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       EVIS Protocol V2.0: summary of changes from V1.3
REC reference: 22/SS/0009

R&I reference No: GN20AE342

IRAS project ID: 307862

EVIS Protocol V2.0: summary of changes from version 1.3
The changes to the protocol that are requested are:

1) Administrative updates: versioning.
2) Updates to the risk of peripheral vasopressor administration regarding extravasation – namely, updated safety information and stopping criteria, allowing for peripheral norepinephrine infusion to be restarted at a different PVC site in the cases where Extravasation resulted in temporary tissue injury (grade 1 or 2). 
3) Clarifications regarding the specification of key secondary outcomes.
4) Clarification regarding CTIMP to Non-CTIMP co-enrolment, including a statement that this requires the completion of a co-enrolment checklist.

5) Addition to the guidance on the clinical management of COVID 19. 
6) Updates to the guidance provided for dose titration.
7) Updates to the guidance for the administration of rescue vasopressors.
8) Updated stopping criteria for the withdrawal of peripheral vasopressor infusion.

9) Updates to the statistics and data analysis section of the protocol, in line with the specifics now to be captured in a separate statistical analysis plan.  
10) Inclusion of section regarding data linkage.
11) Updated instructions in regards to archiving.
12) Updated appendix A for dosing guidance.
13) Addition of appendix B for Extravasation assessment.
14) Updated appendix E for SOFA score.
15) Standardisation of MAP > 65 mmHG.
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	Update – Version Control

	1
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	Update – Version Control

	2
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	Update – R&I Co-ordinator
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Sponsor: E: Pamela.Sandu@ggc.scot.nhs.uk
	Key Trial Contacts
Sponsor: E: Joanne.McGarry@ggc.scot.nhs.uk
	Update – Sponsor Contact
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	Key Trial Contacts:
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Edinburgh Clinical Trials Unit

Usher Institute 

Level 2 Nine Edinburgh Bio Quarter

9 Little France Road

Edinburgh EH1 4UX

T: +44 (0)131 651 9952
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	Key Trial Contacts:

Statistician: Professor John Norrie
Edinburgh Clinical Trials Unit

Usher Institute 

Level 2 Nine Edinburgh Bio Quarter

9 Little France Road

Edinburgh EH1 4UX

T: 0131 651 7895
E: John.Norrie@ed.ac.uk 
	Update – Statistician contact 
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Grahamston Road

Paisley PA2 7DE 

T: 0141 314 4073
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Lead Pharmacist Research & Innovation
Research & Innovation Office

Dykebar Hospital

Grahamston Road

Paisley PA2 7DE 

T: 0141 314 0232
E: Samantha.carmichael@ggc.scot.nhs.uk
	Updated – Sponsor pharmacist contact 
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	List of Abbreviations:

PVC Peripheral Venous Catheter
	
	Addition of PVC

	15
	Trial Summary:

Trial Design: Open label, two-arm, multicentre, pragmatic parallel group sequential randomised trial with an internal pilot
	Trial Summary:

Trial Design: Open label, two-arm, multicentre, pragmatic parallel group randomised trial with an internal pilot
	Addition of sequential to trial design

	15
	Trial Summary:
Primary: To determine whether early peripheral vasopressor infusion (PVI) targeted to MAP of >   65 mmHg improves clinical effectiveness (30 day mortality) in hospitalised adult patients with septic shock compared with usual care, in the first 48 hours.
	Trial Summary:

Primary: To determine whether early peripheral vasopressor infusion (PVI) targeted to MAP>65 improves clinical effectiveness (30 day mortality) in hospitalised adult patients with septic shock compared with usual care, in the first 48 hours.
	Standardisation of MAP of > 65 mmHG

	15
	Trial Summary:

Investigational Medicinal Product(s): 

Intervention arm: Norepinephrine (via peripheral infusion)

Control arm: Compound sodium lactate solution for infusion 

Plasma-Lyte® 148 (pH 7.4) solution for infusion
	Trial Summary:

Investigational Medicinal Product(s): Norepinephrine
	Clarifications on the IMP for the intervention vs control arms 

	20
	SCHEDULE OF ASSESSMENTS
Pregnancy test at baseline
	
	Addition of pregnancy test to the schedule of assessments

	24
	2. Rationale
SSC recommend 30ml/kg crystalloid in first hour, followed by vasopressors to maintain MAP of > 65 mmHg. 
	2. Rationale

SSC recommend 30ml/kg crystalloid in first hour, followed by vasopressors to maintain MAP > 65.
	Standardisation of MAP of > 65 mmHG

	25
	2. Rationale 
The initial dosing in this protocol is the same as the initial dosing recommended in the ICS guidance (0.05 micrograms/kg/min).There is no upper dosing in the ICS guidance. For our study we have adopted a cautious approach and listed the upper does of peripheral norepinephrine infusion as 0.15 micrograms/kg/min.
	2. Rationale 

The initial dosing in this protocol is the same as the initial dosing recommended in the ICS guidance (0.05 mcg/kg/min).There is no upper dosing in the ICS guidance. For our study we have adopted a cautious approach and listed the upper does of peripheral norepinephrine infusion as 0.15 mcg/kg/min.
	Standardisation of mcg to micrograms

	26
	3.2.
Risk of peripheral vasopressor administration 
The potential risk of peripheral vasopressors utilisation is extravasation and soft-tissue injury if extravasation occurs. As detailed in section 2, there is established guidance around safe governance for the use of peripheral vasopressor infusion, including the use of a more dilute preparation of norepinephrine for administration peripherally. Patients receiving vasopressors will be cared for in an appropriate clinical environment where any complications can be appropriately acted upon. Frequent regular checks (approximately hourly) of the peripheral venous cannula have been implemented to mitigate the potential risk of extravasation.  Specific advice is contained within the protocol for managing extravasation of norepinephrine. There is an extravasation action list for treating clinicians to use if an extravasation is suspected to have occurred (Section 10.3.1.7).

Extravasation is a local injury occurring due to damage to the peripheral vein where the PVC is sited, rather than a systemic effect of the norepinephrine infusion. Therefore in the instance of extravasation resulting in temporary tissue injury (grade 1 or 2), it is appropriate to restart peripheral norepinephrine infusion at a different PVC site.
	3.2.
Risk of peripheral vasopressor administration
The potential risk of peripheral vasopressors utilisation is extravasation and soft-tissue toxicity/injury if extravasation occurs. As detailed in section 2, there is established guidance around safe governance for the use of peripheral vasopressor infusion. Patients receiving vasopressors will be cared for in an appropriate clinical environment where any complications can be appropriately acted upon. Specific advice is contained within the protocol for managing extravasation of norepinephrine. There is an extravasation action list for treating clinicians to use if an extravasation is suspected to have occurred (Section 10.3.1.7)
	Addition of further information on the risk of peripheral vasopressor administration, in line with updated safety information in relation to extravasation. 

