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INTRODUCTION

The goal of this document is to provide an outline for the implementation of the protections associated with 21 CFR 50.24, Exception from Informed Consent (EFIC) Requirements for Emergency Research, at Massachusetts General Hospital.   Implementation of this plan is the first phase of conducting the proposed trial.  The data acquired from the planned activities will be presented to the IRB to help the IRB assess community support of the study. Additional resources required by the local IRB for compliance with CFR 50.24 may be requested from the Principal Investigator, [add investigator information here]. 

The proposed clinical trial will evaluate therapies for Status Epilepticus (SE) – in which patients suffer ongoing seizure activity despite initial therapies aimed at treating the seizure. Research involving SE patients presents an ethical dilemma. Protecting patient autonomy through the informed consent process is one of the cornerstones of ethical research. Because SE victims have an altered mental status, the process of informed consent cannot be conducted. In cases where patients are incapable of giving informed consent, consent by a legally authorized representative (LAR) has been substituted, even though the true wishes of the patient are rarely known. This has been an accepted practice and is adequate for most research interventions. However, in many cases of resuscitation and emergency research, SE included, the LAR is often not readily available. Even if the LAR is available, therapy for SE must take place within minutes, while the patient is seizing, precluding a comprehensive discussion of the risks/benefits of study participation with the LAR. Any such discussion would delay therapy, significantly affecting the efficacy of an intervention.   Despite this difficulty, clinical trials to determine the best treatment for SE must be done.  Failing to conduct research on potentially beneficial treatments for this population also poses harm.  
Patients will be enrolled under Exception From Informed Consent (EFIC) in all cases.  Obtaining prospective informed consent is not feasible for many reasons.  SE patients are unconscious and unable to understand and consent for research.  Morbidity and mortality increase with increasing duration of seizure.1-4 Therefore, we cannot ethically delay therapy or study procedures solely for the purpose of obtaining consent from family members.  SE cannot be identified prospectively as more than 50% of patients who have SE have never had a seizure before1.  Even in patients with epilepsy it is not possible to predict who will have SE.  SE treatment trials have been conducted under EFIC rules in the past.5,6
APPLICABILITY OF EFIC TO THE ESETT CLINICAL TRIAL AND COMPLIANCE WITH 
FDA REQUIREMENTS (21 CFR 50.24)
The specific FDA regulations for justification of research using the EFIC process are listed below.  Each regulation is followed by an explanation of how this study meets these requirements.

1. Subjects are in a life-threatening situation, available treatments are unproven or unsatisfactory, and the collection of valid scientific evidence is necessary to determine the safety and effectiveness of a particular intervention.
a)   SE is a life-threatening situation.  There are approximately 120,000-180,000 episodes of convulsive SE each year, affecting individuals of all ages.1,7-9  The mortality associated with SE is estimated as 17%.1  Although the mortality associated with SE is determined in large part by its underlying etiology, the occurrence and duration of ongoing SE also contribute to mortality.2,10-11
b)   Available medications are unsatisfactory for the treatment of SE.  Initial SE treatment is based on evidence from three double-blind, randomized, controlled clinical trials.5,6,12  Approximately one third of SE patients continue to have seizures despite adequate doses of benzodiazepines.  These patients have established SE (ESE).
c)     Clinical trials are needed.   No prospective, randomized controlled trial has compared treatments for seizures refractory to initial benzodiazepine treatment. Experts, guideline writers, Cochrane reviews and professional associations have recommended a prospective, randomized trial to determine the best treatment for ESE.
a) Obtaining prospective informed consent is not feasible for acute SE patients
a)   SE patients are unconscious and unable to understand and consent for research.     Morbidity and mortality increase with increasing time of seizure.1-4  Therefore, we cannot ethically delay therapy or study procedures solely for the purpose of obtaining consent.
b)   SE cannot be identified prospectively.  

