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The goal of this document is to provide a logistical outline for the implementation of the additional protections associated with 21 CFR 50.24, Exception from Informed Consent 

(EFIC) Requirements for Emergency Research, at Hennepin County Medical Center as it relates to the Established Status Seizures Treatment Trial ( ESETT). The implementation of this plan is the first phase of conducting the proposed trial and the data acquired from the planned activities will be presented to the IRB to assist in the deliberations regarding the approval process for the study to take place. Additional resources may be requested to assist in review of this plan and are available from the Principal Investigator Brian Driver, MD and the local NETT Hub PI, Michelle Biros, MD MS.

The 5 additional protections associated with conducting a trial under 21 CFR 50.24 are the following:

1. Community Consultation

2. Public Disclosure before the trial – including methods by which patients can “opt-out” or refuse participation in the trial

3. Public Disclosure after the trial

4. Plan for contact of Legally Authorized Representatives (LAR) or family members to seek informed consent for the patient’s participation in the trial within the therapeutic window if feasible or after enrollment as soon as possible when feasible.

5. Formation of a Data Safety Monitoring Board to oversee the trial

The plan for each of these activities will be discussed in detail below. The regulatory language is included for convenience and reference, as well as some text taken from the FDA Guidance document (April 2013) that offers an interpretation of the regulations to assist investigators, sponsors, and IRBs.


The federal regulations for community consultation (21 CFR 50.24) state:

21 CFR 50.24
(a)(7)Additional protections of the rights and welfare of the subjects will be provided, including, at least:

(i) Consultation (including where appropriate, consultation carried out by the IRB) with representatives of the communities in which the clinical investigation will be conducted and from which the subjects will be drawn
The goals of community consultation are the following:

(1) To ensure that all relevant communities have opportunity for input into the IRB’s decision-making process before initiation of the study
(2) To present information so that community members understand the proposed investigation, its risks & benefits, and to discuss that the investigation will take place without informed consent. 
Community consultation is not the same as community consent. If community consultation were viewed as community consent, this would imply that the information came from a large proportion or essentially all the members of the community as opposed to individuals who are thought to be representative of the community. The process of community consultation is meant to solicit input from the community regarding the study. The IRB makes the final determination as to study approval, based on the information obtained from the community consultation. For the purposes of EFIC, the definition of community is “the community in which research will take place,” which includes both the geographic area where the hospital or study site is located, and the “community from which subjects will be drawn,” which includes the group of patients who share particular characteristics (i.e. patients with the disease of interest or those “at-risk” for the disease or condition of interest).

The content of community consultation will:

· “Inform the communities that prospective informed consent will not be obtained for most (or all) research subjects.”
· “inform the communities about all relevant aspects of the study including its risks and expected benefits”

· “hear the perspective of the communities on the proposed research”

· “provide information about ways in which individuals wishing to be excluded may indicate this preference”
The type and frequency of community consultation will:

· “provide opportunities for broad community discussion”

· “ensure that representatives from the community(ies) involved in the research participate in the consultation process”
· “use the most appropriate ways to provide for effective community consultation”

· “be based on numerous factors, including the size of the community(ies), the languages spoken within those communities, the targeted research population and its heterogeneity” 
Description of the NETT  Multicenter Network
 ESETT  will be conducted in the Neurological Emergencies Treatment Trials 

( NETT)  research network,  which is a research network consisting of 22 Hub sites with numerous Spokes at each Hub. It is funded by NINDS  and seeks to explore the special narrow window of opportunity that seems to exist in treating acute neurological illness and  injury. The study of very rapid interventions for these conditions will have to be implemented by paramedics in the field or by physicians in the Emergency Department. This network provides the basis for conducting efficient studies in these environments. 

The NETT works in a Hub- Spoke fashion, with the University of Minnesota Department of Emergency Medicine providing the Hub infrastructure and HCMC serving as a Spoke Hospital, where eligible patients are recruited into studies. 
HCMC is a Level One trauma center with a long history of successful engagement in acute resuscitation research including research performed within the NETT, and is also well versed in application of the Exception from Informed Consent Requirements that will be needed for the ESETT trial. 

