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eFigure1.Risk of bias of each included study by ROB2
author1=c(1,1,3,2,1,2,3,1,1,2,3,3,2,1,1,2,3,1,1,3,1,3,2,3,1)
author2=c(1,1,3,2,1,2,3,1,1,2,2,3,2,1,1,2,2,1,1,2,1,3,2,3,1)
The Kappa value can be calculated using the following formula:
κ=(po−pe)/(1−pe)​​​
Among them:
po is the observed consistency,i.e.the proportion of two reviewers making the same judgement.
pe is random consistency,i.e.the expected proportion of two reviewers making the same judgement due to random chance.
Po=22/25
Pe=1/3
κ=0.82
Kappa values are usually interpreted as follows:
0.01-0.20:slight consistency
0.21-0.40:fair consistency
0.41-0.60:moderate consistency
0.61-0.80:good consistency
0.81-1.00:very good consistency
Our analyses have very good consistency
eFigure2.Kappa of ivermectin for Covid-19
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eFigure3.Ivermectin on the length of hospital stay


[image: ]eFigure4.Rate of negative COVID-19 tests

[image: eFigure4]eFigure5.Mean duration to viral clearance


[image: eFigure5]eFigure6.Rates of ICU admission
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eFigure10.Subgroup analysis on patients with low dosage,medium dosage and high dosage.

[image: ]eFigure11.time-stratified subgroup on reducing all-cause mortality
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eFigure13.funnel plot of all-cause morality
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eFigure14.funnel plot of adverse events
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[bookmark: _GoBack]eFigure15.funnel plot of mechanical ventilation


	Population
	Outcomes
	Risk of bias
	Inconsistency
	lmprecision
	Small study effects
	Certainty of evidence

	Prevention
	preventive effects
	Downgraded
	Not downgraded
	Not downgraded
	Not downgraded
	Low

	
	adverse events
	Downgraded
	Downgraded
	Not downgraded
	Not downgraded
	Low

	Treatment
	all-cause mortality
	Not Downgraded
	Not Downgraded
	Not Downgraded
	Not Downgraded
	High

	
	adverse events
	Not Downgraded
	Not Downgraded
	Not Downgraded
	Not Downgraded
	High

	
	length of hospital stay
	Downgraded
	Downgraded
	Downgraded
	Not downgraded
	Moderate

	
	the rate of negative COVID-19 tests
	Downgraded
	Downgraded
	Downgraded
	Not downgraded
	Moderate

	
	the mean duration to viral clearance
	Not downgraded
	Downgraded
	Not downgraded
	 Downgraded
	Low

	
	rates of ICU admission
	Not downgraded
	Downgraded
	Not downgraded
	Downgraded
	Low

	Treatment
	recovery time
	Not downgraded
	Downgraded
	Downgraded
	 Downgraded
	Low

	
	mechanical ventilation
	Downgraded
	Not downgraded
	Downgraded
	Not downgraded
	Moderate


Risk of bias:Downgraded by one level because>259 of participants in this comparison were from studies at high risk of bias.
Inconsistency	lmprecision:Downgraded by one level because heterogeneity(12)>50%.
Small study:Downgraded by one level because the limits of the 95%confidence interval were 20%different to the point estimates.
Effects:Downgraded by one level owing to small study bias.
eTable 1.Grading of ivermectin for Covid-19

1.Suppose a study is available that presents the following information:

	
	Baseline 
	  Final 
	   Change

	Experimental intervention (sample size n1)
		meanl
	(B),SD1
	(B)



		meanl
	(F),SD1
	(F)



		meanl
	(C),SD1
	(C)




	Control intervention (sample size n2)
		mean2
	(B),SD2
	(B)



		mean2
	(F),SD2
	(F)



		mean2
	(C),SD2
	(C)






An analysis of change from baseline is available from this study,using only the data in the final column.We can use the other data from the study to estimate the correlation coefficient in the experimental intervention,rl,as follows:
[image: ]
and similarly for the control intervention, r2.Where either SD(F) or SD(B)are unavailable,then it may be substituted by the other if it is reasonable to assume that the intervention does not alter the variability of the outcome measure.Correlation coefficients lie between-1 and If zero or a negative number is obtained,then there is no value in using change from baseline and an analysis of final values should be performed.Assuming thecorrelation coefficients from the two intervention groups are similar,a simple average will provide a reasonable measure of the similarity of baseline.

SD₁(C)=√(SD₁(B)²+SD₁(F)²-(2×R₁×SD₁(B)×SD₁(F))),

and similarly for the control intervention.Again,if either SD(F) or  SD(B) are unavailable,then one may be substituted by the other if it is reasonable to assume that the intervention does not alter the variability of the outcome measure.
As an example,given the following data:


	
		Baseline
	Final



	Change

	Experimental intervention (sample size 35)
	mean=12.4 SD=4.2
	mean=15.2 SD=3.8
	mean=2.8

	Control intervention (sample size 38)
	mean=10.7 SD=4.0
	mean=13.8 SD=4.4
	mean=3.1


and using an imputed correlation coefficient of 0.5,we can impute the standard deviation for the change score in the control group
as:SD2 (C)=4.02+4.42-(2×0.5×4.0×4.0) =4.21



eTable 2.specific calculation methodology of MD and SD 







	Study
	Location
	Patient Characteristics
	Treatment

	
	
	
	Intervention
	Control

	Abbas 2022(1)
	China
	hospitalized patients
	Ivermectin 18 mg, oral, once daily for 5 consecutive days
	placebo

