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Dear ,
Thank you for your inquiry regarding consent capacity, that is, a person's ability to
understand information relevant to the decision to enroll in a clinical investigation, to weigh
the risks and benefits of participation, to appreciate the available alternatives (including
nonparticipation), and to reach and communicate an informed and voluntary decision to
participate in a clinical investigation.
 
21 CFR 50.20 states, in part, “An investigator shall seek such consent only under
circumstances that provide the prospective subject or the representative sufficient opportunity
to consider whether or not to participate and that minimize the possibility of coercion or undue
influence.”
 
21 CFR 56.107(a) states, in part, “If an IRB regularly reviews research that involves a
vulnerable category of subjects, such as children, prisoners, pregnant women, or handicapped
or mentally disabled persons, consideration shall be given to the inclusion of one or more
individuals who are knowledgeable about and experienced in working with those subjects.”
 
Consent capacity can be affected by a wide range of disorders and conditions and also
depends, in part, on the complexity of the decision related to a variety of factors, including
study design, risks, and anticipated benefits (namely, the prospect of direct benefit and/or
generalizable knowledge) involved in the clinical investigation. You may want to review the
document, "Research Involving Individuals with Questionable Capacity to Consent: Points
to Consider" from the U.S. National Institutes of Health (NIH), available at
grants.nih.gov/grants/policy/questionablecapacity.htm. While this is not official FDA
guidance, it does include a series of considerations for research involving individuals with
questionable consent capacity that you may find helpful.
 
The following excerpt is from FDA’s draft guidance, Informed Consent Information Sheet.
This draft guidance, when finalized, will represent the current thinking of the Food and Drug
Administration (FDA or Agency) on this topic.

When reviewing clinical investigations, IRBs must ensure that the consent process
minimizes the possibility of coercion and undue influence (21 CFR 50.20 and
56.111(a)(4)). When a clinical investigation involves subjects who are likely to be
vulnerable to coercion or undue influence, IRBs must determine that additional
safeguards have been included in the clinical investigation to protect their rights and
welfare. 36 (21 CFR 56.111(b).) In the event an IRB regularly reviews clinical
investigations involving vulnerable populations, for such clinical investigations, the
IRB membership should include individuals with knowledge about and/or experience
working with such subjects, in order to provide expertise and identify techniques for
ensuring informed
consent.https://www.fda.gov/RegulatoryInformation/Guidances/ucm404975.htm



If it is deemed appropriate to include a population of subjects with impaired consent
capacity, then additional questions need to be addressed such as: Can consent capacity be
enhanced? What additional safeguards need to be put in place to adequately protect these
subjects in this research protocol? These additional protections might include, for example,
use of a legally authorized representative, involvement of an independent physician to
assess capacity, or some other formal means of assessing capacity.

You did not indicate if the sponsor has identified how consent capacity is to be determined.
How to determine whether a patient has consent capacity is a complex issue. Although not
specific to research, the following article discusses issues related to assessing a patient's
consent capacity: PS Appelbaum, "Assessment of Patients' Competence to Consent to
Treatment" NEJM 357:1834-40, 2007.

Use of a physician who is otherwise independent from the study is one method; however,
use of an independent physician alone does not seem to be sufficient as some studies
have shown significant variability in the assessment of the consent capacity of mildly
impaired subjects. [See DC Marson, B McInturff, L Hawkins, et. al., "Consistency of
Physician Judgment of Capacity to Consent in Mild Alzheimer's Disease" JAGS 45:453-7,
1997.]

Other studies have shown that use of more specific standards improves physician
agreement on consent capacity. [See DC Marson, KS Earnst, F Jamil, "Consistency of
Physician's Legal Standard and Personal Judgments of Competency in Patients with
Alzheimer's Disease" JAGS 48:911-8, 2000.]

Use of a brief study-specific questionnaire to assess understanding following disclosure
may help improve the objectivity of the assessors and thereby exclude potentially consent-
impaired subjects. The questions should focus on the potential subject's ability to address
the consent-related aspects of the particular study, rather than attempt to qualify the
cognitive (or other) abilities of the potential subjects. The literature contains examples of
tools develop for this purpose. [E.g., DV Jeste, BW Palmer, PS Appelbaum, et. al., "A New
Brief Instrument for Assessing Decisional Capacity for Clinical Research," Arch Gen
Psychiatry 64:966-74, 2007. ]

Some instruments, such as the University Brief Assessment of Capacity to Consent
(UBACC) include focused questions that relate to the purpose of the study, the reasons for
participating in the study, the nature of the activity (research vs. treatment), the subject's
rights to refuse research participation or to withdraw from research, study interventions, and
risks/benefits of the study.

In a vulnerable patient population, you may want to consider whether or not the study
protocol should identify the method for assessing consent capacity, rather than relying
solely on the clinical investigator's assessment. If this process is implemented, the
methodology should be described in the protocol and reviewed by the ethics review
committee.

If a subject is assessed as having appropriate consent capacity, neither a legally authorized
representative nor an impartial witness is required under FDA's regulations. We
recommend that you work closely with your facility’s IRB, as well as risk management, and
patient representative staff, if they are also available at your institution.



I hope this information is helpful to you. If you need further assistance, please feel free to
contact the GCP mailbox at gcp.questions@fda.hhs.gov .
 
Best regards,
 
Sheila
 
Sheila Brown, RN, MS
Policy Analyst
 
Office of the Commissioner (OC)
Office of Good Clinical Practice (OGCP)
U.S. Food and Drug Administration
Tel: 301-796-6563
sheila.brown@fda.hhs.gov
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This communication does not constitute a written advisory opinion under Title 21 CFR 10.85, but rather is an
informal communication under Title 21 CFR 10.85(k), which represents the best judgment of the employee
providing it. This information does not necessarily represent the formal position of FDA, and does not bind or
otherwise obligate or commit the agency to the views expressed.
 
 
From:  
Sent: Tuesday, August 01, 2017 4:40 PM
To: OC GCP Questions
Subject: Vulnerable populations
 
Recently, I was involved in a discussion regarding enrolling patients on  clinical trials who
may also have a diagnosis of   Some folks in the discussion
felt that the decision should be totally based upon the individual understanding the consenting
process and what they are agreeing or not agreeing too.  Some opposed and felt that one needed to
take into an account how long the person had been stable on their medications, recent
hospitalizations etc. to determine the appropriateness of offering a clinical trial .  Perhaps, we were
stereotyping “vulnerable populations” – would it be just as necessary to assess a patient’s stability
who has cardiac issues as to whether they could go on a  clinical trial??
 
The subject has come up a couple of times recently – is there any type of checklist or other
document that could provide guidance to ensure safety, due diligence, be objective and to deter
biases?
 
What advice, suggestions, and/or feedback would you offer in this discussion?
 
In advance, thank you for your assistance regarding this matter.
 
Sincerely,




