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       EVIS Protocol V3.0: summary of changes from V2.1
REC reference: 22/SS/0009

R&I reference No: GN20AE342

IRAS project ID: 307862

EVIS Protocol V3.0: summary of changes from version 2.1
The changes to the protocol that are requested are:

1) Administrative updates: versioning.
2) Added Appendix H to include further information regarding the imbedded process evaluation.
3) Updated the description of the permitted medications to match the updated SpMC for noradrenaline.
4) Updated the description of the imbedded process evaluation to match the addition of the new appendix H, to provide further information regarding the imbedded process evaluation sub-study.
5) Updated the wording to clarify who will have access to the signed and uploaded informed consent forms.
6) Updates to the data linkage description to clarify regarding where the responsibility for submitting the record linkage applications sits. 
7) Updates to the record retention and archiving arrangements to ensure consistency across study documentation, in relation to the length of time that study documents will be retained.
	Note to Protocol page:
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	Version 2.1 text 
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	Update – Version Control
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	14 February 2024
	10 October 2023
	Update – Version Control

	2
	Alison Hamilton – 14/02/2024
	Alison Hamilton – 10/10/2023
	Update – Version Control

	2
	Alasdair Corfield – 14/02/2024
	Alasdair Corfield – 10/10/2023
	Update – Version Control

	35
	4.4.6. Process Evaluation
Process evaluation: embedded qualitative research to: (a) establish the extent to which the intervention is implemented as intended; (b) ascertain how feasible and acceptable the intervention is to clinical staff and patients; and (c) identify any facilitators and barriers to recruitment. This will consist of a rapid ethnographic assessment [65] involving a 6-month observation of EDs and AMUs, review of key documentary data, and semi-structured interviews with clinical and trial staff. Further detailed information in relation to the Process Evaluation is provided in Appendix H.
	4.4.6. Process Evaluation

Process evaluation: embedded qualitative research to: (a) establish the extent to which the intervention is implemented as intended; (b) ascertain how feasible and acceptable the intervention is to clinical staff and patients; and (c) identify any facilitators and barriers to recruitment. This will consist of a rapid ethnographic assessment [65] involving a 6-month observation of EDs and AMUs, review of key documentary data, and semi-structured interviews with clinical and trial staff.
	Update – to match addition of new appendix to provide further information regarding the imbedded process evaluation sub-study. 

	38
	6.2. Exclusion Criteria

· Clinically judged to require immediate surgery (within one hour of eligibility assessment)

	 6.2. Exclusion Criteria

· Clinically judged to require immediate surgery (within one hour of eligibility 
· assessment); 


	Update – Corrected formatting error

	63
	10.8.2. Permitted Medications
Participants may continue on their current medicines as appropriate to their care during this trial.  If the patient’s clinical condition requires that all routine medication they were taking prior to admission is stopped and reintroduced during the study period this is permitted.

Caution is recommended for any patient receiving peripheral norepinephrine infusion with the following medication:

· volatile halogenated anaesthetic agents, 

· monoamine oxidase inhibitors, 

· linezolid, 

· tricyclic antidepressants, 

· adrenergic-serotoninergic drugs or

· any other cardiac sensitising agents 

Co administration with norepinephrine is not recommended as severe, prolonged hypertension and possible arrhythmias may result
The effects of noradrenaline may be enhanced by guanethidine.

	10.8.2. Permitted Medications

Participants may continue on their current medicines as appropriate to their care during this trial.  If the patient’s clinical condition requires that all routine medication they were taking prior to admission is stopped and reintroduced during the study period this is permitted.

Caution is recommended for any patient receiving peripheral norepinephrine infusion with the following medication:

· volatile halogenated anaesthetic agents, 

· monoamine oxidase inhibitors, 

· linezolid, 

· tricyclic antidepressants, 

· adrenergic-serotoninergic drugs or

· any other cardiac sensitising agents 

Co administration with norepinephrine is not recommended as severe, prolonged hypertension and possible arrhythmias may result


	Update – Updated to match the updated SpMC for noradrenaline. 

	78-79
	Process Evaluation Sub-Study 

Implementation fidelity, that is, the degree to which an intervention is delivered as intended, is crucial for accurately interpreting findings of explanatory trials, but is a particular concern for pragmatic complex intervention trials, where intervention adherence is, by design, less tightly controlled by the research team. Drawing on data collected during the internal pilot we will classify sites based on their intervention adherence and, using a deviant case sampling strategy, we will select the two with the highest adherence rates and the two with the lowest. We will employ a rapid ethnographic approach to document how the intervention works ‘in the field’ and better understand reasons for variance. We will use a range of methods for collecting data: intensive, multi-day observations (~200 hours) shadowing of trial staff and semi-structured interviews with approximately 15-20 clinical and trial staff. 

Ethnographic data will be captured in the form of in situ field notes and audio-recorded debrief reflections of researchers at the end of each day’s observations.  Staff interviews will be recorded and automatically transcribed using MT Teams transcription function. The researcher responsible for the data collection will check the accuracy of the transcripts, remove any identifying information, and subsequently import the fully anonymised transcripts into the NVivo software for coding and analysis. Data analysis will be based on the constant comparative method and informed by ‘sensitising concepts’ from the literature (e.g. concepts from organisational theory and implementation science), as well as discussions within the wider trial team. For further detailed information on the Process Evaluation Sub-Study, please refer to Appendix H.

	Process Evaluation

Implementation fidelity, that is, the degree to which an intervention is delivered as intended, is crucial for accurately interpreting findings of explanatory trials, but is a particular concern for pragmatic complex intervention trials, where intervention adherence is, by design, less tightly controlled by the research team. Drawing on data collected during the internal pilot (e.g. screening logs, case report forms) we will classify sites based on their intervention adherence and, using a deviant case sampling strategy, we will select the two with the highest adherence rates and the two with the lowest. We will employ a rapid ethnographic approach to document how the intervention works ‘in the field’ and better understand reasons for variance. We will use a range of methods for collecting data: intensive, multi-day observations (~200 hours), including observation of training events, shadowing of respective trial ‘champions’ and semi-structured interviews with approximately 15-20 clinical and trial staff. 

Ethnographic data will be captured in the form of in situ field notes and audio-recorded debrief reflections of researchers at the end of each day’s observations.  To facilitate reflexivity, regular team debriefs will also be held. All audio recorded material (i.e. interviews, observer debriefs and team debriefs) will be fully transcribed, anonymised, and imported into the NVivo software for coding and analysis. Data analysis will be based on the constant comparative method and informed by ‘sensitising concepts’ from the literature (e.g. concepts from organisational theory and implementation science), as well as discussions within the wider trial team. 


	Update – to match addition of new appendix to provide further information regarding the imbedded process evaluation sub-study.

	79-80
	13.1.2.
Completion of eCRF 

An eCRF, developed by Edinburgh Clinical Trials Unit (ECTU) will capture all data required to meet the 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.  A signed copy of the Patient consent forms will be uploaded to the EVIS eCRF, where a member of the Study Monitoring Team will view the uploaded consent form on the redcap system, to ensure the consent form has been completed appropriately. Data managers and staff from the Edinburgh Clinical Trials Unit will have access to the uploaded consent forms in order to perform their administrative role and control of the database. At times it may be essential to their role to view the uploaded consent forms, however staff will only do so where it is appropriate to their role and they will be fully trained in GDPR and associated legislation. The originals will 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.  The Investigator, or his/her designee will be responsible for all entries into the eCRF and will confirm that the data are accurate, complete and verifiable.
	13.1.2. Completion of eCRF  
An eCRF, developed by Edinburgh Clinical Trials Unit (ECTU) will capture all data required to meet the 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 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.  The Investigator, or his/her designee will be responsible for all entries into the eCRF and will confirm that the data are accurate, complete and verifiable.  
	Update – to reflect the fact that the data centre staff will also have access to uploaded copies of the signed consent forms. 

	80.
	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 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.
	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.
	Update – to reflect the fact that the trial team, instead of the University, will be responsible for preparing and submitting the applications for data linkage.

	81. 
	13.1.7.
Record Retention

Once the MHRA acknowledges the End of Trial declaration, submitted by the sponsor, the retention period for the trial will begin. For trials which have been discontinued, the retention period will commence after the MHRA acknowledges the trial early termination notification sent by the Sponsor. All study documentation will be kept for a minimum of 10 years from MHRA acknowledgement date of the End of Trial declaration.
	13.1.7. Record Retention

All study documentation will be kept for 20 years from the end of trial.
	Update – ensure consistency across study documents in relation to the length of time that study documents will be retained. 

	81.
	 13.1.8.
Archiving 

The Trial Master File will be archived by the Sponsor at the end of the trial (12 months after last patient last visit) for a minimum of 10 years. 

The trial monitor will discuss archiving arrangements at monitoring visits ensuring staff are competent of archiving by training and ensuring that there is a process at the site. 

