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[bookmark: _Ref116483805][bookmark: _Toc124259803]Additional table S1. Search strategies for systematic reviews
	Question
	Search Strategy*

	Question 1
	(AZD7442 OR Tixagevimab OR Cilgavimab) AND (COVID-19 OR COVID OR coronavirus OR SARS-CoV-2) AND Random*

	Question 2

	[bookmark: _Hlk118482102](Casirivimab OR Imdevimab OR Bamlanivimab OR Etesivimab OR Sotrovimab OR Regdanvimab OR Tixagevimab OR Cilgavimab OR Bebtelovimab
OR Monoclonal Antibodies OR Monoclonal Antibody) AND (COVID OR COV OR CORONAVIRUS OR SARS) AND Random*


	Question 3

	(Molnupiravir) AND (COVID OR COV OR CORONAVIRUS OR SARS) AND Random*


	Question 4
	(Nirmatrelvir) AND (COVID OR COV OR CORONAVIRUS OR SARS) AND Random*


	Question 5
	(Remdesivir) AND (COVID OR COV OR CORONAVIRUS OR SARS) AND Random*

	Question 6

	(IVERMECTIN) AND (COVID OR COV OR CORONAVIRUS OR SARS) AND Random*


	Question 7
	(Chloroquine OR Chlorochin OR Hydroxychloroquine OR Oxychloroquine OR Hydroxychlorochin) AND (COVID OR COV OR CORONAVIRUS OR SARS) AND Random*

	Question 8

	(Remdesivir) AND (COVID OR COV OR CORONAVIRUS OR SARS) AND Random*

	Question 9 
	(sars cov 2 OR sars cov 2 OR covid OR covid 19 OR covid 19 OR COV OR coronavirus OR coronavirus OR coronaviruses OR SARS) AND (baricitinib) AND random*

	Question 10

	(sars cov 2 OR sars cov 2 OR covid OR covid 19 OR covid 19 OR COV OR coronavirus OR coronavirus OR coronaviruses OR SARS) AND (tocilizumab) AND random*


*Search update: July 6th, 2022.


[bookmark: _Toc124259804]Additional table S2. Disclosure of financial interests for panel members involved on recommendations
	Name
	Disclosure of interests
	Questions with potential financial conflict of interesta

	Alberto Chebabo
	-
	1, 2 (tixagebimab + cilgavimab); 

	Alexandre Naime Barbosa
	-
	1, 2 (tixagebimab + cilgavimab); 3 (molnupiravir); 5, 8 (remdesivir)

	Alfonso Javier Rodriguez-Morales
	No direct financial interests
	Not applicable

	Carlos Starling
	-
	1, 2 (tixagebimab + cilgavimab)

	Clevy Pérez
	No direct financial interests
	Not applicable

	Clóvis Arns Cunha
	-
	1, 2 (tixagebimab + cilgavimab); 3 (molnupiravir); 5 (remdesivir)

	David de Luna
	No direct financial interests
	Not applicable

	Estevão Portela Nunes
	-
	5, 8 (remdesivir)

	Gabriela Zambrano
	No direct financial interests
	Not applicable

	Juliana Carvalho Ferreira
	No direct financial interests
	Not applicable

	Júlio Croda
	-
	3 (molnupiravir); 4 (Nirmatrevir/ritonavir)

	Monica Maria Gomes da Silva
	-
	3 (molnupiravir);

	Monica Thormann
	No direct financial interests
	Not applicable

	Sérgio Cimerman
	-
	1, 2 (tixagebimab + cilgavimab); 3 (molnupiravir); 5, 8 (remdesivir)

	Suzana Tanni
	No direct financial interests
	Not applicable


a Members with a direct financial conflict of interest related to a given intervention did not vote for the related questions 
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[bookmark: _Ref118239694][bookmark: _Toc124259805]Additional table S3. Should Tixagevimab + Cilgavimab treatment be recommended for pre-exposure prophylaxis in people at high risk of developing severe COVID-19?
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Tixagevimab + cilgavimab 
	Placebo
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Symptomatic COVID-19 episode

	1
	randomised trials
	very seriousa
	not serious
	not serious
	not serious
	none
	20/3461 (0.6%) 
	44/1736 (2.5%) 
	not estimable
	-
	⨁⨁◯◯
Low
	CRITICAL

	Adverse event with death

	1
	randomised trials
	very seriousa
	not serious
	not serious
	seriousb
	none
	4/3461 (0.1%) 
	4/1736 (0.2%) 
	not estimable
	-
	⨁◯◯◯
Very low
	CRTICAL

	Serious adverse event

	1
	randomised trials
	very seriousa
	not serious
	not serious
	seriousb
	none
	50/3461 (1.4%) 
	23/1736 (1.3%) 
	not estimable
	-
	⨁◯◯◯
Very low
	IMPORTANT


CI: Confidence interval
Explanations
a. Follow-up loss greater than 20%.
b. Optimal Information Size not met.


[bookmark: _Toc124259806]Additional table S4. Should monoclonal antibody (Tixagevimab + Cilgavimab) treatment be recommended for outpatients with mild COVID-19? a
	Certainty assessment
	№ de pacientes
	Efeito
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Tixagevimab + cilgavimab
	Placebo
	Relative
(95% CI)
	Absolut
(95% CI)
	
	

	Mortality

	1
	randomised trials
	not serious
	not serious
	not serious
	seriousb
	none
	6/456 (1.3%) 
	6/454 (1.3%) 
	not estimable
	0 fewer per 100
(from 1 fewer to 1 more)
	⨁⨁⨁◯
Moderate
	CRTICAL

	Hospitalization

	1
	randomised trials
	not serious
	not serious
	not serious
	not serious
	none
	17/456 (3.7%) 
	40/454 (8.8%) 
	not estimable
	5 fewer per 100
(from 8 fewer to 2 fewer)
	⨁⨁⨁⨁
High
	IMPORTANT

	Serious adverse event

	1
	randomised trials
	not serious
	not serious
	not serious
	not serious
	none
	22/456 (4.8%) 
	30/454 (6.6%) 
	not estimable
	2 fewer per 100
(from 5 fewer to 1 more)
	⨁⨁⨁⨁
High
	IMPORTANT


CI: Confidence interval
Explanations
[bookmark: _Hlk118544340][bookmark: _Hlk118544316]a. Due to the lack of effectiveness for the omicron variant, the panel chose not to make recommendations for Bamlanivimab, Casirivimab, Etesivimab, Imdevimab, Regdanvimab and Sotrovimab. For Bebtelovimab, no recommendation was made due to lack of evidence. 
b. Optimal Information Size not met.


[bookmark: _Toc124259807]Additional table S5. Should molnupiravir treatment be recommended for outpatients with mild COVID-19 without risk factors for severe disease?
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Molnupiravir
	Placebo
	Relative
(95% CI)
	Absolut
(95% CI)
	
	

	Mortality

	2
	randomised trials
	seriousa, b, c
	not serious
	not serious
	not serious
	none
	0/610 (0.0%) 
	0/610 (0.0%) 
	not estimable
	10 more per 1.000
(from 10 fewer to 20 more)
	⨁⨁⨁◯
Moderate
	CRITICAL

	Hospitalization

	2
	randomised trials
	seriousa, b, c
	not serious
	not serious
	not serious
	none
	7/610 (1.2%) 
	13/610 (2.1%) 
	not estimable
	10 more per 1.000
(from 0 fewer to 30 more)
	⨁⨁⨁◯
Moderate
	CRITICAL

	Serious Adverse Events

	2
	randomised trials
	seriousa, b, c
	not serious
	not serious
	not serious
	none
	78/610 (12.8%) 
	81/610 (13.3%) 
	not estimable
	0 per 1.000
(from 40 fewer to 30 more)
	⨁⨁⨁◯
Moderate
	IMPORTANT


CI: confidence interval
Explanations
a. No blinding.
b. Absence of blinding, analysis by ITT and sample calculation.
b. No sample size calculation.


