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Research involving those with dementia is critical to informing best practices and improving
the quality of their lives. Pain research in people with dementia is of particular interest
because the prevalence of both dementia and painful conditions increases with age.
Inadequate assessment and treatment of pain is well documented in this vulnerable
population (Herr and Decker, 2004, Herr and Garand, 2001, Monroe and Carter, 2010,
Monroe et al., 2012). Additional basic science pain research is critically needed to better
understand how sensory impairments, such as pain, may alter mood or behavior in people
with dementia or how the pathology of dementia itself may alter the sensory system
(Monroe et al., in press; Nuffield Council on Bioethics, 2009). Because courts have found
that poor pain management in older adults is neglectful (Furrow, 2001) and constitutes elder
abuse (Rich, 2004), improper management of pain in older adults has legal ramifications.

Unfortunately, research that supports best practices for assessing and treating pain in the
cognitively impaired is limited. Obstacles to research in older adults, including those with
cognitive impairment, have been highlighted along with an urgent call for increased research
to promote quality pain care for all older adults (Reid et al., 2011, Taylor et al., 2012).
Importantly, the characteristic’s of the researcher play a role in both ethical principles and
legal implications of research involving people with dementia. Key personality traits such as
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integrity, trustworthiness, and honesty are associated with a high degree of ethical research;
while lack of knowledge about ethical and legal principles can be obstacles to good research
outcomes (Alzheimer Europe, 2011).

Research involving older adults often excludes people with cognitive impairment (Taylor et
al., 2012). An obvious reason for excluding cognitively impaired people in research is the
application of the first ethical principle in the Belmont report (U.S. Department of Health &
Human Services, 1979): respect for persons encompasses the treatment of individuals as
autonomous beings and ensuring protection of vulnerable populations who may not be able
to provide autonomous informed consent. However, not including those with cognitive
impairment violates the ethical principle of justice, that is, people who are likely to benefit
from research participation should not be systematically excluded. To address these ethical
principles, Casarett (2003) recommended that during the planning phase of any study that
includes cognitively impaired people, investigators consider how issues regarding informed
consent, recruitment, and surrogate involvement affect sample size, eligibility, and
measurement (p. 25). Additionally, investigators should consider enrolling and including
people who are in all stages of dementia (Alzheimer Europe, 2011, Nuffield Council on
Bioethics, 2009).

Pain research in people with dementia can pose additional ethical challenges because the
research may have no direct benefit to the subject (i.e., beneficence) and the research team
must be clear in communicating the study’s therapeutic intent, or lack thereof (Dresser,
2000). A well-designed study examining pain in cognitively impaired populations should
demonstrate consideration of the ethical guidelines for pain research in people with
dementia provided by recognized organizations such as the National Bioethics Advisory
Commission (1998), the International Association for the Study of Pain (2012), the
American Pain Society (2012), and the Alzheimer’s Association (2007).

Aims
The aims of this paper are to review ethical challenges and related legal implications that
can occur in pain research in cognitively impaired populations and to present potential
solutions when preparing study protocols. For the purposes of this report, the broad term
cognitive impairment includes people with borderline to very severe cognitive impairment
(Morris et al., 1994). The terms cognitive impairment and dementia are used
interchangeably.

Approach
Using the framework outlined by Dresser (2000), a discussion is presented on five ethical
challenges with legal implications that are central to dementia research: (1) determining
capacity, (2) surrogate decision making, (3) assessment of risk, (4) potential benefits, and (5)
measures to increase study understanding. Our discussion includes recommendations for
research in people with dementia that have been established by the International Association
for the Study of Pain, American Pain Society, National Bioethics Advisory Commission ,
Alzheimer-Europe, Nuffield Council on Bioethics, and the Alzheimer’s Association.
Examples and suggestions for addressing each ethical challenge are presented with a
particular focus on legal issues in the United States.

Determining Capacity
The foundations of capacity determination were identified in the Nuremberg Code (Hurren,
2003) and in the Declaration of Helsinki (World Medical Association, 2000). In 1947 the
Nuremberg Code helped to establish the basic components of ethical research. The first
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component of the Code requires a participant have the capacity to volunteer to engage in
research (Shuster, 1997). In 1964, the Declaration of Helsinki stated that research
participants must be volunteers and they must be informed about the purpose of the research
(World Medical Association, 2000). Determining cognitive capacity involves the person's
ability to communicate the choice, the understanding of important information, such as the
risks and the benefits, and the ability to explain the components of the research, such as the
task-specific procedures involved (Appelbaum and Grisso, 1988). Clearly, this presents a
challenge for the conduct of research with cognitively impaired older persons. When people
are cognitively impaired and unable to provide consent, relatives or verified friends should
be able to make choices for those lacking capacity (Alzheimer Europe, 2011).

