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Brief FDA Overview of How They Do EFIC



Agitated Delirium



Informed Consent and Investigational New 
Drug Applications when studying Acute 

Agitation

Jon B Cole, MD and Brian E Driver, MD

Hennepin Healthcare, Department of Emergency Medicine



Lessons from 10 Years of Studying Acute Agitation

• A case study in lessons learned about clinical research, ethics, and 
regulatory agencies



2012: Grant Application

• Approached by fellowship mentor 
about a grant to study prehospital 
agitation, comparing ketamine 
and haloperidol

• My new institution, 8 years earlier 
had completed two trials studying 
IM agents for acute agitation in 
the ED

• AACT Grant Submitted



2013: Grant Awarded



Mentors & Research Colleagues

• Senior Mentors:
• James Miner, MD

• Department Chair

• Conducted previous agitation EFIC research

• Michelle Biros, MD, MS
• Chair of the SAEM Research Committee in 1994

• Namesake of Academic Emergency Medicine’s Biros Section on Research Ethics

• Organized the Coalition for Acute Resuscitation and Critical Care Researchers to 
assist in the development of the Final Rule for Exception from Informed Consent 
(EFIC) Research (21 CFR 50.24). 

• In part because of her EFIC work, elected to the National Academy of Medicine in 
2009.



Research Question

• Patients: 
• Severe prehospital agitation

• (Altered Mental Status Scale = +2+3)

• Intervention: 
• Ketamine 5 mg/kg IM

• Comparison:
• Haloperidol 10 mg IM

• Outcome:
• Time to adequate sedation



Methodology

• Exception From Informed Consent (EFIC)
• FDA regulation 21 CFR 50.24



Concurrent Study in our ED

•  



5 Elements of EFIC Completed Prior to Study

• Community Consultation (before final local IRB approval)

• Public Disclosure before & after the trial
• including methods by which patients can “opt-out” 

• Plan for contact of Legally Authorized Representatives (LAR) to seek 
informed consent

• Formation of a Data Safety Monitoring Board

• FDA Investigational New Drug (IND) application



Community Consultation: Completed 

• Home Institution Emergency Department
• In-person consultation with all ED workers

• Random survey of 250 ED patients regarding the study

• The Beacon Program (multiple visits)
• A chem dep program contained within Harbor Light Salvation Army Shelter



Community Consultation: Feedback

• Why no previous studies?

• Concern about consent…

• Concern about “allergic” reactions…
• Could we add “Benadryl” ahead of time?

• Concerns about modesty
• Specifically, incontinence

• What happened while I was “out?”

• Concerns about disclosure
• “you just saved their life! …they’re going to sue you…”



LAR Plan and 
DSMB formed

• Website created for public 
disclosure

• LAR for consent plan in place

• Little expectation of use

• Data Safety Monitoring 
Board created

• 3 research physicians at 
HCMC

• FDA IND filed 4/3/14



FDA 
Correspondence

• 4/10/14: FDA writes:
• “…met all requirements 

for exemption from the 
IND regulations, and, 
therefore... the FDA will 
not accept your 
application.”



FDA Correspondence

• 5/8/14: FDA writes, “we inadvertently missed this information 
(EFIC)…an IND will be required”

• IND re-submitted

• 5/21/14: FDA re-acknowledges IND
• Long list of revisions asked for with 6/14/14 deadline

• 5/28/14: FDA writes again, wants to “discuss this application” (phone 
meeting 6/12/14)

• Local and national experts engaged



FDA Correspondence

• 6/3/14: FDA writes again to move up the teleconference to 6/10/14.

• 6/6/14: Phone request from FDA Division of Psychiatric Products 
(DPP) to provide:

• Stability and safety data for the drugs

• Labels for the randomization vials

• Pictures of the randomization vehicles
• We used RAMPART mechanism

• An updated research protocol (3rd version)



FDA Correspondence

• Phone meeting, June 10, 2014
• FDA Team: MD, PhD, PharmD, Ethicist, 2 others

• DPP group decides the study does not qualify for EFIC because, due to 
the large number of patients in our system, we should be able to 
obtain consent.

• Either from the patient themselves, or

• From a legally authorized representative
• Appointed health care surrogate, judicially appointed guardian, or closest adult relative 

in absence of the former (MN definition).

• DPP also concerns with supervision after ketamine administration



IND Closure & Study Re-design

• 6/13/14: IND withdrawn from FDA

• Study re-designed as unblinded before/after EMS protocol change
• IRB now deems study “minimal risk”

• I.e., local IRB determined study qualified for “Waiver of Consent.”

• Changes from initial study design:
• No blinding, randomization, or additional blood draws

• One additional data point collected:
• “Was a legally authorized representative (LAR) available at the scene to provide 

informed consent?”



Waiver of Informed Consent (WIC)

• 45 CFR 46.116d (rather 
than 21 CFR 50.24)



2015: Study Finished & Presented

• 2016: study published (LARs present in 6% of cases) 



2016-2017: Intoxicated ED Patients – Consent?

