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       EVIS Protocol V2.1: summary of changes from V2.0
REC reference: 22/SS/0009

R&I reference No: GN20AE342

IRAS project ID: 307862

EVIS Protocol V2.1: summary of changes from version 2.0
The changes to the protocol that are requested are:

1) Administrative updates: versioning.
2) Update to the sponsor representative contact. 

3) SMG updated to TMG throughout protocol for consistency. 

4) Schedule of Assessments updated for consistency with study visits and to clarify regarding assessing eligibility and the timeframe for measuring the lactate. 
5) SOFA score changed from a secondary outcome to an exploratory outcome.

6) Clarity added to the inclusion and exclusion criteria regarding assessing eligibility.
7) Additions to the description of the consent process to add additional clarifications. 

8) Clarity added regarding randomisation and eligibility assessment. 
9) Further information provided in relation to time frames for the measurement of vital signs and the serum lactate used for determining eligibility.
10) Study Visits updated for consistency with the Schedule of Assessments. 
	Note to Protocol page:
	Version 2.1 text 
	Version 2.0 text 
	Reason for change

	1
	V2.1
	V2.0
	Update – Version Control

	1
	10 October 2023
	16 December 2022
	Update – Version Control

	2
	Alison Hamilton – 10/10/2023
	Pamela Sandu – 16/12/2022
	Update – R&I Co-ordinator

	3
	Key Trial Contacts
Sponsor: E: Alison.Hamilton@ggc.scot.nhs.uk
	Key Trial Contacts

Sponsor: E: Pamela.Sandu@ggc.scot.nhs.uk
	Update – Sponsor Contact

	14
	
	List of Abbreviations
SMG Study Management Group
	Update – removal of SMG 

	18
	2.1.3 Trial Management Group (TMG)

The trial will be coordinated from NHS Greater Glasgow & Clyde Project Management Unit.  The TMG will minimally consist of the Chief Investigator, project manager, R&I coordinator, Sponsor pharmacy representative, trial monitor, representatives from the Edinburgh Clinical Trials Unit (ECTU) and additional representatives where required.  
	2.1.3. Study Management Group (SMG)

The trial will be coordinated from NHS Greater Glasgow & Clyde Project Management Unit.  The SMG will minimally consist of the Chief Investigator, project manager, R&I coordinator, Sponsor pharmacy representative, trial monitor, representatives from the Edinburgh Clinical Trials Unit (ECTU) and additional representatives where required.  
	Update – SMG updated to TMG throughout protocol for consistency

	19
	Patient Pathway

Usual Care

Approximately 30ml/kg intravenous crystalloid in first 3 hours
	Patient Pathway

Usual Care

Up to 30ml/kg intravenous crystalloid in first 3 hours
	Update – Updated to approximately to match section 10.3.2.3 for consistency

	20
	Schedule of Assessments

Eligibility – Inclusion/Exclusion*/** - Screening & Baseline
	Schedule of Assessments

Eligibility – Inclusion/Exclusion* - Screening & Baseline & +/- 7 Days
	Update – removal of eligibility – Inclusion/Exclusion task at +/- 7 days’ time point. Included originally in error.

	20. 
	Schedule of Assessments

30 Days Mortality Check
	
	Addition of column for clarity

	20.
	Schedule of Assessments

30 days (QOL) +/- 7 days
	Schedule of Assessments

30 days 
	Update to schedule of assessments table to match Section 9. Study Visits

	20.
	Schedule of Assessments

90 Days Mortality Check
	
	Addition of column for clarity

	20.
	Schedule of Assessments

90 days (QOL) +/- 14 days
	Schedule of Assessments

90 days 
	Update to schedule of assessments table to match section 9. Study Visits

