PAGE  
1
SACHRP Subcommittee on the Inclusion of Individuals with Impaired Decision in Research v.10/9


WORKING DRAFT RECOMMENDATION VIII
APPROVAL CRITERIA

Part One                                                                                                                                                             Guidance on IRB Review, Membership, and Subject Selection  
Introduction 

The inclusion of individuals who lack consent capacity presents unique ethical and procedures challenges to the IRB and to investigators.  Consent to research by the subject’s legally authorized representative “stands in” for the consent by the subject, but it is not fully equivalent to consent by subject him or herself.  Therefore, when the subject 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.  The following is intended to provide guidance to IRB, institutions and investigators on additional considerations related to the approval of research under 45CFR46.111 when subjects who lack consent capacity are included in research.  
a. Applicability: In some states and localities, applicable law defining “legally authorized representative” further delineates the roles and responsibilities of the LAR and/or otherwise regulates IRB activities with regard to the inclusion of subjects who lack consent capacity.   Institutions, IRBs, and investigators should familiarize themselves with applicable law.  This guidance is not intended to preempt state or local authority.  
b. Terms and definitions: [placeholder] 

1. IRB Review Procedures:
IRBs should review and provide approval for the inclusion of subjects who lack consent capacity and consent procedures to be followed by the LAR, as specified below:
a. In determining level of review, IRBs should be especially mindful of any unique circumstances and susceptibilities of the proposed research participants.  The serious medical, neurological, and psychiatric illnesses that give rise to impaired consent capacity may place participants at increased risk of harm and discomfort from research participation.  Further, for participants who are unable to express discomfort, describe untoward effects or otherwise communicate their wishes once enrolled, research participation may involve added risk. 

b. An IRB may determine that research that includes subjects who lack consent capacity may fulfill criteria for minimal risk and/or expedited review; the inclusion of subjects who lack consent capacity should not, in and of itself, require review by the convened IRB.  
c. However, the expedited review of research involving such subjects should be conducted by reviewers with appropriate expertise, as described in (2) Membership and Reviewer Qualifications, and in accordance with well-defined, written policies and procedures for expedited review.  These policies should describe requirements for consent by the legally authorized representative, and provide examples of additional safeguards required in the recruitment, identification, and approval of research with such individuals.  

c. Research that fulfills the requirement for waiver of informed consent
 but will include subjects with impaired consent capacity may be reviewed by expedited review procedures without the additional requirements outlined in 1(c).
2. IRB Membership and Reviewer Qualifications: 

45CFR46 requires that “IRB review shall be sufficiently informed through the experience and expertise of its members.”   When an IRB reviews research involving subjects who lack consent capacity and consent will be provided by the subject’s legally authorized representative, convened review should involve at least one member or consultant knowledgeable about and experienced in working with these subjects. This information, experience, and expertise may be available to the IRB through its membership, consultants, or, as appropriate, requests for this information from the investigator.  IRBs should give special consideration, as appropriate, to the involvement of the following types of individuals in the review process:

a. Patients, former patients, patient advocates or family members or others who can represent the views and perspectives of the research participant; 
b. Individuals with specific professional expertise related to the nature and consequences of impaired consent capacity in the subject population;
c. Other individuals who can provide information relevant to the circumstances and context in which the subjects and surrogates will be recruited;
d. Individuals with expertise regarding applicable legal and regulatory requirements for consent to research by a legally authorized representative.  
3. Subject Selection: the Decision to Include Subjects who Lack Consent Capacity:

The decision to enroll subjects who lack consent capacity raises unique ethical challenges.  Such subjects and their caregivers commonly experience substantial burdens related to the subject’s illness and life circumstances. The subject’s ability to consent to research is compromised or absent, and consent, when provided by the legally authorized representative, typically only approximates the subject’s wishes or best interests.  The Common Rule underscores the importance of equitable selection of subjects, recognizing the long history in which incompetent adults in institutional settings became the subjects of research for reasons of convenience rather than either benefit to the population of subjects or scientific necessity.  The protection of subjects who are unable to protect themselves through the consent process demands careful attention to both the rights and interests of individual subjects and the need to advance science and therapeutics for the most seriously ill.  IRBs and investigators should carefully consider whether the inclusion of subjects who lack consent capacity in research is ethically appropriate and scientifically necessary.   When research proposes to include individuals who lack consent capacity:
a. Investigators and IRBs should carefully consider the extent to which the research aims to improve the understanding, diagnosis, prevention or treatment of the disorders or conditions that are the cause of the incapacity.
  

b. The study of related conditions, phenomena, or circumstances that commonly or uniquely affect the population of research subjects may contribute in important ways to the current or future welfare of the study population
 and therefore may also serve to justify their inclusion in research.

c. Review should consider the extent to which the scientific questions posed by the research are answerable in subjects who have capacity to consent.  In general, “less burdened” subjects should be studied first.  

d. Factors such as subject availability, ease of recruitment or study cost should never alone justify the inclusion of subjects who lack consent capacity.  

e. The inclusion of subjects who lack capacity may be appropriate in research that offers therapeutic or other benefits to the individual subjects when standard approaches are ineffective, unproven, or unsatisfactory.

f. When individuals who lack consent capacity will be “incidentally” included in research because they are members of a larger group of prospective subjects, such as a cohort of clinic patients or a sample of the general population, the IRB should give careful consideration to the risks and benefits of the research as they might specifically affect those who lack consent capacity.  Inclusion of those who lack consent capacity may be appropriate if the risk/benefit ratio is determined to be acceptable for these participants and their participation is important to the research.
� To fulfill criteria for waiver of consent, an IRB must demonstrate that “the research could not practicably be carried out without the waiver or alteration” (116(d)(3)). The fact that subjects are unable to provide consent, or that a legally authorized representative is not readily available, or that applicable law does not define an LAR for research purposes should not, in and of themselves, serve to satisfy this criterion.  When a waiver of consent is not justifiable under 45CFR46.116(d) for research involving subjects with capacity to consent, a waiver would ordinarily not be applicable to research with subjects who lack consent capacity.  








� It is important to note that multiple disorders or conditions may simultaneously contribute to impairment in consent capacity in particular subjects and settings.  





� Studies of problems that commonly complicate treatment in the intensive care setting, for example, or are unique to this setting and cannot be studied in subjects with capacity may be appropriate for study.  Similarly, studies of cognitive function and functional impairment in patients with developmental disabilities or post-traumatic brain injury may directly or indirectly contribute to the understanding of these conditions.  Studies of family, social, educational or institutional processes involving individuals with impaired consent capacity may benefit these populations.  IRBs and investigator would have to consider a scientific rationale to explain why such research questions could not be answered, or addressed first, in subjects with capacity.





� A clinical trial or other medical or socio-behavioral intervention may provide treatment for a disorder or benefits to subjects that are unrelated to the causes or circumstances of impaired consent capacity.  When standard approaches are ineffective, unproven or otherwise unsatisfactory to address the problem or for individual subjects, research should provide access to such benefits.   A trial of a novel cholesterol-lowering agent, for example, may reasonably seek to include subjects who lack capacity who have failed to respond to, or been unable to tolerate, existing therapies.  �





