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    Abstract

      The binding of atropine and muscarone to subcellular fractions from whole rat brain was measured by equilibrium dialysis. At 10 nM, muscarone and atropine, but not decamethonium, dimethyltubocurarine, or nicotine, bound to a crude mitochondrial fraction from brain, and the binding was reversible. Atropine and muscarone at 10 nM did not bind to homogenates of kidney or lung. Atropine, but not muscarone, bound to liver homogenates and liver mitochondria, probably to atropinesterase. Atropine at 10 nM bound to a greater extent, on a protein basis, to fractions enriched in synaptosomes, pre- and postsynaptic membranes, and membrane of uncertain origin, than to other fractions. Muscarone showed a similar binding profile but also bound to purified mitochondrial fractions. Atropine bound to the synaptic membrane fraction at two sites present at 0.089 ± 0.018 and 0.91 ± 0.20 nmole/g of tissue (fresh weight), with binding constants of 0.6 ± 0.01 nM an d 0.9 ± 0.18 µM, respectively. Only scopolamine, of the sixteen drugs tested (at 50 nM), interfered with atropine binding at 5 nM to the same fraction. These findings are interpreted as showing that the higher-affinity site for atropine binding is the site more likely to be related to the physiological acetylcholine receptor.
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