	Abd-Elsalam 2021(2)
	Egypt
	hospitalized patients
	Ivermectin 12 mg, oral, once daily for 5 consecutive days
	placebo

	Ahmed 2021(3)
	Bangladesh
	hospitalized patients
	Ivermectin 12 mg single dose 
	placebo

	Ananda 2024(4)
	Colombo
	hospitalized patients
	Ivermectin 6 mg single dose 
	placebo

	Angkasekwinai 2022(5)
	Thailand
	outpatient group
	Ivermectin 18 mg, oral, once daily for 3 consecutive days
	placebo

	Babalola 2022(6)
	Nigeria
	NA
	Ivermectin 6 mg twice weekly
	placebo

	Biber 2022(7)
	Israel
	outpatient group
	Ivermectin 12 mg, oral, once daily for 3 consecutive days
	placebo

	Bramante 2022(8)
	USA
	outpatient group
	Ivermectin 24 mg, oral, once daily for 3 consecutive days
	placebo

	Bukhari 2021(9)
	Pakistan
	hospitalized patients
	Ivermectin 12 mg single dose 
	placebo

	Buonfrate 2022(10)
	Italy
	outpatient group
	Ivermectin 36 mg, oral, once daily for 3 consecutive days
	placebo

	Carolyn 2024(11)
	multisite
	outpatient group
	Ivermectin 24 mg, oral, once daily for 3 consecutive days
	placebo

	Chaccour 2021(12)
	Spain
	outpatient group
	Ivermectin 24 mg single dose 
	placebo

	Chahla,2021(13)
	Argentina
	prevention
	Ivermectin 24 mg, oral, once daily for 3 consecutive days
	placebo

	Elshafie 2022(14)
	Pakistan
	hospitalized patients
	Ivermectin 24 mg, oral, once daily for 3 consecutive days
	placebo

	Gonzalez 2022(15)
	Aguascalientes(Mexico)
	hospitalized patients
	Ivermectin 12 mg, oral, once daily for 3 consecutive days
	placebo

	Hayward 2024(16)
	UK national
	outpatient group
	Ivermectin 24 mg, oral, once daily for 3 consecutive days
	placebo

	Hemmat 2024(17)
	Egypt
	outpatient group
	Ivermectin 6 mg single dose 
	placebo

	Hiroshige 2024(18)
	Japan and Thailand
	NA
	Ivermectin 24 mg single dose 
	placebo

	Krolewiecki 2021(19)
	Argentina
	hospitalized patients
	Ivermectin 36 mg, oral, once daily for 5 consecutive days
	placebo

	lim 2022(20)
	Malaysia
	hospitalized patients
	Ivermectin 24 mg, oral, once daily for 5 consecutive days
	placebo

	Malektojari 2023(21)
	Iran
	hospitalized patients
	Ivermectin 12 mg single dose 
	placebo

	Manomaipiboon 2022(22)
	Thailand
	hospitalized patients
	Ivermectin 12 mg, oral, once daily for 5 consecutive days
	placebo

	Medina 2021(23)
	Colombia
	NA
	Ivermectin 18 mg, oral, once daily for 3 consecutive days
	placebo

	Mirahmadizadeh 2022(24)
	Iran
	outpatient group
	Ivermectin 6 mg, oral, once daily for 5 consecutive days
	placebo

	Mohan 2021(25)
	India
	hospitalized patients
	Ivermectin 24 mg single dose 
	placebo

	Naggie 2022(26)
	US
	outpatient group
	Ivermectin 24 mg, oral, once daily for 3 consecutive days
	placebo

	Naggie 2023(27)
	US
	outpatient group
	Ivermectin 36mg, oral, once daily for 5 consecutive days
	placebo

	Okumuş2021(28)
	Turkey
	hospitalized patients
	Ivermectin 12mg, oral, once daily for 5 consecutive days
	placebo

	Podder 2020(29)
	Bangladesh
	NA
	Ivermectin 12 mg single dose 
	placebo

	Ravikirti 2021(30)
	India
	hospitalized patients
	Ivermectin 12 mg single dose 
	placebo

	Reis 2022(31)
	Brazil
	outpatient group
	Ivermectin 24 mg, oral, once daily for 3 consecutive days
	placebo

	Rezai 2022(32)
	Iran
	NA
	Ivermectin 24 mg, oral, once daily for 3 consecutive days
	placebo

	Rocha 2022(33)
	Mexico
	NA
	Ivermectin 12 mg, oral, once daily for 3 consecutive days
	placebo

	Sarojvisut 2023(34)
	Thailand
	hospitalized patients
	Ivermectin 24 mg, oral, once daily for 3 consecutive days
	placebo

	Seet 2021(35)
	Singapore
	prevention
	Ivermectin 12 mg single dose 
	placebo

	Shahbaznejad 2021(36)
	Iran
	hospitalized patients
	Ivermectin 12 mg single dose 
	placebo

	Shoumann 2021(37)
	Egypt
	NA
	Ivermectin 18 mg, oral, once daily for 3 consecutive days
	placebo

	Taweegrit 2024(38)
	Thailand
	outpatient group
	Ivermectin 24 mg, oral, once daily for 3 consecutive days
	placebo

	Vallejos 2021(39)
	Argentina
	outpatient group
	Ivermectin 24 mg, oral, once daily for 3 consecutive days
	placebo

	Wada 2023(40)
	Japan
	hospitalized patients
	Ivermectin 12 mg, oral, once daily for 3 consecutive days
	placebo




eTable 3.Characteristics of included RCTs
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