COMMENTARY

Diagnosing Sepsis: qSOFA is Not the Tool We’re
Looking For
The degree of organ dysfunction suffered by a critically ill
patient is proportionate to that patient’s risk of dying in the
hospital, as confirmed by the quick Sequential Organ Function Assessment Score (qSOFA) developed in recent years
for Sepsis-3.1 Despite its ability to remind us of the grave
consequences of vital organ dysfunction, however, qSOFA
is not specific to sepsis under new or prior definitions, and
is repeatedly shown to be under-sensitive for identifying
patients with sepsis. It does not fill a void left by abandoning the systemic inflammatory response syndrome (SIRS),
as our understanding of sepsis has evolved.
The 1991 American College of Chest Physicians/Society
of Critical Care Medicine Consensus Conference, which
defined sepsis in terms of SIRS, provided a common understanding of sepsis terminology, as well as providing the first
formal diagnostic criteria. At the same time, the committee
acknowledged limitations of defining sepsis in terms of
SIRS, including over-sensitivity, overlap with noninfectious causes of systemic inflammation, and failure to highlight other important signs of organ dysfunction.2 As
pointed out in the original consensus statement, it is the
organ dysfunction, then termed Multiple Organ Dysfunction Syndrome, which is the major threat to survival in
sepsis.
Sepsis-3, published in 2016, provided a new definition of
sepsis: life-threatening organ dysfunction, as demonstrated
by an increase in the Sequential Organ Failure Assessment
(SOFA) of 2 or more points, caused by a dysregulated host
response to infection.1 While this definition better reflects
our current understanding of the consequences of sepsis,
SOFA, like SIRS, relies on a combination of nonspecific
markers and is less a measurement of sepsis than of critical
illness. In an attempt to create “novel clinical criteria for
sepsis” with less dependence on laboratory criteria, the
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Sepsis-3 group developed a “quick” SOFA. Using this tool,
any 2 of 3 criteria including altered mental status, systolic
blood pressure ≤ 100 mm Hg, and respiratory rate
≥22 breaths per minute, was shown by the group’s retrospective analysis to be associated with in-hospital mortality,
“supporting its use as a prompt to consider possible
sepsis.”3
There are several significant problems with the use of
qSOFA as a screen for sepsis. First, it is insufficiently sensitive. Lacking a gold standard for diagnosis of sepsis, the
Sepsis-3 committee has made in-hospital mortality the de
facto gold standard, which they have labeled “an outcome
typical of sepsis.” Death, it must be argued, is not typical of
sepsis in present practice, because the majority of septic
patients do not die during their hospital admission. The validating study for qSOFA could not have identified cases of
sepsis that were appropriately treated or otherwise avoided
death due to sepsis. Indeed, numerous studies undertaken
since the publication of Sepsis-3 have found qSOFA to be
insufficiently sensitive as the primary screening test in
detection of sepsis compared with existing tools, to include
SIRS.4−14 Next, an elevated qSOFA is not specific to sepsis.15−17 This is not surprising because mortality is the late
outcome of all types of critical illness. Of note, the validating study for qSOFA did not account for preexisting positive qSOFA criteria due to comorbid conditions, which
would skew toward risk of death in the setting of decreased
physiologic reserve. Like SIRS, a positive qSOFA is not
unique to sepsis, but is a nonspecific marker of mortality
just as the SIRS criteria are nonspecific markers of
inflammation.
Objective indicators of multiple organ dysfunction such
as qSOFA are best used to characterize the trajectory of
critical illness, and perhaps in prognostication. However, a
screening tool is still sorely needed that identifies the dysregulated immune response of sepsis. Our goal should be to
recognize and diagnose sepsis promptly to prevent organ
dysfunction and its associated mortality. qSOFA misses the
mark. Mortality is not the appropriate gold standard with
which to develop a screening test for sepsis, and should
cease to be used as the primary benchmark as our understanding of sepsis evolves.
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