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Clinical characterization of SLC6A1-related neurodevelopmental disorders: Translating genetic diagnostics into personalized treatment
 
We would like to ask you to support the research project described below. This project is conducted at the Danish Epilepsy Centre, Filadelfia and will help affected individuals by SLC6A1 variants and their families. 
 
What is a patient information and consent form? 
An information and consent form informs you about the research project. It explains in an understandable way what exactly the research project aims at. This information will help you to decide whether you want to take part in the research project or not. Please read it thoroughly. 
Before you decide whether you want your child to participate, you can ask us questions about the project. You may want to talk to your family and friends about the project. 

Project research 
Variants (also known as mutations) in the SLC6A1 gene can cause neurodevelopmental disorder and epilepsy. The SLC6A1 gene encodes the GABA transporter 1 (GAT1), which is the most important GABA transporter in the human brain. It is responsible for the clearing and re-uptake of GABA from the synaptic cleft, and thereby crucial in the delicate balance between excitatory and inhibitory signals in the human brain. Thus, variants in the SLC6A1 gene might cause disruption of GAT1 function and lead to neurodevelopmental disorder.  
Previous studies on SLC6A1 have focused mainly on describing the overall phenotype, and the epilepsy phenotype in particular. We want to expand this to include in-depth descriptions of behavioral disorders, movement disorders and treatment options associated with SLC6A1-neurodevelopmental disorder.

Purpose of the study  
The main objectives of this research project are to: 
1. Extensively describe clinical characteristics (signs and symptoms) and genetic correlations of individuals with SLC6A1-related neurodevelopmental disorders. This will help describing the natural history of SLC6A1-related neurodevelopmental disorders, identifying outcome measures and set up the basis for drug trial readiness. 
2. Determine if there are specific findings (biomarkers) in tests (such as brain scans or EEGs) that would help clinicians and treating physicians recognizing this disorder rapidly. 
3. Find commonalities and differences regarding symptoms, treatment response and test results between affected individuals with variants in the SLC6A1 gene and whether this correlates to the extent of the loss of function of the transporter.  
4. Provide affected individuals, families, and treating teams insights on clinical variables and possible future treatment perspectives of SLC6A1-related neurodevelopmental disorders. 

We will receive detailed clinical information from families and treating physicians. Data will be stored in a pseudo-anonymized database, only accessible to members of the research team at the Danish Epilepsy Centre, Filadelfia. 
 
What do we and our child need to do in this research project? 
In this project, we collect data about your child from medical records and directly from you. The data are collected at the time of inclusion in the study (baseline) and at the intervals described below. 
 
Data collection 
Clinical data will include but not be restricted to date of birth, pregnancy information, perinatal history, height, weight, head circumference at birth, age of symptoms onset, age of each seizure, detailed seizure semiology, movement disorders, sleep disorders, ago of acquisition of developmental milestones, current motor and language status, treatments, doses, and response. Psychiatric comorbidities, such as, but not restricted to, anxiety, depression, attention deficit and hyperactive disorder, autism, aggressive behavior. Finally, test reports, EEGs, MRIs, neuropsychological assessments, etc. will be also stored. 

Data will be collected via semi-structured interviews with the families and/or spreadsheets distributed to the treating physicians, also data mining, in a structured spreadsheet, will be performed on data from the scientific literature. Clinical scales such as Sleep Disturbance Scale for Children, clinical evaluation form to assess movement disorders by the treating physician, guidelines for parents on how to record a video of the movement disorder, will be sent to families or physicians, when applicable. 

Data collection will be pseudo-anonymized, then securely storage in our database and finally we will process data for further analysis. Videos of individuals, electroencephalograms files and MRI archives will be stored   at a secured server at the Danish Epilepsy Centre, accessible only in person, under strict security measures.  
 
Appendix 1.  Guidelines for parents on how to record a video of the movement disorders. 
Appendix 2. Sleep Disturbance Scale for Children. 
Appendix 3. Clinical evaluation form to assess movement disorders by treating physicians. 

Data from the parents/guardians 
We are collecting information from you using questionnaires designed for this study. The questionnaire asks about aspects of your child's epilepsy, as well as his or her treatment, development, and other medical problems, especially information about age at onset and further development of certain symptoms. If you have copies of your child's test results, such as their genetic test and reports of EEG and MRI scans, we will ask you to attach them. We will also ask some questions relevant to your family, such as whether there is a family history of neurological disease, what impact your child's condition has had on your family, and what support you have received. You will also have the option to provide home videos of seizures or videos/pictures of other clinical symptoms if available. 

