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CONTEXT AND POLICY ISSUES  
 
Natural or synthetic opioids can be used therapeutically, recreationally, and children may be 
unintentionally exposed to them.1 Opioid addiction and abuse is a major medical and social 
problem all around the world.1,2 The opioids exert their biologic effects through interactions with 
multiple opioid receptors (µ, δ and κ). The µ-opioid receptor is attributed to respiratory 
depression - a main hazard of severe opioid overdose which is potentially fatal.1,3-5 
 
Opioid antagonists are commonly used as rescue medications to reverse severe opioid-induced 
respiratory depression.4,6 Naloxone is a non-selective, short-acting opioid receptor antagonist 
which acts on the µ-, δ- and κ-opioid receptors.2 It has been approved by Health Canada as an 
opioid antagonist since 1994.7 The most common use of naloxone is for the treatment of opioid 
overdose in both hospital and out-patient settings, and in rapid detoxification (being given 
intravenously [i.v.] when combined with other medications).2 Other routes of administration 
include intramuscular, subcutaneous, intranasal and through an endotracheal tube.1,8  
 
The administration of naloxone in a home or community setting for overdose prevention may be 
an attractive option to reduce over-dose related deaths as it appears to be feasible and safe.9 In 
Canada, there are at least four cities with local overdose prevention and response programs 
involving naloxone dispensing, while British Columbia has recently launched a provincial 
program.10 Currently in Ontario, naloxone is not listed on the formulary or available through the 
province’s Exceptional Access Program.11 
 
The purpose of this review is to assess the evidence of the clinical effectiveness and cost-
effectiveness of the administration of naloxone in a community or home setting versus naloxone 
administered by a health professional. Evidence-based guidelines and recommendations for the 
dosing of naloxone in this setting will also be discussed. 
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RESEARCH QUESTIONS  
 
1. What is the comparative clinical effectiveness of naloxone administered in a community or 

home setting versus administered by a health professional? 
 
2. What is the cost-effectiveness of naloxone administered in a home or community setting 

compared with administration by a health professional? 
 
3. What are the evidence-based guidelines for the administration of naloxone? 
 
KEY FINDINGS  
 
No relevant literature was identified regarding the comparative clinical and cost-effectiveness of 
naloxone administered in a home or community setting compared with administration by a 
health professional. No evidence-based clinical practice guidelines were retrieved in the 
literature search. 
 
METHODS  
 
Literature Search Strategy 
 
A limited literature search was conducted on key resources including PubMed, The Cochrane 
Library (2014, Issue 5), University of York Centre for Reviews and Dissemination (CRD) 
databases, Canadian and major international health technology agencies, as well as a focused 
Internet search. Where possible, retrieval was limited to the human population. The search was 
also limited to English language documents published between January 1, 2009 and May 22, 
2014.  
 
Selection Criteria and Methods 
 
One reviewer screened the titles and abstracts of the retrieved publications and evaluated the 
full-text publications for the final article selection, according to the selection criteria presented in 
Table 1. 
 
Table 1: Selection Criteria 
Population 
 

Patients receiving opioids 

Intervention 
 

Naloxone administered in a community or home setting (by patient, 
friends, family, police, or other non-healthcare professional) 

Comparator 
 

Naloxone administered by a health professional (e.g. in hospital, 
clinic, or by EMTs) 

Outcomes 
 

Clinical effectiveness: Reduced mortality, reduced morbidity, 
increased quality of life, ease of use, administration errors, safety 
Cost-effectiveness 
Guidelines for administration 

Study Designs 
 

Health technology assessments (HTA), systematic reviews (SRs), and 
meta-analyses (MAs), randomized controlled trials (RCTs), non-
RCTs, economic evaluations, evidence-based guidelines. 
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Exclusion Criteria 
 
Articles were excluded if they did not meet the selection criteria in Table 1, if they were 
published prior to January 2009, if they were duplicate publications of the same study, or if they 
were referenced in a selected systematic review. 
 
SUMMARY OF EVIDENCE 
 
Quantity of Research Available 
 
The literature search yielded 227 citations. After screening of abstracts from the literature 
search and from other sources, 13 potentially relevant studies were selected for full-text review. 
No relevant health technology assessments, systematic reviews, meta-analyses, randomized 
controlled trials, non-randomized studies, economic evaluations, or evidence-based clinical 
practice guidelines were identified. The majority of citations were excluded as they were review 
articles, while the remaining citations described take-home naloxone programs that were not 
compared with administration by a health professional. Policy documents regarding the 
treatment of naloxone were identified in the grey literature and references are included in 
Appendix 2.  
 
