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Melatonin: Evidence, Safety Concerns, and the Move to Patient’s Own Supply 

  
BOTTOM LINE: Limited clinical evidence exists only for the use of high-quality pharmaceutical grade melatonin, 

which is currently unavailable in Canada. 

Patients will be required to provide their own melatonin supply starting September 2024. 

 

Background: 

Melatonin is an endogenous hormone produced in the brain by the pineal gland. It regulates the body’s circadian rhythm, 
endocrine secretions, and sleep patterns.1 In Canada, melatonin is considered a natural health product (NHP) indicated for 
adults ≥ 18 years to improve sleep in shift workers, jet lag and delayed sleep phase disorder.2,3 Following the Drugs and 
Therapeutics Committee (DTC) decision based on a myriad of clinical and operational concerns, melatonin’s formulary 
status will be changed to non-formulary do not provide (NFDNP) in September 2024. 

 

Efficacy: 
The Canadian Agency for Drugs and Technologies in Health (CADTH) reviewed melatonin for delirium4 and insomnia 
indications.5-7 It determined that there is a lack of quality evidence to support the use of over-the-counter melatonin in 
adults for either indication. However, there is some evidence for high-grade melatonin for the short-term treatment of 
insomnia in pediatric patients with neurodisabilities, but those products are not currently available in Canada. 
Most clinical practice guidelines do not support the use of melatonin for insomnia in adults8-11 or ICU settings.12 One British 
clinical practice guideline supports melatonin for the indication of insomnia in older adults, sleep problems in children and 
sleep disturbances in adults with intellectual disabilities.13 The American Academy of Neurology practice guidelines 
recommend high-grade melatonin when behavioral strategies are not sufficient to address disrupted sleep in children and 
adolescents with autism spectrum disorders.14 

 

Safety: 
Content and purity of Canadian over-the-counter melatonin is a safety concern. A scientific investigation quantified 
melatonin in 30 Canadian commercial supplements, comprising different brands and dosage forms.15 It found serotonin in 
concentrations ranging from 1 to 75 mcg in eight out of thirty products tested; in addition, melatonin content in the different 
samples varied from -83% to +478% of labelled melatonin and did not meet label values within a 10% margin of the label 
claim in more than 71% of supplements. 
 
Melatonin is generally well tolerated. Most common adverse events include dizziness, drowsiness, headache, and 
nausea.1 Although use in children is considered “off-label” in Canada, melatonin is possibly safe in pediatrics when used in 
low doses, short-term.  
 

Sustainability: 
Individual doses of melatonin are inexpensive; however, the volume of use in AHS (over 370,000 defined daily doses 
dispensed in fiscal year 2022/23) results in considerable operational impact.  
 
Starting in September 2024, melatonin will not be provided in AHS facilities. Patients will be required to bring their own 
supply. 
 
Refer to AHS POM policy for support. 
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Issue 43: January 2024 

Drugs and Therapeutics Backgrounder 

© 2024, Alberta Health Services, Pharmacy Services. This material is intended for general information only and is provided on an "as is", "where is" basis. Although reasonable 

efforts were made to confirm the accuracy of the information, Alberta Health Services does not make any representation or warranty, express, implied or statutory, as to the 

accuracy, reliability, completeness, applicability or fitness for a particular purpose of such information. This material is not a substitute for the advice of a qualified health 

professional. Alberta Health Services expressly disclaims all liability for the use of these materials, and for any claims, actions, demands or suits arising from such use. 

 

 

Prepared by: Renata Zanardo, DUS ; email: AHS.PharmacyTherapeuticsDUS@ahs.ca 
Reviewed by: Melatonin Working Group 

 

 
 
References: 

 

