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UK CARDIO-IMID
Study title: UK CARDIOvascular Immune-Mediated Inflammatory Diseases Registry
Blood Sample Sub-study Participant Information Sheet (PIS)
You are being invited to participate in the UK CARDIO-IMID Blood Sample sub-study, which will run alongside the UK CARDIO-IMID Main Study. Taking part in this sub-study is optional and you can still take part in the main study if you do not wish to take part in this sub-study.  
Sections of this sub-study PIS have been shortened for ease of use, please refer to the UK CARDIO-IMID Main Study PIS for further information where indicated.
About the research
Who will conduct the research? 
Professor Maya H Buch, based at the Centre for Musculoskeletal Research, Division of Musculoskeletal & Dermatological Sciences, School of Biological Sciences, The University of Manchester, Oxford Road, Manchester, M13 9PT, UK
What is the purpose of the sub-study? 
This sub-study aims to explore the processes which cause cardiovascular disease (CVD, i.e. disease of the heart and vessels) in patients with immune-mediated inflammatory diseases (IMIDs; with those managed by rheumatology include diseases such as rheumatoid arthritis, scleroderma, lupus, and vasculitis). In particular, the researchers wish to obtain samples that coincide with a change in profile and activity in relation to CVD status (and/or underlying IMID). We may wish to acquire blood samples before and after any change in treatment of your IMID that would allow us to understand how treatments affect the risk of CVD; and/or if there is any change in your CVD status. We are therefore asking permission to obtain additional blood samples to usual tests that coincide with events along your disease course.
You have been chosen to participate as a member of the clinical team (e.g., clinicians, nurses, pharmacists, coordinators or others who are appropriately trained) has identified you as eligible when attending hospital for clinical care, for example, although not limited to, clinic appointments, appointments for tests, investigations or treatments, and admissions. We intend to recruit a minimum of 600 participants to the study. Data will be collected for 5 years.
Am I suitable to take part?
As you have been approached to take part in the UK CARDIO-IMID main study, you may also be interested in this sub-study. You have been invited to participate in this study because you have an immune mediated disease.
There are no additional inclusion or exclusion criteria to the UK CARDIO-IMID Main Study for this sub-study. 
What would my involvement be?
What would I be asked to do if I took part? 
We wish to collate information from your usual clinical care, with no change in your management. Your participation will involve the following:
· [bookmark: _Hlk170739708][bookmark: _Hlk171496597]You will be asked to read and sign a consent form. Please refer to the UK CARDIO-IMID Main Study PIS for a full description of the consenting process.
· You will be asked to provide a set of blood samples (maximum of 75ml of blood in total, equivalent to 5 tablespoons) in addition to your standard-of-care blood samples which will be used for research purposes only.
· The blood samples collected as part of this sub-study will be taken at the following possible time points depending on if you are being recruited at time of diagnosis of IMID or already have a diagnosis of IMID, have a change in CVD history (eg a new risk factor or heart event) and are changing treatment;
· Shortly after you sign the consent form.
· And/or at your regular hospital visits that are typically at 6- and/or 12-month intervals. We will ask you to provide a blood sample if you suffer any change in IMID and CVD status as mentioned above. Capacity to consent will be assessed at each contact point during the study.
· Agreement to provide additional samples throughout the study, if appropriate, at the same time as the blood samples provided above.
· The table below highlights the timepoints you will be asked to provide blood samples. Please note, the time points provide an indication of maximum number of times you may be asked to provide samples for research. Each time we take samples for research, we will verbally check you still consent to additional blood being taken.  
· You will be asked to provide verbal consent each time we collect blood samples as part of this sub-study. You are free to refuse blood sample collection at any time without your treatment being affected.

Table: Illustrative example of timepoints when blood samples may be obtained (to coincide with routine clinical practice visits)
	Hospital visit
	
	Blood sample^

	First visit
	
	✓

	6/12-month follow-up
	
	✓

	Annual visit
	
	✓

	 If there is change in IMID and cardiovascular (CV) status
	
	✓


^ Maximum time points are indicated in the table. We will re-check consent verbally each time.
[bookmark: _Hlk172716877]Individuals responsible for collecting blood samples will have received appropriate training and will be from within your direct clinical care team wherever possible. As samples for this sub-study will be collected alongside standard of care samples, we cannot guarantee the individuals collecting blood samples will be from your direct clinical care team, and blood samples may be collected by individuals outside the direct clinical care team (for example by members of the research team) if appropriate (eg if the phlebotomist on duty on a given day is outside the direct clinical care team).

What will happen to the samples I give?

