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Information letter for participants of an experiment

Title of the study: Identification of genetic causes in patients with an unexplained genetic disorder.

Official title: Combined omics approach to identify the causal molecular defect in patients with a genetic disorder.

Dear,

You are invited to participate in a clinical trial. Before you decide to participate in this study, take sufficient time to read this information letter carefully and discuss it with the doctor/researcher or his/her representative, or with other people. You should also take the time to ask questions if there are any uncertainties or if you would like to have additional information. This process is called 'informed consent'. Once you have decided to participate in the study, you will be asked to sign the consent form at the end of this booklet.
WHAT IS THE PURPOSE OF THIS STUDY?

We invite you to participate in a clinical trial with the aim to determine the genetic cause responsible for your condition (or the condition of the person you represent). Identifying the genetic cause may be important for you, your family, and others with the same condition. In addition, it may provide us with more insights into the underlying disease mechanisms and the function of our genetic or hereditary material.
WHAT DOES PARTICIPATION IN THE STUDY MEAN FOR YOU?

Taking into account your medical situation, some of the visits and experiments that will be described are part of the standard care in our hospital, while others are specific in context of these study. This can be either an additional blood, urine sample or, in some exceptional cases, a skin biopsy.

Our genetic material or DNA is located in the nucleus of almost all cells of the body. This DNA is divided into packages or chromosomes and contains all the information that is necessary for the development of the human being. It involves a long code, composed of four basic molecules. This code determines how and when proteins and other essential elements are produced in the body. Less than three percent of the DNA contains the exact information for the production of these elements; the function of the remaining 97% of the DNA is not yet fully known. 
When a protein is created, it starts by overwriting the piece of DNA, that contains the code for this protein, into an intermediate code, called RNA, which forms a 'mirrored copy' of the piece of DNA. This RNA can go from the cell nucleus to the cell body, where it is used to produce the specific protein. These proteins form the building blocks of our cells and thus our body.

Over the past years, new techniques have been developed to make it possible to determine the letter code (DNA-sequence) of the entire genome (complete DNA code). However, although we can determine the complete DNA sequence, deciphering this genetic code remains a major challenge. 
Recently new techniques made it also possible to investigate RNA and proteins on a large scale. Errors in our DNA can also lead to errors in the RNA and in our proteins, which can lead to a genetic disorder. Through a combined study of DNA, RNA and proteins, we will try to unravel the cause of the genetic disorder and we will gain more insight into the regulation and functioning of our DNA.

Given the enormous variation in DNA, RNA and proteins between people, it is often very difficult to distinguish disease-causing abnormalities from (rare) variants. For this reason, research will be done on the person with the disorder and his or her parents (‘trio analysis’), or more rarely on other family members if the conditions affects several persons in the family. This allows us to distinguish inherited from novel variations that arose spontaneously in the child which makes it more easily to interpret the data. 

Research on DNA, RNA and proteins is routinely performed on DNA, RNA and proteins that are isolated from blood. 
Sometimes it is possible that a certain RNA and protein is not produced occur in blood cells. In that case, other body tissues such as skin cells (fibroblasts) need to be examined. Only in exceptional circumstances it’s necessary to examine tissues other than blood. Sometimes we need to establish a cell line from the blood that we can cultivate in the lab (immortalized cell line). This will provide us with continuous access to DNA, RNA and proteins from your blood without the need for repetitive sampling.

When cell type specific effects need to be evaluated in cell types not present in the clinically accessible tissues mentioned above (i.e., blood and fibroblasts), we can develop new cells from blood, urine or fibroblast cells that closely resemble specialized body cells (for example skin or brain cells). Initially, your blood, urine or fibroblast cells will be converted to induced ‘pluripotent’ stem cells (iPSC line), which are unspecialized cells that can still develop into different cell types. Using different stimuli, we can then convert these stem cells to a specialized cell type. During this study, the DNA, RNA and proteins of these cells can be examined. The specialized cells can also be used in the design of specific cell populations (2D) or ‘3D miniature organs’, also called organoids. By studying specific cell types and organoids, we can mimic the interactions between cells and tissues in a more relevant environment. This allows us to gain deeper insight into how variants in genes affect the function of cells; how these cells interact in tissues, and how potential treatments influence these functions and interactions.

For this study, blood and urine samples will be taken during routine diagnostic care. This is classically done to examine the DNA and sometimes RNA. For RNA analysis and the creation of an immortalized cell line (see point 6) or an induced pluripotent stem cell line, extra tubes of blood will be taken or there will be asked to provide a fresh urine sample. In most cases, however, no extra blood puncture will be necessary for the extra tubes of blood. In exceptional cases, a biopsy of another body tissue such as fibroblasts (skin biopsy) will be necessary.
HOW MANY PATIENTS WILL PARTICIPATE IN THIS STUDY?

