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Introduction
Drug overdoses are the leading injury-related cause of death in the 
U.S. and appear to have worsened during the COVID-19 pandemic. 
Overdose deaths also are increasing, and synthetic opioids, namely 
fentanyl, are one of the main contributors. Provisional data from the 
Centers for Disease Control and Prevention’s National Center for 
Health Statistics indicate there was an estimated 107,622 drug overdose 
deaths in the U.S. during 2021, a 15% increase from the previous year. 
Overdose deaths from synthetic opioid use, primarily fentanyl, and 
psychostimulant use, such as methamphetamine, also increased in the 
12-month period ending in April 2021.1 

Naloxone, an opioid antagonist, is a medicine that instantly can reverse an opioid overdose 
but requires timely administration. Unfortunately, due to its cost and other limitations such 
as prescription status, naloxone is not always provided when it is needed most. Emergency 
departments treating community members who present to the hospital due to nonfatal opioid-
related overdoses have an important opportunity to provide overdose education and naloxone 
distribution (OEND) before discharge. Data indicate that a risk factor for a fatal overdose includes 
discharge from emergency medical care following opioid intoxication or poisoning.2 Providing 
OEND is an effective tool to decrease the chances of a fatal overdose.
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FDA Approves Over-The-Counter Naloxone Nasal Spray 
On March 29, 2023, the U.S. Food and Drug Administration approved Narcan, a 4-milligram 
naloxone hydrochloride nasal spray for over-the-counter, nonprescription use – the first 
naloxone product approved for use without a prescription. Narcan nasal spray first was 
approved by the FDA in 2015 as a prescription drug. The timeline for the availability and 
price of this OTC product is determined by the manufacturer. The FDA is working with 
stakeholders to help facilitate the continued availability of naloxone nasal spray products 
during the time needed to implement the Narcan switch from prescription to OTC status, 
which may take months. Other formulations and dosages of naloxone will remain available by 
prescription only.

Nonprescription Narcan will help supplement existing efforts, i.e., grant-funded harm 
reduction naloxone distribution programs and standing orders from public health officials that 
work to get this life-saving medication to many communities and individuals on the front lines 
of the opioid overdose crisis. Despite this recent approval, it will be vital that we continue to 
promote and advocate for increased access to naloxone for under-resourced individuals and 
families in our communities where the risk of overdose is highest and access to OTC naloxone 
may remain out of their reach due to cost.

Opioid overdose-related mortality continues to present a significant public health threat to 
community members. Missouri experienced a 39.9% increase when comparing 36 months of 
pre- and post-pandemic averages.3 The following are additional key state findings. 

	» From 2019-2021, all age cohorts in Missouri experienced an increase in opioid overdose 
deaths, with the highest increase experienced by the 25-34 age cohort.  

	» Between 1999 and 2022, Missouri experienced a 6,165% increase in opioid overdose 
deaths attributed to synthetic opioids, namely fentanyl. 

Considering the high prevalence of unmet substance use disorder needs among ED patients 
and increasing frequency of drug-related ED visits, ED practitioners are uniquely positioned 
to prevent opioid overdose deaths by establishing OEND programming – a simple and cost-
effective way to provide a lifesaving harm reduction intervention to community members at 
risk for an opioid overdose. ED-initiated OEND programming should be tailored to meet local 
and institutional needs. Several key considerations and implementation strategies should be 
considered for successful integration and deployment. 
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Naloxone: An Opioid Overdose Antidote   

Naloxone, an opioid antagonist, is a medicine that instantly can reverse an opioid 
overdose. It rapidly displaces opioids from μ-opioid receptors in the brain, reversing the 
respiratory depression that can cause an overdose death. Naloxone was patented in 1961 
and endorsed 10 years later by the FDA. Naloxone poses no risk of abuse, does not contain 
analgesic properties and has no euphoric affect. The medication has been used effectively in 
hospital settings to treat overdoses and modulate the effects of analgesics used in anesthesia. 
Of note, naloxone can precipitate sudden and severe withdrawal symptoms; however, life-
threatening side effects are exceedingly rare. The CDC and the surgeon general encourage 
that naloxone be provided to any laypeople close to opioid users, patients in substance use 
treatment programs, patients who receive chronic pain management, and individuals upon 
release from jail or prison.4,5,6,7 

