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The Downside with urgent AB 

Urgent	antibiotics	
- Over	use	of	broad	spectrum	antibiotics	à driving	AB-resistance
- Wrong,	ineffective	antibiotics	à delay	in	effective	AB	
- Over	diagnosis	of	sepsis	à delay	in	finding	the	true	diagnosis
- Focus	on	sepsis	à less	attention	to	other	patient	groups	(esp.	in	ED)

Whenever	antibiotics
- Clostridial	infection
- Selection	for	resistant	pathogens	(bacteria,	fungi)
- Adverse	reactions	(allergy,	renal	failure)



benefit harm

sepsis	scale





D. ANTIMICROBIAL THERAPY

1. We recommend that administration of IV antimicrobials
be initiated as soon as possible after recognition and
within one hour for both sepsis and septic shock (strong
recommendation, moderate quality of evidence; grade
applies to both conditions).
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D. ANTIMICROBIAL THERAPY

1. We recommend that administration of IV antimicrobials
be initiated as soon as possible after recognition and
within one hour for both sepsis and septic shock (strong
recommendation, moderate quality of evidence; grade
applies to both conditions).
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“Strong recommendation, 
moderate quality of 

evidence…”
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NO RCTs

1h				2h 3h				4h				5h					6h



Kumar,	Crit Care	Med,	2006

TIME to ANTIBIOTICS
Retrospective,	14	ICU,	Canada	and	USA,	2731	patients	with	septic shock

cumulative effective
antimicrobial initiation

survival fraction

7,6 %
increased mortality for 

each hour antibiotic delay!



AB	within	1	h	of	severe	sepsis/septic	chock

The Impact of Timing of Antibiotics on Outcomes in Severe Sepsis 
and Septic Shock: A Systematic Review and Meta-analysis

Sterling,	Crit Care	Med,	2015

Not	significant?



Seymour,	NEJM,	2017

0,4%	increase	per	hour	
delay	of	antibiotics

49,331	patients	with	sepsis	or	septic	
shock (Sepsis-3)	in	the	ED at	149	
hospitals	in	NY	state	2014–2016



Liu,	AJRCCM,	2017

21	hospitals,	California
2010–2013



Summing up the evidence
I	think	that	the	increase	in	mortality	risk	per	
hour	antibiotic	delay	could	be:

∽ 2%	for	septic	shock
∽ 0,5%	for	sepsis



AB	within	1h	for	
Septic	shock
2%	mortality/h

benefit

harm

YES!



benefit harm

AB	within	1h	for	
Sepsis

0,5%	mortality/h

sepsis	scale

?



Distribution of SOFA score among infected patients 

Seymour,	JAMA,	2016

Non-ICU	patients
n=	66522

ICU	patients
n=7932

SEPSIS
SEPSIS

Sepsis:	infection	with	increase	≥	2	SOFA	points



Seymour,	JAMA,	2016

Non-ICU	patients
n=	66522

ICU	patients
n=7932

SOFA	2p,	 n∽ 10	
000

SOFA	2-3p,		n∽ 15	
000

Danger	zone
uncertain	reversibility

SpO2 (air)	=	92%	à SOFA	2	p	
SpO2 (air)	=	95%	à SOFA	1	p	

URGENT?

Distribution of SOFA score among infected patients 

Sepsis:	infection	with	increase	≥	2	SOFA	points



Remake – 3 possibilities
Revision	of	SSC	recommendations	for	AB	timing:

1.	Widening	of	the	time	window	for	non-shock	patientsà >	1h	(3h?)

2.	Narrowing	of	the	target	group	à septic	shock	+	a	subset of	sepsis

Revision	of	the	Sepsis	definition:	“Sepsis	4”

3.	Stricter	diagnostic	criteria	for	Sepsisà ≠	≥	2	SOFA	points	(3-4	p?)			
and/or updating	of	SOFA-score



Does one size fit all?

A	flash	from	clear	sky

Woman	20	years
yesterday	well
• 38.5oC
• petechiae
• BP	90/50

The	straw	that	broke	
the	camel's back

Man	85	years
unwell	for	3	d
• 38.5oC
• confusion
• BP	90/50

both	infection
same	SOFA

Equally
urgent

?



AI
diagnostic	aid

BASIC	LEVEL
☆☆☆

1	h	antibiotics	goal
(with	revised	case	definition)

Level	of	
Excellence
☆☆☆☆☆
BASIC LEVEL

but with
good clinical judgement

Looks 
pretty ok

Even 
betterFantastic!



Urgent is important!

Thank You!

for the really sick patients