Members of institutional review boards closely examine study protocols that include
vulnerable populations to ensure adequate protections (Casarett, 2003) and may request that
capacity screens be performed on both subjects and controls. A person is considered capable
of providing consent unless proven otherwise; thus, investigators should preemptively
include a tool and a plan to screen for capacity with their research proposal (Alzheimer
Europe, 2011). One brief tool is the University of California San Diego Brief Assessment of
Capacity to Consent (Jeste et al., 2007). This tool is a 10-item scale with acceptable internal
consistency (Cronbach's alpha 0.76 to 0.77), inter-rater reliability (r=0.84 to 0.98),
concurrent validity, high sensitivity (89%), and excellent specificity (100%). The capacity
tool takes 5 minutes to administer with each item having possible scores of 0=incorrect
answer, 1=partially correct answer, and 2=correct answer for a maximum score of 20.
According to the tool developers, people with scores greater than 14.5 are likely to have the
capacity to consent. An example item from the tool is, “Do you have to be in this study if
you do not want to participate?” A response of “no” would receive a score of 2. Recently, an
expert panel recommended that when using an experimental pain paradigm a “basic rule of
thumb” is that older adults with a Mini Mental State Exam (Folstein et al., 1975) score ≥ 18
can “generally provide meaningful responses” about pain sensation (Hadjistavropoulos et
al., 2009). Regardless of the score on any single cognitive assessment tool, avoid making
assumptions about the person’s ability to consent or to report pain (Herr, 2011). In summary,
there is no universal definition of lacking capacity (Mayo and Wallhagen, 2009) and
investigators should screen for capacity using a systematic approach. One approach is to
combine objective data, based on a standardized screening tool, with subjective data, based
on the investigator’s clinical judgment (Jansen et al., 2004).

Surrogate consent and subject assent
Surrogate consent and subject assent (when possible) should both be obtained in research
involving people with dementia (Beck and Shue, 2003). If a participant lacks capacity, legal
surrogate consent must be obtained. Laws vary on who can provide legal surrogate consent
(Mayo and Wallhagen, 2009) and investigators should work with members from their local
institutional review board or ethics committee to determine the legal consenting procedures.

Dresser (2000) found that surrogate consent could be obtained from legal health care proxies
or, if none exists, caregivers such as relatives or close friends may provide consent.
Karlawish (2003) described a caregiver as someone who is both “socially and institutionally
sanctioned”. The National Bioethics Advisory Commission (1998) recommended that
surrogate consent be obtained in research involving more than a minimal risk to the person
lacking capacity. Dresser (2000) summarized findings from several organizations and
concluded that with surrogate consent it is reasonable for persons who lack capacity to
participate in research except in high-risk studies with no individual benefit. However, the
absence of perceived direct benefit should not prevent investigators from including people
with dementia in research (Alzheimer's Association, 2011).
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Because the degree of dementia varies among participants, in those who lack capacity but
are able to communicate, participant assent should be obtained. To obtain assent from
someone requires that the investigator explain the basic components of the study in clear
simple language allowing the subject to agree or decline to participate (Jansen et al., 2004).
In cases where subject assent is obtained, legal surrogate consent must also be obtained.

Further research is needed in identifying how advanced decisions regarding participation in
research can be made (Nuffield Council on Bioethics, 2009). In rare instances individuals
may have a research advance directive or advanced consent in which they list the types of
research in which they would or would not participate (Karlawish, 2003). For example,
when planning a longitudinal prospective study, people at risk for developing cognitive
impairment could provide advanced consent for study procedures that will occur some time
in the future.

Assessment of risk
People with dementia, and their caregivers, must be informed of the potential risks of
participating in research (Alzheimer Europe, 2011, Nuffield Council on Bioethics, 2009).
However, determining when people with dementia lose the ability to understand the risks
associated with research can be difficult (Karlawish, 2003). The Code of Federal
Regulations or Common Rule, 46.102 (Department of Health and Human Services, 1991)
states that, “Minimal risk means that the probability and magnitude of harm or discomfort
anticipated in the research are not greater in and of themselves than those ordinarily
encountered in daily life or during the performance of routine physical or psychological
examinations or tests.” One method proposed to assess for an appropriate level of risk is the
“net risk” test for participant interventions required in research (Wendler and Miller, 2007).
Here “net risk” means that the risk of harm does not exceed the potential benefit. In people
with diminished capacity, a term used to describe appropriate “net risk” involving minimal
risk procedures is “minor increase over minimal risk” (Dresser, 2000, Wendler and Miller,
2007). For example, in anticipation of local review board or ethics committee concerns,
investigators using an experimental pain delivery paradigm may explain that the pain caused
by study procedures has been reported to be less than the level of pain caused by most cases
of osteoarthritis among people who are cognitively intact. Since many people with dementia
have osteoarthritis, this reasoning may help to explain that the level of risk in the proposed
research is similar to what many older adults with osteoarthritis would normally experience.

When painful treatments or procedures are one component of the research design involving
people with dementia, additional safeguards are required. A provocative example of an
additional safeguard proposed by Bellieni et al. (2012) is the appointment of an independent
review committee for studies involving greater than minimal risk. They speculate that the
institution’s review board or ethics committee may be incapable of providing an unbiased
atmosphere since board or committee members are usually employed by the institution and
not by the subjects (p.429). Regardless of the level of risk inherent in a study (i.e. minimal,
minor increase over minimal, or greater than a minor increase over minimal), any subject
dissent to participate must be respected (Karlawish, 2003).

