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Abstract

Case description: 63-year-old man of with 7-month history of
progressive and gradual increase in testicular size without pain,
symptoms of local or systemic infection. Biomarkers for testicu-
lar neoplasia were within the reference range: LDH(167 U/L),
AFP( 1.49 1U/mL), and HCG( 0.2 mUI/mL). MR): enlarged
testicular dimensions showing nodular lesions of heterogeneous
enhancement. The patient initially underwent a inguinal orchiec-
tomy who revealed diffuse large B-cell lymphoma.

Relevance: primary testicular lymphoma (PTL) is a rare non-Ho-
dgkin lymphoma (NHL) that occurs in 1-2% of all cases of NHL
and commonly presents as diffuse large B-cell lymphoma in 80—
90% of cases. Bilateral and synchronous lesions are observed in
1-2% and 10% of cases, respectively. In this report, we describe
our experience regarding this cancer.

Clinical implications: if not properly conducted, it can end in
advanced disease with no prospect of cure, infertility, primary
hypogonadism and psychological alterations due to the removal
of the gonads.

Conclusions: PTL is a rare malignancy associated with high re-
currence rates and poor prognosis, and multimodal therapy is
warranted to achieve better long-term survival and cure rates.

Citacion: Gilmar Pereira S., Vitor Pereira X. G., Utiel-Atienzar A., Dantas de Oliveira C. F.
Synchronous Primary Testicular Tumor: a case report of diffuse large B-cell lymphoma. Revista
Mexicana de Urologia. 2023;83(6):pp 1-6

L Universidade de Brasilia, Brasil.
2 Sistema Unico de Salud del Municipio de Joio Pessoa, Paraiba, Brasil.

olee)]

Received: May 9, 2023
Accepted: December 12,2023

RevisTA MExicana be UroLoaia ISSN: 2007-4085, Vol. 83, nim. 6, noviembre-diciembre 2023:pp. 1-6. 1


https://orcid.org/0000-0003-4254-1297
https://orcid.org/0000-0001-5953-7134
https://orcid.org/0000-0001-6854-1354
https://creativecommons.org/licenses/by-nc-nd/4.0/

Palabras clave:
Linfoma testicular
primario, linfoma
difuso de células B
grandes, orquiectomia,
cancer de testiculo,
quimioterapia testicular

Introduction

Resumen

Descripcion del caso clinico: varon de 63 afios de edad con an-
tecedentes de aumento de tamano testicular progresivo y gradual
de 7 meses de evolucioén sin dolor, sintomas de infeccién local o
sistémica. Los biomarcadores de neoplasia testicular estuvieron
dentro del rango de referencia: LDH (167 U/L), AFP (1,49 UI/
mL) y HCG (0,2 mUI/mL). RM: agrandamiento de las dimensio-
nes testiculares que muestra lesiones nodulares de realce hetero-
géneo. Inicialmente, el paciente se sometié a una orquiectomia
inguinal que revel6 un linfoma difuso de células B grandes.
Relevancia: el linfoma testicular primario es un linfoma no Hod-
gkin (LNH) poco comtn que ocurre en el 1-2 % de todos los casos
de LNH y cominmente se presenta como un linfoma difuso de
células B grandes en el 80-90% de los casos. Se observan lesiones
bilaterales y sincronicas en el 1-2% y el 10% de los casos, respec-
tivamente. En este informe, describimos nuestra experiencia con
respecto a este cancer.

Implicaciones clinicas: si no se realiza correctamente, puede
terminar en enfermedad avanzada sin posibilidad de curacion,
infertilidad, hipogonadismo primario y alteraciones psicologicas
por la extirpacion de las gonadas.

Conclusiones: el linfoma testicular primario es una neoplasia
maligna rara asociada con altas tasas de recurrencia y mal pro-
nostico, y la terapia multimodal esta justificada para lograr mejo-
res tasas de curacion y supervivencia a largo plazo.

Testicular cancer represents 1% of all male ma-
lignancies and 5% of urological tumors, with
prevalence of 3—9 new cases per 100,000 males/
per year. This cancer occurs more frequently
in industrialized countries and is histopatho-
logically characterized by germ-cell tumors in
90-95% of cases.? Primary testicular lympho-
ma (PTL) is a rare non-Hodgkin lymphoma
(NHL) that occurs in 1-2% of all cases of NHL
and commonly presents as diffuse large B-cell

lymphoma in 80-90% of cases.? Bilateral and
synchronous lesions are observed in 1-2% and
10% of cases, respectively.®# In this report,
we contribute with our clinical experience and
keep the urologist alert for the differential diag-
nosis of testicular enlargement.

