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[Abstract]

MicroRNAs and small interfering RNAs induce posttranscriptional gene silencing of their target mRNASs via the RNA-induced
silencing complex (RISC). These small RNAs are born double-stranded. Loading of small RNA duplexes into Argonaute mtems,
the core component of RISC, requires ATP. Subsequently, the two strands of a'small RNA duplex are separated within

protein. Unexpectedly, this unwmdmg process does not require ATP.

Why ATP rydrolysws is required for RISC loading—seemingly a mere binding of a small RNA duplex and Ago protein—but not

for unwinding—a F ocess that disrupts <"20 base pairs—has been unclear. We recently show that Hsc70?Hsp90 chaperone
machinery is specifically required for RISC loading of small RNA duplexes, but not for unwinding, target cleavage, or release of
the cleavage products, e envisio that the chaperone machinery consmes AT and mediates a conformational pening of
Ago proteins so that they can receive bulky and rigid small RNA duple;

I will discuss such acnons of the chaperone machinery as the driving force for RISC assembly.




