
Administrative information 

 

1. Trial registration 

ClinTrials.gov: NCT02754063. Registered on 28 April 2016. 

 

2. Protocol version 

This manuscript was written in accordance with the Standard Protocol Items: 

Recommendations for Interventional Trials (SPIRIT) guidelines. 
1
 The current protocol is the 

version 17. Sequential labelling and dating of previous protocol versions are: 

- 3-Dec-2014 (version 10). Original 

- 9-Dec-2015 (version 11). Amendment 01: Changes regarding inclusion criteria: 

extension of patient’s age to 75 years.  

- 11-May-16 (version 12). Amendment 02: Additional changes in MRI sequences 

- 11-Jan-17 (version 13). Amendment 03: Changes regarding inclusion criteria: 

extension of motor Glasgow Coma Scale component to 5. Changes regarding 

exclusion criteria: body temperature <34°C at randomization. 

- 12-Apr-17 (version 14). Amendment 04: Changes regarding the delay to declare 

adverse events to 7 days. Additional participating sites. 

- 7-Feb-18 (version 15). Amendment 05: Changes regarding the primary endpoint: the 

quantification of brain lesion volume using MRI was replaced by the assessment of 

neurological status at 6 months. Quantitative MRI became an ancillary study. The title 

and objectives of the study were modified accordingly. 

- 7-Mar-19 (version 16). Amendment 06: Changes regarding modalities to insert the 

PbtO2 probe. 

- 4-Jul-19 (version 17). Amendment 07: Changes regarding the date to complete the 

study: extension to 2021. 

 

3. Roles and responsibilities 

 3.1. Coordinating center and data management center. Responsible for all aspects of 

study management including management of study budget and liaison with funding sources, 

final protocol, eCRF design, database development, maintenance and administration, data 

management, protocol training of principal investigators and research assistants, liaison with 
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sponsor for regulatory affairs and monitoring, management of study set up, randomization, 

study closure site visits, organization of investigators meetings, liaison with independent Data 

and Safety Monitoring Committee (DSMC), data analysis and collaboration on publications, 

assess the performance of the trial with respect to subject recruitment, retention and follow-up, 

protocol adherence, and data quality and completeness in order to ensure successful and 

timely trial completion. Composition: Prof. JF Payen, Mrs M Richard, Dr G Francony, Prof 

JL Bosson, and Prof P Bouzat (Centre Hospitalier Universitaire Grenoble Alpes, France). 

 3.2. Steering committee. Overseeing and advisory role, data analysis, collaborations 

and approval study publications. Composition: Prof. JF Payen, Dr G Francony, Prof JL 

Bosson, and Prof P Bouzat (Centre Hospitalier Universitaire Grenoble Alpes, France); Prof N 

Bruder (Centre Hospitalier Universitaire Marseille, France); Prof G Audibert (Centre 

Hospitalier Universitaire Nancy, France); Dr B Vigué (Centre Hospitalier Universitaire 

Kremlin-Bicetre, France); Dr Laurent Gergele (Hopital Privé de la Loire, Saint-Etienne, 

France), Prof T Geeraerts (Centre Hospitalier Universitaire Toulouse, France); Prof C 

Dahyot- Fizelier (Centre Hospitalier Universitaire Poitiers, France); Dr F Tahon and Prof A 

Krainik (Centre Hospitalier Universitaire Grenoble Alpes, France), Dr M Dojat and Dr E 

Barbier (Grenoble Institut des Neurosciences, Grenoble, France), Dr I Tropres and Mr J 

Pietras (University of Grenoble Alpes, Grenoble, France).  

 3.3. Data and Safety Monitoring Committee (DSMC). Responsible for assuring the 

data management center that study participants are not exposed to unnecessary or 

unreasonable risks and that the study is being conducted according to the highest scientific 

and ethical standards. Specifically, the DSMC assesses the suspected unexpected serious 

adverse events (SUSAR) and every 50 randomized inclusions assesses SUSAR reported, 

advices the data management center as to whether the trial should stop, continue as scheduled 

or undergo modifications regarding safety data and findings from the monitoring process, 

evaluates the performance of the trial with respect to subject recruitment, protocol adherence 

and follow-up, and considers major modifications or ancillaries studies proposed by the study 

investigators after the main trial begins to ensure that these do not negatively impact on the 

main trial. Composition: Prof V Piriou (Centre Hospitalier Universitaire Lyon, France), Prof 

A Coquerel (Centre Hospitalier Universitaire Caen, France), Prof F Proust (Centre Hospitalier 

Universitaire Strasbourg, France), Prof JL Cracowski and Dr M Mallaret (Centre Hospitalier 

Universitaire Grenoble Alpes). 
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