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In this study, we identified a novel somatic non-synonymous BAP1 mutation, F170l,
in one of 49 patients with ESC. MLPA of BAP1 gene in this ESC tumor disclosed LOH, suggesting BAP1
alterations on both alleles in this tumor. The deubiquitinase activity and the auto-deubiquitinase
activity of F1701-mutant BAP1 were markedly suppressed. In addition, wild-type BAP1 mostly localizes to
the nucleus, whereas the F1701 mutant preferentially localized in the cytoplasm. Microarray analysis
revealed that expression of the F1701 mutant drastically altered gene expression profiles compared with
expressed wild-type BAP1, genes involved in oncogenic pathways. Furthermore, we found that the level of
BAP1 expression in the nucleus was reduced in 44% of ESCs examined by immunohistochemistry (IHC). Because
the nuclear localization of BAPl is important for its tumor suppressor function, BAP1 may be functionally
inactivated in substantial portion of ESCs.
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