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=  Work plan. Schedule of tasks, deliverables, efforts, dates and responsibilities corresponding to

the work to be carried out, as specified in Annex | to the Grant Agreement.

= Consortium. The EPAD Consortium, comprising the above-mentioned legal entities.

= Project Agreement. Agreement concluded amongst EPAD participants for the implementation of
the Grant Agreement. Such an agreement shall not affect the parties’ obligations to the

Community and/or to one another arising from the Grant Agreement.
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EXECUTIVE SUMMARY

This deliverable reports on the activities conducted in involving potential EPAD participants
in the development of the project and plans for the establishment of the EPAD Participant
Panel. The work builds on the review of the ethical issues associated with EPAD presented in
D8.1. The purpose of this deliverable is threefold:

1)

2)

3)

To report work with potential EPAD participants conducted to inform the
development of EPAD ethics guidance and practice. This involved qualitative work
conducted in 2015/16 with current research participants, involved in Alzheimer’s
disease (AD) studies in the UK and Spain, and the Alzheimer Europe European
Working Group of People with Dementia, to examine concerns related to the
communication of the risk of AD.

To report recommendations on the disclosure of AD risk approved by potential EPAD
participants to inform the disclosure and education process that will accompany
participant recruitment from the EPAD Longitudinal Cohort Study to a Proof of
Concept trial.

To set out recommendations and plans for involving EPAD participants in decision
making throughout the research process. The aim of this work is to draw on
participant experience to improve and develop the EPAD project, and to reciprocate
the contribution of these participants to EPAD. It includes establishing mechanisms
for participant representation at the local and project level. Key recommendations
include that:

a. Each local TDC should establish a local participant panel consisting of 6-8
participants.

b. From each local participant panel, one participant will represent the local
participant panel in the central EPAD Participant Panel,

c. From the central Participant Panel, participants should take turns to represent
the Panel at a project management level — advice on the implementation of
this should be developed by WP5.

© Copyright 2016 EPAD Consortium
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INTRODUCTION

Patients and the public feature at several points in the EPAD research process, most
prominently as research participants. However, they also play a role in two further activities,
commonly defined as engagement and involvement. The first activity involves work
specifically aimed at raising awareness of research, sharing knowledge or engaging and
creating a dialogue with the public —in EPAD such work is often the responsibility of WP6 or
the TDCs. The second involves creating and maintaining a relationship with participants
within EPAD. It indicates input which shapes the research process itself; often described as
carrying out research with members of the public, rather than solely on or about the publict.
The value of patient, public and participant involvement in research is increasingly
recognised? as providing practical benefits for the research process and as important in
establishing an ongoing relationship with research participants that reciprocates their
contribution.

Mechanisms for involving participants are well-established or under development in some
EPAD parent cohorts, including the PREVENT and ALFA cohorts. They provide the basis for a
two-way interaction with EPAD research volunteers, and a means of making meaningful the
description of these individuals as ‘participants’, with a role in influencing the design,
conduct and reporting of research %3, and shifting the relationship towards that of
collaborators rather than subjects.

\ 4

Subject Collaborat

Figure 1: The aim of the EPAD Participant Panel is to move participants from a role as passive subjects to
active partners in the EPAD project

There are two main arguments for participant, patient and public involvement (PPPI) in
health research. Moral arguments suggest that involvement is a right, so that the citizen can
have a voice in publicly funded research, and that individuals have the right to be involved
with any research intervention potentially being done ‘to’ them. PPPI activities thus establish
a reciprocal relationship between researchers and participants that recognises the
contribution and interest of participants in the study. They also establish accountability and
transparency between the study goals and the study population, and provide an opportunity
for researchers to respond to participants’ concerns.