Clinical case: Clinical and laboratory fin-
dings: 63-year-old man of African descent,
non-smoker, with a normal body mass index
and a history of hyperuricemia visited the Uro-
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logy Outpatient Clinic at the Hospital of the Regional North of Brasilia, Federal District, Brazil for
evaluation of a 7-month history of progressive and gradual increase in testicular size. He denied
any accompanying pain, symptoms of local or systemic infection, weight loss, or symptoms of se-
xual dysfunction. On physical examination, we observed bilateral testicular enlargement (right and
left testes measured 7 cm and 5 cm, respectively). The testes were hard in consistency but without
pain to palpation and showed a smooth and regular surface, which excluded infectious diseases (for
example, tuberculosis) and testicular neoplasia.

The following biomarkers for testicular neoplasia were within the reference range: serum lacta-
te dehydrogenase 167 U/L, alpha-fetoprotein 1.49 IU/ml, and human chorionic gonadotropin 0.2
mUI/mL. Analysis of cerebrospinal fluid obtained via lumbar puncture did not reveal malignant
cells, which is relatively common. Diagnostic imaging and interpretation (Figure 1).

Figure 1. Magnetic resonance imaging (MRI)

Enlarged testicular dimensions showing nodular lesions of heterogeneous, enhancement, the
right measuring up to 65 x 50 mm and the left measuring 32 x 20 mm. Bilateral inguinal cord
thickening that achieves lymph node enlargement in the internal iliac chain, mainly on the right
(19 x 15 mm).

Histopathological evaluation of gonadal tissue (hematoxylin and eosin) showed a solid ma-
lignant neoplasm that consisted of small atypical and homogeneous cells, which were diffusely
distributed and occupied and expanded the entire testicular parenchyma. We observed a solid
diffuse cell growth pattern accompanied by a few thin bundles of interstitial fibrosis with testicu-
lar tissue destruction. Evaluation showed atypical cells with vesicular irregular nuclei and some
prominent nucleoli and infiltration of the vessel walls and nerves across the entire organ. Surgical
margins of the spermatic cord were compromised (pT2 staging).

The immunohistochemical panel most commonly associated with diffuse large B-cell lympho-
ma are the proteins Bcl-2, Bcl-6, CD20,” Ki67,® and MUM-1, as shown in Figure 2 & 3 below.
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Figure 2. Histology hematoxylin and eosin staining

Figure 3.

Positive immunostaining for Bcl-2-membrane marker (A); Bel-6- membrane marker (B); CD20- nuclear marker (C); Ki67-
nuclear marking of cell proliferation index, 70% (D) and MUM-1: nuclear marker (E).

Whole-body
positron emission

18-fluorodeoxyglucose
tomography computed
tomography showed no indication of a hyper-
metabolic state, and chest and abdominal
computed tomography findings were unremar-
kable.

Considering the previously mentioned
diagnostic hypotheses, the patient initially
underwent a spinal cord block for D unilateral
inguinal orchiectomy. After confirmation of
PTL, we performed left contralateral inguinal
orchiectomy 15 days later, and anatomopa-
thological examination showed that it was in
the same line as the contralateral testicle. The
patient received six cycles of the rituximab,
cyclophosphamide, doxorubicin, vincristine,
and prednisone (R-CHOP) chemotherapeutic

regimen, followed by adjuvant radiotherapy
(30 Gy) to the scrotum and inguinal regions.
Currently, the patient is in good general condi-
tion and is being followed-up as an outpatient,
6 months after treatment.

Discussion: PTL should be considered in
the differential diagnosis of testicular masses,
particularly in patients aged >60 years in whom
diffuse large B-cell lymphoma is the predomi-
nant histopathological subtype (detected in
>80% of cases).(1®

Our patient was 63 years old and was diag-
nosed with PTL class II according to the Ann
Arbor classification.'V PTL classically pre-
sents as a painless, swollen and hard testis or
testicular mass (bacterial epididymo-orchitis,
primary testicular tumors, testicular infarction,
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and genitourinary tuberculosis should be con-
sidered in the differential diagnosis) without
preference for either side or synchronous bi-
lateral involvement in approximately 6—-10%,®
and asynchronous lesions in 30-35% of all
cases.® In addition to imaging and laboratory
tests, accurate characterization of the tumor re-
quires spinal fluid analysis because the central
nervous system is affected in approximately
40% of cases.'?

