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RESEARCH QUESTIONS 
 
1. What is the clinical evidence on the risk of serious adverse events associated with 

combination benzodiazepine-opioid use for adults with chronic non-cancer pain? 
 

2. What is the comparative efficacy and safety of combination benzodiazepine-opioid use 
compared with opioids alone for chronic non-cancer pain with or without comorbidity? 
 

3. What is the comparative clinical evidence on different benzodiazepine-opioid treatment 
strategies? 
 

4. What are the evidence-based guidelines regarding combination benzodiazepine-opioid 
use? 

 
KEY FINDINGS 
 
One systematic review, two non-randomized studies, and three evidence-based guidelines were 
identified regarding combination benzodiazepine-opioid use. 
 
METHODS 
 
A limited literature search was conducted on key resources including PubMed, The Cochrane 
Library (2015, Issue 3), University of York Centre for Reviews and Dissemination (CRD) 
databases, Canadian and major international health technology agencies, as well as a focused 
Internet search. No filters were applied to limit the retrieval by study type for question #1, #2 and 
#3. Methodological filters were applied to limit retrieval to guidelines for question #4. Where 
possible, retrieval was limited to the human population. The search was also limited to English 
language documents published between January 1, 2010 and March 6, 2015. Internet links 
were provided, where available. 
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SELECTION CRITERIA 
 
One reviewer screened citations and selected studies based on the inclusion criteria presented 
in Table 1. 
 

Table 1: Selection Criteria 
Population Adults with chronic non-cancer pain with or without comorbidity 

Intervention Opioids and benzodiazepines used in combination 

Comparator Q1, 4: Any 
Q2: Opioids alone 
Q3: Different strategies for safe combination benzodiazepine-opioid use (e.g. 
maximum dose, dose titration, tapering strategy, screening of aberrant 
behaviour and/or periodic urine drug testing) 

Outcomes Efficacy outcomes; 
Safety outcomes (e.g., functional impairment, serious adverse events (e.g., 
respiratory depression), fatal/non-fatal overdose, death); 
Guidelines 

Study Designs Health technology assessments, systematic reviews, meta-analyses, 
randomized controlled trials, non-randomized studies, evidence-based 
guidelines 

 
RESULTS 
 
Rapid Response reports are organized so that the higher quality evidence is presented first. 
Therefore, health technology assessment reports, systematic reviews, and meta-analyses are 
presented first. These are followed by randomized controlled trials, non-randomized studies, 
and evidence-based guidelines. 
 
One systematic review, two non-randomized studies, and three evidence-based guidelines were 
identified regarding combination benzodiazepine-opioid use. No relevant health technology 
assessments or randomized controlled trials were identified.  
 
Additional references of potential interest are provided in the appendix. 
 
Health Technology Assessments 
No literature identified. 
 
Systematic Reviews and Meta-analyses 
 
1. Wyne A, Rai R, Cuerden M, Clark WF, Suri RS. Opioid and benzodiazepine use in end-

stage renal disease: a systematic review. Clin J Am Soc Nephrol. 2011 Feb;6(2):326-33. 
Available from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3052223 
PubMed: PM21071517 
 

Randomized Controlled Trials  
No literature identified. 
 
Non-Randomized Studies 
 
2. Turner BJ, Liang Y. Drug Overdose in a Retrospective Cohort with Non-cancer pain 

Treated with Opioids, Antidepressants, and/or Sedative-Hypnotics: Interactions with 

http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3052223
http://www.ncbi.nlm.nih.gov/pubmed/21071517
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Mental Health Disorders. J Gen Intern Med. 2015 Feb 4.  
PubMed: PM25650263 
 

3. Ekstrom MP, Bornefalk-Hermansson A, Abernethy AP, Currow DC. Safety of 
benzodiazepines and opioids in very severe respiratory disease: national prospective 
study. BMJ. 2014;348:g445. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3906915 
PubMed: PM24482539 
 

Guidelines and Recommendations 
 
4. Thorson D, Biewen P, Bonte B, Epstein H, Haake B, Hansen C, et al. Acute pain 

assessment and opioid prescribing protocol [Internet]. Bloomington (MN): Institute for 
Clinical Systems Improvement (ICSI); 2014 Jan. [cited 2015 Mar 25]. (Health care 
protocol). Available from:  
http://www.guideline.gov/content.aspx?id=47765&search=benzodiazepine+and+opioid 
See: Benzodiazepines and Other Drug Use 
        Contraindications 

 
5. Manchikanti L, Abdi S, Atluri S, Balog CC, Benyamin RM, Boswell MV, et al. American 

Society of Interventional Pain Physicians (ASIPP) guidelines for responsible opioid 
prescribing in chronic non-cancer pain: Part 2--guidance. Pain Physician. 2012 Jul;15(3 
Suppl):S67-116.  
PubMed: PM22786449 
 

6. Canadian guideline for safe and effective use of opioids for chronic non-cancer pain 
[Internet]. Hamilton (ON): McMaster Univerisity; 2015. [cited 2015 Mar 25]. Available from: 
http://nationalpaincentre.mcmaster.ca/opioid/index.html 
See: R06, pages 5 and 25 
        R17, pages 6, 50-51 
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http://www.ncbi.nlm.nih.gov/pubmed/25650263
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3906915
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=24482539&dopt=abstract
http://www.guideline.gov/content.aspx?id=47765&search=benzodiazepine+and+opioid
http://www.ncbi.nlm.nih.gov/pubmed/22786449
http://nationalpaincentre.mcmaster.ca/opioid/index.html
http://www.cadth.ca/
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APPENDIX – FURTHER INFORMATION: 
 
