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[bookmark: _Toc157757699]INTRODUCTORY PARAGRAPH
This document is part of an “informed consent” process. This process is to help you to decide whether to participate in this research study (we will just use the word “study” after this). We are grateful to you for considering it as we strive to find treatments for patients with KCNT1-related epilepsy.

If your child takes part in this study, it is entirely voluntary. We urge you to discuss any questions about this study with your doctors. Talk to your family and friends about it and take your time to make your decision. If you wish for your child to participate, please indicate below to show that you want to participate.
[bookmark: _Toc157757700]SUMMARY 
If you (your child) wish to participate, you will:
a. Sign this consent 
b. Enroll in the study and complete the initial study surveys on your own at your convenience, or request that research staff help you complete these forms. If you are prescribed carvedilol your doctor will have survey forms to complete which may include information collected at the baseline visit with your child’s doctors, including: 
i. EEG
ii. EKG
iii. blood tests (complete blood count or comprehensive metabolic panel)
iv. general health exams
c. Keep a daily log of your child’s heart rate and seizure activity
d. Input health information at regular intervals at the time of a carvedilol dose change 
e. Answer follow up questions at midway or approximately 6 months, and at the end of approximately one year that will assess how you perceive your child’s health overall.


[bookmark: _Toc157757701]Section 1.	PURPOSE OF THE RESEARCH
KCNT1-related epilepsy is caused by changes, called mutations, in the KCNT1 gene. The gene produces a protein, which in children with KCNT1-related epilepsy is changed. This can cause seizures, neurodevelopmental delays, motor dysfunction, reflux, vision issues, sleep disturbances, and other issues.
This study aims to see what happens in patients with mutations in KCNT1 when they are prescribed a specific medication called carvedilol (trade name Coreg). Carvedilol is approved by the US Food and Drug Administration (FDA) for treating high blood pressure and heart failure in adults since 2006, and so has a long history. As early as 2002, it was tested in children in randomized control trials for heart diseases, so there is understanding on appropriate dosage in children. Despite this, it is not currently approved by FDA for use in children, even though it is often used. Also, it is not approved by the FDA for use in patients with KCNT1-related epilepsy, specifically. A qualified doctor prescribing this medicine for his or her patient, even if it is not approved by the FDA for that group is called off-label use. 
The effect of carvedilol on seizures is unknown, but new research on cells in a laboratory suggests it may alter the activity of the KCNT1 protein. This study will help understand what happens when a patient with KCNT1-related epilepsy takes carvedilol.
[bookmark: _Toc157757702]Section 2.	PROCEDURE
In this observational study, meaning we will collect information about the short- and long-term effects of taking carvedilol. 
You (your child) are being invited to participate in this study because your (your child’s) doctor already believes your child is a good fit to take this prescription medication for off-label use. Your child’s treatment plan will not change if you do not want to take part in this research study! Your child may still take carvedilol as prescribed by your child’s doctor and not participate in this study. 
What Health Information Will You Be Asked to Collect?
For the first 6 months of the study, you will be asked to: 

a. Answer questions about your child’s health. You will keep a daily record of your child’s seizures and child’s heart rate at certain times of the day. You will need to do this every day for at least one week after your child’s dosage of carvedilol is changed.  
b. Give your overall opinion about how your child is doing. You will answer a few surveys based on several clinical areas important to families, such as motor ability, alertness, communication, vision and other daily quality-of-life concerns. There will be ongoing follow up at 6 months and at one year that will assess how you perceive your child’s health overall.
c. Collect and send this information at regular intervals to study staff. Because it may be important to understand when certain health changes occur after the administration of carvedilol, you will be asked to collect data at regular intervals. Table 1 below describes which surveys should be completed, at what time, and by who to best track information on outcomes of this medication. 
d. Sending your data is quick, easy and secure! You will receive an exclusive folder on the Foundation’s Microsoft account to upload your scanned or photographed study forms. Study Coordinators will receive your data via a secure, encrypted platform from Microsoft and will transfer that data to the secure main dataset. The forms you shared in the folder will be deleted/destroyed within 90 days of you sharing them. If you have any questions about this process, you can contact the Foundation at any time. We will also give participants the option to mail forms to the study coordinators if they don’t have access to a computer or smart phone device. 