1. Melatonin Professional Monograph. In: Natural Medicines [database on the Internet]. Somerville (MA): Therapeutic Research Center; publication year 
[cited 11/26/2021]. Available from: https://naturalmedicines.therapeuticresearch.com. Subscription required to view. 
2. Melatonin oral monograph Health Canada. Date: 2018-08-28. Available online at: http://webprod.hc-sc.gc.ca/nhpid-bdipsn/monoReq.do?id=136 
3. Melatonin sublingual monograph Health Canada. Date: 2018-07-31. Available online at: http://webprod.hc-sc.gc.ca/nhpid-
bdipsn/monoReq.do?id=137&lang=eng 
4. Khangura SD, McDougall D. CADTH Health Technology Review. Melatonin for the treatment or prevention of delirium. Canadian Journal of Health 
Technologies 2 (5), 2022. Available online at: https://www.cadth.ca/sites/default/files/pdf/htis/2022/RC1421-Melatonin-Delirium%20Final.pdf 
5. Melatonin for the treatment of insomnia: A review of clinical effectiveness, cost-effectiveness, and guidelines. Ottawa: CADTH; 2019 Feb. (CADTH 
rapid response report: summary with critical appraisal). Available online at: 
https://www.cadth.ca/sites/default/files/pdf/htis/2019/RC1073%20Melatonin%20for%20Insomnia%20Final.pdf 
6. Hamel C, Horton J. CADTH Health Technology Review. Melatonin for the treatment of insomnia: a 2022 update. Canadian Journal of Health 
Technologies 2 (5), 2022. Available online at: 
https://www.cadth.ca/sites/default/files/pdf/htis/2022/RC1422%20Melatonin%20for%20Insomnia%20Final.pdf 
7. Tran K, Mahood, Q. CADTH Health Technology Review. Melatonin for the treatment of insomnia in children and adolescents. Canadian Journal of 
Health Technologies 2 (6), 2022. Available online at: 
https://www.cadth.ca/sites/default/files/pdf/htis/2022/RC1423%20%20Melatonin%20Insomnia%20Peds%20Final.pdf 
8. Department of Veterans Affairs Department of Defense (VA/DoD) Clinical practice guideline for the management of chronic insomnia disorder and 
obstructive sleep apnea. Version 1.0, 2019. Available online at: https://www.healthquality.va.gov/guidelines/CD/insomnia/VADoDSleepCPGFinal508.pdf 
9. Sateia MJ, Buysse DJ, Krystal AD, Neubauer DN, Heald JL. Clinical Practice Guideline for the Pharmacologic Treatment of Chronic Insomnia in Adults: 
An American Academy of Sleep Medicine Clinical Practice Guideline. Journal of Clinical Sleep Medicine 13 (2): 307-349, 2017. 
10. Qaseem A, Kansagara D, Forciea MA, Cooke M, Denberg TD. Management of chronic insomnia disorder in adults: a clinical practice guideline from 
the American College of Physicians. Annals of Internal Medicine 165 (2): 125-141, 2016. 
11. Riemann D, Baglioni C, Bassetti C, Bjorvatn B, Groselj LD, Ellis JG, Espie CA, Garcia-Borreguero D, Gjerstad M, Gonçalves M, Hertenstein E, 
Jansson-Fröjmark M, Jennum PJ, Leger D, Nissen C, Parrino L, Paunio T, Pevernagie D, Verbraecken J, Weeß H-G, Wichniak A, Zavalko I, Arnardottir 
ES, Deleanu O-C, Strazisar B, Zoetmulder M, Spiegelhalder K. European guideline for the diagnosis and treatment of insomnia. J Sleep Res 26 (6):675-
700, 2017. 
12. Devlin JW, Skrobik Y, Gélinas C, Needham DM, Slooter AJC, Pandharipande PP, Watson PL, Weinhouse GL, Nunnally ME, Rochwerg B, Balas MC, 
van den Boogaard M, Bosma KJ, Brummel NE, Chanques G, Denehy L, Drouot X, Fraser GL, Harris JE, Joffe AM, Kho ME, Kress JP, Lanphere JA, 
McKinley S, Neufeld KJ, Pisani MA, Payen J-F, Pun BT, Puntillo KA, Riker RR, Robinson BRH, Shehabi Y, Szumita PM, Winkelman C, Centofanti JE, 
Price C, Nikayin S, Misak CJ, Flood PD, Kiedrowski K, Alhazzani W. Clinical practice guidelines for the prevention and management of pain, 
agitation/sedation, delirium, immobility, and sleep disruption in adult patients in the ICU. Crit Care Med 46 (9): e825-e873, 2018. 
13. Wilson S, Anderson K, Baldwin D, Dijk D-J, Espie A, Espie C, Gringras P, Krysta A, Nutt D, Selsick H, Sharpley A. British Association for 
Psychopharmacology consensus statement on evidence-based treatment of insomnia, parasomnias and circadian rhythm disorders: An update. Journal 
of Psychopharmacology 33 (8): 923–947, 2019. 
14. Williams Buckley A, Hirtz D, Oskoui M, et al. Practice guideline: treatment for insomnia and disrupted sleep behavior in children and adolescents with 
autism spectrum disorder: report of the Guideline Development, Dissemination, and Implementation Subcommittee of the American Academy of 
Neurology. Neurology 94(9):392-404, 2020. 
15. Erland LAE, Saxena PK. Melatonin natural health products and supplements: presence of serotonin and significant variability of melatonin content. 
Journal of Clinical Sleep Medicine 13(2): 275-281, 2017. 

 

mailto:AHS.PharmacyTherapeuticsDUS@ahs.ca
http://webprod.hc-sc.gc.ca/nhpid-bdipsn/monoReq.do?id=136
http://webprod.hc-sc.gc.ca/nhpid-bdipsn/monoReq.do?id=137&lang=eng
http://webprod.hc-sc.gc.ca/nhpid-bdipsn/monoReq.do?id=137&lang=eng
https://www.cadth.ca/sites/default/files/pdf/htis/2022/RC1421-Melatonin-Delirium%20Final.pdf
https://www.cadth.ca/sites/default/files/pdf/htis/2019/RC1073%20Melatonin%20for%20Insomnia%20Final.pdf
https://www.cadth.ca/sites/default/files/pdf/htis/2022/RC1422%20Melatonin%20for%20Insomnia%20Final.pdf
https://www.cadth.ca/sites/default/files/pdf/htis/2022/RC1423%20%20Melatonin%20Insomnia%20Peds%20Final.pdf