b) Subjects may benefit from the research because:

a) SE is a life-threatening condition that needs rapid treatment with the agent most likely to stop the seizure. 
b) The interventions being studied are currently in use as antiseizure medications despite lack of evidence of their comparative efficacy.

c)  The risks of the study procedures are reasonable given that all interventions are FDA approved medicines currently in clinical use.
c)         This research could not be carried out without EFIC because:

Treatment for SE needs to begin immediately upon ED arrival.  Since SE patients are unable to consent for themselves and there is not time to obtain consent from an LAR, all patients must be enrolled under EFIC.  Informed consent requires that the LAR have time to understand the material presented, be able to ask questions and have time to think about what the patient would want.  This is not possible in 5-10 minutes during a very stressful time.  In SE, time to treatment is especially critical.  Inability to obtain informed consent can limit the ability to discover new treatments for this critical and life-threatening condition. 
ADDITIONAL PROTECTIONS

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. The regulatory language is included for convenience and reference.  Also included is text from the FDA Guidance document (March 2011) that offers an interpretation of the regulations to assist investigators, sponsors, and IRBs.

COMMUNITY CONSULTATION

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 approval of the study
2. To present information so that community members understand the proposed investigation, understand its risks and benefits.

3. To be sure community members understand that the investigation will take place without informed consent. 
Community consultation does not necessarily imply that there will be community consent for the trial to take place. If community consultation were viewed as community consent, this would imply that the input came from a large proportion or essentially all the members of the community as opposed to representatives of the community. The process is meant to solicit input from the community regarding the study. The IRB makes the final determination as to study approval based on information obtained from the community consultation. For the purposes of EFIC, the definition of community includes “the community in which research will take place” and the “community from which subjects will be drawn.”  In other words the community includes the geographical area from which patients will be drawn and the group of patients with, or at risk for, the disease of interest.
The content of community consultation will inform the community participants that informed consent will not be obtained for any research subjects prior to enrollment.  Specifically, the goal will be to:
· Inform the community about all relevant aspects of the study including its risks and expected benefits
· Hear the perspective of the community 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 communities 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 communities, the languages spoken within those communities, the targeted research population and the heterogeneity of the population
Based on our interpretation of the regulations and their proposed ethical basis, we have prepared a list of recommendations for implementation of the commonly used methods for community consultation.  
COMMUNITY CONSULTATION – PLANNED ACTIVITES

1. PRESENTATION TO EXISTING GROUPS AT  REGULARLY SCHEDULED MEETINGS
In this method of community consultation, members of the study team, sometimes accompanied by representatives of their participating Institutional Review Boards, ask to present and discuss the study at a regularly scheduled meeting of a relevant community group. 

Importantly, taking part in existing meetings minimizes the risk of low turn-out at meetings scheduled de novo and increases the investigators’ exposure to a variety of comments.  

For each group, we propose the following:

· A study team member will be present to answer questions from the community.

· Presentation will be clear, use slides and/or video depending on the venue, and be brief

· If a presentation is longer than 15 minutes, it will be interactive.

· We will consider who the best person is to present to each group and will consider using a professional presenter if necessary.

· Study team will be available for at least 30 minutes depending on how much time we are allocated (10 minutes to present, 15 minutes for discussion, and 5 minutes to hand-out and get back evaluation surveys).  

· Study team will probe for discussion using open-end questions.

· Study team will ensure that the discussion includes feedback from the participants on EFIC.

· No monetary incentive to participants will be offered; however, light refreshments may be served.

