2003 RNSH PHARMACOLOGY QU.1 (repeat from 2002)

What is the mechanism of naltrexone in the management of opiate withdrawal?

a) reduces craving

b) blocks opiate induced euphoria

c) agonist of opiate receptors

d) unpleasant sensation when taken with opioids

e) reduces symptoms of withdrawal

Naltrexone is a pure opioid antagonist. (C is wrong) It markedly attenuates or completely blocks, reversibly, the subjective effects of all opioids.  When coadministered with morphine, on a chronic basis, Naltrexone blocks the physical dependence to morphine, heroin and other opioids.  Naltrexone has few, if any, intrinsic actions besides its opioid blocking properties. However, it does produce some pupillary constriction, by an unknown mechanism.

Naltrexone blocks the effects of opioids by competitive binding at opioid receptors. This makes the blockade produced potentially surmountable, but overcoming full naltrexone blockade by administration of very high doses of opiates has resulted in excessive symptoms of histamine release in experimental subjects.

Naltrexone is not aversive therapy and does not cause a disulfiram-like reaction either as a result of opiate use or ethanol ingestion. (D is wrong)

The administration of Naltrexone is not associated with the development of tolerance or dependence. In subjects physically dependent on opioids, Naltrexone will precipitate withdrawal symptomatology. (E is wrong)  Naltrexone has been shown to produce complete blockade of the euphoric effects of opioids in both volunteer and addict populations. (B is correct)  When administered by means that enforce compliance, it will produce an effective opioid blockade, but has not been shown to affect the use of cocaine or other non-opioid drugs of abuse.  The drug is reported to be of greatest use in good prognosis opioid addicts who take the drug as part of a comprehensive occupational rehabilitative programme, behavioural contract or other compliance enhancing protocol. Naltrexone, unlike methadone, does not reinforce medication compliance and is expected to have a therapeutic effect only when given under conditions that support continued use of the medication. (A is wrong)

To prevent occurrence of an acute abstinence syndrome, or exacerbation of a pre-existing subclinical abstinence syndrome, patients must be opioid free for a minimum of seven to ten days before starting Naltrexone. Since the absence of an opioid drug in the urine is often not sufficient proof that a patient is opioid free, a Narcan challenge should be employed if the prescribing doctor feels there is a risk of precipitating a withdrawal reaction following administration of Naltrexone.

The mechanism of action of Naltrexone in alcoholism is not understood; however, involvement of the endogenous opioid system is suggested by preclinical data.  In clinical studies, treatment with Naltrexone reduced alcohol craving, supported abstinence, prevented relapse and decreased alcohol consumption.  Naltrexone was not uniformly helpful to all patients, and the expected effect of the drug is a modest improvement in the outcome of conventional treatment.

Answer: B
