MACS Fact Sheet
Evidence Brief: 4 mg Naloxone is the Most Evidence-based Treatment for Opioid Overdose Reversal
Since 2009, over 20,000 people have died in Maryland due to opioid-related overdoses. Starting in 2017, most of these deaths involved fentanyl (1).
What is naloxone (Narcan)?
A life-saving medication that rapidly reverses an opioid overdose (2). It can restore breathing within 2 to 3 minutes when a person’s respirations have slowed or stopped. Naloxone is an opioid antagonist. The primary adverse effect of any opioid antagonist is acute withdrawal in patients who have used opioids.
What is nalmefene (Opvee)?
A long-acting, high potency opioid antagonist that was approved by the US Food and Drug Administration in May 2023 (3). Given the increased length of action of nalmefene, repeat administration during an overdose may not be necessary but there is no evidence that the length of medical monitoring required would be decreased. Risk of prolonged opioid withdrawal is increased with this medication. There is limited research surrounding the use of nalmefene in community-based settings and with synthetic opioids such as fentanyl. Given this, the American College of Medical Toxicologists and the American Association of Clinical Toxicologists have released a position statement against the utilization of nalmefene as a first line treatment for overdose reversal at this time (4).
What are the concerns?
Recent data suggest that there is no benefit of nalmefene or 8 mg naloxone over the 4 mg naloxone formulation, and there are more risks, including a significantly higher likelihood of opioid withdrawal signs and symptoms, including vomiting (5). These data align with other reports (6).
· There are also concerns that these effects could be worse for patients using fentanyl, although data are currently lacking on whether this is the case.
· Furthermore, the wholesale cost of nalmefene is significantly greater than that of naloxone, causing an increased burden on state resources for no additional clinical benefit.
· Given the present data, the current most evidence-based, cost-effective medication for opioid overdose reversal is 4 mg naloxone.
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