· A survey for group participants to indicate their thoughts, feelings, and opinions about the EFIC regulations and the study, anonymously, will be handed out and collected back at the end of the event.  Study staff should allow at least five minutes at the end of the event for attendees to complete the survey.
We propose to contact the following groups about presenting at their meetings, with the goal of holding 5 events total:


· Epilepsy Foundation New England Support Groups (Boston and Western Massachusetts)

· Community police officers in the following Boston precincts:

· A-7 East Boston

· B-2 Mission Hill

· C-6 South Boston

· C-11 Dorchester

· D-4 South End

· E-13 Jamaica Plain

· Neighborhood community groups: 

· Boston Office of Neighborhood Services

· Dorchester: various Neighborhood Association Meetings as listed on www.mydorchester.org
· East Boston: various community meeting groups as listed on www.eastienow.com 

· South End: Neighborhood Groups as listed on www.mysouthend.com
· North End: North End Waterfront Neighborhood Council

· Chinatown: The Chinatown Coalition

· Beacon Hill: Beacon Hill Civic Association Streets and Sidewalks Committee

· Roxbury: Dudley Street Neighborhood Initiative

· Jamaica Plain: Jamaica Plain Neighborhood Council

· South Boston: South Boston Collaborative Advisory Network

· Fenway: Audubon Circle Neighborhood Association

· Allston/Brighton: Brighton Allston Improvement Association, Allston Brighton Healthy Boston Coalition

· Student organizations (student government, fraternities/sororities, student health organizations) at the following colleges and universities:

· Roxbury Community College

· Bunker Hill Community College

· Boston University

· University of Massachusetts – Boston

· Tufts University

· Suffolk University

· Bay State College

· Harvard University

2. FOCUS GROUPS
In this approach, a trained facilitator presents information about the trial to small groups (generally about 8 to 12 participants) using a prepared script that is reviewed beforehand by the IRB and investigative team. The facilitator elicits the group’s views, questions, concerns and comments about the study. The interaction is generally audio taped (and possibly videotaped) for review by the investigative team and the facilitator to allow analysis of the session and assembly of a report to the IRB.  Focus groups may be used to solicit feedback from essentially any relevant population, including: the general public, individuals affiliated with particular organizations or communities, or individuals from specific patient populations.  

Recruitment methods for focus group participants will depend on the targeted population.  Participants may be recruited by mailed letter or telephone calls, at random from volunteer banks or public data sets, or from special populations (such as patients with epilepsy or their families, advocacy group representatives, survivors of brain injury, or other vested interest groups).  

Compared to other methods of community consultation, focus groups may allow for more in-depth discussion of the study because of their small size.  They also allow for interaction not only between the facilitator and participant but between participants.  For these reasons, focus groups offer a rich set of information and have often been found by investigators and IRB members to be a high-quality source of information.  

Best Practices:
· The meeting will be at an accessible location and time for the population included.

· The session will be run by a trained moderator, ideally someone who is also demographically as concordant with the focus group participants as possible (race, ethnicity, potentially gender).

· Sessions will be small, generally including 8 -12 participants.

· Focus groups generally run 2 to 3 hours in length.

· Refreshments will be provided.

· Participants are generally paid for participation in focus group sessions in an amount and form appropriate to the participant population.  We plan to offer gift cards to the participants.
· An anonymous survey for group participants to indicate their thoughts, feelings, and opinions about the study and the focus group session will be handed out and collected at the end of the event.
We propose to develop 2 to 3 focus groups for ESETT and EFIC.
3. SURVEYS 
If we are unable to gather sufficient information from the focus groups and presentations at existing group meetings, we propose to use individual surveys as an additional way to solicit community questions and views.  This method can be used to reach large numbers and a wide variety of respondents.

If necessary, surveys can also be distributed by electronic mail, postal mail, or other means. 

This approach can provide the most statistically representative description of community responses to questions about the study and EFIC.  

Best Practice:

· Provide enough detailed information about the EFIC regulation and the ESETT trial on the survey for the survey conductor to provide ample information to the survey respondent, but not so much that the recipient loses interest.