	20. 
	Schedule of Assessments
Pregnancy Test**
	Pregnancy Test
	Update to schedule of assessments table for clarity

	20.
	Schedule of Assessments
Vital Signs*
	Schedule of Assessments

Vital Signs
	Update to schedule of assessments table for clarity

	21.
	Schedule of Assessments

Blood results (routine) incl lactate – Baseline, 6hrs, 12 hrs, 24 hrs, 48 hrs, 72 hrs, 7 days. 
	Schedule of Assessments

Blood results (routine) incl lactate – Baseline, 6hrs, 12 hrs, 24 hrs, 48 hrs, 72 hrs.
	Update to schedule of assessments table to match section 9. Study Visits

	21.
	Schedule of Assessments
Mortality/interventions/length of stay/readmissions *****/****** - Hospital Discharge, 30 days mortality check, 90 Mortality Check
	Schedule of Assessments

Mortality/interventions/length of stay/readmissions - Hospital Discharge, 30 days, 90 days
	Update to schedule of assessments table for clarity. 

	21.
	Schedule of Assessments

 Adverse Events *******
	 Schedule of Assessments
Adverse Events ***
	Update to schedule of assessments table for clarity.

	21. 
	Schedule of Assessments
EQ-5D-5L ********
	Schedule of Assessments

EQ-5D-5L ****
	Update to schedule of assessments table for clarity.

	22.
	Schedule of Assessments

* Once eligibility has been determined by the medical Investigator and the patient confirmed eligible, sites should proceed to randomisation as soon as practical. Due to the emergency nature of EVIS, it is noted the patient's vital signs and intake of intravenous fluids may fluctuate however it is those vital signs and intravenous fluids reviewed at the time of eligibility that determine entry into the trial.
** All women of childbearing potential must have a negative urine or serum pregnancy test completed as part of study eligibility checks.  
*** A serum lactate must be measured for eligibility. The serum lactate should be measured 2 hours prior to determination of eligibility, where possible. Longer timeframes may be used and justified within the medical notes if, in the opinion of the investigator, the clinical status of the patient has not significantly improved in the time interval between lactate measurement and eligibility assessment. Lactate measurements more than 4 hours prior to eligibility assessment should not normally be used.
**** Daily (+/- 12 hours) for any routine bloods collected up to 72 hours. 
***** All-cause mortality at day 30 is a primary outcome. The mortality check should be performed on days 31-44 by reviewing the participant’s medical records.  The assessment must reflect the participant’s status on day 30.  Protocol deviations will be recorded where the review is completed out with this window, including day 30, unless the patient is already deceased.

****** 90 day mortality should be performed on days 91-105 by reviewing the participants’ medical records. The assessment must reflect the participant’s status on day 90.  Protocol deviations will be recorded where the review is completed out with this window, including day 90, unless the patient is already deceased.
******* Adverse Event reporting is a continuous process

******** EQ-5D-5L should only be completed if the patient has capacity.

Please note If bloods (or individual parameters) are not requested by the clinical team, this will not be recorded as a deviation unless it affects the eligibility of the patient.
	Schedule of Assessments

** Daily (+/- 12 hours) for any routine bloods collected up to 72 hours. If bloods (or individual parameters) are not requested by the clinical team, this will not be recorded as a deviation.
*** All-cause mortality at day 30 is a primary outcome. The mortality check should be performed on days 31-44 by reviewing the participant’s medical records.  The assessment must reflect the participant’s status on day 30.  Protocol deviations will be recorded where the review is completed outwith this window, including day 30, unless the patient is already deceased.
*** Adverse Event reporting is a continuous process
**** EQ-5D-5L should only be completed if the patient has capacity.
	Update to schedule of assessments table for clarity.

	27.
	Rationale
This is well below the upper dosing given in the meta-analysis of vasopressor infusions [30].
	Rationale

This is well below the upper dosing given in the meta analysis of vasopressor infusions [30].
	Correction of typo. 

