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            Abstract
AFTER a period of abstinence, narcotic addicts, if untreated with opioids, frequently relapse and resume self-administration of opioid compounds1. Little is known about factors that influence relapse; it has been attributed to the addict's social environment and to his or her psychological need for the drug. An alternative possibility is that, because of previous exposure to opioids, post-addicts are biochemically more susceptible to the properties of opioids that produce physical dependence. Opioid compounds have long-term effects on the brain. Bound morphine persists in the rat brain for at least three weeks after a single dose2. Tolerance to morphine was observed 1 year after a single dose of morphine to rats3 and evidence has been presented for an immunological theory of morphine tolerance4. In man5 and rats6 homeostatic disturbances resembling abstinence signs can be detected six months after the acute phase of withdrawal. By contrast with the reported chronic and persistent effects of morphine, Cheney and Goldstein7 have recently shown that the median effective dose of naloxone for precipitating withdrawal-jumping in morphine-dependent mice was unchanged by earlier dependence on morphine. As the evidence for long-term effects of morphine was obtained principally in rats, we have further studied morphine dependence in this animal to determine if previous exposure to morphine permanently alters the neural substrates for producing physical dependence on morphine.
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