When Will Health Information Be Entered into the Study Database?
You will be collecting daily and weekly information about heart rate, seizure activity and general health information. You can collect these on paper forms at your convenience. However, because timing is important to understand the outcomes of carvedilol, this study is separated into months of data collection. Table 1 below describes which surveys should be completed, at what time, and by who to best track information on outcomes of this medication. 
At the end of every month, a Study Coordinator will reach out to you to ensure the monthly information needed for this study is received. You will also need to upload the forms into your personal Foundation folder each time they are completed.
While all of this data is preferred to be complete for a full understanding of the short- and long-term effects of carvedilol in KCNT1-related epilepsy patients, we understand this is a lot of information. If you are unable to complete all the forms, or are uncomfortable or unwilling, we will analyze whatever information we do receive!
Table 1. Preferred Data Collection Events for KCNT1 Observational Study
	Data Collection Event
	Completed By
	Survey Name & Data Collected
	When Completed?
	Likely # of Instances
	Est. Time to Complete

	Pre-Study

Screening Information Collected, to be Reported Later
	Parent / Caregiver
	Screening Diary
  14 day assessment requested by doctor (prior to medication administration)

  Once consented/enrolled, data will be requested during Month 1 (below)
	n/a
	n/a
	

	Month 1

Baseline Information
	Parent / Caregiver
	Screening Diary
  14 day assessment requested by doctor (information was collected 
  pre-study)
	By end of month
	1
	1 min

	
	
	Daily Tracker Diary (7-Day Seizure & Heart Rate Form)
  Daily assessment collected for 7 days following a change in dosage of carvedilol
	With each change in dosage
	2
	3 mins

	
	
	Caregiver CCSA Rating Scale
  Baseline signs and symptoms in several clinical domains (according to 
  parent/caregiver)
	By end of month
	1
	6 mins

	
	
	Medication Survey
  Reporting current/previous medications
	By end of month
	1
	39 mins

	
	
	Demographics Survey
  Reports basic demographic information specific to KCNT1 related epilepsy
	By end of month
	1
	18 mins

	
	Clinician
	Clinic Intake Form
  Reporting medical history, physical exam and important clinic values at baseline 
  (in-person or virtual at clinician's discretion)
	By end of month
	2
	15 mins

	
	
	Clinician CCSA Rating Scale
  Baseline signs and symptoms in several clinical domains (according to clinician)
	By end of month
	1
	9 mins

	Month 2

Check-In 1
	Parent / Caregiver
	Daily Tracker Diary (7-Day Seizure & Heart Rate Form)
  Daily assessment collected for 7 days following a change in dosage of carvedilol
	With each change in dosage
	2
	3 mins

	
	
	Parent Global Rating Scale
  Report any perceived changes in signs/symptoms (according to parent/caregiver)
	By end of month
	1
	8 mins

	
	Clinician
	Clinic Intake Form
  Reporting physical exam and important clinic values after carvedilol administration 
  (in-person or virtual at clinician's discretion)
	By end of month
	2
	15 mins

	
	
	Clinician Clinic Global Impression
  Report changes in signs/symptoms (according to clinician)
	By end of month
	1
	1 min

	Month 3

Optional, Only If Changes Occur
	Parent / Caregiver
	Daily Tracker Diary (7-Day Seizure & Heart Rate Form)
  Daily assessment collected for 7 days following a change in dosage of carvedilol
	With each change in dosage
	2
	3 mins

	
	
	Parent Global Rating Scale
  Report any perceived changes in signs/symptoms (according to parent/caregiver)
	By end of month
	1
	8 mins

	
	Clinician
	Clinic Intake Form
  Reporting physical exam and important clinic values after carvedilol administration (in-person or virtual at clinician's discretion)
	By end of month
	2
	15 mins

	Month 4

Check-In 2
	Parent / Caregiver
	Daily Tracker Diary (7-Day Seizure & Heart Rate Form)
  Daily assessment collected for 7 days following a change in dosage of carvedilol
	With each change in dosage
	2
	3 mins

	
	
	Parent Global Rating Scale
  Report any perceived changes in signs/symptoms (according to parent/caregiver)
	By end of month
	1
	8 mins

	
	Clinician
	Clinic Intake Form
  Reporting physical exam and important clinic values after carvedilol administration (in-person or virtual at clinician's discretion)
	With each change in dosage
	2
	15 mins

	
	
	Clinician Clinic Global Impression
  Report changes in signs/symptoms (according to clinician)
	By end of month
	1
	1 min