	29.
	3.6. Risk of Death
It is possible that one treatment arm may lead to more deaths; mortality will be monitored regularly during the course of the study by the TMG and Data Monitoring Committee.
	3.6. Risk of Death

It is possible that one treatment arm may lead to more deaths; mortality will be monitored regularly during the course of the study by the SMG and Data Monitoring Committee.
	Update – SMG updated to TMG throughout protocol for consistency

	30. 
	4.4.
Secondary outcomes 

See Appendix B for full description of data definitions

*key secondary outcomes

** exploratory outcome only – data collection not mandatory
4.4.1.
Clinical outcomes during first 72 hours following randomisation comprise: 

•
accumulated volume of iv fluid delivered in each arm in the first 6,12, 24, 48, 72 hours*;

•
Lactate clearance from baseline - blood lactate at 6, 12, 24 hours; 

•
Organ dysfunction score (SOFA) at , 24, 48, 72 hours **; 

•
Total dose of Norepinephrine delivered in first 6, 12, 24, 48, 72 hours*. 

•
Total dose of other vasopressor delivered at 6,12,24,48, 72 hours.

•
Proportion of patients who receive vasopressors in the first 6, 12, 24. 

•
Proportion of patients who require central venous access at 24 and 48 hours; 

•
Proportion of patients developing acute kidney injury during first 72 hours;

•
Proportion of patients receiving parenteral corticosteroids at 24 and 48 hours
	4.4.
Secondary outcomes 

See Appendix B for full description of data definitions

*key secondary outcomes

4.4.1.
Clinical outcomes during first 72 hours following randomisation comprise: 

•
accumulated volume of iv fluid delivered in each arm in the first 6,12, 24, 48, 72 hours*;

•
Lactate clearance from baseline - blood lactate at 6, 12, 24 hours; 

•
Organ dysfunction score (SOFA) at , 24, 48, 72 hours; 

•
Total dose of Norepinephrine delivered in first 6, 12, 24, 48, 72 hours*. 

•
Total dose of other vasopressor delivered at 6,12,24,48, 72 hours.

•
Proportion of patients who receive vasopressors in the first 6, 12, 24, 48hrs after recruitment to control arm. 

•
Proportion of patients who require central venous access at 24 and 48 hours; 

•
Proportion of patients developing acute kidney injury during first 72 hours;

•
Proportion of patients receiving parenteral corticosteroids at 24 and 48 hours
	Update – SOFA score changed from secondary outcome to exploratory outcomes. 

	32.
	4.5. Table of endpoints/outcomes
Primary Outcome
	
	Update – New row added for clarity.

	32.
	4.5. Table of endpoints/outcomes
Secondary Outcomes
	
	Update – New row added for clarity.

	32.
	4.5. Table of endpoints/outcomes
Lactate - 6, 12, 24, 48 hours from randomisation
	4.5. Table of endpoints/outcomes

Lactate - 6, 12, 24, 48 hours from randomisation
SOFA score - 24, 48, 72 hours from randomisation
	Update – SOFA score changed from secondary to exploratory outcome.

	33.
	4.5. Table of endpoints/outcomes
Health economics outcomes – 30 and 90 days
	4.5. Table of endpoints/outcomes

Health economics outcomes
	Update – time points added for outcome.

	33.
	4.5 Table of endpoints/outcomes
Exploratory Outcome

Clinical outcome – SOFA score (exploratory outcome – data collection not mandatory) – 24, 48, 72 from randomisation
	
	Update – SOFA score added to table as an exploratory outcome

	34.
	6.1. Inclusion Criteria

•
SBP <90 mmHg or MAP of < 65 mmHg (within an hour of eligibility assessment) 

•
Measured serum lactate of > 2 mmol/L. The serum lactate should be measured 2 hours prior to determination of eligibility, where possible. Longer timeframes may be used and justified within the medical notes if, in the opinion of the investigator, the clinical status of the patient has not significantly improved in the time interval between lactate measurement and eligibility assessment. Lactate measurements more than 4 hours prior to eligibility assessment should not normally be used.
	6.1. Inclusion Criteria

•
SBP <90 mmHg or MAP of < 65 mmHg 
•
Measured serum lactate of > 2 mmol/L.
	Update – Clarity added to the time frames for the inclusion criteria 

	35.
	6.2. Exclusion Criteria

Once eligibility has been determined by the medical Investigator and the patient confirmed eligible, sites should proceed to randomisation as soon as practical. Due to the emergency nature of EVIS, it is noted the patients vital signs and intake of intravenous fluids may fluctuate however it is those vital signs and intravenous fluids reviewed at the time of eligibility that determine entry into the trial.
	
