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Decisionally Impaired Research Subjects 

Introduction:

Illnesses causing impaired decision making capacity in adults are a considerable health   problem in the United States.  These include Alzheimer's disease, Huntington's chorea, cerebrovascular disease, psychiatric disorders, chronic alcoholism, and AIDS dementia complex.  There are also acute illnesses that are associated with impaired decision making capacity such as seizures, stroke, myocardial infarction, and metabolic encephalopathy.  Conducting clinical research to advance our understanding of these conditions is extremely important; however, these and other disorders may compromise or eliminate a potential research subject's ability to give legally effective informed consent to participate in research.  Institutions and investigators conducting research on decisionally impaired subjects must balance the societal commitment to advance important scientific knowledge with the ethical obligation to protect the rights and welfare of human research subjects.  For these reasons special protections must be considered by the IRB when reviewing research involving subjects with impaired decision making capacity.  Therefore, the principal investigator, in concert with the IRB, is responsible for providing specific additional safeguards appropriate to the research study.  However, few regulations or guidance documents specifically address research-involving adults who have impaired decision-making capacity.  The IRB has developed these guidelines to assist investigators in addressing this issue.

Definitions:

Cognitively Impaired refers to an adult with a psychiatric disorder (e.g., schizophrenia, major depression, psychosis, neurosis, personality or behavior disorders), an organic impairment (e.g., dementia), a developmental disorder (e.g., mental retardation), or severe acute illnesses associated with cognitive impairment (e.g., stroke, seizure, metabolic coma, severe pain) that affects cognitive or emotional functions to the extent that capacity for judgment and reasoning is significantly diminished.  Depending on the illness, the impairment may be temporary, cyclical, or permanent.


Decisional Impairment refers to a limitation or incapacity that is not part of normal growth and development.


Competence is a legal term, used to denote capacity to act on one's own behalf; the ability to understand information presented, to appreciate the consequences of acting (or not acting) on that information, and to make a choice.  Competence may fluctuate as a function of the natural course of an illness, response to treatment, effects of medication, general physical health, and other factors.  Therefore, mental status should be re-evaluated periodically.  As a designation of legal status, competence or incompetence pertains to determination in court proceedings that a person's abilities are so diminished that his or her decisions or actions (e.g., writing a will) should have no legal effect.  Such decisions are often determined by inability to manage business or monetary affairs and do not necessarily reflect a person's ability to function in other situations.


Incompetence is a legal term meaning inability to manage one's own affairs.  The term refers to a person's mental status and means inability to understand information presented, to appreciate the consequences of acting (or not acting) on that information, and to make a choice.  Often used as a synonym for incapacity.


Decision-making Capacity refers to a potential subject’s ability to make a meaningful decision about whether or not to participate.  It is generally thought to include at least the following four elements:

· Understanding is the ability to comprehend the disclosed information about the nature and   purpose of the study, the procedures involved, as well as the risks and benefits of participating versus not participating.

· Appreciation is the ability to appreciate the significance of the disclosed information and the potential risks and benefits for one’s own situation and condition.

· Reasoning is the ability to engage in a reasoning process about the risks and benefits of participating versus alternatives.

· Choice is the ability to understand the difference between participating and not participating in research.

Decision-making capacity is different from the legal concept of competence.  Incompetence is a legal determination made by a court of law.  While a court may consider information about a potential subject’s decision-making capacity in making a competency determination, the terms are not synonymous.  For example, someone who is judged legally incompetent to handle their financial affairs may retain sufficient decision-making capacity to make meaningful choices about participating in a particular research protocol.  Decision-making capacity is situation and protocol specific.  Thus a subject may have capacity to consent to a low-risk research protocol that is not difficult to understand, but not have the capacity to consent to a complex or high-risk protocol.


