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Patient Information Sheet

STRESS-L trial: STudy into the REversal of Septic Shock with Landiolol (Beta Blockade)

Chief Investigator: Dr Tony Whitehouse

You have recently taken part in our research study whilst you were very sick in the Intensive Care Unit (ICU). This detailed information sheet is being provided to you because you were either initially given a short summary about the research study, or a legal representative (your relative, partner, close friend or the person who represented you) consented for you to take part whilst you were unable to make this decision for yourself. Before you decide whether you would like to continue to take part we would like you to understand why the research is being done and what it involves. A member of our team will go through the information with you and answer any of your questions. 
	
Background 
Septic shock is the most severe form of sepsis. This is a life-threatening condition that arises when the body's response to severe infection causes injury to its own tissues and organs. Despite huge research efforts over the last 20-30 years the survival rate has remained stubbornly unchanged. Outcomes have improved for sepsis in general through earlier recognition and intervention with antibiotics, however once septic shock takes hold, the risk of dying remains very high. 

Why did I take part? 	
Whilst you were in ICU you suffered from septic shock. The sepsis caused your inflammation system to be excessively activated. So, instead of simply fighting the infection, this ‘hyper inflamed’ state resulted in failure of normal functioning of your body’s vital organs (such as the lungs, heart, brain and kidneys). Due to this ‘hyperinflamed’ state your heart rate was beating very fast and above normal resting rate (tachycardia); if this continued for more than 24 hours you were eligible to enter the study. 

Do I have to take part? 
[bookmark: _GoBack]It is up to you whether you wish to continue to take part. If you decide to take part, you will be given this information sheet to keep and we will ask you to sign a consent form. If there are concerns regarding risk of infection transmission due to the COVID-19 pandemic, you will be asked to provide verbal consent to confirm you have agreed to take part. The investigator obtaining consent and a witness will sign the consent form to document you have provided verbal consent. You are free to withdraw at any time without giving a reason. This will not affect the standard of care you receive. If you do decide to withdraw from the trial, any data already collected with consent would be retained and used in the study, but no further data will be obtained. 




What is the purpose of the study?
This research project wants to see if infusing a very short-acting beta-blocker in addition to usual standard care improves the way that patients recover from septic shock. We also want to know if it improves the survival from septic shock.
Beta-blockers are widely used to counteract the stressful long-term actions of the hormones adrenaline and noradrenaline, for example in high blood pressure, chronic heart failure, abnormally fast heart rates and cardiac rhythms, and tremor. 
Recently, an Italian group gave a beta-blocker to reduce, and then maintain, heart rates of patients with septic shock at between 80-95 beats per minute. They found this treatment strategy to be safe and associated with improvements in survival and reduced time in intensive care. Their study was relatively small and recruitment occurred at a single centre so did not provide enough information to make the use of beta-blockers a mainstream recommendation. We are repeating their study in approximately 35 ICUs in the UK to see if we can confirm the safety and benefits that were seen. We will include 340 patients overall. 

Which treatments are being compared?
This study is comparing standard treatment plus the addition of a beta blocker with standard treatment alone. Standard care involves treatment with antibiotics, surgery (if necessary), fluids, noradrenaline and other organ supports such as ventilation and renal replacement therapy (a form of dialysis). Those patients in the group receiving the beta-blocker will receive the drug landiolol (provided by AOP Orphan Pharmaceuticals, Austria) in addition to standard care. 

What will happen to me if I take part? 
In this study half of the patients will receive usual care with the addition of landiolol and the other half will receive usual care alone. Patients have a 50:50 chance to receive usual care plus landiolol or usual care alone. The decision on what you were given was done randomly (like tossing a coin). Whichever treatment you were given, your care will have been based on meeting your individual needs.

If you were in the landiolol group, the rate of the drug will have been adjusted until your heart rate was controlled at 80-95 beats per minute and the infusion will be stopped when you are able to control your heart rate yourself. Landiolol is given intravenously (IV) as an infusion whilst your heart rate is too high. This drug may be used for up to 2 weeks within the ICU where we are able to monitor you closely. After discharge from ICU, or if your heart rate remains high after 14 days, your ongoing treatment will be the decision of the doctor you are under the care of. 

One of the aims of our study is to better understand the biological mechanisms that are altered by beta-blockade in septic shock. In order to do this we asked to take some blood samples. As part of your standard clinical care blood will have been taken from your cannula (a thin tube inserted into an artery or body cavity to administer medication). We have asked to take some additional blood samples at study entry, on days 1, 2, 4 and 6 and at the end of noradrenaline treatment (if not a sampling day). These samples will be sent to University of Birmingham and other contracted Higher Education Institutes to be used in laboratory research to help us to define the mechanisms involved in treating sepsis with beta blockade. These samples will be destroyed once we have completed our analysis. If you have suspected or confirmed COVID-19 blood samples will not be taken to minimise risk of viral transmission. 

