
 
 

 
Disclaimer:  The Rapid Response Service is an information service for those involved in planning and providing health care in 
Canada. Rapid responses are based on a limited literature search and are not comprehensive, systematic reviews. The intent is to 
provide a list of sources of the best evidence on the topic that CADTH could identify using all reasonable efforts within the time 
allowed. Rapid responses should be considered along with other types of information and health care considerations. The 
information included in this response is not intended to replace professional medical advice, nor should it be construed as a 
recommendation for or against the use of a particular health technology. Readers are also cautioned that a lack of good quality 
evidence does not necessarily mean a lack of effectiveness particularly in the case of new and emerging health technologies, for 
which little information can be found, but which may in future prove to be effective. While CADTH has taken care in the preparation 
of the report to ensure that its contents are accurate, complete and up to date, CADTH does not make any guarantee to that effect. 
CADTH is not liable for any loss or damages resulting from use of the information in the report.  
 
Copyright:  This report contains CADTH copyright material and may contain material in which a third party owns copyright. This 
report may be used for the purposes of research or private study only. It may not be copied, posted on a web site, 
redistributed by email or stored on an electronic system without the prior written permission of CADTH or applicable copyright 
owner. 
 
Links:  This report may contain links to other information available on the websites of third parties on the Internet. CADTH does not 
have control over the content of such sites. Use of third party sites is governed by the owners’ own terms and conditions.     
 
 

TITLE: Discontinuation Strategies for Patients with Long-term Z-drug Use: Clinical 
Evidence and Guidelines 

 
DATE: 26 January 2015 
 
RESEARCH QUESTIONS 
 
1. What is the clinical evidence regarding strategies to safely and effectively discontinue 

adult patients from long-term z-drug use? 
 
2. What are the evidence-based guidelines regarding discontinuation of long-term z-drug 

use? 
 
KEY FINDINGS 
 
One randomized controlled trial and three non-randomized studies were identified regarding 
discontinuation strategies for patients with z-drug use. 
 
METHODS 
 
A limited literature search was conducted on key resources including PubMed, Ovid Embase, 
The Cochrane Library (2015, Issue 1), 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. In Embase, a 
focused search (with main concepts appearing in major subject heading, title, or abstract) was 
conducted. Where possible, retrieval was limited to the human population. The search was also 
limited to English language documents published between January 1, 2010 and January 20, 
2015, year. Internet links were provided, where available. 
 
SELECTION CRITERIA 
 
One reviewer screened citations and selected studies based on the inclusion criteria presented 
in Table 1. 
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Table 1: Selection Criteria 
Population Adults in a community (out-patient) setting with long term (>1 months) 

zopiclone, zolpidem, eszopiclone, or zaleplon (z-drug) use (frequent and 
infrequent users) 

Intervention  Interventions to promote the discontinuation of zopiclone, zolpidem, 
eszopiclone, or zaleplon use  

 Interventions to manage withdrawal symptoms when discontinuing 
zopiclone, zolpidem, eszopiclone, or zaleplon 

Comparator  Standard approaches, such as abrupt or gradual withdrawal alone, to 
assist with zopiclone, zolpidem, eszopiclone, or zaleplon discontinuation 
and/or withdrawal symptom management 

Outcomes  Effectiveness of interventions to discontinue zopiclone, zolpidem, 
eszopiclone, or zaleplon 

 Effectiveness of withdrawal symptom management 

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 randomized controlled trial and three non-randomized studies were identified regarding 
discontinuation strategies for patients with z-drug use. No health technology assessments, 
systematic reviews, meta-analyses, or evidence-based guidelines were identified. 
 
Additional references of potential interest are provided in the appendix. 
 
Health Technology Assessments 
No literature identified. 
 
Systematic Reviews and Meta-analyses 
No literature identified. 
 
Randomized Controlled Trials 
 
1. Lahteenmaki R, Puustinen J, Vahlberg T, Lyles A, Neuvonen PJ, Partinen M, et al. 

Melatonin for sedative withdrawal in older patients with primary insomnia: a randomized 
double-blind placebo-controlled trial. Br J Clin Pharmacol. 2014 Jun;77(6):975-85.  
PubMed: PM24286360 
 