We are seeking to conduct ESETT under 21 CFR 50.24, and will include adult and pediatric patients at HCMC who  present with continued seizures that have not responded to outpatient and pre-hospital standard treatment  ( Status Epilepticus) .       
Development of study presentation materials

The materials for community consultation (e.g. focus group script, interview, and other educational materials) presented here have been developed by the local study team   with significant contributions from the NETT , which has much prior experience conducting community consultation and public disclosure activities. Many of these contributions have been made by Michelle Biros, MD, MS, who has developed community consultation and public disclosure materials for a number of other studies using EFIC.   
Methods and Activities – Please see accompanying materials

I. In-depth qualitative methods (focus groups)

We will conduct focus groups with approximately 10-15 participants in each group.  
All groups will consist of patients or family members of patients who have  seizures or are at risk of seizures ( such as stroke or traumatic brain injury survivors) .  We will approach these individuals in the Emergency Department, at events sponsored by the local chapter of the Epilepsy Foundation, and at other local  neurological support groups to offer them the opportunity to participate in one of the proposed focus groups.   

We will also conduct focus groups for health care providers to determine their knowledge and any concerns related to studies using EFIC, and in particular, the ESETT study. One focus group will be comprised of HCMC paramedics. Other focus groups will be comprised of (but not limited to) neurology and emergency clinicians. In addition, the Epilepsy Foundation of Minnesota has offered their help to recruit focus group members if needed. 

We will obtain written consent from the participants during the invitation to participate in the focus groups and collect information about their basic demographics. In addition, focus group facilitators will ask for verbal consent to audio- (or video-) tape the focus group session prior to starting the discussion.  This portion of the consent process will include a description of the confidentiality protections associated with the focus group discussion; each participant will receive up to $20 in compensation to cover the costs of travel, parking, and child care in order to attend the focus group session.  Light refreshments may be provided at each focus group session.
The presentations at the focus groups will be loosely  scripted, and include information about research in general, EFIC, and ESETT.  After the opportunity to discuss each of the research concepts, participants will be asked their opinions about clinical research scenarios. These are designed to explore attitudes related to emergency research in general and emergency research without consent.
Each focus group will meet for approximately 1 to 2 hours. An IRB member will be invited to observe the focus group discussions.  Participants will be asked to complete an evaluation form at the end of the focus group discussion. A study packet containing basic information about seizures and about ESETT will be distributed to all participants, and they will be given information about how they may “opt-out” of participating in the trial should they present to the Emergency Department with a seizure  during the study period. Results of the focus group will be summarized and presented to the IRB upon completion of this activity.
II. Survey Methods (individuals)

Based on our experience with other EFIC trials, we believe that a well crafted structured survey is an effective method of community consultation if the survey mimics an interview and if a research team member is present to answer specific questions. Our experience has taught us that respondents are better able to understand complex research concepts (such as randomization and placebo) and consenting mechanisms (surrogates, EFIC), when very specific examples are given. We will use our previous   experience and the results of the focus groups to fashion a survey that will be used to solicit community consultation about ESETT.  The draft survey tool is attached as an Appendix . 
A.  Neurology clinics – community at risk
We will ask adult patients and parents of pediatric patients in the neurology clinic waiting rooms and their family members to participate in our survey.  They will be asked to identify themselves as a seizure patient or another high-risk group ( for example. most other neurological illnesses and injuries) . We will obtain verbal consent for survey participation.  We will ensure that survey participation does not interfere with patient care.  Each survey will take approximately 10-15 minutes to complete and will be delivered by a trained research associate (RA) under the supervision of the study team.  

B.  Emergency Department – geographic population, ethnic minorities, and at- risk populations
We will approach stable patients in the Emergency Department and their families. We will not interfere with the patients’ medical care.  Members of the study team will identify survey participants from the ED electronic patient tracking board. A study team member or research associate will approach the patient or family member to see if they are willing to complete the survey.  If the patient/family member agrees, the study team member or RA will obtain verbal informed consent and proceed with conducting the interview.  Each survey will take approximately 10-15 minutes to complete.  Because we will conduct these surveys during the patients’ ED visit, we will not provide compensation for any expenses incurred.  We will perform this survey at various times of the day and on different days of the week to ensure that this sample is representative of the community of individuals that utilize the study hospital ED.  
We will also include targeted surveys of ethnic minorities. Our experience with other studies has shown that larger broad venues (i.e., the MN State Fair), while representative of the overall state population, include few respondents who are minorities and who are members of lower socioeconomic groups. To reduce this bias we will target HCMC ED patients, who traditionally fall into lower socioeconomic groups and who disproportionately represent racial and ethnic minorities.  

