
To the relatives

[bookmark: _Hlk192137013]Information about participation in a clinical trial for hospitalised patients with sepsis and critical illness.

EU CT-number: 2023-509703-33-00

Title of the clinical trial
Empirical meropenem vs piperacillin/tazobactam for adult patients with sepsis (EMPRESS)

Introduction
We will ask you if you wish to grant permission for your relative to participate in a clinical trial. Your relative has a severe infection. As your relative is unable to provide consent, we are asking you to give proxy consent on their behalf for participation in the clinical trial. The clinical trial was started during the acute treatment phase because your relative’s critical condition prevented us from asking them directly. Participation in the clinical trial is entirely voluntary, and you may decline without affecting your relative’s current or future treatment.
Before you decide whether to provide consent for your relative’s participation, it is important that you understand what the clinical trial entails and why we are conducting it. Please read this participant information carefully. The information will be explained to you verbally, and you will have the opportunity to ask any questions. You are also welcome to invite others to join the conversation. If you decide that your relative may continue in the clinical trial, we will ask you to sign the attached consent form. 
Remember, you have the right to at least 24 hours of consideration before making your decision. Your relative will be asked to provide their own consent as soon as their condition allows. You may withdraw your proxy consent at any time without providing a reason, and this will not affect your relative’s further treatment.

Background
Sepsis (blood poisoning) is a life-threatening condition that can arise from a severe infection. Sepsis affects the body’s organs and, in the worst cases, can lead to septic shock—characterised by circulatory failure. Treatment with broad-spectrum antibiotics is the standard for hospitalised patients with sepsis, as it increases survival. The specific choice of broad-spectrum antibiotic depends on several factors, such as the type of infection, the presence of other illnesses, and the expected sensitivity of the bacteria to the antibiotics. Most patients are treated with one of the following two broad-spectrum antibiotics: meropenem or piperacillin/tazobactam. However, it remains unclear which of these is superior and has the fewest side effects.

Purpose of the clinical trial
The purpose of the clinical trial is to investigate whether meropenem, compared to piperacillin/tazobactam, leads to increased survival in patients with sepsis and critical illness.

Practical procedures
The clinical trial is conducted at hospitals in Scandinavia and around the world. In the clinical trial, your relative receives either meropenem or piperacillin/tazobactam according to current national and international guidelines for sepsis treatment. It is randomly assigned which antibiotic your relative receives. Your relative will be treated with one of these two antibiotics for up to 30 days.
While your relative is hospitalised, we collect data from their medical records regarding their health condition before they became ill and during the hospitalisation concerning their disease progression and treatment. These data are used to assess the effects and safety of the two treatments. At the end of the clinical trial, we will record the number of participants who survived, the number of participants who experienced side effects or were isolated due to resistant bacteria, how long participants received life-support treatment, and how long participants were hospitalized.
At 90 and 180 days after your relative’s participation in the clinical trial, we will contact your relative or one of their next of kin by phone or in writing to inquire about your relative’s health-related quality of life.
The clinical trial is unblinded, which means that your relative can be informed about which type of antibiotic they were treated with in connection with their participation, and they can, for example, ask about this during the scheduled conversation with the doctor responsible for the clinical trial or another member of the clinical trial team.

Benefits of the clinical trial
We cannot guarantee that your relative will benefit from participating in the clinical trial. We know that both types of antibiotics increase survival in patients with sepsis, but we do not know which one is best and has the fewest side effects. Your relative’s participation contributes to our understanding of how best to treat patients with sepsis. The clinical trial involves minimal risks, as patients at the highest risk for side effects are not eligible to participate, and both types of antibiotics are already routinely used. We believe that the results of the clinical trial will contribute to improved treatment for future patients with sepsis.

Assessment of your relative’s participation in the clinical trial
Since this clinical trial is considered a clinical emergency trial, your relative has already been included based on an initial assessment of the inclusion and exclusion criteria. These criteria have been carefully considered and applied by the healthcare professionals responsible for your relative’s treatment to ensure that their participation complies with the established guidelines for the clinical trial. Below is a summary of the criteria used to assess your relative’s eligibility for participation:

We have assessed that your relative met the following:
· Your relative was 18 years of age or older.
· Your relative had sepsis and was critically ill, which entails a need for high oxygen supplementation, respiratory support, or circulatory support treatment.

We have assessed that your relative does not meet the following:
· Your relative had NOT received treatment with meropenem or piperacillin/tazobactam for more than one day before their participation in the clinical trial.
· Your relative was NOT hypersensitive or allergic to penicillins or other antibiotics of the same type.
· Your relative did NOT have a suspected or confirmed infection in the brain or meninges.
· Your relative did NOT, or had NOT previously, had an infection with a bacterium that was resistant to meropenem or piperacillin/tazobactam within the last three months.
· Your relative was NOT undergoing treatment with valproate (a medication typically used for epilepsy).
· Your relative was NOT pregnant.

