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• Section 3024 – Amends the FD&C Act to provide 
FDA with the authority to permit an exception 
from informed consent requirements when the 
proposed clinical testing poses no more than 
minimal risk to the human subject and includes 
appropriate safeguards to protect the rights, 
safety, and welfare of the human subject. 

• Section 3023 – Directs the Secretary of HHS to 
harmonize, to the extent practicable and 
consistent with other statutory provisions, the 
differences between HHS’s human subject 
regulations (a.k.a. the Common Rule) and FDA’s 
human subject protection regulations. 

21st Century Cures Act (2016)
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• Would allow an IRB to waive or alter certain informed consent elements, or to waive the 
requirement to obtain informed consent, under limited conditions, for certain minimal risk 
clinical investigations.

• Proposed rule included four criteria (aligned with 1991 Common Rule):
◦ the clinical investigation involves no more than minimal risk to the subjects;
◦ the clinical investigation could not practicably be carried out without the waiver or alteration; 
◦ the waiver or alteration will not adversely affect the rights and welfare of the subjects; 
◦ whenever appropriate, the subjects will be provided with additional pertinent information after 

participation.

• FDA requested comment requested on a 5th (aligned with the 2018 revised Common Rule):
◦ if the clinical investigation involves using identifiable private information or identifiable 

biospecimens, the clinical investigation could not practicably be carried out without using such 
information or biospecimens in an identifiable format.

Proposed Rule (2018)
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Public Comments on Proposed Rule

• 46 public comments were received from a variety of stakeholder groups.
• The majority were supportive of the rule, citing perceived benefits of 
the rule, such as:
◦ Reducing administrative burden for IRBs arising from harmonization of FDA 

regulations with the Common Rule’s provision for minimal risk research;
◦ Contributing to better data regarding the risks and benefits of drugs and devices 

in real-world settings.

• A few comments cited concerns with the rule, including that waivers of 
consent in general violate human subject protections afforded in ethical 
guidelines.
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Final Rule (2023)
• Finalizes four criteria for waiver or alteration of consent with minor 
edits and adopts 5th criterion for waiver or alteration of consent for 
identifiable information and biospecimens.

Key benefits include:

• Implements new statutory authority to permit exception from 
requirement to obtain informed consent for certain minimal risk research; 

• Advances FDA efforts to harmonize with certain Common Rule provisions;

• Reduces regulatory burden for stakeholders conducting minimal risk clinical investigations 
while protecting participant rights, safety, and welfare;

• Promotes healthcare advances arising from minimal risk clinical investigations that could 
not be conducted without such a waiver or alteration of informed consent.
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What’s New Here?

• Not new for IRBs and investigators familiar 
with the minimal risk waiver/alteration 
provision in the Common Rule 

• Same criteria, same process 

• Is relatively new to FDA’s regulated 
community

• Previously, FDA regulations allowed waiver only 
for certain types of emergency research (EFIC)

• Goal of this rule is to advance medical product 
development without compromising the rights, 
safety and welfare of people participating in 
clinical research
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What Hasn’t Changed: Definition of Minimal Risk

Minimal risk means that the probability and magnitude of harm or 
discomfort anticipated in the research are not greater in and of 
themselves than those ordinarily encountered in daily life or during 
the performance of routine physical or psychological examinations 
or tests*

*As defined at 21 CFR Part 50.3(k) and 45 CFR Part 46.102(j)

7



8

Next Steps

• Develop a draft guidance to 
accompany the final rule
◦ Draft guidance will respond to 

proposed rule public comments 
requesting additional information on 
waiver/alteration criteria

• Communicate with researchers, 
IRBs, patient communities and 
other interested parties about the 
rule
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Thank you!

