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ABSTRACT
Introduction Previous studies demonstrated that the 
implementation of the Kidney Disease Improving Global 
Outcomes (KDIGO) guideline- based bundle, consisting of 
different supportive measures in patients at high risk for 
acute kidney injury (AKI), might reduce rate and severity of 
AKI after surgery. However, the effects of the care bundle 
in broader population of patients undergoing surgery 
require confirmation.
Methods and analysis The BigpAK- 2 trial is an 
international, randomised, controlled, multicentre trial. The 
trial aims to enrol 1302 patients undergoing major surgery 
who are subsequently admitted to the intensive care or 
high dependency unit and are at high- risk for postoperative 
AKI as identified by urinary biomarkers (tissue inhibitor 
of metalloproteinases 2*insulin like growth factor binding 
protein 7 (TIMP- 2)*IGFBP7)). Eligible patients will be 
randomised to receive either standard of care (control) or 
a KDIGO- based AKI care bundle (intervention). The primary 
endpoint is the incidence of moderate or severe AKI (stage 2 
or 3) within 72 hours after surgery, according to the KDIGO 
2012 criteria. Secondary endpoints include adherence to the 
KDIGO care bundle, occurrence and severity of any stage of 
AKI, change in biomarker values during 12 hours after initial 
measurement of (TIMP- 2)*(IGFBP7), number of free days 
of mechanical ventilation and vasopressors, need for renal 
replacement therapy (RRT), duration of RRT, renal recovery, 
30- day and 60- day mortality, intensive care unit length- of- 
stay and hospital length- of- stay and major adverse kidney 
events. An add- on study will investigate blood and urine 
samples from recruited patients for immunological functions 
and kidney damage.

Ethics and dissemination The BigpAK- 2 trial was 
approved by the Ethics Committee of the Medical Faculty 
of the University of Münster and subsequently by the 
corresponding Ethics Committee of the participating 
sites. A study amendment was approved subsequently. In 
the UK, the trial was adopted as an NIHR portfolio study. 
Results will be disseminated widely and published in peer- 

STRENGTHS AND LIMITATIONS OF THIS STUDY
 ⇒ This trial is an international, prospective, multi-
centre, randomised study design in a large cohort 
of surgical patients.

 ⇒ Patients undergoing major surgery will be includ-
ed to allow for an analysis of the effectiveness of 
a Kidney Disease Improving Global Outcomes care 
bundle to prevent acute kidney injury (AKI).

 ⇒ The trial will employ a personalised medicine ap-
proach by using AKI biomarkers (tissue inhibitor 
of metalloproteinases 2*insulin like growth factor 
binding protein 7 (TIMP- 2)*(IGFBP7)) that identify 
patients at high risk for AKI after major surgery.

 ⇒ The trial will employ a biomarker ((TIMP- 2)*(IGFBP7)) 
that detects kidney stress, hence providing opportu-
nity to initiate preventive strategies before deterio-
ration of renal function occurs.

 ⇒ The trial is limited by its intervention, which does 
not allow blinding of study personnel or patients. 
However, outcome assessors of the primary out-
come are blinded to treatment group allocation.
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reviewed journals, presented at conferences and will guide patient care 
and further research.
Trial registration number NCT04647396.

INTRODUCTION
Acute kidney injury (AKI) is a common complication 
after major surgery. More than 2 million surgeries are 
performed each year and the incidence of AKI is between 
12% and 45% depending on the comorbidities of the 
patients and the type of surgery resulting in a major 
impact on the healthcare system.1–5 AKI after surgery is 
an independent risk factor for adverse outcomes, such as 
prolonged stay in the intensive care unit (ICU), chronic 
kidney disease (CKD) and need for renal replacement 
therapy (RRT).6 As no specific treatment for AKI exists, 
prevention is therefore of utmost importance.

Using the currently available criteria of the Kidney 
Disease Improving Global Outcomes (KDIGO) criteria 
for AKI, interventions for AKI can only be started after 
a change in kidney function has already occurred, as 
both oliguria, as well as a rise of serum creatinine (SCr) 
indicate impaired kidney function. The KDIGO guide-
lines for AKI recommend to initiate different supportive 
measures (volume management, maintenance of 
adequate blood pressure and judicious avoidance of 
nephrotoxins, contrast agents and hyperglycaemia) in 
patients at high risk for AKI. However, the minority of 
patients at high risk is treated according to these guide-
lines.7 High risk patients can be identified by measuring 
renal biomarkers such as the two cell cycle arrest markers 
tissue inhibitor of metalloproteinases 2 (TIMP- 2) and 
insulin like growth factor binding protein 7 (IGFBP7). A 
biomarker- guided implementation of the KDIGO bundle 
has been shown to be effective in reducing AKI in cardiac 
surgical patients.8–10 This could also be demonstrated 
in the previous single- centre BigpAK- 1 trial of general 
surgical patients where this strategy significantly reduced 
the severity of AKI (27.1% in the intervention, 48.0% in 
the control group (p=0.03)) in patients with a positive 
biomarker result between 0.3 and 2.0 (ng/mL)2/1000.11 
However, this trial was limited by its small and single- centre 
design. The BigpAK- 2 trial was designed to definitively 
answer the question whether a biomarker- guided imple-
mentation of the KDIGO bundle reduces the occurrence 
of AKI after major surgical procedures. If successful, this 
would strengthen the evidence for such a precision medi-
cine approach to be implemented in clinical routine. A 
precision medicine approach to the care of patients at 
risk for AKI is a major opportunity to improve outcomes. 
To this effect, biomarkers play a critical role in clinical 
decision- making and may support streamlining treatment 
strategies. Given the heterogeneity of the AKI syndrome, 
such pragmatic improvements in the identification and 
management of patients at high risk for AKI appear 
more promising than the search for a single therapy for 
nephroprotection alone.

Objectives and aims
Aim 1
To investigate whether a biomarker- guided implementa-
tion of an AKI care bundle reduces the occurrence and/
or severity of moderate or severe AKI (KDIGO stage 2 
or 3) in high- risk patients within 72 hours after major 
surgery.

Aim 2
To understand whether the different strategies of preven-
tion in patients undergoing surgery affect the mecha-
nisms of illness and renal recovery.

METHODS AND ANALYSIS
Design and setting
The BigpAK- 2 trial is an international, multicentre, 
randomised clinical trial, to be conducted in more than 
30 centres across Europe (online supplemental table 
1). The definitive list of the participating centres will be 
provided with the final report of the trial.

The protocol follows the principles of CONSORT 
and the conduct of the study follows the Declaration of 
Helsinki (version Fortaleza 2013).12 13 Figure 1 illustrates 
the study workflow, and figure 2 summarises study visits 
and assessments at each study visit.

Patient and public involvement
Patients and public were not involved in the research 
design of the study, but patient feedback was sought in 
individual countries. The study results will be published 
open access. If desired, patients or their representatives 
will be informed about the trial results distributed via the 
local investigators.

Participants
Adult patients (age≥18 years) with planned major surgery 
for at least 2 hours and planned admission to an ICU, 
postanaesthesia recovery unit or a high dependency unit 
postoperatively will be screened for eligibility. Patients will 
be randomised postoperatively, if they meet all inclusion 
criteria: (1) postmajor surgery and admitted to the ICU or 
high dependency unit, (2) age≥18 years, (3) kidney injury 
biomarker (TIMP- 2)*(IGFBP7) ≥ 0.3 (ng/mL)2/1000 
4–18 hours after surgery, (4) indwelling urinary catheter 
and jugular central venous line, (5) written informed 
consent and (6) presence of at least one additional risk 
factor for AKI. Risk factors include age≥75 years; signs of 
critical illness such as ongoing requirement of vasopressor 
support and/or mechanical ventilation postoperatively; 
pre- existing advanced CKD (estimated glomerular filtra-
tion rate (eGFR)<60 mL/min/1.73 m2); and/or intraop-
erative use of radio contrast agents. Patients are excluded 
if any of the following criteria is present: pregnancy or 
breastfeeding, pre- existing high stages of CKD (ie, ≥stage 
4, ie, eGFR<30 mL/min/1.73 m2), kidney transplant 
within the last 12 months, known (glomerulo- )nephritis, 
interstitial nephritis or vasculitis, anuria at inclusion 
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Figure 1 Trial workflow. AKI, acute kidney injury; APACHE, Acute Physiology and Chronic Health Evaluation; BUN, blood urea 
nitrogen; CVP, central venous pressure; ECMO, extracorporeal membrane- oxygenation; eGFR, estimated glomerular filtration 
rate; ICU, intensive care unit; IGFBP7, insulin like growth factor binding protein 7; KDIGO, Kidney Disease Improving Global 
Outcomes; MAKE, major adverse kidney events; NYHA, New York Heart Association; POD, post- operative day; RRT, renal 
replacement therapy; SOFA, sepsis- related organ faiulre assessment; TIMP- 2, tissue inhibitor of metalloproteinases 2.
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time, pre- existing AKI, RRT within the last 90 days prior 
to inclusion, indication for RRT at the time of inclusion, 
participation in another interventional trial within the last 

3 months, patients with any kind of relationship with the 
investigator/employed by the sponsor/investigator and 
patients held in an institution by legal or official order. 

Figure 2 Overview of study visits. AKI, acute kidney injury; ARB, angiotensin receptor blockers; BMI, body mass index; ICU, 
intensive care unit; GFR, glomerular filtration rate; KDIGO, Kidney Disease Improving Global Outcomes; MAKE, major adverse 
kidney events; MAP, map arterial pressure; RRT, renal replacement therapy.
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The initial study protocol only allowed inclusion of non- 
cardiac surgery patients and mandated measurement of 
the urinary biomarkers only up to 4 hours postoperatively. 
Subsequently, a study amendment was approved which 
allowed inclusion of cardiac surgery patients and exten-
sion of the timeframe for biomarker measurement from 
up to 18 hours after surgery.

Consent process
All patients will be approached and informed by a 
member of the research team about the the trial, its aims, 
and expected advantages as well as possible risks before 
surgery (usually during the anaesthesia pre- evaluation 
visit) and will be invited to provide written informed 
consent. The informed consent form will be signed by 
both patient and treating investigator. The original docu-
ment is kept in the medical notes, and a copy will be given 
to the patient.

Intervention period
All participants will receive standard preoperative 
and intraoperative care. Postoperatively, participants 
will either receive standard of care or standard of care 
plus the AKI care bundle according to randomisation. 
The control groups will receive standard of care as per 
local protocols. Patients in the intervention group will 
be managed according to the KDIGO care bundle, 
consisting of haemodynamic optimisation guided by func-
tional haemodynamic monitoring, discontinuation of 
ACE inhibitors (ACEi) or angiotensin receptor blockers 
(ARBs), tight glycaemic control and avoidance of nephro-
toxic drugs or radiocontrast agents, if possible. Haemody-
namic optimisation will be performed for at least 12 hours 
after randomisation and includes three aspects: first, a 
passive- leg raising manoeuvre is performed to assess fluid 
responsiveness, and if positive (ie, rise in cardiac output 
of more than 10%), 500–1000 mL of balanced crystalloid 
fluid will be administered. Second, blood pressure will 
be measured and an mean arterial pressure of 65 mm Hg 
or higher will be targeted. If hypotension occurs, norepi-
nephrine will be administered. Finally, cardiac output will 
be assessed and a cardiac index of 2.5 mL/min/m2 will be 
targeted. If a patient presents with cardiac index less than 
2.5 mL/min/m2, dobutamine or epinephrine will be 
administered at the discretion of the treating clinicians. 
This haemodynamic algorithm will be performed at least 
five times (every 3 hours) during the 12 hour interven-
tion period. The type of functional haemodynamic moni-
toring will not be mandated, but chosen according to 
the standards and availabilities at each centre. All avail-
able methods, such as transpulmonary thermodilution, 
cardiac ultrasound or non- invasive cardiac output moni-
tors, may be used. Blood sugar levels will be kept between 
100 and 150 mg/dL and nephrotoxic drugs, hydroxyethyl 
starch (HES), gelatin, chloride- rich solutions or radio-
contrast will be avoided for at least 72 hours after surgery. 
Finally, ACEi and ARBs will be withheld for at least 48 
hours postoperatively. SCr and urinary output (UO) will 

