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Considerations for legal, ethical, and effective
practice in dementia research

(®Michael C. B. Da,vid,"2 Martina Del Giovane,"2 Danielle Wilson,I Trevor Tr'uman,I
Jonathan D. Huntley,“”4 Mehrunisha Suleman,s'6 Alexander Ruck Keene,-"a’9
Michael Parker,’ David J. Sharp'? and ®Paresh A. Malhotra'?

Dementia represents a potentially overwhelming health burden, both for the UK and worldwide. Addressing this fast-growing issue is
a key priority for the government, health service and the public. Advances in care including the development of efficacious disease-
modifying, and eventually curative, treatments can only be achieved through effective dementia research. Specifically, research directly
involving participants with dementia is essential to further understanding. However, working with cognitively impaired participants
with and without capacity to consent to research presents unique ethical and legal challenges. For clinicians and scientists on the front-
line of dementia research, scenarios frequently arise that pose such challenges. A lack of guidance for a consistent approach in navi-
gating these scenarios limits researchers’ ability to proceed with confidence. This represents a threat to the rights and wishes of
research participants as well as the field at large, as it may lead to studies being unnecessarily terminated or, worse, poor practice.
In this article, we take a multiprofessional approach, informed by carer input, to these issues. We review the relevant ethical and legal
literature relating to the conduct of non-interventional research studies in patients with dementia. This includes a thorough recap of
the Mental Capacity Act (2005), which provides a legal framework in England and Wales for conducting research with participants
who lack capacity to consent. We also discuss the important, but sometimes incomplete, role of research ethics committees in guiding
researchers. We then present and discuss a series of case vignettes designed to highlight areas of incomplete coverage by existing gov-
ernance. These vignettes describe theoretical scenarios informed by our own real-word experiences of encountering ethical issues
when conducting dementia research. They include scenarios in which participants demonstrate varying degrees of understanding
of the research they are involved in and ability to communicate their wishes and feelings. Building on these vignettes, we then provide
a checklist for researchers to work through when presented with similar scenarios. This checklist covers the key ethical, legal and prac-
tical considerations that we have argued for. Taken together, this article can act as a guide, previously lacking in the literature, for
colleagues in the field to enable much needed ethical, legal and effective research.
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Graphical Abstract

Pillars of Medical Ethics

Beneficence

Introduction

In the UK, and globally, an aging population is leading to de-
mentia being, or fast becoming, the predominant public
health issue.' Despite the UK government’s intention for
the country to become a ‘world leader’ in fighting dementia,”
there is less research in this area compared to other fields of
medicine.®> While underfunding is one cause,’ it should be
acknowledged that including adults who lack capacity in de-
mentia research poses unique ethical challenges that require
careful consideration.*

Our overall aim is to provide a practical, structured ap-
proach to decision-making when undertaking research
with individuals who have significant cognitive impairment.
The approach we set out is focused on ethical dilemmas that
arise during ‘non-interventional’ studies in which partici-
pants may or may not have capacity, and their capacity
may vary throughout the course of their participation. This
work is provided for in England and Wales under specific
conditions under the 2005 Mental Capacity Act (MCA).’
Participants’ attitude towards the study may also change.
They may not always show enthusiasm and may sometimes
express some concerns or reticence in participating.
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This paper focuses on the ethics of dementia research that has
no possibility of therapeutic benefit. Such work has huge utility
to the field in both understanding the pathology but also enab-
ling progress towards new treatments, ultimately tested in ‘clin-
ical trials’. Large cohort studies, imaging databases and research
collaboration platforms are all underpinned by research of this
nature (see naccdata.org, adni.loni.usc.edu, dian.wustl.edu and
dementiasplatform.uk for examples). As such, the research
discussed in this article is distinct from clinical trials, which
raise unique issues that are too numerous and complex to
also give due consideration here. Such issues include, but
are not limited to, the following: the need to ensure equi-
poise—a state in which the researcher genuinely does not
know which arm of the trial is more beneficial®; the ethical
intricacies of working with a clinical group, such as in de-
mentia, where there are limited or non-existent therapeutic
options and the state of desperation that may induce’;
questions of ‘beneficence’ and ‘justice’ with regard to the
potential unfairness in ‘not’ including eligible subjects in
the trial’; and also the added issues related to the loss of
capacity during a trial and how advance directives should
and should not apply in the case of emergent benefit or
harm from a clinical intervention.”®
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Ethical practice in dementia research

Box | Glossary for key terms used. A list of key
technical legal, research and philosophical terms

used and their definitions
Capacity The ability to make decisions as per the
MCA. It is decision and time specific.®

The agreement to undergo treatment or
participate in research (Fig. 2). Legally, it
must be voluntary and informed. It can
only be provided by a person with
capacity.

An ethical concept of affirmative
agreement (e.g. to participate in
research), whereas ‘dissent’ is as an
objection to participation. It requires a
level of understanding less than that
required for valid consent and the ability
to indicate a meaningful choice.’

The congruence between a person’s wishes
and values, and a decision made by them
or on their behalf.*

A principle capturing the moral importance
of benefiting others.'°

A principle capturing the moral importance
of avoiding causing harm to others.'®"'

A principle capturing the moral importance
of respecting the values and wishes of a
person who has (or has had) adequate
understanding and freedom to express
them.'%!?

The moral principle calling for benefits and
harms to be distributed fairly. It can be
subdivided into distributive justice,
rights-based justice and legal justice.

A person or entity who can make moral
judgements and perform moral acts.

