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Drug platforms

Overexpression of 
exportin 5 (XPO5) and 
eukaryotic translation 
initiation factor 2C 2 
(EIF2C2; AGO2) to 
increase the efficacy and 
safety of small hairpin 
RNA therapeutics

Mouse studies suggest that increasing XPO5 and AGO2 expression 
could improve the safety and efficacy of shRNA therapeutics. In mice 
that overexpressed Xpo5 and Ago2, which are required for proper RNAi 
processing, shRNA function was prolonged and shRNA-associated 
hepatotoxicity was reduced compared with those in mice with normal 
Xpo5 and Ago2 expression. Next steps could include identifying 
therapeutic strategies to overexpress XPO5 and AGO2.
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