• A validated tool showed that only 1.9% of intoxicated ED patients had the 
capacity to provide informed consent.

• Half the patients who demonstrated capacity did not recall the test



2017: Study of “Pre-consent”

• Only 2 patients enrolled after screening >1,000



2017: Follow-up study in the ED

• IND again sought for an ED trial; design identical to previous trials 
from 2004 - 2005

• Again, denied due to “consent possible,” placed on Full Clinical Hold

• Again, re-designed as before/after open label



2017: FDA Issues IRB Guidance

• FDA does not object to a local IRB approving a “minimal risk” trial at 
the local level



2018: ED Study & Editorial Published

•  



2017 – 2018: The Follow-Up Prehospital Study

•  



Premature Study Closure



Summer 2018: Local IRB audited by FDA



Fall 2018: Litigation



April 2019: Investigator Audit

• April 2019: Form 483 received

• May 2019: Form 483 response

• May 2021: Warning Letter received
• FDA determined study should have had IND

• October 2021: Notification of Compliance



Criteria for IND Exemptions: 21 CFR 312.2(b)(1)

• (b) Exemptions. (1) The clinical investigation of a drug product that is lawfully marketed in 
the United States is exempt from the requirements of this part if all the following apply:

• (i) The investigation is not intended to be reported to FDA as a well-controlled study in 
support of a new indication for use nor intended to be used to support any other 
significant change in the labeling for the drug;

• (ii) If the drug that is undergoing investigation is lawfully marketed as a prescription drug 
product, the investigation is not intended to support a significant change in the 
advertising for the product;

• (iii) The investigation does not involve a route of administration or dosage level or use 
in a patient population or other factor that significantly increases the risks (or 
decreases the acceptability of the risks) associated with the use of the drug product;

• (iv) The investigation is conducted in compliance with the requirements for institutional 
review set forth in part 56 and with the requirements for informed consent set forth in 
part 50; and

• (v) The investigation is conducted in compliance with the requirements of § 312.7.



Nov 2021: Request for Disqualification

• April 2022: FDA denies Citizen Petition



Questions for the future

• Who can and who cannot consent, especially for time-sensitive conditions? 

• If EFIC is only for life-threatening conditions (not directly defined), then 
presently it is not possible to conduct drug studies without consent for 
time-sensitive conditions that impair cognition but rarely result in death 
(e.g., moderate to severe agitation, severe alcohol withdrawal, moderate 
traumatic brain injury).

• Is either EFIC or a waiver of consent at the local IRB acceptable for future 
trials comparing two standards of care in common use in such conditions?



Reflections

• FDA was concerned with enrolling intoxicated patients who were 
unable to give consent; this is, however, the exact population we 
wished to study, as they receive these treatments routinely.

• Our experience and data suggest real-time informed consent is likely 
not feasible; moreover, if a patient is in such a state as to be able to 
consent, that is not the high-risk population of interest.

• Patients with agitation at high risk for intoxication are at risk for death 
or permanent disability, but not the same risk as patients in cardiac 
arrest; as such, does/should EFIC apply?

• Is there currently a regulatory limbo? – “too sick to consent, not sick enough 
for EFIC?”



Department of Health and Human Services: 
Secretarial Waiver for Emergency Research

Julie Kaneshiro

Acting Director
HHS Office for Human Research Protections (OHRP)



Disclosure: I have no relevant personal/professional/financial 
relationship(s) with respect to this educational activity.

Disclaimer: The opinions expressed are those of the presenter and 
do not necessarily reflect the policy of the U.S. Department of 
Health and Human Services.
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HHS Secretarial Waiver of Informed 

Consent in Certain Emergency Research

• HHS Secretary may waive some or all of the provisions 
of 45 CFR part 46. 45 CFR 46.101(i).

• October 2, 1996, HHS published a Federal Register 
notice waiving the informed consent requirements for 
certain emergency research.

• Few differences between FDA’s regulation and the 
Secretarial Waiver for emergency research.
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What Research is Covered by the 
HHS Secretarial Emergency Waiver?

• Research conducted or supported by HHS -- even if 
also FDA regulated.

• Research involving adults or children.

• Not research involving pregnant women or fetuses, or 
prisoners
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Key Differences Between HHS Secretarial Emergency  
Waiver and FDA’s Regulations (21 CFR 50.24)

• The HHS Secretarial Emergency Waiver cannot be 
used to waive the informed consent of pregnant women 
or prisoners.   

• OHRP does not prospectively approve an institution’s 
use of the Secretarial Waiver.

• OHRP is only notified of an institution’s use of the 
Secretarial waiver when the research is not subject to 
FDA regulations at 21 CFR 50.24.  



Possible Paths Forward?

• Consent:

o Possible to prospectively recruit from facilities treating 
patients most likely to be eligible for the study (e.g., homeless 
shelter’s inpatient chemical dependency program where 
community consultation occurred)?

o Only enroll people who have an LAR available and there is 
sufficient time to obtain consent.