The Participating Site will archive the site study documentation (i.e. the patient Medical Records and Investigator Site File) for a minimum of 10 years. Once this period has elapsed the Sponsor will notify the Participating Site to confirm whether destruction of these documents is required. The site is responsible for ensuring that the medical records of participants involved in research are retained for the appropriate periods.  The Participating Site should only archive their trial documentation once they have received notification from the trial PM (or delegate) that they can do so. Similarly, destruction of trial documentation can only take place with the approval of the Sponsor
	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.  
	Update – ensure consistency across study documents in relation to the length of time that study documents will be retained.

	82-83.
	14.3.
Data Protection and Patient Confidentiality 

All investigators and trial site staff must comply with the requirements of applicable data protection legislation with regards to the collection, storage, processing and disclosure of personal information and will uphold the core principles of such legislation. 

Personal information will be collected via the eCRF to enable record linkage to be carried out and to provide electronic access to the Study Monitoring Team to review copies of the uploaded signed informed consent documents. Data Managers and staff at Edinburgh Clinical Trials Unit will have access to the uploaded consent forms in order to perform their administrative role and control of the database, however staff viewing the uploaded consent forms will only do so where it is appropriate to their role and will be fully trained in GDPR and legislation. These data items will be encrypted and only those individuals who require to see these data i.e. the person performing the record linkage and site research team staff or a member of the Study Monitoring Team, Data Manager or staff at the Edinburgh Clinical Trials Unit, as appropriate, will be able to view them.  All electronic data will be held securely in accordance with ISO 27001:2013 at the Edinburgh Clinical Trials Unit. All Centre staff are required to sign confidentiality agreements and to follow Standard Operating Procedures in accordance with Good Clinical Practice and ISO certification.

The trial statisticians, or any other staff who will perform data related tasks will only be able to access depersonalised data where the participant’s identifying information is replaced by a unique study identifier.
	14.3. Data Protection and Patient Confidentiality  
All investigators and trial site staff must comply with the requirements of applicable data protection legislation with regards to the collection, storage, processing and disclosure of personal information and will uphold the core principles of such legislation. 

Personal information will be collected via the eCRF to enable record linkage to be carried out and to provide electronic access to study monitors to a copy of the signed informed consent document. These data items will be encrypted and only those individuals who require to see these data i.e. the person performing the record linkage and site research team staff or the study monitor, as appropriate, will be able to view them.  All electronic data will be held securely in accordance with ISO 27001:2013 at the Edinburgh Clinical Trials Unit. All Centre staff are required to sign confidentiality agreements and to follow Standard Operating Procedures in accordance with Good Clinical Practice and ISO certification.  
The trial data managers, statisticians, or any other staff who will perform data related tasks will only be able to access depersonalised data where the participant’s identifying information is replaced by a unique study identifier.
	Update – to reflect the fact that the data centre staff will also have access to uploaded copies of the signed consent forms.

	87.
	16.1.
Dissemination policy
The study will be reported in accordance with the Consolidated Standards of Reporting Trials (CONSORT) guidelines and the template for intervention description and replication (TIDieR) checklist and guide.  The study findings will be presented to collaborators/investigators, and subsequently at national and international meetings.  Out broad co-applicant group will ensure rapid comprehensive dissemination.  We anticipate publishing the main trial results in a major international journal.  The Health Economic evaluation will either be published with this report, or in a separate detailed evaluation.  We will publish in Open Access journals wherever possible. The process evaluation data  will be submitted for publication to a peer-reviewed journal, as part of the study results, to ensure the fullest understanding of trial findings, and to provide Open Access to data to support translations of findings in to practice. In addition, study results will be presented at national and/or international conferences and may also be used for teaching purposes. These publications will supplement the final report published in the NIHR HTA journal.  We will promote the study findings to ensure they are widely dissemination and are included in future guidelines and via professional societies.
	16.1.
Dissemination policy
The study will be reported in accordance with the Consolidated Standards of Reporting Trials (CONSORT) guidelines and the template for intervention description and replication (TIDieR) checklist and guide.  The study findings will be presented to collaborators/investigators, and subsequently at national and international meetings.  Out broad co-applicant group will ensure rapid comprehensive dissemination.  We anticipate publishing the main trial results in a major international journal.  The Health Economic evaluation will either be published with this report, or in a separate detailed evaluation.  We will publish in Open Access journals wherever possible.  The process evaluation will be published to ensure the fullest understanding of the trial findings, and provide Open Access data to support translation of findings into practice.  These publications will supplement the final report published in the NIHR HTA journal.  We will promote the study findings to ensure they are widely dissemination and are included in future guidelines and via professional societies.
	Update – to match addition of new appendix to provide further information regarding the imbedded process evaluation sub-study.