	27
	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.
	3.6. Risk of Death

It is possible that one treatment arm may lead to more deaths; mortality will be monitored lregulalry during the course of the study by the TMG and Data Monitoring Committee.
	Standardisation of SMG to replace TMG. Correction of error. 

	27
	4.1 Primary Objectives
To determine whether early PVI (within 12 hours of admission) targeted to MAP of >   65 mmHg improves clinical effectiveness (30 day mortality) in hospitalised adult patients with septic shock compared with usual care, in the first 48 hours.
	4.1 Primary Objectives

To determine whether early PVI (within 12 hours of admission) targeted to MAP > 65 improves clinical effectiveness (30 day mortality) in hospitalised adult patients with septic shock compared with usual care, in the first 48 hours.
	Standardisation of MAP of > 65 mmHG

	28
	4.3. Primary outcome
	4.3. Primary endpoint/outcome
	Removal of endpoint.

	28
	4.4. Secondary outcomes
	4.4. Secondary Exploratory endpoints/outcomes
	Removal of exploratory endpoint.

	28
	4.4 Secondary outcomes

*key secondary outcomes
	
	Addition of key secondary outcomes

	28
	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
	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;
· blood lactate at 0, 6, 12, 24 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 0, 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
	Clarification of lactate outcome. Removal of 0 time point for blood lactate, SOFA score & total dose of other vasopressor delivered as it is not an outcome. Clarification of key secondary outcomes or accumulated volume of IV fluid delivered in each arm & total dose of Norepinephrine delivered at each timepoint. 

	28
	4.4.2.
Outcomes during 3 month follow-up comprise: 

•
All-cause mortality during index hospital admission and at 90 days*
•
Length of hospital stay for index admission; Proportion of patients admitted to and length of stay in critical care (level 2 or 3) during index hospital admission*
	4.4.2.
Outcomes during 6 month follow-up comprise: 

•
All-cause mortality during index hospital admission and at 90 days
•             Length of hospital stay for index admission; Proportion of patients admitted to and length of stay in critical care (level 2 or 3) during index hospital admission
	Change from 6 month to 3, to be consistent with study design & protocol. Addition of * as all-cause mortality at 90 days and length of hospital stay for index admission are key secondary outcomes. 

	29
	4.4.3.
Patient centred outcome: 

•
organ support free days at 30 days*
	4.4.3.
Patient centred outcome: 

•
organ support free days at 30 days
	Addition of * as organ support free days at 30 days is a key secondary outcome.

	29
	4.4.4.
Protocol Adherence:

•
Proportion of patients who have PVI discontinued for non-clinical reasons after recruitment to intervention arm;  

•
Proportion of patients in control arm who receive PVI
	4.4.4. Protocol Adherence:

· Proportion of patients who have PVI discontinued for non-clinical reasons after recruitment to intervention arm;
	Addition to protocol adherence criteria

	30 - 31
	4.5 Table of End Points
Primary Objective

All-cause mortality

30 day from randomisation 

Clinical outcomes

Accumulated volume of iv fluid delivered in each arm 

Frist 6,12,24,48, 72 hours from randomisation 

All-cause mortality

During index hospital admission and at 90 days from randomisation 

Lactate 

6, 12, 24, 48 hours from randomisation
SOFA score 

24, 48, 72 hours from randomisation
Total dose of Norepinephrine 

6,12,24,48, 72 hours from randomisation 

Total does of other vasopressors (epinephrine, metaraminol, vasopressin) Patients who receive vasopressors
6,12,24,48, 72 hours from randomisation 

patients who require central venous access 

24, 48 hours from randomisation
patients developing Acute Kidney Injury

72 hours from randomisation
Patients receiving new parenteral corticosteroids

24 and 48 hours from randomisation 

Health outcomes

Length of hospital stay of index admission; 

During index hospital admission

patients admitted to critical care (level 2 or 3);

length of stay in critical care (level 2 or 3);

participants needing new renal replacement therapy 

participants needing initiation of non-invasive ventilation;
patients needing advanced respiratory support

participants readmitted in first 30-days after discharge; 
Linkage:  SMR01/HES & 30 days 

Patient centred outcomes

Organ support free days (alive and without mechanical ventilation, new renal replacement or vasopressors)
30 days 

Protocol Adherence

patients who have PVI discontinued for non-clinical reasons after recruitment to intervention arm; patient in control arm who receive PVI
At 24 and 48 hours from randomisation
Safety

vasopressor extravasation (NIH graded)
At 72 hours from randomisation 

patients developing pulmonary oedema
During index hospital admission

Longer term outcomes

Health economic outcomes  

HRQoL derived from EQ-5D-5L index values.
30 and 90 days

	4.5 Table of End Points
Primary Objective

All-cause mortality

30 day 

Clinical outcomes

Accumulated volume of iv fluid delivered in each arm 

Frist 6,12,24,48, 72 hours 

All-cause mortality

During index hospital admission and at 90 days 

Lactate 

0, 6, 12, 24, 48 hours 

SOFA score 

0, 24, 48, 72 hours 

Total dose of Norepinephrine 

6,12,24,48, 72 hours 

Total does of other vasopressors (epinephrine, metaraminol, vasopressin)

6,12,24,48, 72 hours 

patients who require central venous access 

24, 48 hours 

patients developing Acute Kidney Injury

72 hours 

Patients receiving new parenteral corticosteroids

24 and 48 hours 

Health outcomes

Length of hospital stay of index admission; 

During index hospital admission

patients admitted to critical care (level 2 or 3);

length of stay in critical care (level 2 or 3);

participants needing new renal replacement therapy 

participants needing initiation of non-invasive ventilation;
patients needing advanced respiratory support

participants readmitted in first 30-days after discharge; 
Linkage:  SMR01/HES 

Patient centred outcomes

Organ support free days (alive and without mechanical ventilation, new renal replacement or vasopressors)
30 days 

Protocol Adherence

patients who have PVI discontinued for non-clinical reasons after recruitment to intervention arm;
At 24 and 48 hours 

Safety

vasopressor extravasation (NIH graded)
At 72 hours 

patients developing pulmonary oedema
During index hospital admission

Longer term outcomes

Health economic outcomes  

HRQoL derived from EQ-5D-5L index values.
30 and 90 days

	Clarifications on time points of evaluations for each specific outcome. Removal of baseline from SOFA score & lactate as these are not outcomes. 
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	5. TRIAL DESIGN & SETTING
This trial will be an open label, two-arm multicentre pragmatic parallel group sequential randomised trial of adult patients with sepsis recruited from the Emergency Department and Acute Medical/Surgical Assessment Units across 60 UK NHS sites, including an internal pilot.
	5. TRIAL DESIGN & SETTING

This trial will be an open label, two-arm multicentre pragmatic parallel group randomised trial of adult patients with sepsis recruited from the Emergency Department and Acute Medical/Surgical Assessment Units across 60 UK NHS sites, including an internal pilot.
	Addition of sequential to trial design for consistency. 

