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OVERVIEW

Introduction
Naltrexone is a synthetic opioid antagonist used in prevention of relapse of opiate addiction and alcoholism. 
Naltrexone has been associated with low rates of serum enzyme elevations during therapy and with rare 
instances of clinically apparent liver injury.

Background
Naltrexone (nal trex' one) is orally available opioid antagonist which blocks the euphoric effects of administered 
opiates. Naltrexone is a relatively pure antagonist and has no analgesic activity. Naltrexone has been shown to aid 
in maintenance of an opioid-free state in detoxified patients and to help in other addictions. Naltrexone was 
approved for use in the therapy of opioid and alcohol dependence in the United States in 1984. Naltrexone is 
available in tablets of 50 mg in several generic formulations and under the brand name Revia. More recently, 
injectable suspensions of naltrexone (Vivitrol), injectable implants and solutions of methylnaltrexone (Relistor) 
have become available for therapy of opioid dependence. Fixed combinations of naltrexone and bupropion 
(Contrave) have been approved as a weight loss agent. The usually recommended dose of the oral preparation is 
50 mg daily. The injectable suspension is given intramuscularly and the solution subcutaneously every 4 weeks. 
Naltrexone must be started carefully in patients with opioid abuse to avoid precipitous withdrawal reactions. The 
most common side effects are headache, sleep disturbance, anxiety, dizziness, nausea, diarrhea and rash.

Hepatotoxicity
Naltrexone therapy is typically given to patients with a high background rate of liver disease (injection drug use 
or alcoholism) and has been associated with variable rates of serum enzyme elevations (0% to 50%), values 
above 3 times the upper limit of normal occurring in approximately 1% of patients and occasionally leading to 
drug discontinuation. However, several studies have shown that the rate of ALT elevations during naltrexone 
therapy is similar to that with placebo. Most serum aminotransferase elevations during naltrexone therapy are 
mild and self-limiting, resolving even with continuation of therapy. While several rare instances of acute, 
clinically apparent liver disease have been reported in patients taking naltrexone, the role of the medication in 
the liver injury has not always been clear and there has been no clear description of the clinical features of the 
injury. Thus, while often considered hepatotoxic, naltrexone has not been definitively linked to cases of clinically 
apparent liver injury.

Likelihood score: E* (unproven but suspected cause of clinically apparent liver injury).



Mechanism of Injury
Naltrexone is a relatively pure opioid antagonist and is rapidly metabolized by the liver to inactive forms. The 
cause of hepatic injury is not known, but may be partially dose dependent direct toxicity.

Agents in clinical use in therapy of alcohol abuse and dependence include acamprosate, disulfiram, methadone, 
and naltrexone.

Drug Class: Substance Abuse Treatment Agents; Opioid Antagonists

Other Drugs in the Class, Opioid Antagonists: Nalmefene, Naloxegol, Naloxone
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