We propose to:


A. Contact Neurology and Epilepsy clinics in and around Boston about distributing surveys in their offices.

B. Set up an ESETT/EFIC booth if feasible at one or more events throughout the city so that community members can learn about ESETT and EFIC and also complete a survey if they so choose.  Examples of events include:

· Health fairs

· Conferences

· Sporting events (high school, university, and professional)

· Carnivals and festivals

· Concerts and performing arts events
4. Opt-Out


During each community consultation event, attendees will be given instructions on how to obtain an ESETT opt-out bracelet.  Community members found to be wearing an opt-out bracelet upon arrival to this site will not be enrolled in ESETT.  Opt-out information will also be included on public disclosure documents.

REPORTING COMMUNITY CONSULTATION RESULTS

All community consultation activities will be reported to the IRB and the NETT-CCC via the ESETT Community Consultation Summary (CCS) data entry form in WebDCUTM, including the responses required written survey questions.  
A summary of the community consultation will include information about: the participants, the presentation, community questions and comments, and responses to closed- and open-ended questions. 

This information will need to be reported on-line in the ESETT regulatory database via WebDCUTM.  Here, study site personnel will provide the results of the community consultation in aggregate per consultation method and provide some coding to responses given.  Since condition-related communities need not be geographically limited, reports of these community consultations in particular are intended to be analyzed.  The results will be further collated in WebDCUTM by both Hub and Trial-level reports.  

Catchment area information will be collected as per the IRB. This information will allow the research team to concentrate its consultation and announcement efforts on the appropriate communities.  
PUBLIC DISCLOSURE

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 any subjects

· Information about the study medications 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
PUBLIC DISCLOSURE – PLANNED ACTIVITIES

Public disclosure will be done prior to enrollment and continue throughout the study period and after the study has completed. The coordinating center will provide monthly updates regarding enrollment and other study updates during the duration of the study.  Disclosure of study results will be made both locally and nationally.  The study results will be announced on the NETT Network website.  Results can be distributed locally in emails to hospital personnel and community physicians, and on flyers available to visitors of study sites in the ED.  The study results will also be disclosed through peer-reviewed journals, and presentations at national meetings.
Using several different channels of communication for public disclosure increases the likelihood of reaching more of the intended audiences.  It also can increase repetition of the message, improving the chance that intended audiences will be exposed to it often enough to absorb it.  For these reasons, we will use a combination of channels.
Our plans for implementation are detailed below.
1. Broadcast and Print Media

Purchased advertising in broadcast and print media ensures dissemination of accurate materials to a wide audience. We plan to advertise in the paper and electronic versions of the Globe, Herald, Phoenix, and Metro.  We also plan to advertise the study on the radio stations WBUR, WTKK, and WBZ-FM.  A 30 to 60 second sound bite that provides a general description of the study, the website address, and contact information will be provided and will be approved by the IRB and public affairs office in advance. 

Printed materials, including advertisements for publication in newspapers and magazines, brochures, and flyers will be reviewed and approved by the IRB and the MGH public affairs office.  Advertisements will be purchased in both English language and foreign language newspapers as appropriate.  We also plan to place advertisements on the MBTA subways and buses.  All printed advertisements will provide a general description of the study, the national and/or local website address, as well as site contact information.

A video on emergency medicine trials and EFIC research in general will be available for use in public service announcements and will be provided for dissemination to media outlets.  In collaboration with the MGH public affairs office, we plan to contact local television programs such as Chronicle and Greater Boston, local network affiliates, and New England Cable News. We also plan to contact local talk radio stations, such as WBUR, who may be interested in covering the study and EFIC.  Investigator appearances on local news, radio or television call-in talk shows can bridge the line between public disclosure and community consultation.  

In addition to traditional news outlets, it is often possible to obtain coverage in local health focused newsletters, in direct mail advertisements and educational materials sent out by hospitals and health plans, and in newsletters of epilepsy advocacy and support groups.  We will explore these options as well.
Any local flyers or brochures distributed will reference www.esett.org as an additional resource for patients, families, and healthcare providers to get information as well as ask questions about ESETT.  
2. Electronic Resources

In collaboration with the MGH Office of Public Affairs, we propose to advertise ESETT and EFIC in local Boston news outlets such as the Boston Globe and Boston Metro.  
We will post information about ESETT and EFIC on our local Boston NETT website www.bostonnett.org.