	Month 5

Optional, Only If Changes Occur
	Parent / Caregiver
	Daily Tracker Diary (7-Day Seizure & Heart Rate Form)
  Daily assessment collected for 7 days following a change in dosage of carvedilol
	With each change in dosage
	2
	3 mins

	
	Clinician
	Clinic Intake Form
  Reporting physical exam and important clinic values after carvedilol administration (in-person or virtual at clinician's discretion)
	With each change in dosage
	2
	15 mins

	Month 6

Check-In 3
	Parent / Caregiver
	Daily Tracker Diary (7-Day Seizure & Heart Rate Form)
  Daily assessment collected for 7 days following a change in dosage of carvedilol
	With each change in dosage
	2
	3 mins

	
	
	Caregiver CCSA Rating Scale
  Signs and symptoms in several clinical domains (according to parent/caregiver)
	By end of month
	1
	6 mins

	
	Clinician
	Clinic Intake Form
  Reporting physical exam and important clinic values after carvedilol administration (in-person or virtual at clinician's discretion)
	By end of month
	1
	15 mins

	
	
	Clinician CCSA Rating Scale
  Baseline signs and symptoms in several clinical domains (according to clinician)
	By end of month
	1
	9 mins

	Month 12

Optional, Long-Term Check-In
	Parent / Caregiver
	Daily Tracker Diary (7-Day Seizure & Heart Rate Form)
  Daily assessment collected for 7 days following a change in dosage of carvedilol
	By end of month
	1
	3 mins

	
	
	Caregiver CCSA Rating Scale
  Signs and symptoms in several clinical domains (according to parent/caregiver)
	By end of month
	1
	6 mins

	
	
	Parent Global Rating Scale
  Report any perceived changes in signs/symptoms (according to parent/caregiver)
	By end of month
	1
	8 mins

	Table 1. Colors indicate different months of data collection and whether the information comes from the parent or the clinician.



Getting Help Entering Health Information & Extra Security Plans
For the study staff to enter your clinician data into the main Study File you will be provided a personal, exclusive folder on the Foundation’s Microsoft platform. The entry of this information in the system may happen in different ways, depending on who is available to assist. This is a learning system and expect some adjustments as the study progresses.
The health information you share will remain private and will only be shared with qualified staff assigned to this study. As added security, all data shared via these encrypted services will be destroyed after 90 days. This way, after the information is entered into the Study File, it will no longer be accessible in any other way. 
What Will Happen to the Data?
At the end of the study, researchers will look at all the collected information to determine what are the possible effects of this medication in all the patients enrolled in the study.

This study is entirely voluntary. You can leave the study at any time. Your choice to participate in this study will not impact your relationship with your doctor or your child’s health care plan in any way. If you would like to withdraw your data from the study, contact Sarah Drislane info@kcnt1epilepsy.org. 

[bookmark: _Toc157757703]Section 3.	TIME DURATION OF THE PROCEDURES AND STUDY

How Long Is This Study?
The study will continue (1) one year to ensure collection of long-term information. The first 6 months of the study will involve the most intensive data collection. All this information will be requested by your doctor to assess your child’s treatment plan anyway.

[bookmark: _Toc157757704]Section 4.	DISCOMFORTS AND RISKS
We take great care to protect your information; however, there is a slight risk of loss of privacy. Only a few staff members of the KCNT1 Epilepsy Foundation or the University of Rochester Medical Center are allowed to see your identifiable information. 

Researchers external to KCNT1 Epilepsy Foundation or the University of Rochester Medical Center will be able to see coded information for analysis, only. The information shared with these researchers will be coded using a random combination of letters and numbers, for example, RP-C001, etc.— all your identifiable information will be kept separate from the rest of your data. However, even with all identifying information removed, experts in re-identification may be able to reverse our processes and /or attempt to re-identify an individual given enough cross-reference information about them. For more information, see Genetic Alliance’s IRB-approved protocol #PEER001, specifically the ‘Risk/Benefit Assessment’ section.

Additionally, answering medical questions may cause anxiety or other psychological distress to the person completing the questionnaire; to reduce these risks, participants have the opportunity to discuss any questions with study team members and responses to all questions are optional. Participants will not be required to answer any questions that make them feel uncomfortable.

[bookmark: _Toc157757705]Section 5.	POTENTIAL BENEFITS

Possible Benefits to Self 
You will not benefit directly from participating in this study, but you may have personal satisfaction from contributing to research and the understanding of KCNT1-related epilepsy.