The branch of moral philosophy that
concerns character traits a person
should aspire to."*

The view that rules, principles, codes of
conduct etc. determine whether an
action is right or wrong.'*

Non-interventional A research study that, as opposed to a
study ‘clinical trial’, does not involve the formal

evaluation of a therapy (pharmacological
or non-pharmacological).

Consent

Assent

Authenticity

Beneficence
Non-maleficence

Autonomy

Justice

11,13

Moral agent

Virtue ethics

Deontology

The authors of this article have diverse experience and ex-
pertise across the fields of dementia, ethics and law. We are
made up of clinicians including academic neurologists, an
academic psychiatrist and a junior doctor, as well as a neuro-
scientist, a barrister with expertise on capacity, an expert by
experience as a carer and husband of an individual living
with dementia and medical ethics experts including a re-
search ethics committee (REC) chair and two bioethicists.
The key terms used throughout are defined in a glossary
(Box 1).

An annual global burden of 1.6 million deaths and 28.3 mil-
lion disability-adjusted life-years'® makes the need for
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dementia research an ethical imperative. The deficit between
the resources supporting dementia research, and the burden
of the problem, needs urgently addressing. The World
Health Organization’s (WHO) 2022 dossier, ‘A blueprint
for dementia research’, describes research and innovation
as ‘integral parts of the global response to dementia’.'” The
2013 G8 summit set a target of identifying a cure or disease-
modifying therapies by 2025, and 10 years on, we may be on
the cusp of such breakthroughs, thanks to global research
efforts.'® However, there is still some way to go,'” and de-
mentia is currently the leading cause of death in England.*°
Importantly, one of the WHO?’s stated reasons that ‘most
countries are far from reaching the adopted targets’ with re-
spect to the public health response to dementia is a lack of
skills in ethical research practice.'” In fact, healthcare work-
ers in England and Wales do lack understanding of the rele-
vant legislation.?’ The WHO makes clear that transparency
of regulatory frameworks and the ‘creation of ethically and
morally sound guidelines’ would expedite ‘life-changing sci-
entific advances’.!” With this paper, we hope to contribute to
this particular need.

First, we remind readers of the relevant sections of the MCA
(Box 2) and go on to present a set of case vignettes highlight-
ing theoretical scenarios informed by our own experiences,
in which ethical issues arise during dementia research.
These vignettes are designed to put these issues into a real-
world context. We will discuss how one might navigate these
issues with the aim of completing the study with a sound eth-
ical approach complying with the law.

Second, we review the law in England and Wales and gov-
ernance in the area of non-therapeutic dementia research.
We highlight that despite providing broad guidance, they
do not offer detailed ‘off-the-shelf” answers for practice.

Third, we propose potential solutions for overcoming the
shortcomings in the law as described above and distil these
discussion points down to a checklist (Fig. 1) that researchers
in the field can work through when presented with similar is-
sues to those we describe. This will hopefully act as a guide—
we believe currently lacking in the literature—for those
conducting research involving adults with cognitive impair-
ment, including those that lack capacity.

Case vignettes

As dementia researchers, we can encounter situations where
existing legal and regulatory frameworks lack clarity, poten-
tially leading to sub-optimal ethical practices and incomplete
research. To address this, we present a series of vignettes based
on our experiences in dementia research. We hope these vign-
ettes ring true to readers working in the field and provide real-
life context for the subsequent discussion points. After each
vignette, we encourage readers to consider how they would
proceed, highlighting specific questions to be considered.
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Box 2 MAC recap. A reminder of the relevant
sections of the mental capacity act relating to
capacity assessment and conducting research with
participants who do not have capacity to consent

Here we recap the MCA,” which constitutes the relevant legislation
governing the assessment of capacity in England and Wales and is
accompanied by a statutory Code of Practice?? providing guidance on
how it should be used (see www.capacityguide.org.uk for guidance on
assessing capacity). Section 51 of the Adults with Incapacity (Scotland)
Act 20007 and the Mental Capacity Act (Northern Ireland) 2016%*
represent equivalent legislation in the other devolved nations. For
simplicity, from here on, we concentrate on the England and Wales MCA.

Within the MCA, people without capacity to make a certain decision
are those who, because of an impairment of or disturbance in the
functioning of their mind or brain, are unable:

|. to understand the information relevant to the decision,

2. to retain that information,

3. to use or weigh that information as part of the process of making the

decision, or

4. to communicate their decision.

The MCA requires that approval for research involving adults without
capacity is contingent on the research:

(a) not being able to be carried out as effectively on exclusively those
with capacity,

(b) having the potential to benefit the participant without disproportionate
burden, and being intended to provide knowledge of the causes or
treatment of, or of the care of persons affected by, the same or a
similar condition,

(c) or, if without the potential to benefit, the risks are negligible and
that anything done to, or in relation to the participant will not—

(i) interfere with their freedom of action or privacy in a significant
way or
(i) be unduly invasive or restrictive.

When involving participants without capacity to consent to the
research, the MCA: Code of Practice advises the researchers take
reasonable steps to identify someone to consult. Such a consultee gives
advice on what the participant’s wishes and feelings would be if they were
able to consent. These wishes must be respected, but a consultee cannot
provide consent on the participant’s behalf.??

Note that the research discussed here is of a nature described in c),
and therefore, the burden of participation must not outweigh any
potential (non-therapeutic) benefit or otherwise be negligible.

