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Subcommittee on the Inclusion of Individuals with Impaired Decision-making in Research

Summary of Discussions and Deliberations

For Presentation to SACHRP July 30, 2007

Background

Existing federal regulations and regulatory guidance relevant to individuals with “impaired decision-making” do not adequately address key ethical concerns regarding the rights and welfare of this most vulnerable category of research participants.  Among these ethical concerns is the need for advancement in knowledge of disease processes, their broader psychological and social context, and clinical therapeutics. 


SIIIDR’s charge asks whether, with respect to research protections, guidance and/or additional regulations are required for individuals with impaired decision-making. 


The consensus of the subcommittee is that such change is necessary.
Process


Given a possibly short time frame for SIIIDR activities, the subcommittee envisions a developmental and iterative process in which SIIIDR will propose and refine increasingly specific recommendations with feedback from SACHRP and input from key stakeholder groups.


SIIIDR 
will convene a meeting in October, 2007 to review a draft statement of recommendations.


Subsequently, 
we plan to incorporate feedback from the planned OHRP/FDA Request for Information (RFI).  SIIIDR understands that the RFI will solicit public input on matters that are of key concern to the subcommittee.  

As SIIIDR charge requires the interpretation and application of regulatory provisions in Subpart A, collaboration with the Subpart A Subcommittee is planned.  Among the examples of overlapping concerns is the question of whether Subpart A requires assessment of subject understanding as a condition of legally effective informed consent, the applicability of a waiver of consent when impaired decision-making is at issue, and guidance relevant to the process of consent.   
Framework For SIIIDR Deliberations: Ability To Consent

SIIIDR proposes to focus its recommendations on research protections for those prospective research participants who have or are likely to have impairment in “ability to consent” defined as follows:  


An individual’s ability to consider and make a decision regarding participation in research rests on; 1) the effective disclosure of required information, 2) a capacity to understand, appreciate, and reason about the relevant facts and consequences related to participation, and 3) a context in which a voluntary choice, free of undue influence, can be made.   

· This ability can be seen as occurring along a continuum of impairment. Some individuals asked to consider research participation will be assessed as being able to make a consent decision despite some impairment in decision-making. Other individuals will evidence impairment in decision-making to a degree that they will be assessed as being unable to make the consent decision.  

· This ability required to make a decision about participation in a specific research study is task specific; it depends on the complexity, novelty, level of risk, and level of benefit of the proposed research.  In other words, an individual may be assessed as being able to make a consent decision to participate in one research study and unable to consent to others. 


Subcommittee deliberations will address populations and circumstances in which there is likely to be impairment in ability to consent related to (from above) 2) the “capacity to understand, appreciate, and reason about the relevant facts and consequences related to participation.” and impairment in ability to consent related to 3) the “context in which a voluntary choice…” is made.  

SIIIDR’s recommendations will not specifically address 1) “disclosure” of information or the required elements of consent per se.  However, to the extent that ability to consent can be enhanced in some circumstances, SIIIDR will consider practical approaches to support the decision-making process when impairment is present.  To this end, we propose to collaborate with the Subpart A Subcommittee where overlapping concerns require attention.  
The Nature Of Decisional Impairment

SIIIDR recognizes the many dimensions of decisional impairment.  Subcommittee efforts will be informed by the qualities and characteristics of impaired decision-making ability in various populations and settings.  Such recommendations should not be population specific; ability to consent may be impaired in a range of conditions and circumstances; acute vs. persistent (pain vs. traumatic brain injury), global vs. specific (sedation vs. paranoid psychosis), and progressive vs. fluctuating (dementia vs. bipolar disorder), among others. There is no evident ethical, scientific, clinical or practical justification to limit subcommittee efforts to “individuals with mental disorders.”
Opportunities and Focus Points: Ability to consent and the assessment of ability to consent

SIIIDR has begun to consider the question of “ability to consent” and the assessment of this ability.  These considerations draw upon existing regulatory structure and language, for example, at 45CFR46.116 which states that “information...shall be in language understandable to the subject…”

To meet this regulatory requirement for “understanding,” some formal or informal assessment of a participant’s ability to understand the consent decision should be required in all cases of research consent.  This assessment takes on paramount importance for individuals and groups of participants who are at increased risk for impairment in decision-making.  In such cases, assessment is necessary to identify those in need of “additional safeguards.”   

There is accumulating empirical support for specific methods to assess and enhance subject’ ability to consent.  However, neither the state of the art, nor the complexities of research review support the recommendation of a single approach or methodology at this time.  Such specific requirements should ultimately be a consideration in IRB review and approval processes.  


SIIIDR will develop recommendations regarding requirements for the assessment of ability to consent.

The Legally Authorized Representative

Where there are questions about the adequacy of a prospective subject’s ability to consent, additional consent enhancements, safeguards, and supports may be required and may permit research participation.  For those who are unable to consent, participation in research, as per 45CFR46.111 is only permitted when consent is provided by “a legally authorized representative.”  


“Legally authorized representative,” however, is not further defined within the federal research regulations.  According to current OHRP guidance “The issue as to who can be an LAR is determined by the laws of the jurisdiction in which the research is conducted (e.g., local or state law). Some states have statutes, regulations, or common law that specifically address consent by someone other than the subject for participation in research. Most states have no law specifically addressing the issue of consent in the research context” (OHRP Website, FAQs: Informed Consent, accessed 7/23/07).


This absence of adequate, consistent, or in many cases, any state law creates a serious gap in research protections for the most vulnerable populations who are “unable to consent” for themselves.  Further, progress through research for the most seriously ill or disabled is hampered.  SIIIDR plans to seek additional information on current IRB and investigator practice to support this conclusion and inform specific solutions. 

SIIIDR will pursue recommendations related to either the development of a federal definition of legally authorized representation or federal efforts to promote the development of state rules specifically addressing the issue of consent in the research context.  

Reasonable risk


Approval of research requires a determination by the IRB that “Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects, and the importance of the knowledge that may reasonably be expected to result. (45CFR46(a)2).”  Under Subpart A, wide latitude is left to the IRB to interpret and apply “reasonable.”  


SIIIDR will consider whether a categorical approach to risk and benefit assessment (as has been applied in Subpart D) or an approach which considers risk and benefit as occurring along a continuum best addresses protections for individuals with impaired ability to consent and for those for whom the decision to participate is made by a legally authorized representative.

