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[bookmark: _Toc58438018]Should clinical evaluation AND procalcitonin vs. clinical evaluation be used in be used to decide when to start antimicrobials in adults with suspected sepsis or septic shock?

[bookmark: _Toc58438019]Evidence profile: Should clinical evaluation AND procalcitonin vs. clinical evaluation be used in be used to decide when to start antimicrobials in adults with suspected sepsis or septic shock?

	Quality assessment
	№ of patients
	Effect
	Quality
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	clinical evaluation AND procalcitonin 
	clinical evaluation
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Short-term mortality

	3 
	randomised trials 
	serious a
	not serious 
	not serious 
	serious b
	none 
	251/892 (28.1%) 
	248/877 (28.3%) 
	RR 0.99
(0.86 to 1.15) 
	3 fewer per 1,000
(from 40 fewer to 42 more) 
	⨁⨁◯◯
LOW 
	CRITICAL 

	Long-term mortality

	0 
	
	
	
	
	
	
	0/0 
	0/0 
	not estimable 
	
	- 
	CRITICAL 

	ICU length of stay

	3 
	randomised trials 
	serious a
	serious c
	not serious 
	serious d
	none 
	892 
	877 
	- 
	MD 0.19 higher
(0.98 lower to 1.36 higher) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Hospital length of stay

	1 
	randomised trials 
	serious a
	not serious 
	not serious 
	very serious d
	none 
	30 
	30 
	- 
	MD 7 lower
(26.24 lower to 12.24 higher) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Re-admission to hospital

	0 
	
	
	
	
	
	
	0/0 
	0/0 
	not estimable 
	
	- 
	CRITICAL 

	Hospital free days

	0 
	
	
	
	
	
	
	0 
	0 
	- 
	0 
(0 to 0 ) 
	- 
	CRITICAL 


CI: Confidence interval; RR: Risk ratio; MD: Mean difference
Explanations
a. No overall low risk of bias RCTs 
b. 95% CI includes both increased and reduced mortality 
c. Mean (SD) vales were calculated from median (IQR) values, and the converted results were not consistent between Lam 2018 SR and Peng 2019 SR 
d. 95% CI includes both increased and reduced LOS 




[bookmark: _Toc58438020]EtD: Summary of Judgments

	
	JUDGEMENT

	PROBLEM
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	DESIRABLE EFFECTS
	Trivial
	Small
	Moderate
	Large
	
	Varies
	Don't know

	UNDESIRABLE EFFECTS
	Large
	Moderate
	Small
	Trivial
	
	Varies
	Don't know

	QUALITY OF EVIDENCE
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	VALUES
	Important uncertainty or variability
	Possibly important uncertainty or variability
	Probably no important uncertainty or variability
	No important uncertainty or variability
	
	
	

	BALANCE OF EFFECTS
	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

	RESOURCES REQUIRED
	Large costs
	Moderate costs
	Negligible costs and savings
	Moderate savings
	Large savings
	Varies
	Don't know

	CERTAINTY OF EVIDENCE OF REQUIRED RESOURCES
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	COST EFFECTIVENESS
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	No included studies

	EQUITY
	Reduced
	Probably reduced
	Probably no impact
	Probably increased
	Increased
	Varies
	Don't know

	ACCEPTABILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	FEASIBILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know



[bookmark: _Toc58438021]Type of Recommendation

	Strong recommendation against the intervention
	Conditional recommendation against the intervention
	Conditional recommendation for either the intervention or the comparison
	Conditional recommendation for the intervention
	Strong recommendation for the intervention

	○ 
	● 
	○ 
	○ 
	○ 





[bookmark: _Toc58438022]Should administration of early (within 1 hour of recognition of septic shock) empirical antimicrobials vs. administration of late (beyond 1 hour of recognition of septic shock) empirical antimicrobials be used in adults with septic shock?
[bookmark: _Toc58438023]Should administration of early (within 1 hour of recognition of sepsis) empirical antimicrobials vs. Administration of late (beyond 1 hour of recognition of sepsis) empirical antimicrobials be used in adults with sepsis?

