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Drug delivery

Delivery of low–
molecular weight 
therapeutics to the retina

RNAi-mediated suppression of the tight junction protein claudin-5 
could improve delivery of therapeutics across the blood retina barrier 
(BRB) and into the retina. In mice, local injection of claudin-5 small 
interfering RNA caused a transient increase in BRB permeability to 
low–molecular weight compounds compared with injection of control 
siRNA. Also in mice, claudin-5 siRNA pretreatment led to improved 
delivery of a calpain inhibitor to the retina compared with scrambled 
control siRNA pretreatment. Next steps include expressing the 
claudin-5 siRNA in an adeno-associated virus (AAV) vector that can 
infect endothelial cells in the human retina.
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