Supplemental Digital Content 4. Data handling, transformation and combination

> Data handling: outcomes belonging to the same dimension but reported separately. For instance, we merged "increase in creatinine" and "need for renal replacement therapy" into "acute kidney injury". 
> Data transformation: (1) hematocrit (Hct) values were converted into hemoglobin (Hb) values using the formula "Hb [g/dL] = Hct [%]/3" as described elsewhere;1 (2) transfusion volumes expressed in milliliters were converted in erythrocyte units using the formula "300mL = 1 erythrocyte unit", as described elsewhere.2
[bookmark: _GoBack]> Data combination: for each study, composite outcome data were obtained by adding up the number of individual events, as performed in previous reports.2,3 For instance, composite outcome data (events reflecting inadequate oxygen supply + mortality) in the restrictive group of Murphy 2015 (328/1000) were computed by adding up myocardial infarction (1 event), arrhythmia (151 events), acute kidney injury (134 events), stroke (11 events) mesenteric ischemia (5 events) and death (26 events).  
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