CASE REPORT

Uncommon testicular metastasis of a primary neuroendocrine

tumour of the lung

Ingrid L. Birker, MD;" Johan A. van der Zee, MD;" Karin M. Keizer, MD?

*St. Lucas Andreas Hospital, Amsterdom, The Netherlands; *Department of Urology, St. Lucas Andreas Hospital, Amsterdam, The Netherlands; $Department of Pathology, Onze Lieve Viouwe Gasthuis,

Amsterdam, The Netherlands

Cite as: Can Urol Assoc J 2013;7(9-10):e614-7. http://dx.doi.org/10.5489 /cuqj.398
Published online September 10, 2013.

Abstract

A 52-year-old male presented with an asymptomatic palpable mass
of the right testicle. Ultrasound confirmed the presence of a tes-
ticular tumour and a hemicastration was performed. None of the
testis cancer-related tumour markers were elevated and histological
findings revealed a neuroendocrine carcinoma, possibly a metas-
tasis from another primary site. The radiological findings showed a
lesion in the lung, and a positron emission tomography (PET)-scan
was made. The PET scan revealed an increased fluorodeoxyglucose
(FDQ) uptake in the pulmonary lesion. It also showed lymphatic
and hepatic metastases. The patient had no complaints besides a
palpable testicular mass and was diagnosed with a cTTaN3M1b
neuroendocrine carcinoma of the lower left field of the lung, stage
IV. To our knowledge, the presentation of testicular metastasis of a
neuroendocrine carcinoma of the lung has not been described in
the literature. No curative options were available and the patient
is being treated with salvage chemotherapy.

Introduction

Primary testicular cancer is the most common solid malig-
nancy in men between the ages of 20 and 45; it is rare in
patients under 15 and over 60. It constitutes 1% to 2% of
all male cancers and 5% of all urological tumours, and is
considered the most curable cancer. Most are germ cell
tumours.! Neuroendocrine (carcinoid) tumours (NETSs) of
the testes represent less than 1% of all testicular tumours.?

Case report

A 52-year-old vital, slender male presented to the outpatient
clinic with a palpable mass in the right testicle, which he
had noticed a couple of weeks before. His medical history
included one session of prostate biopsies in 2009 because of
an elevated PSA (prostate-specific antigen) level, all of which
were benign. Other than the tender mass, he had no further
complaints. Ultrasound showed a suspect, hypo-echogene,
vascularized lesion, 2 c¢cm, in the right testicle. The other
testicle showed no pathology.

A hemicastration was performed on the right side. Three
tumour markers were measured preoperatively and none
were elevated: lactate dehydrogenase (LDH) 247 U/L (normal
<250 U/L), human chorionic gonadotropin (hCG) <2.0 U/L
(normal range: 0-5 U/L) and alpha fetoprotein (aFP) 2.9 ug/L
(normal <10 ug/L). A computed tomography (CT) scan of
the thorax and abdomen was made to exclude metastases. It
showed an unusual, possibly metastatic lesion in the lower
field of the left lung; it was partially solid, partially cystic.
Furthermore, it revealed multiple lesions in the liver, also
suspect for metastases (Fig. 1).

The pathologist showed the unusual histopatho-
logical findings during a multidisciplinary meeting.
Immunohistochemical markers for malignant germ cell
tumours (e.g., placental alkaline phosphatase [PLAP] and
CD30) were negative, which ruled out (non)-seminoma and
embryonal carcinoma. Four neuroendocrine markers (syn-
aptophysin, chromogranin, CD56 and keratin) were all posi-
tive, suggesting it to be a NET (Fig. 2a, Fig. 2b, Fig. 2¢, Fig.
2d). The thyroid transcription factor 1 (TTF-1) was positive
(Fig. 3). This is nearly 100% specific, though not so sensitive,
for the lung primary in NETs.? The final histopathological
conclusion was a neuroendocrine carcinoma, grade 3, thy-
roid transcription factor 1 (TTF-1) positive, without necrosis.

The somatostatin receptor scintigraphy (SRS) to search for
a primary in the gastro-intestinal tract was negative. A PET/
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Fig. 1. A computed tomography scan showing possible metastases.

CT scan showed an increased fluorodeoxyglucose (FDG)
uptake in the suspect lesion in the lower field of the left lung
(Fig. 4a, Fig. 4b). It also revealed pathological mediastinal
and hilar lymph nodes and extended uptake in the liver.

This case report describes a healthy, vital 52-year old-man
with no complaints of dyspnoe, fatigue or loss of weight with
a cT1aN3M1b neuroendocrine carcinoma of the lung, stage
IV which presented itself as a palpable testicular tumour. The
poor prognosis, the fact that there are no curative options,
was discussed with the patient. The patient has now started
salvage chemotherapy.

Discussion

NETs of the testes represent less than 1% of all testicular
tumours.? They originate from neuroendocrine cells, and
can be divided into different embryological sites of origin:
tumours of the fore-gut, the mid-gut and hind-gut. The sites
most often affected are the gastrointestinal tract (65%) fol-

Fig. 2b. One of 4 neuroendocrine markers, keratine, positive and suggestive of
a neuroendocrine (carcinoid) tumour.
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Fig. 2a. One of 4 neuroendocrine markers, CD56, positive and suggestive of a
neuroendocrine (carcinoid) tumour.

lowed by the bronchopulmonary tract (25%). In about 10%
of cases, the primary tumour site remains unknown.*¢

The carcinoid syndrome occurs in 8%? of patients with a
NET, however, it is encountered in over 80% of patients with
liver metastases from bronchial carcinoids.” Symptoms of the
carcinoid syndrome include sweating, flushing, wheezing,
diarrhea and abdominal pain.?

Cope was the first to describe a testicular metastasis from
a carcinoid tumour of the ileum.? Stroosma and colleagues
found 62 published cases of carcinoid tumours of the testis
between 1930 and 2008. Only six tumours were metastasis
from another primary site, all of which originated from the
ileum.®

Prognosis depends on tumour size and the presence of
metastases. In distant metastatic disease the 5-year survival
rate is only (20%-30%).® Somatostatin receptors are present

Fig. 2c. One of 4 neuroendocrine markers, synaptofysine, positive and
suggestive of a neuroendocrine (carcinoid) tumour.
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Fig. 2d. One of 4 neuroendocrine markers, chromogranine, positive and
suggestive of a neuroendocrine (carcinoid) tumour.

in 70% to 90% of NETs. A SRS (sensitivity 80% to 90%)
should be performed to exclude other tumour locations.'
The literature mainly focuses on the gastrointestinal tract
as the primary site for a metastatic NET to the testes.? In
this case, the SRS was negative and the primary site could
have been missed if a CT scan of the thorax and additional
histological investigations, like a TTF-1, would not have
been performed.

Conclusion

This case report describes a unique presentation of a
metastasis from a neuroendocrine carcinoma of the lung,
presenting itself as a palpable tumour of the testis. To our
knowledge, this has never been reported in the literature.
In spite of the presence of hepatic metastases, no carcinoid
syndrome occurred. This case emphasizes the importance of
not drawing any conclusions before additional investigations
(pathology reports, PET/CT-scans and SRS) are known. It also

Fig. 4a. The positron emission tomography scan.

Fig. 3. The positive thyroid transcription factor 1 (TTF-1) , suggesting a lung
primary.

confirms the significance of a multidisciplinary meeting to tie
up loose ends. The absence of a carcinoid syndrome cannot
rule out extensive metastatic disease of a neuroendocrine
carcinoma. This extraordinary diagnosis meant that no cura-
tive options were available in this young and vital patient.
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