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       EVIS Protocol V5.0: summary of changes from V4.0
REC reference: 22/SS/0009

R&I reference No: GN20AE342

IRAS project ID: 307862

EVIS Protocol V5.0: summary of changes from V4.0
The changes to the protocol that are requested are:

1) Revised time point of evaluation for the Health outcomes i.e. the collection of re-admission data 30 & 90 days post randomisation instead of post discharge.
2) Administrative updates: versioning.
3) Correction of identified errors in time points for various end points. Updated the Schedule of Assessments, Study Visits, Objectives and Outcome Measures and Appendix C to ensure consistency in each section in regard to the time points specified for data collection for each end point. 

4) Updated the description of the health economics evaluation to provide further information regarding the data used, and how this is being collected. 

	Note to Protocol page:
	Version 5.0 text 
	Version V4.0 text 
	Reason for change

	1.
	V5.0
	V4.0
	Update – Version Control

	1.
	13 February 2025
	09 December 2024 
	Update – Version Control

	2.
	Louise Ner – 13/02/2025
	Louise Ner – 09/12/2024
	Update – Version Control 

	2.
	Alasdair Corfield – 13/02/2025
	Alasdair Corfield – 09/12/2024
	Update – Version Control

	20-22.
	SCHEDULE OF ASSESSMENTS
Blood results (routine) incl lactate****
**** Daily (+/- 12 hours) for any routine bloods. 
	SCHEDULE OF ASSESSMENTS

Blood results (routine) incl lactate

**** Daily (+/- 12 hours) for any routine bloods collected up to 72 hours.
	Update – Correction of error, optional routine bloods collected up to 7 days post randomisation. 

	29.
	4. OBJECTIVES AND OUTCOME MEASURES/ENDPOINTS
4.2. Secondary outcomes 
Secondary objectives are to assess the effects of PVI, compared with usual care, on clinical, patient centred, health service and economic outcomes in the acute hospital setting and during the three months after participant randomisation. These will include protocol adherence and safety outcomes.
	4. OBJECTIVES AND OUTCOME MEASURES/ENDPOINTS

4.2. Secondary outcomes 

Secondary objectives are to assess the effects of PVI, compared with usual care, on clinical, patient centred, health service and economic outcomes in the acute hospital setting and during the six months after participant randomisation. These will include protocol adherence and safety outcomes.
	Correction of error, Trial follow-up period is 3 months, not six as previously listed. 

	29.
	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, 48, 72 hours; 
· Organ dysfunction score (SOFA) at 0, 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 participants who receive vasopressors in the first 6, 12, 24 hours. 
· Proportion of participants who require central venous access at 24 and 48 hours; 
· Proportion of participants developing acute kidney injury during first 72 hours; 
· Proportion of participants receiving parenteral corticosteroids at 24, 48 and 72 hours
	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 participants who receive vasopressors in the first 6, 12, 24 
· Proportion of participants who require central venous access at 24 and 48 hours; 
· Proportion of participants developing acute kidney injury during first 72 hours; 
· Proportion of participants receiving parenteral corticosteroids at 24 and 48 hours
	Update – to correct errors. 

	29-30.
	4.4.2. Outcomes during 3 month follow-up comprise:

· All-cause mortality during index hospital admission and at 30 days and 90 days post randomisation*,
· Length of hospital stay for index admission; Proportion of participants admitted to and length of stay in critical care (level 2 or 3) during index hospital admission*;

· Proportion of participants needing renal replacement therapy during index hospital admission;

· Proportion of participants needing non-invasive ventilation during index hospital admission;

· Proportion of participants needing advanced respiratory support (ICNARC definition) during index hospital admission;

· Readmission, post initial discharge, in the first 30 days and in the first 90 days after randomisation
	4.4.2. Outcomes during 3 month follow-up comprise:

· All-cause mortality during index hospital admission and at 30 days and 90 days 
· Length of hospital stay for index admission; Proportion of participants admitted to and length of stay in critical care (level 2 or 3) during index hospital admission*;

· Proportion of participants needing renal replacement therapy during index hospital admission;

· Proportion of participants needing non-invasive ventilation during index hospital admission;

· Proportion of participants needing advanced respiratory support (ICNARC definition) during index hospital admission;
· Readmission in first 30 days and 90 days after discharge
	Correction of error

	30.
	4.4.5. Safety:

· Proportion of participants developing vasopressor extravasation during first 72 hours post randomisation
	4.4.5. Safety:

· Proportion of participants developing vasopressor extravasation during first 72 hours 
	Updated for clarity/consistency

	30.
	4.4.7. Longer term follow-up: Questionnaire HRQoL using EQ5D-5L– HRQoL at 30-days and 90 days post randomisation;
	4.4.7. Longer term follow-up: Questionnaire HRQoL using EQ5D-5L– HRQoL at 30-days and 90 days
	Updated for clarity/consistency

	31.
	4.4.8. Health Economic evaluation: This will be conducted from the perspective of the NHS. Data on healthcare resource use will include inpatient data, collected alongside the Trial, and outpatient data, collected through data linkage (SMR00). Unit costs will be obtained from standard sources. HRQoL will be assessed at baseline (up to 7 days post randomisation), 30 days and 90 days post randomisation using EQ5D-5L. Patient-level costs and quality adjusted life years (QALYs) will be estimated. Within trial and a model-based analyses will be undertaken based on six-month and lifetime horizon, respectively.
	4.4.8. Health Economic evaluation: This will be conducted from the perspective of the NHS and Personal and social Security (PPS) in line with NICE guidance. Data on healthcare resource use will include inpatient and community care health services, and will be collected alongside the trial and through data linkage. Unit costs will be obtained from standard sources. HRQoL will be assessed at baseline (7 days before admission), 30 days and 90 days using EQ5D-5L. Patient-level costs and quality adjusted life years (QALYs) will be estimated. Within trial and a model-based analyses will be undertaken based on six-month and lifetime horizon, respectively.
	Updated to correct errors. 

	31-32.
	4.5 Table of endpoints/outcomes

Secondary Outcomes

Lactate clearance from Baseline - 6, 12, 24, 48, 72 hours from randomisation 
Participants receiving new parenteral corticosteroids – 24, 48 & 72 hours from randomisation 
Health Outcomes – In Patient

Participants readmitted, post initial hospital discharge, in the first 30 days after randomisation; Linkage: SMR01/HES & 30 days after randomisation
Participants readmitted, post initial hospital discharge, in the first 90 days after randomisation; Linkage: SMR01/HES & 90 days after randomisation
	4.5 Table of endpoints/outcomes

Secondary Outcomes

Lactate - 6, 12, 24, 48 hours from randomisation
Participants receiving new parenteral corticosteroids – 24 and 48 hours from randomisation
Health Outcomes 

Participants readmitted in first 30 days after discharge; Linkage: SMR01/HES & 30 days
Participants readmitted in first 90 days after discharge; Linkage: SMR01/HES & 90 days
	Updated to correct previous errors & to clarify time point for re-admittance as post randomisation, not discharge.

	32.
	4.5 Table of endpoints/outcomes

Secondary Outcomes
Health Outcomes – Out Patient
Visit to any outpatient specialty, in the first 90 days after randomisation - Linkage: SMR00
	
	Addition of outpatient data collection via data linkage

	32.
	4.5 Table of endpoints/outcomes

Longer term outcomes

Health Economic outcomes – 30 and 90 days after randomisation
HRQoL derived from EQ-5D-5L index values – 30 & 90 days after randomisation 
	4.5 Table of endpoints/outcomes

Longer term outcomes

Health Economic outcomes – 3 and 90 days 

HRQoL derived from EQ-5D-5L index values – 30 & 90 days
	Updated for consistency and clarity across time points. 

	32.
	4.5. Table of endpoints/outcomes

Clinical Outcome 

SOFA score (exploratory outcome – data collection not mandatory) 

Time Point of Evaluation - 0, 24, 48, 72 hours from randomisation
	4.5. Table of endpoints/outcomes

Clinical Outcome 

SOFA score (exploratory outcome – data collection not mandatory) 

Time Point of Evaluation - 24, 48, 72 hours from randomisation
	Update – to ensure consistency between the schedule of assessments, and study visits.

	40.
	8.3.3. Consent via Telephone

If there is not a Personal Representative immediately available (within 30 minutes), a Professional Representative will be approached to determine if it is appropriate for the patient to be entered into the trial so that treatment could be commenced within one hour. A Professional legal representative is a doctor responsible for the medical treatment of the adult if they are independent of the study, or a person nominated by the healthcare provider. A Personal Representative should be approached for consent to continue as soon as they are available, and it is feasible to do so. If the Personal Representative is unable to visit the hospital in person the consent form will be sent to them by email.

All methods of patient consent must be documented in the patient’s notes.
	8.3.3. Consent via Telephone

If there is not a Personal Representative immediately available (within 30 minutes), a Professional Representative will be approached to determine if it is appropriate for the patient to be entered into the trial so that treatment could be commenced within one hour. A Personal Representative should be approached for consent to continue as soon as they are available, and it is feasible to do so. If the Personal Representative is unable to visit the hospital in person the consent form will be sent to them by email.
All methods of patient consent must be documented in the patient’s notes.
If there is not a Personal Representative immediately available (within 30 minutes), a Professional Representative will be approached to determine if it is appropriate for the patient to be entered into the trial so that treatment could be commenced within one hour. A Professional legal representative is a doctor responsible for the medical treatment of the adult if they are independent of the study, or a person nominated by the healthcare provider. A Personal Representative should be approached for consent to continue as soon as they are available, and it is feasible to do so.
	Update – removed duplication included in error. 