	31
	6. PARTICIPANT ELIGIBILITY CRITERIA
The patient will receive routine acute clinical assessment including severity of illness assessment and be treated in accordance with current UK guidelines (Sepsis 6). This includes measuring serum lactate. All women of child bearing potential, must have pregnancy excluded (see below). The results of these will inform trial eligibility and the patient will be approached as soon as these are available.
	6. PARTICIPANT ELIGIBILITY CRITERIA

There will be no trial specific screening tests performed. The patient will receive routine acute clinical assessment including severity of illness assessment and be treated in accordance with current UK guidelines (Sepsis 6). The results of these will inform trial eligibility and the patient will be approached as soon as these are available.
	Clarifications on eligibility criteria. 

	32
	6.2 Exclusion Criteria
• Pregnancy.  All women of childbearing potential (WoCBP) must have a negative urine or serum pregnancy test result completed as part of screening requirements.  
	6.2 Exclusion Criteria
· Pregnancy. Women of childbearing potential (WoCBP) must have a negative urine or serum pregnancy test result completed as part of screening requirements.
	Clarification

	33
	7.3.
 CTIMP-Non-CTIMP Co-enrolment 

Participants who are active in the interventional phase of a non-CTIMP may be co-enrolled to the EVIS study – this must be agreed in advance by both sponsors and an EVIS co-enrolment checklist must be completed and approved by the EVIS sponsor before co-enrolment can commence. Please contact the project manager and Sponsor in advance of recruitment to EVIS to discuss. In addition, when considering permitting co-enrolment, investigators should be mindful of the potential burden upon participants, their families and research staff.
	7.3. CTIMP-Non-CTIMP Co-enrolment

Participants who are active in the interventional phase of a non-CTIMP may be co-enrolled to the EVIS study – please contact the Sponsor in advance of recruitment to EVIS to discuss. In addition, when considering permitting co-enrolment, investigators should be mindful of the potential burden upon participants, their families and research staff.
	Clarification re co-enrolment process.

	34
	8.3.1 Patient Consent

Potentially eligible participants who are willing to take part in the study, and have capacity to do so, will be asked to provide written informed consent.  Patient consent can only be obtained by appropriately trained members of the clinical and research team who have been delegated this responsibility by the Principal Investigator on the local site delegation log. 
	8.3.1. Patient Consent

Potentially eligible participants who are willing to take part in the study, and have capacity to do so, will be asked to provide written informed consent. Consent will be obtained by GCP trained members of the clinical team, or members of the research team who have been delegated this responsibility. 
	Clarifications regarding who can obtain informed consent. 

	34
	8.3.1 Patient Consent
Ideally, a period of 30-40 minutes will be given but it may be only 10-15 minutes due to the clinical need for fluid resuscitation to begin.
	8.3.1 Patient Consent

Ideally, a period of 30-40 minutes will be given but it may be only 10-15 minutes due to the need for fluid resuscitation to begin.
	Clarification

	35
	8.3.1 Patient Consent
The oral explanation to the patient will be performed by members of the research and clinical team who are trained and delegated this responsibility by the Principal Investigator and must cover all the elements specified in the Participant Information Sheet and Consent Form.
	8.3.1 Patient Consent
The oral explanation to the patient will be performed by a member of the research team or a trained and delegated member of the clinical team and must cover all the elements specified in the Participant Information Sheet and Consent Form.
	Clarifications regarding who can obtain informed consent. 

	38
	8.3.2. Consent via telephone
A copy of the signed Personal Rep Witness consent form will be sent to the Personal Representative electronically, by post or in person along with a Personal Representative PIS and Consent form.
	8.3.2. Consent via telephone
A copy of the signed Personal Rep Witness consent form will be sent to the Personal Representative electronically or by post along with a Personal Representative PIS and Consent form.
	Clarifications regarding how the consent forms may be sent. 

	43
	8.5.1. Randomisation procedures
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. Once a patient is randomised, they will remain in the study and have all study outcomes recorded regardless of compliance with randomised pathway allocation, unless they specifically withdraw consent to have data stored.  Consented patients will be randomised on a 1:1 basis to PVI or standard care and will be stratified using permuted blocks by age (<70 and ≥70) and study site.
	8.5.1. Randomisation procedures
Randomisation will be carried out using a web-based randomisation service (managed by the Edinburgh Clinical Trials Unit (ECTU)) that ensures allocation concealment. Randomisation will be carried out within 12 hours of arrival at the hospital where recruitment occurs and within one hour of the decision being made that fluid resuscitation should be commenced. Once a patient is randomised, they will remain in the study and have all study outcomes recorded regardless of compliance with randomised pathway allocation, unless they specifically withdraw consent to have data stored. Consented patients will be randomised on a 1:1 basis to PVI or standard care and will be stratified by age (<70 and ≥70) and study site.
	Clarifications regarding randomisation procedures. 

	43
	8.5.2.
Treatment Allocation
Peripheral Vasopressor Infusion (PVI) will be compared to standard care. 
	8.5.2.
Treatment Allocation
Peripheral vasopressor Infusion will be compared to standard care. This is pragmatic study and patients will be analysed on an intention to treat basis. This is an open label study.
	Removal of unnecessary text. 

	43
	
	8.5.3. Emergency Unblinding procedures

The study will not be blinded, treating clinicians will be aware of which treatment the participant is receiving.
	Removal of section as trial is unblinded.

