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In 2015, Narcan®, became the first commercially available form of naloxone for opioid overdose 
that was easy to administer by non-healthcare professionals. Before that, the only form of 
naloxone was an injectable, stored in a glass vial or ampule that would have to be drawn in a 
syringe for administration or using an off-label atomizer to convert it into a nasal spray. Generic 
Narcan nasal spray was approved by the FDA in 2019. In 2021, the FDA approved an 8mg 
naloxone nasal spray, Kloxxado™, which is twice the dose of Narcan®. In 2021, the FDA also 
approved a  5mg dose of injectable naloxone, Zimhi™, supplied in a pre-filled syringe.  

Since the introduction of these “community use” naloxone products, estimated sales and 
dispensed prescriptions for naloxone use has increased across all healthcare settings from 
2017 to 2021. In 2021, an estimated 1.5 million prescriptions for naloxone we dispensed from 
pharmacies, 95% of those for the nasal spray. These estimates did not include donations from 
manufacturers or direct sales to community-based distribution programs. While sales and 
prescriptions of naloxone have increased, overdose deaths have risen in the past few years, 
reflecting a possible need for increased access and availability of naloxone in non-healthcare 
settings. 

On November 16, 2022, the FDA released a federal notice stating that it was their opinion that 
naloxone nasal spray up to 4mg and naloxone autoinjector for intramuscular or subcutaneous 
injection up to 2 mg have the potential to be safe and effective for use as directed in 
nonprescription drug labeling without the supervision of a healthcare provider. In other words, 
they are voicing their interest in having manufacturers apply for over-the-counter status, either 
through an application for a non-prescription naloxone or a supplemental application to switch 
an FDA-approved naloxone product from prescription to nonprescription status. The public 
comment period for this notice is open until January 17, 2023. 

In the Federal Notice, the FDA cited evidence for the positive benefits of increasing naloxone 
access, including evidence supporting community-based overdose education and naloxone 
distribution programs leading to positive patient outcomes such as high rates of opioid overdose 
reversal attempts, The FDA estimates that nearly 20,000 deaths were averted because of 
layperson naloxone administration from 1999 to 2020. While the major adverse effect of 
naloxone is precipitated withdrawal in individuals physically dependent on opioids, which may 
cause other serious adverse events such as pulmonary edema, cardiac arrhythmias, and 
agitation, the benefit of reversing potentially fatal overdose is significant and likely outweighs 
these risks. 

The FDA stated that the even if naloxone products were available over-the-counter, there is still 
the need for public health programs to educate on the importance of prompt activation of 
emergency medical services, recognizing an opioid overdose, alternate causes of 
unresponsiveness, respiratory support prior to naloxone administration, naloxone 
administration, and appropriate interventions in addition to naloxone administration. 

The FDA stated that they believe that the prescription requirements for certain naloxone 
products may not be necessary to protect public health. The FDA recognized the efforts of 



 

community-based naloxone distribution programs and state naloxone access laws that illustrate 
that naloxone can be used safely and effectively without patient-specific prescriptions. To ease 
the process of bringing over-the-counter naloxone to market, the FDA has developed a model 
naloxone Drugs Facts Labeling (a requirement for over-counter-drugs)  and assessed it’s 
understandability by consumers, a major and time-consuming process for manufacturers 
wishing to bring an over-the-counter product to market.  

While the impact of naloxone products going over-the-counter is not fully known, especially for 
community-based naloxone distribution programs, the thought is that over-the-counter status 
will continue to reduce barriers to access that persist despite these community-based programs 
and naloxone access laws.  

On December 6, 2022 Emergent BioSolutions announced that the FDA has accepted for priority 
review its supplemental New Drug Application for Narcan® Nasal Spray as an over-the-counter 
emergency treatment for known or suspected opioid overdose, with a Prescription Drug User 
Fee Act goal date of March 29, 2023 (the date by which the FDA must respond to the 
application). 

The November 16 federal notice can be accessed here. 

The Press Release from Emergent BioSolutions can be accessed here. 

  

https://www.federalregister.gov/documents/2022/11/16/2022-24874/safety-and-effectiveness-of-certain-naloxone-hydrochloride-drug-products-for-nonprescription-use
https://investors.emergentbiosolutions.com/news-releases/news-release-details/emergent-biosolutions-announces-us-fda-acceptance-and-priority