© Copyright 2016 EPAD Consortium
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A methodological argument suggests PPPI leads to higher-quality research with greater
impact. Participant involvement can provide a valuable set of insights into the research
process. Potential positive impacts relevant to EPAD include the development of user-
friendly and user-focussed research objectives, questions, and study information, improved
consent procedures, questionnaires and interview schedules and enhanced implementation
and dissemination of study results*. Participant involvement may also enable the adaptation
of study logistics and documentation to specific local contexts and sensibilities, facilitate the
introduction of new test modalities and/or study requirements and aid in the identification
and resolution of ethical concerns.

This report consists of two sections. The first describes work conducted with potential EPAD
participants to inform the development of EPAD ethics guidance and practice. It focusses on
the background, methods and main findings of the Approaches to the Communication of
Alzheimer’s disease Risk (ACAR) study, led by WP8. Focus groups explored potential EPAD
participants’ views on potential benefits, risks and implications of AD risk disclosure in the
context of research, their preferences with regard to AD risk disclosure, and their responses
to different types of risk information (i.e. genetic, imaging, or lifestyle information). The
study developed recommendations for the communication of AD risk with research
participants. These were approved by all participants.

In the second section, WP8 outlines its plans for establishing ongoing participant panels
within EPAD. As a large-scale and leading European research project, EPAD should support
high standards of research conduct at all stages. This includes involving research participants
at all levels of research organisation. The proposed model involves the establishment of local
EPAD participant panels at each TDC. A central EPAD Participant Panel will be formed from
representatives of local participant panels. These proposals were presented and discussed at
the EPAD General Assembly.

This deliverable leads to follow-on work which will involve developing guidelines for
participants and TDCs outlining expectations for participant involvement, and working with
WP5 to identify how participants will be incorporated into project governance. In addition,
WP8 will develop a programme of research building on the empirical work conducted within
the ACAR study and a systematic review around disclosure.

© Copyright 2016 EPAD Consortium
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SECTION I: INVOLVING POTENTIAL EPAD PARTICIPANTS IN
EXPLORING ETHICAL ISSUES AND STUDY DESIGN

WP8's initial work with EPAD participants consists of involving potential EPAD participants in
scoping the ethical issues associated with the project. These resulted in recommendations
which will feed into the design of later stages of EPAD, notably related to the disclosure of
Alzheimer’s disease risk. This work was conducted under the auspices of the Approaches to
the Communication of Alzheimer’s disease Risk (ACAR) study.

1. The Approaches to the Communication of Alzheimer’s disease
Risk (ACAR) study

1.1. Introduction

As discussed in detail in deliverable 8.1, disclosure of biomarker-based Alzheimer’s dementia
risk status will occur during recruitment to PoC trials within the EPAD project. The
implications of disclosing information related to Alzheimer’s disease risk have been
discussed in the clinical and scientific literature for two decades >®. This conversation has
primarily focussed on the communication of genetic susceptibility genotypes, notably
APOE4. Existing research has explored the implications of, and procedures for, risk
disclosure =° by building on the model developed for the communication of genetic test
results. This literature suggests that there are few if any long-term implications for anxiety
and depression among those who receive risk disclosure'® (see D8.1 Annex for a summary of
this work). However, these studies have important limitations in terms of their geographical
focus and scope.

Firstly, existing research has concentrated on the USA. As such, it inevitably reflects US
attitudes towards risk, Alzheimer’s disease, healthcare and clinical research. Importantly,
research by Alzheimer Europe!! along with a small body of existing comparative work'?4
suggests that attitudes to AD risk may vary significantly between and potentially within
countries, including between the USA and Europe. By providing a European perspective on
disclosure, this research aimed to deepen our understanding of how and why this is the
case, adding to the evidence on how understandings of AD risk vary cross-culturally.
Secondly, existing research concentrates on the disclosure of genetic-based risk information
and disclosure approaches based around the model of counselling for genotype disclosure.
This reflects the prominence of APOE genotype in thinking about AD risk. However, in the
context of EPAD there is a need to explore whether such trait information, which may make
only an incremental contribution to individuals' knowledge of their future health in the
context of well-understood family histories®®, differs from state information, such as the
results of PET imaging or CSF sampling .