The nature of the studies in these vignettes, specifically the
fact that they involve the study of disease neurobiology
across the spectrum of severity, means they cannot be carried
out effectively in people without dementia or exclusively in
those with capacity. For all the vignettes, it is assumed that
relevant study protocols, including the provision for involv-
ing individuals without capacity, have been REC approved.
In addition, we assume that all staff have Good Clinical
Practice training, have protocol training and are either clin-
icians or researchers with experience in working with people
with dementia.

A 78-year-old man with Alzheimer’s disease is taking part in
a MRI study. The study’s aim is to understand how activities
in the brain networks responsible for attention are altered
in dementia and lead to everyday symptoms. He has a
Mini-Mental State Examination (MMSE) score of 19/30.

M. C. B. David et al.

He was deemed to lack capacity to consent to take part in
the study, and so his wife acted as his personal consultee
prior to the scan. She stated that she believed he would like
to take part. He made clear at this point that he was very hap-
py to be contributing to dementia research, as it is something
he strongly believes in. Before entering the MRI scanner, you
explained to him that the scan would last about 1 h. He
shows good understanding of what is going to happen and
why. He is made comfortable in the MRI scanner and shows
no sign of distress during the first 15 min. He then presses the
emergency alarm, and you immediately stop the scan and at-
tend to him. He appears anxious and says, ‘I don’t know
what ’'m supposed to be doing’. His wife tells you, ‘He just
needs reminding of why he’s there. I know he wants to
take part in the study’. How do you proceed?
Question:
1. Should you terminate the scan?
Based on the emphasis in the participant’s wording, it is
apparent that his concern is related to the fact he has for-
gotten why he is in the scanner—a situation that is inher-
ently unfamiliar. This is unsurprising for a participant
with moderate Alzheimer’s disease.”’ In a scenario such
as this, working with the consultee to inform and reassure
patient is likely to be appropriate and necessary.
According to the MCA [s.33(2)], an objection would pro-
hibit you from continuing doing what he objected to; fur-
ther, the participant must be withdrawn entirely from the
research project if they indicate that is their wish
[s.33(4)], with the threshold for withdrawal being set
low. However, in the context of significant cognitive im-
pairment, and an apparent genuine desire to participate in
the study, we argue that, in this case, pressing of the buzz-
er does not equate to an objection to the scan or an indi-
cation that they wish to withdraw from the research.
There certainly is a need to attend to the participant, ex-
plore the reason they pressed the buzzer and remind them
of the purpose of the scan. If at this point, they make clear
that they ‘object to what is being done to them’, or if they
demonstrate enduring distress, it is clear that the legal and
ethical thing to do would be to terminate the scan. By un-
derstanding that, in this scenario, the likely cause of dis-
tress is confusion, researchers should take the time to
remind him of the purpose of him being there—that he
is having a scan of his brain for the sake of research, some-
thing that he wanted to participate in. If this assuages his
concerns, proactively reminding him of this at regular in-
tervals will hopefully prevent further anxiety and distress.
Clearly, it is important to ensure that the efforts to
achieve clarification and understanding do not constitute
persuasion. As such, the emphasis should be on explain-
ing the purpose of the scan, in the hope that this alleviates
his anxiety and means he does not wish to object, rather
than the researcher convincing him to continue in the
hope that he completes the study.
Also, by law, the research should cease if his anxiety is
causing greater than ‘negligible risks’, or if it ‘interferes
with his freedom of action or is unduly restrictive’.


https://www.capacityguide.org.uk
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Mental Capacity Act (MCA)
Has the participant been adequately supported in demonstrating they have capacity?
If they do not have capacity:
Could the research be carried out exclusively on those with capacity?
Will the research provide knowledge on the condition?
& Is the study causing disproportionate burden, interfering with the participant’s freedom,
or unduly invasive or restrictive?

Study Protocol
Does the protocol provide a distress management plan?
& Are potentially distressing sections of the study optional?
Can the study continue under the MCA during a period of decisional incapacity?

Respecting wishes and feelings2® 47
What were the participant’s wishes and feelings before they lost capacity and what are
they now? How strongly held were/are they?
Have you consulted anyone to help you understand the participant’s wishes and feelings
better?
Have you made any assumptions about the participant’s wishes and feelings (for
example, based on their age, religion, or cultural background)?
Are the decisions being made reflective of the participant’s wishes (authenticity)?

Principles of Medical Ethics
Beneficence:
[ If there is no direct benefit to the participant, could the results of the study bring benefit
to those with dementia in the future?
Non-maleficence:
How can you reduce the risk of harm?
Is any harm caused necessary, proportionate, and outweighed by benefit?
Autonomy:
Have you sought to establish the participant’s wishes and feelings, even if they do not
have capacity?
Have you respected the participant’s wishes and feelings?
Justice:
E’Are all potential participants granted equal opportunity to participate in the study?

Communication
Have you...
communicated thoroughly with the participant and relatives/carers about the nature,
urpose, and potential risks of the study?
E};xplored any concerns, expectations, or (therapeutic) misconceptions?
discussed the participant’s wishes regarding if they were to lose capacity and have you
established a consultee?
explored potential causes of distress and alleviation strategies with the participant and
their relative/carer?

