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Sepsis is a potentially deadly organ dysfunction caused
by a dysregulated host response to infection, with a
high mortality rate [1]. Generally, sepsis is acquired in
the community, and its development is slow, making
diagnosis challenging. Early broad-spectrum antibiot-
ics and effective source management improve progno-
sis [1, 2].

Sepsis has a huge financial impact on the health-care
system; septic patient treatment in the United States
alone is projected to cost more than $20 billion per
year. The cost in human life is equally high; mortality
rates in sepsis and septic shock are believed to be more
than 10% and 40%, respectively [3]. Sepsis is one of the
most prevalent causes for admission to the intensive
care unit (ICU) and the leading cause of mortality in
ICUs across the globe [3, 4].

Although bacterial infections are the most prevalent
cause, viruses and fungi may also cause infections in
patients with co-morbid disorders and immunosup-
pression. Infections of the lower respiratory tract are
the most often seen foci in hospitalized patients, fol-
lowed by infections of the intra-abdominal, blood-
stream, intravascular line, and urine tract [1].

In clinical practice, both the SEPSIS-2 and SEPSIS-3
definitions are now utilized, each with its own language
and set of criteria, such as blood pressure and lactate
cutoft points. SEPSIS-3 employs sequential organ fail-
ure assessment (SOFA) or the rapid version (qSOFA)
to define sepsis, and SEPIS-2 criteria continues to rely
on SIRS criteria for sepsis diagnosis. This has caused
doctors to be mystified, and it has been a controversial
issue in the establishment of treatment procedures [5].

In critically ill patients, particularly those with several
comorbidities or prolonged ICU stay, the diagnosis of
sepsis can occasionally be overstated, misleading the cli-
nician into omitting a diagnosis due to the existence of
multiple pathologies that mirror or overlap with sepsis.

Lower peripheral resistance with higher cardiac out-
put and tachycardia are frequent hemodynamic conse-
quences in the early stages of distributive shock, which
can occur in allergy, pancreatitis, spinal injury, and
other illnesses and also in septic shock. Later phases,
which are similar to hypovolemic shock, are marked
by increased vascular resistance, lower cardiac output,
and cooler peripheral extremities with insufficient cap-
illary filling. [6]. However, because clinical symptoms
of confirmed or suspected sepsis can be varied and
sometimes ambiguous, its diagnosis and management
remain difficult [7].

Like the hemodynamic effects, laboratory findings
are not specific for sepsis. An elevated white blood
cell count with left shift may be caused by any kind of
physiologic stress. Coagulopathy, fibrinogen, and the
coagulation panel may show abnormalities in sepsis as
well as other conditions that develop with a systemic
inflammatory state, making distinction challenging.
[6, 8]. Although leukopenia and thrombocytopenia are
more suggestive of sepsis, they are insufficient to rule
out the condition [6]. C-Reactive Protein has been the
subject of many years of study to observe its dynamics
in sepsis; however, it is elevated in any inflammatory
condition and is not specific for sepsis. Procalcitonin
(PCT) production is increased in response to bacterial
infections and may quickly decrease during recovery.
PCT gives valuable extra information that may be used
to augment clinical and diagnostic criteria. Serum PCT
is undetectable in healthy individuals in the absence of
systemic inflammation. PCT is unable to discriminate
between infectious and non-infectious systemic in-
flammatory response syndrome [7, 9].

Although lactic acid elevation and base excess/defi-
ciency are frequently used in resuscitation, they do not
give information on the cause of shock. Lactic acido-
sis may be caused by a variety of conditions, many of
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which are not infectious, the most common causes are
circulatory failure and hypoxia [10].

Sepsis can mimic a variety of pathologies present in
the ICU. Prompt diagnosis, volume resuscitation, and
broad-spectrum antibiotic therapy initiated in the first
hours after the onset of sepsis increase the patient’s
chances of survival.

Anaphylaxis is the most severe allergic response; it
affects many organ systems, is induced by a variety of
triggers and conditions, and the patient can present
with distributive shock symptoms -vasodilatation and
hypotension. The key diagnosis is based on the patient’s
history of allergies and possible exposure to triggers.
Tryptase is a marker of mast cell activation that is eval-
uated at 30, 60, and 120 minutes after the beginning of
an anaphylactic response [11].

In an emergency, euglycemic diabetic ketoacidosis
with concomitant lactic acidosis is a typical presenta-
tion that might mask sepsis. High lactate levels in the
absence of serum ketones aid in the diagnosis of sepsis
[12].

In acute pancreatitis, SIRS is caused by the release
of pancreatic enzymes. The presence of SIRS at admis-
sion may mislead the clinician. For a pancreatitis diag-
nosis, two of the three criteria must be met: abdominal
pain, a lipase level three times normal, and ultrasound or
abdominal CT characteristics consistent with pancreati-
tis. There are several severity scoring systems to aid in the
prognosis of a patient’s clinical course, but many are time-
consuming to calculate and frequently take more than 72
hours to become positive [13].

Withdrawal state- alcohol, benzodiazepine, and opi-
oid withdrawal may result in SIRS. Li-Yuan Liu et al. de-
scribed a 58-year-old man with a history of alcohol use
who developed delirium as a result of sepsis-associated
encephalopathy mimicking alcohol withdrawal deliri-
um. Infections and alcohol withdrawal are two com-
mon causes of mental disorders. It’s difficult to discern
between mental dysfunction due to alcoholism and
sepsis when treating a patient with both. Prior episodes
of alcohol withdrawal seizures or delirium, advanced
age, detectable blood alcohol level on admission, exces-
sive daily alcohol intake, impaired liver function, and
male sex can all help lead the diagnosis. [14].

Neuroleptic malignant syndrome (NMS) is a possi-
bly deadly neurologic condition caused by the use of
neuroleptic drugs. Is often distinguished by a specific
clinical condition of altered mental status, muscle ri-
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gidity, fever, and autonomic instability. Atypical cases
of NMS might develop with the absence of muscle stift-
ness. Sepsis and NMS might overlap in the ICU, mak-
ing diagnosis challenging. The key diagnosis of NMS is
patient exposure to trigger drugs [15].

Despite the fact that sepsis is a well-studied pathol-
ogy, with definitions continuously being adjusted and
adapted to new findings, diagnosing sepsis may be
sometimes challenging, even for the most experienced
among us. As Ralph Green said, “If you can make the
diagnosis, the treatment is easy, and the damage can be
reversed. But making the diagnosis is tricky.”

Dubito ergo sum.
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