A total of 3000 patients and family members will participate in this study. In order to be able to analyze and interpret the results, it will also be necessary to examine both the patients’ parents and, in some cases, other affected and unaffected family members.
WHAT IS THE DURATION OF THIS STUDY?

The expected total duration of the study is about 6 years.
Your participation in the study does not include any additional visits compared to a treatment without participation in the study. 
WHAT IS EXPECTED FROM THE PARTICIPANT?

For the success of the study, it is very important that you fully cooperate with the doctor and that you follow his/her instructions.
WHAT ARE THE PROCEDURES DURING THIS STUDY?
Procedures:

During the study one extra tube of blood (2.5 ml) and in some cases a second extra tube (10 ml) will be taken. If an iPSC line will be established, you may also be asked to provide a fresh urine sample. If indicated, a biopsy of another type of tissue may be necessary (for which we will ask your approval). Usually, this will be only necessary when there is a strong suspicion about the cause of the disorder and further analyses on another tissue is needed to confirm this. Your doctor will then discuss this with you.
Study progress

If you decide to take part in the study and meet all conditions for participation, following tests and examinations will be done:

1. During genetic counseling, the purpose of the study will be explained. After approval, a blood sample will be drawn. Only if necessary, as explained before (see chapter 2); a biopsy of another tissue will be taken.
2. If a genetic cause is found during the study, you will be re-invited to the genetic consultation to discuss the results and further consequences.
3. You can always contact your attending physician to inform on the status of the ongoing analyses.
4. If in first instance no genetic cause is found, the data will be kept for possible re-analysis in the future. If more knowledge is gathered, the data can be investigated retrospectively in order to check if there were no pathogenic variations. 

Blood will be collected during the consultation or by the blood sampling team of Ghent University Hospital or the Hospital providing your clinical care. This blood will be transported to the Center for Medical Genetics in Ghent, after which DNA, RNA and proteins will be extracted from the blood. In addition, we can set up an immortalized cell line. 
Your samples will be stored in the biobank of the Center for Medical Genetics in Ghent. A biobank is a facility where human body material (such as blood, urine, tissue samples...) is stored together with additional data related to this material. Your samples will be kept for a period of 25 years. At the end of this period, your samples will be destroyed.
The medical manager of this biobank is Prof. Dr. Bruce Poppe ( +32 9 332 36 03, bruce.poppe@uzgent.be). However, you remain the "owner" of your body material. This means that you can always demand that the biobank destroys your stored samples. In order to do this, you must contact your attending physician at Ghent University Hospital, who will then ensure that your stored body material is destroyed.
Your samples that are taken and analyzed within the framework of this study will always be pseudonymized after collection.

WHAT ARE YOUR RIGHTS IF YOU PARTICIPATE IN THIS STUDY?
0. Your rights when participating in the study

Participation in this study is voluntary and you will not be forced to participate in any way. You can refuse to participate in the study, and you can withdraw from the study at any time without giving a reason for doing so. This will not affect your treatment or relationship with the researcher or the treating doctor in any way.
Furthermore, your decision to stop with the study will not have consequences on the quality of the care and your further follow-up.

Your participation in this study will be terminated if the doctor believes it is in your best interests to do so. You may also be withdrawn earlier from the study by the researcher if you do not properly follow the procedures described in this information letter or if you do not respect the items described.
If you are removed from the study, the already collected data will remain in the database for analysis, but without adding new data. 

This study was approved in advance by an independent Medical Ethics Committee associated to Ghent University Hospital and Ghent University. The study is carried out according to the guidelines for good clinical practice (ICH/GCP) and the Helsinki Declaration designed for the protection of people participating in clinical studies. This approval should not be considered as an incentive to participate in this study.

0. Your rights when participating in the study

In accordance with the Belgian law of August 22th, 2002 on patients’ rights and the General Data Protection Regulation (or GDPR) (EU) 2016/679 of April 27th, 2016, in operation from May 25th, 2018, on the protection of individuals with regard to the processing of personal data and on the free movement of such data, your private life will be respected. Any incorrect information may be corrected at your request. Your other rights (i.e. including the right to restrict the processing of your (personal) data, the right to have your (already collected) data erased in certain circumstances, and the right to lodge a complaint) are also safeguarded.
For more information on the rights you have and how to exercise them, please visit the website of UZ Ghent (https://www.uzgent.be/patient/gegevensbescherming/u-neemt-deel-aan-wetenschappelijk-onderzoek).