Figure | Dementia research ethics checklist. A list of the key considerations for managing ethical issues that may arise when conducting
dementia research. By working through this checklist, researchers should be able to think through and answer the important questions related to
any issues they may face. This will help them to proceed in a way that is ethical and lawful and provides the best chance of the participant
completing the study. Readers outside England and Wales should consider that certain points may have to be adjusted in order to comply with the
appropriate legislation and ethical requirements in their jurisdiction. MCA, Mental Capacity Act.
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While the MRI scan itself does not pose physical risks,
there are ‘non-negligible risks’ associated with any anx-
iety caused. It is likely that reminding the participant of
the purpose of the current activity will alleviate his anx-
iety. By providing him with a buzzer that he can use to
stop the scan and be helped out of the scanner—and
which he has demonstrated he is capable of using—you
are avoiding the imposition of any undue restrictions.
You may then consider it ethical, and defensible for
MCA purposes, to continue. It is also important to ensure
that there are no signs of significant distress of a nature or
degree (e.g. trying to climb out of the scanner, becoming
aggressive or tearful) that would make it unethical and
unlawful to proceed, which there are not in this case as de-
scribed. You should consider all these elements and work
in collaboration with the consultee, in this case his wife.

An 82-year-old woman with vascular dementia enrols in a
longitudinal MRI study involving two visits, 1 year apart.
The aim of the study is to assess how the rate of change in
size of the hippocampi relates to worsening cognitive per-
formance. For the first visit, she is accompanied by her hus-
band. She has an MMSE?® score of 22/30, is assessed to have
capacity, gives her consent to participate and completes the
first scan without any problems. A year later, she returns
for the follow-up scan, this time accompanied by her son
as her husband has passed away. Her MMSE score is now
18/30. At each visit, you re-assess capacity and she now
does not have capacity to consent, and therefore, the son
will act as consultee. She tells you she is very happy to con-
tinue with the second scan. Before commencing the scan,
the son tells you he thinks the scanner is too loud and claus-
trophobic for her and he is worried she might find it very dis-
tressing. He says, ‘She has become a lot more anxious over
the last year. I would hate to be in that machine. I don’t
want her to do it’. How do you proceed?

Questions:

1. Can you proceed on the assumption that the participant’s
consent to take part is still valid, in spite of her son’s
concerns?

The 2009 Nuffield Council on Bioethics report on demen-
tia highlighted a ‘lack of clarity about the procedures to
be followed if a person gradually loses capacity to consent
to their ongoing involvement in a research project’.” How
might such clarity be achieved in this case? With respect
to ‘clinical trials’, UK regulations state that their consent
to participate remains valid.?” In the context of a ‘non-
interventional study’, however, governed by the MCA,
consent cannot survive the loss of capacity to give it;
therefore, in this vignette, you cannot proceed merely be-
cause the participant provided consent previously. The
participant could only continue to take part in the MRI
study if it was explicitly approved by a procedure comply-
ing with the research provisions of the MCA. When doing
so, the value of ascertaining the wishes of the participant

M. C. B. David et al.

with dementia before they lose capacity, which has been
highlighted by the Medical Research Council,”® should
be kept in mind from the outset of the study. Wishes ex-
pressed prior to a participant losing capacity are extreme-
ly useful in understanding how best to proceed during a
period of decisional incapacity. Taking this information
forward requires researchers and consultees to balance
multiple factors, including the nature and strength of pre-
viously expressed views at a time when the participant
had capacity, as well as the consequences of respecting
those views.”’

2. To what extent does the consultee have ultimate author-
ity in a scenario where the participant does not have
capacity?

The power of decision-making lies with the consultee,
and the study should stop if the consultee is of the opinion
that the participant’s ‘wishes and feelings would be likely
to lead them to decline’ [MCA s.32(5)].° The consultee
has been initially unsure as to whether it would be reflect-
ive of her wishes for her to participate, but you have
reason to believe it is her wish that she continues to par-
ticipate. It seems sensible in this scenario to have a discus-
sion with the son and the participant so that he has the
opportunity to explore her wishes and for him to share
his concerns. Note that here the son expressed that he
himself would not like to be in the scanner, but this
may not be true of the participant. To maximize the prin-
ciple of ‘autonomy’, consultees and researchers should
obtain what information is available about a participant’s
preferences and objections (and hence gain their ‘assent’),
when capacity to consent is lacking. While the participant
no longer has capacity, they still have a critical role to play
in this discussion.>° The participant may assuage the con-
cerns of the consultee by stating that they are not con-
cerned by the prospect of the scan—even if they do not
meet the criteria for capacity to consent to the research
project themselves. You may suggest, after discussions
with the son and participant, and if the participant seems
comfortable to continue, that the scan can be started, and
that it could be stopped as soon as the participant objects.
Ultimately, if the consultee so advises, the participant
must not take part and, if already taking part, must be
withdrawn’*! [MCA s.32(5)]. However, in many cases
following an inclusive conversation with the consultee
and participant, it is likely that a way is found to enable
the research to continue with the agreement of all parties.

A 71-year-old man with frontotemporal dementia arrives at
the laboratory for a PET scan. This scan will utilize a tracer
that highlights activity in part of the brainstem known to be
affected in frontotemporal dementia. He was driven by his
son, and the journey took 2 h. The previous week, the partici-
pant with dementia had an MMSE score of 26/30, was as-
sessed to have capacity and consented to the study and told
you he was very much looking forward to it. On arrival at
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reception, the participant says, ‘’'m not sure I want to take
part today. Can we reschedule for another day?’ The son is
frustrated and says he thinks it would be a waste of every-
one’s time to drive straight home again. He also tells his
father that the researcher would incur a large, wasted cost
if they had to cancel at the last minute and asks you confirm
this. The tracer costs £2000 per dose, and you would not be
able to recoup this cost. How do you proceed?

Questions:

1. Does the participant have the information required to de-
cide whether they would rather spend 4 h in the car with-
out participating or go ahead with the scan?

