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Supplementary Table 1. Characteristics of excluded studies.
	First author, Publication year
	Study design
	Covid status
	Longest follow-up available
	Exclusion criteria

	Alizadeh, 2021 [2]
	RCT
	mild to moderate outpatients
	14 days
	No mortality data reported

	García, 2022 [5]
	RCT
	healthcare workers at high risk of SARS-CoV-2 exposure
	12 weeks
	Melatonin used in healthcare workers as prophylaxis

	Rodríguez-Rubio, 2020 [6]
	RCT
	critical
	28 days
	Methodological manuscript

	Ziaei, 2021 [4]
	RCT
	moderate
	7 days
	Methodological manuscript

	Zhou, 2020 [1]
	PSM
	hospitalised
	-
	No mortality data reported


Abbreviations: RCT—Randomized controlled trial; PSM—propensity matched study.
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Supplementary Fig. 1. Funnel plot of all (n = 8) the articles reporting mortality data. In three cases no death occurred.
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[bookmark: _Hlk107826380]Supplementary Fig. 2. Forest plot of the reported mortality data’s subgroup analysis. 2.1.1 All studies included in the meta-analysis. 2.1.2. Only hospitalized patients at baseline. 2.1.3. All included RCTs (randomized controlled trials) in the meta-analysis. 2.1.4. All studies that used only melatonin in the experimental group as an adjuvant. 2.1.5. Articles that involved only patients who were admitted to the Intensive Care Unit (ICU) at the baseline. 2.1.6. Studies where participants were not admitted to the ICU at the baseline. 2.1.7. Only RCTs where participants were not admitted to the ICU at the baseline.
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Descrizione generata automaticamente]
Supplementary Fig. 3. Three articles reported data about length of hospital stay. There was no significant difference.

[image: Immagine che contiene tavolo

Descrizione generata automaticamente]
Supplementary Fig. 4. Three articles reported data about Intensive Care Unit admission. There was no significant difference.
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Supplementary Fig. 5. Three articles reported data about C-reactive protein levels (CRP) after treatment. All articles reported the data in mg/L unit. There was no significant difference.
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[bookmark: _Hlk107826479]Supplementary Fig. 6. Randomized studies risk of bias. To assess the risk of bias RoB 2 [3] method was used. All the articles have at least some concerns in the D2 section (deviation from the intended intervention), while in one case we found high risk of bias in this section. Farnoosh et al. also reported high risk of bias in D3 section (missing outcome data), contributing to assess high overall risk of bias for this study. In one case in D5 section (selection of reported data) also appeared some concerns. In conclusion all the other articles considered some concerns of risk of bias.
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2.1.4 Only melatonin as study treatment
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