Your approval to participate in the study implicate that we process your data for the purpose of the clinical trial. This data processing is done on the basis of your consent, as stated in article 6, paragraph 1 (a) and is necessary for the purpose of scientific research in accordance with Article 9, paragraph 2 (j) of the General Data Protection Regulation.

All the collected information during this study will be pseudonymized (your data can still be linked back to your personal file). The key to these codes will only be accessible to the examining and treating doctor or his/her appointed replacer, who is also bound by professional confidentiality. 

The pseudonymised data collected can be shared with other (future) researchers. This may lead to re-use of your pseudonymised data for future academic research projects and studies, exclusively in the context of the same or a similar disease/pathology or treatment. Such new studies and re-use of data always need to be submitted to and approved by the ethics committee.
Only the pseudonymized data will be used in all documentation, reports or publications (medical journals or congresses) about the study. Confidentiality of your data is therefore always guaranteed. 

Personal data as well as data concerning your health will be processed and stored for at least 25 years. The data controller is the institution of the principal investigator of the study, Prof. Dr. Bert Callewaert (UZ Ghent). His research team will have access to your personal data. In the context of data protection, the data will be processed by persons belonging to the research team and appointed by and under the responsibility of the principal investigator. Patient data may processed in a pseudonymized way for the purposes to improve the general organization of research and healthcare.

To obtain more substantive information about the study and to exercise your rights, please contact the study team. 
The Data Protection Officer can provide you more information about the protection of your personal data. Contact details: Katya Van Driessche, dpo@uzgent.be.

Representatives of the client, auditors, the Medical Ethics Committee and the relevant authorities, all bound by professional confidentiality, have direct access to your medical files in order to verify the procedures of the study and/or the data, without compromising the confidentiality. This is only possible within the limits permitted by the relevant laws. By signing the consent form, with prior explanation, you agree to this access.

You have the right to complain about the handling of your information to the Belgian data protection supervisory authority responsible for enforcing data protection legislation:

Data Protection Authority (DPA)
Rue de la presse 35, 1000 Brussels 
Belgium
Tel. +32 2 274 48 00
e-mail: contact@apd-gba.be
Website: https://www.dataprotectionauthority.be 
ASSURANCE

The client provides compensation and/or medical treatment in case of damage and/or injury as a result of participation in this clinical study. For this purpose, an insurance policy has been concluded with strict liability in accordance with the law of May 7th, 2004 on human experiments (KBC Insurance - Policy number W8/28963726/0100). If the doctor-researcher believes that a link with the study is possible (there is no link with the study in case of injury as a result of the natural progress of the disease or as a result of known side effects of the standard treatment), he/she will start the declaration procedure with the insurance company. At that time, your data may be passed on to the insurer. In case of disagreement with the doctor-researcher or with the expert appointed by the insurance company, and whenever you believe it is necessary, you or, in case of death, your assignees, can summon the insurer directly in Belgium (KBC Insurance NV; Professor Roger Van Overstraetenplein 2, 3000 Leuven; Tel: +32 16 24 55 81).
WHAT ARE THE RISKS AND EXPECTED BENEFITS OF PARTICIPATING IN THIS STUDY?

Participation in this study may lead to a diagnosis for your specific condition. In addition, this can contribute to help other patients in the future. 

By attending the study, new techniques can be validated so that they can contribute to provide a genetic diagnosis for patients with an unexplained disorder. 

As previous diagnostic tests did not reveal a cause for your condition, there are currently no alternative procedures available.

The likelihood that you will experience some injury by participating in this study is extremely low.

You have the right to ask questions at any time about the possible and/or known risks of this study. If, during the progress of the study, any information is revealed that might influence your willingness to continue participating in this study, you will be informed accordingly. If your participation in the study does cause you any discomfort, you will receive appropriate treatment.

Before molecular investigation can be carried out, we need to have access to body material (blood, urine and skin cells). There are certain possible risks associated with collecting samples.
In exceptional cases, taking blood can cause pain, bleeding, hematomas and/or local infection at the blood sampling site. Some participants may also feel dizzy or faint while taking the sample. The staff carrying out the blood collection will do everything in their power to reduce these inconveniences. A skin biopsy involves the same risks as a blood sample. In addition, the person cannot take a bath for 10 days (but can take a shower) and there is a small risk of infection at the biopsy site. The collection of urine samples is not associated with relevant risks. 

