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	Database
	Search Terms
	Search Field
	Search Results

	Pubmed
	(nitazoxanid* OR NTZ OR alinia OR Taenitaz OR daxon OR Colufase OR Heliton OR Cryptaz) AND (Coronavirus OR “Coronavirus infections” OR “COVID 2019” OR SARS2 OR SARS-CoV-2 OR “SARS-CoV-19” OR “novel coronavirus disease” OR “coronavirus infection” OR “novel CoV” OR “2019 ncov” OR “sars cov2” OR cov2 OR ncov OR COVID-19 OR COVID19 OR coronaviridae OR coronavirus)
	All Field
	110

	Cochrane
	
(nitazoxanid* OR NTZ OR alinia OR Taenitaz OR daxon OR Colufase OR Heliton OR Cryptaz) AND (Coronavirus OR “Coronavirus infections” OR “COVID 2019” OR SARS2 OR SARS-CoV-2 OR “SARS-CoV-19” OR “novel coronavirus disease” OR “coronavirus infection” OR “novel CoV” OR “2019 ncov” OR “sars cov2” OR cov2 OR ncov OR COVID-19 OR COVID19 OR coronaviridae OR coronavirus)
	Title, Abstract, Keywords
	45

	WOS
	(nitazoxanid* OR NTZ OR alinia OR Taenitaz OR daxon OR Colufase OR Heliton OR Cryptaz) AND (Coronavirus OR “Coronavirus infections” OR “COVID 2019” OR SARS2 OR SARS-CoV-2 OR “SARS-CoV-19” OR “novel coronavirus disease” OR “coronavirus infection” OR “novel CoV” OR “2019 ncov” OR “sars cov2” OR cov2 OR ncov OR COVID-19 OR COVID19 OR coronaviridae OR coronavirus)
	All Field
	106

	SCOPUS
	TITLE-ABS-KEY ( nitazoxanid*  OR  ntz  OR  alinia  OR  taenitaz  OR  daxon  OR  colufase  OR  heliton  OR  cryptaz )  AND  TITLE-ABS-KEY ( coronavirus  OR  "Coronavirus infections"  OR  "COVID 2019"  OR  sars2  OR  sars-cov-2  OR  "SARS-CoV-19"  OR  "novel coronavirus disease"  OR  "coronavirus infection"  OR  "novel CoV"  OR  "2019 ncov"  OR  "sars cov2"  OR  cov2  OR  ncov  OR  covid-19  OR  covid19  OR  coronaviridae  OR  coronavirus )
	Title, Abstract, Keywords
	379

	EMBASE
	No.  Query Results                                          Results  Date       
#3.  #1 AND #2                                                   96  16 May 2022
#2.  coronavirus:ti,ab,kw OR 'coronavirus                   275,059  16 May 2022
     infections':ti,ab,kw OR 'covid 2019':ti,ab,kw OR 
     sars2:ti,ab,kw OR 'sars cov 2':ti,ab,kw OR 'sars 
     cov 19':ti,ab,kw OR 'novel cov':ti,ab,kw OR '2019 
     ncov':ti,ab,kw OR 'sars cov2':ti,ab,kw OR 
     cov2:ti,ab,kw OR ncov:ti,ab,kw OR 'covid 
     19':ti,ab,kw OR covid19:ti,ab,kw OR 
     coronaviridae:ti,ab,kw OR 'coronavirus 
     infection':ti,ab,kw
#1.  nitazoxanid*:ti,ab,kw OR ntz:ti,ab,kw OR                 1,673  16 May 2022
     alinia:ti,ab,kw OR taenitaz:ti,ab,kw OR 
     daxon:ti,ab,kw OR colufase:ti,ab,kw OR 
     heliton:ti,ab,kw OR cryptaz:ti,ab,kw

	All Field
	96

	MedRxiv
	""nitazoxanid' AND "Coronavirus OR COVID 2019 OR SARS2 OR SARS-CoV-2""
	All Field
	41


Table S1. Search terms and results in different databases.



	Author/YOP
	Titles
	Reason for exclusion

	NCT04463264 2020
	Efficacy and Safety Study of Nitazoxanide (NTX) in the Treatment of Patients With SARS-CoV-2 Virus Infection (COVID-19)
	Protocol

	NCT04486313 2020
	Trial to Evaluate Efficacy and Safety of Nitazoxanide in the Treatment of Mild or Moderate COVID-19
	Protocol

	Rocco 2020
	Early use of nitazoxanide in mild Covid-19 disease: randomized, placebo-controlled trial
	Duplicate

	NCT04552483 2020
	Effects of Early Use of Nitazoxanide in Patients With COVID-19
	Protocol

	NCT04561219 2020
	Nitazoxanide Therapy for Patients With COVID 19 Pneumonia
	Protocol

