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RATE study – Information for the legal representative

Concerning test subject information for research:
“Reduced Anticoagulation Targets in Extracorporeal life support (RATE)”

Information in the benefit of legal representatives of incapacitated test subjects

Dear Sir / Madam,

We ask for your permission to have your relative participate in a medical scientific study. Participation is voluntary. For your relative to participate, your written permission is required.
You are receiving this letter because your relative is undergoing treatment with the heart-lung machine. Before you decide whether your relative may participate in this study, you will receive an explanation of what this study entails. Read this information carefully and ask the researcher for an explanation if you have any questions. You can also ask the independent expert named at the end of this letter for additional information. You can also discuss this information with friends or family.
General information about participating in research can be found on the website of the national government: www.rijksoverheid.nl/mensenonderzoek 

1 General information and purpose of the study
This study was composed by the UMCG and is being conducted in 10 hospitals in the Netherlands. The medical ethics review committee has approved this study.

1.1 Background
In recent years, the Intensive Care Unit (ICU) has seen increasing use of extracorporeal life support (ECLS), a compact type of heart-lung machine for long-term use in the ICU that is used to treat patients with heart or lung failure. Patients treated in ICU with a heart-lung machine have a high risk of death, both because of lack of recovery from the underlying condition (heart or lung failure) and complications of the treatment.

The most feared complication is a cerebral infarction, which is caused by clot formation. To prevent this, heparin, a blood thinner is always given as a precaution, whereby the blood is considerably diluted within current standard care.
The amount of blood thinners that the patient receives does not appear to affect the risk of a stroke, however, serious bleeding does appear to occur more often. Due to improvements in the heart-lung machine, complications from clot formation and cerebral infarctions are rare. The question is therefore whether the treatment with heparin in the current dosage is not worse than the disease and increases the risk of bleeding somewhere in the body, for example in the brain.

1.2 Purpose of the study
In this study, we want to find out whether giving less heparin or giving fractionated heparin (a form of heparin in which there are fewer fluctuations in the level of anticoagulation) in patients supported with the heart-lung machine decreases the risk of serious bleeding complications, including cerebral haemorrhage, without increasing the risk of stroke or a poor outcome. These two groups are compared with the current standard treatment where a higher dose of heparin is given. We will have 330 patients participate in the study, whereby the division into the 3 different treatment groups will be done by drawing lots.

2 What participating means
If your family member or close relative is admitted to ICU and requires support with a heart-lung machine, he or she will always be given blood thinners and will be eligible to participate in the study. By drawing lots, your relative will be placed in one of 3 patient groups, where he or she will receive the usual high dose of blood thinner (heparin), a lower dose of heparin, or fractionated heparin.
However, if the attending physician believes that in the course of the treatment there are medical reasons according to predefined criteria in the protocol for placing your relative in one of the other 2 study groups than he/she has been placed in, the group can be changed. 

Participation in the study will end as soon as your relative no longer needs support from the ECLS.
Six months after the start of support with the heart-lung machine, your relative will be approached for a questionnaire about their quality of life at that time. This questionnaire will be sent by post and will take a few minutes to complete. If we have not received the completed questionnaire after 3 weeks, we will call your relative for a reminder.
We may wish to approach your relative again in the future for further research. We will ask you for separate permission for this on the Consent Form. We will also ask your relative for permission.

Your relative is currently seriously ill. Because your relative is currently unable to decide for him/herself whether to participate in this study due to his/her illness, we ask you to do so. We realize that under these circumstances it is also difficult for you to make a decision, but we believe that this study could potentially improve treatment.

2.1 What are possible advantages and disadvantages?
A disadvantage of participating in the study could be that thrombosis (clot formation) could occur because of a lower dose of anticoagulant medication. However, it could also be that your family member benefits from this lower dose of blood thinners because serious bleeding is expected to occur less often. We cannot say for sure. By participating, you can ensure that we receive more information about the prevention of complications of blood thinners in patients on the heart-lung machine in the ICU. This can lead to improved treatment. There is a lot of experience with the use of this anticoagulant medication, and we believe that there is no reason to believe that there is an additional risk from this study.

3 Voluntary Participation and Consent
Participation in this study is completely voluntary. You have the right to cancel your relative's further participation in the study at any time without giving any reason. This decision will have no adverse consequences for the treatment to which the participant is entitled.
If you do permit your relative to participate in the study, you can always change your mind and stop your relative's participation, even during the study. Your relative will then be treated in the usual way. You do not have to give a reason for stopping participation. If permission has been granted by the legal representative, the patient will be asked for personal permission to participate in this study as soon as he/she can do so.

4 Use and storage of the data of your family member or close person
For this investigation, data is collected from the medical file. This concerns data such as gender, age, and data about the health of your relative. The collection of this data is necessary to answer the questions posed in this study and to be able to publish the results. All data collected for this study will be treated confidentially.

4.1 Confidentiality of your relative's data
To protect the privacy of your relative, the data is coded. The name and other data that can directly identify your relative are omitted. Data can only be traced back to your relative with the key to the code. The key to the code remains securely stored in the local research facility. The data sent to the client [and any other parties involved] only contain the code, but not the name of your relative or other data with which your relative can be identified. In reports and publications about the research, the data cannot be traced back to your relative.
We will inform your relative's general practitioner about participating in this study, but the general practitioner will not have access to the study data.

