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Many ?enes responsible for Malignant mesothelioma (MM) have been identified
as tumor suppressor genes including in the LATS2, which is one of the kinases in the Hippo pathway,
and it is difficult to target these genes directly at a molecular level. Here we showed that
knockdown of SMG6 results in synthetic lethality in LATS2-inactivated cells. We found that this
synthetic lethality required the nuclear translocation of YAP1 and TAZ. Both are downstream factors
of the Hippo pathway. We also demonstrated that this synthetic lethality did not require SMG6 in
nonsense-mediated mRNA decay (NMD) but in regulating telomerase reverse transcriptase (TERT)
activity with SMG6 interaction. We confirmed the inhibitory effects of LATS2 and SMG6 on cell
proliferation in vivo. The result suggests an interaction between the Hippo and TERT signaling
pathways. We also propose that SMG6 and TERT are novel molecular target candidates for
LATS2-inactivated cancers such as MM.
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