Legally Authorized Representative means an individual, judicial or other entity authorized under applicable law to consent (provide permission) on behalf of a prospective subject to the subject’s participation in the procedure(s) involved in the research. While authorizing intervention or research participation for another person is more accurately described as “giving permission”, to be consistent with federal regulations this policy will refer to this as “consent”. The term legally authorized representative may include a person properly appointed by an advanced directive (such as a living will or declaration) or a durable power of attorney for health care, certain court appointed guardians, and next of kin identified below in certain circumstances. Documentation of a person’s status as a legally authorized representative for a research subject is required and must be carefully evaluated to determine the validity of the appointment and scope, if any, of authority granted to make decisions regarding procedures involved in the research.  For example, the existence of a durable power of attorney for health care or advance directive for health care may not create a legally authorized representative for any or certain kinds of research decisions.  The Law Department shall be consulted by the IRB and investigator if there are any questions related to legally authorized representative consent.  
Guardian is an individual, who is legally authorized under applicable state or local law, to consent on behalf of an individual to general medical care.
Assent means a subject’s affirmative agreement to participate in research.  Failure of a person to object to participation can not be construed as assent. Assent is a process involving communication with the person. A signature on an assent document is not, by itself, assent.

Policy:

A) Important Issues for Research in the Decisionally Impaired

1) Fundamental Principles  

For studies proposing to include adult subjects with impaired decision making capacity the following principles always apply:

· Decisionally impaired subjects must comprise the only appropriate population and the research question must focus on an issue unique to this subject population.  If the research question can be answered using non impaired subjects, then subjects with impaired decision making capacity cannot be studied.  There can be exceptions to this rule, but they are rare and require individual review by the UHCMC Ethics Committee.  An example may be a patient with schizophrenia who has a rare cancer where the only treatment is an unapproved medication available only by participation in a research protocol.

· If the research involves greater than minimal risk, the risk must be commensurate with the degree of potential benefit to the individual subject.

2) Problems of Consent and Competence  

Because decision-making capacity is task specific, some decisionally impaired individuals remain capable of making informed decisions for themselves regarding research participation.  The capacity to obtain informed consent should be assessed in each individual, for each research protocol being considered.  The determination of cognitive impairment does not automatically confer decisional incapacity on affected individuals.  Especially in the earliest stages of cognitive impairment, many people with cognitive impairment remain capable of making a wide variety of decisions, including deciding whether or not to participate in research.  Identification of these individuals is important both because they should be the highest priority subjects for enrolling in studies (if they meet other inclusion criteria), and because they may be able to provide guidance for research decision making for future projects when they may no longer retain decision-making capacity.

Procedures should be developed to enhance the possibility that subjects can consent for themselves.  The setting in which consent is sought and the person seeking consent should be conducive to promoting a potential subject's ability to comprehend and appreciate what is being asked.  Because there are no generally accepted criteria for determining competence to consent to research, the investigator must propose criteria for assessing potential subjects, and the criteria must be reviewed by the IRB.  Criteria for determining competence vary according to the degree of risk or discomfort presented by the research procedures and the extent to which therapeutic gains can be anticipated.

There have been several approaches proposed to assess a subject’s ability to give informed consent.  Whatever approach is taken it is essential to document the plan in detail in the research protocol. Examples may include:
· A screening standard mental status examination, such as the MINI-Mental Status Exam (MMSE).  A MMSE score less than 24 suggests impaired cognitive ability and would require further assessment of the potential research subject’s decision making capacity, or exclusion of that subject from the research.
· The development of a decision-making capacity assessment tool that is specific for the research project.    

· A post-consent quiz documenting the subjects’ knowledge of critical elements in the informed consent form (i.e., nature of the illness being studied, voluntary nature of participation, ability to withdraw at any time, consequences of withdrawing, possible risks and benefits of participation, procedures involved, time required, confidentiality, and whom to call with any questions).

· The study investigators may ask a physician/psychologist outside the research team to evaluate the potential subject's decision-making capacity.

3) Risk with No Direct Benefit  

Research protocols that do not hold out a reasonable prospect of direct benefit to the participating subjects, and that expose subjects to more than a minor increase over minimal risk, should be offered only to those subjects who either retain decision making capacity or those who have indicated in an advance directive that they would be willing to be enrolled in such studies.  Guardian or next of kin consent is rarely appropriate in these situations.

4) Limiting Risks  

Investigators must include in the protocol a description of appropriate psychological or medical screening criteria to prevent or reduce the chances of adverse reactions to research.  Other health care providers may need to be consulted to ensure that proposed research procedures will not be detrimental to the subject’s non-research treatment plan.  Consideration should also be given to the effects of separation from supportive family or friends, which may be a significant risk for this population.

