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Abstract  

 The nuclear pore complex (NPC) governs the transport of macromolecules 
into and out of the nucleus. We are currently studying a novel proteostatic 
stress response that is directly governed by the NPC, and which differentially 
controls the import rates of two core receptor-mediated cargo targeting 
pathways. This is the first instance of the NPC exerting direct control over 
nuclear targeting pathways under physiologically relevant 
conditions.  Interestingly, we have identified an unexpected role in this 
regulatory circuit for proteins previously implicated in vesicular 
trafficking.  These findings support the hypothesis that the NPC is functionally 
analogous to the membrane coats built from subunits such as clathrin and 
COPII coatamers and, in fact, shares a number of factors that participate in 
vesicular and nuclear trafficking. 
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