If the participant and his son were to return straight
home, without the participant’s concerns being fully ex-
plored, this could result in an unsatisfactory scenario
for all parties. In dementia research specifically, it is ap-
propriate, and often necessary, to take additional time re-
iterating the nature and purpose of the study. In this
vignette, helping the participant to recall and understand
why they are there and what the day will involve may
reignite their enthusiasm. Whereas in a study involving
people without cognitive impairments this may seem un-
necessary, here you may find that the participant’s misun-
derstanding or misremembering what they are there to do
is a factor. The European Court of Human Rights has em-
phasized the need for particular vigilance before conclud-
ing that those with cognitive impairments have consented
to clinical research.?” This suggests that the threshold for
refusing to consent is lower than the threshold for con-
senting. However, to maximize the chance of the research
being conducted, it is important to explore the partici-
pant’s views and concerns—specifically why they appear
reluctant to proceed on this day—before cancelling their
participation. This exploration must not constitute per-
suasion. Whatever the final decision, this approach will
maximize autonomy and reinforce the informed consent
of the participant.

Notably, while it is pertinent to consider the interests of
the son, who is likely to be frustrated by having to return
home straight away, you must ensure that decision lies
solely with the participant in this scenario, as they have
capacity. Therefore, if the participant, after being rein-
formed about the research, still expresses a wish not to
take part, it is clear that you must not proceed.

2. Should you disclose to the participant the fact that you
will incur an irredeemable cost of £2000 if they choose
to reschedule?

It is essential that the participant does not feel coerced,
as this is a threat to the consent being valid, and is
equally important to it being capacitous (see Hawkins
and Emanuel®® for a detailed discussion). There is a risk
that by revealing the potential wasted cost, the participant
will feel under pressure to participate on this day whereas
they would otherwise choose not to. It is the researcher’s
responsibility to account for costs such as these when bud-
geting for their project—pressuring individuals to not
waste money is likely to lead to unethical decision-making.
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The principle of ‘justice’ is pertinent here. There are lim-
ited resources in dementia research, and you have an eth-
ical obligation to use those resources fairly and to
maximize benefit to the field. That being said, the costs in-
curred for each participant should not be a factor in how
the researcher communicates with the participant. All
participants with capacity must be allowed to make a
free and informed choice and have the right to change
their mind.

This vignette also highlights the importance of consider-
ing how a study protocol can be flexible enough to facili-
tate the different requirements of each participant while
maintaining scientific consistency. With the ultimate ob-
jective of facilitating participation, it is worth exploring
having multiple study sites or providing transportation,
for example, so as to limit the inconvenience for partici-
pants and their consultees. It would be unfortunate,
and unethical, for this to be hindered by avoidable
inconvenience.

You have been asked by the son to confirm that a large
cost would be incurred and there is a duty to answer
truthfully—truthfulness is a cornerstone of ‘virtue ethics’
and ‘deontology’.'® It is important to keep the participant
at the centre of the discussions here, and if asked directly,
you should be honest that the costs cannot be recouped,
but offer assurance that costs are entirely the responsibil-
ity of the research team. Both ‘virtue ethics’ and ‘deontol-
ogy’ would also call for a sensitive approach in which
one’s obligations to the participant were met. Honest,
collaborative research is preferrable to lying, even if it
the lie is to prevent them feeling coerced to participate.
Hopefully, by taking time to provide the participant
with the necessary information and allowing them time
to come to the decision to participate, free from any pres-
sure to do so, you will remove any doubt about the valid-
ity of their consent (Fig. 2).

You are a junior doctor running an EEG study in Alzheimer’s
disease. The project involves analysis of brain activity during
rest and cognitive tasks, as a way of understanding more
about how electrical activity in the brain is altered by the
disease. There is no therapeutic benefit to participants. A
77-year-old participant with dementia with an MMSE of
25/30 is undergoing the EEG procedure having been assessed
to have capacity and giving consent prior to starting. In a
break between the (passive) resting-state and (active) cogni-
tive task sections of the protocol, the participant says to you,
‘I’m not really sure how this cap on my head is going to make
my memory better doctor, but I sure hope it does!”. How do
you proceed?
Questions:
1. Does the statement suggest the participant does not have
capacity as first thought?
This appears to be an example of ‘therapeutic misconcep-
tion’, which occurs when ‘a research subject fails to
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Figure 2 Flowchart for the consent process in dementia research. A summary of why conducting the consent procedure properly is
important in dementia research and what information should be provided to the participants. Followed by the steps that should be taken in order
to achieve effective, ethical and lawful acquisition of consent for participation in dementia research. Based upon guidance available online from the
Health Research Authority,>* the General Medical Council®® and the UK government®® (see also Dewing®” for detailed guidance). GP, general

practitioner.

appreciate the distinction between the imperatives of
clinical research and of ordinary treatment, and therefore
inaccurately attributes therapeutic intent to research
procedures’.*® Participants with dementia are particular-
ly vulnerable to this phenomenon®” and, when it occurs, it
poses questions about their capacity to participate. It has
been argued that when the context (the clinical environ-
ment, the presence of a doctor, etc.) is strongly reminis-
cent of the participant’s experience of clinical care, it is

unsurprising if this phenomenon occurs. Relatedly, in
this context, there is an intrinsic power imbalance be-
tween doctor/scientist and participant, which must be
considered here as a factor contributing to the risk of
coercion.

Regarding this question, we must go back to the MCA
s.3(1) for the definition of capacity.” To be assessed
to have capacity, she must understand, retain and use or
weigh the information and then communicate her
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decision. We need to then apply these four components in
turn to the participant’s handling of the information on
the nature and purpose of the study, and the distinction
between clinical care and research.