[bookmark: _Toc58438024]Evidence profile for early antibiotics
	Outcomes
	With late antibiotics 
(beyond 1 hour)
	With early antibiotics (within 1 hour)
	Absolute difference
	Relative effect
(95% CI)

	28-day mortality (%)
1 RCT (n=2672)
	8.2% 
	7.9% 
	3 fewer per 1.000
(21 fewer to 20 more) 
	RR 0.96
(0.74 to 1.24) 

	90-day mortality (%)
1 RCT (n=2672)
	11.8%
	11.5%
	2 fewer per 1,000
(24 fewer to 25 more)
	RR 0.98
(0.80 to 1.21)





[bookmark: _Toc58438025]Forest plot Timing of antibiotics

A) Antibiotics within versus beyond 1 hour in patients with severe sepsis/septic shock in observational studies. Mortality
[image: ]




B) Hourly delay in antibiotics in patients with sepsis and septic shock in observational studies. Mortality
[image: ]
[bookmark: _Toc58438026]EtD: Summary of Judgements for Early Antibiotics

	
	JUDGEMENT

	Problem
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	Desirable effects
	Trivial
	Small
	Moderate
	Large
	
	Varies
	Don't know

	Undesirable effects
	Large
	Moderate
	Small
	Trivial
	
	Varies
	Don't know

	Quality of evidence
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	Values
	Important uncertainty or variability
	Possibly important uncertainty or variability
	Probably no important uncertainty or variability
	No important uncertainty or variability
	
	
	

	Balance of effects
	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

	Resources required
	Large costs
	Moderate costs
	Negligible costs and savings
	Moderate savings
	Large savings
	Varies
	Don't know

	Certainty of evidence of required resources
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	Cost effectiveness
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	No included studies

	Equity
	Reduced
	Probably reduced
	Probably no impact
	Probably increased
	Increased
	Varies
	Don't know

	Acceptability
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	Feasibility
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know






[bookmark: _Toc58438027]Should shorter duration (as defined by the original trials) of antimicrobial therapy vs. longer duration (as defined by the original trials) of antimicrobial therapy be used in adults with sepsis or septic shock?
[bookmark: _Toc58438028]Evidence profile Duration of Antibiotics

	Quality assessment
	№ of patients
	Effect
	Quality
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	shorter duration (as defined by the original trials ) of antimicrobial therapy 
	longer duration (as defined by the original trials) of antimicrobial therapy
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Short term mortality

	16 
	randomised trials 
	serious a
	not serious 
	serious b
	serious c
	none 
	185/2136 (8.7%) 
	181/2100 (8.6%) 
	RR 1.02
(0.85 to 1.22) 
	2 more per 1,000
(from 13 fewer to 19 more) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Long term mortality (>90 days)

	
	
	
	
	
	
	
	0/0 
	0/0 
	not estimable 
	
	- 
	CRITICAL 

	ICU length of stay

	3 
	randomised trials 
	serious a
	not serious 
	serious d
	serious e
	none 
	327 
	329 
	- 
	MD 0.17 more
(1.5 fewer to 1.84 more) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Hospital length of stay

	1 
	randomised trials 
	serious f
	not serious 
	serious d
	very serious e
	none 
	14 
	16 
	- 
	MD 1 fewer
(4.11 fewer to 2.11 more) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Re-admission to hospital

	0 
	
	
	
	
	
	
	0/0 
	0/0 
	not estimable 
	
	- 
	CRITICAL 

	Hospital free days

	0 
	
	
	
	
	
	
	0/0 
	0/0 
	not estimable 
	
	- 
	CRITICAL 


CI: Confidence interval; RR: Risk ratio; MD: Mean difference
Explanations
a. Most RCTs had high risk of bias 
b. Indirect population (different infectious conditions; not restricted to sepsis/septic shock) 
c. 95% CI includes both reduced and increased mortality 
d. Indirect population (pneumonia) 
e. 95% CI includes both reduced and increased LOS 
f. High risk of bias RCT 



[bookmark: _Toc58438029]Forest plot: Shorter versus longer duration of antimicrobial therapy according to syndrome in RCTs. Short-term mortality.