	48.
	9. STUDY VISITS 

9.1.8.
7 days (+/- 1 day)

•
Routine bloods - FBC, U&E, eGFR, LFT, Glucose, CRP, blood lactate, Troponin, Procalcitonin (optional) 

•
Adverse Events (continuous until 72 hours post randomisation)
	9. STUDY VISITS 

9.1.8.
7 days (+/- 1 day)

•
Routine bloods - FBC, U&E, eGFR, LFT, Glucose, CRP, blood lactate, Troponin, Procalcitonin (optional) 

•
Adverse Events (continuous until 72 hours post randomisation)

	Update – to ensure consistency between the schedule of assessments, and study visits.

	73-74.
	12. STATISTICS AND DATA ANALYSIS
12.6 Economic Evaluation

We will conduct an economic evaluation to determine the cost-effectiveness of early peripheral vasopressor infusion of norepinephrine compared with usual care, in participants with septic shock.  Cost-effectiveness will be estimated, as incremental costs per life year gained and incremental costs per quality-adjusted life year (QALY) gained, over the within-trial and lifetime horizons, from the perspective of the NHS.  We will collect data on healthcare resource use. Inpatient data will be collected alongside the Trial, and outpatient data will be collected through data linkage (SMR00).  Resource use items will be valued using national unit cost schedules.  We will also collect data on HRQoL at baseline (up to 7 days post randomisation), 30 days and 90 days post randomisation using EQ-5D-5L.  Health utility scores will be derived from the responses to the EQ-5D using valuations obtained from a general population.  This will be used to estimate QALYs using the area-under-curve approach.  
	12. STATISTICS AND DATA ANALYSIS

 12.6 Economic Evaluation

We will conduct an economic evaluation to determine the cost-effectiveness of early peripheral vasopressor infusion of norepinephrine compared with usual care, in participants with septic shock.  Cost-effectiveness will be estimated, as incremental costs per life year gained and incremental costs per quality-adjusted life year (QALY) gained, over the within-trial and lifetime horizons, from the perspective of the NHS and Personal Social Services (PPS).  We will collect data on healthcare resource use (Inpatient, outpatient and community care) alongside the Trial and through data linkage.  Resource use items will be valued using national unit cost schedules.  We will also collect data on HRQoL at baseline, 30 days and 90 days using EQ-5D-5L.  Health utility scores will be derived from the responses to the EQ-5D using valuations obtained from a general population.  This will be used to estimate QALYs using the area-under-curve approach
	Update – clarification on what data is collected for the economic evaluation and how it will be obtained. 

	76.
	13.1.4.
Data linkage

University of Edinburgh will be sole data controller for the purposes of Data linkage only. The trial team will be responsible for preparing the applications and submitting to eDRIS (Scotland), NHS England, Sail (Wales) at the end of the study and obtain record linkage data on readmission and discharge, health outcome outpatient data (SMR00) and all-cause mortality at 30 days and 90 days post randomisation.  The linkage data will be stored on an ISO 27001 compliant secure platform, part of University of Edinburgh. Participants will consent for the following linkers to be used for follow up: NHS/CHI number, postcode, date of birth and sex at birth.
	13.1.4.
Data linkage

University of Edinburgh will be sole data controller for the purposes of Data linkage only. The trial team will be responsible for preparing the applications and submitting to eDRIS (Scotland), NHS England, Sail (Wales) at the end of the study and obtain record linkage data on readmission and discharge, and all-cause mortality at 30 days and 90 days post randomisation.  The linkage data will be stored on an ISO 27001 compliant secure platform, part of University of Edinburgh. Participants will consent for the following linkers to be used for follow up: NHS/CHI number, postcode, date of birth and sex at birth.
	Update – to include Data Linkage for the outpatient health outcome data. 

	91-94.
	Appendix C – Definition of outcome data points
Blood lactate at 0, 6, 12, 24, 48 & 72 hours;
Proportion of participants receiving parenteral corticosteroid at 24, 48 and 72 hours;
All-cause mortality during index hospital admission and at 30 and 90 days post randomisation
Proportion of participants needing advanced respiratory support (ICNARC definition) during index hospital admission
Readmission (after initial discharge) in first 30 days post randomisation
Readmission (after initial discharge) in first 90 days post randomisation
Proportion of participant developing vasopressor extravasation during first 72 hours post randomisation
	Appendix C – Definition of outcome data points 
Blood lactate at 0, 6, 12, 24 hours;
Proportion of participants receiving parenteral corticosteroid at 24 and 48 hours

All-cause mortality during index hospital admission and at 30 and 90 days
Proportion of participants needing advanced respiratory support (ICNARC definition)
Readmission in first 30 days post discharge 
Readmission in first 90 days post discharge
Proportion of participant developing vasopressor extravasation during first 72 hours 
	Updated Appendix C to ensure consistency with the rest of the protocol and correct errors identified in previous sections of the protocol.


Page 7 of 7
EVIS Summary of Protocol Changes V5.0 from V4.0 13 February 2024