The efficacy of naloxone is demonstrated by decreased mortality rates, increased 
successful opioid reversals and increased survival rates. This success largely is dependent 
on the prevalence of opioid and heroin use, saturation of naloxone distribution, and 
level of public awareness in each community. Research clearly demonstrates a strong 
correlation between the number of naloxone kits distributed and a reduction in opioid 
overdose-related deaths.8,9,10  
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Figure 1. 

Community Members at Risk for an Opioid Overdose
1) individuals receiving emergency care for opioid intoxication or poisoning
2) individuals in observation of suspected substance misuse or 

nonprescription opioid use
3) individuals receiving an opioid prescription for pain and:

a) are prescribed methadone or buprenorphine
b) have a history of poorly controlled respiratory disease or infection
c) have renal dysfunction, hepatic disease or cardiac illness
d) have known or suspected excessive alcohol use and/or diagnosis of 

alcohol use disorder
e) concurrently use sedatives, e.g., benzodiazepines
f) are suspected to have a poorly controlled behavioral health comorbidity, 

e.g., depression
7) individuals experiencing barriers to accessing emergency medical services, 

e.g., transportation
8) individuals who have recently been released from prison and/or inpatient 

SUD treatment with a history of opioid or stimulant use
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Setting The Stage For ED-Initiated  
Overdose Education and Naloxone Distribution 
Developing and implementing OEND programming will not guarantee buy-in and utilization. 
Key factors affecting program integration and utilization include local, state and federal policies 
and laws; hospital and emergency department support; cost and payment models; and professional 
organizations’ guidelines. 

Identifying internal hospital champions to help with program implementation and gaining 
support from C-suite and ED leadership early in the planning process are critical components to 
successful implementation. Limiting the effort required by ED practitioners can diminish provider 
utilization barriers and garner support. To illustrate, hospital staff can incorporate naloxone 
orders directly into their electronic health records system in lieu of creating a separate system or 
an additional process to provide naloxone. The roles and responsibilities for overdose education 
and the distribution of naloxone should be clearly defined. Before program launch, all relevant ED 
staff should be educated about the program policies and procedures — this policy should be easily 
accessible and housed with other ED policies. 

Common provider barriers about OEND programming include 
negative attitudes toward community members presenting due to 
an overdose and/or SUD, lack of knowledge about naloxone, and 
uncertainty as to which patients should receive OEND. Community 
members receiving OEND from medical staff also could experience 
barriers, including stigma, fear of legal consequences for possession or 
use, mistrust of medical providers, and fears associated with withdrawal 
symptoms after naloxone administration, i.e., precipitated withdrawal. 

8



Take-Home Naloxone Program Implementation:  
Lessons Learned from Seven Chicago-Area Hospitals
The American College of Emergency Physicians, CDC and surgeon general all recommend that 
naloxone be dispensed to discharged ED patients who are at risk for opioid overdose. Notwithstanding, 
there remain numerous administrative, financial and logistic barriers to implementing OEND programs 
at individual hospitals. Previous evaluation of providing naloxone to community members who are 
actively misusing opioids or receiving high-dose opioids is associated with decreased overdose-related 
mortality.2,6,11,12 However, only one in five naloxone prescriptions from the ED actually are filled.5 
Despite the increased access made possible through standing orders authorizing naloxone dispensing 
without a prescription, retail pharmacies do not readily dispense naloxone without a direct physician 
prescription.13 Key barriers identified in the Chicago-area publication include a lack of familiarity 
with relevant rules and regulations as applied to medication dispensation, hesitancy from hospital 
administrators, and an inability to secure a supply of naloxone for dispensing. 