Summary of Findings 
 
1. What is the comparative clinical effectiveness of naloxone administered in a community or 

home setting versus administered by a health professional? 
 
There was no evidence found on the clinical effectiveness of naloxone administered in a 
community or home setting versus administered by a health professional.  

 
2. What is the cost-effectiveness of naloxone administered in a home or community setting 

compared with administration by a health professional? 
 
There was no evidence found on the cost-effectiveness of naloxone administered in a home or 
community setting compared with administration by a health professional. 

 
 

3. What are the evidence-based guidelines for the administration of naloxone? 
 
No evidence-based clinical practice guidelines were retrieved in the literature search.  
 
CONCLUSIONS AND IMPLICATIONS FOR DECISION OR POLICY MAKING  
 
No relevant literature was identified; therefore, no conclusions can be presented regarding the 
comparative clinical and cost-effectiveness of naloxone administered in a home or community 
setting compared with administration by a health professional. Although no comparative 
evidence was identified, non-comparative studies suggest high-risk injection drug users are 
willing to be trained on overdose response strategies to prevent death using take-home 
naloxone.12 The non-comparative evidence from two studies10,12 suggest that the mortality rate 
for take-home naloxone programs is low, as a program in San Francisco, California reported 6 
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deaths (2%) among 399 participants12 while a program in Toronto, Ontario did not report any 
deaths among 209 participants.10 
 
Though limited non-comparative evidence suggest that take-home naloxone programs are 
associated with a low mortality rate, it remains uncertain whether reported mortality with 
naloxone take-home programs is comparable to naloxone administration by health care 
professionals. No evidence-based clinical practice guidelines pertaining to the administration of 
naloxone were retrieved in the literature search. 
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APPENDIX 1: Selection of Included Studies 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

216 citations excluded 

11 potentially relevant articles 
retrieved for scrutiny (full text, if 

available) 

2 potentially relevant 
reports retrieved from 
other sources (grey 

literature, hand 
search) 

13 potentially relevant reports 

13 reports excluded: 
-irrelevant comparator (4) 
-other (review articles, editorials) (9) 
 

0 reports included in review 

227 citations identified from 
electronic literature search and 

screened 
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APPENDIX 2: Additional References of Potential Interest 
 
Policy Documents 
 
1. Guidelines for administration of naloxone (narcan) for opioid induced respiratory 

depression [Internet]. Doncaster (UK): Doncaster and Bassetlaw Hospitals NHS 
Foundation Trust; 2010. [cited 2014 Jun 19]. Available from: 
http://www.dbh.nhs.uk/Library/Pharmacy_Medicines_Management/Formulary/Formulary_
S4/Guidelines%20for%20Administration%20of%20Naloxone-1.pdf 

 
2. Patient group direction for the administration of naloxone injection in suspected or known 

opioid overdose for patients aged 12 years and over by nurses and midwives working 
within NHS Grampian [Internet]. Aberdeen (UK): NHS Grampian; 2012 Aug. [cited 2014 
Jun 19]. Available from: 
http://www.nhsgrampian.org/grampianfoi/files/Nalox_520_0712.pdf 

 
Health Technology Assessments 
 
3. Naloxone for use in long-term care and palliative care: clinical effectiveness, safety, and 

guidelines [Internet]. Ottawa: Canadian Agency for Drugs and Technologies in Health; 
2013 Dec 16. [cited 2014 Jun 19]. (Rapid response report: reference list). Available from: 
http://www.cadth.ca/media/pdf/htis/dec-
2013/RA0654%20Naloxone%20in%20LTC%20final.pdf 

 
4. Naloxone for respiratory depression in patients with drug or addiction issues: a review of 

the evidence on safety and guidelines [Internet]. Ottawa: Canadian Agency for Drugs and 
Technologies in Health; 2012 Sep 5. [cited 2014 Jun 19]. (Rapid response report: 
summary with critical appraisal). Available from: http://www.cadth.ca/media/pdf/htis/aug-
2012/RC0386%20Naloxone%20for%20respiratory%20depression%20Final.pdf 
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