45



Possible Paths Forward?

• Waiver of consent/minimal risk (45 CFR 46.116(f)):  

o Key Point:  If the research changes the treatment that a 

person would have received if they were not in the research, 

then the treatment is a research intervention, and its risks 

need to be considered.
▪ This is the case even if the study involves assigning people to one 

or more versions of “usual” or “standard care.”

o Look for collaborating sites where the treatments to be 

evaluated are being used clinically for the intended study 

population. 
46



Possible Paths Forward?

• Secretarial Waiver for Emergency Research/EFIC:  

o Limit enrollment to those in a life-threatening situation (e.g., 

those with excited delirium syndrome or profound agitation).

▪ A New Secretarial Waiver?

47



OHRP Contacts

• Contact us or submit your questions to 

OHRP@hhs.gov   

• Visit OHRP website at www.hhs.gov/ohrp

• Education page: 

https://www.hhs.gov/ohrp/education-and-

outreach/index.html

• Policy and Guidance page: 

https://www.hhs.gov/ohrp/regulations-

and-policy/index.html 48

mailto:OHRP@hhs.gov
http://www.hhs.gov/ohrp
https://www.hhs.gov/ohrp/education-and-outreach/index.html
https://www.hhs.gov/ohrp/education-and-outreach/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/index.html


Regulatory pathways to permit 
clinical research beyond EFIC

Barbara E. Bierer, MD

Faculty Director, MRCT Center
Department of Medicine, Brigham and Women’s Hospital

Professor of Medicine, Harvard Medical School

bbierer@bwh.harvard.edu 
(617) 827-7413

12 March 2024

14 March 2024 (c) Bierer Do not duplicate or use without permission 49

• I have no significant financial relationships with industry to 
disclose relevant to the content of this discussion.

• No Commercial Support was provided for this discussion.

mailto:bbierer@bwh.Harvard.edu


Case Study and question

• Acutely agitated individuals in need of urgent sedation
o Narrow therapeutic window for timing of treatment

o Treatments exist, but optimal treatment is unknown

o By virtue of the condition, the individual is unable to give informed consent nor does 
the timing allow for appropriate informed consent discussion and process

o LAR may or may not be in attendance, but the likelihood is small

Notably:

o Not life-threatening situation

o Clinical judgment is used as to whether an agitated individual requires sedation

o Not a minimal risk intervention

14 March 2024 (c) Bierer Do not duplicate or use without permission 50

I do not intend to litigate or re-litigate this case.



FDA EFIC Guidance

14 March 2024 (c) Bierer Do not duplicate or use without permission 51

https://www.fda.gov/media/80554/download 

• 21 CFR 50.24 Conditions to be met:
o Life-threatening situation that necessitates urgent attention

o Available treatments are unproven or unsatisfactory

o Valid scientific evidence is necessary to determine safety and effectiveness

o Obtaining informed consent is not feasible

▪ Participants unable to give informed consent as a result of medical condition

o Intervention must be administered before consent can be obtained from LAR

o Cannot prospectively identify eligible potential participants

o Clinical investigation could not be carried out without the waiver

• Must hold out the prospect of direct benefit to participants

o Risks are reasonable in relation to the medical condition, the risks and 
benefits of standard therapy, and what is known of risks and therapies of 
proposed intervention or activity.

https://www.fda.gov/media/80554/download


FDA EFIC Guidance

14 March 2024 (c) Bierer Do not duplicate or use without permission 52

https://www.fda.gov/media/80554/download 

• Additional protections for participants required

o Community consultation prior to study initiation

o Public disclosure to communities after study completion

o Independent DMC appointed to exercise oversight

• If subject to FDA regulations, IRB must find study meets EFIC 
requirements (21 CFR 50.24)

o Requires separate IND or IDE

• If not subject to FDA regulations, then determine if subject to 
HHS waiver for emergency research studies and report to 
OHRP

https://www.fda.gov/media/80554/download


FDA Waiver of Informed Consent (effective January 22, 2024)

• Consistent with 21st Century Cures Act, section 3024

• Waives or alters certain elements of informed consent or waives the requirement
    to obtain informed consent if 5 criteria are met:

o The clinical investigation involves “no more than minimal risk” to research subjects.

o Waiving or altering informed consent will not adversely impact the rights and welfare of participants.

o The investigation could not be practicably carried out without the waiver or alteration of informed 
consent.

o When appropriate, participants are provided with additional relevant information after participation in 
the investigation.

o For research involving identifiable private information or identifiable biospecimens, the research could 
not be practicably carried out without using the information or biospecimens in an identifiable format.

• Parallels the Common Rule at 45 CFR 46

14 March 2024 (c) Bierer Do not duplicate or use without permission 53

Note: No limitation to the authority of a physician to provide emergency medical care.



Updated FDA Guidance on Informed Consent (August 2023)

• Informed consent is required except under limited 
circumstances (21 CFR 50.23 and 50.24)

o Certain life-threatening situations

o Military operations

o Public health emergencies  

o Emergency research

• And here, we make the assumption that clinical research is 
necessary

14 March 2024 (c) Bierer Do not duplicate or use without permission 54

https://www.fda.gov/media/88915/download 

So, what regulatory pathway exists to 
review and approve the study?

https://www.fda.gov/media/88915/download
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https://www.alifeofoptions.com/dont-know 

https://www.alifeofoptions.com/dont-know


Regs and Requirements

• Amendment (or enforcement discretion) if other conditions are met:

o Limited to urgent clinical settings in which immediate intervention or treatment is indicated.

o No FDA-approved intervention or treatment is available, or the approved intervention or 
treatment is unsatisfactory

o The therapeutic window for intervention is too narrow for prospective informed consent. 

o Additional protections include consultation with the community (“representatives of the 
communities in which the clinical investigation will be conducted and from which the subjects 
will be drawn”) are included

o Independent DMC empaneled with responsibility for the oversight of the trial

o IRB review and approval has been obtained

▪ If FDA-regulated, then IND or IDE has been obtained

▪ If not FDA-regulated, OHRP notified, and HHS Secretarial waiver pursued

o Participant informed when and as soon as possible 

o Community informed at the conclusion of the trial

14 March 2024 (c) Bierer Do not duplicate or use without permission 56
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Thank you

Barbara E. Bierer, MD
bbierer@bwh.harvard.edu 

(617) 827-7413

mailto:bbierer@bwh.Harvard.edu


BREAK
We will resume at 10:10 AM ET



Cardiogenic Shock and Partial 
Capacity/Availability



Exception from Informed Consent (EFIC) 
in the Context of Cardiogenic Shock

Neal Dickert, MD, PhD, FACC
Thomas R. Williams Associate Professor of Medicine
Department of Medicine, Division of Cardiology
Emory Health Services Research Center
Emory University School of Medicine



Disclosures and Acknowledgments

• Research funding
• NIH
• AHRQ
• PCORI
• Merck

• Abiomed- Member of Emergency Care Core (ECC) and Consulting 
Activity for Recover IV Trial (NCT05506449)

• Presentation reflects work within RECOVER IV and discussions at 
Cardiac Safety Research Consortium



Objectives

Use cardiogenic shock and the RECOVER IV Trial as a case study to 
explore application of the EFIC framework in contexts characterized 
by two important challenges that can arise in multiple conditions:

• The population of interest has variable ability to engage in consent 
for research enrollment

• The therapeutic window provides an opportunity for engagement 
but is often insufficient for consent



Background- Cardiogenic Shock

• Cardiogenic shock (CS) is defined by end-organ hypoperfusion
due to reduced cardiac output.

• CS is a serious complication of acute myocardial infarction,
particularly ST-elevation myocardial infarction (STEMI).

• CS in the context of STEMI is associated with high mortality (40-
50%) and downstream morbidity.

• Early percutaneous coronary intervention (PCI) is the only RCT-
supported intervention to improve mortality/morbidity

• Increasing use of mechanical circulatory support, but there is a
need for RCT evidence to guide use of MCS



Background-Cardiogenic Shock Population

Naidu SS et al. SCAI SHOCK Stage Classification Expert Consensus Update: A Review and Incorporation of Validation Studies. 
Journal of the Society for Cardiovascular Angiography & Interventions. 2022.



Background-Cardiogenic Shock Population

Naidu SS et al. SCAI SHOCK Stage Classification Expert Consensus Update: A Review and Incorporation of Validation Studies. 
Journal of the Society for Cardiovascular Angiography & Interventions. 2022.



Background- Cardiogenic Shock Treatment

• Cornerstone= Prompt PCI
• Guidelines support PCI within 90 minutes of first medical contact
• Median ”Door to ballon time” currently 64 minutes

• Vasoactive drugs
• Inotropes and vasopressors

• Mechanical circulatory support (MCS)
• Intraaortic balloon pump
• Axial flow devices
• Extracoporeal Membrane Oxygenation (ECMO)



RECOVER IV Trial (NCT05506449)

• Design- Prospective, multicenter, randomized, controlled, open-label, two-
arm trial with an adaptive design

• Planned up to 50 sites (US and EU), planned sample size (n= 548, up to 800)
• Primary outcome- 30-day all-cause mortality

• Population- Acute STEMI with cardiogenic shock
• Eligible for Impella placement based on femoral angiogram

• Intervention Arm- Standard Treatment with early Impella support
• Treatment according to guidelines with Impella CP® device placed prior to PCI and

subsequent treatment according to a prescribed Impella-based treatment algorithm.