Systematic Reviews – Unspecified Pain Type 
 
7. Chou R, Weimer MB, Dana T. Methadone overdose and cardiac arrhythmia potential: 

findings from a review of the evidence for an American Pain Society and College on 
Problems of Drug Dependence clinical practice guideline. J Pain. 2014 Apr;15(4):338-65.  
PubMed: PM24685459 
 

Non-Randomized Studies 
 
Other Outcome 
 
8. Nielsen S, Lintzeris N, Bruno R, Campbell G, Larance B, Hall W, et al. Benzodiazepine 

Use among Chronic Pain Patients Prescribed Opioids: Associations with Pain, Physical 
and Mental Health, and Health Service Utilization. Pain Med. 2015 Feb;16(2):356-66.  
PubMed: PM25279706 
 

Unspecified Pain Type 
 
9. Giummarra MJ, Gibson SJ, Allen AR, Pichler AS, Arnold CA. Polypharmacy and Chronic 

Pain: Harm Exposure Is Not All about the Opioids. Pain Med. 2015 Mar;16(3):472-9.  
PubMed: PM25280054 
 

10. Substance Abuse and Mental Health Services Administration (SAMHSA), Center for 
Behavioral Health Statistics and Quality. Benzodiazepines in combination with opioid pain 
relievers or alcohol: greater risk of more serious ED visit outcomes [Internet]. Rockville 
(MD): SAMHSA; 2014 Dec 18. [cited 2015 Mar 25]. (The DAWN report). Available from: 
http://www.samhsa.gov/data/sites/default/files/DAWN-SR192-BenzoCombos-
2014/DAWN-SR192-BenzoCombos-2014.pdf 

 
11. Pilgrim JL, McDonough M, Drummer OH. A review of methadone deaths between 2001 

and 2005 in Victoria, Australia. Forensic Sci Int. 2013 Mar 10;226(1-3):216-22.  
PubMed: PM23419969 
 

Clinical Practice Guidelines 
 
12. Oregon Pain Guidance of Southern Oregon. Opioid prescribing guidelines [Internet].2014 

Aug. [cited 2015 Mar 25]. Available from: 
http://www.partnershiphp.org/laurenweb/Provider/OPG_Guidelines.pdf 
See: Managing Patients on Opioids and Benzodiazepines, page 31 
 

13. Love RC, Dipaula B. Lethal mixtures - benzodiazepines and opioids, including 
buprenorphine [Internet]. Baltimore (MD): University of Maryland; 2014. [cited 2015 Mar 
25]. Available from: 
http://bha.dhmh.maryland.gov/OVERDOSE_PREVENTION/Documents/2014.06.11%20-
%20Letter%20to%20Boards%20re%20Benzos%20and%20Opioids.pdf 
 
 
 

http://www.ncbi.nlm.nih.gov/pubmed/24685459
http://www.ncbi.nlm.nih.gov/pubmed/25279706
http://www.ncbi.nlm.nih.gov/pubmed/25280054
http://www.samhsa.gov/data/sites/default/files/DAWN-SR192-BenzoCombos-2014/DAWN-SR192-BenzoCombos-2014.pdf
http://www.samhsa.gov/data/sites/default/files/DAWN-SR192-BenzoCombos-2014/DAWN-SR192-BenzoCombos-2014.pdf
http://www.ncbi.nlm.nih.gov/pubmed/23419969
http://www.partnershiphp.org/laurenweb/Provider/OPG_Guidelines.pdf
http://bha.dhmh.maryland.gov/OVERDOSE_PREVENTION/Documents/2014.06.11%20-%20Letter%20to%20Boards%20re%20Benzos%20and%20Opioids.pdf
http://bha.dhmh.maryland.gov/OVERDOSE_PREVENTION/Documents/2014.06.11%20-%20Letter%20to%20Boards%20re%20Benzos%20and%20Opioids.pdf
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Review Articles  
 
14. Webster LR, Reisfield GM, Dasgupta N. Eight principles for safer opioid prescribing and 

cautions with benzodiazepines. Postgrad Med. 2015 Jan;127(1):27-32.  
PubMed: PM25526233 
 

15. Gudin JA, Mogali S, Jones JD, Comer SD. Risks, management, and monitoring of 
combination opioid, benzodiazepines, and/or alcohol use. Postgrad Med. 2013 
Jul;125(4):115-30. Available from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4057040   
PubMed: PM23933900 
 

16. Jones JD, Mogali S, Comer SD. Polydrug abuse: a review of opioid and benzodiazepine 
combination use. Drug Alcohol Depend. 2012 Sep 1;125(1-2):8-18. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3454351 
PubMed: PM22857878 
 

17. CADTH. Combination benzodiazepine-opioid use: a review of the evidence on safety 
[Internet]. Ottawa: Canadian Agency for Drugs and Technologies in Health; 2011 Sep 16. 
[cited 2015 Mar 25]. (Rapid response report: summary with critical appraisal). Available 
from: http://www.cadth.ca/media/pdf/htis/sept-2011/RC0299_Benzodiazepines_final.pdf 
 

Additional References 
 
18. Ogbu UC, Lotfipour S, Chakravarthy B. Polysubstance abuse: alcohol, opioids and 

benzodiazepines require coordinated engagement by society, patients, and physicians. 
West J Emerg Med. 2015 Jan;16(1):76-9. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4307731   
PubMed: PM25671013 
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