[bookmark: _Toc124259808]Additional table S6. Should molnupiravir treatment be recommended for outpatients with mild COVID-19 with risk factors for severe disease?
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Molnupiravir
	Placebo
	Relative
(95% CI)
	Absolut
(95% CI)
	
	

	Mortality

		1
	randomised trial
	not serious
	not serious
	not serious
	not serious
	none
	1/716 (0.1%) 
	9/717 (1.3%) 
	not estimable
	10 more per 1.000
(from 20 fewer to 0 fewer)
	⨁⨁⨁⨁
High
	CRITICAL

	Hospitalization

	1
	randomised trial
	not serious
	not serious
	not serious
	not serious
	none
	47/716 (6.6%) 
	59/717 (8.2%) 
	not estimable
	20 more per 1.000
(from 40 fewer to 10 more)
	⨁⨁⨁⨁
High
	CRITICAL

	Serious Adverse Events

	1
	randomised trial
	not serious
	not serious
	not serious
	not serious
	none
	49/716 (6.8%) 
	67/717 (9.3%) 
	not estimable
	30 more per 1.000
(from 50 fewer to 0 more)
	⨁⨁⨁⨁
High
	IMPORTANT


CI: confidence interval
Explanations



[bookmark: _Ref118240882][bookmark: _Toc124259809]Additional table S7. Should Nirmatrelvir/ ritonarir treatment be recommended for outpatients with mild COVID-19?
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Nirmatrelvir + Ritonavir
	Placebo
	Relative (95% CI)
	Absolut
(95% CI)
	
	

	Mortality

	1
	randomised trials
	not serious
	not serious
	not serious
	seriousa
	none
	0/1120 (0.0%) 
	12/1126 (1.1%) 
	not estimable
	-
	⨁⨁⨁◯
Moderate
	CRITICAL

	Hospitalization

	1
	randomised trials
	not serious
	not serious
	not serious
	not serious
	none
	8/1120 (0.7%) 
	65/1126 (5.8%) 
	not estimable
	-
	⨁⨁⨁⨁
High
	CRITICAL

	Adverse Events

	1
	randomised trials
	not serious
	not serious
	not serious
	not serious
	none
	18/1120 (1.6%) 
	74/1126 (6.6%) 
	not estimable
	-
	⨁⨁⨁⨁
High
	IMPORTANT


CI: Confidence interval
Explanations
a. Optimal Information Size not met.


[bookmark: _Ref118237663][bookmark: _Toc124259810]Additional table S8. Should Remdesivir treatment be recommend for outpatients with mild COVID-19?
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Remdesivir
	Placebo
	Relative
(95% CI)
	Absolut
(95% CI)
	
	

	Mortality

	1
	randomised trials
	seriousa
	not serious
	not serious
	seriousb
	none
	0/292 (0.0%) 
	0/292 (0.0%) 
	not estimable
	-
	⨁⨁◯◯
Low
	CRITICAL

	Hospitalization

	1
	randomised trials
	seriousa
	not serious
	not serious
	not serious
	none
	5/292 (1.7%) 
	18/292 (6.2%) 
	not estimable
	-
	⨁⨁⨁◯
Moderate
	CRITICAL

	Serious Adverse Events

	1
	randomised trials
	seriousa
	not serious
	not serious
	not serious
	none
	5/292 (1.7%) 
	19/292 (6.5%) 
	not estimable
	-
	⨁⨁⨁◯
Moderate
	IMPORTANT


CI: Confidence interval
Explanations
a. Early discontinuation of the study.
b. Optimal Information Size not met.


[bookmark: _Toc124259811][bookmark: _Hlk116937434]Additional Table S9. Should Hidroxychloroquine treatment be recommended for outpatients with mild COVID-19?
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	HCQ
	Placebo
	Relative
(95% CI)
	Absolut
(95% CI)
	
	

	Mortality

	6
	randomised trials
	seriousc
	not serious
	not serious
	not serious
	none
	6/1514 (0.4%) 
	7/1467 (0.5%) 
	not estimable
	0 fewer per 1.000
(from 0 fewer to 10 more)
	⨁⨁⨁◯
Moderate
	CRITICAL

	Hospitalization

	6
	randomised trials
	seriousa
	not serious
	not serious
	not serious
	none
	71/1514 (4.7%) 
	93/1467 (6.3%) 
	not estimable
	20 more per 1.000
(from 0 fewer to 30 more)
	⨁⨁⨁◯
Moderate
	CRITICAL

	Serious Adverse Events

	5
	randomised trials
	seriousb
	not serious
	not serious
	not serious
	none
	41/1302 (3.1%) 
	45/1256 (3.6%) 
	not estimable
	0 fewer per 1.000
(from 10 fewer to 20 more)
	⨁⨁⨁◯
Moderate
	IMPORTANT


CI: Confidence interval; HCQ: Hidroxychloroquine
Explanations
a. Follow-up loss greater than 20%.
b. Absence of analysis by ITT.
c. Absence of blinding.


[bookmark: _Toc124259812]Additional Table S10. Should Ivermectin treatment be recommended for outpatients with mild COVID-19?
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Ivermectin 
	Placebo
	Relative
(95% CI)
	Absolut
(95% CI)
	
	

	Mortality

	3
	randomised trials
	seriousa
	not serious
	not serious
	not serious
	none
	22/1734 (1.3%) 
	25/1691 (1.5%) 
	not estimable
	0 fewer per 1000
(from 10 fewer to 10 more)
	⨁⨁⨁◯
Moderate
	CRITICAL

	Hospitalization

	3
	randomised trials
	seriousa
	not serious
	not serious
	not serious
	none
	110/1734 (6.3%) 
	124/1691 (7.3%) 
	not estimable
	10 fewer per 1000
(from 10 fewer to 20 more)
	⨁⨁⨁◯
Moderate
	CRITICAL

	Serious Adverse Event

	3
	randomised trials
	seriousa
	not serious
	not serious
	not serious
	none
	50/1734 (2.9%) 
	53/1691 (3.1%) 
	not estimable
	0 fewer per 1000
(from 10 fewer to 10 more)
	⨁⨁⨁◯
Moderate
	IMPORTANT


CI: Confidence interval
Explanations
a. Limitation on sample size calculation, ITT analysis and unclear risk of bias.



[bookmark: _Ref117950875][bookmark: _Toc124259813]Additional Table S11. Should Remdesivir treatment be recommended for hospitalized patients with severe COVID-19?
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Remdesivir
	Placebo
	Relative
(95% CI)
	Absolut
(95% CI)
	
	

	Mortality

	8
	randomised trials
	seriousa
	not serious
	not serious
	not serious
	none
	863/6451 (13.4%) 
	934/6157 (15.2%) 
	not estimable
	10 more per 1.000
(from 0 fewer to 30 more)
	⨁⨁⨁◯
Moderate
	CRITICAL

	Mechanical Ventilation or ECMO

	8
	randomised trials
	seriousa
	seriousb
	not serious
	not serious
	none
	677/6069 (11.2%) 
	822/5788 (14.2%) 
	not estimable
	30 more per 1.000
(from 10 more to 50 more)
	⨁⨁◯◯
Low
	CRITICAL

	Serious Adverse Events

	5
	randomised trials
	seriousa
	very seriousc
	not serious
	seriousd
	none
	297/1399 (21.2%) 
	331/1316 (25.2%) 
	not estimable
	30 more per 1.000
(from 20 fewer to 80 more)
	⨁◯◯◯
Very low
	IMPORTANT


CI: confidence interval
Explanations
a. Absence of blinding.
b. Heterogeneity 50% - 75%.
c. Heterogeneity > 75%.
d. Large 95% CI.



