaxillary, amygdala, maxillary
sinus and underlying bone structures, associated with bilateral renal
locations (Figure 2).

Figure 2 FDG PET-CT: Bilateral testicular lymphoma with a SUV max at
18.42 on the right side and 16.72 on the left side.
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Biopsies were realized. Anatomopathologic and
immunohistochemical study demonstrated a large-cell diffuse
lymphoma with a non-centro-follicular phenotype (Ki67 at 60%,
CD20 positive, C-MYC negative/BCL2 positive/BCL2 positive /
BCL6 positive). Biologically, tumor markers (Alpha foeto-protein
and BHCG) were normal. The patient had 8 cycles of immuno-
chemotherapy type R-CHOP and METHOTREXATE high dose.
FDG-PET scan at the end of chemotherapy showed a very good
response on all targets. The dossier was discussed at a multidisciplinary
consultation meeting, which retained the indication of radiotherapy
(RT) at the dose of 30Gy in 15 fractions of 2Gy in 3D conformal
technique (Figure 3). Control FDG-PET scan, one month after the
end of the RT, was in favor of complete remission according to
CHESON 14 criteria. Consequently, the patient will be placed under
surveillance at the rate of a clinical consultation every 3months for
2years associated with a biological check-up and then every 6months
up to Syears.

Figure 3 Three-dimensional 3D conformal radiotherapy using a direct beam
of 6 Mev energy photons.

Although the primary testicular location of diffuse B lymphoma
is rare and generally occurs in the Sth decade (beyond 50 years), it
accounts for less than 1% of non-Hodgkin’s lymphoma.' The disease
is often unilateral but also bilateral in 18% of cases.'

The most frequent clinical picture was a painful testicular mass,
unilateral or bilateral, identified during the initial or systemic
assessment of malignant lymphoma or in the clinical follow-up
of patients with lymphoma.’ The other clinical signs that can be
associated are hydrocele (in 40% of cases), fever, night sweats,
anorexia and weight loss (in 25-41% of cases).” Historically,
primary testicular lymphoma is correlated with a poor prognosis
with a 5-year overall survival rate of 17-48%, especially non-centro-
follicular large cell diffuse B lymphoma, and a strong metastatic
Central nervous system and skin, whose mechanisms are not yet
elucidated.'® On the paraclinic plane, bilateral testicular ultrasound
shows a focal hypoechogenic mass with no capsular involvement
or diffuse hypoechogenic lesion of the whole testis in contrast to
hyperechogenic tissue.* The extension report currently consists of
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a position-emitting tomography (FDG PET scan) in search of other
extra-ganglionic lymphomatous sites, including the Waldeyer ring,
skin, lungs and central nervous system.*’

Anatomopathology and immunohistochemical examination is
essential to make a diagnosis of certainty showing the expression of
CD19, CD20, CD22, CD45, CD10 cell biomarkers (found in 30% to
60% of cases) and the MUM-1 transitional marker (Found in 35%
to 65% of diffuse B lymphomas).”'? The Ki67 proliferation index is
often higher than 40%."3-14

The cytogenetic study and in situ fluorescent hybridization
demonstrated the existence of complex genetic alterations
(translocations, amplifications, and deletions) in diffuse B lymphomas
with large non-follicular testicular cells, most commonly the
chromosomal abnormalities 3q27 and deletions of 6q.'3

Treatment depends on the stage of the disease according to the
American Joint Committee on Cancer (AJCC) classification, 7th
edition: localized (stage I/IT) or advanced (III/IV).*'¢ For localized
stages, the therapeutic standard is not yet established. Diagnostic
and therapeutic orchidectomy is the preferred treatment since the
blood-testicular barrier makes testicular tumors inaccessible to
systemic treatments.* Cyclophosphamide, doxorubicin, Vincristine
and Prednisone (CHOP) was the pillar of chemotherapy protocols
for several years. More recently, the addition of Rituximab, which is
an anti-CD20 monoclonal antibody to chemotherapy (R-CHOP), has
significantly improved progression-free survival and overall survival.'*
The relapse in the central nervous system and frequent hence the
interest of prophylactic intrathecal chemotherapy. Radiotherapy for
advanced stages can be used prophylactically to prevent recurrence
in the regional lymph nodes and the controlateral testis, but also to
treat lymphomatous lesions such as retroperineal nodules.*' For
advanced stages (III/IV), the therapeutic standard corresponds to the
guidelines, was based on an anthracycline chemotherapy associated
with Rituximab, testicular and scrotal radiotherapy for closing at the
dose of 30Gy in 15 fractions of 2Gy, and intrathecal chemotherapy.*

The standard treatment for recurrences is not yet defined. Patients
should be treated according to the therapeutic strategy of aggressive
forms of malignant non-Hodgkin’s lymphoma and influenced by
patient age, performance status (PS), and treatment-related toxicity.* 4
Immunotherapy is currently taking up more and more space in the
second line metastatic therapeutic arsenal after cisplatin refraction
and constitutes a promising avenue of research which may change the
prognosis of this disease in the future.'®!”

Testicular B-cell diffuse lymphoma with large non central follicular
cells remains an aggressive disease with a maximum of recurrences
during the first 2years of follow-up. In the largest group of patients
studied by The International Extranodal Lymphoma Study Group,
survival at age 5 and 10 was 48% and 27%, respectively.® The different
prognostic factors reported in this study were age, performance status
(PS), systemic symptoms, tumor size> 9 cm, invasion of the spermatic
cord, serum lactate dehydrogenase, Histological grade, vascular
invasion and tumor stage.'"'*

Primary testicular involvement remains a relatively rare
localization of diffuse B lymphoma, requiring an accurate diagnosis
for better management. Treatment remains complex, depending on
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the stage of the disease. Chemotherapy and radiotherapy are the main
therapeutic weapons. Despite a well-conducted treatment, the risk of
recurrence is important making the prognosis a little reserved.
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