©
2015 2017

Analysis on genomic instability in malignant mesotheliomas of Japanese patients
as therapeutic targets
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Somatic deletions and mutations in the BAP1 gene, located in 3p2l, is one of
the common characteristics of malignant mesotheliomas (MMs). Genomic analysis of the 3p2l region
showed genomic instability with many microdeletions. Then, microsatellite instability (MSI) was
tested, since MSI-high condition is a good marker of immune checkpoint inhibitors. But none of MM
genomes showed MSI-high, suggesting that these inhibitors may not effective. Genomic instability was
also detected in other chromosome regions. In several MMs, partial deletions of a gene was
detected. Hence, replacement therapy of this gene may be effective for these MMs.
Recently, a few cases with BAP1 germline mutations (BAP1l syndrome) have been reported. These cases
developed MMs with better prognosis than sporadic non-hereditary cases, suggesting that germline
BAP1 mutations and BAPl-related genes may be new therapeutic targets.
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