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Efficacy of injectable extended-release naltrexone for severe and chronic 
relapsing alcohol use disorders
Background: According to the World Health Organization, alcohol use disorders are 
the third leading cause of disease burden in developing countries. Unfortunately, the 
percentage of patients receiving pharmacotherapy to treat this condition is still very small. 
Naltrexone is a mu opioid antagonist that is posited to reduce the neurobiological reward 
obtained from alcohol by causing reduced dopamine release, craving, and reduced alcohol 
intake. Naltrexone oral has better outcomes when taken consistently, but unfortunately 
people suffering the severe later stages of alcohol use disorders (AUD) have notoriously 
low medication adherence and high medical and behavioral crisis ED visits, complicated 
by costly hospitalizations in turn. One solution to this problem has been the development 
of a injectable extended-release naltrexone (XR-NTX) which provides a sustained release 
of medication for up to four weeks. This more aggressive sustained pharmacotherapy 
remains unappreciated and underused in the management of chronic AUD.

Introduction: This study subjects comprised 25 Minneapolis VA Medical Center patients 
with a diagnosis of severe alcohol dependence receiving injectable extended-release 
naltrexone (XR-NTX) at any time during their treatment course. They had been offered 
this medication option because of their demonstrated treatment resistance to conventional 
abstinence approaches. The efficacy of the medication was determined by how many 
alcohol related emergency room visits took place and whether the patient was on or 
off the XR-NTX at the time of the visit. During both the pre and post stages the ED 
was the best indicator of admit to both medical and psychiatric inpatient beds for costly 
acute care for AWS, Delirium and Suicide intent. In most cases the time on monthly 
ER-NTX administrations proved to be discontinuous rather than sustained. Nonetheless 
a comparison of effectiveness of the medical morbidity in the year prior to intervention 
with XR-NTX and afterward for more than 2 years of episodic treatment was reviewed.

Methods: This study entailed a detailed, retrospective chart review of 25 Minneapolis VA 
Medical Center patients ≥18 years with a diagnosis of alcohol dependence, documented 
treatment resistance to conventional abstinence approaches, and who then received 
extended-release naltrexone injection at any time during their treatment course. Subjects 
encompassed a broad age range, with 24/25 males. Subjects were identified by the VA 
pharmacy Prior Approval Requests for ER-NTX submitted by addiction physicians 
after its formulary inclusion in 2008. The patient had to meet the defined VA use criteria 
and give voluntary consent to the parenteral injection procedure. The efficacy of the 
medication was evaluated by the number of alcohol related ED visits before and after 
the first naltrexone injection and Blood Alcohol Level (BAL) and/or breathalyzer values 
at the time of the ED visit. Results here focus on the number of ED visits prior to- and 
following the first naltrexone injection.

Data collection process: Medical records of 25 subjects were abstracted. The study 
successfully extracted medical records for the 12 month interval immediately before 
the first naltrexone injection (reference date) for 21 of the 25 subjects (with 4, 7, 10, 
and 11 months of look-back available for the other 4 subjects), and medical records 
were extracted for at least 12 months following the reference date for all 25 subjects. 
Longitudinal data included naltrexone injection dates, blood alcohol level/Breathalyzer 
measurement dates and results, alcohol-related ED visits and their duration, shown in a 
time continuum before, during, and after receiving naltrexone.
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Results: Alcohol-related ED visit results. The 25 subjects had an average of 1.68 alcohol-
related ED visits in the 12 months immediately before the first naltrexone injection, 
compared with 0.96 visits per year in the first 12 months after treatment. The statistically 
significant rate ratio of 0.56 corresponds to a 44% reduction in the rate of alcohol-related 
ED visits.

Conclusions: The number and rate of alcohol-related ED visits was reduced in patients 
having a diagnosis of severe alcohol dependence following administration of injectable 
extended-release Naltrexone. Naltrexone extended release reduces the occurrence and 
frequency of alcohol-related emergency room visits during the approximately 4-week 
period it is actively released from its depot stores. Even discontinuous monthly ER-NTX 
administration for up to 3 years still resulted in a 51% reduction in the rate of ED visits 
compared to the year prior to first dose. The discontinuous treatment presentation may be 
reduced by an assertive case management model of intervention for improved adherence 
to care and reduced morbidity and costly ED visits.
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