It is our hope that the results of this research may help guide the future treatment of KCNT1-related epilepsy.

Possible Benefits to Others 
We hope that the results of this research may help guide the future treatment of KCNT1-related epilepsy. 

[bookmark: _Toc157757706]Section 6.	STATEMENT OF CONFIDENTIALITY

Your privacy is of utmost importance: your data will be protected to the highest standards set by the federal government and the Office for Human Research Protections (OHRP).  

When you send information to study staff to assist you in entering study data, additional protections have been put in place to use encrypted services using the platform Microsoft365 Sharepoint. When you upload your study forms to Sharepoint, they will be transmitted via encryption to the Microsoft365 study folder that only Study Coordinators at the KCNT1 Epilepsy Foundation or the University of Rochester Medical Center will be able to access. The Microsoft Privacy Policy is available at all times online. https://privacy.microsoft.com/en-us/privacystatement

To further protect your privacy, all information submitted to Sharepoint is temporary and will be deleted after 90 days from when you submit it. The information shared is then entered into the main Study File by those Study Coordinators. Your information will only exist in that dataset from that point on. In that account, you have full control about where it is shared and how it is used at all times. If you have specific questions or concerns about your privacy and security as a research participant, please get in touch with Sarah Drislane (info@kcnt1epilepsy.org).

6.1	Privacy and Confidentiality Measures
For the purposes of this study, some hard copies of your information will be collected when research staff assist in the entry of that information. No hard copies of your data will be kept for longer than 90 days, at which point they will be deleted/destroyed. All information entered into the main Study File is not kept in hard copy whatsoever. All data will be reviewed, stored, and analyzed on password-protected computers by authorized personnel, only.

We will tell you if there is a data breach. 
Genetic Alliance has a Certificate of Confidentiality from the US government. These will help us fight legal demands (such as a subpoena or a request from federal, state, or local law enforcement) to give out information that could identify you. 

If you have specific questions or concerns about your privacy and security as a research participant, please get in touch with Sarah Drislane (info@kcnt1epilepsy.org).

[bookmark: _Toc157757707]Section 7.	COSTS FOR PARTICIPATION

There are no known risks of injury from participation in this study, and there are no situations envisioned in which costs would be incurred by you which would need to be reimbursed or covered, including medical care to be given.

You will not lose any legal rights by signing this form.

[bookmark: _Toc157757708]Section 8.	COMPENSATION FOR PARTICIPATION

There is no compensation associated with participation in this study. 

[bookmark: _Toc157757709]Section 9.	RESEARCH FUNDING

This study is entirely funded by the KCNT1 Epilepsy Foundation. There are no conflicts of interest.

[bookmark: _Toc157757710]Section 10.	VOLUNTARY PARTICIPATION

Taking part in this study is voluntary. You can withdraw or terminate participation at any time. A missed follow up appointment is not the same as withdrawing from the study. To withdraw, you should submit a withdrawal letter by email or mail via the contact information provided on this form above. 

A withdrawal letter should identify the study name, include your full name, your signature and should be dated. The letter should state that you wish to “end your participation in the study”. The letter should also acknowledge that ending your participation means:
1) You will no longer be contacted about this research study unless you need to be informed of a safety concern,
2) Information about you, including health information will no longer be collected.
3) You understand that any data already collected will remain as part of the study records and cannot be removed.

If you decide to leave the study early, any data you have already provided will remain in the study, but cannot be used to identify you in any way.

If you have questions or want to request a sample withdrawal letter, please contact Kaitlyn Esposito (kaitlyne@kcnt1epilepsy.org) or Sarah Drislane (info@kcnt1epilepsy.org). 

[bookmark: _Toc157757711]Section 11. 	CONTACT INFORMATION FOR QUESTIONS OR CONCERNS
[bookmark: _Hlk141366523]You have the right to ask any questions about this study and research. If you have questions, complaints, or concerns or believe you may have developed an injury related to this research, contact Kaitlyn Esposito or Sarah Drislane at info@kcnt1epilepsy.org and/or the Genetic Alliance IRB at irbadmin@geneticalliance.org. 

- End of Consenting Text –

Collection of the participant response and decision as to whether to proceed and participate in this sub-study will utilize electronic consent processes and tools that are compliant with regulations in 21 CFR Part 11