Dysregulated NFkB signaling via the
MYDS88, JAK/STAT, and B cell receptor sig-
naling pathways are implicated as genomic
alterations that contribute to the etiopatho-
genesis of testicular lymphoma and activating
mutations in MYD88 and CD79B are most
commonly identified.**14

Standard treatment for PTL remains una-
vailable. Initially, we preferred to perform right
unilateral orchiectomy considering the diagnos-
tic uncertainty and the possible complications
of psychological effects and hypogonadism
associated with bilateral orchiectomy;(519
however, we performed left contralateral
orchiectomy after diagnosis of PTL was con-
firmed, to verify whether the lesion belonged
to the same histological lineage. R-CHOP che-
motherapy followed by scrotal radiotherapy is
the standard treatment for localized PTL stages
[-11.19

The major limitation of this case presenta-
tion is the absence of follow-up after application
of the treatment protocol for the presented
neoplasia. PTL is a rare malignancy associated
with high recurrence rates and poor prognosis,
and multimodal therapy is warranted to achie-
ve better long-term survival and cure rates.

List of abbreviations
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Nuclear factor kB(NF-kB)

CRediT taxonomy

1. Gilmar Pereira Silva (design, clinical stu-
dies, data analysis, manuscript editing, ma-
nuscript review),

2. Vitor Pereira Xavier Grangeiro (concepts,
literature search, manuscript preparation,
manuscript review),

3. Carmelita Félix Dantas de Oliveira (con-
cepts, literature search, manuscript prepa-
ration, manuscript review),

Conflict of interest

None of the authors have any conflicts of inte-
rest or financial ties to disclose.

Funding

This research received no specific grant from
any funding agency in the public, commercial,
or not-for-profit sectors.

References

1. Laguna MP, Albers P, Algabara F, Bokemeyer
C,Boormans]J L, Fischer S, et al. EUA Guidelines
on Testicular Cancer. 2020.

2. Sia NPX, Chekrine T, Bourhafour M, Ouadii K,
Bouchbika Z, Benchakroun N, et al. Primary

RevisTA Mexicana be UroLoaia ISSN: 2007-4085, Vol. 83, num. 6, noviembre-diciembre 2023:pp. 1-6. 5



Testicular Lymphoma: A Case Report and
Review of the Literature. Journal of Cancer
Therapy. 2022;13(3): 145-154. https://doi.
org/10.4236/jct.2022.133011.
Campobasso D, Ferretti S, Frattini A.
Synchronous bilateral testis cancer: clinical
and oncological management. Contemporary
Oncology. 2017;21(1): 70-76. (8).

Medina AA,Lorca AlvaroJ, Carretero del Barrio
I, Laso Garcia I, Garcia Cosio M, Mata Alcaraz
M, et al. Primary testicular lymphoma: Clinical
characteristics and oncological outcomes.
Current Urology. 2023;17(2): 130-134. https://
doi.org/10.1097/cu9.0000000000000137

Rossi A, Orecchioni S, Falvo P, Tabanelli V,
Baiardi E, Agostinelli C, et al. Dual targeting of
the DNA damage response pathway and BCL-
2 in diffuse large B-cell lymphoma. Leukemia.
2022;36(1): 197-209. https://doi.org/10.1038/
s41375-021-01347-6.

Zhi Y, Bao S, Mao J, Chai G, Liu C, Zhu J.
Development and validation of a survival
nomogram in patients with  primary
testicular diffuse large B-cell lymphoma. The
Journal Medical
2023;51(9): 3000605231197052. https://doi.
org/10.1177/030006052311970.

Shing Oh K, Prajapati S, Mahalingam M. Diffuse

large B-cell lymphoma of the skin and testis: A

of International Research.

diagnostic and staging dilemma. Indian Journal
of Dermatology,
2023;89(1): 79-81. https://doi.org/10.25259/
ijdvl_882_2021.