Potential benefits
Two types of benefits are considered in research, direct and indirect. Direct benefits result
from the potential therapeutic effects of the clinical research, such as experiencing decreased
pain. Indirect benefits include opportunities for social interaction and positive feelings about
contributing to medical progress (Dresser, 2000). Since the primary purpose of many
research proposals is to advance knowledge and not to provide treatment––therefore offering
no direct benefit to participants––safeguards must be in place to protect subjects with limited
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capacity. According to the European Alzheimer’s Association (2010), research in people
with AD that does not have a direct therapeutic benefit is acceptable if:

The research has the aim of contributing, through significant improvement in the
scientific understanding of the individual’s condition, disease or disorder, to the
ultimate attainment of results capable of conferring benefit to the person concerned
or to other persons in the same category or afflicted with the same disease or
disorder or having the same condition.

Prior to enrollment, investigators should explain that the proposed research may have no
direct benefit and participants and/or their caregivers should be able to clearly articulate
when participation in the proposed research has no direct benefit to them. Studies with no
direct benefit may increase the possibility of dignitary harm, i.e. lack of respect for personal
rights (Goldfarb, 2005). To help reduce the dignitary harm resulting from inclusion in
studies with no direct benefit, investigators should determine ways to share study results
with subjects and caregivers (Karlawish, 2003).

Measures to increase study understanding
In a participant with limited capacity or in surrogates making decisions for those with
dementia, obtaining indication of understanding about the research is legally and ethically
necessary. To accomplish this, the institutional review board or ethics committee usually
require that investigators develop a basic script explaining the purpose of the study, potential
risks, potential benefits, and the procedures. In our experience, simplifying the narrative,
using pictures and repeating the information can increase understanding and the likelihood
of obtaining subject assent and/or surrogate consent.

Investigators should carefully educate participants and caregivers on the differences between
clinical care and research (Dresser, 2000). For example, clinical care may be targeted at
reducing pain while research may involve the application of an experimental pain stimulus.
To increase understanding about the level of discomfort that a participant will experience,
investigators may invite members from the institutional review board or ethics committee to
feel any experimental pain stimulus. Also, investigators can include provisions for the legal
surrogate, family, friends, or caregivers to experience the pain stimulus. Second, because the
institutional review board includes members from outside of the scientific community, using
everyday language in study applications will provide explanations of pain that most can
understand. When using thermal heat stimuli for example, 50° Celsius is about the
temperature of a cup of hot coffee (De Jong et al., 1972), while 41° Celsius is the
temperature of an average hot bath (Brann, 2012). Mechanical pressure pain could be
described as a clothespin applied to the tip of the finger over a defined period of time. Other
painful stimuli used may be described as pain that would occur during routine clinical care
such as an intravenous stick, a flu shot, or by an inflated blood pressure cuff.

Guidelines for pain research in people with dementia
In addition to the components outlined above, pain research in people with dementia should
conform to the American Pain Society’s (2012) and The International Association for the
Study of Pain’s (2012) ethical principles of human research. Both of these organizations
state that people who cannot provide consent should only be included in the research when
their involvement is essential to the goals of the research. As aforementioned, when this
occurs, legal surrogate consent should be obtained. The minimum intensity of pain required
to achieve the goals of the study should be established beforehand and this level of intensity
should not be exceeded during the course of the study. Second, the level of pain should
never exceed the subject’s pain tolerance limit. Third, when possible, participants should be
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able to stop the painful stimulus at anytime. Fourth, pain medication should be available in
clinical pain studies or those that use a placebo treatment (Bellieni et al., 2012). Last, any
research involving people with dementia should clearly state a legal obligation to pay for
any injuries resulting from participation in research (Eriksson, 2010).

Conclusions
A foundation for addressing ethical challenges and related legal implications in pain studies
in people with dementia has been presented. Many of these suggestions could be tailored to
experimental paradigms addressing clinical problems other than pain. While the current
report used pain as an exemplar, research that includes people with cognitive impairments is
needed in many areas in order to help inform the care of older adults. Investigators who
study people with cognitive impairment must be vigilant to include multiple safeguards to
protect all parties. Taking the time to apply additional safeguards should not prevent
investigators from including people with dementia in their research. The importance of
including cognitively impaired people in research is clear and failing to do so may lead to
greater suffering through lack of evidence to support best practice recommendations in this
vulnerable group. If results demonstrate differences in response to experimental treatments,
targeted intervention strategies might be tailored to inform the future clinical management of
people with dementia.
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What is already known about the topic?

• People with dementia are at risk for under treatment of pain

• A paucity of research exists regarding pain in people with dementia

• People with dementia are often excluded from research

What this paper adds

• Using pain as an exemplar, this discussion provides a method to address ethical
and legal issues in research in people with dementia

• This paper provides several examples for overcoming many institutional barriers
to conducting pain research in people with dementia

Monroe et al. Page 9

Int J Nurs Stud. Author manuscript; available in PMC 2014 September 01.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript


