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Abstract: Context-dependent morphine tolerance

A series of experiments were completed and show that the expression of morphine tolerance is dependent on the context of drug administration. These conditioning effects underwent extinction when animals were repeatedly exposed to the drug context (CS) without morphine (US). Tolerance was completely reinstated (spontaneous recovery) following extinction with two very low morphine doses when administered in the original drug context. Tolerance was also easily reversed by the NMDA antagonist dextromethorphan. In a final experiment we showed that morphine co administered with dextromethorphan resulted in morphine sensitivity, not tolerance. These results have implications for the management of chronic pain with opioids and for the effects of drug context on pain management and recovery from opioid addiction. 

