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Research Question 

What is the clinical effectiveness of low-dose naltrexone for the treatment of adults with 
chronic non-cancer pain? 

Key Findings 

One randomized controlled trial and one non-randomized study were identified regarding 

low-dose naltrexone for chronic, non-cancer pain.  

Methods 

A limited literature search was conducted on key resources including PubMed, The 

Cochrane Library, 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. Where 

possible, retrieval was limited to the human population. The search was also limited to 

English language documents published between January 1, 2007 and May 29, 2017. 

Internet links were provided, where available. 

Selection Criteria 

One reviewer screened citations and selected studies based on the inclusion criteria 

presented in Table 1. 

Table 1:  Selection Criteria 

Population Adult patients experiencing chronic non-cancer pain (e.g., but not limited to, inflammation, fibromyalgia, 
Crohn’s disease, multiple sclerosis, complex regional pain syndrome, etc.) 

Intervention Low-dose naltrexone 

Comparator Standard treatment (e.g., but not limited to, oral and topical NSAIDs, analgesics, anti-depressants, anti-
convulsants, opioids, etc.) 
Placebo 

Outcomes Clinical effectiveness (e.g., reduction in pain, improved functioning, improved quality of life, etc.) 

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

studies.  

One randomized controlled trial and one non-randomized study were identified regarding 

low-dose naltrexone for chronic, non-cancer pain. No health technology assessments or 

systematic reviews were identified. 

Additional references of potential interest are provided in the appendix. 

Overall Summary of Findings 

One randomized controlled trial (RCT)
1
 and one non-randomized study

2
 were identified 

regarding low-dose naltrexone for chronic, non-cancer pain. Both studies examined pain 

associated with fibromyalgia. The authors of the identified RCT
1
 determined that there was 

a significant reduction in baseline pain in women receiving low-dose naltrexone when 

compared to placebo. The treatment also appeared to have benefits for the patients with 

regards to improved mood and satisfaction with life.
1
 The authors of the identified blinded 

non-randomized study
2
 concluded that low-dose naltrexone reduced fibromyalgia 

symptoms in their cohort of women, with additional improvement in mechanical and heat 

pain thresholds. 

References Summarized 

Health Technology Assessments 

No literature identified. 

Systematic Reviews and Meta-analyses 

No literature identified. 

Randomized Controlled Trials 

1. Younger J, Noor N, McCue R, Mackey S. Low-dose naltrexone for the treatment of 

fibromyalgia: findings of a small, randomized, double-blind, placebo-controlled, 

counterbalanced, crossover trial assessing daily pain levels. Arthritis Rheum. 2013 

Feb;65(2):529-38.  

PubMed: PM23359310 

Non-Randomized Studies 

2. Younger J, Mackey S. Fibromyalgia symptoms are reduced by low-dose naltrexone: a 

pilot study. Pain Med [Internet]. 2009 May [cited 2017 Jun 6];10(4):663-72. Available 

from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2891387  

PubMed: PM19453963 

  

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=23359310&dopt=abstract
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2891387
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=19453963&dopt=abstract


 

 
SUMMARY OF ABSTRACTS Low-Dose Naltrexone for Chronic Non-Cancer Pain 5 

Appendix — Further Information 

Review Articles 

3. Younger J, Parkitny L, McLain D. The use of low-dose naltrexone (LDN) as a novel 

anti-inflammatory treatment for chronic pain. Clin Rheumatol [Internet]. 2014 Apr [cited 

2017 Jun 6];33(4):451-9. Available from: 

http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3962576   

PubMed: PM24526250 

Case Studies 

4. Chopra P, Cooper MS. Treatment of Complex Regional Pain Syndrome (CRPS) using 

low dose naltrexone (LDN). J Neuroimmune Pharmacol [Internet]. 2013 Jun [cited 2017 

Jun 6];8(3):470-6. Available from: 

http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3661907   

PubMed: PM23546884 

Additional References 

5. Complex Chronic Diseases Program. Clinical protocol: fibromyalgia and chronic pain in 

related disorders [Internet]. Vancouver: BC Women's Hospital and Health Centre; 2015 

Nov. [cited 2017 Jun 6]. Available from:                  

http://www.bcwomens.ca/Professional-Resources-

site/Documents/Clinical%20Protocal-FM%201.4.pdf 

See: 8.5 Low Dose Naltrexone 
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