Withdrawal from the clinical trial for the individual participant
You may withdraw your relative from the clinical trial at any time without providing a reason. Should this become necessary, it will not affect your or your relative’s relationship with the physicians in the department or your relative’s treatment. Your relative will continue to receive the same treatment as all other patients. The physicians in the department may also decide to discontinue your relative’s participation in the clinical trial, and in that case, you will be informed immediately of the reason.
If you choose to withdraw your relative from the clinical trial, a physician responsible for the clinical trial will ask if you allow continued data registration and follow-up for up to 180 days despite the discontinuation of the clinical trial treatment. Should a responsible physician or clinician decide to withdraw your relative from the clinical trial, the collection of data and follow-up will continue until 180 days after your relative’s participation. Withdrawing consent will not affect activities already performed or the use of data obtained based on informed consent prior to its withdrawal. If you do not give your proxy consent for your relative’s participation in the clinical trial, you also have the right to object to the use of data obtained from your relative’s participation in the clinical trial.


Disadvantages
The medications used in the clinical trial are medical products that are very frequently used. Their safety and side effects are therefore well known. Although these medications are generally considered safe, unexpected reactions or complications may still occur in connection with their use, including in clinical trials.

Side effects, risks, and complications
Meropenem and piperacillin/tazobactam are both frequently used and well-known medications. The most common side effects include diarrhoea, abdominal pain, nausea, vomiting, itching, and skin rash. Serious side effects are rare and include severe allergic reactions, fungal infections, inflammation of the colon, and toxic epidermal necrolysis (a severe skin condition with blistering and peeling of the skin). There may be risks associated with the clinical trial that we do not yet know. If we discover side effects that we are not already aware of, you will be informed immediately.

Confidentiality and secrecy
All information will be treated confidentially, and when the clinical trial results are reported and published, your relative will remain anonymous. The Danish Medicines Agency, the Good Clinical Practice (GCP) unit, and the doctor responsible for the clinical trial have access to your relative’s complete medical record to ensure that the clinical trial proceeds as planned. These individuals are bound by confidentiality. The processing of personal data in the clinical trial will comply with the GDPR and the Danish Data Protection Act.
Data may be shared in anonymized form with other researchers after approval from the clinical trial steering committee, or in non-anonymized form after the necessary approvals.



[bookmark: _Hlk159942047]Funding of the clinical trial
The clinical trial is financed by several grants. It receives support from the Independent Research Fund Denmark (4,220,996 DKK), the Research Committee at Rigshospitalet (2,040,000 DKK), the Research Fund for Health Research in the Capital Region (1,740,428 DKK), the Beckett Foundation (100,000 DKK), Dr. Inger Goldmann’s Foundation (100,000 DKK), and Grosserer Jakob Ehrenreich and Wife Grete Ehrenreich's Foundation (512,000 DKK).
In addition, the clinical trial utilizes the infrastructure and methodology developed as part of the Intensive Care Platform Trial (INCEPT) program (www.incept.dk). This platform is funded by the Novo Nordisk Foundation (29,985,000 DKK) and Sygeforsikringen "danmark" (7,300,000 DKK), and is supported by additional contributions from Grosserer Jakob Ehrenreich and Wife Grete Ehrenreich's Foundation (200,000 DKK), Dagmar Marshall's Foundation (93,516 DKK), and Savværksejer Jeppe Juhl and Wife Ovita Juhl's Memory Grant (1,000,000 DKK).
It is important to note that the funding organizations have not been and will not be involved in the design, conduct, analysis, or reporting of the clinical trial. They will not have any ownership of the data either.
The funds provided cover fixed expenses, which include the salaries of researchers, project nurses, data analysts, and other personnel directly involved in the clinical trial, as well as compensation to the departments participating in the clinical trial. In addition, these funds cover administrative expenses related to the overall management and monitoring of the clinical trial. This includes costs for data management, safety monitoring, ethical approvals, insurance, and other regulatory requirements.

Insurance
During the clinical trial, your relative will be covered by the Patient Compensation Association.





Access to clinical trial results
When the clinical trial is completed, the results will be published in an international scientific journal. In addition, a summary of the clinical trial results, along with a summary in layman's language, will be published in the EU database (euclinicaltrials.eu). If you would like information about the clinical trial's results, you can contact the undersigned.

Contact
We hope that this information has provided sufficient insight into what it means to participate in the clinical trial, and that it serves as a basis for your decision regarding participation. Additional details about the clinical trial can be obtained by contacting the undersigned. We also encourage you to review the attached document “Your rights as a clinical trial participant in medicine trials” from the National Committee on Health Research Ethics. If you have any questions, please do not hesitate to contact the undersigned.
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[Insert name], site investigator
[Title]
[Department]
[Address]
[Phone]
[E-mail]


Nick Meier, coordinating investigator
MD, PhD-student
Department of Intensive Care, 4131, Rigshospitalet
Blegdamsvej 9, 2100 Copenhagen Ø 
E-mail: nick.meier@regionh.dk
 







Morten Hylander Møller, sponsor
Professor, chief physician, PhD 
Department of Intensive Care, 4131, Rigshospitalet
Blegdamsvej 9, 2100 Copenhagen Ø
	E-mail: morten.hylander.moeller@regionh.dk
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