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Sepsis is a major public health concern, accounting for more than $20 billion of total US 
hospital costs in 20111. It was previously defined as the presence of systemic 
inflammatory response syndrome (SIRS) in response to an infection2. The validity of 
SIRS criteria has been questioned; patients who have SIRS do not necessarily have 
adverse outcomes or infection, and patients with infection and organ failure may not 
meet SIRS criteria and yet have significant morbidity and mortality3. 
 
In 2014, the European Society of Intensive Care Medicine and Society of Critical Care 
Medicine set up a task force of 19 specialists to reexamine the definition of sepsis. This 
task force, termed Sepsis-3, defined sepsis as life-threatening organ dysfunction 
caused by a dysregulated host response to infection. With this new definition, the term 
severe sepsis is superfluous. Organ dysfunction can be identified as an acute change in 
total Sequential Organ Failure Assessment (SOFA) score of 2 or more points.  The 
components of SOFA are: PaO2/FiO2 ratio, Glasgow Coma Scale (GCS), blood 
pressure or vasopressor use, serum creatinine or urine output, bilirubin, and platelet 
count. The score can be determined using an online calculator (for example, 
http://clincalc.com/icumortality/sofa.aspx). A higher SOFA score is associated with an 
increased probability of mortality4. The baseline SOFA score should be assumed to be 
zero unless the patient has known preexisting (acute or chronic) organ dysfunction prior 
to onset of infection.  
 
The authors propose that septic shock should now be defined as sepsis with 
hypotension requiring vasopressor therapy to maintain mean arterial pressure (MAP) ≥ 
65mmHg and a serum lactate level > 2mmol/L, despite adequate fluid resuscitation. The 
combination of hyperlactatemia and hypotension encompasses both cellular dysfunction 
and cardiovascular compromise and is associated with hospital mortality of about 40%. 
 
The quick SOFA (qSOFA), which takes into account 3 variables of the SOFA, can be a 
valuable screening tool for patients who may be septic. The components of the qSOFA 
are: altered mental status, systolic blood pressure ≤ 100 mmHg, respiratory rate ≥ 
22/min.  Adult patients with 2 of these 3 clinical changes with suspected infections are 
more likely to have poor outcomes. The qSOFA does not require laboratory tests and 
can be assessed quickly and repeatedly. The task force suggests that the qSOFA be 
used to prompt clinicians to further investigate for organ dysfunction.  
 
While these new criteria offer consistency of terminology, several key questions remain 
unanswered. There is still little guidance as to what is meant by “suspected infection,” 
though the task force did acknowledge that examining the definition of infection was not 
its goal. The patient data used by the task force were almost exclusively from high-



income countries (primarily the U.S.). Thus, the utility of these new criteria are unknown 
in pediatric populations and in lower income countries. The use of serum lactate as a 
criterion in septic shock may affect the diagnosis in resource-limited settings where this 
lab measurement is not easily obtained.  Since the new definition of sepsis includes 
organ dysfunction, how then should we characterize patients with severe infection and 
SIRS who do not have organ failure? Patients meeting these new criteria for sepsis are 
almost certainly more severely ill than those meeting the old criteria, which will affect 
subsequent data on sepsis incidence and outcomes.  Lastly, the new definitions do not 
take into consideration the significant immunologic and biologic heterogeneity of septic 
patients. The qSOFA may help facilitate early identification of patients with suspected 
infection who are more likely to progress to a life-threatening state, but we still need 
more effective approaches to targeting therapy to the underlying mechanisms 
responsible for sepsis-related morbidity and mortality.  
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