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M any physicians may not be aware that the term “sepsis” 
has undergone a change in definition that is important 
for research and for our understanding of its manage-

ment. A joint task force of the Society of Critical Care Medicine 
and the European Society of Intensive Care Medicine recently re-
examined long-standing definitions of sepsis and septic shock, 
and generated the Third International Consensus Definitions for 
Sepsis and Septic Shock (Sepsis-3).1–3 Sepsis is common and has a 
large impact worldwide, resulting in an estimated 8 million 
deaths annually; experts have emphasized that rapid detection 
and treatment are needed to reduce the number of deaths.4 The 
updated definitions have moved away from a broad characteriza-
tion of infection and systemic inflammatory response to a more 
specific subset of severe illness with infection characterized by 
organ dysfunction. Although the novel definitions are helpful to 
provide a more accurate description of the pathologic condition 
of sepsis, it is important to note that the definition and the criteria 
derived to operationalize them have not yet been shown to be 
useful in the management of individual patients, and screening 
based on the traditional definition should not be abandoned.

Original definitions of sepsis required the presence of two or 
more of the systemic inflammatory response syndrome (SIRS) 
criteria, coupled with suspicion of infection.5 Clinical use of the 
SIRS criteria became pervasive, and sepsis treatment protocols 
were developed based on these criteria. Rapid treatment proto-
cols have translated into improved survival for patients6,7 and 
reinforced widespread use of SIRS-based criteria. However, the 
low specificity of the SIRS criteria, and new evidence that ques-
tioned their sensitivity,8 generated concern that the broad defini-
tion did not adequately signify the severity of sepsis as an illness.

In response, the authors of Sepsis-3 used large-scale, national 
databases to derive evidence-based, updated consensus defini-
tions for sepsis and septic shock. The SIRS criteria were dis-
carded, because inflammatory response was not considered to 
be specific to sepsis. Instead, Sepsis-3 defines sepsis as “life-
threatening organ dysfunction caused by a dysregulated host 
response to infection.”1 Although this new definition explains 

what sepsis is, applying it at the bedside is challenging. There-
fore, objective clinical criteria were also identified for making the 
diagnosis of sepsis, using the Sequential Organ Failure Assess-
ment (SOFA) score. This assessment assigns points based on the 
magnitude of dysfunction in six organ systems and has been 
used for decades to predict mortality in patients with infection.9 
Sepsis is now defined as an acute increase in SOFA score of 2 or 
more from baseline in a patient with suspected infection,1 and is 
associated with a minimum twofold increased risk of death. 

This revised definition of sepsis is more consistent with recog-
nized pathophysiology, carries an incremental increase in mor-
tality risk, and thus is associated with more face validity than 
SIRS. However, the inclusion of the subjective words “life-
threatening” and “dysregulated,” as well as the subjective 
threshold of an increase in SOFA score of two points, makes clin
ical interpretation challenging. Use of SOFA for routine diagnosis 
in individual patients can prove burdensome, as laboratory val-
ues are not always easily obtained, particularly in low-resource 
settings. Furthermore, the mortality risk-stratification score used 
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KEY POINTS
•	 The Third International Consensus Definitions for Sepsis and 

Septic Shock (Sepsis-3) defined sepsis as life-threatening organ 
dysfunction caused by a dysregulated host response to infection.

•	 Sepsis-3 replaced systematic inflammatory response syndrome 
(SIRS) criteria from the definition of sepsis with clinical criteria 
based on the Sequential Organ Failure Assessment (SOFA) 
score; these criteria should be used only for prognostication of 
mortality and not for start of treatment.

•	 Quick SOFA clinical criteria were proposed for rapid risk-
stratification of patients with suspected infection, but existing 
evidence suggests that these criteria are poorly sensitive for 
prediction of mortality outside of the intensive care unit.

•	 Clinicians should continue to use SIRS criteria and clinical 
gestalt in screening, treating and risk-stratifying patients with 
infection.
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in Sepsis-3 indicates severe illness; it is not clinically equivalent 
to a screening test (i.e., a trigger for the start of treatment). Clin
icians should clearly not use the SOFA score to guide initiation of 
treatment in patients with infection as treatment should be 
started earlier in the course of illness.

Sepsis-3 also derived alternative criteria for the identification 
of patients at increased risk of death, using clinical parameters 
alone and in the absence of laboratory data. The quick SOFA 
(qSOFA)2 uses three criteria: systolic blood pressure of 
100 mm Hg or less, respiratory rate of 22 breaths/min or greater, 
and Glasgow Coma Scale score of less than 15. Presence of two 
or more of these criteria indicates increased risk of death and 
alerts the clinician to a patient who may require closer attention. 
The quick SOFA is not intended to define sepsis, but rather acts 
as a risk-stratification tool to identify patients at increased risk of 
death.1 Risk of death may already be clear, however, based on 
the presence of tachypnea, hypotension and altered conscious-
ness, which are all alarming signs without need for a scoring sys-
tem. The quick SOFA does not replace or eliminate the clinical 
utility of SIRS,10 and it was not intended to inform treatment 
decisions in patients with infection. A patient who meets fewer 
than two qSOFA criteria may still require aggressive treatment, 
because sensitivity of this tool for prediction of mortality is poor, 
particularly when compared with SIRS,11 and clinicians managing 
at-risk patients with infection outside of the intensive care unit 
(ICU) should continue to use the SIRS criteria as a prompt for the 
start of treatment.

Sepsis-3 also updated the definition of “septic shock,” identi-
fying criteria that characterize this high-risk subset of patients 
with sepsis.3 Previously, septic shock was defined as sepsis in 
addition to the presence of hypotension or start of vasopressors 
or inotropes (with evidence of perfusion abnormalities).5 Sepsis-3 
defines septic shock more specifically as sepsis in addition to 
shock requiring the start of vasopressors to maintain a mean arte-
rial pressure 65 mm Hg or greater, and a serum lactate level 
greater than 2.0 mmol/L following “adequate fluid resuscita-
tion.”3 Initial operationalization of this new definition suggested a 
lack of sensitivity, given its strict criteria; an appreciable propor-
tion of patients who would have been identified using the old def-
initions ultimately died.12

Although the Sepsis-3 definitions reflect our updated under-
standing of the pathophysiology of sepsis, they are not action-
able and do not replace existing protocols for the management 
of sepsis, which are associated with improved outcomes.6,7 To be 

fair, the revised definitions are not intended to be actionable, but 
rather prognostic. For clinicians, Sepsis-3 criteria do not guide 
treatment and should not be used to rule out risk of deteriora-
tion. When assessing patients with infection in non-ICU settings 
(e.g., the emergency department), the SIRS criteria have superior 
sensitivity to qSOFA11 and therefore should be used preferentially 
as a prompt for treatment, as per existing protocols.6 Clinical 
impression is still key in the care of patients with infection, who, 
even in the absence of SIRS criteria, may still require treatment 
for sepsis. The Sepsis-3 criteria may be useful for identification of 
patients at highest risk of death, but should not be used to form 
a clinical impression, particularly when they are absent. Prospec-
tive validation of the criteria is required. Ultimately, the label 
“sepsis” may be less important than being able to identify 
patients at risk of deterioration quickly.
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