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To the editor: 

Coronaviruses (CoVs) usually affect the respiratory system of mam-
mals causing mild to severe infections. In the past two decades patho-
genic human CoVs with high morbidity and mortality such as severe 
acute respiratory syndrome coronavirus (SARS-CoV) and Middle East 
respiratory syndrome coronavirus (MERS-CoV) emerged from animal 
reservoirs. The current global coronavirus disease 2019 (COVID-19) 
pandemic, caused by severe acute respiratory syndrome coronavirus 2 
(SARS-CoV-2), lead to death over 6 million of people worldwide. It 
represents a challenge for all healthcare systems and for the countries 
that have dealt with unprecedented social and economic consequences 
[1]. Since the COVID-19 pandemic began, numerous drugs have been 
proposed to treat or prevent COVID-19. Along with the search for new 
drugs, existing drugs with known pharmacokinetics/dynamics and 
safety profiles have been repurposed beyond traditional use. In fact, 
compared to de novo drug discovery, drug repurposing could be an 
effective research strategy to shorten time and reduce costs. A retro-
spective cohort study by Karimpour-Razkenari et al. on the effects of 
melatonin in COVID-19 ICU patients has been recently published in this 
journal [2]. Authors showed only marginal effect on disease-specific 
biochemical parameters and a non-statistically significant reduction in 
mortality in melatonin-receiving group (41%) vs non 
melatonin-receiving group (72%). 

Melatonin is a neurohormone released by the pineal gland with a 
regulatory effect on the circadian rhythm and exogenous melatonin is 
used to manage sleep disorders. A few reviews have recently pointed out 
the biological plausibility of melatonin in treating COVID-19 patients 
because of its wide-ranging effects. Some effects are expected, such as 
reversing circadian rhythm disruption, chronic stress of social isolation, 
hospital and ICU stay, control of delirium in frail and critically ill pa-
tients, and the prevention/treatment of post-COVID-19 cognitive 
impairment (long COVID) [3]. Some other effects are less obvious but 
reflect the known pleiotropic complexity of melatonin: possible antiviral 
action by interfering with SARS-CoV2/angiotensin-converting enzyme 2 
association; antioxidant/anti-inflammatory/immunoregulatory activ-
ities [4]; cytoprotective effects on medical conditions such as diabetes, 
metabolic syndrome and ischemic cardiovascular diseases which are 
associated to worse outcomes in COVID-19 patients; potential adjuvant 

of anti-SARS-CoV2 vaccines. New network-based medicine methodolo-
gies support the biological plausibility of melatonin in COVID-19 and 
also the Cleveland Clinic suggested that melatonin, alone or in associ-
ation with other drugs, may help preventing SARS-CoV2 infection or aid 
in treating COVID-19 [5]. 

What do randomized controlled trials say about melatonin in COVID- 
19 and its effect on mortality? We investigated PubMed/Medline, 
Cochrane Central Register of clinical trials and Clinicaltrials.gov for 
recently completed or not published studies and we identified three 
RCTs that reported mortality rates in hospitalized COVID-19 patients 
receiving melatonin in addition to standard therapy compared to pa-
tients treated with standard therapy alone [6–8]. 

Even if few events occurred, a reduction in mortality at the longest 
follow-up available can be observed: 1.3% (2/154) among patients 
treated with melatonin plus standard therapy compared to 11.1% (16/ 
144) in those that received standard therapy alone. Our pooled analysis 
of three RCTs, as shown in the forest plot, confirmed a significant 
reduction in mortality at the longest follow-up available in melatonin- 
receiving group (risk ratio [RR],0.12; 95% CI = 0.03–0.50; p˂0.01; I2 

