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Introduction

In 2021, more than 80,000 Americans died of an opioid overdose. One 

tool in the 昀椀ght against this crisis is naloxone, a medica琀椀on that reverses 
the respiratory depression caused by opioids. In a given year in the United 
States, the drug saves thousands of lives and ac琀椀vists argue that ensuring 
convenient, a昀昀ordable, s琀椀gma-free access to naloxone is an essen琀椀al part 
of any a琀琀empt to end the U.S. overdose crisis. Here’s what you need to 
know about this life-saving medica琀椀on.

What is naloxone? 
Naloxone is an opioid antagonist, meaning it binds to opioid receptors in the brain but 

does not ac琀椀vate them. This a琀琀achment pushes intoxica琀椀ng opioids such as heroin, 
fentanyl and oxycodone o昀昀 the receptors, resul琀椀ng in a rapid reversal of respiratory 
depression and other overdose symptoms.

In the United States, naloxone is available in three U.S. Food and Drug Administra琀椀on 
(FDA)-approved forms: injectable, auto-injector and nasal spray. Although most 
naloxone products are currently prescrip琀椀on, most states have laws that improve 
pharmacy-based access, such as providing statewide standing orders or allowing 
pharmacists to prescribe the medica琀椀on. 

Is naloxone safe?
Naloxone is considered safe, and allergies or other serious adverse responses to 
the drug are rare. The most common undesired e昀昀ect of naloxone is withdrawal, 

which can include headaches, swea琀椀ng, nausea, vomi琀椀ng, increased heart rate and 
changes in blood pressure. However, this is uncommon if appropriate doses of the 
medica琀椀on are administered, and while unpleasant, is less risky than the overdose 
itself. In fact, naloxone is considered so safe that harm reduc琀椀on organiza琀椀ons have 
been distribu琀椀ng the medica琀椀on to people who use drugs and members of their social 
networks since 1996, and the FDA recently granted the intranasal product, Narcan, 

over-the-counter status. 

Can people get high from naloxone?
No. Although naloxone binds to opioid receptors in the brain and moves compe琀椀tors 
o昀昀 of those receptors, it does not “ac琀椀vate” the receptors. This means that the 
medica琀椀on reverses the e昀昀ects of other opioids, but has no euphoric or respiratory 
e昀昀ects of its own. As such, it is a benign medica琀椀on without recrea琀椀onal appeal or the 
poten琀椀al for abuse.

Does naloxone reverse all overdoses?
No, naloxone only reverses the e昀昀ects of opioids. As such, when non-opioids—such 

as benzodiazepines, s琀椀mulants, alcohol or other substances—are suspected or known 
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https://www.cdc.gov/nchs/pressroom/nchs_press_releases/2022/202205.htm#:~:text=The%20new%20data%20show%20overdose,in%202021%20compared%20to%202020.
https://www.samhsa.gov/medications-substance-use-disorders/medications-counseling-related-conditions/naloxone
https://www.bmj.com/content/346/bmj.f174
https://harmreduction.org/news/narcan-drug-status/
https://whyy.org/articles/over-the-counter-naloxone-overdose-opioids/
https://www.samhsa.gov/medications-substance-use-disorders/medications-counseling-related-conditions/naloxone#:~:text=Naloxone%20is%20a%20medication%20approved,heroin%2C%20morphine%2C%20and%20oxycodone.
https://www.fda.gov/media/161750/download#:~:text=Naloxone%20is%20a%20critical%20drug,three%20currently%20require%20a%20prescription.
https://legislativeanalysis.org/wp-content/uploads/2020/10/Naloxone-summary-of-state-laws-FINAL-9.25.2020.pdf
https://www.cdc.gov/niosh/docs/2019-127revised042019/pdfs/2019-127revised042019.pdf?id=10.26616/NIOSHPUB2019127revised042019
https://nida.nih.gov/publications/drugfacts/naloxone
https://www.nmhealth.org/publication/view/general/6815/
https://pubmed.ncbi.nlm.nih.gov/26086633/
https://www.fda.gov/news-events/press-announcements/fda-approves-first-over-counter-naloxone-nasal-spray#:~:text=Today%2C%20the%20U.S.%20Food%20and,for%20use%20without%20a%20prescription
https://www.nytimes.com/2023/02/15/health/narcan-nalaxone-drug-stores.html
https://www.in.gov/health/files/47_naloxone myths debunked.pdf
https://bjatta.bja.ojp.gov/naloxone/does-naloxone-reverse-any-overdose#:~:text=Naloxone%20only%20works%20on%20overdoses,benzos%E2%80%9D)%2C%20or%20alcohol.
https://www.samhsa.gov/medications-substance-use-disorders/medications-counseling-related-conditions/naloxone
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to be involved in an overdose, naloxone may not be su昀케cient to restore normal 
func琀椀oning. Therefore, experts recommend administering the medica琀椀on during an 
overdose, even if non-opioid drugs are involved, and seeking follow-up medical care. 

