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ABSTRACT

Neuroendocrine tumors (NETs) are uncommon epithelial neoplasms originating from neuroendocrine cells,
within the gastrointestinal tract—particularly the jejunum and ileum, being the most frequent primary sites.
While NETs account for approximately 0.5% of all malignancies, metastatic spread occurs in about 30% of
cases, most commonly to the liver. Testicular metastasis from NETs is extremely rare, representing less than 1%
of testicular tumors. We report a rare case of 65-year-old male who presented with a painless right scrotal
swelling. Imaging revealed a well-defined hypervascular testicular mass and a similar lesion in the midjejunum
with mesenteric involvement. The patient underwent segmental jejunal resection and right high inguinal
orchidectomy. Histopathology and immunohistochemistry confirmed the diagnosis of a welldifferentiated -
Grade I -jejunal NET with testicular metastasis.

Keywords: Neuroendocrine tumor (NET), Jejunum, Testis, Metastasis, Orchidectomy
INTRODUCTION

Neuroendocrine tumors (NETs) represent a heterogeneous group of neoplasms originating from neuroendocrine
cells, and they display a wide range of clinical behaviour and hormone-secreting capacity .

Although uncommon, they comprise about 0.5% of all cancers and are categorized based on their degree of
differentiation and proliferative activity, as outlined by the WHO classification 2.

Neuroendocrine tumors (NETSs) are epithelial neoplasms with predominant neuroendocrine differentiation, most
commonly arising in the gastrointestinal tract, particularly in the Jejunum and ileum.

Approximately 30% of neuroendocrine tumor cases develop metastases °, with the liver being the most

commonly affected site—reported in up to 82% of cases. Additional frequent metastatic locations include the
bones, adrenal glands, lungs, brain, and peritoneum *°.

Testicular NETs account for less than 1% of all testicular tumors, with metastasis from other primary sites to the
testis being rare; approximately 16% of patients present with symptoms of neuroendocrine tumor syndrome.

We present a rare case of a gastrointestinal neuroendocrine tumor metastasizing to the testis, presenting with
features that closely resembled a primary testicular neoplasm. This atypical manifestation necessitated
comprehensive workup including radiological, histopathological and immunohistochemical analysis to establish
a definitive diagnosis.
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This case emphasizes the importance of including metastatic disease in the differential diagnosis of testicular
masses, particularly in patients with a known history of NETs. It also highlights the diagnostic value of specific
immunomarkers such as chromogranin A, synaptophysin, and the Ki-67 proliferation index in distinguishing
primary testicular tumors from metastatic lesions 2.

Recognizing such uncommon patterns of spread enhances our understanding of NET metastasis and helps
prevent misdiagnosis in clinical practice.

Case Details

A 65-year-old male presented with a 4-month history of swelling in the right scrotum. Scrotal ultrasound
revealed a well-defined, oval, hyperechoic and hypervascularized mass measuring 7 x 5 cm in the right testis.
The left testis appeared normal. CECT abdomen revealed similar lesion in the mid jejunum with attached
mesentery. He underwent segmental resection of the jejunal mass with right high inguinal orchidectomy.

Gross findings:

Two labelled containers were received. One having a resected segment of jejunum with attached mesentery, and
the other having a high right inguinal orchidectomy specimen. On mesenteric border of the jejunum, a solid, well
circumscribed tumor measuring 7.5x3.5x3.5 cm was identified. On cut section, the tumor appeared solid,
homogenous, grey-yellow. (Fig: 1a)

Testicular specimen was measuring 7.5 x 5.5 x 5 cm. A similar lesion was observed involving the entire testis
and extending beyond the tunica. (Fig: 1b) No adjacent normal testicular parenchyma was identified.

Histopathological examination:

Histopathology showed a neuroendocrine tumor of grade I differentiation confined to the jejunal submucosa
sparing mucosa which is arranged predominantly in an organoid pattern separated by fibrocollagenous septa.
Individual cells are monomorphic, round to oval in shape with moderate eosinophilic cytoplasm and round nuclei
containing stippled chromatin. Mitotic activity was 1-2 per 10 high-power fields (HPF). (Fig: 2a) Section
studied from testicular mass shows similar tumor with above described morphology. (Fig: 2b)
Immunohistochemistry performed on the testicular specimen showed positivity for synaptophysin (Fig: 3a) and
chromogranin (Fig: 3b) confirming neuroendocrine differentiation. Ki-67 index was low (<2%). (Fig: 3¢) CDX2
shows positivity confirming intestinal origin. (Fig: 3d)

DISCUSSION

Neuroendocrine tumors (NETs) of the jejunum are slow-growing neoplasms that can exhibit distant metastasis
despite their indolent nature. Testicular metastasis from a jejunal NET is extremely uncommon, with few
reported cases in the literature ®. Jejunal neuroendocrine tumors rarely metastasize to the testis because their
metastatic spread predominantly follows the portal venous system to the liver and regional mesenteric
lymphatics, making distant hematogenous dissemination to the scrotal organs exceptionally uncommon.

In addition, the blood—testis barrier and the distinct arterial and venous drainage of the testis create a biologically
protected microenvironment that limits tumor cell implantation, and large metastatic analyses have shown that
secondary testicular tumors constitute less than 2% of all testicular neoplasms'’. The pathway of metastasis,
when it occurs, may involve retrograde spread via lymphatics or hematogenous dissemination, emphasizing the
unpredictable behaviour of NETs even at a low grade ®.

Histopathological evaluation and immunohistochemical markers such as chromogranin A and synaptophysin aid
in confirming the neuroendocrine origin, while Ki-67 assists in grading the tumor. Serum chromogranin A and
urinary 5-hydroxyindoleacetic acid (5-HIAA) serve as important biomarkers for diagnosis and monitoring, and
treatment options in metastatic disease include somatostatin analogs and peptide receptor radionuclide therapy
(PRRT) based on somatostatin receptor expression 5.

NETs often remain asymptomatic until they reach an advanced stage or metastasize, making early diagnosis
challenging'®. Testicular metastasis, although rare, may present as a painless testicular mass and mimic primary
testicular malignancies, which highlights the importance of a thorough clinical history and systemic
evaluation'!. The presence of neuroendocrine markers in testicular lesions should prompt consideration of
secondary involvement, especially in patients with known NETs elsewhere in the body '2. Recognizing such
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atypical metastatic presentations is crucial for guiding appropriate management and avoiding overtreatment or
misdiagnosis .

CONCLUSION

This case highlights an unusual metastatic pattern of a jejunal neuroendocrine tumor to the testis, emphasizing
the importance of thorough systemic evaluation in patients presenting with testicular mass, especially in older
adults. Early identification and surgical intervention are essential for accurate diagnosis, staging, and
management. Recognizing such rare presentations is critical for ensuring appropriate diagnosis and optimal
treatment planning.
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Fig 1b — Cut section of the testicular mass - Solid homogenous grey yellow mass

Fig 2a - 40x — H & E -Jejunal mass — Organoid pattern with nucleus shows stippled chromatin
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Fig 2b — 40x - H & E - Testicular mass
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Fig 3d — Testis — CDX2 — Showing intestinal differentiation
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