
Supplementary file 1. Definitions of outcome variables in the COMBINE trial 
 
 
SIRS criteria [1] 
Two or more of the following: 

1. Core temperature >38°C or <36°C. (Core temperature is rectal or tympanic). If 
oral, inguinal or axillary temperatures are used, add 0.5°C to the measured 
value. The most deranged value recorded will be used. 

2. Heart rate >90 beats/minute. If patient had an atrial arrhythmia, record the 
ventricular rate. If patients have a known medical condition or are receiving 
treatment that would prevent tachycardia (for example, heart block or beta 
blockers), they must meet two of the remaining three SIRS criteria. The most 
deranged value recorded will be used. 

3. Respiratory rate > 20 breaths per minute or a PaCO2 <4.3 kPa (32 mmHg) or 
mechanical ventilation for an acute process. The most deranged respiratory 
rate or PaCO2 recorded will be used. 

4. White Blood Cell (WBC) count of >12 x 109/l or <4 x 109/l or > 10% immature 
neutrophils (band forms). The most deranged value recorded will be used. 

 
 
Sepsis and septic shock criteria [2] 
Sepsis is defined as a 

1. Defined focus of infection and 
2. At least two systemic inflammatory response syndrome (SIRS) criteria. 

Defined focus of infection is indicated by either an organism grown in blood or sterile 
site, or an abscess or infected tissue (e.g. pneumonia, peritonitis, urinary tract, 
vascular line infection, soft tissue, etc.). 
 
Septic shock is sepsis-induced hypotension despite adequate fluid resuscitation 
along with the presence of perfusion abnormalities. 
 
 
Postoperative pulmonary complications 
1. Criteria for hospital acquired pneumonia: 
HAP is suspected upon the presence of new and/or progressive pulmonary infiltrates 
on chest radiograph that occurs more than 48 hours after admission plus two or more 
of the following criteria: fever ≥ 38.5°C or hypothermia <36°C, leukocytosis ≥ 12000 
WBC/mm3 or leukopenia < 4000 WBC/mm3, purulent sputum and/or new onset or 
worsening cough or dyspnea. 
 
2. Criteria for noninvasive ventilation: 
Noninvasive ventilation will be considered in case of presence and persistence for 
more than 30 minutes of hypoxemia (as defined above) and at least one of the 
following:  

a) A respiratory rate higher than 30/min 
b) Clinical signs suggestive of intense respiratory muscle work and/or labored 

breathing, such as use of accessory respiratory muscles, paradoxical motion of 
the abdomen, or intercostal retraction 

 
KDIGO criteria [3] 



 
Stage Serum creatinine Urine output  
1 1.5-1.9 times baseline 

or ≥0.3 mg/dl (≥26.5 μmol/l) increase 
<0.5 ml/kg/h for 6-12 hours 

2 2.0-2.9 times baseline <0.5 ml/kg/h for ≥12 hours 
3 3 times baseline 

or ≥4.0 mg/dl (≥353.6 μmol/l) 
increase 
or initiation of RRT 

<0.3 ml/kg/h for ≥24 hours 
or anuria ≥12 hours 
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