• Control Arm- Standard Treatment without Impella support
• Treatment according to guidelines without prescribed upfront mechanical support. MCS

with IABP and other non-Impella support at operator discretion



Straightforward elements of EFIC Justification

• Life-threatening condition
• Existing treatments unsatisfactory or unproven
• Potential for direct benefit
• Risks are reasonable in relation to standard therapy
• Subjects cannot be identified in advance
• Narrow therapeutic window

• Enrollment within 30 minutes from presentation
• Consistent w guidelines regarding first medical contact to PCI time (90 minutes), 

typical door to balloon time, and steps to institute Impella support pre-PCI
• First 15 minutes to be used to engage the patient or identify LAR/decision-maker 

who is present and seek consent from that person



Obtaining Consent is Often not Feasible

• Prior shock trials and registries suggest that most patients in SCAI 
shock stages C-E (population of interest) are unable to provide 
consent

• Availability of appropriate LAR in the appropriate timeframe will be 
highly variable

• Lengthy attempts at identification of an LAR and conduct of 
consent would jeopardize appropriate treatment within the 
therapeutic window



Impracticable to Conduct Study with Only 
Patients for whom Consent is Possible
• Scientific- Patients capable of providing consent will be less ill. Restricting 

enrollment would likely skew population toward SCAI shock stage C and limit 
generalizability across the appropriate patient population.

• Sicker patients more likely to be intubated, to have suffered cardiac arrest, and to have 
severe hypoperfusion driving altered mental status

• Availability of surrogate decision-makers will be highly variable

• Practical- Enrolling only capacitated individuals or those with an available 
surrogate capable of engaging in a consent process in this narrow 
therapeutic window would jeopardize the ability to conduct this trial in an 
appropriate timeframe for the population of interest.

• EFIC guidance does not require a specific percentage to be incapable of 
consent or designate a specific time threshold for practicability.



Trial Will Enroll 3 “Types” of Patients

• Patients who can provide consent or who have a surrogate immediately 
available who can provide consent.

• EFIC regulations/guidance require a consent process

• Patients who are not capable of engaging in a consent process at all 
and who do not have a surrogate available.

• EFIC regulations/guidance permit enrollment without prospective consent

• Patients (or surrogate) who is able to engage in minimal discussion 
about the study but not full consent.

• EFIC regulations/guidance specify a need to provide an opportunity to object to 
enrollment, but there has been little attention to how this is operationalized.



Operationalizing EFIC in STEMI-CS for RECOVER IV



Opportunity to Object

• Provided to any patient/family member who is capable of engaging 
(de minimus threshold for engagement)

• Executed using a brief script

• Does not equate to consent for participation; patient/LAR asked 
for consent as soon as feasible, just as with “full” EFIC

• Any objection/refusal is honored



Keys to Success in This Case

• Collaborative process involving numerous stakeholders (sponsor, 
investigators, CSRC, FDA, and IRB)

• Careful consideration of evidence from prior studies

• Commitment to developing and protocolizing context-appropriate 
enrollment across the spectrum of eligible patients



Key Topics for Discussion

• What are key points to operationalizing the “impracticability” of
consent from both scientific and practical perspectives?

• Unlike cardiac arrest and traumatic brain injury, many conditions/trials
are characterized by enrollment of patients with varying ability to engage
and provide consent and variable availability of LARs.

• Not necessarily a majority.

• What are key elements to operationalizing the “opportunity to
object?”

• Threshold for consent vs opportunity to object may not always be clear
(consent in acute settings is always challenging).



Drug Choices for Rapid Sequence 
Intubation and Comparative 
Effectiveness



Jonathan D. Casey, MD, MSc
Director of the Coordinating Center

Pragmatic Critical Care Research Group

Comparative Effectiveness Research
 in Emergency Tracheal Intubation
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• 5 million adults each year in United States

• Pre-hospital or within minutes of ED presentation

• ~70% of patients are unconscious or delirious

Emergency Tracheal Intubation



Intensive Care UnitOperating Room

2% 40% Russotto et al.  JAMA 2021

Hypoxemia (10-40%)

Hypotension (20-40%)

Cardiac arrest (1-3%)

During emergency tracheal intubation, 
life-threatening complications are common
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Decisions a clinician must make during every 
emergency tracheal intubation

• No RCTs to inform which treatments produced the best outcomes for patients1960

to

2010 

• No RCTs to inform which treatments produced the best outcomes for patients

• Variation in clinical care exposes patients to ineffective or harmful treatments
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• Clinical trial network, founded in 2014

• EDs and ICUs at 20 centers across the U.S.

