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Genetics of Human Epilepsies – Rare Epilepsies
PATIENT INFORMATION SHEET (Adult version 4 – 05/12/13)
You are being invited to take part in a research study. Before you decide to take part, it is important for you to understand why the research is being done and what it will involve. Please take time to read the following information carefully. Talk to others about the study if you wish. 

· Part 1 tells you the purpose of this study and what will happen if you take part.  

· Part 2 gives you more detailed information about the conduct of the study. 

Ask us if there is anything that is not clear or if you would like more information. Take time to decide whether or not you wish to take part.

PART 1
What is the purpose of the study?
The purpose of this study is to find the genes influencing the epilepsies of childhood and adolescence. Differences in genes or DNA (our genetic code that is passed down from our parents) explain the colour of our hair and eyes. Differences in our genes can also explain why some people develop certain diseases, like epilepsy, and others do not. We are studying individuals with epilepsy, as well as their relatives, in order to find the genes that underlie these epilepsies. By finding the genes, we hope to develop new tests to help diagnose epilepsy and also to develop cures.

Why have I been chosen?
You are being asked to participate because you or a member of your family has epilepsy. Even if you are not affected with epilepsy, your contribution helps to pinpoint the genes, by comparing features between people affected with epilepsy and people not affected.

Do I have to take part?

No. It is up to you to decide whether or not to take part. If you do, you will be given this information sheet to keep and be asked to sign a consent form. In some instances, a researcher will discuss the study with you and take consent by telephone. You are still free to withdraw at any time and without giving a reason. A decision to withdraw at any time, or a decision not to take part, will not affect the standard of care you or your child receive. 

What will happen to me if I take part?
If you take part, the investigation and treatment of your child’s epilepsy will not be changed in any way. This research study may involve an EEG (brainwave) recording; some tests of hearing and vision done during the EEG; blood samples and saliva samples; some health questionnaires; and some tests of language and reasoning.

Expenses and payments:

There is no charge for this study. You will not receive any payment for taking part in this study. 

What do I have to do?
You will be asked to do some or all of the following. Depending on individual circumstances, these procedures may be performed in hospital, at your local phlebotomy service or in your home.

(a) Interview. 

You will be asked to participate in completing questionnaires that take about 50-60 minutes. The questions deal with your medical history, including any symptoms of seizures. We will also ask your permission to review your treatment records if you have had seizures or any relevant medical condition. We may also ask you to contact your relatives, if they have relevant symptoms, to enquire if they would be interested to participate in the study. The information from these questionnaires will be available to the researchers in this study. 

(b) EEG recording and evoked potentials

An EEG is a painless procedure and is designed to record the activity of brainwaves from the surface of the head. Wires are lightly attached to your scalp using paste and these are connected to the EEG machine. After the recording, the paste is removed. Recordings will last for about 1-3 hours. Sometimes the technician shines a flickering light in front of your face for a minute or so (photic stimulation); at other times s/he may ask you to breathe deeply for a minute (hyperventilation). During the recording, some tones and clicks will be played into the ears through headphones to measure the brainwave response to sounds. All these procedures are designed to bring out certain features of the brainwaves. Often people having an EEG doze off during the recording and this provides useful information too. The EEG is performed in the EEG department of the hospital.

(c) Blood and saliva sample 

You will be asked to have blood drawn from which we will extract a sample of DNA (genetic code), RNA (the message copied from DNA), protein and cells. If you choose to have blood drawn, the amount of blood we will draw is approximately 15-20 ml (1.5-2 tablespoons), and the blood draw takes about 5 minutes. A qualified nurse or phlebotomist will draw the blood. There will be a maximum of one or two blood draws.

If you are unable to give a blood sample, you can give a saliva sample instead. You will be asked to spit into a small flask, which takes 5-10 minutes. We will then extract DNA and RNA from the saliva.

The cells of your body contain a molecule called deoxyribonucleic acid, or DNA for short. DNA is passed down from your parents and carries a code, in the form of genes, which determines your physical characteristics, such as the colour of your hair and eyes; and risk for some diseases. Just as differences in our genetic code help explain why we all look different, these differences can also help to explain why some people develop certain diseases and others do not. Differences in our genetic code may also help explain why some drugs are safe and effective for some people but not for others. 