	Update – Clarity added to the exclusion criteria regarding assessing eligibility. 

	37.
	8.3.1 Patient Consent
The patient will be given a Patient Information Sheet (PIS), which will explain the aims of the trial and the potential risks and benefits of the study treatments. If necessary, a Summary PIS will be provided first to provide a brief outline of the study and allow potential participants to decide whether or not they wish to proceed. Prior to consent, patients must always be provided with the full Patient Information. Consent can only be taken based on the full Patient Information Sheet. This must be adequately documented in the patient’s medical records.  
	8.3.1 Patient Consent

The patient will be given a Patient Information Sheet (PIS), which will explain the aims of the trial and the potential risks and benefits of the study treatments. If necessary, a Summary PIS will be provided first to provide a brief outline of the study and allow potential participants to decide whether or not they wish to proceed.
	Update – clarify the consent process for the use of the summary PIS. 

	38.
	8.3.1 Patient Consent
The witness should be someone who acts on the patients’ behalf, who is impartial to the research team and who is not on the research delegation log.
	8.3.1 Patient Consent

The witness should be someone who is impartial to the research team and who is not on the research delegation log.
	Update – Clarify the consent for witness consent. 

	42.
	8.3.5. Recovered Capacity 
If the patient has been consented by a personal or professional legal consent, then Recovered Capacity should be sought. This should happen when the participant recovers capacity to consent they will be given a Recovered Capacity PIS which will explain what has happened to them so far and seek written consent for continued participation in the trial.  
	8.3.4. Recovered Capacity 

If and when the participant recovers capacity to consent they will be given a Recovered Capacity PIS which will explain what has happened to them so far and seek written consent for continued participation in the trial.  
	Update – Clarify the consent for recovered capacity consent.

	45-46
	8.5. Randomisation

After participant consent, the researcher or a delegated member of the clinical team will collect the baseline data necessary to complete the pre-randomisation information on the eCRF (a blood lactate measurement is required in order to complete the randomisation). A serum lactate must be measured for eligibility. The serum lactate should be measured 2 hours prior to determination of eligibility, where possible. Longer timeframes may be used and justified within the medical notes if, in the opinion of the investigator, the clinical status of the patient has not significantly improved in the time interval between lactate measurement and eligibility assessment. Lactate measurements more than 4 hours prior to eligibility assessment should not normally be used. Vital signs taken within the last hour can be used to make the eligibility assessment. Use of clinical care results taken prior to consent is permitted.  If greater than four hours previous, a further blood lactate must be measured prior to randomisation.  Randomisation will be carried out using a web-based randomisation service (managed by the Edinburgh Clinical Trials Unit (ECTU)) which only reveals treatment allocation for an individual participant after the necessary pre-randomisation data has been submitted ensuring allocation concealment. Once eligibility has been determined by the medical Investigator and the patient confirmed eligible, sties should proceed to randomisation as soon as practical. Due to the emergency nature of EVIS, it is noted the patient's vital signs and intake of intravenous fluids may fluctuate however it is those vital signs and intravenous fluids reviewed at the time of eligibility that determine entry into the trial. The eligibility assessment must be carried out within 12 hours of arrival at the hospital where recruitment occurs.
	8.5. Randomisation

After participant consent, the researcher or a delegated member of the clinical team will collect the baseline data necessary to complete the pre-randomisation information on the eCRF (a blood lactate measurement is required in order to complete the randomisation).
Vital signs and blood lactate taken within the last hour can be used to make the assessment. Use of clinical care results taken prior to consent is permitted.  If greater than one hour previous, a further blood lactate should be measured prior to randomisation.  Randomisation will be carried out using a web-based randomisation service (managed by the Edinburgh Clinical Trials Unit (ECTU)) which only reveals treatment allocation for an individual participant after the necessary pre-randomisation data has been submitted ensuring allocation concealment. Randomisation will be carried out within 12 hours of arrival at the hospital where recruitment occurs.
	Update – Clarity added regarding measurement of the serum lactate for assessing eligibility & time frames regarding the eligibility assessment. 