	43
	9. STUDY VISITS

Due to the emergency nature of the study, timings of the data may not be exact, but all efforts should be made to ensure that they are recorded/accounted for with minimal risk of error.
	9. STUDY VISITS
	Clarification re timings of study visits data

	44
	9.1.2.
Baseline

•
Adverse Events (continuous until 72 hours post randomisation)
•
EQ-5D-5L (Can be completed up until 7 days post randomisation)
	9.1.2.
Baseline

•
Adverse Events 
•
EQ-5D-5L 
	Clarifications 

	45
	9.1.7.
72 hours (+/- 12 hours)
•
Routine bloods - FBC, U&E, LFT, Glucose, CRP, 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))

•
Incidence of safety outcomes (extravasation NIH score)

•
Parenteral corticosteroid administration

•
Vasopressor administration
	9.1.7.
72 hours (+/- 12 hours)

•
Routine bloods - FBC, U&E, LFT, Glucose, CRP, 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))

•
Incidence of safety outcomes (extravasation NIH score)
	Inclusion of further data at 72 hours
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	9.1.9.
Hospital discharge

•
Length of stay

•
Length of critical care stay

•
Mortality
	9.1.9.
Hospital discharge

•
Length of stay

•
Length of critical care stay
	Addition of mortality at discharge

	46
	9.1.10.
30 days

•
Mortality – collected via eCRF with secondary check via data linkage
	9.1.10.
30 days

•
Mortality – via data linkage
	Clarification on 30 day mortality check
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	9.2.
END OF TRIAL

For the purposes of regulatory requirements the end of trial is defined as 12 months after last patient last visit. The sponsor must notify the MHRA of the end of a clinical trial within 90 days of its completion. 
	9.2.
END OF TRIAL
For the purposes of regulatory requirements the end of trial is defined as 12 months after last patient last visit.

For trials requiring MHRA approval the end of the trial should be clearly defined in the protocol. The sponsor must notify the MHRA of the end of a clinical trial within 90 days of its completion. It is usually the date of the last visit/data item of the last patient undergoing the trial. For the purpose of informing the MHRA “database lock” is not appropriate as a definition as it does not allow for early termination (section 10.6) to be reported within 15 days.
	Removal of generic text from protocol template on end of trial. 

	47
	9.3. COVID-19 PANDEMIC
No direct drug-drug interaction between the COVID-19 vaccines and the trial IMP(s) are anticipated.  COVID-19 vaccinations must be recorded in the patient notes as a concomitant medicine (name, date of vaccination).

Clinical management of COVID-19 infection is rapidly evolving as new medicines are approved for use and by local/national treatment guidelines. It is therefore not possible to comprehensively rule out the potential for clinically significant interactions between the study IMPs with current or future medicines for the acute treatment of COVID-19 and a pragmatic approach is required. Medicines for acute COVID-19 infection should not be unnecessarily withheld and participants should be managed wherever possible in line with local/national clinical guidelines for this patient group. The decision to follow a particular management plan for acute COVID-19 infection (which may include the temporary withdrawal of the IMP(s) should this be in the participant’s best interest), is at the treating physician’s discretion. Investigators should refer to the protocol and current IMP Summary of Product Characteristics for detailed information on known mechanisms for pharmacokinetic/pharmacodynamics interactions as well as the relevant COVID-19 treatment Summary of Product Characteristics (or equivalent) to inform management decisions. Any mitigations, such as additional patient monitoring, must be documented in the participant's medical notes. 

Further ad-hoc advice can also be obtained from the Sponsor Pharmacist/Chief Investigator and https://www.covid19-druginteractions.org/ Investigators must be vigilant at all times to the possibility of interactions and report in line with protocol pharmacovigilance requirements. Concomitant use of other medicines for COVID-19 must be recorded in the participant’s CRF. As a reminder, co-enrolment in CTIMP studies including those relating to COVID-19 treatments is not permitted. See section 7.2.
	9.3. COVID-19 PANDEMIC
No direct drug-drug interaction between the COVID-19 vaccines and the trial IMP(s) is anticipated. COVID-19 vaccinations or boosters that may become available must be recorded in the patient notes as a concomitant medicine (name, date of vaccination).
	Additional guidance in relation to the management of COVID 19 added. 

	47
	10.1.1 Study Drug Identification
Norepinephrine (Noradrenaline) 1 mg/ml Concentrate for Solution for Infusion
	10.1.1 Study Drug Identification
Noradrenaline (Norepinephrine) 1 mg/ml Concentrate for Solution for Infusion
	Correction of an error

	48
	10.2.1 Study Drug Identification
The following intravenous “balanced” crystalloids are permitted for use in EVIS control arm participants. 

•
Compound Sodium Lactate Solution for Infusion (also known as Ringers Lactate Solution and Hartmann’s Solution for Infusion)

•
Plasma-Lyte® 148 (pH 7.4) Solution for Infusion.
	Intravenous “balanced” crystalloids.
	Clarifications on balanced crystalloids. 

	48
	10.2.2 Study Drug Manufacturer
Any preparation of the permitted intravenous “balanced” crystalloid with a marketing authorisation in the UK may be used in this trial. All supplies for use in the trial will be sourced from routine hospital stocks and will not be reimbursed. There is no requirement to ‘ring-fence’ supplies for use in the EVIS trial or to apply study specific labelling.  Records of administration will be retained for traceability purposes as per local practice at site.
	10.2.2 Study Drug Manufacturer
Any preparation of intravenous “balanced” crystalloid which has marketing authorisation in the UK may be used in this trial, all supplies for use in the trial will be sourced from routine hospital stocks and will not be reimbursed. There is no requirement to ‘ring-fence’ supplies for use in the EVIS trial or to apply study specific labelling. Records of administration will be retained for traceability purposes.
	Clarifications on permitted crystalloids for consistency. 

	49
	10.2.3
Storage

Balanced Crystalloid must be stored in accordance with the manufacturer’s labelling.  There is no requirement by sponsor for sites to temperature monitor storage conditions of the crystalloids. Storage must be secure in the clinical areas as per local medicines policies.  
	10.2.3 Storage

The balanced Crystalloid must be stored in accordance with the manufacturer’s labelling. There is no requirement by sponsor for sites to temperature monitor storage conditions of the crystalloids. Storage must be secure in the clinical areas as per local medicines policies.
	Clarification 

	49
	10.2.5
Summary of Product Characteristics (SmPC) 

There is no specified brand of balanced crystalloid for this trial.  Each hospital may stock several brands and these may change over the course of the trial. Supplies of any brand of the permitted balanced crystalloid currently in stock may be used in the trial. A representative Summary of Product Characteristics is provided for the purposes of Reference Safety Information. See section 11.3
	10.2.5 Summary of Product Characteristics (SmPC)

There is no specified brand of balanced crystalloid for this trial. Each hospital may stock several brands and these may change over the course of the trial. Supplies of any brand of Balanced Crystalloid currently in stock may be used in the trial. A representative Summary of Product Characteristics is provided for the purposes of Reference Safety Information. See section 11.3
	Clarifications on permitted crystalloids for consistency.

	49
	10.3.1
INTERVENTION ARM

Participants allocated to the intervention arm will receive peripheral vasopressor infusion during the initial 48 hour study period.  An appropriately trained and delegated member of the research team will be responsible for the initial prescription for participants who will receive treatment with peripheral norepinephrine.  
	10.3.1 INTERVENTION ARM
Participants allocated to the intervention arm will receive peripheral vasopressor infusion during the initial 48 hour study period. 
	Clarifications on training for the initial prescription. 

