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Consensus Conference Definition
Sepsis

E Systemic Inflammatory Response Syndrome (Sl
E Hyperthermia (T>3%C) or hypothermia (T<3€)
E Heart Rate > 90 beats/min

E Respiratory Rate > 20 breaths/min

E White blood cell count > 12 x 3. or < 4 x 10/L, or > 10%
Immature forms (bands)

E Documented infection (Positive Culture for
Organism)

Bone RC et al. Chest 101:14811992



Culture Negative Sepsis

E Sepsis
E Empirical antibiotic treatment for a
clinically suspected infection

E All cultures negative

RangelFrausto MS et al. JAMA 273:1173, 1995



Consensus Conference Definition ¢
Severe Sepsis

E Clinical evidence of infection

E Systemic inflammatory response (SIRS)
E Hyper or hypothermia
E HR>90
E RR>20
E WBC > 12,000 or <4000, or > 10% bands
E Perfusion abnormalities including, but not limited
| Lactic acidosis
I Oliguria
| Acute alteration in mental status
Bone RC et al. Chest 101:14811992



Consensus Conference Definition ¢
Septic Shock

E Sepsis induced hypotension or the
requirement for vasopressors

E Perfusion abnormalities including, but not
limited to
| Lactic acidosis
I Oliguria
I Acute alteration in mental status

Bone RC et al. Chest 101:14811992



2001 SCCM/ESICM/ACCP/ATSI/SIS
International Sepsis Definitions Conference

TABLE 1. Potential sepsis-related markers

General variables
Temperature = 38.3 °C or < 36.0 °C
Heart rate = 90 beats/min
Tachypnea (respiratory rate = 20 breaths/min in adults)
Altered mental status
Inflarnmatory response variables
White blood cell count = 12 000 cella/pl, < 4 000 cells/ul, or with = 109 immature forms
Plasma C-reactive protein = 2 standard deviations above the normal value
Plasma procalcitonin = 2 standard deviations above the normal value
Hemodynamic variables
Systolic blood pressure = 90 mmHg or mean arterial blood pressure < 70 mmHg
Mixed venous oxygen saturation = 70%
Cardiac index > 3.5 Limin/m?
Organ dysfunction variables
PaO./FiQ, < 300
Urine output < 0.5 mL%g/hr or creatinine increase = 0.5 mg/dL

International normalized ratio = 1.5 or activated partial thromboplastin time = 60 sec
Platelet count < 100 000 cells/ul

Plasma total bilirubin = 4 mg/dL
Tissue perfusion variables

Hyperlactatemia = 1 mmol/L

Decreased capillary refill or mottling

Levy et al. Crit Care Med 31:1250-1256,2003



Problems With Sepsis Definitions

A Not mechanistic

A Not specific

A Heterogeneous patients

Site of infection

|
| Microbiology
.

|
|

Cell activation pathways

- Genetics
" Different underlying conditions

that contribute to outcome

Abraham et al. Crit Care Med. 2000;28:232-235.



Relationships between Underlying
Comorbidities and Mortality from Sepsis
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Effect of Co-Morbidities on Sepsis
Assoclated Mortality
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Clinical Criteria May Provide Patient
Populations with Varying Outcomes
and Responses to a Therapeutic
Strategy



PROWESS Mortality by Site of Infection
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Microbiologic Criteria May Provide
Patient Populations with Varying
Response to a Therapeutic Strategy



Responses of Gram Negative and Gram Positive
Induced Sepsis to Novel Therapies
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Opal SM, Cohen J: Crit Care Med 1999; 27: 1i6BL6




Cellular Activation in Sepsis Occurs
Through Multiple Pathways That Can
Be Affected by Multiple Genetic
Factors