You will not be asked to complete any information for us, we are recording routinely collected clinical data for the trial. However we will follow your progress at day 28 and day 90 after you entered the trial, at these time points we will call you or your GP to find out how you are. We will not follow your progress after 90 days.

Optional: Consent for storage and use in future research
We would also like to ask your permission to collect additional blood samples at day 0, day 1 and at the end of noradrenaline treatment (if not a sampling day) for donation to the Human Biomaterials Resource Centre (HBRC), a licensed biobank at the University of Birmingham. If you agree, then your samples will be stored in the HBRC, linked to your medical records, for use in future ethically approved research (including genetic studies), by local researchers, research groups elsewhere in the UK or overseas, and possibly for research involving private or commercial companies. Any samples or data released for research will be anonymised so that researchers will not be able to identify you in any way. You can still take part in the rest of the study if you do not want to do this. 

What are the possible disadvantages and risks of taking part?
We do not know whether beta blockers are useful in septic shock and it is possible that landiolol has the potential for toxicity. Full information on the possible side effects are available on request from your treating team. The main risks are your heart could go too slowly or your blood pressure could lower if you are sensitive to the drug. You will be closely monitored within the ICU and should you have any side effects from the drug, the hospital staff will take measures to stop the infusion as with any other inpatient treatment. As landiolol is an exceptionally short-acting drug, switching off the infusion is expected to reverse any possible side effects.

What are the possible benefits of taking part?
We cannot promise that you will benefit from taking part in this study, but we hope that landiolol will control your heart rate as part of your routine care for septic shock. The information we obtain from your participation in the study may inform us about future treatments.

What if something goes wrong?
If you have a concern about any aspect of the study, you should ask to speak to [insert local PI name] who will do their best to answer your questions.  
In the unlikely event that something goes wrong and you are harmed during the research due to someone’s negligence, then you may have grounds for legal action but you may have to pay your legal costs. The normal National Health Service complaints mechanisms will still be available to you. 
For independent advice contact the PALS service (Patient Advice Liaison Service) on [insert local contact details] or follow NHS complaints procedure. 

Will my taking part in this study be kept confidential?
University Hospitals Birmingham NHS Foundation Trust 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. We will keep identifiable information about you for a minimum of 10 years after the study has finished. 

Warwick Clinical Trials Unit on behalf of University Hospitals Birmingham NHS Foundation Trust as sponsor will collect and analyse information about you for this research study from your medical records. All information which is collected about you during the course of the research will be kept strictly confidential and stored in a secure and anonymous way. The information may be compared with data from other trials in overviews. 

The NHS site will only pass your initials, gender and date of birth to Warwick Clinical Trials Unit along with the information collect from you and your medical records. The data collected from your medical records will include information about your health, postcode and ethnicity. This data is considered to be special category data and will be collected so the relevant of the patient population to the NHS patient population can be evaluated. Personal data will be anonymised with a code number held at your Local Hospital. All information needed for the study will be recorded and tracked using that code. If you agree for blood samples to be taken for laboratory research these will be coded and will not contain any identifiable details. If the study results are published, no information will be included that can directly identify you. If you agree, your GP and other doctors who may treat you, but are not part of this study, will be notified that you are taking part in this study.

Your hospital will keep your contact details confidential and will not pass this information to Warwick Clinical Trials Unit. Your hospital will use this information as needed, to contact you about the research study, and make sure that relevant information about the study is recorded for your care, and to oversee the quality of the study. The people who analyse the information will not be able to identify you and will not be able to find out your contact details. Certain individuals from Warwick Clinical Trials Unit and regulatory organisations may look at your medical and research records to check the accuracy of the research study for monitoring purposes. 

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. You can find out more about how we use your information on our website www.warwick.ac.uk/stressl    

What will happen to the results of the research study?
At the end of the study we will publish the findings in medical journals and at medical conferences. You will not be identified in any reports or publications resulting from the study. The trial results are expected to be made available toward the beginning of 2022 and will be posted on the STRESS-L trial webpage: www.warwick.ac.uk/stressl



Who has reviewed this project?
All research in the NHS is looked at by an independent group of people called a Research Ethics Committee to protect your safety, rights, wellbeing and dignity. This study has been reviewed and approved by East of England - Essex Research Ethics Committee. Approval was granted on 09 November 2017. 


Who is organising and funding the research?
This research has been sponsored by University Hospitals Birmingham NHS Foundation Trust and is being managed by the Warwick Clinical Trials Unit. The trial is funded by the Efficacy and Mechanism Evaluation (EME) programme of the National Institute of Health Research (NIHR).

Contacts for further information 
If you have any further questions about this study please do not hesitate to contact:
<<Insert local contact details>>


Thank you for considering participation in the study and for taking time to read this information sheet
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