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The blockage of voltage-gated sodium channels may
effectively control such pathological conditions as chronic
pain, epilepsy, and different arrhythmias. Those located in
nervous system  tetrodotoxin-resistant Na,1.8 and
tetrodotoxin-sensitive Na,1.7 are known to be critical for the
sensation of pain and have a relatively small number of side
effects [1]

The analysis of several well-known ion-channel
blockers revealed common pharmacophoric features: two

hydrophobic regions and a basic nitrogen (i.e. lidocaine and
amitriptyline). To exploit this pharmacophore model, a
library of structurally novel biaryl ethers was created and
tested in vitro in the human Na,1.8/B3 sodium channel cell
line. Some compounds demonstrated activity at Na,1.8
channel comparable with the activity of amitriptyline — a
nonspecific modulator of Na and K ion channels.
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