[image: C:\Users\mmoe0145\AppData\Local\Microsoft\Windows\INetCache\Content.MSO\19A54E9.tmp]


[bookmark: _Toc58438030]EtD: Summary of Decisions: Duration of Antibiotics Recommendation

	
	JUDGEMENT

	PROBLEM
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	DESIRABLE EFFECTS
	Trivial
	Small
	Moderate
	Large
	
	Varies
	Don't know

	UNDESIRABLE EFFECTS
	Large
	Moderate
	Small
	Trivial
	
	Varies
	Don't know

	CERTAINTY OF EVIDENCE
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	VALUES
	Important uncertainty or variability
	Possibly important uncertainty or variability
	Probably no important uncertainty or variability
	No important uncertainty or variability
	
	
	

	BALANCE OF EFFECTS
	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

	RESOURCES REQUIRED
	Large costs
	Moderate costs
	Negligible costs and savings
	Moderate savings
	Large savings
	Varies
	Don't know

	CERTAINTY OF EVIDENCE OF REQUIRED RESOURCES
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	COST EFFECTIVENESS
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	No included studies

	EQUITY
	Reduced
	Probably reduced
	Probably no impact
	Probably increased
	Increased
	Varies
	Don't know

	ACCEPTABILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	FEASIBILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know



[bookmark: _Toc58438031]Type of Recommendation

	strong recommendation against the intervention
	conditional recommendation against the intervention
	conditional recommendation for either the intervention or the comparison
	conditional recommendation for the intervention
	strong recommendation for the intervention

	○ 
	○ 
	○ 
	● 
	○ 





[bookmark: _Toc58438032]Should daily assessment of de-escalation of antimicrobials vs. fixed duration of antimicrobial therapy (no daily assessment of de-escalation) be used in adults with sepsis or septic shock on antimicrobials?
[bookmark: _Toc58438033]Evidence Profile 

	Quality assessment
	№ of patients
	Effect
	Quality
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	daily assessment of de-escalation of antimicrobials
	fixed duration of antimicrobial therapy (no daily assessment of de-escalation)
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Short term mortality

	13 
	observational studies 
	serious a
	serious b
	not serious 
	not serious 
	none 
	220/967 (22.8%) 
	298/1001 (29.8%) 
	RR 0.72
(0.57 to 0.91) 
	83 fewer per 1,000
(from 128 fewer to 27 fewer) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Long term mortality (>90 days)

	1 
	observational studies 
	serious a
	not serious 
	not serious 
	serious c
	none 
	31/117 (26.5%) 
	30/112 (26.8%) 
	RR 0.99
(0.64 to 1.52) 
	3 fewer per 1,000
(from 96 fewer to 139 more) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	ICU length of stay

	6 
	observational studies 
	serious a
	serious b
	not serious 
	serious d
	none 
	424 
	380 
	- 
	MD 2.6 lower
(5.91 lower to 0.72 higher) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Hospital length of stay

	4 
	observational studies 
	serious a
	not serious 
	not serious 
	serious e
	none 
	248 
	211 
	- 
	MD 5.56 lower
(7.68 lower to 3.44 lower) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Re-admission to hospital

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Hospital free days

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 


CI: Confidence interval; RR: Risk ratio; MD: Mean difference
Explanations
a. Most studies had high risk of bias 
b. Differential results between data from observational studies and RCT 
c. 95% CI includes both increased and reduced mortality 
d. 95% CI includes both increased and reduced LOS 
e. Wide 95% CI around the effect estimate 



[bookmark: _Toc58438034]Forest plot:  De-escalation versus no de-escalation in patients with sepsis or septic shock (1 RCT and 12 observational studies). Short-term mortality.
[image: ]



[bookmark: _Toc58438035]EtD. Summary of Decisions

	
	JUDGEMENT

	PROBLEM
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	DESIRABLE EFFECTS
	Trivial
	Small
	Moderate
	Large
	
	Varies
	Don't know

	UNDESIRABLE EFFECTS
	Large
	Moderate
	Small
	Trivial
	
	Varies
	Don't know

	CERTAINTY OF EVIDENCE
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	VALUES
	Important uncertainty or variability
	Possibly important uncertainty or variability
	Probably no important uncertainty or variability
	No important uncertainty or variability
	
	
	

	BALANCE OF EFFECTS
	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

	RESOURCES REQUIRED
	Large costs
	Moderate costs
	Negligible costs and savings
	Moderate savings
	Large savings
	Varies
	Don't know

	CERTAINTY OF EVIDENCE OF REQUIRED RESOURCES
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	COST EFFECTIVENESS
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	No included studies