The NETT has a national website with a section that provides information on an ongoing basis about ESETT for healthcare providers and the general population.  A section of the website will provide the following information with open accessibility: 
· Background on Clinical Research trials

· Consent vs. EFIC trials - What’s the difference?

· Information about ESETT
· Forms to provide feedback and input

· Structured survey to illicit community attitudes and beliefs about EFIC

· Public disclosure materials in .pdf

· Instructions for how someone can “opt out”

· Frequently asked “Q & A”s
· Timeline and description of actual community consultation and public disclosure approaches in Hub communities

The local Boston NETT website will contain a link to the national ESETT website (www.esett.org). 

3. In-hospital Resources

We will approach each community health center and Partners Healthcare site-affiliated Neurology and Epilepsy clinics about displaying a poster or flyers for ESETT and EFIC in their waiting areas.  The IRB and public affairs office will review and approve these.

REPORTING PUBLIC DISCLOSURE RESULTS
All Public Disclosure activities will be reported to the IRB and to the NETT-CCC via the Public Disclosure Summary (PDS) data entry form in WebDCUTM. A PDS list of fields is available on the ESETT website in the toolbox under EFIC. 

This information will be reported on-line in the ESETT regulatory database via WebDCUTM.  Here, study site personnel will provide the results of the public disclosure per public disclosure event.  Reports from public disclosures are intended to be analyzed.  The results will be further collated in WebDCUTM by both Hub and Trial-level reports.
TIMELINE FOR COMMUNITY CONSULTATION AND PUBLIC DISCLOSURE ACTIVITIES

We wish to begin community consultation and public disclosure activities as soon as possible after the IRB has approved our EFIC proposal, with a goal of completion by spring of 2015. 

ANALYSIS AND PRESENTATION OF RESULTS FROM COMMUNITY CONSULTATION AND PUBLIC DISCLOSURE

Reporting of community consultation results will be standardized across the ESETT sites.  A simple web-based data entry form will be included in WebDCU(.  WebDCU( is the data management system used for the study.  It is a web-based database that uses an encrypted data transfer mechanism and secure user privilege control.  No protected health information will be entered into WebDCU(
The web-based data entry form will collect 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

· Coding of free text using qualitative research methodologies

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

· Log of site customized closed-ended survey questions and responses if used


The information collected using the community consultation surveys will be compiled.  Reports will be generated to provide both site-level summaries and trial-level summaries.  These summaries will all be made available to any IRB and will be reported to the FDA.

Reporting of public disclosure efforts will be through a web-based interval report completed by each site-spoke complex in the WebDCU regulatory management system.  Summaries of public disclosure will be reported to the IRB prior to approval and as required by the IRB.  Composite reports of local and national public disclosure at the trial-level will be provided to the FDA annually.

CONTACT OF A LAR OR FAMILY MEMBERS

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.

PROCESS TO CONTACT AND OBTAIN INFORMED CONSENT FROM LEGALLY AUTHORIZED REPRESENTATIVE (LAR)

Consent
A written consent and assent form that complies with the policies of local sites IRB must be developed and approved for ESETT.  It should include the following elements: 
· Title of the protocol
· Name of the PI
· Study objectives and purpose
· Detailed description of the procedure and interventions
· Explanation of the responsibilities of the subject and of the family member(s) who act as proxy respondents during follow-up interviews
· Any foreseeable risks, anticipated benefits, available alternatives
· An explicit statement of confidentiality
· Non-compensation for participation
· Right to withdraw at any time
· Signature section
· Number to contact the PI or a member of the study team with any questions. 
EFIC process and LAR Tracking

The definition of LAR is determined by local state regulations. LAR is typically defined as:

· Health-care agent

· Legal guardian or special guardian

· Next-of-kin: a close relative of the subject 18 years of age or older, in the following priority:

· Spouse

· Adult child (18 years of age or older)

· Parent

· Adult sibling (18 years of age or older)

· Grandparent
· Adult grandchild (18 years of age or older)
When more than one LAR is present, the closest relative, as defined above, should give consent. However, unless otherwise stated in local or state regulations, any of the above individuals are acceptable for LAR consent if others are not promptly available. 

