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Whole-cell patch-clamp techniques were used to examine directly the kinetics of
sodium current (INn)  block by IQB-9302 (1-methylcyclopropyl)-N-(2,6-dymethyl-
phenyl)-2_piperidinecarboxamide), a novel local anesthetic agent in bovine chromaffin
cells. IQB-9302 produced a concentration-dependent inhibition of 1~~~  with an ICSO about
100 uM, similar to that of bupivacaine. The blocking effect was fast and reversed after
wash-out, with a t of 32.7+3.7s.  INil was blocked by IQB-9302 in a voltage-dependent
manner, the effect being greater at depolarising membrane potentials. IQB-9302 seems to
facilitate the inactivation of voltage-dependent sodium channels, producing a
hyperpolarizing shift in the inactivation curve of 1~~.

We conclude that IQB-9302 is a novel Na+ channel blocker that shows
concentration and voltage-dependence. Its slower reversibility of channel blockade with
respect to bupivacaine might explain the more prolonged local anesthetic effects shown
for IQB-9302.