be regularly assessed. Patients will be closely monitored 
for the first 72 hours after surgery and during ICU stay. 
Baseline demographics and data regarding routine clin-
ical management, comorbidities, type of surgical proce-
dure, complications and administered medication will be 
collected. Furthermore, AKI stages will be documented 
according to KDIGO criteria, based on SCr and UO. After 
removal of the indwelling urinary catheter, the urine 
criterion will no longer be used to diagnose and stage 
AKI. At 30 and 90 days, a follow- up will be performed by 
contacting the patient and/or the general practitioner.

Outcomes
The primary outcome of the trial is the development of 
moderate or severe AKI (stage 2 or stage 3) within the first 
72 hours after surgery, according to the KDIGO criteria.

Secondary outcomes include the following:
 ► Adherence to the KDIGO bundle
 ► Occurrence and severity of any stage of AKI within 

3 days after major surgery
 ► Change in biomarker values during 12 hours following 

initial measurement of (TIMP- 2)*(IGFBP7).
 ► Number of free- days of mechanical organ support 

through day 3.
 ► Number of free- days of vasopressors through day 3
 ► Need for RRT at day 30 and 90
 ► Duration of RRT at day 30 and 90.
 ► Renal recovery at day 90
 ► 30- day and 90- day mortality
 ► ICU length- of- stay and hospital length- of- stay
 ► (Major adverse kidney events, MAKE90 (defined as the 

composite of death, use of RRT and persistent renal 
dysfunction (defined as SCr≥2× to baseline value at 
hospital discharge)) at day 90.

 ► dd- on study: blood and urine samples will be collected 
and immunological functions and kidney damage will 
be investigated.

Data collection and randomisation process
Clinical data will be collected from the electronic health-
care record of each participating site and entered on 
an electronic CRF (RedCAP, Research Electronic Data 
Capture, Version 10.6.22, respectively up- to- date version, 
Vanderbilt University) in a pseudoanonymised form. 
Patient identifiable information will not be included in 
the data- analysis. Investigators will be provided secure 
login credentials. Data transmission and storage of web- 
based information is encrypted and will be stored and 
backed up at the Westphalian Wilhelms University of 
Münster in Germany.

Treatment assignment will be accomplished using 
REDCap and randomisation will be performed centrally 
in a 1:1 random proportion. Participants will enter the 
observation period immediately after randomisation.

Data quality
Each study team will be trained in the study protocol and 
data entry prior to recruitment start at each site. This will 
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be facilitated during the study initiation meeting with 
each participating site. The AKI KDIGO criteria are also 
displayed in the eCRF to help the research team classi-
fying AKI stages correctly.

Each site will be provided an emergency contact number 
and mail address to ask for help in case of medical, tech-
nical or protocol issues. The study organising team will 
offer rapid support throughout the entire study period. 
Furthermore, protocol and study materials are translated 
into common languages to facilitate processes and to 
avoid uncertainties. Regular contact will be made with 
national coordinators as well as each single study site with 
the aim to resolve potential uncertainties quickly. Regular 
monitoring visits will be conducted by the study sponsor 
with each study site. Monitoring visits will be performed 
after the first five recruited patients, after 10 recruited 
patients, after 20 recruited patients and at termination of 
recruitment with each study site. A Data Safety and Moni-
toring Board (DSMB) will meet regularly after enrolment 
of 400 patients and review data quality and rate and type 
of adverse events in both randomisation groups. The 
DSMB will thereby contribute to the scientific and ethical 
integrity of the study and patient safety. The members of 
the DSMB are independent of the study team and without 
any relevant conflicts of interest.