With your permission we would like to treat the blood samples that you give as a gift to the Centre for Musculoskeletal Research.
The samples you give will be processed by research staff at your NHS trust, research members at The University of Manchester, or regulatory authorities and will be stored locally until they are transferred for analysis. Your samples will be used for dedicated and coordinated research studies that may be performed by one or more of the participating sites. The blood samples will be used to analyse biomarkers (measures of inflammation and its treatment) and will include cells, proteins, and genetic analysis. The samples will be identified by a unique participant identification number (pseudo-identifier) which will protect your identity. As technology is continually advancing it is not possible to comprehensively list analysis methods that may be applied to samples in the future. Analyses could include, but are not limited to, genomic sequencing, transcriptome analysis, protein, lipid, carbohydrate, biochemistry, metabolomics, and other analytes. 
After the study has finished, with your consent the research team would like to keep some of the unused blood samples and the de-identified data collected about you for potential use in future, ethically approved projects, which may include DNA (genetic) analysis. The blood samples will be stored at your local hospital for the duration of the study.
This research may be carried out by the same team co-ordinating this study, or the samples may be transferred to collaborators in other academic or commercial research settings, including in other countries. Any data sent would be de-identified and double encrypted, and samples will be fully pseudonymised. 
The release of samples for analysis will be subject to scientific review by the Executive Steering Committee and an appropriate Material Transfer Agreement. The Material Transfer Agreement is a legally binding document that will regulate the use of samples to ensure that standards are maintained. 
It is possible that some research with the samples you donate may be in collaboration with drug companies in the search for new treatments, which could lead to commercial gain for the company. When you consent to let us use your samples for research, we would like to make it clear that you would not be entitled to any financial gain. Please be assured that any data and/or samples shared with other researchers/institutions will only take place if you consent for these to be shared. Samples will be disposed of by incineration.
The results of the biological tests are for research purposes only and you will not be informed of your individual results. UK CARDIO-IMID does not intend to undertake analysis of data generated by genotyping or sequencing of DNA samples to identify variants that may have clinical significance, and hence does not plan to provide feedback of genetic findings. This is in line with other national cohort studies such as NIHR BioResource. If an abnormality is unexpectedly found, we will explain the findings to you, and, with your consent, let your [GP/medical team] know about it.
What is DNA?

DNA (deoxyribonucleic acid) is a molecule contained within nearly all our body’s cells and it contains genes within it. It is our genes that help to determine certain characteristics, such as hair colour and gender, as well as the likelihood that we will develop certain diseases. Genes vary between people. The purpose of looking at this is to investigate whether variation in genes influence the risk of CVD in people with IMIDs and treatments that may affect CVD. Genetics is the study of genes.

Once a gene is identified, we need to work out how it can lead to (predisposes) disease. Although DNA is present in all cells, the genes it codes for are not ‘switched on’ (expressed) in all tissues. It is possible to test whether a gene is expressed by measuring RNA (ribonucleic acid). We think that genes which predispose to IMIDs and CVD may be expressed in blood cells, because these are important in the immune system. Knowing whether a gene is expressed in blood cells will help us understand how it might predispose to disease.
What are cells?
Cells are the basic structure of humans and white blood cells make up a large part of our blood and are involved in inflammation processes. They are one of the main components that respond to being treated with treatments in IMIDs. Cells can be extracted from a blood sample and analysed to assess whether the protein components and immune cell patterns, which vary from person to person, are associated with IMID and CVD.
What is immunology?
Immunology is the study of the immune system. This involves working with white blood cells. It is over-activity of these cells which causes IMIDs and is associated with the development of CVD and therefore their study is crucial to understanding what causes these diseases and how we can treat them. 
What do I have to do?
If you agree to take part in the study, a member of the research team will ask you to sign a consent form and arrange for a simple blood test to be carried out to collect the blood cells for analysis. 
What are the possible risks or disadvantages of taking part?
As the study will be collecting blood samples, there is a risk of bruising and discomfort.
[bookmark: _Hlk176877639]Please see the UK CARDIO-IMID Main PIS for further information regarding risks associated with the collection and storage of your data, and the grounds for compensation in the unlikely event that something does go wrong, and you are harmed during the research.
Will the research influence the treatment I receive?
The research does not alter any treatment you receive. Your specialist will start and stop treatments as determined by your clinical condition.
What happens if I do not want to take part or if I change my mind? 
Participation in this sub-study is entirely voluntary. If you do decide to withdraw from the sub-study, you are still free to participate in the UK CARDIO-IMID Main Study and CMR sub-study should you chose to.
Please refer to the UK CARDIO-IMID Main Study PIS for information regarding the withdrawal process. 
Please refer to the UK CARDIO-IMID Main Study PIS for information regarding:
· What are the possible benefits of taking part?
· Will I be compensated for taking part?
· Will the outcomes of the research be published? 
· Who has reviewed the research project?
· Who is funding the research project?
· Future Research
Data Protection and Confidentiality
[bookmark: _Hlk135834770]Please refer to  the UK CARDIO-IMID Main Study PIS Section 2: Data and Confidentiality to see; 

· What information we will collect about you
· What will happen to your personal information
· The legal basis under which we will collect this information
· Your rights in relation to the information we will collect about you
· Confidentiality
· How your personal information will be protected

If you don’t have a copy of this to hand, you can ask your researcher to provide you with a copy. 

You will be assigned a unique participant identification number, and the results of the blood tests will be stored on a secure database in the Trusted Research Environment; the ‘Secure eResearch Platform’ (SeRP; https://serp.ac.uk/) based at the University of Swansea will host the data. Professor Maya Buch will act as custodian of the data.
With your permission, your GP will be informed of your participation in this sub-study.
What if I have a complaint?
Please refer to the UK CARDIO-IMID Main PIS for detailed information regarding the complaints procedure.
Contact Details
The study is being co-ordinated by the Centre for Musculoskeletal Research at the University of Manchester and the lead researcher, Professor Maya Buch, can be contacted for further details. (Tel: 0161 306 8877, Email: Maya.Buch@manchester.ac.uk). You can also contact the study coordinator, Georgia Reeves (Email: georgia.reeves@manchester.ac.uk, Tel: +44 161 306 5600) and the research team at your NHS Trust <Insert contact details>
THANK YOU FOR TAKING THE TIME TO READ THIS INFORMATION SHEET
Is there any additional information that I need to know?
Please contact your clinical research team should you have any further questions about your appointment. See below for contact details. 
What if I have additional queries?
Please contact your local research team <Insert details of the research team>
Or University of Manchester Study coordinator Georgia Reeves, Email: georgia.reeves@manchester.ac.uk, Tel: +44 161 306 5600
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