 	
[bookmark: _Ref118232934][bookmark: _Toc124259814]Additional Table S12. Should Baracitinib treatment be recommended for hospitalized patients with severe COVID-19?
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Baricitinib
	Placebo
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Mortality

	1
	randomised trials
	seriousa
	not serious
	not serious
	not serious
	none
	62/764 (8.1%) 
	100/761 (13.1%) 
	not estimable
	5 fewer per 100
(from 8 fewer to 2 fewer)
	⨁⨁⨁◯
Moderate
	CRITICAL

	Serious Adverse Events

	1
	randomised trials
	seriousa
	not serious
	not serious
	seriousb
	none
	111/764 (14.5%) 
	130/761 (17.1%) 
	not estimable
	3 fewer per 100
(from 6 fewer to 1 more)
	⨁⨁◯◯
Low
	IMPORTANT


CI: confidence interval
Explanations
a. Follow-up loss greater than 20%.
b. Large 95% CI.


[bookmark: _Toc124259815]Additional Table S13.Should Baracitinib treatment vs. dexamethasone be recommended for hospitalized patients with severe COVID-19?
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Baricitinib
	Dexamethasone
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Mortality

	1
	randomised trials
	seriousa
	not serious
	not serious
	seriousb
	none
	27/516 (5.2%) 
	30/494 (6.1%) 
	not estimable
	1 fewer per 100
(from 4 fewer to 2 more)
	⨁⨁◯◯
Low
	CRITICAL

	Mechanical Ventilation or ECMO

	1
	randomised trials
	seriousa
	not serious
	not serious
	seriousb
	none
	57/516 (11.0%) 
	50/494 (10.1%) 
	not estimable
	1 fewer per 100
(from 3 fewer to 5 more)
	⨁⨁◯◯
Low
	CRITICAL

	Serious Adverse Events

	1
	randomised trials
	seriousa
	not serious
	not serious
	seriousb
	none
	95/516 (18.4%) 
	94/494 (19.0%) 
	not estimable
	1 fewer per 100
(from 5 fewer to 4 more)
	⨁⨁◯◯
Low
	IMPORTANT


CI: confidence interval
Explanations
a. Follow-up loss greater than 20%.
b. Large 95% CI.



[bookmark: _Ref118236267][bookmark: _Toc124259816]Additional Table S14. Should Tocilizumab treatment be recommended for hospitalized patients with severe COVID-19?
	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Tocilizumab
	Placebo
	Relative (95% CI)
	Absolut
(95% CI)
	
	

	Mortality

	14
	randomised trials
	seriousa
	not serious
	not serious
	not serious
	none
	1089/4365 (24.9%)
	986/3501 (28.2%)
	not estimable
	1 fewer per 1000
(from 10 fewer to 50 fewer)
	⨁⨁⨁◯
Moderate
	CRITICAL

	Mechanical Ventilation

	7
	randomised trials
	seriousa
	not serious
	not serious
	not serious
	none
	389/3849 (10.1%)
	282/3017 (9.3%)
	not estimable
	20 fewer per 1000
(from 10 fewer to 40 fewer)
	⨁⨁⨁◯
Moderate
	CRITICAL

	Adverse Events

	11
	randomised trials
	seriousa
	not serious
	not serious
	not serious
	none
	301/1436 (21.0%)
	227/1053 (21.6%)
	not estimable
	10 more per 1000
(from 20 fewer to 50 more)
	⨁⨁⨁◯
Moderate
	IMPORTANT


CI: confidence interval
Explanations
a. Absence of blinding.

[bookmark: _Ref117967191][bookmark: _Toc124259817]Additional Table 15. Evidence to decision framework for recommending Tixagevimab + Cilgavimab treatment of pre-exposure prophylaxis in people at high risk of developing COVID-19
	1) Should Tixagevimab + Cilgavimab treatment be recommended for pre-exposure prophylaxis in people at high risk of developing severe COVID-19?

	Domain
	Question
	Judgement

	Problem

	Is the problem a priority?
	☐ No
☐ Probably no
☐ Probably yes
☐ Yes
· Varies
☐ Don’t know

	Desirable effects
	How substantial are the desirable anticipated effects?

	☐ Trivial
☐ Small
☐ Moderate
· Large 
☐ Varies
☐ Don’t know

	Undesirable effects
	How substantial are the undesirable anticipated effects?
	· Trivial
☐ Small
☐ Moderate
☐ Large
☐ Varies
☐ Don’t know

	Certainty of evidence
	What is the overall certainty of the evidence of effects?
	· Very low
☐ Low
☐ Moderate
☐ High
☐ No included studies

	Balance of effects
	Does the balance between desirable and undesirable effects favor the intervention or the comparison?
	☐ Favors the comparison
☐ Probably favors the comparison
☐ Does not favor either the intervention or the comparison 
· Probably favors the intervention
☐ Favors the intervention
☐ Varies
☐ Don't know


	Feasibility
	Is the intervention feasible to implement?
	☐ No
☐ Probably no
· Probably yes
☐ Yes
☐ Varies
☐ Don’t know

	Recommendation
	We suggest using Tixagevimab + Cilgavimab for prophylaxis in people at high risk of developing severe COVID-19 (conditional recommendation, very low certainty in evidence).





[bookmark: _Toc124259818]Additional Table S16. Evidence to decision framework for recommending Tixagevimab + Cilgavimab treatment in outpatients with mild COVID-19
	Should Tixagevimab + Cilgavimab treatment be recommended for outpatients with mild COVID-19?

	Domain
	Question
	Judgement

	Problem

	Is the problem a priority?

	☐ No
☐ Probably no
☐ Probably yes
· Yes
☐ Varies
☐ Don’t know

	Desirable effects
	How substantial are the desirable anticipated effects?

	☐ Trivial
☐ Pequena
· Moderada
☐ Grande 
☐ Varia
☐ Desconhecido

	Undesirable effects
	How substantial are the undesirable anticipated effects?
	☐ Trivial
· Small
☐ Moderate
☐ Large 
☐ Varies
☐ Don’t know

	Certainty of evidence
	What is the overall certainty of the evidence of effects?
	☐ Very low
☐ Low
· Moderate
☐ High
☐ No included studies

	Balance of effects
	Does the balance between desirable and undesirable effects favor the intervention or the comparison?
	☐ Favors the comparison
☐ Probably favors the comparison
☐ Does not favor either the intervention or the comparison 
· Probably favors the intervention
☐ Favors the intervention
☐ Varies
☐ Don't know


	Feasibility
	Is the intervention feasible to implement?
	☐ No
☐ Probably no
· Probably yes
☐ Yes
☐ Varies
☐ Don’t know

	Recommendation
	We suggest using tixagevimab + cilgavimab for prophylaxis in outpatients with mild COVID-19  (conditional recommendation, moderate certainty in evidence).





[bookmark: _Toc124259819]Additional Table S17. Evidence to decision framework for recommending Molnupiravir treatment in outpatients with mild COVID-19
	Should Molnupiravir treatment be recommended for outpatients with mild COVID-19?

	Domain
	Question
	Opções de resposta

	Problem

	Is the problem a priority?

	☐ No
☐ Probably no
☐ Probably yes
☐ Yes
· Varies
☐ Don’t know

	Desirable effects
	How substantial are the desirable anticipated effects?