For questions about the rule, contact: 
lauren.milner@fda.hhs.gov or gcpquestions@fda.hhs.gov

mailto:lauren.milner@fda.hhs.gov
mailto:gcpquestions@fda.hhs.gov
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Waiver or Alteration of 

Informed Consent
Clinical Trials

Focus of today’s NIH Pragmatic Trials Collaboratory Grand Rounds



FDA Final Rule: 
Waiver or Alteration of Informed Consent
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Impracticability (88 FR 88228)

• “If scientifically sound research can practicably be carried out using 
only consenting subjects, FDA believes it should be carried out 
without involving nonconsenting subjects”

• Examples of “Practicable”:
1. “Recruitment of consenting subjects does not bias the science”
2. “The research is not unduly delayed by restricting it to consenting 

subjects”

• “Unduly delayed,”
• “A delay in the initiation of a clinical investigation that is so lengthy as to 

raise ethical or scientific concerns given the benefit, or value, potentially 
gained by the research”

• “There may be certain cases in which getting consent from a subset 
of individuals in the target study population may be possible, but 
the study may still be considered impracticable without a waiver”

OUR SUMMARY

• Urgency
• Emergency and Critical Care

• Scale
• Health system-level 

interventions

• Prevention & small 
treatment effects

• Bias
• To population, intervention 

adherence, outcome 
reporting

• Ethics
• Consent would increase risk 

to participants



Minimal Risk Research (88 FR 88228)

• “The probability and magnitude of harm or discomfort anticipated in the 
research are not greater in and of themselves than those ordinarily 
encountered in daily life or during the performance of routine physical or 
psychological examinations or tests.”

• “The waiver is only permitted in circumstances where the risks posed to 
subjects by the research are minimal”
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Magnitude of risk experienced if 

not participating in research

Placebo-controlled trial of 

an experimental drug in a 

healthy outpatient 

Minimal risk cannot refer to:

- The severity of illness of the patient population evaluated 

(or observational studies of critically ill patients could not be 

minimal risk)

- The risks/side effects of the interventions evaluated (or 

observational studies comparing high-risk interventions 

used in clinical care could not be minimal risk)

- The severity of the outcome evaluated (or observational 

studies of important outcomes could not be minimal risk)

‘Risk’ must refer to: the incremental risk of participating in 

the research, compared to not participating in the research.

‘Minimal’ must refer to: The probability and magnitude of the 

risk posed by participating in the research, compared to not 

participating in the research.

Can interventional trials pose minimal incremental risk?

Chart review on in-

hospital cardiac arrest

Chart review on CABG vs 

stent for CAD

Cluster-randomized trial 

comparing two types of bathing 

wipes in a hospital?

To which risk does ‘minimal’ refer?

Low

High

Low High

Chart review on diet 

and heart attack

Placebo-controlled trial of an 

experimental drug in a 

critically ill patient



Can interventional trials pose minimal incremental risk?

• Public comments included some in favor and some opposed to use of waiver 
for interventional trials…with some going so far as to suggest that waiver 
should only be allowed for observational research.

• FDA response: “We do not agree that a waiver or alteration of informed 
consent should never be allowed for interventions on human subjects as part 
of a minimal risk clinical investigation.”

• Under what conditions would interventions on human subjects be 
considered minimal risk?
• “FDA plans to publish guidance to assist IRBs in applying the criteria for waiver or 

alteration”



FDA plans to publish guidance to assist IRBs in 
applying the criteria for waiver or alteration

• Robert Califf, 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” 

• “We lack answers to critical questions about 
what we should be doing in health care and 
public health practice. Moving forward on this 
front will require . . . a systemic shift toward 
embedded research and learning health care 
more broadly”



Impracticability of 

Consent

Minimal Risk of 

Research

What types of clinical trials have been proposed as being able 
to be conducted without informed consent before enrollment? 

• Urgency
• Emergency and Critical Care

• Scale
• Health system-level 

interventions
• Prevention & small treatment 

effects

• Bias
• To population, intervention 

adherence, outcome 
reporting

• Comparative 
effectiveness

• Processes of care

• Decision support



What types of clinical trials are currently
being conducted without informed 

consent before enrollment? 
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Systematic Review

• To understand how the regulations are being 
applied currently, we systematically reviewed all 
studies meeting the NIH definition of a clinical trial 

• Published in the last year (May 2023 to April 2024) 
in the 2 highest-impact clinical journals in the US:
• JAMA (Journal of the American Medical Association)
• New England Journal of Medicine

• Each trial was reviewed to determine whether 
informed consent prior to enrollment was required



Clinical Trials in NEJM or JAMA
May 2, 2023 through April 16, 2024

250 Clinical Trials

3,428,925 patients

217 Clinical Trials (87%)

392,912 patients (11%)
33 Clinical Trials (13%)

3,036,013 patients (89%)

Was informed consent required

prior to enrollment?