= 7%) [9]. (Fig. 1). 
It is important to note that all reported RCTs were open-label, single- 

center, small sample size studies with a short follow-up, evaluating 
melatonin at different doses in different stages of the disease and with 
variable exclusion criteria. These limitations should bring caution in 
interpreting these RCTs and we recommend high quality RCTs with a 
larger number of patients or to include melatonin in registered adaptive 
platform trials to better clarify its role in COVID-19 patients. If more 
evidence about melatonin beneficial effect in COVID-19 is confirmed 
there will be a further confirmation of the importance of network-based 
medicine methodologies and artificial intelligence-based approach in 
the identification of drug treatments. Melatonin could become a low cost 
adjuvant in the therapy against SARS-CoV-2 infection available in a 
short time and rapidly producible. 
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Melatonin does not reduce mortality in adult hospitalized patients with COVID-19: a 

multicenter retrospective observational study, J. Trav. Med. (2022 Feb 5), https:// 
doi.org/10.1093/jtm/taab195 taab195,Epub ahead of print. PMID: 35137210; 
PMCID: PMC8903398. 

[3] WHO. https://www.who.int/publications/i/item/WHO-2019-nCoV-Post_C 
OVID-19_condition-Clinical_case_definition-2021.1, 2021. 

[4] A. Shneider, A. Kudriavtsev, A. Vakhrusheva, Can melatonin reduce the severity of 
COVID-19 pandemic? Int. Rev. Immunol. 39 (4) (2020) 153–162, https://doi.org/ 
10.1080/08830185.2020.1756284. Epub 2020 Apr 29. PMID: 32347747. 

[5] Y. Zhou, Y. Hou, J. Shen, Y. Huang, W. Martin, F. Cheng, Network-based drug 
repurposing for novel coronavirus 2019-nCoV/SARS-CoV-2, Cell Discov. 6 (2020 
Mar 16) 14, https://doi.org/10.1038/s41421-020-0153-3. PMID: 32194980; 
PMCID: PMC7073332. 

[6] Z.T. Hasan, D.M.Q. Atrakji, D.A.K. Mehuaiden, The effect of melatonin on throm-
bosis, sepsis and mortality rate in COVID-19 patients, Int. J. Infect. Dis. 114 (2022 
Jan) 79–84, https://doi.org/10.1016/j.ijid.2021.10.012. Epub 2021 Oct 12. PMID: 
34653660; PMCID: PMC8506572. 

[7] S.A. Mousavi, K. Heydari, H. Mehravaran, M. Saeedi, R. Alizadeh-Navaei, 
A. Hedayatizadeh-Omran, A. Shamshirian, Melatonin effects on sleep quality and 
outcomes of COVID-19 patients: an open-label, randomized, controlled trial, J. Med. 
Virol. 94 (1) (2022 Jan) 263–271, https://doi.org/10.1002/jmv.27312. Epub 2021 
Sep 8. PMID: 34460132; PMCID: PMC8662261. 

[8] G. Farnoosh, M. Akbariqomi, T. Badri, M. Bagheri, M. Izadi, A. Saeedi-Boroujeni, 
E. Rezaie, H.E.G. Ghaleh, H. Aghamollaei, M. Fasihi-Ramandi, K. Hassanpour, 
G. Alishiri, Efficacy of a low dose of melatonin as an adjunctive therapy in hospi-
talized patients with COVID-19: a randomized, double-blind clinical trial, Arch. 
Med. Res. 53 (1) (2022 Jan) 79–85, https://doi.org/10.1016/j.arcmed.2021.06.006. 
Epub 2021 Jun 23. PMID: 34229896; PMCID: PMC8220995. 

[9] Review Manager (RevMan), [Computer Program]. Version 5.4, The Cochrane 
Collaboration, 2020. 

Eros Pilia* 

Department of Medical Sciences and Public Health, Anesthesiology, Intensive 
Care and Pain Therapy, University of Cagliari, Cagliari, Italy 

Ettore Alborino 
San Raffaele Hospital, Milano, Lombardia, Italy 

Remo Daniel Covello 
Busto Arsizio Hospital, Busto Arsizio, Lombardia, Italy 

* Corresponding author. Via Università 40, Cagliari, 09123, Italy. 
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Fig. 1. Forest plot of the rate of mortality at the longest follow-up available.  
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