Sample size
Sample size and power calculations are based on a 
group sequential adaptive plan with one interim analysis 
(overall significance level 5%, power 80%, see below) 
and the primary endpoint occurrence of moderate or 
severe AKI (KDIGO stage 2 or 3) within 72 hours days 
after surgery. The expected AKI rate (≥stage 2), substanti-
ated by published data of the BigpAK trial, in the control 
group and the intervention group is 20% and 14%, 
respectively.11 The interim analysis will be performed 
when 309 evaluable patients have been recruited in each 
treatment group (2×309=618 patients in total). Using 
the results of the interim analysis, the sample size of the 
final analysis will be recalculated. If no sample size adjust-
ment is found to be necessary, the final analysis will be 
performed when an additional 309 evaluable patients 
have been recruited in each treatment group after the 
interim analysis (2×309+2×309=1236 evaluable patients in 
total). We expect that up to 5% of participants will be lost 
to follow- up and in the worst case will have completely 
non- evaluable data. Therefore, a total number of 1302 
patients will be recruited in order to have complete data 
of 1236 evaluable patients. Calculations were performed 
using the ADDPLAN software.

Statistical analysis
The following descriptive and inferential statistical 
methods will be applied. Normally distributed variables 
will be reported as mean and SD and will be compared 
between the randomised groups using Student’s t test. 
For non- normally distributed variables, medians and 
lower and upper quartiles will be reported and the 

non- parametric Mann- Whitney U test will be applied. 
Categorical variables will be reported as absolute frequen-
cies and percentages and the χ2 or Fisher’s exact test will 
be applied. Point estimates of parameters of interest will 
generally be supplemented by 95% CIs.

Randomisation will be checked by comparing demo-
graphical and clinical baseline variables between the 
randomised groups.

In the primary statistical analysis, the primary endpoint 
occurrence of moderate or severe AKI (stage 2 or 3) 
within 72 hours after surgery will be evaluated. A group 
sequential adaptive plan with one interim analysis will be 
applied. The interim analysis will be performed using the 
inverse normal method based on a group sequential plan 
with O’Brien and Fleming type alpha spending function 
without futility stop. The primary statistical analysis will 
include all randomised patients (full analysis set) and 
will be performed according to the intention- to- treat 
(ITT) principle in order to prevent attrition bias. The 
randomised groups will be compared with a two- sided 
inverse normal Cochrane Mantel Haenszel test with strat-
ification by centre (overall significance level 5%, power 
80%). The interim analysis is planned to be conducted 
when half of the total number of patients have been 
recruited (information rate 0.5). The primary statistical 
analysis provides confirmatory statistical evidence.

Secondary outcomes will be evaluated in the full anal-
ysis set according to ITT. Secondary statistical analyses 
are intended to be exploratory (hypothesis generating) 
and will be interpreted accordingly. A two- sided p- value 
of ≤0.05 will be considered as noticeable (‘significant’) 
without adjustment for multiplicity. The results of the 
interim analysis will be compared with the final results 
in order to determine whether changes in practice may 
already have occurred during the study period.

Blinding
Neither the patient, nor the study personnel can be 
blinded to the treatment assignment. The individuals 
involved in adjudication of endpoints or complications 
will be blinded to treatment assignment.

Biomarker samples
The urinary biomarker (TIMP- 2)*(IGFBP7) will be 
measured using the Nephrocheck test (bioMerieux, 
France), according to the manufacturer’s protocol.

Treatment plan
Urinary (TIMP- 2)*(IGFBP7) levels will be measured 
4–18 hours after surgery to identify patients at high risk for 
AKI. Patients with a biomarker value≥0.3 (ng/mL)2/1000 
will be randomised if the inclusion criteria are met and 
no exclusion criterion exists.

Control group: standard of care as per centre.
Intervention group: the KDIGO AKI care bundle will be 

implemented.
The KDIGO AKI care bundle includes the following 

measures:
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 ► Discontinuation of all nephrotoxic agents, if possible.
 ► Haemodynamic monitoring and optimisation 

according to a predefined haemodynamic algorithm 
(figure 3).

 ► Close monitoring of SCr (twice a day), fluid balance 
(twice a day) and UO (every hour as long as the 
patient has a Foley catheter; if the patient does not 
have a Foley catheter, urine is collected for a certain 
time period and divided by the number of hours to 
calculate hourly urine volume).

