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Statement Regarding High Dose Naloxone and
Long Acting Nalmefene Opioid Overdose Reversal Formulations

We, the undersigned, make the following statement regarding high-dose naloxone ("Kloxxado" 8 mg,
"Zimhi" 5 mg) or long-acting nalmefene ("Opvee" 2.7 mg) formulations for the treatment of a suspected
opioid overdose:

As clinicians, researchers, and advocates working to address the overdose crisis, we are broadly
supportive of compassionate, person-centered innovations to prevent overdose deaths. Naloxone titrated
for overdose reversal, using 4 milligram or lower dose, is extremely effective even in the case of
overdoses involving prescription or illicitly manufactured fentanyl1. Accessing 911 emergency medical
services is always recommended and subsequent doses of naloxone may be administered when needed.
As long as ventilation can be supported, low doses of naloxone should be administered initially and
additional doses titrated until adequate reversal of respiratory depression is achieved, in order to avoid
precipitating opioid withdrawal.2Overdose prevention, recognition, and response training using naloxone
can be accessed in Los Angeles by emailing HarmReduction@ph.lacounty.gov. These training sessions
may also include instruction about how to administer a lower dose, intramuscular naloxone (.4mg), and
supportive ventilation via mouth-to-mouth rescue breathing and, if available, supplemental oxygen.

At this time, we do not recommend the use of any high-dose or long-acting overdose reversal agents in
California by harm reduction & recovery treatment providers, hospitals, EMS and other first responders,
or bystanders with access to naloxone. Use of powerful (e.g. greater than 4 mg) and long-acting opioid
antagonists will likely produce unintended consequences that are counterproductive to efforts to prevent
opioid-related overdose deaths.3 Consequences such as precipitated opioid withdrawal, a known effect of
opioid antagonists for opioid-tolerant individuals, can produce symptoms such as hyperalgesia, diarrhea,
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and vomiting, particularly at higher doses.4,5 Naloxone at lower doses has a relatively shorter half life,
lasting less than 90 minutes. However higher doses of naloxone, and longer acting opioid reversal agents,
may lead to more severe withdrawal symptoms and for a longer duration, causing unnecessary harm.
Patients receiving nalmefene may need longer periods of observation, by several hours, to ensure
individuals do not experience recurrent respiratory depression.6 Indeed that nalmefene is long acting may
result in a false sense of security that an overdose has been successfully reversed, exposing the treated
individual to increased risk of recurrent overdose when nalmefene has worn off.

A recent The Viewpoint article from the International Journal of Drug Policy on these new overdose
reversal agents concludes that the “development and marketing of more powerful opioid antagonists
should be viewed with great skepticism.”3 We agree with the authors’ skepticism. The higher dose /
higher affinity opioid overdose reversal medications are newer and more research is needed to determine
their role as public health tools across communities. The available research has not supported that they
work better in real-world / non-experimental settings,7 and we would need more real-world evidence to
support widespread adoption of alternative formulations. Further, there is a justifiable concern that these
products, when used to reverse opioid overdose among people with physiologic opioid tolerance, may
cause a more severe and prolonged precipitated withdrawal, which may lead to avoidance of care for
overdose rescue and response. Development and adoption of additional dosing options for opioid
overdose reversal medications and administration routes that help mitigate severity of precipitated
withdrawal, are important, and should be the focus of research on these medications.

There is a very real concern that first responders may selectively use higher dose / higher affinity opioid
overdose reversal medications out of a belief they are needed for successful overdose reversal. There is
also a concern that they can be used to inflict harm through intentionally causing precipitated withdrawal.
Overdose reversal medications should be deployed as public health tools to prevent death and not used as
either a replacement for high-quality, compassionate overdose response or an extension of punishing or
carceral responses to substance use.

Sincerely,

David Goodman, MD
Beth Wiese, PhD
Amy Lieberman, JD
Elizabeth Samuels, MD, MPH, MHS, Associate Professor, Department of Emergency Medicine,
David Geffen School of Medicine at UCLA
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