Liu KT, Chang YC, Lin YC, Chang JL. Unusually

aggressive primary testicular diffuse large B-cell

Venereology and Leprology.

lymphoma initially presenting as systemic
disseminating metastases in older adult men:
a case report. Annals of Medicine and Surgery
(2012). 2023;85(8): 4106—4111. https://doi.
0rg/10.1097/ms9.0000000000001018.

10.

11.

12.

13.

14.

15.

16.

Sehn LH, Salles G. Diffuse Large B-Cell
The New England Journal of
Medicine. 2021;384(9): 842-858. https://doi.
org/10.1056/nejmra2027612.

Trama F, Illiano E, Aveta A, Pandolfo SD,

Bertuzzi G, Costantini E. Bilateral Primary

Lymphoma.

testicular diffuse large B-CELL lymphoma.
Urology Case Reports. 2021;38: 101733. https://
doi.org/10.1016/j.eucr.2021.101733.

Singh R, Shaik S, Negi BS, Rajguru JP, Patil PB,
Parihar AS, et al. Non-Hodgkin’s lymphoma: A
review. Journal of Family Medicine and Primary
2020:9(4): 1834-1840. https://doi.
org/10.4103/jfmpc.jfmpc_1037_19.

Orellana-Noia V, Abousaud A. Secondary

Care.

Central Nervous System Lymphoma: Updates in
Treatment and Prophylaxis Strategies. Current
Treatment Options in Oncology. 2022;23(10):
1443-1456. https://doi.org/10.1007/s11864-
022-01017-4.

King RL, Goodlad JR, Calaminici M, Dotlic S,
Montes-Moreno S, Oschlies I, et al. Lymphomas
arising in immune-privileged sites: insights
into biology, diagnosis, and pathogenesis.
Virchows Archiv: An International Journal of
Pathology. 2020;476(5): 647—-665. https://doi.
org/10.1007/s00428-019-02698-3.

Spinner MA, Advani RH. Current Frontline
Treatment of Diffuse Large B-Cell Lymphoma.
Oncology (Williston Park,N.Y.).2022;36(1):51—
58. https://doi.org/10.46883,/2022.25920940.
Schepisi G, De Padova S, De Lisi D, Casadei C,
Meggiolaro E, Ruffilli F, et al. Psychosocial Issues
in Long-Term Survivors of Testicular Cancer.
in Endocrinology. 2019;10: 113.
https://doi.org/10.3389/fendo.2019.00113.

Elenkov A, Giwercman A. Testicular Dysfunction

Frontiers

Among Cancer Survivors. Endocrinology and
metabolism clinics of North America. 2022;51(1).
https://doi.org/10.1016/j.ecl.2021.11.014.

RevisTa Mexicana e UroLoaia ISSN: 2007-4085, Vol. 83, num. 6, noviembre-diciembre 2023:pp. 1-6.


https://doi.org/10.4236/jct.2022.133011
https://doi.org/10.4236/jct.2022.133011
https://doi.org/10.5114/wo.2017.66660
https://doi.org/10.1097/cu9.0000000000000137
https://doi.org/10.1097/cu9.0000000000000137
https://doi.org/10.1038/s41375-021-01347-6
https://doi.org/10.1038/s41375-021-01347-6
https://doi.org/10.1177/030006052311970
https://doi.org/10.1177/030006052311970
https://doi.org/10.25259/ijdvl_882_2021
https://doi.org/10.25259/ijdvl_882_2021
https://doi.org/10.1097/ms9.0000000000001018
https://doi.org/10.1097/ms9.0000000000001018
https://doi.org/10.1056/nejmra2027612
https://doi.org/10.1056/nejmra2027612
https://doi.org/10.1016/j.eucr.2021.101733
https://doi.org/10.1016/j.eucr.2021.101733
https://doi.org/10.4103/jfmpc.jfmpc_1037_19
https://doi.org/10.4103/jfmpc.jfmpc_1037_19
https://doi.org/10.1007/s11864-022-01017-4
https://doi.org/10.1007/s11864-022-01017-4
https://doi.org/10.1007/s00428-019-02698-3
https://doi.org/10.1007/s00428-019-02698-3
https://doi.org/10.46883/2022.25920940
https://doi.org/10.3389/fendo.2019.00113
https://doi.org/10.1016/j.ecl.2021.11.014