 ► Avoidance of hyperglycaemia (defined as glucose 
levels>150 mg/dL for more than 3 hours) for the first 
72 hours after surgery.

 ► Consideration of alternatives to radio contrast agents.
 ► Discontinuation of ACEi and ARBs for the first 48 

hours after surgery.
 ► Avoidance of HES, gelatin and solutions with a chlo-

ride concentration >140 mEq/L.
At baseline and 12 hours after randomisation, blood 

and urine samples will be collected. All other therapies 
will be directed by the patient’s clinical team. All medica-
tions will be dose adjusted according to renal function in 
accordance with standard dosing guidelines.

ETHICS AND DISSEMINATION
The BigpAK- 2 Trial has been approved by the leading 
Ethics Committee of the University of Münster, including 
a non- substantial study amendment (2020- 601 f- S), and 
by the corresponding Ethics Committee at each partic-
ipating site (see Supplementary document for a list of 
ethics commissions that approved the study). The results 
will be presented at national, as well as international 
conferences. The final manuscript will be published in 
a peer- reviewed journal and results will be used to guide 
further research. To prevent publication bias in the future 

meta- analyses, results will be published irrespective of the 
outcome of the trial.

Trial status
Recruitment started in November 2020. We estimate to 
complete the study by December 2024.
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and Critical Care, 

 St. Franziskus Hospital Münster, 

Münster, Germany. 

Carina Stenger 

Matthias Gründel 

Essen  Department of Anesthesiology 

and Intensive Care Medicine, 

University Hospital Essen, 

Thorsten Brenner 

Marc Moritz Berger 

Julius Freytag 
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University Duisburg-Essen, 

Essen, Germany. 

Simon Dubler 

Jens Brands 

Bochum  Department of Anesthesiology, 

Intensive Care Medicine and Pain 

Therapy, University Hospital 

Knappschaftskrankenhaus, Ruhr 

University Bochum, Bochum, 

Germany. 

Hartmuth Nowak 

Lars Bergmann 

Matthias Unterberg 

Alexander Wolf 

Britta Marko 

Düsseldorf  Department of Anesthesiology, 

University Hospital Düsseldorf, 

Heinrich-Heine-University 

Duesseldorf, Düsseldorf, 

Germany. 

Detlef Kindgen-Milles 

Laura Huthmann 

Manon Schless 

Thomas Dimski 

Claude Pelletier 

Cologne  Department of Anesthesiology 

and Intensive Care Medicine, 

Medical Faculty and University 

Fabian Dusse 

Wolfgang A. Wetsch 

Sandra E. Stoll 

Hendrik Drinhaus 
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Hospital Cologne, University of 

Cologne, Cologne, Germany. 

Bernd W. Böttiger 

Göttingen  Department of Anesthesiology, 

University Medical Center, 

Georg-August-University, 

Göttingen, Germany. 

Onnen Mörer 

Lars-Olav Harnisch  

Roswitha Lubjuhn 

Daniel Heise 

Bonn  Department of Anesthesiology 

and Intensive Care Medicine, 

University Hospital Bonn, Bonn, 

Germany. 

Christian Putensen 

Christian Bode 

Jan Menzenbach 

Tübingen  Department of Anesthesiology 

and Intensive Care Medicine, 

University Hospital Tübingen, 

Eberhard Karls University 

Tübingen, Tübingen, Germany. 

Peter Rosenberger 

Helene Häberle  

Valbona Mirakaj 

Sabine Hermann 

Stefanie Decker 
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Heidelberg  Department of Anesthesiology, 

Heidelberg University Hospital, 

Heidelberg, Germany. 

Markus A. Weigand  

Mona Jung-König 

Tobias Hölle 

Sarah Dehne 

Heidelberg Department of Nephrology, 

Heidelberg University Hospital, 

Heidelberg, Germany. 

Christian Nusshag  

 

Bayreuth  Department of Anaesthesiology 

and Intensive Care Medicine, 

Klinikum Bayreuth GmbH, 

Bayreuth, Germany  

Jörg Reutershan 

Thomas Prüfer 

Stefan Pielmeier 

Indra Wimmelmeier 

Dortmund  Department of Anesthesiology, 

Intensive Care and Pain Medicine, 

Klinikum Dortmund, Dortmund, 

Germany. 