	NCT04441398 2020
	Efficacy and Safety of Nitazoxanide 600 mg to Treat Mild Ambulatory COVID-19 Patients
	Protocol

	NCT04423861 2020
	Efficacy and Safety of Nitazoxanide 600 mg TID for the Treatment of Hospitalized Patients With COVID-19
	Protocol

	Fowotade 2022
	Efficacy and safety of nitazoxanide combined with ritonavir-boosted atazanavir for the treatment of mild to moderate COVID-19
	Wrong intervention

	NCT04343248 2020
	A Randomized, Double-Blind, Placebo Controlled, Trial to Evaluate the Efficacy and Safety of Nitazoxanide (NTZ) for Post-Exposure Prophylaxis of COVID-19 and Other Viral Respiratory Illnesses in Elderly Residents of Long-Term Care Facilities (LTCF)
	Protocol

	NCT04563208 2020
	Study of the Efficacy, Safety, and Tolerability of Oral Administration of Ribavirin (RBV) and Nitazoxamide (NTZ)Versus Placebo in SARS-CoV-2
	Wrong intervention

	NCT04788407 2021
	Efficacy and Safety of Nitazoxanide for Post Exposure Prophylaxis of COVID-19 in Household Contacts
	Wrong population

	NCT04498936 2020
	Sofosbuvir/Ledipasvir and Nitazoxanide for Treatment of COVID-19
	Protocol

	NCT04459286 2020
	The Nitazoxanide Plus Atazanavir for COVID-19 Study
	Wrong intervention

	NCT04359680 2020
	Trial to Evaluate the Efficacy and Safety of Nitazoxanide (NTZ) for Pre- or Post Exposure Prophylaxis of COVID-19 and Other Viral Respiratory Illnesses (VRI) in Healthcare Workers
	Wrong population

	Rossignol 2021
	Early treatment with nitazoxanide prevents worsening of mild and moderate COVID-19 and subsequent hospitalization
	Duplicate

	Blum 2021
	Nitazoxanide superiority to placebo to treat moderate COVID-19 - A Pilot prove of concept randomized double-blind clinical trial (vol 37, 100981, 2021)
	Duplicate


Table S2. Excluded records and the associated reasons for exclusion in the full text screening phase.



	Outcome
	No. of
participants (Nitazoxanide/placebo)
	No. of
trials
	Quantitative data synthesis
         
	Heterogeneity analysis


	
	
	
	RR
	95% CI         
	Z value     
	p-value
	df
	p-value
	I2 (%)

	Viral Clearance

	All studies 
	471/472
	4
		1.30
 [1.08, 1.56]



	 
 [1.08, 1.56]


	2.76
	0.006
	3
	0.03
	66

		Omitting Blum et al. 2021



	448/453
	3
		1.30 



	 
 [1.06, 1.61]


	2.47
	0.01
	2
	0.01
	77

		Omitting Medhat et al. 2022



	394/399
	3
	1.21 

	[1.00, 1.47]
	1.91
	0.06
	2
	0.06
	64

		Omitting Rocco et al. 2021



	277/274
	3
	1.16 

	[0.94, 1.44]
	1.4
	0.16
	2
	0.04
	68

		Omitting 
Rossignol et al.
 2022



	294/290
	3
	1.64 [1.28, 2.09]

	 [1.28, 2.09]

	3.93
	0.0001
	2
	0.08
	61


Table S3. Sensitivity analysis of viral clearance.

CI: confidence interval; df: degrees of freedom; RR: risk ratio.


	Adverse Event
	No. of
participants (Nitazoxanide/placebo)
	No. of
trials
	RR
	95% CI         
	Z value     
	p-value
	df
	p-value
	I2 (%)

		Diarrhea



	893/889
	4
	1.26
	[0.96, 165]
	1.68
	0.09
	3
	0.87
	0

	Headache

	396/401
	2
	0.88
	[0.65, 1.18]
	0.84
	0.4
	1
	0.21
	38

		Nausea



	396/401
	2
	1.14
	[0.77, 1.68]
	0.64
	0.52
	1
	0.35
	0

		Abdominal pain



	421/426
	3
	1.06
	[0.59, 1.91]
	0.19
	0.85
	2
	0.28
	22

		Vomiting



	396/401
	2
	3.63
	[1.12, 11.76]
	2.15
	0.03
	1
	0.61
	0

		Pruritis



	396/401
	2
	3.04
	[0.62, 14.97]
	1.37
	0.17
	1
	0.67
	0

		Urticaria



	396/401
	2
	0.72
	[0.32, 2.25]
	0.56
	0.57
	1
	0.42
	0


Table S4. Meta analysis of adverse events
[bookmark: _GoBack]CI: confidence interval; df: degrees of freedom; RR: risk ratio.
