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Multiple myeloma involving testes and bones
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Multiple myeloma (MM) remains the third most
common hematologic malignancy. Its global in-
cidence average is 1.78 cases per 100000, but in
some regions (ie, northern Europe) it is almost
twice as high (3.82/100000)."? Solitary plasma-
cytoma accounts for less than 5% of plasma cell
dyscrasias. Half of plasmacytomas are located
within the bones and the remaining half in oth-
er organs. The incidence of extramedullary plas-
macytoma is estimated at 0.063 per 100000 in
women and 0.78 per 100000 in men, and the dis-
ease may have a highly unexpected and unpredict-
able clinical course.** Testicular plasmacytoma
is a very rare entity, with up to 70 cases report-
ed to date; it accounts for about 0.03% to 0.1%
of all testicular malignancies, either primary or
metastatic.” To the best of our knowledge, such
a case has not yet been reported in Poland. Since
most previous reports described unilateral tes-
ticular involvement, the case described herein is
even more unique.

A patient aged 69 years was referred to the emer-
gency department by his general practitioner
due to apparent deep vein thrombosis (DVT). He
also experienced recurrent epistaxis for the last
few days. The laboratory test findings on admis-
sion were as follows: hemoglobin 9.9 g/dl (ref-
erence range [RR], 12.8-16.8 g/dl), white blood
cell count 8310/ul (RR, 4000-10 500/pl), plate-
lets 58 000/ul (RR, 150000-450 000/pl), serum
creatinine 1.8 mg/dl (RR, 0.7-1.2 mg/dl), serum
albumin 28.7 g/1 (RR, 35-50 g/1). Urinalysis re-
vealed proteinuria 1.6 g/l (RR, <0.15 g/1) and mi-
crohematuria (RBC, 1600/pl; RR, <5/ul). The pa-
tient had no history of any chronic disease. Upon
physical examination no remarkable abnormal-
ities were found except for paleness, symmet-
ric edema of lower legs, and tumorous appear-
ance and enlargement of both testes. Ultrasound

CLINICAL IMAGE Multiple myeloma of testes and bones

Department of Nephrology, Hypertension and Internal Medicine, Provincial Specialist Hospital in Olsztyn, Olsztyn, Poland
Department of Patomorphology and Forensic Medicine, University of Warmia and Mazury in Olsztyn, Olsztyn, Poland
Department of Paediatric Pathology, Regional Specialist Children’s Hospital in Olsztyn, Olsztyn, Poland

Department of Imaging, Provincial Specialist Hospital in Olsztyn, Olsztyn, Poland
Department of Hematology, Provincial Specialist Hospital in Olsztyn, Olsztyn, Poland
Department of Urology, Municipal Specialist Hospital in Olsztyn, Olsztyn, Poland
Department of Internal Medicine, Nephrology, Hypertensiology and Internal Medicine Clinic, University of Warmia and Mazury in Olsztyn, Olsztyn, Poland

examination of lower legs excluded DVT. The au-
toantibody panel (antinuclear antibodies, anti-
-dsDNA, antineutrophil cytoplasmic antibodies,
antiphospholipid antibodies) was negative, com-
plement components C3 and C4 were decreased
(47.4 mg/dl; RR, 90-180 mg/dl and 3.1 mg/dl; RR,
10-40 mg/dl, respectively), and f2-macroglobulin
was elevated (5.37 mg/; RR, <3.0 mg/]). In addi-
tion, monoclonal immunoglobulin M (11.4 g/1)
was found in serum. K and A light chains were
elevated (65.1 mg/l; RR, 3.3-19.4 mg/dl and
103.4 mg/l; RR, 5.71-26.3 mg/], respectively), but
the /A ratio remained within the normal range.
Since the laboratory test results were suggestive
of monoclonal gammopathy and platelet count
progressively decreased, the patient was consulted
by a hematologist and a bone marrow (BM) biop-
sy was performed. The BM appeared hypoplastic,
with signs of dyserythropoesis, but normal gran-
ulopoiesis and megakaryocytes, and plasma cells
accounting for 3% to 4% of all cells. Computed to-
mography (GE Revolution Evo, Chicago, Illinois,
United States) was also performed and revealed
osteolytic lesions in the shaft of the right humer-
us and lumbar vertebrae. It also revealed irregu-
lar focal lesions enhanced after contrast infusion,
suggestive of tumor or metastases in both testes
(FiIGURE 1A and 1B). A radiologist suggested testicu-
lar ultrasound to confirm these findings. The ul-
trasound (Toshiba Aplio 400, Tokyo, Japan) re-
vealed multiple hypoechogenic focal lesions in-
dicative of tumor or metastases (FIGURE 1¢), pelvic
and abdominal ultrasound was otherwise unre-
markable. The patient was referred to a urologist
who, based on the results of imaging and physi-
cal examination, decided to perform bilateral or-
chiectomy. A representative gross specimen of
the testis is displayed in FIGURE 10. Upon micro-
scopic assessment, infiltration with polymorphic
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FIGURE 1 A — contrast-enhanced computed tomography scan of the testes showing irregular focal lesions enhanced
after contrast infusion suggesting a primary tumor or metastases; B — osteolytic lesions in the lumbar vertebra;