Michaela Scholz 

Andrea Paris 

Isabel Christina Gallego 

Zapata 

Holger Pohl 

Nirmeen Fayed 
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Marburg  Department of Anesthesiology 

and Intensive Care Medicine, 

Philipps-University, Marburg, 

Germany. 

Marc Irqsusi 

Kai Dielmann 

Evelyn Martin 

Tilo Koch 

Augsburg Department of Anesthesiology 

and Intensive Care Medicine, 

University Hospital Augsburg, 

Augsburg, Germany. 

Philipp Simon 

Ulrich Jaschinski 

Alexander Mück 

Philipp Deetjen 

Ngoc Bich Mehlmann 

Dresden Department of Anesthesiology 

and Intensive Care Medicine, 

University Hospital "Carl Gustav 

Carus", Technische Universität 

Dresden, Dresden, Germany. 

Peter M. Spieth 

Andreas Güldner 

Axel Rand 

Maximillian Ragaller 

Martin Mirus 

Rebecca Bockholt 

Berlin Department of Cardiac 

Anesthesiology and Intensive 

Benjamin O’Brien 

Sascha Ott 
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Care Medicine, Deutsches 

Herzzentrum der Charité, Berlin, 

Germany. 

Marc Herzog 

Maren Kleine-Brüggeney 

Christian Stoppe 

SWITZERLAND 

Lausanne  Adult Intensive Care Unit, Centre 

Hospitalier Universitaire Vaudois 

(CHUV), Lausanne, Switzerland. 

Ant Isabelle Cristiani  

Céline Monard  

Marion Ohl  

Monica Vieira Da Silva  

Gilda Filipe de Castro Reblo  

Zürich Institute of Intensive Care 

Medicine, Universitätsspital 

Zürich, Zürich, Switzerland. 

Matthias Hilty 

Katharina Spanaus 

ITALY 

Florence  Department of Health Sciences, 

Section of Anesthesiology, 

Intensive Care and Pain Medicine, 

University of Florence; 

Benedetta Mura 

Eleonora Terreni 

Francesco Magiotti 

Lorenzo Turi 
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Department of Anesthesia and 

Intensive Care, Section of 

Oncological Anesthesia and 

Intensive care, Azienda 

Ospedaliero Universitaria 

Careggi,  Florence, Italy. 

Gabriele Baldini  

Bologna  Postoperative and Abdominal 

Organ Transplant Intensive Care 

Unit, IRCCS Azienda 

Ospedaliero-Universitaria di 

Bologna, Italy. 

Cristiana Laici 

 

Bologna Nephrology, Dialysis and 

Hypertension Unit,  IRCCS 

Azienda Ospedaliero-

Universitaria di Bologna, Italy. 

Elena Mancini 

Davide Ricci 

 

Bologna Cardiothoracic and Vascular 

Anesthesia and Intensive Care 

Chiara Capozzi 

Andrea Castelli 
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Unit,  IRCCS Azienda 

Ospedaliero-Universitaria di 

Bologna, Italy. 

Milan  Department of Anesthesiology 

and Intensive Care, IRCCS 

Humanitas Clinical and Research 

Hospital, Milan, Italy. 

Massimiliano Greco 

Antonio Messina 

Maurizio Cecconi 

Gianluca Castellani 

Romina Aceto 

Vincenza  Department of Anesthesiology 

and Intensive Care, San Bortolo 

Hospital, Vicenza, Italy. 

Lucia Cattin 

Vinicio Danzi 

Alessandro Rigobello  

Massimo De Cal 

Monica Zanella 

Ferrara  Department of Translational 

Medicine, Azienda Ospedaliera 

Universitaria di Ferrara, 

Gaetano Scaramuzzo  

Riccardo La Rosa 

Paolo Priani 

Alberto Volta Carlo  
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University of Ferrara, Ferrara, 

Italy. 

Milan Cardiothoracic and Vascular 

Anesthesia, Ospedale San 

Raffaele, Milan, Italy. 