• Multidisciplinary investigators
• Emergency medicine, anesthesiology, and critical care

• Aim: Improve outcomes for critically ill patients via pragmatic trials
comparing effectiveness of emergency interventions already in clinical care
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Decisions a clinician must make during every 
emergency tracheal intubation
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Decisions a clinician must make during every 
emergency tracheal intubation
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This comparative effectiveness research has decreased 
patients’ risk of hypoxemia and cardiac arrest in our own ICU
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What’s different about the choice of induction drug?
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EFIC for Comparative Effectiveness Research in 
Emergency Tracheal Intubation: A Tale of Two Trials

WaiverEFIC

orvs

RSI trial DEVICE trial



Consent EFIC Waiver

Sample Size 2,364 patients 2,000 patients

Sites 6 of 20 17 of 20

Protocol 

completed
July 2018 September 2021

First patient 

enrolled
April 2022 March 2022

Final patient 

enrolled

Est: December 

2026
November 2022

Trial duration >8 years <1.5 years

Cost $9 million $1.5 million

RSI trial DEVICE trial



RSI trial DEVICE trial

Patient Notification

1 of 540 patients 

elected to withdraw

2 of 1,420 patients 

elected to withdraw



Traditional patient-level, prospective, 

written, informed consent

Alteration of the informed 

consent process or 

documentation of informed 

consent 

(e.g., verbal consent)

Waiver of informed 

consent

Traditional patient-level, prospective, written, 

informed consent

Research Imposes Minimal 

Compared with the Risks of Clinical Care

Research Imposes Significant Additional Risk 

Compared with the Risks of Clinical Care
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Current Regulations for Informed Consent

Exception from informed consent 

for emergency research

Emergency 

tracheal intubation



EFIC



• Implemented by the FDA in 1996 to standardize the approach to research in emergency 
settings and procedures

• Regulates research in which therapeutic window is too short to allow prospective 
informed consent and:

• The condition being studied is life-threatening

• Existing treatments are unproven or unsatisfactory

• Do trials comparing the effectiveness of approved therapies being used in clinical careevaluate 
“treatments that are unproven or unsatisfactory”?

Exception from Informed Consent (EFIC)



Pre-Trial:
1. Community consultation

• Opportunity for affected communities to provide meaningful input to
investigators and the IRB

• Two-way communication: town hall meetings, focus groups, one-on-one
meetings

2. Public disclosure
• Maximize transparency
• One-way communication: press releases, radio/newspaper/social media

advertisements

3. FDA oversight (IND/IDE)

Cost and duration: 1-3 years and $50,000 per site

Silbergleit R, et al. Acad Emerg Med. 2012

Exception from Informed Consent (EFIC)



0 10 20 30 40 50

Multicenter trials of how to intubate

Community training

Comparative effectiveness

New drugs or devices

All EFIC Trials

26

14

Feldman WB, et al. Health Aff. 2018

41

1

First 20 Years of EFIC Trials: 
Zero multicenter trials comparing available approaches during 

emergency tracheal intubation

0
60-100 million adults underwent emergency 
tracheal intubation



Waiver of informed consent



Waiver of Informed Consent

Criteria for waiver of informed consent (45 CFR 46.116(f))

1. No more than minimal risk to patients

2. Could not be carried out without the waiver;

3. Only uses identifiable private health information if such information is required to
conduct the study

4. Does not adversely affect patients’ rights or welfare

5. Whenever appropriate, additional pertinent information is provided after participation.



Patient with a common condition with at least two available therapies

Neither therapy known to be superior for the patient

Evidence one therapy superior for the patient

Therapy A Therapy B

Benefits & Risks Benefits & Risks

arbitrary

Treatment decisions in
Clinical Care

Patient experiences benefits & 

risks of selected therapy, but 

confounding limits the 

knowledge that can be gained 

and care for future patients is 

not improved

Arbitrary variation (different clinicians choosing different treatments for the same patient) = Clinical Equipoise



Patient with a common condition with at least two available therapies

Neither therapy known to be superior for the patient

Evidence one therapy superior for the patient

Therapy A Therapy B

Benefits & Risks Benefits & Risks

random

Treatment decisions in a 
Comparative Effectiveness Trial

Patient experiences benefits & 

risks of selected therapy, 

knowledge is gained and 

care for future patients is 

improved

When two interventions are commonly used in clinical care and neither is known to be superior, having the choice between the 

two made randomly rather than based on arbitrary factors unrelated to knowledge of which therapy is best for a given patient 

may represent no more than minimal incremental risk, compared to the risk of routine clinical care



Trials conducted with waiver outside of 
emergency care

• 23,792 pregnant women randomized under
waiver of informed consent to one of two
approaches of screening for gestational
diabetes

• 1,630,328 patients randomized to
quadrivalent vs standard influenza
vaccines.



Why is there controversy on the role of EFIC and 
waiver in comparative effectiveness research?

• FDA Commissioner:

• “Neither HHS nor FDA regulations
currently have guidance on whether or
when [pragmatic trials] might be
categorized as minimal risk . . . These
issues need  the  joint  attention  of
federal  agencies,  the research
community, the health care delivery
ecosystem, and patient advocates”



What would be required to facilitate the 
emergency care trials needed to examine 
treatments patients are receiving in 
clinical care?