	☐ Trivial
· Small
☐ Moderate
☐ Large
☐ Varies
☐ Don’t know

	Undesirable effects
	How substantial are the undesirable anticipated effects?
	· Trivial
☐ Small
☐ Moderate
☐ Large
☐ Varies
☐ Don’t know

	Certainty of evidence
	What is the overall certainty of the evidence of effects?
	· Very low
☐ Low
☐ Moderate
☐ High
☐ No included studies

	Balance of effects
	Does the balance between desirable and undesirable effects favor the intervention or the comparison?
	☐ Favors the comparison
☐ Probably favors the comparison
☐ Does not favor either the intervention or the comparison 
· Probably favors the intervention
☐ Favors the intervention
☐ Varies
☐ Don't know


	Feasibility
	Is the intervention feasible to implement?
	☐ No
☐ Probably no
· Probably yes
☐ Yes
☐ Varies
☐ Don’t know

	Recommendation
	We suggest using Molnupiravir in outpatients with mild COVID-19 (conditional recommendation, very low certainty in evidence).


[bookmark: _Ref118240854]


[bookmark: _Toc124259820]Additional Table S18. Evidence to decision framework for recommending Nirmatrevir/Ritonavir treatment in outpatients with mild COVID-19
	Should Nirmatrelvir/ritonavir treatment be recommended for outpatients with mild COVID-19?

	Domain
	Question
	Judgement

	Problem

	Is the problem a priority?

	☐ No
☐ Probably no
· Probably yes
☐ Yes
☐ Varies
☐ Don’t know

	Desirable effects
	How substantial are the desirable anticipated effects?

	☐ Trivial
☐ Small
☐ Moderate
· Large 
☐ Varies
☐ Don’t know

	Undesirable effects
	How substantial are the undesirable anticipated effects?
	☐ Trivial
· Small
☐ Moderate
☐ Large
☐ Varies
☐ Don’t know

	Certainty of evidence
	What is the overall certainty of the evidence of effects?
	☐ Very low
☐ Low
· Moderate
☐ High

	Balance of effects
	Does the balance between desirable and undesirable effects favor the intervention or the comparison?
	☐ Favors the comparison
☐ Probably favors the comparison
☐ Does not favor either the intervention or the comparison 
☐ Probably favors the intervention
· Favors the intervention
☐ Varies
☐ Don't know


	Feasibility
	Is the intervention feasible to implement?
	☐ No
☐ Probably no
· Probably yes
☐ Yes
☐ Varies
☐ Don’t know

	Recommendation
	We recommend using Nirmatrelvir/Ritonavir in outpatients with mild COVID-19 (strong recommendation, moderate certainty in evidence).


[bookmark: _Ref118237701]


[bookmark: _Toc124259821]Additional Table S19. Evidence to decision framework for recommending Remdesivir treatment in outpatients with mild COVID-19
	[bookmark: _Hlk108263386]Should Remdesivir treatment be recommend for outpatients with mild COVID-19?

	Domain
	Question
	Judgement

	Problem
	Is the problem a priority?

	☐ No
☐ Probably no
· Probably yes
☐ Yes
☐ Varies
☐ Don’t know

	Desirable effects
	How substantial are the desirable anticipated effects?

	☐ Trivial
☐ Small
· Moderate
☐ Large 
☐ Varies
☐ Don’t know

	Undesirable effects
	How substantial are the undesirable anticipated effects?
	· Trivial
☐ Small
☐ Moderate
☐ Large
☐ Varies
☐ Don’t know

	Certainty of evidence
	What is the overall certainty of the evidence of effects?
	☐ Very low
· Low
☐ Moderate
☐ High
☐ No included studies

	Balance of effects
	Does the balance between desirable and undesirable effects favor the intervention or the comparison?
	☐ Favors the comparison
☐ Probably favors the comparison
☐ Does not favor either the intervention or the comparison 
· Probably favors the intervention
☐ Favors the intervention
☐ Varies
☐ Don't know


	Feasibility
	Is the intervention feasible to implement?
	☐ No
☐ Probably no
☐ Probably yes
☐ Yes
· Varies
☐ Don’t know

	Recommendation
	We suggest using Remdesivir in outpatients with mild COVID-19 (conditional recommendation, low certainty in evidence).





[bookmark: _Toc124259822]Additional Table S20. Evidence to decision framework for recommending Hidroxychloroquine or Chloroquine treatment in outpatients with mild COVID-19
	[bookmark: _Hlk108263509]Should Hidroxychloroquine or Chloroquine treatment be recommended for outpatients with mild COVID-19?

	Domain
	Question
	Judgement

	Problem

	Is the problem a priority?

	☐ No
☐ Probably no
· Probably yes
☐ Yes
☐ Varies
☐ Don’t know

	Desirable effects
	How substantial are the desirable anticipated effects?

	· Trivial
☐ Small
☐ Moderate
☐ Large 
☐ Varies
☐ Don’t know

	Undesirable effects
	How substantial are the undesirable anticipated effects?
	☐ Trivial
· Small
☐ Moderate
☐ Large
☐ Varies
☐ Don’t know

	Certainty of evidence
	What is the overall certainty of the evidence of effects?
	☐ Very low
☐ Low
· Moderate
☐ High
☐ No included studies

	Balance of effects
	Does the balance between desirable and undesirable effects favor the intervention or the comparison?
	☐ Favors the comparison
· Probably favors the comparison
☐ Does not favor either the intervention or the comparison 
☐ Probably favors the intervention
☐ Favors the intervention
☐ Varies
☐ Don't know

	Feasibility
	Is the intervention feasible to implement?
	☐ No
☐ Probably no
☐ Probably yes
· Yes
☐ Varies
☐ Don’t know

	Recommendation
	We recommend against using Hidroxychloroquine or Chloroquine in outpatients with mild COVID-19 (strong recommendation, moderate certainty in evidence).





[bookmark: _Toc124259823]Additional Table 21. Evidence to decision framework for recommending Ivermectin treatment in outpatients with mild COVID-19
	Should Ivermectin treatment be recommended for outpatients with mild COVID-19?

	Domain
	Question
	Judgement

	Problem
	Is the problem a priority?

	☐ No
☐ Probably no
· Probably yes
☐ Yes
☐ Varies
☐ Don’t know

	Desirable effects
	How substantial are the desirable anticipated effects?

	· Trivial
☐ Small
☐ Moderate
☐ Large 
☐ Varies
☐ Don’t know

	Undesirable effects
	How substantial are the undesirable anticipated effects?
	☐ Trivial
· Small
☐ Moderate
☐ Large
☐ Varies
☐ Don’t know

	Certainty of evidence
	What is the overall certainty of the evidence of effects?
	☐ Very low
☐ Low
· Moderate
☐ High
☐ No included studies

	Balance of effects
	Does the balance between desirable and undesirable effects favor the intervention or the comparison?
	☐ Favors the comparison
· Probably favors the comparison
☐ Does not favor either the intervention or the comparison 
☐ Probably favors the intervention
☐ Favors the intervention
☐ Varies
☐ Don't know

	Feasibility
	Is the intervention feasible to implement?
	☐ No
☐ Probably no
☐ Probably yes
· Yes
☐ Varies
☐ Don’t know

	Recommendation
	We recommend against using Ivermectin in outpatients with mild COVID-19 (strong recommendation, moderate certainty in evidence)





[bookmark: _Toc124259824]Additional Table S22. Evidence to decision framework for recommending Remdesivir treatment in hospitalized patients with severe COVID-19
	Should Remdesivir treatment be recommended for hospitalized patients with severe COVID-19?

	Domain
	Question
	Judgement

	Problem

	Is the problem a priority?

	☐ No
☐ Probably no
☐ Probably yes
· Yes
☐ Varies
☐ Don’t know

	Desirable effects
	How substantial are the desirable anticipated effects?