5) Assent  

Despite the fact that consent may be obtained from a legally authorized representative, the feelings and expressed wishes of an incompetent subject should still be respected.  Participation in research is essentially an optional activity and even an uninformed or uncomprehending refusal should usually be respected.  In the case of research involving more than minimal risk, the objection of an adult subject with limited decision-making capacity to provide assent should be binding, except in rare cases when the IRB makes and specifically documents that the intervention is expected to provide a direct health benefit to the subject and the intervention is available only in the context of the research.

6) Temporary Decisional Impairment  

This policy applies to individuals who have acute cognitive impairment with the expectation of recovery, as well as to individuals with chronic cognitive impairment.  In addition to individuals with seizures, strokes, myocardial infarction, encephalitis, etc., acute cognitive impairment also includes individuals who have normal brain functioning, but are unable to make research decisions due to severe pain; severe duress; or effects of medication/anesthesia. This situation may occur in protocols doing research in emergency care locations.  Individuals with temporary cognitive impairment rarely have advanced directives or guardians, so next of kin consent may be appropriate in some instances.  The IRB criteria for protocols done in emergency care settings are detailed in IRB Policy, Board Meetings and Administrative Policies, Waiver of Consent for Research in Emergency Settings (section F8). As soon as research subjects regain the ability to consent, their consent must be obtained.  If the subject refuses consent then any data collected must not be used for research.

7) Institutionalized Subjects

Research involving persons with impaired decision-making capacity, and who have restraints on their personal freedom due to residence in an institution, need additional protections.  An institutional setting can be advantageous to the conduct of research because the population is easily accessible, under close supervision to prevent extraneous influences, and medical monitoring is available.  However, persons who are totally dependent on an institution may be vulnerable to perceived or actual pressures to conform to institutional wishes for fear of being denied services or privileges.  Also, with little or no opportunity to make decisions regarding their daily living, the ability of institutionalized subjects to make choices may be further diminished.
8) Waiver of Subject Consent for Emergency Research
There is a limited class of research that may be carried out in human subjects who are in a life-threatening situation and in need of emergency therapy for whom, because of the subject’s medical condition and the unavailability of legally authorized representatives of the subjects, no legally effective informed consent can be obtained. In these situations a waiver of consent may be granted. However, because of the special regulatory limitations relating to research involving pregnant women, fetuses and human in-vitro fertilization (Subpart B of 45 CFR 46), and research involving prisoners (Subpart C of 45 CFR 46), this waiver is inapplicable to these categories of research. The waiver can only be applied to all subjects in a protocol and never to only some study participants and always requires Law Department approval.  To qualify for this waiver:

· If the research is FDA-regulated, it must meet the requirements of 21 CFR 50.24 Exception from informed consent requirements for emergency research. 

· If the research is not FDA-regulated, it must meet the requirements of the October 31, 1996 45 CFR 46 Waiver Of Informed Consent Requirements In Certain Emergency Research (see IRB Policy, Board Meetings and Administrative Policies, Waiver of Consent for Research in Emergency Settings (section F8), for more details).

B) Guidance Regarding Legally Authorized Representatives and Research Consent

Investigators must provide potential legally authorized representatives the same information that would be given to potential research subjects. If there are ongoing decisions during the study regarding the subject’s participation or changes to the study, the legally authorized representative must be willing to remain involved in the decision process. Investigators must clearly describe the consent process in the protocol/research plan; including how the consent process will be documented (see IRB Policy, Informed Consent).
Instructions in advance directives for research are likely to be imperfect at best as they are based on knowledge at one point in time, but are applied in the future.  The individual’s condition, available treatments, and other factors may change, so the legally authorized representative retains the right to decline enrollment or withdraw the subject from a trial if the legally authorized representative determines that enrollment would either not be in the subject’s best interests or would not be consistent with what the subject intended, even if the decision would conflict with the subject’s advance directive.  

If legally authorized representative consent has been obtained and if the subject regains decision-making capacity to consent then the subject must be consented using standard consenting procedures.  The process of obtaining consent should be documented in the patient’s medical record or in the study records.  If the subject refuses consent, any data previously collected cannot be used for research purposes.  In protocols where a return to normal cognitive functioning is likely, the investigators need to have a plan that includes consenting the subjects as soon as possible.

Legally authorized representatives are prohibited from receiving any remuneration for providing consent.  This does not prohibit the legally authorized representative from being compensated for their time and reasonable expenses the legally authorized representative incurs, related to the legally authorized representative’s own participation in the research.