	EQUITY
	Reduced
	Probably reduced
	Probably no impact
	Probably increased
	Increased
	Varies
	Don't know

	ACCEPTABILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	FEASIBILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know



[bookmark: _Toc58438036]Type of Recommendation

	Strong recommendation against the intervention
	Conditional recommendation against the intervention
	Conditional recommendation for either the intervention or the comparison
	Conditional recommendation for the intervention
	Strong recommendation for the intervention

	○ 
	○ 
	○ 
	● 
	○ 




[bookmark: _Toc58438037]Should clinical evaluation AND procalcitonin to de-escalate/discontinue antimicrobials vs. clinical evaluation to de-escalate/discontinue antimicrobials be used in adults with sepsis or septic shock on antimicrobials?

[bookmark: _Toc58438038]Evidence profile 

	Quality assessment
	№ of patients
	Effect
	Quality
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	clinical evaluation AND procalcitonin to de-escalate/discontinue antimicrobials
	clinical evaluation to de-escalate/discontinue antimicrobials
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Short term mortality

	14 
	randomised trials 
	serious a
	not serious 
	not serious 
	not serious 
	none 
	496/2500 (19.8%) 
	552/2500 (22.1%) 
	RR 0.89
(0.80 to 0.99) 
	24 fewer per 1,000
(from 44 fewer to 2 fewer) 
	⨁⨁⨁◯
MODERATE 
	CRITICAL 

	Long term mortality (>90 days)

	0 
	
	
	
	
	
	
	0/0 
	0/0 
	not estimable 
	
	- 
	CRITICAL 

	ICU length of stay

	13 
	randomised trials 
	serious a
	serious b
	not serious 
	serious c
	none 
	2449 
	2450 
	- 
	MD 0.69 lower
(2.14 lower to 0.77 higher) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Hospital length of stay

	10 
	randomised trials 
	serious a
	serious d
	not serious 
	serious c
	none 
	2237 
	2245 
	- 
	MD 1.19 lower
(3.5 lower to 1.12 higher) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Re-admission to hospital

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 


CI: Confidence interval; RR: Risk ratio; MD: Mean difference
Explanations
a. Most trials had high risk of bias 
b. I2 =87% 
c. 95% CI includes both increased and reduced LOS 
d. I2 =83% 



[bookmark: _Toc58438039]Forest plot: Use of procalcitonin to decide when to discontinue antimicrobials. RCTs. Short-term mortality
[image: ]




[bookmark: _Toc58438040]EtD. Summary of Judgements 

	
	JUDGEMENT

	Problem
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	Desirable effects
	Trivial
	Small
	Moderate
	Large
	
	Varies
	Don't know

	Undesirable effects
	Large
	Moderate
	Small
	Trivial
	
	Varies
	Don't know

	Quality of evidence
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	Values
	Important uncertainty or variability
	Possibly important uncertainty or variability
	Probably no important uncertainty or variability
	No important uncertainty or variability
	
	
	

	Balance of effects
	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

	Resources required
	Large costs
	Moderate costs
	Negligible costs and savings
	Moderate savings
	Large savings
	Varies
	Don't know

	Certainty of evidence of required resources
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	Cost effectiveness
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	No included studies

	Equity
	Reduced
	Probably reduced
	Probably no impact
	Probably increased
	Increased
	Varies
	Don't know

	Acceptability
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	Feasibility
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know



[bookmark: _Toc58438041]Type of Recommendation

	Strong recommendation against the intervention
	Conditional recommendation against the intervention
	Conditional recommendation for either the intervention or the comparison
	Conditional recommendation for the intervention
	Strong recommendation for the intervention

	○ 
	○ 
	○ 
	● 
	○ 





[bookmark: _Toc58438042]Should two empirical antimicrobials with gram negative coverage vs. one empirical antimicrobial with gram negative coverage be used in adults with sepsis or septic shock?
[bookmark: _Toc58438043]Should two empirical antimicrobials with different mechanisms of action to provide double-coverage of the most likely pathogen vs. empirical mono-active antimicrobial therapy be used in adults with sepsis or septic shock?

