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WARWICK




	Title of Study: ADAPT-Sepsis Trial.  BiomArker-guided Duration of Antibiotic treatment in hospitalised PaTients with Sepsis.




Introduction                                                                                                                                       

We are a team of researchers from the University of Manchester who are working with Warwick Clinical Trials Unit (WCTU) to run a research study, which we are conducting for patients with suspected sepsis. During the time that you have been very unwell, we identified you as eligible to be included in this study when your antibiotics were first started.  At that time you were not well enough to consider the information in these sheets, we asked somebody independent to the study to give an opinion on your behalf.   The person who handed this information to you will be able to confirm who we asked to give the opinion.  It was essential to make a decision in the first 24 hours of your antibiotic treatment.  At the time that we asked and in context with all the treatment that you were receiving, it was felt that you would have no objection to being entered into the study, we have completed some of the procedures described in this information.  

We would like to ask you to consider the information and decide:-

· whether you would allow us to keep and use the data already collected, and 

· whether you would like to continue to participate in this study
It is important for you to understand why the research is being done and what it involves. Please read the following information carefully and, if you wish, discuss it with your relatives or friends. Ask your nurse or doctor if there is anything that is unclear or if you would like any more information. Thank you for reading this. 

What is the purpose of the study?
Sepsis is a condition that results from potentially serious infections. If a patient has sepsis, their body’s defence mechanisms (or ‘immune system’) may react excessively and fail. We know that treatment using antibiotics, started as early as possible, is essential.  Antibiotics are very effective at treating infections and the care team looking after you are very skilled at recognising infection and selecting appropriate treatments which includes antibiotics.  
While starting antibiotics to combat sepsis is crucial it is less clear when this treatment can safely stop. The lack of research on when to stop treatment safely may be leading to an overuse of antibiotics. Antibiotic overuse is important because it promotes bacteria that are resistant to antibiotics (so-called antimicrobial resistance), which means that sepsis and, indeed, other infections would become difficult to treat in the future. Shorter courses of antibiotics for a patient with sepsis, may result in reducing the risk of antibiotic resistance, with fewer side effects (all medicines including antibiotics may cause side effects in some patients) and reduced costs.   

What are biomarkers and why could these be important?
Chemicals circulating in the blood can indicate the level of an infection and how effective the treatment of an infection is. These chemicals are called biomarkers. The two most well researched biomarkers in sepsis are ‘C-reactive protein’ (CRP) and ‘procalcitonin’ (PCT). They are both chemicals produced by the human body in response to infection and they can be easily measured in blood samples using NHS laboratory equipment. A number of studies around the world have shown that high levels of both CRP and PCT in the blood of patients with sepsis fall to lower levels  when antibiotics are given and the infection is reduced. Our proposed research is to determine if the duration of antibiotic treatment given to patients with sepsis can be safely reduced if these biomarkers are closely monitored every day.  
Why have I been chosen?

You were chosen for this study, because we identified you as having suspected sepsis and having started a treatment with antibiotics within 24hours.  We would now like to ask you whether you would like to continue participating in the study. 
This research will offer 2760 patients with sepsis in up to 48 different hospitals, across Scotland, England, Wales & Northern Ireland, an opportunity to take part in our study.   

Do I have to take part in this study?

No, we are inviting patients being treated with antibiotics for sepsis or possible sepsis to have the opportunity to take part. You do not have to take part, or give a reason why taking part is not for you.  The standard care that you receive will not be different whether you decide to take part or not.  If you do decide to take part it is only your continued treatment with antibiotics which will be guided as part of this study.  Your Doctors, not the research team, will still decide when your antibiotics will be or have been stopped. The decision to take part in research is a personal one, we just ask that you consider the information.
What will happen if I take part?

Your stay in hospital has continued as normal. The study seeks to test and compare 3 possible treatment protocols: 
(1) a standard course of antibiotics (usually about 7 days), 
Or treatment courses based on the addition of either:

(2) Daily CRP measurement; or 
(3) Daily PCT measurement.  
You have been allocated to one of these groups at random. A daily blood sample has been taken from you. This additional blood sample is approximately equal to 1 teaspoon of blood (5mls). The blood samples are disposed of after use using standard lab procedures. Biomarker measurements have been performed from the samples, the results helped to provide daily advice to your doctors about when to stop antibiotics. To ensure your safety, the final decision to stop antibiotics rests entirely with your doctor. If you agree to continue participating in the study and you are still undergoing antibiotic treatment these additional research blood samples will continue to be taken, until antibiotic treatment is stopped. 
To make sure the study provides the best evidence for the NHS, you will not know which study group you have been assigned to. 