Key Hospital Recommendations: 
1) Engage the hospital legal department and pharmacy leaders to identify all relevant state 

legislation about medication dispensing and naloxone.
2) Identify a C-suite champion early in the planning process to signify the importance and 

prioritization of OEND programming. 
3) If applicable, utilize 340B discount savings via the Drug Pricing Program to purchase naloxone 

at a discounted rate.
4) Explore opportunities to fund overdose education services and naloxone kits via charitable care. 
5) Provide free naloxone kits, as this is an essential component of any successful ED-based take-

home naloxone program. 
6) Identify community-based organizations that can provide additional guidance on take-home 

naloxone programming or donate a supply of naloxone. 
7) Assemble a multidisciplinary team to lead and implement the take-home naloxone program. 
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Missouri Law and Naloxone 
Effective Aug. 28, 2017, Missouri enacted the Good Samaritan Law, Section 195.205, 
RSMo., which is designed to save lives by encouraging people to seek emergency 
medical help if they experience or witness a drug or alcohol overdose or another medical 
emergency. Individuals who seek or obtain emergency medical assistance for themselves 
or for someone experiencing an overdose will not be charged or prosecuted for possession 
of a controlled substance under Section 195.202, RSMo. They also will not be charged for 
possession of an imitation controlled substance under Section 195.241, RSMo., provided 
the amount of substance recovered is within the amount allowed under law.

Additionally in 2016, Missouri enacted Section 195.206, RSMo., permitting the director 
of the Missouri Department of Health and Senior Services to issue a statewide standing 
order for an opioid antagonist. “Opioid antagonist” is defined as “naloxone hydrochloride 
that blocks the effects of an opioid overdose.” Previously, only licensed pharmacists were 
authorized to dispense naloxone without a prescription under a physician protocol. 
Missouri-licensed pharmacists have two options for dispensing naloxone without a 
prescription.

1) dispensing under protocol with a Missouri-licensed physician
2) dispensing under a statewide standing order issued by DHSS

Pharmacists or the protocol physician, acting in good faith and with reasonable care, 
who sell or dispense an opioid antagonist are not subject to criminal or civil liability, 
or disciplinary action for outcomes related to the dispensation of naloxone. Under this 
section of law, any person, including nonmedical personnel, acting in good faith and 
with reasonable care, who administers an opioid antagonist to another person who they 
believe to be suffering an opioid-related overdose is immune from criminal prosecution, 
disciplinary actions from his or her professional licensing board, and civil liability due to 
the administration of the opioid antagonist.
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Under Section 338.205, RSMo., persons and organizations that are acting under a standing order 
for an opioid antagonist are granted the authority to store the medication without “being subject 
to the licensing and permitting requirements” that regulate pharmacists and pharmacies provided 
they are not collecting a fee or receiving compensation for the distribution. 

Missouri law also provides several provisions that specifically are related to expired medications, 
e.g., regulations governing long-term care facilities, and requirements of the disposal or return of 
expired medications. Specific regulated facilities in Missouri, including pharmacies, are prohibited 
from using and/or dispensing expired naloxone. Notwithstanding, no law prevents harm 
reduction organizations from distributing expired naloxone, and laypeople who possess expired 
naloxone likely can administer the medication in the event of an overdose without fear of legal 
repercussions. 

Numerous studies have demonstrated that naloxone retains its potency long past its expiration 
date, even when the medication is kept in conditions that are outside the recommended 
temperature ranges. In one of the most comprehensive studies on the subject, expired naloxone 
samples were obtained from fire departments, emergency medical services and law enforcement 
agencies dating back to the early 1990s. Upon testing, it was discovered that the naloxone samples, 
stored mostly in ambulances and police cars, retained nearly all of their active ingredient even 
after nearly 30 years in storage.13