You can complete the questionnaire online or with the help of a researcher (by video-call or in person).  
 
Data storage and handling  
The anonymized clinical data will be stored in a RedCap database and in a folder, in a closed and secured network data structure, hosted by the Danish Epilepsy Centre, Filadelfia. The database is a secure research database under two-step verification login, only accessible to members of the research team at the Danish Epilepsy Centre, Filadelfia.  

To verify the correct transfer of treatment data from the medical record into the encrypted study database, authorized persons (so-called monitor) are allowed to view the personal medical data related to the study. All staff involved are subject to confidentiality. 

The data collected during the study may also be used and processed for future research projects from the Danish Epilepsy Centre. The processing and use of the data is carried out on survey forms and electronic data carriers, as a rule for a period of 10 years, unless the purpose of the study, e.g. when entering the data into a database and in the case of long-term studies, requires a longer storage period. 

The evaluation of the data for scientific purposes is carried out in pseudonymized form. This means that data exported from the database for evaluation are assigned to a code and not to the name of the respective child. Assignment of the code to the patient is only possible via an identification list deposited with the principal investigator. 

The pseudonymized data may also be transferred for scientific purposes to cooperation partners within the scope of the European Data Protection Regulation and to cooperation partners outside the European Economic Area, i.e. to countries with a lower level of data protection (this also applies to the U.S.). If your or your child's data is transferred to countries with a lower level of data protection, we will take all necessary measures to ensure the level of data protection. If this is not possible, your data will only be transferred if you expressly consent to the proposed data transfer after you have been informed about the potential risks to you of such data transfer. 

The research results from the study will be published in an anonymous form in scientific journals or in scientific databases. This means that the data will be presented in such a way that it cannot be attributed to your child or yourself. However, the on-site investigators can use a patient list to trace the data back to you and your child in the event of queries. 

You can request information about stored data about you and your child at any time and request a free copy and have the right to have incorrect data corrected. You can also request at any time the deletion or anonymization of data about you or your child to make a reference to you and your child impossible. The study director as well as the local study center are responsible for data processing and compliance with legal data protection regulations. 

Your express consent by signing the data protection consent form is required for the collection, storage, use and disclosure of data relating to you and your child. 
 
If you sign the form 
If you want your child to participate in the study, please sign the consent form at the end of this document. By signing the form, you are telling us that you: 
· Understand what you have read
· Have had an opportunity to ask questions and receive satisfactory answers
· Agree to allow your child to participate in the project
· We will give you a copy of this form to keep with you. 

You decide whether you will participate in the research project. You can decide whether your child will participate in the project. You do not have to agree if you do not want to. If you decide that you do not want your child to participate, it will not affect the treatment and care your child receives at the clinic that is treating him or her. 

Can my child end its participation in the project prematurely? 
Your child can terminate his or her participation in the project at any time without giving any reason. In the event of early termination, you or your child will not suffer any disadvantages.  

What are the possible benefits for my child and others in the future? 
There is no immediate benefit to you or your child from participating in the study. However, we hope that the knowledge gained from this project will benefit children with SLC6A1-related neurodevelopmental disorders in the future. In this way, we hope to be able to better counsel affected individuals about the further course of the disease and improve therapy of the disease. 

The project runs until April 1st 2030, after which we may apply for an extension.

Will you be informed about the results after the research project is completed? 
Dissemination of results 
The collected data will be used in scientific publications, scientific lectures, the SLC6A1 portal (freely accessible for families and clinicians), in an anonymized format, if the guardians and the patient (whenever possible) had given previous written consent. 
 
