
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

Abstract:  
Ribosomes are the molecular engines that drive protein biogenesis. Key quality control and 
proteostasis signaling pathways exist to monitor ribosome progression and guard against the 
production of defective nascent polypeptides. Ribosomes that experience prolonged stalls during 
elongation which result in ribosome collisions elicit a multifaceted ribosome-associated quality 
control (RQC) response. Conserved site-specific regulatory ribosomal ubiquitylation (RRub) events 
on the 40S proteins play a critical role in propagating RQC responses. A spatially adjacent but distinct 
set of ubiquitylation events which do not play a functional role in the characterized RQC pathway, 
are triggered by integrated stress response activation. The function and key regulators of these 
abundant stress-responsive ribosomal ubiquitylation events are unknown. Here, we will discuss the 
mechanisms by which ubiquitylation directly regulates multiple phases of translation. 
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