Guidance For First Responder Agencies 
Section 190.255, RSMo., authorizes any licensed drug distributor or pharmacy to sell naloxone 
to a “qualified first responder agency.” A qualified first responder agency is defined by statute as 
“any state or local law enforcement agency, fire department or ambulance service that provides 
documented training to its staff related to the administration of naloxone in an apparent narcotic 
or opiate overdose situation.” Licensees can sell naloxone to a qualified first responder agency 
without a protocol. All sales/distributions should be documented in the pharmacy’s/drug 
distributor’s records. See the Missouri Pharmacy Practice Guide for additional information.
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Key Considerations for ED-Initiated Overdose  
Education and Naloxone Distribution 
Individuals at risk of an opioid overdose (see Figure 1), or family and friends of someone 
at risk for overdose, should be offered OEND. It also should be provided upon request 
from patients, family members, friends or caregivers. 

ED Overdose Education 
Overdose education should be provided to every individual who is at risk of opioid 
overdose, as well as to family and friends of someone at risk for overdose. The gold standard 
for delivering overdose education and naloxone administration is in-person counseling.

	» All ED staff should be trained in identifying patients who are at risk of overdose 
by implementing universal screening strategies. One such tool is the Screening, 
Brief Intervention and Referral to Treatment (SBIRT) protocol. 

	» All ED staff should be trained in harm reduction, overdose education and 
naloxone distribution. 

	» Overdose education can be provided by physicians, nurses, pharmacists, social 
work staff, mental health case workers, community health workers, etc. 

	» Educational adjuncts can be used as an alternative if in-person counseling is not 
available, e.g., videos and educational materials. 

SBIRT has been studied since the 1960s to help identify and 
address the behavior of patients who are at risk for alcohol and 
substance use disorders.7-10 Programs that use SBIRT as a model 
consistently have been shown to improve the likelihood of patient 
follow-up and significantly reduce the risk of future substance 
misuse, with improved response rates as high as 70%.14,15

ED Naloxone Distribution 
	» Hospitals may add a naloxone dispensation order to the electronic medical record 

to align with the usual process for medication prescribing. 
	» Naloxone can be labeled with an outpatient designation. 
	» Naloxone can be distributed from the inpatient pharmacy or removed from ED 

dispensing cabinets, as applicable. Hospitals must follow 19 CSR 30-20.100 for 
patients being discharged from the ED or hospital.

	» OEND can be given to the patient by ED staff upon discharge. 
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Key Considerations
Financial Impact: Hospitals are encouraged to check with their pharmacies to identify the most 
affordable formulary of naloxone. In general, insurance companies will not reimburse ED-dispensed 
naloxone as these are charged as inpatient medications – whereas insurance may cover naloxone as 
an outpatient medication. The following are options to cover the cost of naloxone.

	» create OEND reimbursement protocols between hospitals and payers
	» distribute via the outpatient hospital-based pharmacy 
	» absorb the cost as a community benefit or service
	» apply for grants or obtain donations
	» partner with community-based harm reduction organizations  

Electronic Medical Record: Creating specific ICD-10 codes and prebuilt orders for the patient to 
receive overdose education, naloxone and recovery coach consultation (if available) will decrease 
utilization barriers. 

Hospital Approval: After establishing an order set to provide OEND, it will need to be reviewed 
by the committee at your hospital that approves patient education materials and pharmaceutical 
procedures.  

OEND Referral to Community Pharmacy,  
Community-Based Programming or Access Site
Referring community members to community-based resources should be utilized when direct 
distribution, prescribing or hospital outpatient distribution are not possible. Community 
members can be given naloxone without a prescription by connecting them to community-based 
programming, local health departments, local recovery community centers and other agencies 
focused on harm reduction. 

SUMMARY
Developing and deploying any program does not guarantee utilization. Identifying internal hospital 
champions early in the planning process is critical to any successful OEND program. Streamlining 
the effort required by ED practitioners, e.g., adding an OEND chart set directly into the EMR, can 
diminish provider utilization barriers and garner support. 