	☐ Trivial
☐ Small
· Moderate 
☐ Large 
☐ Varies
☐ Don’t know

	Undesirable effects
	How substantial are the undesirable anticipated effects?
	☐ Trivial
· Small
☐ Moderate
☐ Large
☐ Varies
☐ Don’t know

	Certainty of evidence
	What is the overall certainty of the evidence of effects?
	☐ Very low
· Low
☐ Moderate
☐ High
☐ No included studies

	Balance of effects
	Does the balance between desirable and undesirable effects favor the intervention or the comparison?
	☐ Favors the comparison
☐ Probably favors the comparison
☐ Does not favor either the intervention or the comparison 
· Probably favors the intervention
☐ Favors the intervention
☐ Varies
☐ Don't know


	Feasibility
	Is the intervention feasible to implement?
	☐ No
☐ Probably no
· Probably yes
☐ Yes
☐ Varies
☐ Don’t know

	Recommendation
	We suggest using Remdesivir in hospitalized patients with severe COVID-19 (conditional recommendation, low certainty in evidence).


[bookmark: _Ref118232972]

[bookmark: _Toc124259825]Additional Table S23. Evidence to decision framework for recommending Baricitinib treatment in hospitalized patients with severe COVID-19
	[bookmark: _Hlk108264935]Should Baracitinib treatment be recommended for hospitalized patients with severe COVID-19?

	Domain
	Question
	Judgement

	Problem

	Is the problem a priority?

	☐ No
☐ Probably no
☐ Probably yes
· Yes
☐ Varies
☐ Don’t know

	Desirable effects
	How substantial are the desirable anticipated effects?

	☐ Trivial
☐ Small
· Moderate 
☐ Large 
☐ Varies
☐ Don’t know

	Undesirable effects
	How substantial are the undesirable anticipated effects?
	☐ Trivial
· Small
☐ Moderate
☐ Large
☐ Varies
☐ Don’t know

	Certainty of evidence
	What is the overall certainty of the evidence of effects?
	☐ Trivial
☐ Small
· Moderate
☐ Large
☐ Varies
☐ Don’t know

	Balance of effects
	Does the balance between desirable and undesirable effects favor the intervention or the comparison?
	☐ Favors the comparison
☐ Probably favors the comparison
☐ Does not favor either the intervention or the comparison 
· Probably favors the intervention
☐ Favors the intervention
☐ Varies
☐ Don't know


	Feasibility
	Is the intervention feasible to implement?
	☐ No
☐ Probably no
· Probably yes
☐ Yes
☐ Varies
☐ Don’t know

	Recommendation
	We suggest using Baricitinib in hospitalized patients with severe COVID-19 (conditional recommendation, moderate certainty in evidence).






[bookmark: _Toc124259826]Additional Table S24. Evidence to decision framework for recommending Tocilizumab treatment in hospitalized patients with severe COVID-19
	Should Tocilizumab treatment be recommended for hospitalized patients with severe COVID-19?

	Domain
	Question
	Judgement

	Problem

	Is the problem a priority?

	☐ No
☐ Probably no
☐ Probably yes
· Yes
☐ Varies
☐ Don’t know

	Desirable effects
	How substantial are the desirable anticipated effects?

	☐ Trivial
☐ Small
· Moderate 
☐ Large 
☐ Varies
☐ Don’t know

	Undesirable effects
	How substantial are the undesirable anticipated effects?
	☐ Trivial
· Small
☐ Moderate
☐ Large
☐ Varies
☐ Don’t know

	Certainty of evidence
	What is the overall certainty of the evidence of effects?
	☐ Trivial
☐ Small
· Moderate
☐ Large
☐ Varies
☐ Don’t know

	Balance of effects
	Does the balance between desirable and undesirable effects favor the intervention or the comparison?
	☐ Favors the comparison
☐ Probably favors the comparison
☐ Does not favor either the intervention or the comparison 
· Probably favors the intervention
☐ Favors the intervention
☐ Varies
☐ Don't know


	Feasibility
	Is the intervention feasible to implement?
	☐ No
☐ Probably no
· Probably yes
☐ Yes
☐ Varies
☐ Don’t know

	Recommendation
	We suggest using Tocilizumab in hospitalized patients with severe COVID-19 (conditional recommendation, moderate certainty in evidence).
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[bookmark: _Ref116850013][bookmark: _Toc124260024][bookmark: _Toc124261163]Additional figure 1. Flow chart of study selection of Tixagevimab and Cilgavimab in Covid-19 pre-exposure prophylaxis
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[bookmark: _Toc124260025][bookmark: _Toc124261164]Additional figure 2. Flow chart of study selection of monoclonal antibody in outpatients with mild COVID-19
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[bookmark: _Ref118240919][bookmark: _Toc124260026][bookmark: _Toc124261165]Additional figure 3. Flow chart of study selection of Nirmatrelvir plus Ritonavir in outpatients with mild COVID-19
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[bookmark: _Toc124260027][bookmark: _Toc124261166]Additional figure 4. Flow chart of study selection of Molnupiravir in outpatients with mild COVID-19
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[bookmark: _Ref118237630][bookmark: _Toc124260028][bookmark: _Toc124261167]Additional figure 5. Flow chart of study selection of Remdesivir in outpatients with mild COVID-19
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[bookmark: _Toc124260029][bookmark: _Toc124261168]Additional figure 6. Flow chart of study selection of Hidroxychloroquine and Chloroquine in outpatients mild COVID-19
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[bookmark: _Toc124260030][bookmark: _Toc124261169]Additional figure 7. Flow chart of study selection of Ivermectin in outpatients mild COVID-19
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[bookmark: _Ref118236438][bookmark: _Toc124260031][bookmark: _Toc124261170]Additional figure 8. Flow chart of study selection of Rendesivir in hospitalized patients with severe COVID-19
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[bookmark: _Ref118236421][bookmark: _Toc124260032][bookmark: _Toc124261171]Additional figure 9. Flow chart of study selection of Baracitinib in hospitalized patients with severe COVID-19



	Records identified through databases searching (n = 430)
Medline: n = 329, Embase: n = 51, Clinical Trials: n = 12 and Scholar: n = 38
Manual search (n = 0)

Identification


	



Record excluded bases on title and/or abstract (n = 378)






Screening


Records screened (n = 430)


Record excluded (n = 37)

Associations (n = 4)
Protocol (n = 3)
Interim analysis (n = 1)
Post-hoc (n = 3)
RCT phase 2 (n = 3)
Short follow-up (n = 1)
No control or improper (n = 4)
Cohort (n = 2)
Abstract (n = 6)
Review (n = 1)
Duplicate (n = 10)



Full-text article assessed for eligibility (n = 51)
Eligibility





Study included in qualitative synthesis (n = 14)