C. Epilepsy Foundation – community at risk

The Epilepsy Foundation of Minnesota has a provided us with an opportunity to  link our ESETT/EFIC survey with their website and will  collaborate with them to help recruit participants for a focus group meeting and  to complete surveys.

III. IRB Enhanced Activities

The Human Subjects Research Committee at HCMC may choose to appoint an IRB member to oversee our community consultation activities. This IRB liaison will be invited to attend the focus group sessions and may provide an in-depth review of the results obtained.
Table 1. Summary of community consultation activities
	Group


	Description
	Materials

	Individuals with the condition of interest or at risk individuals 
	At least three Focus groups of at-risk persons (i.e., seizure patients) each with approximately 10-15 participants will meet at HCMC or other public forums within the context of support groups (such as Epilepsy Foundation)
Two Professional health care provider focus groups, with number of participants not limited. 
50-100 surveys will be conducted at the neurology clinics at HCMC  

50-100 surveys to be conducted in the HCMC ED

  
	Power point presentations, 

Verbal and written informed consent script

audio (or video) tape and recorder,

feedback forms, 
information on Opt Out Option
Surveys for individuals  (iPads if possible)

 



Public Disclosure Objectives – applies to both before and after the trial

Public Disclosure requirement of the Exception from Informed Consent (EFIC) regulations (21 CFR 50.24) for emergency research, states:

21 CFR 50.24
(a)(7)Additional protections of the rights and welfare of subjects will be provided, including at least:

(ii) Public disclosure to the communities in which the clinical investigation will be conducted and from which the subjects will be drawn, prior to initiation of the clinical investigation, of plans for the investigation and its risks and expected benefits;

(iii) Public disclosure of sufficient information following completion of the clinical investigation to apprise the community and researchers of the study, including the demographic characteristics of the research population, and its results;
Public disclosure is defined as the “dissemination of information about the research sufficient to allow a reasonable assumption that communities are aware of the plans for the investigation, its risks and expected benefits, and the fact that the study will be conducted.” It also includes “dissemination of information after the investigation is completed so that communities and scientific researchers are aware of the study’s results.”  

Appropriate public disclosure includes:

· Clear statement that informed consent will not be obtained for most subjects

· Information about the test article’s use including a balanced description of the risks and benefits

· Synopsis of the research protocol and study design

· How potential study subjects will be identified

· Participating sites/institutions

· Description of the attempts to contact a LAR

· Suggestions for “opting out” of the study
Development of study presentation materials

Methods of announcing information about the trial and the development of advertising and other materials about the trial will take place both locally and nationally. Standard materials for use in public disclosure activities are being developed by the NETT Clinical Coordinating Center and local study team members . Our local team will coordinate local public disclosure efforts with HCMC’s public relations office as appropriate. Public service announcements, press releases, paid print and broadcast advertising, community access cable TV, postings in existing hospital publications and mailings, social media, and other modalities will be considered as well. 

Methods and Activities – 
I.  
Community activities and in- hospital activities 
Prior to the start of the trial, the site Principal Investigator will present the proposed study to Neurology, Pediatric and Emergency Medicine residents, faculty, and staff at HCMC.    
If allowed by these various entities, Brochures, posters, and flyers, will be displayed in the Emergency Department, the Pediatric Clinic and Neurology Clinic before and during the trial.  These materials will provide a description of study, local contact numbers, study website address, and opt-out information.  It will indicate that the study will be conducted with EFIC.  All materials will be reviewed by the IRB for approval prior to dissemination. 
Pending approval by the PR Department of HCMC, an announcement will be made on the HCMC intranet informing hospital staff of the proposed trial. Contact information for the site Principal Investigator and Study Coordinator will be provided in the announcement.  An email announcement of the trial will also be made to the faculty and staff of the Departments of Emergency Medicine, Pediatrics and Neurology.
The site Principal Investigator and Study Coordinator will provide study training sessions for the emergency clinicians who will be starting the study protocol in the ED. We will also train the Attending/Fellow physicians and nurses who treat status seizure patients in the Emergency Department and the SICU.  Study updates will periodically be provided to these providers by email or in person. 