[bookmark: _Toc58438044]Evidence profile 

	Quality assessment
	№ of patients
	Effect
	Quality
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	two empirical antimicrobials with different mechanisms of action to provide double-coverage of the most likely pathogen
	empirical mono-active antimicrobial therapy
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Short term mortality

	10 
	randomised trials 
	serious a
	not serious 
	not serious 
	serious b
	publication bias strongly suspected c
	269/1161 (23.2%) 
	235/1106 (21.2%) 
	RR 1.10
(0.94 to 1.28) 
	21 more per 1,000
(from 13 fewer to 59 more) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Long term mortality (>90 days)

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	ICU length of stay

	3 
	randomised trials 
	serious a
	not serious 
	not serious 
	very serious d
	none 
	279 
	267 
	- 
	MD 0.34 lower
(3.75 lower to 3.08 higher) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Hospital length of stay

	1 
	randomised trials 
	serious a
	not serious 
	not serious 
	very serious d
	none 
	71 
	69 
	- 
	MD 1.6 higher
(5.29 lower to 8.49 higher) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Re-admission to hospital

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Hospital free days

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 


CI: Confidence interval; RR: Risk ratio; MD: Mean difference
Explanations
a. Most trials had high risk of bias 
b. 95% CI includes both increased and reduced mortality 
c. Risk of small trial bias (publication bias) according to funnel plot 
d. 95% CI includes both increased and reduced LOS 



[bookmark: _Toc58438045]EtD: Summary of Judgements

	
	JUDGEMENT

	Problem
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	Desirable effects
	Trivial
	Small
	Moderate
	Large
	
	Varies
	Don't know

	Undesirable effects
	Large
	Moderate
	Small
	Trivial
	
	Varies
	Don't know

	Quality of evidence
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	Values
	Important uncertainty or variability
	Possibly important uncertainty or variability
	Probably no important uncertainty or variability
	No important uncertainty or variability
	
	
	

	Balance of effects
	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

	Resources required
	Large costs
	Moderate costs
	Negligible costs and savings
	Moderate savings
	Large savings
	Varies
	Don't know

	Certainty of evidence of required resources
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	Cost effectiveness
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	No included studies

	Equity
	Reduced
	Probably reduced
	Probably no impact
	Probably increased
	Increased
	Varies
	Don't know

	Acceptability
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	Feasibility
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know



[bookmark: _Toc58438046]Type of recommendation

	Strong recommendation against the intervention
	Conditional recommendation against the intervention
	Conditional recommendation for either the intervention or the comparison
	Conditional recommendation for the intervention
	Strong recommendation for the intervention

	○ 
	● 
	○ 
	○ 
	○ 





[bookmark: _Toc58438047]Should empirical antifungal therapy vs. no empirical antifungal therapy be used in adults with sepsis or septic shock at risk of fungal infection?
[bookmark: _Toc58438048]Evidence profile 
	Quality assessment
	№ of patients
	Effect
	Quality
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	empirical antifungal therapy
	no empirical antifungal therapy
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Short term mortality

	7 
	randomised trials 
	serious a
	not serious 
	not serious 
	serious b
	none 
	140/487 (28.7%) 
	147/503 (29.2%) 
	RR 0.94
(0.68 to 1.30) 
	18 fewer per 1,000
(from 94 fewer to 88 more) 
	⨁⨁◯◯
LOW 
	CRITICAL 

	Long Term Mortality (>90 days)

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	ICU Length of Stay

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Hospital length of stay

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Re-admission to hospital

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Hospital free days

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 


CI: Confidence interval; RR: Risk ratio
Explanations
a. Most trials had overall high risk of bias 
b. 95% CI includes both increased and reduced mortality 



[bookmark: _Toc58438049]EtD. Summary of Judgments

	
	JUDGEMENT

	PROBLEM
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	DESIRABLE EFFECTS
	Trivial
	Small
	Moderate
	Large
	
	Varies
	Don't know

	UNDESIRABLE EFFECTS
	Large
	Moderate
	Small
	Trivial
	
	Varies
	Don't know

	CERTAINTY OF EVIDENCE
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	VALUES
	Important uncertainty or variability
	Possibly important uncertainty or variability
	Probably no important uncertainty or variability
	No important uncertainty or variability
	
	
	

	BALANCE OF EFFECTS
	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

	RESOURCES REQUIRED
	Large costs
	Moderate costs
	Negligible costs and savings
	Moderate savings
	Large savings
	Varies
	Don't know