The information we get from the DNA is purely experimental and has no diagnostic value. You will not be informed about the results of these DNA experiments. Your DNA will be used to find the genes for epilepsy in the current study, and may be used by the Researcher in later related studies into the cause of epilepsy and developmental disorders. We might want to include your DNA sample in a research project using high-throughput sequencing.

(i) What is high-throughput sequencing?

So far, most scientific studies have only looked at single genes. New technologies now allow for sequencing large parts of the human genome with a single investigation. The human genome comprises all genes of the human body and the entirety of the hereditary information. ‘Sequencing’ refers to the process of reading the sequence of the hereditary information through technical methods.

Studies using high-throughput sequencing are often performed in national or international research collaborations due to the complexity and high costs of these investigations. In this instance, the generated genetic data may be transferred and stored in external research centers, which may be inside or outside the UK. In addition, we might transfer limited clinical information to external research centers such as gender, type of epilepsy, age of onset. Personal and identifying data will never be transferred to other research centers.

(ii) The NIHR Mental Health Biomedical Research Centre Resource Bioresource initiative.

Your DNA, RNA, protein and cells will be included into the National Institute for Health Research (NIHR) Mental Health Biomedical Research Centre (BRC) Bioresource. The NIHR is responsible for supporting research and development across the NHS. The Mental Health BRC Bioresource has been designed to create a resource or ‘Biobank’ for psychiatric/neurological disorders, which will include biological information (e.g. blood, saliva for analyzing genes), combined with other information (e.g. clinical assessments from your child’s neurological examination and existing neuroimaging data). The purpose of this Bioresource is to facilitate research that aims to improve our understanding of different neurological disorders and identify new and better treatments.

The Mental Health BRC Bioresource is also linked to and collaborates with a wider national Bioresource initiative involving a number of other Biomedical Research Centers in the country. This is in order to bring together groups of healthy volunteers, patients and relatives who have agreed to be contacted and can be invited to participate in relevant clinical research. Therefore, some BRC Bioresource participants will be invited to participate in relevant clinical research on the basis of their genetic/biological/clinical information. If you are contacted for any follow-up studies, it is up to you to decide whether you would like to participate or not

Your sample will be anonymised, processed and stored at secure laboratories at the Institute of Psychiatry. The BRC Bioresource team will request the sample to be de-anonymised if you are to be invited to participate in follow-up studies. 
(d) Neuropsychological testing and speech recording

You will be asked to participate in an evaluation of thinking, language and coordination. This will be a standard evaluation using written, spoken and physical materials, administered by a trained psychologist. During parts of the assessment you may have an EEG recording. The assessment takes about 4 hours. Additional time will be allocated for rest and refreshment. This assessment looks for patterns of brain function that may help in finding genes for epilepsy and is not intended for educational or career guidance. Your child may ask for pause or termination of testing at any time during the procedure.

You may be asked to repeat a series of words and phrases into a recording machine over about 3 minutes. The pattern of your speech will be analyzed later using a computer to look for patterns associated with the function of certain parts of the brain. 

What are the other possible disadvantages and risks of taking part?

The procedures involved in the study are routine and involve minor risks only. During the interview some personal questions may be asked that could cause anxiety or stress. You may stop the interview at any time or refuse to answer any of the questions. 

The paste used to affix EEG leads to the head may occasionally produce allergic reactions (rash, itch). There is also a small chance, in persons with epilepsy who are sensitive to flickering light, of triggering a seizure. However, the EEG will be monitored during this procedure and the light can be switched off as soon as first traces of such a response is detected. 

The risks of having blood drawn include soreness and bruising at the puncture site, and sometimes there may be discomfort during the procedure. Occasionally people feel lightheaded or faint. There is a small risk of infection whenever blood is drawn. The amount of blood to be taken is not considered to be a significant amount, and is therefore not expected to have any significant risk to you. There are no risks associated with saliva collection. 

The risks associated with the cognitive and speech evaluation include only minor stress or boredom. 

Although many precautions are taken to safeguard your privacy, there may be unknown risks to privacy related to the fact that your child's biological samples will be kept for an indefinite period of time. 

What are the possible benefits of taking part?
There are no direct benefits to you. However, participation might lead to improved understanding of the causes of epilepsy in children in the future. 

What if there is a problem?