C — representative ultrasound image of the right testis (both testes involved to a similar extent); D — macroscopic testis
specimen with visible plasmacytoma infiltration, cream-colored tumor invades also the epididymis and tunica albuginea
(both testes involved to a similar extent); E — diffuse plasma cell infiltration (some with phenotype of mature plasma
cells), seminal tubule can be noted at the center (magnification x 20); F — diffuse plasma cell infiltration, clear cell
polymorphism can be noticed, with distinct nucleoli and mitotic figures (magnification x 40)
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FIGURE 1

cells was found. Some were mature plasma cells
with Dutcher bodies and spindle-shaped plasma
cells, whereas other were less mature, character-
ized by distinct nucleoli, mitotic figures, and scant
cytoplasm. The diagnosis was challenging, since
immunohistochemistry staining for CD138 anti-
gen (specific for plasma cells and MM cells) was
negative. First, we excluded malignancies of ger-
minal origin, cancer metastases, melanoma, and
lymphoma. The cells were positive for the follow-
ing antigens: CD38, MUM1, CD79a, CD43, bcl2,
and weakly positive for leukocyte common anti-
gen. K and A light chain positivity was also iden-
tified in some cells. The cells were negative for
CD20, PAX5, CD56, CD117, cyclin D1, CD3, and
C-MYC (FIGURE 1E-1J; see Supplementary materi-
al, Table S1 for the list of abbreviations). Lack of
CD138 positivity with expression of k and, less
abundantly, A light chains in the cells forming
the tumor was considered unexpected, but the re-
maining histologic features together with the clin-
ical/laboratory data indicating monoclonal gam-
mopathy led us to a diagnosis of bilateral testic-
ular plasmacytoma.

The patient started initial systemic treatment
with dexamethasone and cyclophosphamide,
with a plan to commence proteasome inhibitor in
the near future. However, due to a series of severe
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G — Dutcher body-intracytoplasmatic inclusion (arrow) found in plasma cells of patients with plasma cell
dyscrasias (magnification x 40); H — CD38 antigen positivity (magnification x 20); | — CD79a antigen positivity
(magnification x 20); J — multiple myeloma 1 protein antigen positivity (magnification x 20)

infectious complications (including COVID-19),
pronounced anemia, development of bilateral hy-
dronephrosis requiring double-J ureteral stents,
and low percentage of plasma cells in BM biopsy,
any further systemic treatment was postponed.
Renal function deteriorated gradually and the pa-
tient needed renal replacement therapy. At the
time of submission of this report (12 months
following the initial referral) the patient is do-
ing well, remains on maintenance hemodialysis
and has no signs of gammopathy progression.

The presented case is not a true “solitary” plas-
macytoma and we think that a diagnosis of MM
should be established in our patient. Even though
the BM involvement criterion of MM was not
fulfilled, the presence of solitary extramedullary
tumor together with osteolytic lesions and re-
nal failure allow for establishing such a diagno-
sis (according to the 4th edition of the World
Health Organization diagnostic criteria of MM,
published in 2016).

Three strategies are recommended in soli-
tary plasmacytomas and they include radia-
tion, surgery, and systemic therapy, but due to
a limited number of cases and paucity of data
none of them is evidence-based (although ra-
diation is considered the best option, depend-
ing on the tumor location).? The treatment of
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testicular plasmacytoma is even less standard-
ized but according to most reports orchiectomy
is the treatment of choice.®
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