	CERTAINTY OF EVIDENCE OF REQUIRED RESOURCES
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	COST EFFECTIVENESS
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	No included studies

	EQUITY
	Reduced
	Probably reduced
	Probably no impact
	Probably increased
	Increased
	Varies
	Don't know

	ACCEPTABILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	FEASIBILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know



[bookmark: _Toc58438050]Type of recommendation

	Strong recommendation against the intervention
	Conditional recommendation against the intervention
	Conditional recommendation for either the intervention or the comparison
	Conditional recommendation for the intervention
	Strong recommendation for the intervention

	○ 
	○ 
	● 
	○ 
	○ 






[bookmark: _Toc58438051]Should prolonged infusion of beta-lactams (maintenance) vs. bolus infusion of beta-lactams (maintenance) be used in adults with sepsis or septic shock?

[bookmark: _Toc58438052]Evidence profile

	Quality assessment
	№ of patients
	Effect
	Quality
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	prolonged infusion of beta-lactams (maintenance) 
	bolus infusion of beta-lactams (maintenance) 
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Short term mortality

	17 
	randomised trials 
	serious a
	not serious 
	not serious 
	not serious 
	none 
	110/792 (13.9%) 
	161/805 (20.0%) 
	RR 0.70
(0.57 to 0.87) 
	60 fewer per 1,000
(from 86 fewer to 26 fewer) 
	⨁⨁⨁◯
MODERATE 
	CRITICAL 

	Long term mortality (>90 days)

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	ICU length of stay

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Hospital length of stay

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Re-admission to hospital

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Hospital free days

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 


CI: Confidence interval; RR: Risk ratio
Explanations
a. Most trials had high risk of bias 

[bookmark: _Toc58438053]EtD. Summary of Judgements

	
	JUDGEMENT

	PROBLEM
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	DESIRABLE EFFECTS
	Trivial
	Small
	Moderate
	Large
	
	Varies
	Don't know

	UNDESIRABLE EFFECTS
	Large
	Moderate
	Small
	Trivial
	
	Varies
	Don't know

	CERTAINTY OF EVIDENCE
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	VALUES
	Important uncertainty or variability
	Possibly important uncertainty or variability
	Probably no important uncertainty or variability
	No important uncertainty or variability
	
	
	

	BALANCE OF EFFECTS
	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

	RESOURCES REQUIRED
	Large costs
	Moderate costs
	Negligible costs and savings
	Moderate savings
	Large savings
	Varies
	Don't know

	CERTAINTY OF EVIDENCE OF REQUIRED RESOURCES
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	COST EFFECTIVENESS
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	No included studies

	EQUITY
	Reduced
	Probably reduced
	Probably no impact
	Probably increased
	Increased
	Varies
	Don't know

	ACCEPTABILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	FEASIBILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know



[bookmark: _Toc58438054]Type of recommendation

	Strong recommendation against the intervention
	Conditional recommendation against the intervention
	Conditional recommendation for either the intervention or the comparison
	Conditional recommendation for the intervention
	Strong recommendation for the intervention

	○ 
	○ 
	○ 
	● 
	○ 





[bookmark: _Toc58438055]Should surgical source control within 12 hours vs. surgical source control beyond 12 hours be used in adults with sepsis or septic shock and a source amenable to source control?
[bookmark: _Toc58438056]Evidence profile

	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	surgical source control within 12 hours
	surgical source control beyond 12 hours
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Short term mortality

	4 
	observational studies 
	not serious 
	serious a
	not serious 
	serious b
	none 
	808/3062 (26.4%) 
	401/1338 (30.0%) 
	RR 0.86
(0.66 to 1.11) 
	42 fewer per 1,000
(from 102 fewer to 33 more) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Long term mortality (>90 days)

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	ICU length of stay

	1 
	observational studies 
	not serious 
	not serious 
	not serious 
	serious c
	none 
	825 
	265 
	- 
	MD 0.5 lower
(2.62 lower to 1.62 higher) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Hospital length of stay

	1 
	observational studies 
	not serious 
	not serious 
	not serious 
	serious c
	none 
	825 
	265 
	- 
	MD 0.3 higher
(3.69 lower to 4.29 higher) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Re-admission to hospital

