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A one year old male with a right testicular tumor 
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Clinical history and findings: One year old male with a right testicular tumor. At exploration it was 
identified that tumor was arising from epididymis and was fairly circumscribed.  

Gross examination:  An orchiectomy was performed.  At gross examination the tumor was well 
circumscribed and appeared to be arising from the epididymis.  However, it was firmly tethered to the 
testis. The cut section showed a brown to black homogenous appearance. Microscopic photographs are 
below. 

Microscopy and Immunohistochemistry: 

Immunohistochemical stains showed positive expression of synaptophysin and NSE, while 
pancytokeratin, CD68, CK5/6, EMA, Melan A and HMB-45 were negative. See micrographs below. 





























 

Final diagnosis: Melanotic Neuroectodermal Tumor of Infancy 

Discussion: 

Synonyms: Retinal anlage tumor, melanotic hamartoma and melanotic progonoma. 

Melanotic neuroectodermal tumor is an extremely rare neoplasm of testicular appendages with usual 
occurrence in the epididymis. The more common location in both sexes is maxilla.1 It occurs mostly in 
children less than one year of age; however it can be identified in older children.1-5 In a relatively large 
review of testicular appendages cases, 82% of the cases occurred in children less than 1 year of age. 

On gross examination, the tumor is usually circumscribed and less than 4 cm in size. The cut surface 
shows a dark brown to black homogenous appearance. Some tumors display focal or no pigmentation. 
Microscopically, the tumor is composed of large epithelioid cells admixed with numerous small 
hyperchromatic neuroblastic-appearing cells in variably sized nests, sheets and cords. These nests are 
typically dispersed in a dense fibrous stroma. Granules, containing melanin pigment are visible in the 
larger epithelioid cells. The cytoplasm of larger epithelioid appearing cells is clear while small cells 
contain scant cytoplasm. In many cases the cells can be seen infiltrating around the tubules which does 



not indicate a malignant potential. The tumor cells especially small darker cells may exhibit prominent 
mitotic activity. 

Immunohistochemical expression for synaptophysin and HMB-45 occurs in both cell components. The 
larger epithelioid cells are usually positive for cytokeratin.1, 6 Molecular markers for neuroblastoma, 
including N-myc amplification and 1p deletion, are absent in the small neuroblastic appearing cells. 
Additionally no translocations seen in Ewing׳s sarcoma/PNET and desmoplastic small round cell tumor 
are identified.7 To date only three cases arising in epididymis presented as metastasis in retroperitoneal 
lymph nodes via lymphatic route.8, 9 The rest of the reported cases showed a benign course.3, 10 There is 
no morphological criteria to establish a worse prognosis in epididymis cases; however in maxillary 
melanotic neuroectodermal tumor cases it is suggested that increased mitoses and Ki-67 staining may 
be helpful in identifying the aggressively behaving tumors.6 

 

The major differential diagnosis of Melanotic neuroectodermal tumor is embryonal rhabdomyosarcoma. 
Melanotic neuroectodermal tumors occur in patients mostly less than 1 year of age while 
rhabdomyosarcoma occurs in slightly older children with the median age of 5 years. The two cell 
population of melanotic neuroectodermal tumor, with small neuroblastic cells and larger epithelioid 
cells resemble the primitive cellular component and differentiated rhabdomyoblasts, respectively, of 
embryonal rhabdomyosarcoma. Rhabdomyoblasts contain eosinophilic cytoplasm while epithelioid cells 
of melanotic neuroectodermal tumor contain clear cytoplasm. Rhabdomyosarcomas usually have more 
spindled cell morphology compared to melanotic neuroectodermal tumor. The presence of melanin 
pigment granules in cells is a prerequisite for the diagnosis of retinal anlage tumor. Muscle markers in 
conjunction with synaptophysin, HMB-45, and cytokeratin can also resolve this differential diagnosis. 
Other small cell tumors including neuroblastoma, undifferentiated sarcoma and desmoplastic round 
blue cell tumor may pose a diagnostic challenge. 
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