My suggested short term solutions

• On January 22, 2024, the FDA implemented the final rule for waiver
or alteration using the same 5 requirements as the OHRP. The final
rule did not define “minimal risk” but noted that:

• “FDA plans to publish guidance to assist IRBs in applying the criteria for
waiver or alteration . . . . In that guidance, we intend to include additional
information on the types of research activities that may involve no more than
minimal risk to the subjects and therefore might qualify for a waiver or
alteration of informed consent”

• Upcoming FDA guidance for IRBs should explicitly state that trials
comparing the effectiveness of approved therapies being used in
clinical care may represent minimal risk and may be conducted with
waiver of informed consent.



My suggested long term solutions

• For minimal risk comparative effectiveness trials conducted under
waiver or alteration of consent, additional work should define :

• The process that investigators and IRBs should use to determine that the
research is minimal risk

• How patients and community members should be involved in the design,
approval, or conduct of studies

• How patients should be notified of their participation

• How results should be shared with patients who may have participated

• What additional obligations institutions have to disseminate and implement
the results of research



Conclusion

1. In current clinical care, patients with the same problem routinely
receive different treatments, which systematically exposes patients to
interventions that may be suboptimal or even harmful.

2. Many experts and bioethicist have advocated for comparative
effectiveness trials of standard-of-care interventions with waiver or
alteration of consent.

3. Current regulations do not provide a clear framework for trials
comparing approved and commonly used therapies, and the lack of a
clear framework is preventing research that would help patients.
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Experience from 
PECARN Study

“I would not recommend that 
anyone enter in an EFIC study 
thinking that it is going to be less 
than a 5-7 year turnaround time”



HFNC vs NIV vs COT in AHRF

Mode of ventilation

Common emergency & critical care therapies for which 
the effect on patient outcomes is unknown

Bag-mask ventilation vs none during intubation
NIV vs HFNC vs BMV

etomidate vs ketamine video vs direct laryngoscopy
hyperangulated vs standard geometry

neuromuscular blocker vs none

sedative-first vs NMB-first

ramped vs sniffing position

“apneic oxygenation” vs none

bougie vs styletfluid bolus vs none
vasopressor vs none

Saline vs balanced crystalloids

Restrictive vs liberal fluid management in sepsis

albumin vs crystalloids in septic shock

fluid responsiveness measures to guide fluid therapy

Higher vs lower SpO2 targets

Mode of ventilation

HFNC vs NIV vs COT in AHRF



Trial Topic N Status

Chlorhexidine Infection Control 9,340 Published (JAMA)

SMART IVF 15,802 Published (NEJM)

SALT-ED IVF 13,347 Published (NEJM)

SALT IVF 974 Published (AJRCCM)

FELLOW-AO Intubation 150 Published (AJRCCM)

FELLOW-VL Intubation 150 Published (CCM)

CHECK-UP checklist Intubation 262 Published (Chest)

CHECK-UP ramped Intubation 260 Published (Chest)

PREPARE Intubation 337 Published (LRM)

PreVent Intubation 401 Published (NEJM)

PROPER Post-Extubation 751 Published (AJRCCM)

BASE IVF 2,093 Complete

BOUGIE Intubation 1,106 Published (JAMA)

PREPARE2 Intubation 1,065 Published (JAMA)

PILOT Oxygen Targets 2,541 Published (NEJM)

DEVICE Intubation 1,417 Published (NEJM)

ACORN Antibiotic choice 2,050 Complete

RSI Intubation 1,900 Enrolling

PREOXI Intubation 1,300 Enrolling

MODE Mechanical ventilation 606 Enrolling

TOTAL - 20 RCTs 55,856



LUNCH
We will resume at 1:20 PM ET
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NINDS Health Equity Strategic Plan

March 12, 2024
2:30 pm – 3:30 pm

Presenter:
Richard T. Benson, MD, PhD

Exemption From Informed Consent (EFIC) Workshop: 
Social Justice and Equitable Inclusion



Strategies:

• Invest in basic, translational and clinical research

• Identify gaps in research and public health needs

• Train a talented and diverse research workforce

• Support development of tools and resources to enable discoveries

• Communicate and collaborate with all stakeholders, including the public

• Evaluate and continuously improve all NINDS programs

The mission of NINDS is to seek fundamental knowledge 

about the brain and nervous system and to use that knowledge 

to reduce the burden of neurological disease for all



Populations that experience health disparities (HDPs)

*NIH-designated U.S. health disparity populations include:

•American Indians/Alaska Natives

•Asian Americans

•Blacks/African Americans

•Hispanics/Latinos

•Native Hawaiians and other Pacific Islanders

•Sexual and gender minorities

•Socioeconomically disadvantaged populations

•Underserved rural populations

https://www.nimhd.nih.gov/about/overview/

*Persons with limited English
proficiency

NINDS’ mission is to reduce the burden of neurological diseases 
for all. However, there is a disproportionate burden of disparities 

and inequities in neurological disorders and neurologic care 
borne by underserved groups of society.  