© Copyright 2016 EPAD Consortium
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The empirical research undertaken for this deliverable thus aimed to investigate what
people think about the disclosure of the risk of developing Alzheimer's dementia and to
contribute to guidance on whether and how to communicate risk status in Alzheimer’s
research.

1.2. Summary of key findings

e Hypothetically, the majority of the participants would want to know their
Alzheimer’s risk status.

e Information on risk was seen as useful to facilitate planning, for taking action to
reduce risk and to help obtain early diagnosis in the event symptoms emerge in the
future.

e The uncertainty of risk information significantly reduced its value and appeal, as did
the lack of effective treatments or clear approaches to risk reduction.

e The implications of risk were significant for families, because of heritability and the
potential future care responsibilities of partners and children.

e Most would tell partners and children about their risk status, but some were
concerned about its effect on these relationships

e There were no major differences in discussions between different types of risk
information.

e The most important feature of any disclosure is its ability to provide clear, concrete
information.

e Discussions of biomarker and lifestyle-based risk scores placed more emphasis on
the causes of elevated risk, and on responsibility for this.

e The research led to the development of recommendations on the disclosure of AD
risk which were approved by all participants. These will inform the disclosure and
education process that will accompany participant recruitment from the EPAD
Longitudinal Cohort Study to Proof of Concept trial.

© Copyright 2016 EPAD Consortium
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1.3. Methods

Focus groups were held in London and Barcelona between November 2015 and January
2016. Spanish participants were recruited through the BBRC (Barcelonafeta Brain Research
Centre) database of volunteers. The BBRC is the research centre of the Pasqual Maragall
Foundation and many of the group participants were also participants in the ALFA
longitudinal study of Alzheimer’s disease!’. UK participants were recruited through the
PREVENT study based at West London Mental Health Trust*®. Both ALFA and PREVENT focus
on dementia prevention in mid-life and none of the participants in the London and
Barcelona groups had dementia. Participants in studies such as these are likely to be among
those contacted to take part in EPAD. As such, while their views may not be representative
of the population as a whole, they are more likely to capture the concerns of participants in
research and as such, have more immediate relevance. In addition, one group discussion was
held with Alzheimer Europe’s European Working Group of People with Dementia (EWGPWD)
to obtain the perspective of people with dementia. The study was approved by ethics
committees in Cambridge and Barcelona.

Four groups were held at each site, three with people with a first generation relative with
Alzheimer's dementia, one with people without this family history. A total of 51 people
participated, 32 in Spain, 19 in the UK. The Spanish groups consisted of 20 women, 12 men,
with a median age of 61. These groups were facilitated in Spanish by Ana Diaz (AE). The UK
groups included 10 women and 9 men with a median age of 55. These groups were
facilitated in English by Richard Milne (UCAM). The EWGPWD group included six people with
dementia and four partner caregivers. It was facilitated in English by Richard Milne.

The groups were conducted according to the same protocol. In advance of the groups,
participants were provided with a short background information document on the shift in
Alzheimer’s disease research to a focus on prevention and early intervention (see Annex).
The discussions started by establishing how this new information fitted with participants'
background knowledge and their own and familial experiences with Alzheimer's and other
forms of dementia. It then moved into a broader discussion of whether participants would
want to learn their Alzheimer's disease risk and what the implications of this would be. In
the second part of the discussion, three short vignettes were introduced (see Annex). These
described three forms of risk information — genetic testing for ApoE, PET amyloid scanning
and a ‘combined risk score’ based on lifecourse and lifestyle factors. Each of these vignettes
was discussed. Participants were asked whether the nature of the test affected their
previous discussion of risk, and if or how such information might be useful or harmful.
Finally, participants were asked for their views on how the disclosure of Alzheimer’s disease
risk should occur, drawing on the own experience and the group discussion.

© Copyright 2016 EPAD Consortium
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Following the group meetings, the findings and recommendations were written up as a
report for participants. This was circulated by email to the participants in Spain and the
United Kingdom for comment. The participants from Alzheimer Europe’s EWGPWD
discussed and reviewed the recommendations in a face-to-face meeting. The findings and
recommendations have been revised in response to all feedback provided.

