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• Although common and associated with high morbidity and 

mortality, sepsis and related terms remain difficult to define.  

 

• Two international consensus conferences in 1991 and 2001 

used expert opinion to generate sepsis definitions.  

 

• However, advances in the understanding of the pathobiology 

and appreciation that elements of the definitions may be 

outdated, inaccurate, or confusing prompted the European 

Society of Intensive Care Medicine and the Society of Critical 

Care Medicine to convene a Third International Consensus 

Task Force to reexamine the definitions.  

 

• This is sepsis-3  
Bone RC et al. Chest 1992; 101:1644–1655 

Levy MM et al. Crit Care Med 2003; 31: 1250-56 

Singer M et al. JAMA 2016; 315: 801–8  

Sepsis: a never-ending story 



• SEPSIS-3 has solved a major problem of SEPSIS-2, which 

required the presence of systemic inflammatory response 

syndrome (SIRS) + suspected infection to define sepsis.  

 

• For most physicians, the term “sepsis” is usually reserved for 
patients with a severe infection deserving critical care. 

 

• Using the SEPSIS-2 criteria would “overestimate” the number 
of cases of this disease by considering uncomplicated infection 

as sepsis. 

 

• Conversely, the SEPSIS-2 definition excludes a number of 

patients with potentially deleterious infection because SIRS is 

absent in one of eight patients with infection and organ 

dysfunction. 





New definitions: 

 

Sepsis is defined as life-threatening organ dysfunction 

caused by a dysregulated host response to infection 

 

NB: 

 

• The SIRS criteria have been removed 

• It may be present in simple, non complicated infection, 

or in response to non infectious-triggers (i.e. trauma, 

pancreatitis, post-cardiac arrest synderome) 

• Or may even be absent in critically ill patients with 

obvious evidence of a life-threatening infection. 



New definitions: 

 

• Organ dysfunction can be identified as an acute 

change in total SOFA score>2 points consequent to 

the infection 

 

• A SOFA score>2 reflects an overall mortality risk of 

approximately 10% in a general hospital population 

with suspected infection. 

 

• The baseline SOFA score can be assumed to be zero 

or in patients not known to have preexisting organ 

dysfunction 



Terms like severe sepsis/septicemia have been removed 

New definitions 

 

• Septic shock is a subset of sepsis in which underlying 

circulatory and cellular/metabolic abnormalities are 

profound enough to substantially increase mortality 

 

       Clinical criteria identifying such condition include the 

 need for vasopressors to obtain a MAP> 65 mmHg 

 and an increase in lactate concentration > 2 

 mmol/L, despite adequate fluid resuscitation.  











D: ANTIMICROBIAL THERAPY (1) 

• 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). 

 



D: ANTIMICROBIAL 

THERAPY (2) 

• 2. We recommend empiric broad-spectrum therapy with one 
or more antimicrobials for patients presenting with sepsis or 
septic shock to cover all likely pathogens (including bacterial 
and potentially fungal or viral coverage) (strong 
recommendation, moderate quality of evidence). 

• 3. We recommend that empiric antimicrobial therapy be 
narrowed once pathogen identification and sensitivities are 
established and/or adequate clinical improvement is noted 
(BPS). 

 



Several factors must be assessed and used in determining the 

appropriate antimicrobial regimen at eachmedical center and for 

each patient. These include: 

a) The anatomic site of infection with respect to the typical 
pathogen profile and to the properties of individual 
antimicrobials to penetrate that site 

b) Prevalent pathogens within the community, hospital, 
and even hospital ward 

c) The resistance patterns of those prevalent pathogens 

d) The presence of specific immune defects such as 
neutropenia, splenectomy, poorly controlled HIV 
infection and acquired or congenital defects of 
immunoglobulin, complement or leukocyte function or 
production 



e) Age and patient comorbidities including chronic illness 
(e.g., diabetes) and chronic organ dysfunction (e.g., liver 
or renal failure), the presence of invasive devices (e.g., 
central venous lines or urinary catheter) that 
compromise the defense to infection. 

f) Risk factors for infection with multidrug-resistant 
pathogens including prolonged hospital/chronic facility 
stay, recent antimicrobial use, prior hospitalization, and 
prior colonization or infection with multidrug- resistant 
organisms. 

 

 



g) Consider risk factors for: carbapenem resistant Gram negative 
rods (add a second agent….), MRSA, and legionella 

 

l) Consider risk factors for Candida spp (echinocandins in critically 
ill pts): β-D-glucan?  

 

m) Superior empiric coverage can be obtained using local and unit-
specific antibiograms or an infectious diseases consultation. 
Where uncertainty regarding appropriate patient-specific 
antimicrobial therapy exists, infectious diseases consultation is 
warranted. Early involvement of infectious diseases specialists 
can improve outcome in some circumstances (e.g., S aureus 

bacteremia) 

 

n)  The decisions to continue, narrow, or stop antimicrobial 
therapy must be made on the basis of clinician judgment and 
clinical information. 

 

 

 

 



D: ANTIMICROBIAL THERAPY (3) 

• 4. We recommend against sustained systemic 
antimicrobial prophylaxis in patients with severe 
inflammatory states of noninfectious origin (e.g., severe 
pancreatitis, burn injury) (BPS). 
– Although the prophylactic use of systemic antimicrobials 

 for severe necrotizing pancreatitis has been recommended in the 
past, recent guidelines have favored avoidance of this approach 

– Current guidelines for burn management do not support 
sustained antimicrobial prophylaxis 

 

• 5. We recommend that dosing strategies of 
antimicrobials be optimized based on accepted 
pharmacokinetic/pharmacodynamic principles and 
specific drug properties in patients with sepsis or septic 
shock (BPS). 

 

 

 



D: ANTIMICROBIAL THERAPY (4) 

6. We suggest empiric combination therapy (using at least 
two antibiotics of different antimicrobial classes) aimed 
at the most likely bacterial pathogen(s) for the initial 
management of septic shock (weak recommendation, 
low quality of evidence). 

 



Take home messages 

• Sepsis-3 is a helpful tool for identifying severe 

organ dysfunction and rapid progression to septic 

shock and ICU admission 

 

• However, Sepsis-3 diagnostic criteria narrow the 

sepsis population at the expense of sensitivity 

(false negatives may have delayed diagnosis) 

 

• Diagnostic management includes SOFA and 

qSOFA, but clinicians should be aware that both 

SOFA and qSOFA do not define sepsis, but instead 

might serve as indicators of an increased risk of 

death among patients with infection 

 

 