Study included in quantitative synthesis (n = 14)
Included





[bookmark: _Ref116850022][bookmark: _Toc124260033][bookmark: _Toc124261172]Additional figure 10. Flow chart of study selection of Tocilizumab in hospitalized patients with severe COVID-19
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[bookmark: _Toc124260034]Additional figure 11. Effect of Molnupiravir compared to control on mortality of outpatients with mild COVID-19
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[bookmark: _Toc124260035]Additional figure 12. Effect of Molnupiravir compared to control on hospitalization of outpatients with mild COVID-19
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[bookmark: _Toc124260036]Additional figure 13. Effect of Molnupiravir compared to control on serious adverse events in outpatients with mild COVID-19
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[bookmark: _Toc124260037]Additional figure 14. Effect of Hidroxychloroquine and Chloroquine compared to control on mortality of outpatients with mild COVID-19
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[bookmark: _Toc124260038][bookmark: _Hlk116853672]Additional figure 15. Effect of Hidroxychloroquine  and Chloroquine compared to control on hospitalization of outpatients with mild COVID-19
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[bookmark: _Toc124260039]Additional figure 16. Effect of Hidroxychloroquine and Chloroquine compared to control on serious adverse events in outpatients with mild COVID-19
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[bookmark: _Toc124260040]Additional figure 17. Effect of Ivermectin compared to control on hospitalization of outpatients with mild COVID-19
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[bookmark: _Toc124260041]Additional figure 18. Effect of Ivermectin compared to control on serious adverse events in outpatients with mild COVID-19
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[bookmark: _Ref117950801][bookmark: _Toc124260042]Additional figure 19. Effect of Remdesivir compared to control on mortality of hospitalized patients with severe COVID-19
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[bookmark: _Ref117951147][bookmark: _Toc124260043]Additional figure 20. Effect of Remdesivir compared to control on mechanical ventilation of hospitalized patients with severe COVID-19
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[bookmark: _Ref117951160][bookmark: _Toc124260044]Additional figure 21. Effect of Remdesivir compared to control on serious adverse events in hospitalized patients with severe COVID-19
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[bookmark: _Ref118236331][bookmark: _Toc124260045]Additional figure 22. Effect of Tocilizumab compared to control on mortality in hospitalized patients with severe COVID-19
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[bookmark: _Ref118236353][bookmark: _Toc124260046]Additional figure 23. Effect of Tocilizumab compared to control on mechanical ventilation in hospitalized patients with severe COVID-19
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[bookmark: _Ref118236368][bookmark: _Toc124260047]Additional figure 24. Effect of Tocilizumab compared to control on serious adverse events in hospitalized patients with severe COVID-19
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[bookmark: _Toc124260048]Additional figure 25. Risk of bias assessment for the study of Tixagevimab + Cilgavimab in COVID-19 pre-exposure prophylaxis
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[bookmark: _Toc124260049]Additional figure 26. Risk of bias assessment for the study of Tixagevimab + Cilgavimab in outpatients with mild COVID-19
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[bookmark: _Toc124260050]Additional figure 27. Risk of bias assessment for the studies of Molnupiravir in outpatients with mild COVID-19
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[bookmark: _Toc124260051]Additional figure 28. Risk of bias assessment for the study of Remdesivir in outpatients with mild COVID-19
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[bookmark: _Toc124260052]Additional figure 29. Risk of bias assessment for the study of Nirmatrelvir plus Ritonavir in outpatients with mild COVID-19
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[bookmark: _Toc124260053]Additional figure 30. Risk of bias assessment for the studies of Hidroxychloroquine and Chloroquine in outpatients with mild COVID-19
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[bookmark: _Toc124260054]Additional figure 31. Risk of bias assessment for the studies of Ivermectin in outpatients with mild COVID-19 

 
[image: ]
[bookmark: _Toc124260055]Additional figure 32. Risk of bias assessment for the study of Baricitinib in hospitalized patients with severe COVID-19 
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[bookmark: _Toc124260056]Additional figure 33. Risk of bias assessment for the studies of Tocilizumab in hospitalized patients with severe COVID-19

[bookmark: _GoBack]
image1.png
MOLNUPIRAVIR ~ COMPARISON Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Jayk Bernal A 2022 1 716 9 717 47.5% -0.01[-0.02, -0.00] ——

Tippabheris Sk 2022 0 &0 0 610 525% 0.0 -0.00,0.00] -

Total (95% CI) 1326 1327 1000%  -0.01[-002,001) et

Toml everrs 1 s

Heterogenehy: Taw? = 0.00; ChF = 14.93, df = 1 (P = 0.0001); ¥ = 93K ;
Test for averall effect: 2 = 0.59 ¢ = 0.56) D0 o2, 0525 PO

Favours [MOLNUPIRAVIR] - Favours [COMPARISON]




image2.png
MOLNUPIRAVIR ~ COMPARISON Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Jayk Bernal A 2022 a7 716 50 717 540K <0.02 F0.04, 0.01] ——]

Tippabhotia SK 2022 7 10 13 810 460K -0.010.020.00] —e

Total (95% CI) 1326 1327 1000% -0.01[-0.03,0.00] e

Total events 54 72

Heterogenehy: ChF = 0.31, dfF = 1. = 0.58); ¥ = 0%

Test for averall effect: Z = 1.65 (¢ = 0.10) 50 ooz O

Favours [MOLNUPIRAVIR] - Favours [COMPARISON]




image3.png
MOLNUPIRAVIR  COMPARISON Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Jayk Bernal A 2022 40 716 & 717 540K =0.03 F0.05, 0.00] —=
Tippabhotia SK 2022 78 610 BL  E10 46.0% —0.00 [0.04,0.03] ——
Total (95% CI) 1326 1327 1000% -0.02 [-0.04,001) -t
Total events 127 148
Heterogenehy: ChF = 0.73, df = 1.7 = 0.39); ¥ = 0%
Test for averall effect: Z = 1.34 (¢ = 0.18) oot 08 o

Favours [MOLNUPIRAVIR] - Favours [COMPARISON]




image4.png
Hca Control
Study or Subgroup _Events Total Events Total Weight

Risk Difference
M-H, Fixed, 95% CI

Risk Difference
M-H, Fixed, 95% CI

Avezum A 2022 5 689 5 683 46.6X
Miga et al. (15) 0 214 0 227 15.0%
Omranl et al. (14} 0 152 0 152 103%
Rels etal. (13} 0 136 1157 9.9%
Schwarez | 2021 0 111 0 37 38X
skipper etal. (16} 1 212 1 211 144K
Total (95% CI) 1514 1467 100.0%
Total events [ 7

Heterogenehty: Chit = 0.44, df = 5 (P = 0.99); P = 0%

Test for overall effect: Z = 0.24 (P = 0.81)

~0.00 [-0.01, 0.01]
0.00 [-0.01, 0.01]
0.00 [-0.01, 0.01]

-0.01 [-0.02,0.01]
0.00 [-0.04, 0.04]

-0.00 [-0.01, 0.01]

~0.00 [-0.01, 0.00]





image5.png
HCQ Control Risk Difference Risk Difference
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Avezum A 2022 44 689 57 GB3 46.6K —0.02 [0.05,0.01] — =
Wi etal. (15) B 136 11 157  9.9% -0.01[-0.07,0.04]
Omrani etal. (14} 3 152 4 152 10.3% -0.01[0.04,0.03] —
Reis etal. (13) B 214 11 227 15.0% -0.01[0.05,0.03] —_—
Schwartz 12021 4 111 0 37 38K 0.04[0.02,0.09] —_—
Siipper etal. (16) 4 212 10 211 144K —0.03 [-0.06,001] —————
Total (95% € 1514 1467 100.0% -0.02 [-0.03,0.00] —
Total events 7 93
Heterogenety: ChE = 4.84, df = 5 (P = 0.44); £ = 0% —s obm b oim obs

Test for overall effect: Z = 1.83 (P = 0.07)

Favours [HCQ] " Favours [control]




image6.png
Hca Control Risk Difference Risk Difference

Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Avezum A 2022 27 689 33 683 545% —0.01[-0.03,0.01] —

Wi etal. (15) 0 136 0 157 1LeX 0.00-0.01,001] —T

Omranl etal. (14} 0 152 0 152 12.1% 0.00 [0.01,0.01] -1

Rels etal. (13} 11 214 12 227 17.5% -0.00 [-0.04,0.04] I E—
Schwartz 12021 3 111 0 37 44K 0.03[0.02,0.08 —_—
Total (95% CI) 1302 1256 100.0% -0.00 [-0.02,0.01] D —

Total events. a1 45

Heterogeneny: ChF = 2.54, df = 4 ¢

0.68); F = 0% 205 0025 0 0625 0b5

Test for overall effect: Z = 0.56 (P = 0.58) Favours [HCQ]  Favours [control]




image7.png
Risk Difference
Weight M-H, Fixed, 95% CI

Risk Difference

M-H, Fixed, 95% CI

IVERMECTIN  Control
Study or Subgroup __ Events _Total Events Total
Lopez-Medina E 2021 22 238 20 238
Naggle § 2022 9 817 9 774
Rels G 2022 79 679 95 79
Total (95% CI) 1734 1691
Total events 110 124

Heterogenehy: Chit = 3.30, df = 2 (¢ = 0.18); F = 39%

Test for overall effect: Z = 1.01 (P = 0.31)

13.9%  0.01 [0.04, 0.06]
46.4% -0.00 [-0.01, 0.01]
39.7% -0.02 [-0.06, 0.01]

100.0% -0.01 [-0.02, 0.01]

-

.