1.4. Results

1.4.1. Background knowledge

The majority of participants at both ACAR sites had family members with AD or other forms
of dementia. This included all but four participants in Barcelona and three of the four groups
in the UK. In reflecting on their own knowledge and experience of dementia a key theme
among those with a family history across both sites and the EWGPWD was the difficulty they
or their family members had encountered in receiving a diagnosis, and the lack of support
associated with a diagnosis. In Spain, participants described a lack of awareness of dementia
on the part of GPs and in society more broadly. In the UK, participants described how it had
been difficult to obtain a formal diagnosis of dementia.

1.4.2. Attitudes to disclosure

The majority of participants in both the UK and Spain expressed an interest in knowing their
own risk status. A number of reasons were given for wanting to know. Significantly, a
number of people with a parent with Alzheimer's or another dementia already felt they were
at high risk. Participants in the Barcelona groups also mentioned that other people, including
colleagues or friends, also assumed they were at higher risk because they had a family
member with AD. As such, participants suggested that learning AD risk status might provide
only an incremental change in knowledge.

While there was overall interest in learning AD risk status, there was also an
acknowledgement that this might not be the case in practice. A discussion in one of the
London groups is particularly illuminating in this regard, in which participants described
being at a research meeting where they thought someone was about to be described as
being 'at risk', their “stomach just sort of went into my boots” leading them to think that
“when you’re actually faced with it I'm sure it’s going to be very different”.

1.4.3. Perceived benefits of learning risk information

One important driver of the desire to know was clearly the experience of seeking a diagnosis
— either for themselves or relatives — and the hope that being identified as 'at risk' might
lead to earlier detection of symptoms, earlier diagnosis and potentially earlier access to care.
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The value of learning risk information was described at both sites in terms of its implications
for practical planning, including setting up advance directives or establishing power of
attorney. Some participants with a family history also mentioned that it would allow them to
accept their risk and prepare themselves, including potentially enabling them to have
conversations with family members that they wished they had had with their own parents.

Participants also suggested that knowing they were at higher risk would enable them to take
action to reduce their risk, although they were also sceptical about whether this would
happen.

Finally, in the Spanish groups, one perceived possible advantage of learning risk status was
that, as it became more widespread, it might contribute to increasing societal knowledge
about dementia, and shifting attitudes.

1.4.4. Concerns about learning risk information

Concerns about learning AD risk status emphasised the lack of effective treatment or of
anything 'definite' that could be done to reduce risk or delay the onset of dementia. As one
participant in the EWGPWD described:

.... if you told me that | was at a high risk | would certainly want to have, um, advice.
How do I go on from here, what can | do to prevent it from getting any worse, or
developing into a full-scale thing? Otherwise | don’t think | would like you to tell me,
because what could | do? And why should | carry this worry, and why should | burden
my family with this kind of worry...

Furthermore, they suggested that there is currently little benefit to knowing as the
information itself is uncertain and consequently of limited value. As UK participants
described after considering the case study vignettes:

C — But it’s interesting getting me thinking with what I’'ve gone through before, you
know, would I ... if | left here today and | was approached like, ‘Do you want to go to
genetic testing and the amyloids at this stage?’ and just thinking about it | probably
wouldn’t. You know, why ...

A —You’re not going to gain any information from it.

C - Yeah.

Finally, participants were concerned that some people might be told they are at risk but
never develop dementia. This would lead to unnecessary stress and anxiety for people and
their families
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1.4.5. Implications of knowing

Participants described a number of expected implications of knowing that they were at
elevated risk. Firstly, they suggested that whilst initially it could be difficult to learn about
risk, these initial consequences would pass, and they would learn to deal with the
information. But they suggested other people may not want or be able to do this.

Participants described the potential implications for their families, either because the
information would be genetic and therefore shared between family members, or because of
the knowledge that family members might become carers in the future. A number of
participants in the groups in Spain and the UK then emphasised that they did not want their
children to have to look after them in the same way they had cared for their own parent.