4.2 Access to your relative's data for verification
Some people may have access to all of your relative's data at the research location, including data without a code. This is necessary to be able to check whether the research has been carried out properly and reliably. Persons who have access to the data of your relative for inspection are the committee that monitors the safety of the research, a monitor who works for the sponsor of the research, and supervisory authorities such as the Health and Youth Care Inspectorate. They keep your relative's details secret. We ask you to permit access to these persons.

4.3 Data retention period
According to regulations, your relative's data is kept at the research location for 15 years. After this study, your relative's data may also be important for other scientific research in the field of the heart-lung machine. For this purpose, the data of your relative will be stored for 25 years. You can indicate on the consent form whether you agree to this. If you do not agree to this, your relative can simply participate in the current study.

4.4 Withdrawal of consent
You can always withdraw your consent for the use of your relative's data. This applies to this study as well as to storage and uses for future research. The research data collected up to the moment you withdraw your consent will still be used in the research.

4.5 More information about the rights when processing your relative's data
For general information about your rights when processing your data, you can consult the website of the Dutch Data Protection Authority.

If you have any questions about your rights, you can contact the person responsible for processing your relative's data.
See Appendix A for contact details and website.

If you have any questions or complaints about the processing of your data, we recommend that you first contact the research location. You can also contact the Data Protection Officer of the institution (see contact details in Appendix A) or the Dutch Data Protection Authority.

5 Insurance for test subjects
An insurance policy has been taken out for everyone who participates in this study. The insurance covers injury caused by this study. Not all injury is covered. In Appendix B you can find more information about the insurance and the exceptions. It also states to whom you can report injury.

6 Compensation for participating in the study
Your relative will not be paid to participate in this study.

7 Reflection period
Of course, you will need time to think about whether you want your family member or relative to participate. You may also want to talk about it with others. We would like to give you the opportunity to do this. We would like to receive your permission within 7 days of starting the treatment.



















Appendix A	Contact information

For questions or comments please contact the principal investigator.

Local principal investigator:
Dr B vd Bogaard
Afdeling Intensive Care
Oosterpark 9
1091 AC Amsterdam
Tel: 020 5993007

Research-coördinator 
Matty Koopmans
Afdeling Intensive Care
Oosterpark 9
1091 AC Amsterdam
Tel: 020 5993007

Independent physician:
Dr. Maarten Vink, cardioloog
m.a.vink@olvg.nl

In case of complaints
Phonenumber Oost:  020 599 22 93 
E-mail: klachten@olvg.nl 
Mailing address:
OLVG, t.a.v. klachtenfunctionaris
Postbus 95500
1090 HM Amsterdam

Institution's data protection officer:
e-mail: fg@olvg.nl 
Phonenumber: 020 599 3875














Appendix B: Insurance information

The UMCG has taken out insurance for everyone who participates in this study. The insurance covers damage caused by participating in the study. This applies to damage during the study or within four years after the end of your participation in the study. You must have reported damage to the insurer within those four years.

The insurance does not cover all damage. At the bottom of this text is a brief description of which damage is not covered.
These provisions are set out in the 'Compulsory insurance for medical research involving humans 2015 Decree'. This decision can be found in the government's “Wettenbank” (https://wetten.overheid.nl).

In the event of damage, you can contact the insurer directly


The insurer of the investigation is:
Name: Centered
Address: Maria Montessorilaan 9, 2719 DB Zoetermeer 
Phone number: 070-3017070
Email: info@centramed.nl
Policy number: 624.529.102

The insurance offers cover of 650,000 euros per subject and 5,000,000 euros for the entire study, 7,500,000 euros per year for all studies by the same client.

The insurance does not cover the following damage:
· damage due to a risk of which you have been informed in the written information. This does not apply if the risk is more serious than anticipated or if the risk is very unlikely.
· Damage to your health that would also have occurred if you had not participated in the study;
· Damage caused by not (fully) following directions or instructions;
· Damage to your offspring, as a result of a negative effect of the study on you or your offspring; 
· Damage caused by an existing treatment method in research into existing treatment methods.








Consent form

Associated with the study protocol: “Reduced Anticoagulation Targets in Extracorporeal life support (RATE)”
As a legal representative I have been asked to grant permission for:

Name participant		:……………………………………………………………………………

Signing this form you confirm the following:
· I have read the information letter. I could also ask questions. My questions have been sufficiently answered. I had enough time to decide if my loved one can participate.
· I know that my relatives’ participation is voluntary. I also know that I can decide at any time not to participate or to stop the study. I don't have to give a reason for that.
· I give permission for the collection and use of data from my relative to answer the research question in this study
· [bookmark: _GoBack]I know that for the purpose of auditing the investigation, some people may have access to all my data. These people are listed in this information letter. I give permission for that access by these persons.
- I 
1. Do give
1. Do not give
permission to keep my relatives’ data for an extended period and to use it for future research in the field of extracorporeal life support.

Name of representative	:……………………………………………………………………………
 
Relation to the participant	:……………………………………………………………………………

Signature			:……………………………………………………………………………

Date				:......-......-...... (day month Year)

The undersigned declares that the above-mentioned person has been informed both in written and orally about the above investigation:
Name				:……………………………………………………………………………

Position			:……………………………………………………………………………

Signature 			:……………………………………………………………………………

Date 				:..... ..-......-...... (day month Year)
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