Before determining whether the participant has under-
stood this information, the researcher may want to reiter-
ate the fact that the EEG is not a treatment. Once it has
been established that this information was made clear in
the first instance, and that the participant has understood
it, you must test whether she retains this understanding
over a reasonable period of time. Next, while they may
have understood and retained the information that the re-
search project is ‘not’ part of their clinical care, if they still
wrongly assume potential therapeutic benefit, it could be
argued that they have not effectively used or weighed the
information. Hence, they would not have capacity as per
the third requirement of MCA s.3(1). In fact, as others
have put it, participants’ ‘willingness and motivation to
participate in research is not always based on a rational
weighing of risks and benefits’, in which case they would
not meet the criteria for capacity. Instead, their willing-
ness and motivation may be driven by a faith that doctors
know what is best and that any co-operation is likely to
bear clinical benefit.***! In the case of non-interventional
studies such as this one, with no such clinical benefit, this
constitutes a misconception.

2. Isthere an ethical obligation to correct her misconception
that the study may be of therapeutic benefit, and if so,
how is this best achieved?

Therapeutic misconception is a threat to good ethical
research, as participants should not be taking part under
the misconception that they may be receiving treatment.
Also, therapeutic misconception has the potential to con-
found the research, particularly if the intention is to study
brain activity at ‘rest’. A participant undergoing a proced-
ure that they believe may be treating their dementia is
unlikely to be in a cognitive ‘resting state’. Therefore,
the answer is yes, there is an obligation to correct the
misconception.

It has been argued that the researchers themselves can be
prone to confusion as to where boundaries exist between
research and clinical care, which may compound the
issue.** For example, in MRI studies, researchers may ex-
plain to participants that the images will be reviewed by a
radiologist, and they will be informed of the results. This
is primarily for management of incidental findings, but
a participant would be forgiven for seeing this as an op-
portunity to access a diagnostic test as part of a clinical
pathway. Therefore, it is important in scenarios such as
described in this vignette that the researcher is clear in
their own mind about the distinction before reiterating
it to the participant. This would enable the communica-
tion of a clearer, more consistent message to the partici-
pant with respect to the fact that this procedure is not
therapeutic. The participant can only be assessed to
have capacity to consent if they understand this distinc-
tion specifically.

BRAIN COMMUNICATIONS 2024, fcae2l| | 9

We also suggest that communicating the results of the re-
search to the participants, at the individual and study le-
vel, can reiterate the scientific, rather than therapeutic,
nature of their contribution and can remind them of the
value of their participation.

An 88-year-old man with dementia with Lewy bodies is at-
tending the lab for a blood test as part of a research study.
The research of which this blood test is a part will hopefully
allow its translation into clinical practice. He has an MMSE
of 16/30 and does not have capacity to consent to the re-
search, so his wife has acted as a personal consultee and ad-
vised he would wish to participate. The participant has been
agitated since arriving at the lab and his wife tells you, ‘He
slept poorly and has not been his usual self today’. The par-
ticipant is on the clinic bed and when he sees you prepare the
needle for venepuncture, he becomes concerned and says, ‘I
don’t think I need a blood test because I already had one at
another hospital this morning!” His wife tells you he has
never had a problem with needles before and that he has
not had a blood test recently. How do you proceed?
Questions:
1. What is the significance of the wife’s information that the
participant did not have a blood test that morning?
The wife’s information suggests that the participant’s
claim that he had a blood test this morning may not be
the root cause of his reluctance. This is a common scen-
ario in dementia research. Participants with significant
cognitive impairment may be unable to understand the
reason they feel anxious and are likely to attribute this
to a false memory. False memories and, relatedly, confa-
bulations are known to occur in dementia.*>*° False
memories are more likely to be seeded at times of emo-
tional stress,** and it seems likely that stressful situations
like the one in this vignette could also induce the calling
upon of false memories.
Ethically, a procedure should be paused if the participant
‘dissents’, irrespective of the reason to do so. However,
there is also an ethical obligation to attempt to alleviate
the participant’s distress, in the hope that, but not de-
pendent on, the possibility that this will enable the re-
search to continue. Given the information provided by
the wife, it is apparent that the participant’s statement
is a confabulation (or false memory), and this has implica-
tions for how it is addressed. Specifically, the researcher
and consultee should explain to the participant that
they did not have a blood test this morning, and that
the purpose of this test is for research and, therefore, is
different to any previous tests he may have had in the hos-
pital. But also, the researcher and consultee should recog-
nize that the expression of a confabulation may be the
result of an underlying anxiety in this scenario, the true
cause of which should be explored and alleviated.
2. Is there an obligation to withdraw the participant from
the study based on their reaction to seeing the needle?
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The participant has made a clear statement that they do not
want the blood test. However, it is possible that this does
not reflect his lasting view, but rather a momentary expres-
sion of anxiety. He does not have capacity to participate in
the research and therefore you must consider whether the
blood test would be deemed ‘unduly invasive’ or pose a
non-negligible risk in light of his apparent distress. In
view of these considerations, it seems reasonable to explore
further the reasons for his distress and assess whether it is
sustained, as well as the views of the consultee, before mak-
ing a decision to withdraw him entirely. Once this is done,
the most appropriate course of action may be to rearrange
the blood test for another day, if the consultee agrees.

Limitations of the MCA

The MCA is fundamental both to lawful action and to good
practice in England and Wales and should always be given
diligent consideration by researchers. We argue, however,
that within clinical dementia research, the MCA and Code
of Practice are not always sufficient to dictate ethical practice
and that there are circumstances, such as those described in
the vignettes above, in which more specific guidance would
be helpful. These circumstances may involve people with cap-
acity, those who lack capacity or have fluctuating capacity and
those in whom the presence or lack of capacity is unclear.