When reviewing research involving individuals who are determined to be decisionally impaired and/or lack decision making capacity and for which there is no authorized guardian or advance directive, the Board must find and document in the minutes that the use of a next of kin is appropriate and that the next of kin consent process was reviewed and approved for such use.  The Board must also determine that the research objective is important and that there is no way to accomplish the research objective in a population that is not decisionally impaired (see IRB Policy, Board Meetings and Administrative Policies, Waiver of Consent for Research in Emergency Settings (section F8).  

C) Additional Guidance Regarding “Next of kin” and Research Consent  
In the absence of a court appointed guardian or advance directives speaking directly to research decision making, health professionals offering research enrollment to individuals who are deemed by a court to be incompetent or who lack decision making capacity may, consider obtaining consent from qualified next of kin in instances when specifically approved by the IRB.
Consent by the subject’s next of kin may be obtained from any of the following potential persons who have reasonable knowledge of the subject, in the following descending order of priority:

· The spouse of the subject.

· An adult child of the subject or if there is more than one adult child, a majority of the subject’s children who are available within a reasonable period of time for such consultation.

· A custodial parent of the subject.

· Any adult sibling of the subject or if there is more than one adult sibling, a majority of the subject’s siblings who are available within a reasonable period of time for such consultation.

· The nearest adult who is related to the subject by blood or adoption, and who is available within a reasonable period of time for such consultation.

A major consideration in evaluating next of kin is that he or she knows the subject well enough to be able to make the decisions concerning research participation that the subject would make if he or she were able to do so.  It should be kept in mind that a next of kin may be subject to conflicting interests because of financial pressures, emotional attachments, or other feelings common in such close relationships. Characteristics to consider include: 

· Has reasonable knowledge of the subject.

· Is familiar with the subject’s degree of impairment.

· Has knowledge of the subject’s wishes and value system.

· Is willing to serve as the substitute decision-maker.

· Understands the risks, potential benefits, procedures and available alternatives to participation in the research protocol.

· Makes decisions based on the subject’s known preferences, and where the subject’s preferences are unknown, makes decisions based upon judgment of what the subject’s preferences would be even if they are different from the next of kin’s.

· Is willing to remain involved in speaking for the subject until the study is complete or the subject can speak for him or herself.

· If there is more than one next of kin, who qualifies to provide consent (e.g., several adult children), it is important that all are in agreement before the subject is enrolled in the research. 

Proposed protocols should include provisions for next of kin to document in the research records willingness to serve as the substitute decision-maker, the relationship to the subject, and factors to demonstrate reasonable knowledge of the subject’s condition and preferences. The Social Work Department and Law Department are available for consultation relating to guardianship in appropriate cases.

D) Approach to Including Subjects with Possibly Impaired Decision Making Capacity

The initial evaluation is always whether the subject is capable of giving consent.  In most studies, subjects with impaired ability to give consent are ineligible for the study.  For protocols addressing issues in cognitively impaired individuals, the answer may be clear based on the study design.  For example, all subjects in a study of patients arriving in an emergency room with a seizure are decisionally impaired.  For other protocols the answer may need to be determined for each potential subject.  For example, in a study of patients with mild to moderate Alzheimer’s disease, some subjects may be capable of giving consent and other may not. The complexity and risk level of the protocol is also important in this decision. A potential subject could have sufficient decision making capacity to consent to a simple minimal risk protocol; but not have the capacity to understand a complex or high-risk study.  Every effort must be made to maximize the factors that would promote the ability of the subject to give consent.  In instances when it is likely that the subject’s capacity may become impaired over time efforts should be made at the outset to identify the process for making or obtaining effective advance directives, durable powers of attorney for health care, or guardianship. 
If the subject is determined to have impaired decision making capacity then the next issue is to identify whether there is a legally authorized representative. Documentation purporting to establish appointment as a legally authorized representative must be carefully evaluated to determine the validity of the appointment and scope of authority granted to make decisions regarding procedures involved in the research. If a subject has impaired decision-making capabilities, there is no advance directive, durable power of attorney for health care or guardian, then the ability of a next of kin to consent may be considered.  The Law Department should be consulted if there are any questions.  The appropriateness of the use of a next of kin needs to be assessed in relation to the risk-benefit analysis of the protocol.  In assessing benefit the importance of the knowledge that may reasonably be expected to result may also receive some consideration, but never substitutes for the assessment of the benefit to the subject.
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