Mul琀椀drug-involved overdoses are of growing concern for several reasons: Fentanyl 
is increasingly found in a variety of illicit drugs including s琀椀mulants and counterfeit 

prescrip琀椀on pills; rates of inten琀椀onal and uninten琀椀onal polysubstance use are rising; 

and di昀昀erent drugs such as xylazine (tranq) are emerging as contaminants in the black 

market supply. 

Is fentanyl naloxone-resistant?
No. Fentanyl and its analogs are synthe琀椀c opioids, so naloxone does reverse their 
e昀昀ects. However, because many of these drugs are substan琀椀ally more potent than 
morphine or heroin, they may require mul琀椀ple or higher-dose applica琀椀ons of the 

medica琀椀on to achieve and sustain improvements in respiratory func琀椀on e昀昀ec琀椀vely. 
In addi琀椀on, fentanyl (especially in high doses) may increase risk for complica琀椀ons—
such as airway obstruc琀椀ons—that can require a more complex overdose response in 
addi琀椀on to naloxone.

Does naloxone encourage riskier drug use?
No. Despite fears among cri琀椀cs that access to an overdose reversal medica琀椀on will 
encourage people to engage in riskier behavior, evidence does not support this. In 
general, research suggests that people do not substan琀椀ally change their drug using 
behaviors a昀琀er receiving take-home doses of naloxone. In fact, some people who use 

opioids report a desire to avoid the uncomfortable withdrawal e昀昀ects that naloxone 
can cause, which factors into their e昀昀orts to prevent overdose in the 昀椀rst place.

Who should carry naloxone?
The vast majority of overdoses are reversed by people who use drugs, as well as non-

using friends and family members of the person experiencing the overdose. These 
individuals act as 昀椀rst responders in place of or prior to emergency medical services. 
As such, anybody whose social network or role in the community puts them in contact 

with a person at risk for overdose—including individuals taking high-dose prescrip琀椀on 
opioids and anybody who consumes drugs purchased on the illicit market—should 

carry naloxone and know how to use it. People who use drugs can o昀琀en access 
the medica琀椀on for free through community-based organiza琀椀ons such as syringe 
service programs. In addi琀椀on, family members of at-risk individuals may receive it 
through support groups, and in most states, people can purchase naloxone from their 

pharmacist. As naloxone becomes available over-the-counter, it should be even easier 
to access at a local pharmacy, and so long as there is a stable supply of the medica琀椀on 
available, there is no harm in members of the general public carrying the drug out of 
an abundance of cau琀椀on. 
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http://publichealth.lacounty.gov/sapc/docs/public/overdose-prevention/XylazineLACounty.pdf
https://www.sciencedirect.com/science/article/abs/pii/S0376871620305810
https://recoveryohio.gov/resources/all-resources/counterfeit-pills-resources
https://ajph.aphapublications.org/doi/abs/10.2105/AJPH.2022.307212
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8154745/
https://nida.nih.gov/research-topics/xylazine
https://docs.house.gov/meetings/JU/JU08/20200128/110392/HHRG-116-JU08-Wstate-ComerS-20200128.pdf
https://nida.nih.gov/publications/naloxone-opioid-overdose-life-saving-science
https://www.sciencedirect.com/science/article/abs/pii/S0376871621004695
https://www.sciencedirect.com/science/article/abs/pii/S095539592100431X
https://www.sciencedirect.com/science/article/abs/pii/S0306460317301119
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7972385/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4688551/
https://www.hhs.gov/system/files/naloxone-coprescribing-guidance.pdf
https://www.health.harvard.edu/blog/should-you-carry-the-opioid-overdose-rescue-drug-naloxone-2018050413773
mailto:mailto:rmelvin%40rstreet.org?subject=
http://www.rstreet.org
https://harmreduction.org/issues/overdose-prevention/overview/overdose-basics/recognizing-opioid-overdose/
https://harmreduction.org/issues/overdose-prevention/overview/overdose-basics/responding-to-opioid-overdose/
https://www.ama-assn.org/delivering-care/overdose-epidemic/how-administer-naloxone
https://www.safeproject.us/naloxone/awareness-project/state-rules/
https://nextdistro.org/naloxone
https://harmreduction.org/resource-center/harm-reduction-near-you/