II. Key Community Contacts

We will work with the Epilepsy Foundation of Minnesota to develop information for public notification aimed at health professionals and the general public about ESETT    and EFIC, and will ask permission to post this information on their website. They have an email Blast newsletter and a Facebook page that posts relevant announcements, and they have indicated they will allow us to post material on these venues as part of a public disclosure method.
HCMC sponsors support groups for adults and children with many types of neurological diseases and these meetings present a great opportunity for distribution of public disclosure materials.  
Information about seizures, the ESETT study and EFIC will be distributed to those who choose not to participate in interviews/surveys .

III. IRB Enhanced Activities

For human subjects research questions, patients and their families will be referred to the HCMC Human Subjects Research Committee, phone number 612-873-6882.
III. Study Results Disclosure

Disclosure of study results will be made both locally and nationally.  The study results will be announced on the national NETT website, and HCMC Health System website, in emails, letters to hospital personnel, community physicians, the Board of the Epilepsy Foundation of Minnesota. Press releases will be coordinated by the national NETT.  The study results will also be disclosed through peer-reviewed journals and presentations at national meetings.

Table 2.  Summary of Potential Public Disclosure Activities

	Activity


	Description
	Content
	Date/Time/Frequency information (if applicable)

	Posters, brochures, flyers 
	Posters displayed in EDs and Neurology Clinics( if permitted) 
Brochures and flyers available in ED and Neurology Clinics 
	· Description of study 

· Local contact numbers

· Website addresses

· Opt-out information
	Available prior to start of trial and throughout trial

Flyers available after trial to disclose study results

	Internal Announcements
	Presentation to neuroscience  /SICU/ ED faculty and staff

Announcement on HCMC   intranet

Email announcements to hospital personnel
	· Description of study 

· Local contact numbers

· Website addresses
	Announcements made prior to start of trial, throughout trial, and after trial (to disclose results)

	Websites
	National and local websites (for patients and physicians)
	· Description of study 

· Local contact numbers

· Opt-out information


	Available immediately after IRB approval and continuing throughout duration of trial

	Media advertisements/ announcements


	Public Service Announcements 
	· Description of study 

· Local Contact numbers

· Website address(es)

· Opt-out information
	Through the national NETT website

	Key Community 
Contacts
	Website announcements through the   Epilepsy Foundation of Minnesota

Public notification at staff meetings    
	· Description of study 

· Local Contact numbers

· Website addresses

· Opt-out information
	Prior to start of trial


Timeline for Community Consultation and Public Disclosure Activities

The community consultation activities will be conducted over the course of approximately 3 months, in winter and spring 2015.  Public disclosure will be initiated prior to the start of the trial, will continue during enrollment, and will conclude with dissemination of study results after the trial is completed.  We plan to initiate public disclosure activities at least 4 weeks prior to the start of the proposed trial.  Public disclosure will continue beyond the end of study enrollment and through disclosure of study results, which we anticipate to be within a 1-3 year timeframe.  

Analysis and Presentation of Results from Community Consultation and Public Disclosure

Reporting of community consultation results will be provided by the study team to the IRB.  Summaries of the data will be reported to the FDA and made available to the Sponsor, IRBs, and the national NETT upon request.

The data collected regarding CC and PD will include the following elements:



· Consultation methodology used


· Community type: geographic or condition-specific

· Participants involved: number and demographics

· Duration, content, format of information presented

· Free text log of comments, questions, and responses to open-ended questions

· Log of pre-determined closed-ended survey questions and responses 

The focus group discussions from the will be reviewed by the study team, and general themes will be summarized. The results of all local community consultation efforts will be summarized and submitted to the HCMC Human Subjects Research Committee.  If appointed and if present at the focus group discussions, an IRB liaison will provide an in-depth review of the discussions and additional feedback to the IRB as needed. Summaries of public disclosure will be reported to the IRB prior to approval, and then at least annually or upon request from the IRB.   

A provision of the protocol has been made to allow subjects who learn of the trial through public disclosure efforts or other means, and who would not want to participate if treated for status seizures, to communicate that decision to treating physicians without causing any delay in treatment.  This will be indicated by Opt-Out medic alert bracelets available from the study team that will say “ESETT  declined.”


Process to contact and obtain informed consent from Legally Authorized Representative (LAR):
The federal regulations for contact of a Legally Authorized Representative (21 CFR 50.24) state:

21 CFR 50.24
(a)(7)Additional protections of the rights and welfare of the subjects will be provided, including, at least:

(v) If obtaining informed consent is not feasible and a legally authorized representative is not reasonably available, the investigator has committed, if feasible, to attempting to contact within the therapeutic window the subject's family member who is not a legally authorized representative, and asking whether he or she objects to the subject's participation in the clinical investigation. The investigator will summarize efforts made to contact family members and make this information available to the IRB at the time of continuing review.