We will presumptively enroll eligible patients using the exception from informed consent (EFIC) process 21 CFR 50.24. EFIC does not obviate the need for patient or LAR consent. Subjects enrolled in ESETT, or their legally authorized representatives (LAR) or family, are informed of the subject’s inclusion in the clinical investigation at the earliest possible opportunity. The study team is immediately notified of the arrival of treated subjects in the emergency department (ED). An on call study team member quickly responds to the ED to complete the subject enrollment. The subject (or LAR or family) is approached, and an informed consent process initiated as soon as possible.
LAR tracking will typically be a shared responsibility between the onsite social workers (or equivalent) and the study team. Each site PI and team will meet with their social workers (or equivalent) before the trial initiation to inform them of the ESETT protocol and need for intensive LAR search. The site team should review the local protocol for LAR search and assure that it is sufficient (multiple methods for locating LAR and multiple attempts), and if not, recommend additional steps be put in place.
Once located, an LAR will be informed of the patient’s inclusion into the study and of the details and risks of the study.  At that time, the LAR will be given the option to continue patient participation in the study, or to cease patient participation then or at anytime throughout the course of the study. If the LAR wants to continue the patient’s participation, an informed consent form signed by the LAR will be obtained. If an established LAR has given consent for the patient to be enrolled, other family members' objections to inclusion will not result in the patient's removal from the study.  Once fully awake, the patient may consent to or decline continued participation in the study.
Using the Informed Consent CRF, the study team will document efforts to find the LAR.  This will include contact person (Subject, LAR, Other), number of attempts, date and time and outcome of attempts. The tracking process should continue until consent or a withdrawal is obtained. The tracking process is complete once the LAR or participant has provided consent or has withdrawn.  It is expected that LAR consent or withdrawal be obtained within the first 24 hours, except in rare circumstances (no LAR identified, LAR not available, patient identification is unknown, patient expires prior to consent being obtained, etc.).
For participants who expire prior to identifying an LAR or before LAR consent is obtained, consent should not be pursued further. However, once an LAR is located, they should be informed of the subject’s participation (per FDA requirements).  The study team should document the conversation and keep a copy of the family notification letter (with return receipt).  A sample of this letter can be found in the “Toolbox” section of the ESETT website (www.ESETT.org). 

In the rare case where no LAR consent is obtained and the participants remains incapable of consent at 1 month, documentation of the attempt process and condition of the participant will be recorded on the Informed Consent Log CRF.  In these cases the final outcome will be discussed and approved by ESETT leadership.

DESCRIPTION OF REFUSAL OF PARTICIPATION PROCEDURES (OPT-OUT)
Prior to and throughout the duration of the clinical trial members of theMassachusetts General Hospital geographic community will have various methods through which they can refuse participation in the trial.  As part of our community consultation and public disclosure activities, we have established national and local websites that will provide local contact information and instructions for refusing participation.  We will also include this information on the brochures and posters for public disclosure.  ESETT will provide medical alert bracelets with the words “ESETT declined” to those individuals who decide to refuse participation in the trial.

National Website = www.ESETT.org 
Local Website = www.bostonnett.org
DATA SAFETY MONITORING BOARD

The National Institute of Neurological Disorders and Stroke (NINDS) have established an independent Data Safety Monitoring Board (DSMB) and will maintain the DSMB throughout the course of the clinical trial.  The DSMB will provide ongoing evaluation of safety data as well as the overall conduct of the trial, as per institute guidelines.  
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