The provision of risk information was seen as a potential opportunity to institute changes in
lifestyle or, as one Spanish group described, to review life values. As one UK participant put
it, introducing lifestyle changes would mean that you would know “you gave it your best
shot as well.” However, in both UK and Spanish groups, there was scepticism about how
realistic or durable lifestyle change would be.

A further consequence of learning risk status was seen as the potential to become hyper-
aware of changes in cognition. Thus in the Spanish ACAR groups one participants described
how “I would monitor myself closely, so | could see any early changes” while in the UK,
another described how

“it could be that if you’ve been assessed as having a higher risk and then you’ve got a
couple of days, and twice you’ve come down without the thing you went up for ... ...
That could then make you think, ah, this is the beginning of it.”

Interestingly, the discussion in the group without family history in the UK took a slightly
different direction. As the conclusions above suggest, discussion in the majority of groups
focussed on the nature of dementia, and the need for care. However the discussion among
this group focussed much more abstractly on 'risk' and its meaning, drawing on broader
understandings of disease risk, including related to heart disease and cancer, and
concentrating much less on the implications of learning dementia risk per se.

1.4.6. Who to tell?

Almost all participants indicated that they would tell their partners if they were told they
were at increased risk of developing Alzheimer's dementia. They emphasised that it was not
necessarily information they saw as significant, as it is only a risk status, and its implications
are unclear. However, some participants in the EWGPWD group said that they would keep it
to themselves for some time.
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Most participants suggested they would tell their children. There were concerns that
children would become worried, but participants also suggested they would be able to tell
their children not to care for them. Few participants indicated they would tell their friends -
although some suggested they would tell a close group of friends, while one Spanish
participant commented that “It should be treated like a risk for any other illness/disease”.
Nobody felt they would inform their employer or insurance company unless they had to.
Participants in both countries argued that it was not information that would be relevant to
employers, while in the UK groups it was also suggested that the information could
potentially prove damaging in a competitive work environment; perhaps leading to being
overlooked for promotion. Some EWGPWD members described receiving good post-
diagnosis support provided by employers but felt that, in contrast, knowledge of risk status
might damage opportunities for employment and progression and that it was information
that should be protected.

While almost everybody said they would tell somebody about their risk status, there was
concern in all the groups about the consequences of this, including subsequently feeling like
they were being monitored by their family or losing authority within the family. As one
participant in London described:

“I wouldn’t want people second guessing me. So if you’ve told somebody that and
then you do say something really stupid [laughs], or they find your keys in the fridge,
right, they think, oh, that’s what it is then”.

For some, this lead to a preference not to tell anyone, at least initially. As one Barcelona
participant commented:

“people would treat me different, they would be trying to find signs of dementia. |
would monitor myself, | would not like others telling me what to do, or “observing”

7

me-.

1.4.7. Risk domain vignettes

In the second part of the group discussion, participants considered specific forms of risk
information. Three examples were presented: genetic testing, PET amyloid imaging, and a
‘combined risk score’ based on lifestyle and other factors. Of the three, participants
generally saw no significant difference between the genetic and amyloid risk information.
The defining factor at all three sites was the detail and predictive accuracy of the
information provided, rather than the domain of the information. Nevertheless, discussion
of amyloid status did move the groups towards considering the causes of pathology, while
the genetic information was seen as more clearly causal in its own right. Discussion of causes
and prevention then expanded significantly in discussion of the third vignette, around
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lifestyle risk scores. The overall narrative in all contexts was that this was more useful
information, in that it was enabling and provided participants with a course of action.