Any complaint about the way you have been dealt with during the study or any possible harm you might suffer will be addressed. The detailed information on this is given in Part 2.
Will my taking part in the study be kept confidential? 

Yes. All the information about your participation in this study will be kept confidential. The details are included in Part 2.

Contact Details:

For further information, please contact the Researcher leading the project:

Professor Deb Pal

Department of Clinical Neurosciences

P043 Institute of Psychiatry

LONDON SE5 8AF

Telephone: 020 7848 0636
This completes Part 1 of the Information Sheet.

If the information in Part 1 has interested you and you are considering participation, please continue to read the additional information in Part 2 before making any decision.

PART 2 

What will happen if I don’t want to carry on with the study?

You can withdraw from this research study at any time, even while you are having the tests done. This will not affect your treatment in any way. Even if you withdraw from the study, we would still like to use any information we might already have collected. However, if you want us to destroy the information we have collected, we will. You will need to tell is whether you wish to withdraw from the rare epilepsy study, Bioresource study or both. Biological samples e.g. saliva, blood, blood products, DNA and RNA will be disposed of in accordance with the Human Tissue Act 2004 and King's College London local regulations. Samples which are surplus to the study or no longer needed will also be disposed of in this manner. Samples and any equipment that samples become attached to, e.g. tubes, will be disinfected and placed in separate designated 'Human material clinical waste bags' and sharp safe bins. These bags will be tagged as such and taken to clinical waste bins in the local disposal area of the Institute of Psychiatry and King's College London.

What if there is a problem?
If you have a concern about any aspect of this study, you should ask to speak with the researchers who will do their best to answer your questions (020 7848 5435). If you remain unhappy and wish to complain formally, you can do this through the NHS Complaints Procedure. Details can be obtained from the hospital. In the event that something does go wrong and you are harmed during the research study there are no special compensation arrangements. If you are harmed and this is due to someone’s negligence then you may have grounds for a legal action for compensation against King’s College Hospital NHS Trust, but you may have to pay your legal costs. The normal National Health Service complaints mechanisms will still be available to you.
Will my taking part in this study be kept confidential?
Yes. We will collect information about you, which could identify you personally (for example, because the information includes your name or date of birth). We will also collect information about you because we believe it might be relevant to understanding the research. This will include: information about your epilepsy and its treatment, previous scans and EEGs, dates and times of seizures near to the research tests. This information will be stored on computers owned by the hospital and on computers owned by King’s College London, the university associated with this hospital. These computers will be securely controlled by the research team, under the direct responsibility of Professor Deb Pal, and no-one outside the team will have access to your information. We will use the information we collect to answer the questions relevant to this research project. In the future it is possible we might have new research questions which could be answered by looking at your information in new ways. We would seek approval from the Research Ethics Committee to use your information for new research projects. If the Research Ethics Committee believed we should contact you again to ask your permission to re-use your information, we will do so. The information we collect in this project will be kept for 10 years and then destroyed securely. The hospital has a duty to ensure research conducted here is of a high standard and auditors from the hospital may need to review any information we hold about you. The auditors will maintain the highest standards of confidentiality. Procedures for handling, processing, storage and destruction of your data are compliant with the Data Protection Act 1998.

Involvement of your doctor 

The doctor looking after you in the hospital will be aware of your participation in this research study. With your permission, we will also inform your GP.
What will happen to the results of the research study?

The scientific results of this research study will be published in scientific and medical journals and may be discussed at scientific meetings. You will not be personally identified in any way.
Who is organizing and funding the research?  
This research is being organized by Professor Deb Pal and is sponsored by King’s College London. The project is funded by the European Union and  Medical Research Council. The Bioresource study is funded by the National Institute for Health Research and Professor Tom Craig and Dr Gerome Breen are responsible for this. Neither the research team, nor your doctor, receives any payment if you take part.
Who has reviewed the study? 
The Great Ormond Street Hospital/Institute of Child Health Research Ethics Committee (reference number: 09/H0713/76) has reviewed this rare epilepsy study and given a favourable ethical opinion for conduct in the NHS. The South Central Oxford Research Ethics Committee (reference number: 09/H0606/84) has reviewed the Bioresource study and given a favorable ethics opinion.

You will be given a copy of the information sheet and a copy of your signed consent form to keep.

Thank you for considering taking part in this research project, and thank you for taking the time to read the information sheets.
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