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Hospital free days

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 


CI: Confidence interval; RR: Risk ratio; MD: Mean difference
Explanations
a. Difference between a cut-off of 6 vs. 12 hours 
b. 95% CI includes both increased and reduced mortality 
c. 95% CI includes both increased and reduced LOS 



[bookmark: _Toc58438057]Forest plot: Early versus late source control in adults with sepsis or septic shock. Observational studies. Short-term mortality

[image: ]







[bookmark: _Toc58438058]EtD. Summary of Judgments

	
	JUDGEMENT

	PROBLEM
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	DESIRABLE EFFECTS
	Trivial
	Small
	Moderate
	Large
	
	Varies
	Don't know

	UNDESIRABLE EFFECTS
	Large
	Moderate
	Small
	Trivial
	
	Varies
	Don't know

	CERTAINTY OF EVIDENCE
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	VALUES
	Important uncertainty or variability
	Possibly important uncertainty or variability
	Probably no important uncertainty or variability
	No important uncertainty or variability
	
	
	

	BALANCE OF EFFECTS
	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

	RESOURCES REQUIRED
	Large costs
	Moderate costs
	Negligible costs and savings
	Moderate savings
	Large savings
	Varies
	Don't know

	CERTAINTY OF EVIDENCE OF REQUIRED RESOURCES
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	COST EFFECTIVENESS
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	No included studies

	EQUITY
	Reduced
	Probably reduced
	Probably no impact
	Probably increased
	Increased
	Varies
	Don't know

	ACCEPTABILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	FEASIBILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know



[bookmark: _Toc58438059]Should removal of indwelling catheters and foreign bodies vs. no removal of indwelling catheters and foreign bodies be used in adults with sepsis or septic shock potentially attributable to a catheter or foreign body?
[bookmark: _Toc58438060]Table. Evidence profile

	Quality assessment
	№ of patients
	Effect
	Quality
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	removal of indwelling catheters and foreign bodies
	no removal of indwelling catheters and foreign bodies
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Short term mortality

	3 
	observational studies 
	not serious 
	serious a
	not serious 
	serious b
	none 
	69/294 (23.5%) 
	44/220 (20.0%) 
	RR 0.99
(0.55 to 1.79) 
	2 fewer per 1,000
(from 90 fewer to 158 more) 
	⨁◯◯◯
VERY LOW 
	CRITICAL 

	Long term mortality (>90 days)

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	ICU length of stay

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Hospital length of stay

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Re-admission to hospital

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 

	Hospital free days

	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	- 
	CRITICAL 


CI: Confidence interval; RR: Risk ratio
Explanations
a. I2 64% 
b. 95% CI includes both increased and reduced mortality 
c. High risk of bias trial 


[bookmark: _Toc58438061]Forest plot:  Intravascular catheter removal versus watchful waiting in adults with suspected catheter related infection. Short-term mortality.
[image: ]





[bookmark: _Toc58438062]EtD. Summary of Judgments

	
	JUDGEMENT

	PROBLEM
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	DESIRABLE EFFECTS
	Trivial
	Small
	Moderate
	Large
	
	Varies
	Don't know

	UNDESIRABLE EFFECTS
	Large
	Moderate
	Small
	Trivial
	
	Varies
	Don't know

	CERTAINTY OF EVIDENCE
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	VALUES
	Important uncertainty or variability
	Possibly important uncertainty or variability
	Probably no important uncertainty or variability
	No important uncertainty or variability
	
	
	

	BALANCE OF EFFECTS
	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

	RESOURCES REQUIRED
	Large costs
	Moderate costs
	Negligible costs and savings
	Moderate savings
	Large savings
	Varies
	Don't know

	CERTAINTY OF EVIDENCE OF REQUIRED RESOURCES
	Very low
	Low
	Moderate
	High
	
	
	No included studies

	COST EFFECTIVENESS
	Favors the comparison
	Probably favors the comparison
	Does not favor either the intervention or the comparison
	Probably favors the intervention
	Favors the intervention
	Varies
	No included studies

	EQUITY
	Reduced
	Probably reduced
	Probably no impact
	Probably increased
	Increased
	Varies
	Don't know

	ACCEPTABILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know

	FEASIBILITY
	No
	Probably no
	Probably yes
	Yes
	
	Varies
	Don't know
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