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Elucidation of pathogenesis of Noonan syndrome by novel causative gene LZTR1
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Leucine zipper-like transcriptional regulator 1 (LZTR1) encodes a member of
the BTB-Kelch superfamily, which interacts with the Cullin3 (CUL3)-based E3 ubiquitin ligase
complex. LZTR1 is a causative gene of RASopathies, which are caused by germline mutations in genes
encoding various components of the RAS/MAPK signaling pathway. However, no evidence regarding the
functional interaction between LZTR1 and the RAS/MAPK signaling pathway had been reported.

In this study, we revealed that (1) LZTR1 regulates RAS/MAPK signal activity through the interaction
of RAS and PPP1CB/SHOC2 /cRAF-complex, and (2) LZTR1 is involved in RAS degradation via the
ubiquitin-proteasome pathway.
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