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ESM 1:
Inclusion Criteria:

Patients with severe sepsiswereincluded using the following inclusion criteria according

to the ACCP consensus definition for severe sepsis

-Suspected or proven infectiofPatients had to have a known infection or a sttepe

infection, as evidenced by one or more of the faithgy: white blood cells in a normally sterile body
fluid; perforated viscus, radiographic evidencepokBumonia in association with the production of

purulent sputum; and a syndrome associated witghartsk of infection.

- Patients had to meet at least 3 of the followdnagiteria a core temperature of at least 38°C

or below 36°C; a heart rate of at least 90 beats/eicept in patients with a medical condition know
to increase the heart rate or those receivingnresat that would prevent tachycardia; a respirataty

of at least 20 breaths/min or a PaCO2 of no maxe 82 mmHg or the use of mechanical ventilation
for an acute respiratory process; a white blootlamint between 12000/ mirand 40000/ mrhor a

differential count showing more than 10% immatueeatrophils.

- Criteria for dysfunctional organs or systerRstients had to meet at least 1 of the following

criteria within the 24 hours period immediately ggding enrolment. The onset of the first organ
dysfunction had not to preceed the inclusion mdrant24 hours For cardiovascular system
dysfunction, arterial systolic blood pressure tade no more than 90 mmHg or the mean arterial
pressure of no more than 70 mmHg for at least Mpitke adequate fluid resuscitation, adequate
intravascular volume status, or the use of vaseprsesin an attempt to maintain a systolic blood
pressure of at least 90 mmHg or a mean arterigbpre of at least 70 mmHg. For kidney dysfunction,
urine output had to be less than30 mL/ h for 1W@nserum creatinin concentration more than 200
umol/ L, despite adequate fluid resuscitation. Espiratory-system dysfunction, the ratio PaO2/FiO2
had to be below 250 in the presence of other dgsfumal organs or below 200 if the lung was the

only dysfunctional organ. For hematologic dysfunctithe platelet count had to be below 50000/mm3



or to have decreased by 50% in the 3 days precedir@ment. In the case of unexplained metabolic
acidosis, the pH had to be no more than 7.30 grldsana lactate level above 2 mmol/ L. For hepatic
dysfunction, bilirubin above 50mol/ L or alcalin phosphatase more than 3-fold ugdpsit of the

normal reference range were considered. For nagimottysfunction, coma Glasgow score had to be

below 13.