We also request to take some additional blood samples at study entry, on days 3, 5 and 7 of antibiotic treatment. These samples will be used to investigate differences in the immune response to sepsis and how these differences influence antibiotic use. These additional blood samples are approximately equal to 4 teaspoons of blood (20ml) and will be sent to Newcastle University and Imperial College, London. While some of these samples will be destroyed after analysis, others will be stored for future studies. These additional blood samples are optional and you are able to take part in the trial if you do not consent to these additional samples.
Random selection of the Group

If you decide to continue to take part, it will not be possible for you to choose which one of the 3 groups you are in. You have already been assigned a group and it is important that this is decided by a process of random selection.  There is an equal chance that you have been selected for any one of the 3 groups.  The group will not be confirmed to you or your clinical team, this is known as blinding. This is done to ensure that the decisions of the team treating you are not influenced until more is known about the daily monitoring of biomarkers. In order to maintain the blinding the additional research blood sample will be taken from all patients taking part in this study. The lab will not analyse the sample if you have been allocated to the control group, it will be disposed of using standard lab procedures.

Follow-up & Medical Information
In addition to the daily blood samples that have been collected whilst you are/were receiving antibiotic treatment, we have collected some additional information from your medical notes.  The hospital research team would like to continue to do this, in a standardised way for 28 days.  If you are transferred to another hospital within this time the hospital research team would contact the hospital and/or if you are discharged to the community within a 28 day period, they would do this by either accessing NHS records, contacting your GP, or they may also wish to contact you or your nominated contact. We would also like to follow your journey as a patient and collect more medical information 90 days after you joined the study.  We will do this centrally through linked medical records.
Patient Confidentiality: Will my taking part be kept confidential?
Yes.  Any information collected during the study will be kept strictly confidential, anonymised where possible and will only be used for research purposes.  You have been allocated a unique, personal study number which is being used to protect your identity.  

The University of Manchester is the sponsor for this study based in the United Kingdom. We will be using information from you and your medical records in order to undertake this study and will act as the data controller for this study. This means that we are responsible for looking after your information and using it properly. The collected data will be processed by the Warwick Clinical Trials Unit (WCTU) who will act as the data processor for this study. WCTU on behalf of the University of Manchester will keep identifiable information about you for at least 15 years after the study has finished.

NHS staff will collect information from you and your medical records for this research study in accordance with our instructions. This will be shared with WCTU who will use this information as needed, and make sure that relevant information about the study is recorded for your care, and to oversee the quality of the study. 
The hospital site will use your name, NHS number and contact details to contact you about the research study, and to make sure that relevant information about the study is recorded for your care, and to oversee the quality of the study. The NHS site will only pass your initials, NHS number and date of birth to WCTU along with the information collected from you and your medical records. The data collected from your medical records will include information about your health. 
The only people in WCTU who will have access to information that identifies you will be in order to use your NHS number for linking to other datasets or to audit the data collection process. The people who will analyse the information will not be able to identify you and will not be able to find out your name or contact details. WCTU will store all electronic information on secure (password protected) confidential computerised systems which can only be accessed by members of the research team.  All documentation will be stored in areas where there is restricted access including only people involved in research.  All data will be coded with a participant identification number, and one other personal identifier, so that your identity can be linked to the data by the local and central research collection teams. This system ensures that confidentiality is protected during routine collection of your data. This will enable the research team to analyse the information gathered.  All data will be stored in line with UK regulations under the Data Protection Act 2018 and Caldicott principles. Some of the data will be shared securely with other organisations, specifically the University of Manchester, Warwick Clinical Trials Unit, University of Sheffield, Cardiff & Vale University Health Board, Intensive Care National Audit & Research Centre (ICNARC) and from regulatory authorities or from the NHS Trust, this would include your NHS number (from which you can be identified).  

Your rights to access, change or move your information are limited, as we need to manage your information in specific ways in order for the research to be reliable and accurate. If you withdraw from the study, we will keep the information about you that we have already obtained. To safeguard your rights, we will use the minimum personally-identifiable information possible. NHS sites will also keep the data securely for at least 15 years following the end of the study in accordance with relevant legislation.  Electronic data will be stored indefinitely.
Individuals from NHS sites, University of Manchester, WCTU and regulatory organisations may look at your medical and research records to check the accuracy of the research study. 

You can find out more about how we use your information at: https://www.manchester.ac.uk/discover/privacy-information/data-protection/privacy-notices/
We may use your data to link with the electronic Data Research and Innovation Service (eDRIS), a part of the Information Services Division of National Services NHS Scotland, in order to observe how often they use NHS services for their health needs and to gather data from the Scottish Intensive Care Society Audit Group (SICSAG) database and Scottish Morbidity Record 01 for information on mortality. We will ask for your consent to access this data if you agree for the patient to participate in the study. All data sharing will be subject to appropriate contractual and governance requirements including the Data Protection Act (2018) and approval from SICSAG and the Public Benefit and Privacy Panel for Health & Social Care.
What are the possible benefits to me in taking part?

You are unlikely to directly benefit from taking part in this research.  Your recovery from sepsis or any other clinical condition from which you may be suffering will not be enhanced or hampered through your participation in this study. Your participation will benefit medical science by providing evidence to help guide the treatment of hundreds of thousands of patients in the future.  
What are the possible disadvantages or risks to me taking part?

