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EVIS Protocol V1.3: summary of changes from version 1.2
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	1.3.3. Trial Management Group (TMG) 
	1.3.3. Study Management Group (SMG)
	Update

	8
	Interventional Phase CTIMP CTIMP Co-enrolment
	
	Removed

	9
	9.2 Storage and analysis of research bloods
9.2.1. Blood Sampling

9.2.2. Storage and analysis of blood samples
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	Study Management Group
	Update
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	**** EQ-5D-5L should only be completed at baseline if the patient has capacity.
	Clarification

	27/28
	The protocol includes provision for additional research blood samples to be taken, subject to specific consent being obtained. All patients will have routine blood samples taken as part of routine care. Where possible, any additional research blood samples will be obtained at the same time as routine blood samples. In cases where an invasive line is not present, the risks of drawing blood are uncommon and include bleeding and bruising. Commonly, drawing blood is painful, and rarely, drawing blood can lead to infections at the site of the blood draw. Any blood sampling undertaken will be done so by clinical staff with appropriate training. Where possible, existing cannula will be used for blood sampling where this is normal practice for clinical staff.
	All patients will have routine blood samples taken as part of routine care. In cases where an invasive line is not present, the risks of drawing blood are uncommon and include bleeding and bruising. Commonly, drawing blood is painful, and rarely, drawing blood can lead to infections at the site of the blood draw. Any blood sampling undertaken will be done so by clinical staff with appropriate training. Where possible, existing cannula will be used for blood sampling where this is normal practice for clinical staff.


	Update
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	The Investigator or delegated member of the trial team and the participant will sign and date the Consent Form to confirm that consent has been obtained.  If the participant is unable to sign the consent form for themselves then the witnessed verbal consent form can be used. 
	The Investigator or delegated member of the trial team and the participant will sign and date the Consent Form to confirm that consent has been obtained.  If the participant is unable to sign the consent form for themselves then the witnessed verbal consent form can be used. The witness should be someone who is impartial to the research team and who is not on the research delegation log. 
	Clarification

	38
	A member of the research team will contact the Personal Representative by telephone/videoconferencing technology to explain what the study entails and answer any questions they may have. The Personal Representative will be given time to read and consider the information sheet. In situations where the Personal Representative does not have a copy of the PIS this will be read to them, or can be sent via email.  Ideally, a period of 30-40 minutes will be given but this may be only 10-15 minutes due to the need for fluid resuscitation to begin within one hour. If the Personal Representative chooses to enrol the patient onto the study, verbal consent will be obtained by a member of the research team who conducted the interview and will sign the consent form. 
	A member of the research team will contact the Personal Representative by telephone/videoconferencing technology to explain what the study entails and answer any questions they may have. The Personal Representative will be given time to read and consider the information sheet. In situations where the Personal Representative does not have a copy of the PIS this will be read to them, or can be sent via email.  Ideally, a period of 30-40 minutes will be given but this may be only 10-15 minutes due to the need for fluid resuscitation to begin within one hour. If the Personal Representative chooses to enrol the patient onto the study, verbal consent will be obtained by a member of the research team who conducted the interview and will sign the consent form. This will be witnessed by another member of clinical staff not involved in the research.


	Clarification
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	8.3.3.
Deferred Consent 
	8.3.3.
Deferred Consent (only allowed in England/Wales)  
	Clarification
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	9. Study Visits
9.1.2. Research Bloods (optional)

9.1.5. Research Bloods (optional)

9.1.6 Research Bloods (optional)

9.1.7 Research Bloods (optional)
	
	Removed
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	9.2. STORAGE AND ANALYSIS OF RESEARCH BLOODS

9.2.1. Blood Sampling

There will be an integrated sub-study active in a subset of recruiting sites.

Subject to consent, participants in the EVIS trial will have two blood samples taken at three points:

 Baseline (0 hrs): this sample will be taken at the point of enrolment into the sub-study, with the aim of characterising the inflammatory response to sepsis before, or at, the point of administration of the trial intervention.

 Second (24 ± 6 hrs) after enrolment

 Third sample (48 +- 6 hours) after enrolment

In each case, two samples will be taken sequentially, from the same point of access. In order to minimise burden to the participants, the study team will work with the clinical team to identify opportunities to take blood simultaneously with routine sampling, as well as identifying sampling options which use existing points of access. Examples of this include:
Taking research samples at the same time that venepuncture is being performed for routine clinical samples (e.g. taking the research samples with the routine samples from the same ‘needle’)

 Taking research samples at the same time that a new, or re-sited, point of vascular access is inserted (e.g. taking the research samples when a new peripheral cannula is inserted)

 Taking research samples from an existing port of vascular access which allows sampling (e.g. taking research samples from an arterial line, a central line or a PICC).
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	9.2.2. Storage and analysis of Research Blood Samples

The addition of the research blood sampling phase is dependent on securing additional funding. Please see lab manual for full details of sample storage and analysis.

At each sampling point during this study, two research blood samples will be taken - a 9mL EDTA tube, and a 2.5mL PAXgene tube.

From the EDTA tube of blood, we will aliquot one millilitre into cytodelics cell preservation medium for cellular phenotyping (referred to as “cells”) and the remaining blood in EDTA tube will be spun down to isolate), which will be stored in aliquots for measuring cytokines. They will be labelled using pseudonymous study identifiers and stored locally at -80ºC and then shipped to the central laboratory (at the University of Edinburgh) for analysis.

We propose to measure pro- and anti-inflammatory cytokines (GM-CSF; IFN gamma; IL-1 beta; IL-2; IL-4; IL-5; IL-6; IL-8 (CXCL8); IL-10 (CXCL10); IL-12p70; IL-13; IL-17A (CTLA-8); MCP-3 (CCL7); and TNF alpha).

In the case of the PAXgene tube, will undertake CAGE RNA sequencing. Because these tests include genetic analysis, explicit consent will be sought from patients. Genome-wide genotyping will be performed using an efficient, cost-effective microarray (Illumina Global Screening Array) followed by genome-wide imputation to > 5M variants.

There will be an SOP for sample tracking-collection, transfer, storage, analysis and to data collection forms (CRF/ e-CRF). That will be included in the lab manual.

Consent will be sought for long term storage at the University of Edinburgh for all samples (i.e. PAXgene, cells and plasma), anticipated to be a period of up to 10 years. Access to or use of these samples will be overseen by TSC in short/medium term. A replacement committee following this study will be put in place for this purpose. Subsequent disposal will compliant with the Human Tissues Act 2004.
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	The SAE form is downloaded from www.glasgowctu.org, printed off, completed and signed. The form is then faxed to the Glasgow Clinical Trials Unit Pharmacovigilance (PV) Office on +44(0) 141 357 5588. If faxing is not possible a copy of the SAE form should be scanned and emailed to: pharmacovig@glasgowctu.org. If this website is unavailable a paper copy of the SAE form is filed in the Investigator Site File at each site.


	The SAE form is downloaded from www.glasgowctu.org, printed off, completed and signed. The form is then emailed to the Glasgow CTU PV office: pharmacoig@glasgowctu.org. If faxing is not possible a copy of the SAE form should be scanned and emailed to: pharmacovig@glasgowctu.org. If this website is unavailable a paper copy of the SAE form is filed in the Investigator Site File at each site.
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