*Intersectionality - addresses the
multiple dimensions of individuals’

identity (e.g., race, ethnicity, 
gender, sexual orientation, gender 
identity) and social systems as they 

intersect with one another

https://www.nimhd.nih.gov/about/overview/


NINDS Health Disparities Mission Statement

Why is recruitment and inclusion of diverse populations (e.g. race, ethnic, 

gender, age) important for clinical trials :

1. Diversity of clinical trial participants is needed to help ensure that the trial

population is representative of the patients who will use the medicine,

medicinal product or intervention and ensure that the results are

generalizable. (Rigor)

2. Participants in research should reflect the diversity of our culture and

conditions, taking into account race, ethnicity, gender, age, etc.

3. The lack of diversity among research participants has serious ethical and

research consequences.



NINDS Health Disparities Mission Statement

Why is recruitment and inclusion of diverse populations (e.g. race, ethnic, 

gender, age) important for clinical trials :

IT’S THE LAW...!!!!

The NIH is mandated by the Public Health Service Act sec. 492B, 42 U.S.C. sec. 

289a-2 to ensure the inclusion of women and minority groups in all NIH-funded 

clinical research in a manner that is appropriate to the scientific question under 

study. The primary goal of this law is to ensure that research findings can be 

generalizable to the entire population. Additionally, the statute requires clinical 

trials to be designed to provide information about differences by sex/gender, race 

and/or ethnicity.
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“A particular type of health difference that is closely linked with 
economic, social, or environmental disadvantage. Health 
disparities adversely affect groups of people who have 
systematically experienced greater social or economic obstacles to 
health based on their racial or ethnic group, religion, socio-
economic status, gender, age, or mental health; cognitive sensory 
or physical disability; sexual orientation or gender identity; 
geographic location; or other characteristics historically linked to 
discrimination or exclusion”.*

*https://health.gov/healthypeople/priority-areas/health-equity-healthy-people-2030
 

Health Disparities Definition

https://health.gov/healthypeople/priority-areas/health-equity-healthy-people-2030


NINDS Health Equity  Definition

Healthy People 2030 defines health 
equity as the “attainment of the 
highest level of health for all people. 
Achieving health equity requires 
valuing everyone equally with 
focused and ongoing societal efforts 
to address avoidable inequalities, 
historical and contemporary 
injustices, and the elimination of 
health and health care disparities.

Health Equity 

https://health.gov/healthypeople/priority-areas/health-equity-healthy-people-2030

https://health.gov/healthypeople/priority-areas/health-equity-healthy-people-2030


NINDS SDOH Health Equity Research Framework

Determinants of Inequities in Neurologic 
Disease, Health, and Well-being
The NINDS Social Determinants of 
Health Framework

Derek M. Griffith, Amytis Towfighi, Spero M. Manson, Erica L. 

Littlejohn, Lesli E. Skolarus. Neurology Aug 2023, 
101 (7 Supplement 1) S75-S81.
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Visit our OGHHD Website
Subscribe to the 
NINDS-OGHHD 

Listserv

Scan the following QR codes to browse our website 
for funding opportunities, contact information, and 
more!

NINDS Office of Global Health 

& Health Disparities (OGHHD)
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Department of Emergency Medicine

Frequency of EFIC Trials

• 1996 – 2022

• 110 total trials

• 78 complete, 13
recruiting, remainder
terminated before
enrollment or planning

• Approximately 18 new
trials/five year period

• About half of the trials
are terminated early,
more than half of those
for futility

• **Authors unsure of
completeness of search Snyder and Merz

Acad Emerg Med. 2023 Feb;30(2):133-138.



Department of Emergency Medicine

Community Consultation

• 42,448 individuals, 27 trials

• 58.4% approved of EFIC

• 68.6% family-member
enrollment

• 73.0% personal enrollment

• 86.5% community inclusion

Feldman et al. JAMA Network Open. 2019;2(7):e197591



Department of Emergency Medicine

Community Consultation

• African Americans

• 29% of EFIC enrollees, 17% of those surveyed

• Men

• 67% of enrollees, 43% of those surveyed

• Aggregates with higher African American and Male populations
were less likely to approve EFIC

• “The demographic characteristics of those surveyed did not match
the demographic characteristics of EFIC enrollees.”

Feldman et al. JAMA Network Open. 2019;2(7):e197591



Department of Emergency Medicine

Discussion

• Importance of EFIC in answering key clinical questions and improving population
outcomes

• Moral/ethical dilemma of “easier” enrollments once EFIC is approved
• Less engagement of actual enrollee patients/surrogates

• Community consultation/public disclosure versus individual autonomy

• Trust versus Mis-trust

• Impact of surrogacy requirements on minoritized communities

• Moral – Ethical – Legal implications of EFIC for minoritized communities

• Autonomy – “self-rule”; the ability of competent individuals to make decisions
over their own lives.



On what can we all agree?



Thank you for attending!

Return Shuttle Available to the Embassy Suites
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