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i i Despite the fact that development of small-sized lipid nanoparticles are_
important for improved tissue penetration and efficient nucleic acid delivery, their poor stability

and intracellular trafficking significantly hinders their use as potent small-sized lipid
nanoparticles. In this study, inspired by the mechanism for the reduced potency, small-sized and

potent short interfering RNA-loaded lipid nanoparticles were developed. The mechanism was analyzed
from viewpoint of hydrophobic scaffold structure of pH-sensitive cationic lipid.
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