-

1

~0.05

0.05 01

Favours [Ivermectin] Favours [control]




image8.png
Weight

Risk Difference
M-H, Fixed, 95% CI

Risk Difference
M-H, Fixed, 95% CI

IVERMECTIN  Control
Study or Subgroup __Events _Total Events Total
Lopez-Medina E 2021 2 238 2 238
Naggle § 2022 10 817 9 774
Rels G 2022 38 679 42 79
Total (95% CI) 1734 1691
Total events 50 53

Heterogenehty: Chit = 0.39, df = 2 (P = 0.62); F = 0%

Test for overall effect: Z = 0.35 (P = 0.72)

13.9%
46.4%

0.00 [-0.02,0.02]
0.00 [-0.01, 0.01]

39.7% -0.01[-0.03,0.02]

100.0%

~0.00 [-0.01, 0.01]

3

P

-

—0.05 0.025 0025 0.05
Favours (Ivermectin] Favours [control]




image9.png
Study or Subgroup

Risk Difference
M-H, Fixed, 95% CI

Risk Difference
M-H, Fixed, 95% CI

‘Abd-Elsalam § 2021
Ader F 2022

AllK 2022

Beigel JH 2020

Mahajan L 2021

Spinner €D 2020

wang ¥ 2020

WHO Solidarhy Trial 2022

Total (95% CI)
Total events

Remdesivir Control
Events Total Events Total Weight
9 105 7 104 1.7%
34 412 38 418 66X
127 &34 152 648 10.2%
59 541 77 521 B.5%
5 34 3 3% 0@N
5 3% 4 200 42
22 158 10 79 1.7%
602 4169 643 4151 GG5K
6451 6157 1000%

863 934

0.67) F = 0%

Hetzrogenchy: Chi: = 4.95, df = 7 (
Test for overall effect: Z = 2.22 (P = 0.03)

0.02 [-0.05, 0.09]
-0.01 [-0.05, 0.03]
-0.03 [-0.08, 0.01]
-0.04 [-0.08, 0.00]

0.06 [-0.09,0.21]
-0.01 [-0.03, 0.01]

0.01 [-0.08, 0.10]
-0.01 [-0.03, 0.00]

~0.01 [-0.03, -0.00]

|,
= = iy 2

SRV Favours placebo/SC




image10.png
Remdesivir  Controle Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
‘Abd~Elsalam § 2021 11 105 B 104 44K 0.03 [-0.05,0.01]

Ader F 2022 26 414 41 418 12.0%  -0.04 [0.07,0.00]

AllK 2022 46 634 B9 648 14.4% ~0.06 [0.10,-0.03] —

Beigel JH 2020 52 541 B2 521 118K -0.06[0.10,-0.02] —_—

Mahajan L 2021 4 34 2 3 17%  0.060.07,0.19] _t
Spinner €D 2020 10336 4 200 213%  -0.02[-0.04,0.00] —

Wang Y 2020 2 158 3 78 90N  —0.03 [0.07,0.02] —_—

WHO Solkdarhy Trial 2022 535 3787 593 3782 23.6%  —0.02 [-0.03,0.00] —

Total (95% CI) 6069 5788 100.0%  -0.03 [-0.05,-001] -

Total events §77 B22

Heterogeneny: Taut = 0.00; Chit = 14.30, df = 7 (P = 0.05); F = 51% B e e

Test for overall effect: Z = 3.18 (P = 0.001) Favours RDV Favours placebo/SC




image11.png
Risk Difference

Weight_M-H, Random, 95% CI

Risk Difference
M-H, Random, 95% CI

Remdesivir  Control
Study or Subgroup _Events Total Events Total
‘Abd-Elsalam § 2021 0 105 0 104
Ader F 2022 128 414 130 418
Beigel JH 2020 131 532 163 518
Spinner €D 2020 10 193 18 200
wang ¥ 2020 28 155 20 78
Total (95% CI) 1399 1316
Total events 297 331

26.7%
19.3%
20.9%
21.6%
11.8%

100.0%

0.00 [-0.02,0.02]
0.0 [-0.06, 0.06]
-0.07 [-0.12, 0.02]
~0.04 [-0.09, 0.01]
-0.08 [-0.19, 0.04]

~0.03 [-0.08, 0.02]

Hetzrogenehy: Taw? = 0.00; ChP = 20.08, df = 4 (P = 0.0005); F = 80X

Test for overall effect: Z = 1.24 (P = 0.22)

L
— 4z 91 001 o

Favours RDV Favours placebo/SC




image12.png
Tocilizumab ~ Comparison Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Broman N 2022 1 57 0 20 10K 0.02[0.040.08 I
Declercq ) 2021 0 114 9 115 3.0%  0.01[-0.06,0.08] —
Derde L 2021 317 972 150 418 15.6% -0.03 [0.09,0.02] T
Hermine O (No 2) 2022 12 56 13 46 13K —0.07 [0.24,0.10] —
Hermine 0 2021 7 8 8 &7 17% 001012010 B —
Hermine O 2022 15 226 19 227 6.0%  -0.02 [-0.07,0.03] 7
Horby PW 2021 621 2022 729 2094 54.7% -0.04 [-0.07, 0.01] -
Pyar K 2022 32 55 19 50 0.0%  0.200.01,0.39]
Rosas 10 2021 S8 294 28 144 51X  0.00 [-0.08, 0.08] —t
Salama C 2020 26 249 11 128 45K 0.02[-0.08,0.08] -+
Sabarani C 2020 2 60 1 & 1eK  0.02[-0.04,007] -+
Soin S 2021 191 15 BB 24% —0.05[.15,0.05] —
Stone JH 2020 5 161 3 B2 29% 0.02(0.03,007 -
Veiga VC 2021 14 6 & & 00K 0120-0.00,0.24]
Total (95% € 4365 3501 100.0% -0.03 [-0.05, -0.01] >
Total events 1089 286
Heterogenehty: Ch = 13.27, df = 11 (P = 0.28); P = 17% ﬁi‘&—%

Test for overall effect: Z = 2.89 (P = 0.004)

TCZ Favours SC





image13.png
Tocilizumab  Standard Care
Study or Subgroup _Events _Total Events _Total

Weight

Risk Difference
M-H, Fixed, 95% CI

Risk Difference
M-H, Fixed, 95% CI

Derde L2021 220 972 124 41§
Horby PW 2021 67 2022 BE 2004
Rasas 0 2021 51 204 30 144
Salama € 2020 20 249 16 128
Salvaranl C 2020 & 80 5 6
Soln A5 2021 1@ 91 13 B8
Stone JH 2020 1 181 [
Total (95% CI) 3849 3017
Total events 389 282

