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Research into the etiology and treatment of serious medical disorders will often involve the recruitment of subjects with some degree of cognitive impairment.  This is self-evident when the disorders under study directly affect brain function (e.g., Alzheimer's disease, schizophrenia, Huntington's disease) but may also be true for disorders causing impaired attentional capacity (e.g., acute abdominal pain) or general debilitation that secondarily impairs cognitive performance (e.g., metastatic cancer, advanced congestive heart failure).  Many areas of investigation of these conditions—especially development of new treatments for more serious forms of the disorders—cannot be conducted without the participation of subjects with substantial levels of impairment.


The necessity of involving subjects who may be cognitively impaired in certain types of research presents a challenge, given the legal and ethical imperatives to obtain subjects' competent informed consent prior to their participation in research studies.  If investigators are to meet their obligations in this regard, they must be able to distinguish between subjects who retain adequate decision-making capacity and those so impaired as to be unable to make a competent decision.  The former can make their own decisions about research participation, although they may require modified disclosures or other assistance, while the latter will only be able to participate if mechanisms are available to provide substituted consent.


To assist investigators in assessing the decision-making capacities of potential research subjects, the American Psychiatric Association offers the following guidelines.

STANDARDS FOR ASSESSING DECISION-MAKING CAPACITIES


1.
The abilities relevant to assessing patients' decision-making capacities have traditionally been established by state law.  Thus, they vary somewhat from jurisdiction to jurisdiction.  Investigators can usually assume that the same abilities which are relevant to patients' capacities to make treatment decisions are also applicable in the research context.


2.
Most states identify one or more of the following abilities as components of their standards for determining whether patients and research subjects have sufficient capacities to make their own decisions.


a.
Ability to evidence a choice.  This is the least stringent component.  Subjects may fail to demonstrate this ability either because they are unable to reach a decision or because they are unable effectively to make their wishes be known.


b.
Ability to understand relevant information.  This component, embraced by every jurisdiction, comprises an ability to comprehend information disclosed by the investigator in the informed consent process.


c.
Ability to appreciate the situation and its likely consequences.  Here, subjects are required to apply to their own situations information that they may have understood in the abstract (e.g., acknowledging that they may not receive the treatment that they or their physicians would prefer).  Denial, delusions, and psychotic levels of distortion can impair appreciations, as can any condition that limits understanding.


d.
Ability to manipulate information rationally.  This component focuses on subjects' abilities to employ rational thought processes to compare the risks and benefits of the options with which they are faced.  It examines the process, not the outcome of their decision making.


3.
When it is unclear which of these components apply in a particular jurisdiction, consultation with knowledgeable legal counsel may be helpful.  To ensure uniformity within institutions, institutional review boards (IRBs) should specify the standards to be applied in their facilities.


4.
Once the components of the standard by which subjects' capacities will be judged have been determined, investigators must consider how much of each relevant ability subjects will be required to manifest (i.e., How much information must they understand?  How well must they appreciate their situation?  To what extent must they manipulate information rationally?).  As a general rule, the less favorable the risk/benefit ratio of participation in a research project (including research that is not designed to benefit subjects at all), especially as the absolute level of risk increases, the higher the level of capacity that should be required.  Conversely, when risks of participation are low, subjects can be held to a less demanding standard of capacity.  Thus, these determinations generally will need to be made on a project-by-project basis.


5.
IRBs can help to focus investigators' attention on these matters by specifying the standard that should be applied to determine the decision-making capacities of potential subjects and by asking investigators to indicate the level of capacity that will be needed and how they will assess potential subjects' capacities.

PROCEDURES FOR ASSESSING DECISION-MAKING CAPACITIES


1
Investigators need to give some thought to how the recruitment and consent processes will be structured to allow subjects' capacities to be assessed.  Whatever mechanisms are arrived at should be specified clearly for all research personnel involved in subject recruitment.


2.
Two general approaches are possible for the assessment of subjects' capacities:  all subjects can be screened to ensure adequate capacities, or only those subjects manifesting some evidence of impairment (e.g., confusion during the informed consent disclosure) can be examined further.  Which approach is adopted should depend on the expected prevalence of decision-making incapacity in the population being recruited (general screening is more helpful when rates of incapacity are high) and the risk/benefit ratio of participation in the research project (greater care is warranted as the ratio becomes less favorable, especially as the seriousness of the risks increases).


3.
Whether all potential subjects or only a small group will have their capacities explicitly assessed, investigators should specify the assessment technique that will be used:  clinical interview, standardized psychological or neuropsychological test, specially developed capacity assessment instrument, or some combination of these.  Sometimes it will be helpful to obtain information about subjects' functioning from others who have observed them, including family members.  In general, the more closely the questions asked relate to the specific decision at issue, the more valid the result is likely to be.  For example, some experienced investigators report good success with a questionnaire administered to subjects after disclosure of information to assess their understanding and appreciation of what they have just heard.


4.
The identity of the person conducting the capacity assessment has sometimes been a matter of contention.  Certainly, whoever does the evaluation should have sufficient training to be able to identify incapable subjects.  Although it is sometimes alleged that investigators themselves are compromised in performing these evaluations by their desire to recruit research subjects, there is no published evidence to support this contention.  Indeed, a careful investigator, seeking to avoid any taint of recruiting incapable subjects, may have the strongest motivation to be scrupulous about assessing subjects' capacities.  Moreover, it is often the investigator who can best describe the protocol and its risks and benefits, an important component of the assessment process.  Given the extra costs and logistical difficulties involved in the use of evaluators from outside the research team, investigators or IRBs that elect this approach should have a clear rationale for doing so.


5.
It may be helpful to the research staff for the investigator to create the expectation that some subjects will be excluded because they lack capacity to consent to participation in the project.  When investigators have worked with the same or similar populations in the past, they may even be able to offer a rough estimate of the proportion of potential subjects likely to lack capacity.  This estimate can provide a benchmark against which the results of the screening and assessment process can be judged.  Exclusion of many fewer than the estimated percentage may suggest that insufficient attention is being paid to subjects' capacities.  Conversely, exclusion of a much greater percentage may call for inquiry about whether the standards being applied are too rigorous.


6.
The identification of some degree of decision-making impairment in potential subjects need not result in their automatic exclusion from research participation.  Many cognitively impaired subjects can give adequate consents when additional efforts are made to educate them about the nature and consequences of study participation.  Indeed, many of these techniques (e.g., repeated disclosure of information, use of teaching aids such as videotapes, group educational sessions that include previous participants in the study) can be helpful for improving the decision making of nonimpaired subjects as well.  If potential subjects are unable to give acceptable consents even after these measures are taken, state law may permit the use of substituted consents by alternative decision makers (e.g., family members or guardians) in some cases.

CONCLUSIONS


The purpose of attending to assessment of the capacities of potential research subjects is to ensure that only subjects capable of giving consent are asked to make decisions about research participation.  This protects both subjects' interests and the integrity of the research process.
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