Yes No



Trials requiring 

informed consent 

before enrollment

(N=217)

Trials not requiring 

informed consent 

before enrollment

(N=33)

Total patients 392,912 3,036,013

Number of trials with >20,000 patients 1.4% 24.2%

Time-sensitive patient condition 4.2% 57.6%

Intervention evaluated

New drug, device, approach 67.3% 9.1%

Existing/approved treatment 32.7% 90.9%

Primary Funding

Industry 56.2% 9.1%

Federal 35.5% 69.7%

Foundation or Other 14.3% 36.4%

Trials not requiring informed consent before enrollment: Large sample size, time-sensitive 

conditions, comparing existing treatments, and federally or foundationally funded.



Approaches in clinical trials that did not require 

informed consent before enrollment* Percent of trials

Waiver of Informed Consent 60.6%

Alteration of informed consent

(e.g., verbal consent, two-physician consent)
27.3%

Informed consent after enrollment (deferred consent) 42.4%

Exception from Informed Consent for Emergency Research 

(EFIC)
0%

*Each trial could use more than one approach



ManagementAirway

1. Emergency and Critical Care

P:   1417 adults undergoing intubation in 17 EDs or    

ICUs in the US

I:     Video laryngoscope

C:   Direct laryngoscope

O:   Successful intubation on the first attempt



1. Emergency and Critical Care

Mechanical Ventilation



1. Emergency and Critical Care

Cardiac Care



1. Emergency and Critical Care

Neuro

Trauma



1. Emergency and Critical Care

Sepsis



1. Emergency and Critical Care
Miscellaneous



1. Emergency and Critical Care

19 RCTs enrolling more than 15,000 patients
• Patient-level randomization

• Informed consent before enrollment was considered impracticable because 
of the urgency of the intervention and the condition of the patient

• No trials were conducted under Exception from Informed Consent for 
Emergency Research (EFIC)



Cluster-level: Infection Prevention

P:   233 ICUs; 801,668 adults

I:    Nasal Iodophor Antiseptic 

C:   Nasal Mupirocin Antibiotic
O:   ICU-attributable S aureus clinical cultures



Cluster-level: Implementation



Cluster-level: Approaches to healthcare delivery, 
screening & prevention, or population health



Cluster-level trials

11 RCTs enrolling almost 3 million patients

• Cluster-level intervention (unit, hospital, clinic, community)

• Consent considered impracticable because
• Intervention delivered to a group of patients different than the patients who 

would experience the outcomes (i.e., infection control)

• Scale
• Of the intervention (e.g., at a health system level)

• Of the expected treatment effects (e.g., comparing two influenza vaccines)



Interventions to Promote Communication & 
Facilitate Care



Take-home points from Systematic Review

• 250 Clinical Trials from High Impact Journals
• 13% of trials did not require informed consent before enrollment

• 89% of patients (>3 million patients) in trials that did not require informed consent 
before enrollment

• Types of trials currently being conducted without requirement for informed 
consent before enrollment:



Summary

• Upcoming FDA guidance on waiver and alteration of consent could provide 
the first regulatory guidance for minimal risk interventional research

• While US federal regulators do not currently provide guidance on minimal 
risk for interventional trial, trials are occurring with waiver and alteration: 
• 33 clinical trials enrolling >3 million patients in last 12 months in NEJM or JAMA

• Upcoming FDA regulations present an important opportunity for the NIH 
Collaboratory’s goal of facilitating Learning Healthcare Systems capable of 
using embedded pragmatic trials to improve patient outcomes.



Thank you

Eddie Qian, MD, MSc Stephanie DeMasi, MD Kevin Seitz, MD, MPH Amelia Muhs, MD

Thank you to our mentees for helping conduct the systematic review in <2 weeks!