In circumstances in which a dementia research participant
has capacity, best and lawful practice should in theory be
relatively uncomplicated. In this situation, the participant
can be supported to make their own decision about what re-
search they want to participate in including if/when they
wish to withdraw. In the case vignettes presented above,
we highlighted how ethical problems can, however, still arise
in situations where research involves participants with de-
mentia, even if they have capacity. For example, where the
participant appears misinformed about the study, they are
consenting to (see ‘Vignette C” and ‘Vignette D’).

Participants with even mild-moderate dementia often lack
capacity to consent to the research.*® It would be unethical,
and a threat to their human rights,*” to prevent this group
from participating in research. Participants without capacity
should be able to access the benefits that come with partici-
pation in non-interventional studies, even if they are not
‘therapeutic’—for example the enjoyment and/or sense of
fulfilment that often comes with participation.” The MCA
does not prohibit the inclusion of those without capacity to
consent to research, but over-cautious interpretation of the
law can potentially prevent such individuals who express a
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desire to participate, from doing so, reducing their autonomy
and de-prioritizing their wishes*” (see ‘Vignette B’).

In addition to the importance of involving these participants
for their own sake, it is vital from a societal perspective. We
must ensure that people who lack the capacity to consent to re-
search studies, including those with advanced dementia, are in-
volved as this will further scientific understanding of the disease
processes up to and including these latter stages and inform clin-
ical trial design,?” in turn conveying benefits for others with ad-
vanced dementia.* Therefore, there is a need for ethical and
legal avenues, accompanied by clear guidance, for conducting
research in dementia patients without capacity.

In some cases, it may not be possible to make a reliable decision
regarding a research participant’s capacity to make a specific
decision.*®* In fact, it is not always easy for clinicians to de-
fine patients clearly as having capacity or not.***® Capacity
varies within as well as between individuals, depending on en-
vironmental, social and decision-specific factors.”® Also, cogni-
tive performance measured using standard tools is insufficient
to determine capacity, which complicates the assessment pro-
cess.**% “Vignette D’ highlighted how the capacity of a partici-
pant who seems relatively cognitively intact may not hold up to
scrutiny in certain contexts. Additionally, capacity in some
people with dementia is prone to fluctuations, declines over
time (as in ‘Vignette B’) and varies across individual deci-
sions.>> !> Therefore, dementia researchers need to be able
to approach the recruitment of participants lying anywhere
along the ‘capacity spectrum’ in an ethical way.*®

To establish that a participant with dementia has capacity to
consent to research is to empower them and maximize their
ability to have their wishes realized. MCA s.1(3) implores as-
sessors of capacity to take ‘all practicable steps’ to support
the person being assessed.” In their report on dementia, the
Nuffield Council on Bioethics’ position is that ‘a person with
dementia should receive all possible support to help them
make their own decision about involvement in a particular
piece of research’. It specifically advises researchers and
RECs to ‘adapt the informing process in a way to enable, rather
than to exclude, people with dementia’ (Fig. 2).> Providing
support in the way of adequate information, at an appropriate
level of detail, with ample time for consideration is clearly cru-
cial in dementia research. However, as HHJ Rogers®® ruled in a
2020 case regarding the capacity of a woman with intellectual
disability, ‘there comes a point where support and encourage-
ment becomes so integral to the decision making process that,
in reality, the individual concerned is ... simply carrying out
the instruction of others rather than ... making capacitous per-
sonal decisions’. While no specific criteria to determine that
this is the case exist, dementia researchers should keep in
mind that there may come a point at which the support
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required for a participant to use and weigh the information
presented to them is to a degree that they are no longer demon-
strating capacity as an independent agent. At that point, unless
the research can be carried out under the specific research pro-
visions of the MCA, it cannot proceed.

In relation to those who do not have capacity to consent,
it can still be ethically meaningful to distinguish between
the person who ‘assents’, and the person who ‘dissents’
(see “Vignette B’). This requires researchers to engage in a
meaningful way with the participant and the evidence they
have for their preferences.**® Establishing these preferences
is key to respecting their autonomy and hence acting ethical-
ly. As Hope et al.*® argues, ‘A person with dementia may fail
tests of capacity for almost any decision and yet may have
wishes and desires and be able to express these, if not verbal-
ly then behaviourally. It would be in keeping with the value
of respecting capacitous choices to give at least some weight
to such desires’. This chimes with the MCA: Code of Practice
that states researchers should ‘do whatever is possible to per-
mit and encourage the person to take part, or to improve
their ability to take part, in making the decision’.**

Another way to maximize the incorporation of participants’
wishes is by pursuing ‘authenticity’. This can be achieved, for
example, through the assignment of a surrogate, or consultee,
to advise the researchers (see ‘Vignette A’). The consultee’s
task by s.32(4)(b) MCA is to seck to advise what the person’s
wishes and feelings about taking part in the project would like-
ly be if they had capacity (in relation to the question posed).’
Even if the consultee cannot give consent on the person’s
behalf, their involvement provides a way in which—working
together—the researcher and the consultee can achieve a max-
imally participant-centred approach (Fig. 2).