Who can you contact for more information? 
If you would like more information about the project, please contact: 
Dr. Katrine M Johannesen, MD, PhD, Department of Epilepsy Genetics and Personalized Medicine, Danish Epilepsy Centre, Filadelfia. Email: kamaa@filadelfia.dk
Dr. Sebastian Silva, MD, Department of Epilepsy Genetics and Personalized Medicine, Danish Epilepsy Centre, Filadelfia. Email: sebsi@filadelfia.dk 
Prof. Elena Gardella, MD, PhD, Department of Epilepsy Genetics and Personalized Medicine, Danish Epilepsy Centre, Filadelfia / University of Southern Denmark. E-mail: elga@filadelfia.dk
Prof. Rikke S. Møller, MSc, PhD, Department of Epilepsy Genetics and Personalized Medicine, Danish Epilepsy Centre, Filadelfia / University of Southern Denmark. E-mail: rimo@filadelfia.dk
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PRIMARY CONSENT FOR THE
PARTICIPATION IN A HEALTH SCIENCE RESEARCH PROJECT

Research project: Clinical characterization of SLC6A1-related neurodevelopmental disorders: Translating genetic diagnostics into personalized treatment
Declaration from the parent or legal guardian with sufficient authority:
I/we have received written and oral information and I/we have been sufficiently informed by Filadelfia (the Danish Epilepsy Centre) about the purpose, method, advantages, and disadvantages to give this informed consent on behalf of ________________________________________ (name of child) (hereinafter the “Patient”) to participate in the research project “Clinical characterization of SLC6A1-related neurodevelopmental disorders: Translating genetic diagnostics into personalized treatment” (hereinafter the “Research Project”). 
I/we have been informed of the voluntary and gratuitous nature of participation of the Patient in the Research Project and that I/we can withdraw my/our consent at any time without the Patient losing his/her current or future rights to treatment.  
As guardians of the above-mentioned patient, I/we declare our participation in the study. I/we have been given a copy of this consent form and a copy of the written information about the project for my/our own use.
I/we hereby consent to be contacted regarding queries and for communication of study results:
Phone: ___________________________________________________ 
E-Mail: ___________________________________________________ 

OPTIONAL CONSENT: Please mark YES at all the fields that you agree to.
	|_| YES
	|_| NO 
	Consent to store and use my information for other ethics committee/IRB-approved projects on SLC6A1-related disorders

	|_| YES
	|_| NO 
	Consent to being contacted and informed about other research projects related to this study

	|_| YES
	|_| NO 
	Consent to use my videos/pictures for INTERNAL-USE 

	|_| YES
	|_| NO 
	Consent to use my videos/pictures for TEACHING PURPOSES (Conferences, lectures, etc.)

	|_| YES
	|_| NO 
	Consent to use my videos/pictures for PUBLICATIONS (e.g. scientific journals)






Handling of data
I declare that I consent to the collection and processing of data within the scope of the study. I acknowledge that Filadelfia may transmit any anonymized data obtained during the Research Study to third parties.
I agree that Filadelfia may inspect my medical records for data revision purposes authorizing my physician _________________________________________ to share my medical records to this aim.
I am aware that the results of this Research Project will be published in medical journals in an anonymized way, so that the Patient cannot be identified. 
I have been informed that I can request information about the Patient`s stored data and request the correction of any incorrect data at any time. 
I know that at any time, for example when withdrawing from the Research Study, I can demand all data collected about my child up to that point to be anonymized or removed from the database immediately.
I declare that I have been adequately informed about the collection and processing of the data collected in this study and about my rights.

I consent to the use of the data collected as part of this Research Study in the manner described above
Name: ______________________________ Signature: ______________________________ 
Date: _______________________________	           
		           
Declaration of the person providing information:
Clear and sufficient information has been provided to enable my informed consent about participation in the Research Study.
Name of the person who has provided information: __________________________________
Date: _______________________________ Signature: ______________________________ 

Contact information:
Dr. Katrine M Johannesen, MD, PhD, Department of Epilepsy Genetics and Personalized Medicine, Danish Epilepsy Centre, Filadelfia. Email: kamaa@filadelfia.dk
Dr. Sebastian Silva, MD, Department of Epilepsy Genetics and Personalized Medicine, Danish Epilepsy Centre, Filadelfia. Email: sebsi@filadelfia.dk 
Prof. Elena Gardella, MD, PhD, Department of Epilepsy Genetics and Personalized Medicine, Danish Epilepsy Centre, Filadelfia / University of Southern Denmark. E-mail: elga@filadelfia.dk
Prof. Rikke S. Møller, MSc, PhD, Department of Epilepsy Genetics and Personalized Medicine, Danish Epilepsy Centre, Filadelfia / University of Southern Denmark. E-mail: rimo@filadelfia.dk
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