Comprehensive genetic analyses can always lead to the identification of risk factors for the development of certain disorders later in life. Internationally, there is still disunity among genetic specialists if such a disorder should be communicated.
Some of these conditions require a specific follow-up or treatment that can improve the prognosis. Examples are hereditary cancer syndromes, hereditary cardiovascular diseases, and malignant hyperthermia (a condition that involves a high risk of death when using certain anesthetics). Other conditions are currently untreatable (such as premature dementia before the age of 65). However, having such a condition can have an impact on other ideological aspects, such as the desire to have children or career planning. This information may also be relevant to family members.
Of course, the research is primarily aimed at finding the cause for the condition advice is requested for and not at finding other conditions. At the bottom of the form you can indicate what we should do with any information that may have been found for a (1) treatable disorder and/or (2) an untreatable disorder for which it not established that follow-up is meaningful. Even if you wish to know such results, our tests do not aim at identifying these risk factors. Hence, if no such defect is found, this does not rule out these conditions. If the family history requires genetic analyses for these risk factors, appropriate clinical testing should be undertaken.
ARE THERE ANY COSTS ASSOCIATED WITH PARTICIPATION IN THIS STUDY?

Your attendance at this study does not involve any additional costs for you.
WILL THERE BE A COMPENSATION IN CASE OF PARTICIPATION?

No compensation is provided to participate in this study.
WHO CAN YOU CONTACT IN CASE OF PROBLEMS OR IF YOU HAVE QUESTIONS?

If there is any injury as a result of the study, or if you would like additional information about the study or about your rights and obligations, you can contact the doctor or researcher or a member of his or her team at any time during the entire course of the study:

Principal investigator:

Name: 		Bert Callewaert
Address:		Center for Medical Genetics
Ghent University Hospital
C. Heymanslaan 10, 9000 Ghent
Phone : 		09 332 3603
CONSENT FORM FOR PARTICIPANTS IN AN EXPERIMENT

	Reference number of the participant for this study
	




	I have read and understood the document "Information letter for participants in an experiment" pages 1 to 7 and have received a copy of it. I was informed about the type, the purpose, the duration, the foreseeable effects of the study and about what is expected from me. I was informed about the possible risks and benefits of the study. I had the time to ask questions about the study and I received satisfactory answers to all my questions, also to medical questions. 

	I understand that participation in the study is voluntary and that I may withdraw from the study at any time without giving any reason for this decision and without any further consequences for my future treatment.

	I understand that auditors, representatives of the sponsor, the Medical Ethics Committee and the competent authorities may want to inspect my data in order to check the collected information. My privacy will be respected at all times.

	I am aware that this study has been approved by an independent Medical Ethics Commission associated to Ghent University Hospital and Ghent University and that this study will be carried out according to the guidelines for good clinical practice (ICH/GCP) and the Helsinki Declaration, designed to protect people participating in experiments. This approval was by no means an incentive to participate in this study.

	I have been informed that personal data as well as data concerning my health will be processed and stored for at least 25 years. I am aware that I am entitled to access and correct this data. If this data is processed for medical-scientific purposes, I understand that accessing my data may be postponed until the research is finished. If I want access to my data, I will contact the doctor or researcher responsible for the processing.



Tick by the participant if agreed

	I agree to participate in this study consisting of the following mandatory aspects as explained under section 6 of the information letter:
	

	· Blood collection
· Urine collection
· Skin biopsy (if required)
· Genetic analysis
· Use of pseudonymised data for current research
	



I agree to participate in the following optional aspects of the study :
	· I agree that at the end of the study my samples will continue to be stored in the prospective research biobank for future scientific research solely in the context of my illness/pathology or treatment. Such a new study must always be submitted and approved by the Ethics Committee. 
	

	· I am aware that my pseudonymised data may be used for future academic scientific research within the framework of the same / a similar research field. Such new study should always be submitted and approved by the ethics committee.
	



As part of the research on your human body material, you will always be notified of accidental findings. If you do not agree to this, please indicate this here: 
	· If this study provides information about a disorder that is treatable or useful to follow up that is present in myself or the person I represent, I would like NOT to be informed about this.
	

	· If this study provides information about a condition that is not treatable or useful to follow up, present in myself or the person I represent, I would like NOT to be informed about this.
	




	Surname and first name of the participant 


	Signature
	Date

	Surname and first name of the parent(s) (if the participant is a minor)
	Signature
	Date

	Surname and first name of legal representative(s)	
	Signature
	Date





	Surname and first name of the medical examiner*
	Signature
	Date


Two copies should be completed. The original is kept by the researcher in the hospital for 25 years, the copy is given to the participant.
*Check by the examiner if agreed

	I declare that I provided orally the necessary information for this study (type, purpose and foreseeable effects) and that I provided a copy of the information document to the participant.
	

	I confirm that the participant was not pushed to agree to participate in the study and I am willing to answer any additional questions that may arise. 
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