	47.
	9.1.3. 6hours (+/- 1 hour)
•
Routine bloods - blood lactate (optional) 

•
Total iv fluid volume delivered

•
Clinical observations (pulse, blood pressure, respiratory rate, oxygen saturations, oxygen therapy, concious level – Glasgow Coma Scale (GCS)

•
IMP administration

•
IMP adherence)
	9.1.3. 6hours (+/- 1 hour)

•
Routine bloods - blood lactate (optional) 

•
Total iv fluid volume delivered

•
Clinical observations (pulse, blood pressure, respiratory rate, oxygen saturations, oxygen therapy, concious level – Glasgow Coma Scale (GCS)
	Update – addition of activities at 6 hour study visit which were omitted previously in error. 

	47.
	9.1.4.
12 hours (+/- 4 hours)

•
Routine bloods - blood lactate (optional) 

•
Total iv fluid volume delivered

•
Clinical observations (pulse, blood pressure, respiratory rate, oxygen saturations, oxygen therapy, concious level – Glasgow Coma Scale (GCS)

•
IMP administration

•
IMP adherence)
	9.1.4.
12 hours (+/- 4 hours)

•
Routine bloods - blood lactate (optional) 

•
Total iv fluid volume delivered

•
Clinical observations (pulse, blood pressure, respiratory rate, oxygen saturations, oxygen therapy, concious level – Glasgow Coma Scale (GCS)
	Update – addition of activities at 12 hour study visit which were omitted previously in error.

	48.
	9.1.10.
30 days

Mortality – collected via eCRF with secondary check via data linkage.   All-cause mortality at day 30 is a primary outcome. The mortality check should be performed on days 31-44 by reviewing the participant’s medical records.  The assessment must reflect the participant’s status on day 30.  Protocol deviations will be recorded where the review is completed out with this window, including day 30, unless the patient is already deceased.
	9.1.10. 30 days 

Mortality – collected via eCRF with secondary check via data linkage
	Update – additional information added for the 30 day mortality check, in line with updates to the schedule of assessments. 

	49.
	9.1.12.
90 days

Mortality – collected via eCRF with secondary check via data linkage. All-cause mortality at day 90 is a secondary outcome. The mortality check should be performed on days 91-105 by reviewing the participant’s medical records.  The assessment must reflect the participant’s status on day 980.  Protocol deviations will be recorded where the review is completed out with this window, including day 90, unless the patient is already deceased.
	9.1.12.
90 days

Mortality – collected via eCRF with secondary check via data linkage.
EQ-5D-5L
	Update – additional information added for the 90 day mortality check, in line with updates to the schedule of assessments.

	48. 
	9.1.13.
90 days (+/- 14 days)

•
EQ-5D-5L
	
	Update – additional information added for the 90 day visit, in line with updates to the schedule of assessments.

	55.
	10.3.1.6 Administration of rescue vasopressors

It is acknowledged that participants may receive boluses or a short infusion of additional peripheral pressors at a higher dose as clinically required whilst a central line is being placed to deliver central vasopressors. This must be clearly documented as such in the trial documentation.  Participants will be considered ‘off-trial’ from the time a decision is made to place a central line with use of peripheral vasopressor to allow line placement considered as treatment outwith the trial.  
	10.3.1.6 Administration of rescue vasopressors

It is acknowledged that participants may receive boluses orr a short infusion of  additional peripheral pressors at a higher dose as clinically required whilst a central line is being placed to deliver central vasopressors. This must be clearly documented as such in the trial documentation.  Participants will be considered ‘off-trial’ from the time a decision is made to place a central line with use of peripheral vasopressor to allow line placement considered as treatment outwith the trial.  
	Correction of typos. 