The first step for establishing an OEND program is to understand the local, state and federal 
policies and regulations about Good Samaritan laws, standing orders, third-party prescribing, 
provider medication distribution and collaborative practice agreements — this will guide options 
for naloxone distribution. Naloxone and SBIRT are billable to insurance; however, state and 
local departments of health, grants and hospital funding also should be considered as sources of 
potential financial support. If a hospital doesn’t have the staffing infrastructure to provide in-person 
overdose education and naloxone training, partnering with community-based organizations should 
be considered. Notwithstanding, the most sustainable way to obtain OEND funding is to create 
program reimbursement protocols into existing billing infrastructure between hospitals and payers. 

The Missouri Hospital Association, Missouri Department of Health and Senior Services,  
Missouri Department of Mental Health, and University of Missouri – St. Louis Addiction  
Science Team recognize the call to action needed to save lives and believe this will be 
accomplished, in part, with empirically supported OEND clinical protocols that are directly 
embedded into electronic medical records.
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APPENDIX 1

SAMPLE:
Hospital OEND Program Checklist 

Establish an Opioid Taskforce. 

Identify providers who will develop, implement and supervise the program.

Develop and deploy provider training.

Establish eligibility criteria for the program.

Develop processes, e.g., SBIRT to identify patients who meet criteria.

Work with the IT department to establish targeted electronic health record alerts.

Develop a standardized order set.

Establish billing and reimbursement mechanisms to fund and sustain the OEND program.  

Identify potential sources of additional funding, e.g., grants.

Develop processes for continuous quality assessment and improvement.
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APPENDIX 2

SAMPLE: 
OEND Discharge Instructions 
You were treated in the emergency department today for an opioid overdose, and your care team 
would like to help you avoid this risk in the future. 

Opioid/substance use disorder is a chronic brain disease that can be life-threatening. We want to 
help you stay safe and would like to encourage you to seek recovery and treatment when you are 
ready. 

If you are ready to begin treatment for opioid/substance use disorder:
The best way to avoid an overdose is to accept medical treatment, including a consult for 
medication-assisted treatment, such as buprenorphine. Inquire with your care team and ask about 
the FDA-approved medications used to treat substance use disorders. 

If you are not yet ready to begin treatment for opioid/substance use disorder:  
Even if you are not ready to begin treatment, you can take steps to reduce the harm and risk of 
overdose.  

Identifying the substances you are putting into your body is extremely important, especially for 
people who inject drugs. Counterfeit pills may contain potentially lethal ingredients, such as 
fentanyl, which can cause overdose in very small doses. 

Follow these steps to help reduce your risk of overdose death: 
	» Never use opioids alone.
	» Try a test dose of the drug you intend to inject, especially if it is from a new source.
	» Educate your family and friends on OEND, and tell them where to find your naloxone. 
	» Never use opioids with alcohol, benzodiazepines (e.g., Xanax, Ativan, Klonopin, Valium) 

or other sedating substances. 
	» Be careful using any drug after a period of abstinence. Abstinence can reduce an 

individual’s tolerance to the drug and increase the risk of overdose. 

Your Take-Home Naloxone 
We are providing you with naloxone that you and others can use to reverse an opioid overdose. 
An opioid overdose can cause brain damage or death because it impairs breathing. Naloxone saves 
lives by restoring breathing.  

The naloxone provided to you includes a naloxone mist that is delivered through the nose. Before 
leaving the hospital, your care team will teach you how to use the medication. It is very important 
to educate your family and friends on the use of naloxone and where you store it. It is important 
to note that the medication expires after three years and should be stored at room temperature. 
Never store naloxone in a location that can get hot, such as your car. 

Although naloxone can cause a rapid withdrawal from opioids that is uncomfortable and can 
cause agitation, administering naloxone will not place the user in any medical danger. 
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Conversation Starter: Clinicians

Naloxone:  
Talking About Naloxone with 
Patients Prescribed Opioids

This guide offers tips to help providers communicate the benefits of 
naloxone to patients, family members, and caregivers.

Step 1: Start a conversation about naloxone. 