	103 - 104
	Appendix H – Process Evaluation

Study Rationale, Design, and Procedures

Implementation fidelity, that is, the degree to which an intervention is delivered as intended, is crucial for accurately interpreting findings of explanatory trials, but is a particular concern for pragmatic complex intervention trials, where intervention adherence is, by design, less tightly controlled by the research team . Similarly, recruitment rates can vary considerably by site for a number of reasons, including staff attitudes to trials and research, and institutional or organisational issues. Drawing on data collected during the internal pilot, we will classify EVIS sites based on their recruitment rates and, using a deviant case sampling strategy, we will select the two with the highest recruitment rates and the two with the lowest. We will employ a rapid ethnographic approach to document how the intervention works ‘in the field’ and better understand reasons for variance. We will use a range of methods for collecting data: intensive, multi-day observations of practice (~200 hours), shadowing of trial staff, and semi-structured interviews with approximately 15-20 staff. 

Participant observation will be conducted over multi-day visits of approximately 50 hours at each site. As each site is different, observational visits will be organised flexibly in collaboration with the research staff, but we will aim to conduct three rounds of visits at each site, each lasting two to three days and covering different days of the week. A researcher with considerable experience and training in qualitative research will perform an initial, scoping visit at each site and will identify an appropriate member of staff to shadow (e.g., a research nurse involved in the trial). In ethnographic studies, ‘shadowing’ is a common practice, which involves tracking someone in their role to experience the situations of their daily life, collecting insights through the detailed nuance of first-hand, real-time exposure. Shadowing a staff member at each site, not only will facilitate a more in-depth understanding of the realities of implementing the trial at the front line of care, but will also ensure that the presence of the researcher in the setting is not disruptive. Site visits are expected to reveal contextual factors that affect implementation, recruitment, and staff perceptions towards the EVIS trial. Although the focus will be on observing research activities in the setting (ED/AMU/HDU), informal conversations about EVIS with clinical and trial staff are also likely to take place. These will not be recorded, and no identifiable information about the staff members will be collected. The researcher, however, will be transparent about their research activity, repeatedly informing staff about the goals of the study and gaining verbal consent.
Semi-structured interviews will also be conducted with a purposive sample of approximately 5 staff in each site, identified during the observational visits. Interviewees will be selected based on their degree of involvement with the EVIS trial and will comprise staff in a range of roles. Interview data will be collected using a semi-structured interview guide, designed to explore staff experiences of trial implementation, as well as perceived facilitators and barriers to recruitment. Prior to each interview, participants will be asked to read an information sheet describing the study and sign an informed consent form. One-to-one interviews will be conducted via Microsoft Teams at a mutually agreed upon date and time and are estimated to last, on average, 45 minutes. 

Data Analysis

Ethnographic data will be captured in the form of in situ field notes and audio-recorded debrief reflections of the researcher at the end of each day’s observations. Staff interviews will be recorded and automatically transcribed using the MS Teams transcription function. The researcher responsible for the data collection will check the accuracy of the transcripts, remove any identifying information, and subsequently import the fully anonymised transcripts into the NVivo software for coding and analysis. Data analysis will be based on the constant comparative method and informed by ‘sensitising concepts’ from the literature (e.g., concepts from organisational theory and implementation science), as well as discussions within the team. We will begin by open coding a sample of fieldwork and interview transcripts; codes will then be grouped together iteratively and revised to develop a full coding framework, which will be applied to subsequent transcripts. Summaries of themes will be developed, and text segments within and across themes will be compared, in order to produce a final narrative. 

Data Management

Researchers involved in this study will collect, store, and process all personal information in accordance with the UK General Data Protection Regulation. Any data in paper form will be stored in locked cabinets with restricted access at the University of Glasgow. Data in electronic format will be stored on secure password–protected computers. Anonymised interview transcripts will be stored on University of Glasgow servers for up to 10 years after trial completion for regulatory purposes. After this period, the data will be securely destroyed in accordance with the relevant standard procedures. Data collected through observations and staff interviews will form part of the study results that will be submitted for publication to a peer-reviewed journal and will also be published in a report submitted to the funder. In addition, study results will be presented at national and/or international conferences and may also be used for teaching purposes. Participants’ names will not appear in any publication, and only anonymous quotations will be used.
	
	Addition of Appendix H – to include further information on the Study Rationale, Design and Procedures of the EVIS Imbedded Process Evaluation
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