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Background

There are no specific federal regulations concerning the inclusion of participants with an impaired decision-making ability. These vulnerable participants have the same rights as other individuals to participate in research, but special care must be taken to avoid coercion.

The purpose of some research protocols involving participants with impaired decision-making abilities will specifically focus on their impairments. Some examples include, but are not limited to, some patients with dementia, schizophrenia, delirium, an intellectual or developmental disability, bipolar disorder, autism spectrum disorder and stroke. Other protocols may include a variety of participants and only incidentally include vulnerable participants. In either case, special considerations must be made to ensure that the informed consent process is adequate and appropriate. For research following Good Clinical Practice (ICH-GCP guidance E6) guidelines, as with all research conducted at WSU, clinical trials should be conducted in accordance with the ethical principles that have their origin in the Declaration of Helsinki and that are consistent with GCP and the applicable regulatory requirements. 
Related Policies: 

· 9-4 Obtaining Permission from Legally Authorized Representatives or Family Members

Definitions
Assent: Agreement to participate in proposed research, given by an individual not competent to give legally valid informed consent (e.g., a child or mentally limited person). Mere failure to object may not be construed as assent.                                  

· Assent means a child's affirmative agreement (verbal or written) to participate in a clinical investigation. 

· Assent is an adult's affirmative agreement (verbal or written) to participate in research. Adults may be assented (instead of consent) if they have a cognitive disability rendering them unable to consent for themselves. Steps should be in place to assure that all participants are given the opportunity to consent or assent.

Legally authorized representative: An individual or judicial or other body authorized under applicable law to consent on behalf of a prospective subject to the subject's participation in the procedure(s) involved in the research. If there is no applicable law addressing this issue, legally authorized representative means an individual recognized by institutional policy as acceptable for providing consent in the non-research context on behalf of the prospective subject to the subject's participation in the procedure(s) involved in the research (45 CFR 46.102(i)).
Family member: any one of the following legally competent persons: Spouse; parents; children (including adopted children); brothers, sisters, and spouses of brothers and sisters; and any individual related by blood or affinity whose close association with the subject is the equivalent of a family relationship (21 CFR 50.3(m)).

Consent Capacity: a person’s ability to understand information relevant to the decision to enroll in a

study, that is, to weigh the risks and benefits of participation, to appreciate the available alternatives

(including nonparticipation), to reach an informed and voluntary decision regarding participation, and to

communicate that decision. Consent capacity also depends, in part, on the complexity of the decision that confronts the prospective subject, which may take into account such factors as study design, risks, and

anticipated benefits
1.0 IRB Policy
It is important but not always obvious to recognize a prospective participant with an impaired decision-making ability.  Impaired consent capacity may involve partial impairment, impairment that fluctuates over time, or complete impairment. For example, consent capacity can be affected by a wide range of disorders and conditions, such as dementia, stroke, traumatic brain injury, intellectual and developmental disabilities, serious mental illness, intoxication, and delirium.

Consent to research by the legally authorized representative (LAR) stands in for the consent by the prospective research participant, but it is not fully equivalent to consent by the participant him or herself.  Therefore, when the participant is unable to protect his or her interests through the process of consent, additional protections or safeguards at the level of IRB review are required. 
1.2 Assessing Consent Capacity:

If a Principal Investigator (PI) either knows or suspects that a participant falls into these categories, he/she or his/her designee must determine whether the individual is able to give informed consent. IRBs and investigators should carefully consider whether the inclusion in research of individuals who lack consent capacity is ethically appropriate and scientifically necessary. Whenever individuals with impaired consent capacity (partial, fluctuating, or complete) are or may be enrolled in research, additional safeguards should be considered such as:
· Assessing consent capacity of prospective participants, for example, through use of an independent, qualified professional and a process that includes: (1) documentation of elements of capacity (such as understanding information, showing evidence of choice, showing rational reasoning, understanding the nature of the situation, and showing reasonable understanding of outcome of choice); and (2) assessments at the time of consent, at periodic intervals, and when a participant’s family member expresses concern about the participation in the study.
· Establishing a waiting period in the decision-making process to allow additional time for decision-making.
· Using methods to enhance consent capacity, for example through (1) simplification and/or repetition of information, (2) involvement of a participant advocate or trusted family member/friend to assist when sharing information about the research, and (3) refraining from discussions during periods of heightened impairment, when possible.
· Assessing a participant’s understanding after information about the research has been imparted, for example, through use of a questionnaire.
· Re-assessing consent capacity after initiation of the research for participants with progressive disorders whose cognition may decline.

