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Mesothelioma is a poor prognosis cancer caused by asbestos exposure.

Although the number of people diagnosed with mesothelioma is increasing, the effective treatment is
still to be established. In this study, we are trying to identify synthetic lethal gene to LATS2 and
NF2, which are typical causative gene of mesothelioma, and will analyze the molecular mechanism for
the synthetic lethal phenotype and verify the possibility as new therapeutic target. Therefore, |
performed screening using shRNA library in mesothelioma cells with LAST2 or NF2 mutation. As a
result, phenotype of synthetic lethal was observed by knockdown of an endonuclease SMG6 in
mesothelioma cell with LATS2 mutation. Although SMG6 is well known as an essential factor in
nonsense mediated mRNA decay (NMD%, synthetic lethal between LATS2 and SMG6 was independent of NMD.
In addition, LATS2 was shown synthetic lethal with SMG6 by TAZ-dependent Hippo signaling pathway.
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