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Abstract

The amphoteric, endosomolytic poly(amidoamine) (PAA) ISA23.HCl is able to cause pH-dependant
red blood cell (RBC) lysis and has potential for gene delivery. Recently, it has also been shown to
cause endosomal/lysosomal permeabilization when internalized by liver cells after administration
in vivo. However, the efficiency is still rather low. Thus, to aid the design of more effective PAA
chemistries we began to investigate the physicochemical properties of ISA23.HCl in those
biological environments it would encounter during cellular uptake and intracellular trafficking.
Technigues more commonly applied in colloidal science such as pulsed-gradient spin-echo NMR,
electron paramagnetic resonance (EPR) and small-angle neutron scattering (SANS) were used to
study solution conformation and model surface interaction.
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