 

Stefano Turi 

Giacomo Monti 

Giovanni Borghi 

Martina Baiardo Redaelli 

Marilena Marmiere 

UNITED KINGDOM 

London  Department of Critical Care, 

King's College London, Guy's & 

St Thomas' Hospital, London, 

United Kingdom. 

Kittisak Weerapolchai 

Shelley Lorah 

Fabiola D’Amato 

Aneta Bociek 

Rosario Lim 
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London Department of Anesthetics, King's 

College Hospital, Denmark Hill, 

London, United Kingdom. 

Zoka Milan 

Gudrun Kunst 

Juliana Fernanda 

Emma Clarey 

Daveena Meeks 

London  Division of Anaesthetics, Pain 

Medicine and Intensive Care, 

Department of Surgery and 

Cancer, Imperial College London, 

London, United Kingdom, 

Department of Anaesthesia and 

Critical Care, Harefield Hospital, 

Royal Brompton & Harefield 

Hospitals, Part of Guy’s and St 

Thomas’ NHS Foundation Trust, 

London, United Kingdom. 

Nandor Marczin 
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London Department of Anesthesia and 

Critical Care, Harefield Hospital, 

Royal Brompton & Harefield 

Hospitals, Part of Guy’s and St 

Thomas’ NHS Foundation Trust, 

London, United Kingdom. 

Brijesh Patel 

Jackie Donovan 

Nicholas J Lees 

Marco Scaramuzzi 

Orinta Kviatkovske 

Belfast  Division of Anaesthetics, Critical 

Care and Sterile Services, Belfast 

Health and Social Care Trust, 

Lisburn Road, Belfast, United 

Kingdom. 

Andrew Spence 

Adam Glass 

Jon Silversides 

Christine Turley 

Charlotte Quinn 

Guildford  Department of Critical Care, 

Royal Surrey Hospital, Guildford, 

United Kingdom. 
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Department of Experimental & 

Clinical Medicine, Faculty of 
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Adam Rossiter 

Syed Nasser 
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Health Sciences, University of 

Surrey, Guildford, Surrey, UK 

Liverpool Intensive Care Unit, Royal 

Liverpool University Hospital, 

Liverpool, United Kingdom. 

Ingeborg Welters 

Karen Williams 

Alicia Waite 

Brian Johnston 

Ned Gilbert-Kawai 

BELGIUM 

Brussels Clinical Research Department, 

Centre Hospitalier Universitaire 

Brugmann, Brussels, Belgium. 

Tatjana Besse-Hammer 

Ghent Department of Intensive Care 

Medicine, Universitair Ziekenhuis 

Ghent, Ghent, Belgium. 

Wim Vandenberghe 

Eric Hoste 
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Godinne Namur Department of Intensive Care 

Medicine, Centre Hospitalier 
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Universitaire Goddine Namur, 

UCL Louvain Medical School, 

Godinne Namur, Belgium. 

NETHERLANDS 

Amsterdam Amsterdam, University Medical 

Centers, location AMC, 

Department of Anaesthesiology - 

L.E.I.C.A, Cardiovascular 

Science, Amsterdam, The 

Netherlands. 

Markus W Hollmann 

Wolfgang Bauer 

Jenni Breel 

Eline de Klerk 

 

Amsterdam Amsterdam, University Medical 

Centers, location AMC, 

Department of Intensive Care 
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Amsterdam Amsterdam, University Medical 

Centers, location VUmc, 

Department of Intensive Care 

Medicine, Amsterdam, The 

Netherlands. 

Harm-Jan de Grooth 

Amsterdam Amsterdam University Medical 

Centers, location VUmc, 

Department of Anesthesiology, 

Amsterdam, The Netherlands. 

Patrick Schober 

Lothar A. Schwarte 

Stephan A. Loer 

SPAIN 

Huelva Department of Anesthesia, 

Hospital Juan Ramon Jimenez, 

Huelva, Spain. 

Juan Victor Lorente 

Madrid Department of Anesthesia and 

Perioperative Care, Infanta 

Leonor University Hospital, 
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