	50
	10.3.1.2
Method of Administration & Dose
•
Choose at least a 20G Peripheral IV Catheter (PVC) size
	10.3.1.2
Method of Administration & Dose
· Choose at least a 20G PVC size
	Clarification

	50
	10.3.1.2
Method of Administration & Dose
Commence infusion at a starting dose of 0.05 microgram /kg /min.  For example for a 70kg patient this will be calculated as follows:

•
Step 1: Calculate norepinephrine dose (micrograms/minute) 

•
= 0.05*70 = 3.5 micrograms per min

•
Step 2: Convert dose from microgram/minute to micrograms/hour 

•
=3.5*60 = 210 micrograms per hour

•
Step 3: Calculate the infusion rate (ml/hour) 

•
Infusion rate = 210/16 = 13.1ml per hour
	10.3.1.2
Method of Administration & Dose
Commence infusion at a starting dose of 0.05 microgram /kg /min. For example for a 70kg patient this will be calculated as follows:

 0.05*70 = 3.5 micrograms per min

 3.5*60 = 210 micrograms per hour

 Infusion rate =210/16 = 13.1ml per hour

	Clarification

	50
	10.3.1.3
Dose titration

The clinical team must titrate the dose of norepinephrine delivered to target MAP of > 65 mmHg. The maximum dose permitted to be delivered peripherally in this trial is 0.15 micrograms / kg / min. Further detail of up titration and down titration of dose is given in Appendix A.

In the event the target MAP > 65mmHg is achieved immediately post-randomisation, the peripheral vasopressor infusion must be set with an initial rate of zero. This rate can be increased above zero at any point during the study period of 48 hours using the initial prescription. During the study period, the rate of peripheral vasopressor may be reduced to a rate of zero for a period and increased again above zero, in order to maintain a MAP of > 65 mmHg
	10.3.1.3 Dose titration

The clinical team must titrate the dose of norepinephrine delivered to target MAP of 65 mmHg. The maximum dose permitted to be delivered peripherally in this trial is 0.15 micrograms / kg / min. Further detail of up titration and down titration of dose is given in Appendix A.
	Additional guidance included re dose titration

	51
	10.3.1.4
Administration of rescue intravenous fluids 

If target MAP not reached once maximum titrated dose of 0.15 micrograms / kg / min has been reached, or clinician concerns of organ hypo perfusion based on heart rate, skin perfusion, mentation or urine output or other imaging if part of treating clinicians normal practice, then the treating clinicians can administer via peripheral IV infusion 250-1000ml boluses of the permitted balanced crystalloid.  These must be documented in the eCRF.  See control arm section for details of balanced crystalloid.
	10.3.1.4 Administration of rescue intravenous fluids

If target MAP not reached once maximum titrated dose of 0.15 micrograms / kg / min has been reached, or clinician concerns of organ hypo perfusion based on heart rate, skin perfusion, mentation or urine output or other imaging if part of treating clinicians normal practice, then the treating clinicians can administer IV 250-1000ml boluses of balanced crystalloid.
	Clarification regarding peripheral infusion. Added permitted crystalloid for consistency. 

	51 - 52
	10.3.1.6
Administration of rescue vasopressors
The rescue vasopressor use will be captured on the CRF. In this situation, where the rescue vasopressors are administered via a central venous route, the peripheral vasopressor infusion must be permanently discontinued. 

Patients in this arm should not receive any other peripheral vasopressor infusion during the 48 hour study period. 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 vaopressor to allow line placement considered as treatment outwith the trial.  
	10.3.1.6 Administration of rescue vasopressors

The rescue vasopressor use will be captured on the CRF. In this situation, the peripheral vasopressor infusion must be discontinued.
	Clarifications regarding the administration of rescue vasopressors. 

	52
	10.3.1.7
Suspected extravasation
Regular monitoring (approximately hourly) of the infusion site is essential to enable early recognition and management of extravasation events. 
	10.3.1.7
Suspected extravasation
Regular monitoring of the infusion site is essential to enable early recognition and management of extravasation events
	Clarification regarding extravasation monitoring. 

	52
	10.3.1.7
Suspected extravasation
Participating sites may follow any local extravasation treatment policy as an alternative to above.

Patients with a minor extravasation, may continue to receive peripheral norepinephrine infusion at a new/different peripheral infusion site. Minor extravasation means grade 1 or 2 – see Appendix B
	10.3.1.7
Suspected extravasation
Participating sites may follow any local extravasation treatment policy as an alternative to above.
	Addition of ‘minor’ extravasation and course of treatment. 

	54
	10.3.2.1
Method of administration and dose titration

Initial treatment with the permitted intravenous balanced crystalloid fluids must be by peripheral venous cannula. An appropriately trained and delegated member of the research team is responsible for the initial prescription in those randomised to the control arm.  
	Method of administration and dose titration

Initial treatment with intravenous fluid must be by peripheral venous cannula
	Clarifications and consistency of instructions regarding ‘permitted’ crystalloids and training needed for person providing the initial prescription. 

	54
	10.3.2.2
Choice of balanced Crystalloid

Any of the following may be used as the balanced crystalloid for fluid resuscitation:

•

Compound Sodium Lactate Solution for Infusion (Ringers Lactate or Hartmanns solution)

•

Plasma- Llyte ® 148 Solution for Infusion
Any brand available at site may be used, and any others not listed should must be discussed with Sponsor during set-up processes for the site.
	10.3.2.2 Choice of balanced Crystalloid

Any of the following may be used as the balanced crystalloid for fluid resuscitation:

· Compound sodium lactate (Ringers Lactate or Hartmanns solution)
· Plasma-lyte 148
Any brand available at site may be used. and any others not listed should must be discussed with Sponsor during set-up processes for the site.
	Clarification 

	54
	10.3.2.3
Dose titration
Intravenous fluid administration must be targeted to MAP > 65mmHg. It is anticipated that most participants will receive approximately 30ml/kg in the first 3 hours using 250-1000ml rapid infusion (bolus) of balanced crystalloid for fluid resuscitation based on clinical judgement, using clinical assessment supplemented by technology within the usual scope of practice. Thereafter, further crystalloid boluses for resuscitation up to 48 hours will be at the discretion of the clinical team and targeted to MAP > 65mmHg and will be documented in the eCRF.
	10.3.2.3
Dose titration

Intravenous fluid administration should be targeted to MAP of 65mmHg. It is anticipated that most participants will receive approximately 30ml/kg in the first 3 hours using 250-1000ml rapid infusion (bolus) of balanced crystalloid for fluid resuscitation based on clinical judgement, using clinical assessment supplemented by technology within the usual scope of practice. Thereafter, further crystalloid boluses for resuscitation up to 48 hours will be at the discretion of the clinical team and targeted to MAP of 65mmHg and will be documented in the eCRF.
	Standardisation of MAP & wording to match intervention arm. 

