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BAP1 inactivated melanocytoma: 

Two molecular alterations: 
1) a mitogenic driver mutation 
2) loss of function of the BAP1 gene. 

1) Mostly BRAF mutations (rarely NRAS mutation or RAF1 fusion)

2) Inactivating mutation of the BAP1 gene following by the loss of 
heterozygosity in the 3p21 locus.
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Congenital pattern : 52%



Large epithelioid melanocytes with well-demarcated cytoplasmic borders and copious eosinophilic cytoplasm



Large epithelioid melanocytes with well-demarcated cytoplasmic borders and copious eosinophilic cytoplasm



«Mixed» lesions – 90%



Pure type: no conventional melanocytes (10%)



Peripheral squizzing of the conventional nevus (34%)



BAP1

Peripheral squizzing of the conventional nevus



Peripheral squizzing of the conventional nevus



Mixed nests composed of both BAP1-inactivated epithelioid and 
BAP1-positive conventional melanocytes at the junction (36%) 
or in the dermis (54%)

BAP1 

BAP1



Marked intratumoral heterogeneity with few if any mitoses and intratumoral lymphocytes



Cell size variation



Most cases shows small to large cells Some cases are predominantly composed of small epitehlioid cells (32%)



Dysplastic features: Bridging of the adjacent junctional, horizontally arranged nests 
of conventional and/or epithelioid melanocytes (14%)



Multinucleated cells are very typical (98%)







Various types of multinucleated cells: binucleated cells resembling Reed-Sternberg cells, multinucleated/giant cells with 
overlapping nuclei result in a popcorn, coin-on-a-plate, or wreath-like morphology



Discohesive nests of  epithelioid cells (88%) 





Nuclear bridging
Nuclear budding: nuclear buds of variable dimension detaching from the main nucleus
(98%)



Micronuclei: a small nucleus or nuclear buds being 1/3 or smaller compared to the main nucleus presented with a similar 
or slightly lighter non-refractile staining intensity (80%)



Cells with large irregular nuclei resembling blebbing (98%).



“Ghosts” cells: cells are exclusively composed of large eosinophilic cytoplasm with only a shadow/vestige of a nucleus (90%).



Large epithelioid melanocytes with enlarged nuclei showing clumped chromatin



Polarized cells: cells with dislodged nucleus toward the peripehry (58%) 





Large epithelioid melanocytes with cytoplasmic protrusions resembling proboscis (ant-bear cells). 



Ant-bear cells







Intracytoplasmic vacuoles


