
This supplement contains the following items:  

1. Summary of changes.  

2. Original version of the trial protocol. 

3. Final version of the trial protocol. 

  



1. Summary of changes 

Protocol version 6 is the first version of the protocol approved by the Medical Ethical 

Committee VUmc (before recruitment of the first patient).  

Protocol version 7 includes that prehospital data can be obtained from the ambulance 

services (also described in the consent forms).  

Protocol version 8 includes the new principle investigator at ErasmusMC.  

Non-substantial changes in this amendment includes: 

- The minimal reflection period for deferred consent of 2 hours was made advisory. 

- The exact timing of obtaining the questionnaires was further explained, with a small 

window around days 28 and 180 to make it logistically feasible. 

- That survival data was collected at day 28 instead of day 30, to enable the calculation 

of ventilator- and vasopressor free days at day 28. 

- That SAEs were collected up to day 28 post-randomization for included patients. This 

collection period was not clarified earlier.  

Protocol version 9 includes the new principle investigator at ErasmusMC, elaboration about 

collecting primary outcome data of ICU-transferred patients from the hospitals involved (also 

described in the consent forms), and information about non-invasive mitoPO2 measurements 

(part of new substudy OLVG) 

Non-substantial changes in this amendment includes: 

- When patients were transferred to another hospital <28 days, SAEs were collected up 

to transfer.  

Protocol version 10 includes the new principle investigator at Maasstad Hospital, the 

definitions and protocol follow-up of the mITT and full analysis population, clarification that 

the first dose must have been administered within 5 hours after ROSC. At study start <4 hours 

was aimed for, with potential extension up to 5 hours. So practically, this clarification in the 

study protocol reflected the actual workflow since study start. 
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