(b) The IRB is responsible for ensuring that procedures are in place to inform, at the earliest feasible opportunity, each subject, or if the subject remains incapacitated, a legally authorized representative of the subject, or if such a representative is not reasonably available, a family member, of the subject's inclusion in the clinical investigation, the details of the investigation and other information contained in the informed consent document. The IRB shall also ensure that there is a procedure to inform the subject, or if the subject remains incapacitated, a legally authorized representative of the subject, or if such a representative is not reasonably available, a family member, that he or she may discontinue the subject's participation at any time without penalty or loss of benefits to which the subject is otherwise entitled. If a legally authorized representative or family member is told about the clinical investigation and the subject's condition improves, the subject is also to be informed as soon as feasible. If a subject is entered into a clinical investigation with waived consent and the subject dies before a legally authorized representative or family member can be contacted, information about the clinical investigation is to be provided to the subject's legally authorized representative or family member, if feasible.
A procedure for prospective informed consent will be developed as is required by 21 CFR 50.24, in the unlikely event that an LAR can be identified within the presumed  short therapeutic time window for the intervention  and is able to provide a meaningful prospective surrogate consent for patient enrollment. However, it will not likely be possible in the ESETT trial for the reasons summarized in the scientific protocol, to delay treatment of the seizing patient  long enough to identify and contact either an LAR or other family members.  In circumstances in which is it impossible to identify a LAR within the therapeutic time frame, EFIC will be applied.

Prior to enrolling an eligible patient into the proposed trial under 21 CFR 50.24, the emergency physician will see if the eligible patient has refused study participation by checking if the patient is wearing a Medic Alert bracelet or tag with the phrase “ESETT declined.”  If the words “ESETT declined” are listed on the medical alert bracelet, the patient will not be enrolled in the clinical investigation.  If no “opt out” is identified, the patient will be entered into the study  

Subjects who are enrolled in ESETT with EFIC, or their LAR/family, will be informed of the subject’s inclusion in the clinical investigation at the earliest possible opportunity. This will be done in person, after the patient is hospitalized. An on-call study team member will speak with the senior clinician to determine the stability of the subject and the appropriate time for speaking with the subject, or if not alert and capable of making informed decisions, an LAR or family member. The study team member will approach the subject (or LAR/family) to notify the subject or LAR/family about the subject’s enrollment under EFIC, provide information about the study, about the subject’s rights, the responsibilities of the investigators, and answer any questions about the study. At that time, the patient or the LAR will be asked to provide consent for continued participation in the study. A written informed consent document will be used to document the subject’s (or LAR/family’s) decision to either continue in the study or to not participate any further.  A copy of this form will be provided to the subject and another copy will be placed in the research record.  Subjects who do not wish to continue to participate will be excluded from all further aspects of the study except for the collection of data required by the FDA and permitted by the IRB to determine safety and efficacy. If informed consent is provided by an LAR or family member, we will approach the subject at the earliest possible opportunity to seek prospective, written informed consent for continuing participation in the study.  
It is anticipated that the notification of subjects or their families or LAR will most commonly take place in the ED or the hospital within a few hours of subject enrollment.  Notification and consent efforts will be initiated by the on-call study team member.  If the subject remains unable to participate in this process and family members or another legally authorized representative are not present, continued attempts will be made to contact an LAR. Attempts to notify the subject or an LAR will be repeated three times after the patient has been enrolled. All notification attempts will be recorded on the subject’s case report form. Reports of these logs will be included in annual reports to the IRB.

If a subject is entered into ESETT and dies before a legally authorized representative or family member can be contacted, the investigators will send a letter with basic information about the clinical investigation, the subject’s inclusion, and contact information to obtain more information or to answer questions if desired.  

Description of Refusal of Participation Procedures (Opt-Out)

Prior to and throughout the duration of the clinical trial, patients and their families will have various methods through which they can refuse participation in the trial. We will include this information on the brochures and posters for public disclosure.  The ROC will provide medical alert bracelets or tags with the words “ESETT declined” to those individuals who decide to refuse participation in the trial.
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