Involving an LAR either initially or later in the research if consent capacity diminishes. The specific procedures to be used to determine competence to give informed consent must be described in the protocol. 
1.3 Obtaining Consent from Participants with Impaired Decision-Making Ability: 

If the participant’s consent capacity is impaired, or they are not otherwise legally authorized to give informed consent, then the PI must obtain consent from the participant’s legally authorized representative and assent from the participant. 

1.3.1 Requirements for consent with a Legally Authorized Representative (LAR):
When enrolling a participant with impaired decision-making ability in research, consent must be obtained and documented by the participant’s LAR in accordance with IRB policy 9-4 "Obtaining Permission from Legally Authorized Representatives or Family Members".
To determine whether there is a legally authorized representative for the participant, the PI may be able to find this information in the medical record or patient file. In many cases, the legally authorized representative may already be present at the interview. If neither is the case, the investigator or designee must ask the participant, with a reasoned and sensitive approach, whether he/she has a legally authorized representative or family member who is usually involved in decisions about his/her health and other important matters. 
The LAR should be consulted to make decisions on behalf of the participant and to assure that any such decisions are in the participant’s best interest throughout the duration of the research.
While some prospective participants, such as those with a profound cognitive impairment, will not be able to contribute to the consent decision, others may be able to appoint an LAR, define the limits of their own research participation, or remain actively involved in the decision to enroll and remain enrolled in the research. As such, individuals with impaired consent capacity should be included in the process of consent to the extent possible and consistent with their desires and abilities. In a situation in which a prospective participant is capable of providing informed consent at the onset of the research but is expected to become less capable of providing continued consent as the research progresses (e.g., a long-term clinical trial for Alzheimer’s), consideration should be given at the start of the study to having participants designate an individual to serve as their LAR once the participants’ conditions warrant it.
If a PI identifies a research participant with impaired decision-making ability on a research protocol that had not been identified in the IRB submission as using participants with impaired decision-making ability, the PI may enroll up to three (3) research participants in the research protocol in accordance with IRB policy 9-4 "Obtaining Permission from Legally Authorized Representatives or Family Members".  After the third patient, the PI must amend his/her IRB protocol to include the enrollment of research participants with a cognitive impairment or mental disability. 

1.3.2 Requirements for Obtaining Assent from Participants with Impaired Decision-Making Ability: 

Whenever possible, assent must be obtained from participants with an impaired decision-making ability in addition to consent from their LAR. 
The final decision should include considerations of the risks and benefits expected from participation in the proposed research as well as the ability of the research participant to give written or oral assent. 
2.0 IRB Procedure
If the  PI expects that participants with a impaired decision making ability are to be included in the research, then the investigator must Indicate this in the IRB submission which must include (1) a description of any special procedures or circumstances that apply to the recruitment of a prospective participant, (2) a description of the method for identifying his/her legally authorized representative, if any, and the method for obtaining their consent, (3) the specific instrument/assessment tool that will be used to determine a person’s consent capacity and (4) a description of any special precautions that will be taken when obtaining informed consent. 
2.1 Consent Requirements: 

When a PI expects that participants with impaired decision-making abilities may be included in the research, the consent form must include the following:

1. A signature line for the legally authorized representative (see IRB policy 9-4 Obtaining Permission from Legally Authorized Representatives or Family Members” for more information)
2. Documentation by the Investigator that the participant has assented when he/she is functionally able to assent as described by the following rules: 
a. If there is a reasonable probability of benefit to the participant from participation in the research, OR there is little direct benefit but minimal risk, the legally authorized representative’s consent is sufficient and written assent is not necessary. Oral assent would be sufficient. 

b. If there is no reasonably expected benefit to the participant and more than minimal risk, the participant’s written assent, whenever possible, must be obtained in addition to the consent of the legally authorized representative. 

c. At the end of the informed consent document, in addition to the signature line for the PI or his/her designee, the PI must document whether the participant is or is not competent to sign the informed consent and indicate this determination with his/her signature. 

d. If, during the course of the research, the cognition of the participant changes and he/she becomes able to consent for themselves, the participant should be re-consented, and the process noted in the research record. The method used to assess the change in decision making capacity should be the same procedure described in the initial submission.
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