It is not expected that any patients will come to harm whilst participating in this study.  In most cases the blood sampling can be taken from an arterial or venous tube (cannula) which is already in place as part of standard care. In exceptional cases, blood sampling for both routine clinical care and the blood for research will be from a vein using a needle. There may be a sharp scratch when the needle is inserted and possible bruising from the area from which the blood was taken.  
An independent Monitoring Committee will scrutinise the progress of this study.  The study will run over 6 years to allow enough NHS patients throughout the UK to take part.  This will ensure that there is confidence in the results, in order to make recommendations regarding the duration of antibiotic treatment for sepsis, which is safe and can be widely achieved.

What will happen to the results of the research study?

The whole study runs from 2017-2024 with results available at the end of the study.  If you would like information about the progress of this study, and the final results, we will be providing regular updates at the following websites:-
http://www2.warwick.ac.uk/fac/med/research/hscience/ctu/trials/adaptsepsis 

What will happen if I decide that I no longer wish to take part in the study?

You are free to withdraw from the study at any time without giving a reason, your decision will be respected and your usual standard care will not be affected. No further clinical data beyond this time-point or new samples will be collected, you will be asked if the data that has already been collected from you can still be used for the study.

What if I have a concern or complaint?
If you have a concern about any aspect of this study, you should ask to speak to the researchers who will do their best to answer your questions. If they are unable to resolve your concern or you wish to make a complaint regarding the study, please contact a University Research Practice and Governance Co-ordinator on 0161 275 7583 or 0161 275 8093 or by email to research.complaints@manchester.ac.uk.

In the event that something does go wrong and you are harmed during the research you may have grounds for a legal action for compensation against the University of Manchester or participating NHS Trust but you may have to pay your legal costs. The normal National Health Service complaints mechanisms will still be available to you 
(e.g. the Patient Advice and Support Service (PASS)).
Who is organising and funding this study?

The study is funded by The National Institute for Health Research (NIHR) Health Technology Assessment Programme (HTA 15-99-02). The views expressed are those of the study team and not necessarily those of the NHS, the NIHR or the Department of Health. The study is being sponsored by the University of Manchester. The Researcher who is overseeing the organisation of the study is Professor Paul Dark with trial management being undertaken by Warwick Clinical Trials Unit (WCTU).
Who has reviewed the Study?

All research in the NHS is looked at by an independent group, called a Research Ethics Committee.  This is to make sure that your interests are protected.  This study has been reviewed by the Scotland A and South Central - Oxford C Research Ethics Committees.
Contact for further information:-
Thank you for reading this information, if you have any questions please ask either the person who gave you this information or your local research contacts who are:-

INSERT LOCAL CONTACT DETAILS
What Next?
The researchers will go through this information with you and answer any questions you may have.  They will ask you if you would like to continue to participate in the study.  If you decide that you do not wish to continue, they will ask for permission to use the data already collected.  They will respect your wishes whatever you decide.  If you decide you would like to continue to participate they will ask you to complete and sign a consent form, giving them permission to continue the procedures explained in this information sheet.
Thank you for considering the information.

IRAS ID:  234179
Patient Identification Number: _______________
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CONSENT FORM
(following recovery)
Name of Researcher:                                                                  .
Please initial box 
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I confirm that I have read this information sheet version 7.0 dated 22-Sep-2022. 
I have had the opportunity to consider the information, ask questions and have
had these answered satisfactorily.
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I understand that my participation is voluntary and that I am free to withdraw at any time
without giving any reason, without my medical care or legal rights being affected and that I will be asked if data already collected may continue to be used for research.
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3. I understand that my NHS number/ CHI details will be collected during the study.
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I understand that relevant sections of my medical notes and data collected during the study, may be looked at by individuals from the University of Manchester, Warwick Clinical Trials Unit, University of Sheffield, Cardiff & Vale University Health Board, Intensive Care National Audit & Research Centre (ICNARC) and from regulatory authorities or from the NHS Trust, where it is relevant to my taking part in this research. I give permission for these individuals to have access to my records. 

5. I understand that the information collected about me will be used to support
other research in the future, and may be shared anonymously with other researchers.
6. I understand that if I am still being treated with antibiotics, then daily blood samples will be taken for research analysis.  Any blood left over following the analysis will be discarded according to local NHS procedures.
7. I agree to my General Practitioner being involved in the study, including any necessary
exchange of information about me between my GP and the research team.
8. I understand that the information held and maintained by electronic Data Research & Innovation Service (eDRIS) and other central UK NHS bodies may be used to help contact the patient or provide information about their health status.

9. I agree to take part in the above study.
10. Optional: Consent for additional blood samples and storage for future research
I agree to additional blood samples to be taken for the study to help us understand the role 

of differences in the immune system on antibiotic duration in patients being treated for sepsis. 

I understand that these additional samples will be sent to researchers at Newcastle University

and Imperial College, London for analysis and that any blood left over following analysis may

be stored for future research. I understand that the samples will have any details that could 

identify me removed before sending.  
        (I understand that I can still take part in the Trial if I do not initial this)

____________________________









Name of Participant


Date



Signature

___________________________









Name of Person


Date



Signature
taking consent
Three copies should be made: Original to be retained in Investigator Site File, 1 copy for patient, 2nd copy for medical notes
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