Heterogenelty: Chit = 10.95, df = & (P = 0.09); F = 45%
Test for overall effect: Z = 3.20 (P = 0.001)

17.9%
63.0%
5.9%
5.2%
19%
2.7%
3.3%

100.0%

=0.07 [-0.12, 0.02]
~0.01 [-0.02, 0.00]
-0.03 [-0.11, 0.04]
-0.04 [-0.11, 0.02]

0.02 [-0.08, 0.12]
0.01 [-0.10, 0.11]
~0.03 [-0.10, 0.05]

~0.02 [-0.04, -0.01]

i

L
|

¥
TCZ Favours SC

C¥





image14.png
Tocilizumabe

‘Cuidado Padrao

Risk Difference

Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Broman N 2022 1 57 1 29 3.3% -0.02 [-0.09, 0.08] I
Declercq ) 2021 5 114 L] 115 9.7% -0.01 [-0.08, 0.05] B
Hermine O (No 2} 2022 31 56 19 46 4.3%  0.14 [-0.05,0.33] N E—
Hermine O 2021 20 &3 29 &7 5.5% —0.12 [-0.28, 0.05] —
Hermine O 2022 a8 226 56 227 19.2% -0.03 [0.11, 0.04] e

Rosas 10 2021 103 294 55 144 16.4% -0.03 [-0.13, 0.08] T
Salama € 2020 38 249 25 128 14.3% -0.04 [0.12,0.04] I
Sabaranl C 2020 1 &0 2 63 5.2% -0.02[-0.07,0.04] T

Soln AS 2021 15 91 15 B8 7.6% -0.01[-0.12,0.10] I
Stone JH 2020 28 161 12 B2 9.2% 0.03 [0.07,0.12] e ma—
Velga VC 2021 11 &5 7 &4 55% 0.06 [-0.06, 0.18] —

Total (95% C1) 1436 1053 100.0% -0.011-0.05,0.02) <

Total events 301 227

Heterogenehty: ChE = 7.07, df = 10 (P = 0.72); P = 0X

Test for overall effect: Z = 0.93 (P = 0.35)





image15.png
Tabela 3 - Tixagevimab e Cilgavimab

BLINDED BLINDED

STUDIES  RANDOMIZATION DOUBLE BLIND ‘ LOSSES JOUIEONES

CHARACTERISTIC | popocooiaTe

ALLOCATION EVALUATOR o

ESTIMATION | INTERRUPTION

PROGNOSTIC ‘

‘ ITT ANALYSIS ‘

SAMPLE ‘ EARLY ‘

Levin MJ 2022

SUBTITLE LOW RISK OF BIAS WITHOUT INFORMATION HIGH RISK OF BIAS





image16.png
Tabela 3 - Tixagevimab e Cilgavimab

STUDIES

Montgomery H
2022

RANDOMIZATION

BLINDED
ALLOCATION

DOUBLE BLIND

BLINDED
EVALUATOR

PROGNOSTIC
LOSSES | CHARACTERISTIC

s

SUBTITLE

LOW RISK OF BIAS

WITHOUT INFORMATION

OUTCOMES
APPROPRIATE

SAMPLE

‘ ITT ANALYSIS ‘ T

HIGH RISK OF BIAS

EARLY
INTERRUPTION





image17.png
Tabela 3a - Molnupiravir (mild COVID) - RISK OF BIAS

STUDIES

Jayk Bemal A 2022

Tippabhotla SK 2022
SUBTITLE

RANDOMIZATION

BLINDED
ALLOCATION

LOW RISK OF BIAS

DOUBLE BLIND

BLINDED
EVALUATOR

PROGNOSTIC
LOSSES | CHARACTERISTIC
s

OUTCOMES
APPROPRIATE

SAMPLE
ESTIMATION

‘ ITT ANALYSIS ‘

WITHOUT INFORMATION

HIGH RISK OF BIAS

EARLY
INTERRUPTION





image18.png
Tabela 3c - REMDESIVIR (mild COVID) - Risk of Bias

PROGNOSTIC
BLINDED BLINDED OUTCOMES
STUDIES RANDOMIZATION| ,'ocation | DOUBLEBLIND | uniicon LOSSES CHARACIERISTIC AT ‘ ITT ANALYSIS ‘

ESTIMATION

INTERRUPTION

SAMPLE ‘ EARLY ‘

Gottlieb RL 2022

SUBTITLE LOW RISK OF BIAS WITHOUT INFORMATION HIGH RISK OF BIAS





image19.png
Tabela 3b - NIRMATRELVIR plus RITONAVIR (mild COVID) - Risk of Bias

STUDIES

Hammond J 2022

RANDOMIZATION

BLINDED
ALLOCATION

DOUBLE BLIND

BLINDED
EVALUATOR

PROGNOSTIC
LOSSES | CHARACTERISTIC

s

SUBTITLE

LOW RISK OF BIAS

WITHOUT INFORMATION

OUTCOMES
APPROPRIATE

SAMPLE

‘ ITT ANALYSIS ‘ T

HIGH RISK OF BIAS

EARLY
INTERRUPTION





image20.png
STUDIES

FirstAuthor | Year |ANDOMIZATIO|CONCEALMEN| DOUBLE | EVALUATOR | | hogpq | PROGNOSTICS | APPROPRIAT | INTENTION TO TREAT | SAMPLING | EARLY
D N |TALLOCATION BLIND |CHARACTERISTIE OUTCOMES| ANALYSIS CALCULATIO |INTERRUPTION

(35578952 | _AvemimA | 2022

34145052 | Schwarizi 2021

3085775 | ReisG 2021

33257500 | OmraniAS | 2020

32674126 Mitja O 2020

32673060 Skipper CP 2020





image21.png
IVERMECTIN - RISCO DE VIESES

ESTUDO

Lépez-Medina E 2021

RANDOMIZAGAO

ALocagio
VENDADA

DUPLO CEGO

AVALIADOR
CEGO.

PERDASMIGRACOES

caRACTERiSTICAS
PROGNOSTICAS

Naggie S 2022

DESFECHOS
APROPRIADOS

ANALISE POR
INTENCAO DE
TRATAMENTO

Reis G 2022

CcALcuLo
AMOSTRAL

INTERRUPCAO
PRECOCE





image22.png
TABLE 3a - BARICITINIB BIAS RISK

STUDIES

Marconi VC 2021

RANDOMIZATION

BLINDED
ALLOCATION

DOUBLE BLIND

BLINDED
EVALUATOR

PROGNOSTIC
LOSSES | CHARACTERISTIC

s

SUBTITLE

LOW RISK OF BIAS

WITHOUT INFORMATION

OUTCOMES
APPROPRIATE

SAMPLE

‘ ITT ANALYSIS ‘ T

HIGH RISK OF BIAS

EARLY
INTERRUPTION





image23.png
TABLE 3b - TOCILIZUMAB BIAS RISK

STUDIES

Hermine 0 2022

RANDOMIZATION

BLINDED
ALLOCATION

[ pouszoumo |

Broman N 2022

Hermine 0 2022

Pyar K 2022

Declercq J 2021
RECOVERY —Colaboralive Group|
021

Soin AS 2021

Rosas 10 2021

Veiga VC 2021

Salama C 2021

Hermine 0 2021

Salvarani C 2021

Derde L 2021

Stone JH 2020

BLINDED
EVALUATOR

[ osss

PROGNOSTIC
|CHARACTERISTICS|

OUTCOMES
APPROPRIATE

ITT ANALYSIS

SAMPLE
ESTIMATION

EARLY.
INTERRUPTION

SUBTITLE

LOW RISK OF BIAS

WITHOUT INFORMATION

—

HIGH RISK OF BIAS





