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Mechanism of cell death induction by the failure of ribosome-associated quality
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In this study we aimed to elucidate the mechanism of nascent protein

degradation and cell death induction by the execution and the failure of ribosome-associated quality
control, RQC, pathway which targets the stalled ribosomes on the aberrant mRNAs. Especially we
focused on i1dentifying the peptide tag, called CAT-tail, added to the C-terminal end of the aberrant

nascent peptides and elucidated its impact on the nascent peptide degradation and its potential
toxic effect when accumulated in mammalian cells. We found that mammalian CAT-tails were mainly
composed of alanine with several other amino acids including glycine and threonine and
alanine-tailing promoted the degradation of the tailed proteins when they are expressed at a
relatively low level, but formed protein aggregates and induced apoptotic cell death when expressed
at high level or upon the failure of RQC.
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