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Characterization of the esophageal carcinogenesis-promoting molecular switch
existing inside the isoform of RNA-binding protein

IMOTO, Issei

2,600,000

RNA TIAL
TIAla TIAla

TIAla TIAla
CHK1 TIAla mRNA 3 UTR TIAla RNA

TIAla

TIAla is the isoform of TIAL, one of the RNA-binding protein (RBP), havin? a
serine/threonine-rich intrinsically disordered region (IDR) and promoting esophageal squamous cell

carcinoma (ESCC). Through changin? amino acid of candidate phosphorylation sites around the TlAla
specific region within IDR, subcellular localization of TIAla and cell growth were altered in ESCC
cells. Blocking synthetic peptides inhibited TIAla cytoplasmic localization. CHK1 was identified as
candidate kinase contributing to TIAla cytoplasmic localization. In addition, TIAla bound 3"UTR of
candidate TIAla-binding mRNAs in the cytoplasm with other RBPs and regulated mRNA/protein levels of
those targets jointly or competitively. These results demonstrated that the phosphorylation of
specific sites within IDR may work as a molecular switch to promote cytoplasmic localization of
TIAla and accelerate its cancer-promoting function through binding and regulating target molecules
in the cytoplasm of ESCC cells.
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