Non-Randomized Studies 
 
2. Bourgeois J, Elseviers MM, Van Bortel L, Petrovic M, Vander Stichele RH. Feasibility of 

discontinuing chronic benzodiazepine use in nursing home residents: a pilot study. Eur J 
Clin Pharmacol. 2014 Oct;70(10):1251-60.  
PubMed: PM25098683 
 

http://www.ncbi.nlm.nih.gov/pubmed/24286360
http://www.ncbi.nlm.nih.gov/pubmed/25098683
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3. Clay E, Falissard B, Moore N, Toumi M. Contribution of prolonged-release melatonin and 
anti-benzodiazepine campaigns to the reduction of benzodiazepine and Z-drugs 
consumption in nine European countries. Eur J Clin Pharmacol [Internet]. 2013 Apr [cited 
2015 Jan 22];69(4):1-10. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3610030 
PubMed: PM23114457 
 

4. Joester J, Vogler CM, Chang K, Hilmer SN. Hypnosedative use and predictors of 
successful withdrawal in new patients attending a falls clinic: a retrospective, cohort study. 
Drugs Aging. 2010 Nov 1;27(11):915-24.  
PubMed: PM20964465 
 

Guidelines and Recommendations 
No literature identified. 
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APPENDIX – FURTHER INFORMATION: 
 
Non-Randomized Studies 
 
Alternative Outcomes 

 
5. Nurminen J, Puustinen J, Lahteenmaki R, Vahlberg T, Lyles A, Partinen M, et al. Handgrip 

strength and balance in older adults following withdrawal from long-term use of 
temazepam, zopiclone or zolpidem as hypnotics. BMC Geriatr [Internet]. 2014 Nov 21 
[cited 2015 Jan 22];14:121. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4246488 
PubMed: PM25416480 
 
 

6. Puustinen J, Lahteenmaki R, Polo-Kantola P, Salo P, Vahlberg T, Lyles A, et al. Effect of 
withdrawal from long-term use of temazepam, zopiclone or zolpidem as hypnotic agents 
on cognition in older adults. Eur J Clin Pharmacol. 2014 Mar;70(3):319-29.  
PubMed: PM24337417 
 

Case Studies 
 
7. Fernandes WH, Da Silva Pereira Y, O' Tereza S. A case of zolpidem dependence 

successfully detoxified with gabapentin. Indian J Psychiatry [Internet]. 2013 Jul [cited 2015 
Jan 22];55(3):290-2. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3777354 
PubMed: PM24082253 
 
An elderly female patient with Zolpidem dependence, who was successfully detoxified 
using Gabapentin is reported. Gabapentin may be considered as an alternative in the 
detoxification of non-benzodiazepine hypnotics. 
 

8. Chen SC, Chen HC, Liao SC, Tseng MC, Lee MB. Detoxification of high-dose zolpidem 
using cross-titration with an adequate equivalent dose of diazepam. Gen Hosp Psychiatry. 
2012 Mar-Apr;34(2):210.e5-7.  
PubMed: PM22036737 
 

9. Oulis P, Nakkas G, Masdrakis VG. Pregabalin in zolpidem dependence and withdrawal. 
Clin Neuropharmacol. 2011 Mar-Apr;34(2):90-1.  
PubMed: PM21407000 
 

Clinical Practice Guidelines – Uncertain Methodology 
 
10. Guidance for prescribing and withdrawal of benzodiazepines and hypnotics [Internet]. 

Stockport (GB): NHS Stockport; 2012 [cited 2015 Jan 22]. Available from: 
http://stockportccg.org/wp-content/uploads/2012/07/Good-Hypnotic-Prescribing-Guide-
November-2012.doc  
See: Z-drug Withdrawal, page 5 

  

http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4246488
http://www.ncbi.nlm.nih.gov/pubmed/25416480
http://www.ncbi.nlm.nih.gov/pubmed/24337417
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3777354
http://www.ncbi.nlm.nih.gov/pubmed/24082253
http://www.ncbi.nlm.nih.gov/pubmed/22036737
http://www.ncbi.nlm.nih.gov/pubmed/21407000
http://stockportccg.org/wp-content/uploads/2012/07/Good-Hypnotic-Prescribing-Guide-November-2012.doc
http://stockportccg.org/wp-content/uploads/2012/07/Good-Hypnotic-Prescribing-Guide-November-2012.doc
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11. Gracey M, Hamill M, Taggart N, Patterson S. Prescribing and withdrawing 

benzodiazepines and “Z” drugs [Internet]. Dundonald (GB): South Eastern Health and 
Social Care Trust; 2014 Aug 27 [cited 2015 Jan 22]. Available from: 
http://www.setrust.hscni.net/2733.htm  
See: ‘Z’ Drug Withdrawal, page 12 
       Strategies for withdrawal, page 12 
 

http://www.setrust.hscni.net/2733.htm