	72. 
	12.1. Sample size calculation

This is increased to a maximum 3187 participants to allow for early stopping for either overwhelming evidence of benefit or for futility with up to four interim analyses under a non-binding Hwang-Shih-DeCani  spending function [lower bounds (futility) with gamma=-2; upper bound (efficacy) with gamma=-4] asymmetric group sequential design (R 3.4.1 gsDesign module).
	12.1. Sample size calculation

This is increased to a maximum 3187 participants to allow for early stopping for either overwhelming evidence of benefit or for futility with up to four interim analyses under a non-binding Hwang-Shih-DeCani  spending function [lower bounds (futility) with gama=-2; upper bound (efficacy) with gamme=-4] asymmetric group sequential design (R 3.4.1 gsDesign module).
	Correction of typos. 

	73. 
	12.4. Subgroup analyses
Lactate (< 4 versus ≥ 4)
	12.4. Subgroup analyses

Lactate (≤ 4 versus > 4)
	Correction of typos. 

	76.
	13.1.1. Source Data
For questionnaires completed by trial participants, the completed questionnaires will be regarded as source data location. Specific source data location for sites will be captured in the SOP 56.002M Source Data Plan, the plan will be completed prior to the site opening.
	13.1.1. Source Data
For questionnaires completed by trial participants, the completed questionnaires will be regarded as source data location.  In cases where the data is transcribed directly into the eCRF and no other paper or electronic source exists, then the eCRF will be considered the source record.  In these cases, the data should be prospectively documented in the medical records to ensure a full record of the trial is available at site.
	Update – Clarifications added for the specific process for source data. 

	76. 
	13.1.2. Completion of eCRF

An eCRF, developed by Edinburgh Clinical Trials Unit (ECTU) will capture all data required to meet this protocols requirements.  Access to the eCRF will be restricted, via a study specific web portal and only authorised site-specific personnel will be able to make entries to their patient’s data via the web portal.  Only those that have been trained and approved will be able to enter or view any data via the web portal. Each site can only see their own patient’s data.  Patient consent forms will be uploaded to the EVIS eCRF with only the monitor who can view them, the originals will be stored at the study site in a secure location accessible only to the study team. This will be controlled by user permissions within the eCRF and only the monitoring team should have access to review the consent forms.  
	13.1.2. Completion of eCRF  
An eCRF, developed by Edinburgh Clinical Trials Unit (ECTU) will capture all data required to me this protocols requirements.  Access to the eCRF will be restricted, via a study specific web portal and only authorised site-specific personnel will be able to make entries to their patient’s data via the web portal.  Only those that have been trained and approved will be able to enter or view any data via the web portal. Each site can only see their own patient’s data.  Patient consent forms will be stored at the study site in a secure location accessible only to the study team.
	Update – Clarifications added for the specific process for eCRF completion for EVIS. 

	77. 
	13.1.7. Record Retention

All study documentation will be kept for 20 years from the end of trial.
	13.1.7. Record Retention

All biological samples from the trial will be retained by the Investigator for 10 years after the end of the trial.
All study documentation will be kept for 20 years from the end of trial.

	Biological samples removed from EVIS design in previous amendment. Removing mention which was previously left in, in error. 

	91. 
	Appendix C

Organ dysfunction score (SOFA) at 0, 24, 48, 72 hours; 

SOFA score calculated at each timepoint – exploratory outcome only; data collection not mandatory
	Appendix C

Organ dysfunction score (SOFA) at 0, 24, 48, 72 hours; 

SOFA score calculated at each timepoint
	Update – SOFA score updated to exploratory outcome from secondary. 
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