It is important to note here that, while such a spectrum exists in
reality, adherence to the MCA requires a decision to be made as
to whether a participant has capacity or not.” The lack of a sin-
gle tool to measure capacity reliably means those making the
assessment must aim to have a legitimate process for carrying
out and recording the outcome of an assessment.’® This allows
them to come to a conclusion as to participants’ capacity that is
consistent, justifiable and legally sound. What remains crucial,
regardless of the conclusion reached, is that the researcher does
not lose sight of the need to respect the core principles of med-
ical ethics, including patient’s autonomy—by establishing and
respecting their wishes as fully as possible.

RECs

In order to comply with the MCA, medical research must
be conducted in accordance with protocols that have been ap-
proved by an independent REC. REC:s are responsible for safe-
guarding the rights, safety, dignity and wellbeing of research
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participants by giving opinions on whether proposed research
is ethical and compliant with the law.>* They act to protect the
relationship between researchers and participants by acting im-
partially in the interest of both parties. By providing advice to re-
searchers, they can be a vital resource for achieving good, ethical
research but also will defend the rights of participants, vetoing
unethical proposals, ensuring clear communication to partici-
pants of their rights and that their needs are met.”*~® However,
evidence regarding the effect of REC input into studies is not rou-
tinely evaluated and is therefore limited and inconclusive.>®>’
Overall, we acknowledge the important role of RECs but that
there are likely limits to their ability to ensure ethical practice.
Therefore, we feel there is a need for additional guidance for re-
searchers on how they themselves can ensure that they are con-
ducting research with a consistent and sound ethical approach.

As described in Faber Post and Blustein’s®® 2021 Handbook for
Healthcare Ethics Committees, RECs should ‘strive to develop
ethics expertise ... through education, policy development and
consultation’. But the authors also state that ethics should be ta-
ken seriously by everyone rather than ‘off-loaded’ to a REC. We
agree that good or poor ethical research cannot be the responsi-
bility exclusively of an ethics committee. Researchers are them-
selves ‘moral agents’ and hence have the ability, and obligation,
to make moral judgements and perform moral acts. As such,
they must continue to develop skills to appraise and act in ac-
cordance with the ethical principles when conducting research
—rather than relying on, and being limited by, what is stated
in their protocol. As Johnsson et al.®' summarizes, ‘the efficacy
of ethics review in safeguarding morally acceptable research de-
pends on the moral competence and integrity of individual re-
searchers’. In the vignettes presented above, we highlighted
scenarios in which there is unlikely to be specific direction within
a study protocol for how to act, and therefore, a degree of judge-
ment is required by the researcher.

We also acknowledge that many frontline researchers may
lack confidence in their own training for achieving best ethical
practice. For effective implementation of researcher autonomy
as described above, we advocate for greater inculcation of best
practice by experienced colleagues and official bodies.’®
Currently, only Good Clinical Practice certification, the agreed
international standard for conducting clinical research, is
mandated.®” Fortunately however, in the UK, the National
Institute for Health and Care Research,®® local clinical research
networks®* and the Health Research Authority®’ all offer train-
ing that could be better utilized by the field. Alongside specific
training, there should be an obligation for senior colleagues
within research groups and clinical facilities to imbue a support-
ive and educational environment that instils in the local culture,
an importance on well-informed, ethical practice. Good leader-
ship includes reinforcing the importance of following regula-
tions, overseeing day-to-day behaviours and creating a
supportive environment where junior researchers can observe
best practice from colleagues with greater experience.®®



12 | BRAIN COMMUNICATIONS 2024, fcae2| |

A checklist to guide
decision-making

Informed by the authors’ real-life experience of issues that
arise in non-interventional dementia research studies, such
as those described in the vignettes, we propose the following
checklist (Fig. 1). Our intention is for researchers to work
through this checklist when presented with an ethical issue
in order to make a justifiable decision that is ethically and le-
gally sound and that aids participation without coercion.
This is founded in established ethical principles and builds
on the solutions proposed above for navigating limitations
in existing frameworks. This is not intended to provide de-
finitive direction in the case of specific issues but to be gener-
ically applicable across a range of scenarios and should be
applied upon a basis of good training and leadership.

Conclusion

Conducting effective and ethical dementia research is chal-
lenging as illustrated by the vignettes above. The existing le-
gal, ethical and governance frameworks are overlapping,
multifaceted but also often insufficient. Situations arise
that are not specifically prescribed for within legislation,
considering a range of ethical principles can lead to conflict-
ing conclusions, and RECs do not and should not have the
ultimate authority over how a study is conducted.

In the context of studies such as those discussed here, in
which there is no therapeutic component, ethical issues are
commonplace (the ethics of ‘clinical trials’ in this population
also warrants thorough, up-to-date exploration, with suffi-
cient patient and public involvement). Researchers can feel
pressure to collect data to achieve their own professional
goals, to satisfy the stated requirements of a study timeframe,
to comply with the demands of research primary investiga-
tors or supervisors and not to waste funding. They are also
committed to benefitting people with dementia. However,
they also know that there may be limited direct benefit to
their participants. Therefore, there is a conflict between the
desire to complete the research but an awareness that any
harms caused are rarely justified.

We presented a series of case vignettes, based on the real-
life experience of the authors working across the fields of de-
mentia research and medical ethics. Subsequently, we dis-
cussed how researchers might approach the issues that
arise in these vignettes, complying with the law and with
guidance from established ethical and philosophical princi-
ples. We then discussed the MCA and role of RECs and high-
lighted their limitations, before suggesting some ways of
overcoming these limitations. Finally, we have produced a
checklist (Fig. 1) for researchers to work through when pre-
sented with ethical issues. By utilizing this checklist, collea-
gues can approach ethical dilemmas in a systematic
manner and facilitate participation in much needed dementia
research.
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