	54
	10.3.2.4
Administration of rescue vasopressors

Participants in the standard care arm should not receive peripheral vasopressor infusion during the 48 hour study period. 
	10.3.2.4 Administration of rescue vasopressors

Participants in the balanced crystalloid arm must not receive peripheral vasopressor infusion during the 48 hour study period (see Sectio)
	Clarification

	56
	10.8.2
Permitted Medications
Caution is recommended for any patient receiving peripheral norepinephrine infusion with the following medication:
	10.8.2 Permitted Medications
Caution is recommended for any patient receiving peripheral norpeinephrine infusion with the following medication:
	Correction

	57
	10.9 Withdrawal of peripheral vasopressor infusion: Stopping criteria
•
Suspected local extravasation of IMP only if graded severe  (Grade 3 or 4 – see Appendix B)  
	10.9 Withdrawal of peripheral vasopressor infusion: Stopping criteria
•
Suspected local extravasation of IMP
	Updated stopping criteria in line with updated guidance regarding grading of extravasation 

	58
	11.1.
Definitions
Suspected Unexpected Serious Adverse Reaction (SUSAR): A serious adverse reaction, the nature and severity of which is not consistent with the information about the medicinal product in question set out in the reference safety information.
	11.1.
Definitions

Suspected Unexpected Serious Adverse Reaction (SUSAR): A serious adverse reaction, the nature and severity of which is not consistent with the information about the medicinal product in question set out in the reference safety information:
· In the case of a product with a marketing authorisation, this could be in the summary of product characteristics (SmPC) for that product, so long as it is being used within its licence. If it is being used off label an assessment of the SmPCs suitability will need to be undertaken.

· In the case of any other investigational medicinal product, in the investigator’s brochure (IB) relating to the trial in question
	Removal of text as it is not applicable 

	59
	11.2.
Operational definitions for (S)AEs
Generally these events will not be recorded in the eCRF unless they develop following treatment with IMP or are exacerbated following treatment with IMP. 
	11.2.
Operational definitions for (S)AEs

Generally these events will not be recorded in the eCRF unless they develop following treatment with IMP or are exacerbated following treatment with IMP see section 11.3 for further detail. 
	Removal of text as it is not applicable. 

	60
	11.3.
Reference Safety Information

For the purposes of the EVIS trial section 4.8 of the SmPCs for the following products will be used to inform the Reference Safety Information:

•
Noradrenaline (Norepinephrine) 1 mg / ml Concentrate for solution for infusion (Manufacturer: Aguettant Ltd)

•
Balanced Crystalloids Plasma-Lyte® 148 (pH 7.4) solution for infusion:
	11.3. Reference Safety Information

For the purposes of the EVIS trial section 4.8 of the following SmPCs will be used as the Reference Safety Information:

· Noradrenaline (Norepinephrine) 1 mg / ml Concentrate for solution for infusion (Manufacturer: Aguettant Ltd) https://www.medicines.org.uk/emc/product/5353/smpc 

· Balanced Crystalloids Plasma-Lyte® 148 (pH 7.4) solution for infusion:
https://www.medicines.org.uk/emc/product/1795 
	Removal of SmPC links are sites should reference SmPC from hospital stock of Noradrenaline and Balanced Crystalloids 

	61
	11.5.
Recording of safety endpoints not subject to expedited reporting as SAEs

The following events are subject to recording within the eCRF from the date of randomisation until 7 days post IMP administration.  These are safety outcome events that are anticipated to occur in this participant group and will are therefore from excluded from expedited reporting as SAEs. These events will be subject to monitoring by the trial data monitoring and ethical committee.

•
Death related to infection (including multi-organ failure)

•
Critical care (HDU/ICU) admission 

•
Acute kidney injury Pulmonary oedema
	11.5.
Recording of safety endpoints not subject to expedited reporting as SAEs

The following events are subject to recording within the eCRF from the date of randomisation until 7 days post IMP administration.  These are safety outcome events that are anticipated to occur in this participant group and will are therefore from excluded from expedited reporting as SAEs. These events will be subject to monitoring by the trial data monitoring and ethical committee.

•
Death related to infection (including multi-organ failure)

•
Critical care (HDU/ICU) admission 

•
Acute kidney injury Pulmonary oedema

•
Extravasation
	Removal of extravasation from the list of events which are excluded from expedited reporting  

	62
	11.6.
Recording and Reporting of Serious Adverse Events (SAE)
All SAEs that occur following the administration of IMP, or SAEs present prior to administration that are exacerbated following IMP administration must be recorded within the study eCRF from the time of randomisation until 24 hours post administration of the last dose of trial IMP.

Note: Any incidence of extravasation that meets the regulatory definition of ‘serious’ and that occurs in a participant following IMP administration must be reported as an SAE.
	11.6.
Recording and Reporting of Serious Adverse Events (SAE)

All SAEs that occur following the administration of IMP, or SAEs present prior to administration that are exacerbated following IMP administration must be recorded within the study eCRF from the time of randomisation until 24 hours post administration of the last dose of trial IMP.
	Clarification regarding the reporting of extravasation as an SAE. 

	62
	11.6.
Recording and Reporting of Serious Adverse Events (SAE)
Full details of SAEs will be recorded in the electronic Case Report Form. The following information will be collected at a minimum:

•
nature of the event

•
event duration (start and end dates, if applicable)

•
relationship to trial medication in the opinion of the investigator

•
if related, whether the reaction would be considered expected or unexpected

•
action taken

•
outcome (if applicable)

•
Seriousness criteria

Note: Where extravasation is recorded as an SAE, additional information will be requested via the eCRF form
	11.6.
Recording and Reporting of Serious Adverse Events (SAE)

Full details of SAEs will be recorded in the electronic Case Report Form. The following information will be collected at a minimum:

•
nature of the event

•
event duration (start and end dates, if applicable)

•
relationship to trial medication in the opinion of the investigator

•
if related, whether the reaction would be considered expected or unexpected

•
action taken

•
outcome (if applicable)

•
Seriousness criteria
	Clarification regarding the reporting of extravasation as an SAE. 

	69
	12.1.
Sample size calculation

The sample size is based on clinical consensus of a minimal clinically important difference, likely economic benefit and the findings of previous studies (See section 4), we have chosen a difference in 30-day all-cause mortality of 5% for the primary outcome. The study would require 2928 randomised participants to detect this 5% difference (control 25% vs. intervention 20%) at 90% power and 5% level of significance (Stata 15.1 ‘power twoproportions’). 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). To account for missing data for 30-day mortality, the maximum sample size was increased by 3% to 3286).
	12.1. Sample size calculation

The sample size is based on clinical consensus of a minimal clinically important difference, likely economic benefit and the findings of previous studies (See section 4), we have chosen a difference in 30-day all-cause mortality of 5% for the primary outcome. The study would require 2928 randomised participants to detect this 5% difference (control 25% vs. intervention 20%) at 90% power and 5% level of significance (Stata 15.1 ‘power twoproportions’). This is increased to a maximum 3187 participants to allow for up to four interim analyses under a non-binding Hwang-Shih-DeCani spending function group sequential design (R 3.4.1 gsDesign module), which allows for early stopping for either overwhelming evidence of benefit, or for futility; and then further adjusted upwards to 3286 to allow 3% randomised missing data for 30-day mortality.

The Data Monitoring Committee (DMC) will consider advising the Trial Steering Committee (TSC) on re-estimation of the sample size based on aggregated, blinded data on the first 200 participants with complete 30-day mortality data available at around 1 month from the end of the 6-month internal pilot. Any other new relevant trial data will also be considered to inform discussions. The final decision on reestimation of the sample size will be taken by the Chief Investigator and Trial Management Group.
	Clarification on sample size calculation. Removal of IDMC reviewing first 200 patients, they will review data from the 6 months inbedded pilot phase instead. 

	70
	12.3.
Proposed Analysis 

Analyses will primarily be intention-to-treat where all randomised participants will be included in the analysis retained in the group to which they were allocated (i.e. ‘’as-randomised’’) and for whom outcome data are available. Results will be presented as point estimates, confidence intervals at the appropriate level, with associated p-values.  A sensitivity analysis using imputation of missing values will be considered only if the proportion of cases with missing values is sufficiently large.
All statistical procedures will be fully specified in a comprehensive Statistical Analysis Plan (SAP) authored by the study statistician and approved by the TSC.
	12.3. Statistical analysis plan
All statistical procedures will be fully specified in a comprehensive Statistical Analysis Plan authored by the study statistician and approved by the independent oversight commitments (the iDMC and the TSC).
	Statistical analysis plan created separately to the protocol. Additional information regarded the proposed analysis of results. 

	70
	
	12.3.1. Summary of baseline data and flow of patients

List variables to be used to assess baseline comparability of the randomised groups including for each factor: a definition, any rules, references or programmes for calculation of derived values, what form it will take for analysis (e.g. continuous, categorical, ordinal) and how it will be reported (e.g. means, standard deviations, medians, proportions)

Produce a consort flow diagram http://www.consort-statement.org/
	Removal of section an N/A, to be captured in SAP. 

	70
	12.3.2. Primary outcome analysis 
The primary analysis will use a logistic regression model for the primary outcome of 30-day mortality, adjusting for centre as a random effect (or e.g. centres combined at a regional level if there are many small centres) and age (stratification variable) as a fixed effect. Unadjusted results will also be presented to support the findings of the primary analysis.
	12.3.2. Primary outcome analysis

The main analysis will be according to the intention to treat principle and use a logistic regression model for the primary outcome of 30-day mortality, adjusting for centre as a random effect (or e.g. centres combined at a regional level if there are many small centres) and any pre-specified baseline covariates strongly predictive of outcome. We will run sensitivity type analyses that investigate the robustness of the findings to any patterns of missing data (expected to be negligible for the primary mortality outcome).
	Clarification 

	70
	12.3.2. Secondary outcome analysis

The secondary outcomes will be analysed in a similar way to the primary analysis, using statistical models appropriate to the distribution of the outcome (mainly linear or logistic mixed effects models). 

Protocol Adherence and safety outcomes will be summarised descriptively.


	12.3.3. Secondary outcome analysis

We will investigate the influence of compliance (cumulative dose received) on the primary outcome using causal models (for example, using an instrumental variables approach).
The secondary outcomes will be analysed in a similar way to the primary analysis, using statistical models appropriate to the distribution of the outcome (mainly linear or logistic mixed effects models).

Likewise, safety outcomes will be analysed in similar ways appropriate to their distribution, and the findings presented descriptively.

We will conduct a secondary Bayesian analysis of

1. Primary outcome
2. Causal model 

We will analyse the primary outcome using Bayesian methods, which allows quantification of probabilities of all effect sizes. We will explore the presence of heterogeneity of treatment effects using Bayesian hierarchical models in subgroups based on baseline parameters: 

(a) Severity of illness (baseline NEWS/SOFA score) 

(b) Amount of IV fluid given pre-randomisation, and 

(c) Plasma lactate concentration (latest prior to randomisation).
	Removal of Bayesian analysis. Specifics of the analysis are to be captured in the SAP. 

	70
	12.4. Subgroup analyses
We will perform the following sub-group analyses of the primary outcome, and test for sub-group interactions if appropriate:
•
Age (<70 versus ≥ 70 years)

•
Pre randomisation iv fluids (above versus below median observed in the trial)

•
Severity of illness
· Lactate (≤ 4 versus > 4)

· NEWS2 (<7 versus ≥7)

•
Heart failure (yes versus no)

•
Frailty (Clinical Frailty Scale <5 versus ≥5)
The study is not formally powered for these subgroups analyses, and will be exploratory.
	12.4. Subgroup analyses

Predefined sub-group analyses (primary outcome) include: community versus hospital acquired infection, illness severity (baseline NEWS / SOFA / lactate), age, and co-morbidities along with time to randomisation, pre-randomisation IV fluid volume and frailty. We will adjust the level of significance and the confidence intervals to allow for the multiple pre-specified subgroup analyses undertaken.
	Defined the sub group analyses which will be performed.  

	71
	12.5.
Additional analyses

We will consider additional analyses exploring the influence of compliance (cumulative dose received) on the primary outcome using causal models (for example, using an instrumental variables approach).
	12.5. Adjusted analysis

We will perform adjusted analyses as described in section 12.3.2 and 12.3.3
	Clarification

	71
	12.6.
Interim analysis and criteria for the premature termination of the trial

We have scheduled 4 interim analyses, which will consider the primary outcome of all causes mortality, and be equally spaced at approximately 25%, 50%, 75% and then 100% (no early stopping, this would be a final analysis at the maximum sample size). These interim analyses will be presented by the unblinded statistician at the Edinburgh Clinical Trials Unit (ECTU) to the independent Data Monitoring Committee (iDMC), who will include an independent statistician. The unblinded ECTU statistician would have no other role in the study while it was ongoing. The stopping rules are statistically non-binding (both for efficacy and futility). The iDMC may recommend early stopping of the study if the boundaries are crossed. They would make a recommendation to the independent Trial Steering Committee (TSC) who may or may not endorse that recommendation. Note also that the trial can stop at any time for safety, if there is an excess of mortality in the intervention group that is considered to generate avoidable harm – and this would be a decision not based on any statistical criterion and taken by the iDMC and endorsed by the TSC.  
	12.6. Interim analysis and criteria for the premature termination of the trial

We are using a group sequential design that allows for early stopping of the study due to either overwhelming evidence of benefit (stopping for benefit) or it being pointless continuing (very low chance of achieving a statistically significant result, conditional on what has been observed up to the scheduled interim analysis, in what remains to be observed after the scheduled interim analysis). We have scheduled 4 interim analyses, which will consider the primary outcome of all causes mortality, and be equally spaced at approximately 25%, 50%, 75% and then 100% (no early stopping, this would be a final analysis at the maximum sample size). These interim analyses will be presented by the unblinded statistician at the Edinburgh Clinical Trials Unit (ECTU) to the independent Data Monitoring Committee (iDMC), who will include an independent statistician who is knowledgeable about group sequential designs. The unblinded ECTU statistician would have no other role in the study while it was ongoing. The stopping rules are statistically non-binding (both for efficacy and futility). The iDMC may recommend early stopping of the study if the boundaries are crossed. They would make a recommendation to the independent Trial Steering Committee (TSC) who may or may not endorse that recommendation. Note also that the trial can stop at any time for safety, if there is an excess of mortality in the intervention group that is considered to generate avoidable harm – and this would be a decision not based on any statistical criterion and taken by the iDMC and endorsed by the TSC.

In terms of timing of the looks, at this stage we intend equally spaced looks driven by the amount of information observed. This is the number of deaths at 30 days. We used the ‘gsDesign’ routine in R 4.0.1 for Mac for the estimation of the group sequential design. From Stata 15.1, for 90% power at a 5% level of significance using ‘power twoproportions’ for a 5% reduction from 25% to 20% in 30-day mortality requires 2928 participants (with evaluable data i.e. no loss to follow up). The group sequential design increases this to 3187 participants required. The operating characteristics for this asymmetric two-sided group sequential design using a Hwang-Shih-DeCani spending function [lower bounds (futility) with gamma=-2; upper bound (efficacy) with gamma=-4] are lower bounds [at interim analyses 1, 2, 3, and 4] of z=-0.63, 0.36, 1.20, and 2.01 with nominal p-values of 0.2644, 0.6393, 0.8855 and 0.9780 and lower bound spending of 0.0102, 0.0167, 0.0276, and 0.0455 (total 0.1000); and upper bounds of 3.16, 2.82, 2.44, and 2.01 with nominal p-values of 0.0008, 0.0024, 0.0074, and 0.0220 and upper bound spending of 0.0008, 0.0022, 0.0059 and 0.0161 (total 0.035 1-sided). The R-code generating these thresholds was gsDesign (k=4, test.type=4, alpha=0.025, beta=0.1, n.fix=2928, sfu=sfHSD, sfl= sfHSD). These thresholds are derived for the required number of participants with evaluable 30-day mortality. We allow a 3% rate of missing death status at 30 days, making the overall maximum target sample size 3286.

As indicated, the interim analyses will be scheduled in information time, and we are assuming a 25% and a 20% event rate, so the aggregate event rate is 22.5%. The four equally spaced interim analyses, assuming a maximum sample size of 3187, would be expected to occur at 797, 1594, 2390, and 3187 participants with mature 30-day mortality status – or 179, 359, 538 and 718 deaths. There are two practical issues in the scheduling of the formal interim analyses for the EVIS iDMC to address. First, it takes time to schedule these meetings and it is difficult to orchestrate them to exactly coincide with e.g. the first meeting having exactly 179 deaths, unless they meet sufficiently late that there are more than 179 deaths observed. So, we will fine tune the operating thresholds to adjust to what is actually observed. Second, it is our assumption that the event rates are 20% and 25%, averaging 22.5%. We have included a sample size re-estimation stage after the first 200 have mature 30-day mortality (estimated at 45 deaths; comfortably before the anticipated 1st formal interim analysis estimated at 797 patients with mature 30 day outcome), and if we have cause to re-estimate the sample size because the blinded death rate is substantially different from 22.5%, then we will of course adjust the group sequential operating characteristics as well, in sympathy with this change.
	Details of interim analysis to be captured in the SAP, removed details from the protocol. 

	71
	
	12.7. Participant population

We will recruit a broad range of hospitalised adult patients who have been commenced on emergency intravenous antibiotic treatments for moderate to severe sepsis, ensuring equity of access to participation in research. We will analyse on an intention to treat basis.
	Removed, captured elsewhere. 

	71
	
	12.8. Procedure(s) to account for missing or spurious data

We will run sensitivity type analyses that investigate the robustness of the findings to any patterns of missing data (expected to be negligible for the primary mortality outcome).
	Removed, captured elsewhere. 

	74
	13.1.4
Data linkage

University of Edinburgh will be sole data controller for the purposes of Data linkage. The University will prepare the applications and submit to eDRIS (Scotland), NHS Digital (England), Sail (Wales) at the end of the study and obtain record linkage data on 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.
	
	Inclusion of data linkage. 

	75
	13.1.8.
Archiving 

The Trial Master File will be archived by the Sponsor at the end of the trial for a minimum of 25 years.

Archiving of Investigator Site Files should be conducted in line with sites local policies and SOP’s, this action will be delegated to the sites in the Clinical Trial Site Agreement that will be put in place between Sponsor and the participating site.  Sites will be notified by the Sponsors when the Site File can be archived.

Destruction of site files can only take place with the approval of the Sponsor.
	13.1.7. Archiving

The Trial Master File will be archived by the Sponsor at the end of the trial for a minimum of 15 years.

Archiving of Investigator Site Files will also be for a minimum of 20 years from completion of the trial, and this action will be delegated to the sites in the Clinical Trial Site Agreement that will be put in place between Sponsor and the participating site. Sites will be notified by the Sponsors when the Site File can be archived.
	Updated to archiving information in line with Sponsor SOP’s. 

	85
	Updated Appendix A: Dosing guidance for peripheral vasopressor infusion 
	
	Updated appendix A in line with protocol changes

	87
	Addition of Appendix B: Extravasation assessment (intervention arm)
	
	Addition of Appendix B: Extravasation assessment (intervention arm) in line with updated protocol regarding safety information and reporting of extravasation. 

	88
	Updated Appendix C: Definition of outcome data points
	
	Updated Appendix C in line with protocol Changes

	92
	Updated Appendix E: Sofa Score
	
	Updated Appendix E to correct error in previous version of table. 
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