Make it clear that you care about your patient’s safety, and when possible, involve family and friends in the 
conversation. For example, “One of the risks with opioid medications is they could cause your breathing 
to slow or stop. Because you are taking an [opioid OR central nervous system depressant] OR [opioid] at 
a high dose, there is a risk that this could happen to you even accidentally. Would you mind if I talk to 
you about naloxone, a medicine when given by your [spouse, caretaker, etc.]?”

Next explain how to identify the signs of an opioid overdose, when and how to use naloxone, and where 
patients and families can get naloxone.

Step 2: Describe naloxone as a medication to be used to save  
a life.1

Naloxone saves lives because it can quickly restore normal 
breathing to a person whose breathing has slowed or stopped as a 
result of overdosing on opioid medications, heroin, or other drugs 
(e.g., cocaine, methamphetamine) that are mixed or laced with the 
opioid fentanyl. 

Pre-conversation Tip: 
Before having a conversation about naloxone, make sure to 
familiarize yourself with the various forms and brand names of 
naloxone and administration route. Open the conversation with what 
naloxone is and does. Three forms of naloxone products are available, 
nasal spray, injection, and auto-injection. Refer to the Substance 
Abuse and Mental Health Administration’s (SAMHSA) Opioid 
Overdose Prevention Toolkit to educate patients, caregivers, and the 
community about the different forms and how to use them.

“Naloxone is a lifesaver, like 
having a fire extinguisher. 

Hopefully, you will not need it, 
but it is important to have it 

ready just in case you do—for 
yourself or for someone else.”2

Centers for Disease  
Control and Prevention 
National Center for Injury 
Prevention and Control

LEARN MORE: cdc.gov/opioids/naloxone

APPENDIX 3
Starting the Conversation About Naloxone
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Conversation Starter: Clinicians

“We discussed the benefits of 
naloxone and how to use it. Can 
you please tell me any concerns 

you have with naloxone, 
including your ability  

to obtain it?”

“Let’s talk about any concerns 
or questions you have about 

any special care that might be 
needed after giving naloxone, 

or side effects that you  
might experience.”

Step 3: Listen attentively and respond to concerns and 
questions.3

Ask open-ended questions to demonstrate your desire to gain 
insights from your patient and their families.3 Doing so allows the 
patient to answer with more detail compared to questions requiring 
a yes or no response. Guide your patient, do not direct them. 
Conversations that are patient-centered and collaborative, can help 
increase a patient’s motivation to change.

When starting conversations about naloxone with patients new  
to prescription opioids and patients with an opioid use disorder 
(OUD), avoid stigmatizing language that may negatively impact 
patient care.4 

The following are terms to use and avoid when talking to 
patients about prescription opioids and and to patients with  
an OUD.

WORDS TO USE4 WORDS TO AVOID

Opioid overdose epidemic 
Drug or drug overdose crisis

Opioid epidemic  
Drug epidemic

Prescription opioids 
Prescription opioid pain medications

Painkillers

Substance use disorder or opioid use disorder Drug habit 
Substance abuse 

Person in recovery  
Person with a substance use/opioid use disorder 
People who use drugs

Former user/former addict 
Abuser/user 
Addicts 
Junkies 
Perpetrators 
Criminals

Nonmedical use Recreational use

Positive or negative toxicology screen Clean/dirty toxicology results

Medication for opioid use disorder, medication-assisted 
treatment or medication-assisted recovery 

Opioid replacement/substitution 

If your patient is interested in learning more about the benefits and risks of prescription opioids you can 
refer them to the Prescribed Opioids conversation starters.

1https://georgiagerontologysociety.org/wp-content/uploads/2019/08/LetsTalkAboutNaloxone-1.pdf 
2https://www.drugabuse.gov/drug-topics/opioids/opioid-overdose-reversal-naloxone-narcan-evzio
3https://www.drugabuse.gov/nidamed-medical-health-professiona ls/health-professions-education/words- 

matter-terms-to-use-avoid-when-talking-about-addiction
4https://www.cdc.gov/drugoverdose/training/motivational-interviewing/

LEARN MORE: cdc.gov/opioids/naloxone
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