A heterogeneous stoichiometry of a9a10 nicotinic acetylcholine receptorsis detected by the
selective conotoxin Vcl.l
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Nicotinic acetylcholine (nACh) receptors are digl-gated ion channels wolved in fast synaptic
transmission. nAChRs are pentameric coxgddormed from combination of alpha and beta subunits, with the
09010 heteromeric comptefound in inner hair cells, dorsal root ganglion neurons and lynypémcThe
a9a10 receptor has prusly been reported to form a stoichiometry a®),(a10),. The conotoxins Vcl.1 and
RglA are potent and selea#i inhibitors of acetylcholineweked currents ina9010 receptors. W have
investigated the stoichiometry oti9010 receptors by conotoxin inhibition of Ch-evoked currents
recombinantly expressed in Xenopus oocytes. diéw that Vcl.1 inhibit ACh-evoked currents in a biphasic
inhibition curve. V& show that the characteristics of this carean be altered by varying the ratioa and a10
RNA injected into the oocytes from 1:1 to 1@2:a10 (n= 3 for each ratio). Furthermore, the biphasic nature
of the cure is dmost completely remad by "flooding” the injection ratio witlm10 subunits at a ratio of 1:3
09:010. Wk interpret these results as demonstrating that the conotoxin Vcl.1 does not idtibsroked
currents when binding at tle9-010 anda9-09 interfaces in an equilent manner and that the biphasic nature
of the cure is a esult of a mied population of the receptors, in contrast to inferred stoichiometry using
agonist-goked concentration-response curvese nclude that the receptor can form in either ti@){a10),
or the (19),(a10), stoichiometryin vitro.
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