APOE

The distinctive feature of genetic testing was that it makes risk a concern for families as well
as participants. In addition, in the UK groups it was seen as having implications at an early
stage in the lifecourse, as it could influence whether or not people chose to have children.
This created a quandary in terms of when the information would be most pertinent. On the
one hand, “if you knew early enough” people may decide not to pass on the gene. On the
other hand, participants said that they would not want to know in their 20s and “carry that
burden” for 40 or 50 years, particularly if the gene is not predictive of likely age of onset.
Similarly, in the EWGPWD discussion, one participant described how knowing that she had a
gene would “hamper” her life, while another said that he would like to know at his age, in
his late 60s, but would not have wanted to know previously.

Given the probabilistic nature of the APOE gene, some participants described it valuable as
part of an overall picture of risk. As one described “I’'m trying to sort of paint a picture of
what |, my understanding of this, because we have to have an individual understanding of
what we think it is and how it relates to us | suppose.”

PET Amyloid

For most participants, PET amyloid imaging was discussed in the same terms as APOE
genetic testing. Again, the most important feature of any information was its ability to
accurately quantify risk, and to provide a course of action. Nevertheless, there was some
discussion of how, while APOE was predictive, PET amyloid provided evidence of actual brain
changes. As one UK participant put it “"you know, there is something there, not just a
predisposition because of genetics but they’re actually tracing something". However, the
relevance of this information alone was not clear. In the EWGPWD discussion, participants
focussed on the fact that some people with dementia do not have significant amyloid
deposits. As one group discussion in London described:

E — I’m not going to come out going, ‘Oh my God! Amyloids!’

D — But unless they can tell you what’s causing the amyloids or what you’ve got to do
to get rid of the amyloids ...

A — No that’s right.

D — ... what do you gain from it?

As the extract above suggests, discussion of PET amyloid did start to move the focus towards
the perceived causes of brain changes. As one Spanish participant put it “What | would like
to know is what is causing these deposits, not the fact that | have them”. Similarly, a UK
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participant described how the value of the test would come when “you knew what was
causing the amyloids and what you could stop doing to stop the build-up.”

Combined risk score

The final example of risk information, the combined score, was discussed with more
enthusiasm in the groups, despite not providing more detail about the actual level of risk.
This was due to the perceived ability of participants to do something in response to the
information. As one London participant described “Well | think it’s quite valuable, actually,
because that means that there is something almost straightaway that you could do”. In the
EWGPWD the combined, lifestyle-based risk score fitted well with discussions of why people
felt they had developed dementia — including lifestyle factors, stress and depression as well
as head injuries.

There was comparatively little discussion of the nature of this type of information. However,
in one of the UK groups, one participant described the combined risk score as “... a softer
diagnosis let’s say than ... you know, you’ve got that wrong with your brain or you’ve got
that wrong with your genes.” For some, this meant that the information was less convincing.
As another UK participant described, contrasting it with amyloid imaging, “you can’t, you
can’t fabricate or deny an amyloid in the brain or a protein in the brain, you can’t deny one
of these tangles, whatever they look at, it’'s more, it's more factual”.

While the overall perception of the combined risk score was as useful information, there was
some disappointment in both the UK and Spanish groups that the likely prescribed courses
of action — dietary change, exercise — were the same as the general advice provided for
healthy living. Similarly, an EWGPWD member suggested that the usefulness of the
information depends on how specifically it can be linked to dementia. Concerns were also
raised in the Spanish groups about whether family and friends would pressurise people to
make lifestyle changes in response to the information, and whether it was fair to make
people make changes without being certain of the benefits. Similarly, in one of the London
groups, it was felt that the lifestyle score pointed more clearly to individual ‘guilt’ and
responsibility in relation to dementia risk.

1.5. Conclusions

The ACAR and EWGPWD group discussions suggest that there is interest in risk information
but that this is tempered by an awareness of the poor predictive quality of the information.
The desire to know or not is also shaped by participants’ own experiences, understandings
and attitudes towards Alzheimer’s dementia. The few groups with participants without
family histories suggest that without this experience, discussion focusses more on the
generic or abstract nature of disease risk.
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Differences between types of risk information are secondary to the perceived predictive
value of the information itself. While no major differences emerged between genetic and
biological markers, discussion of the former emphasised the relevance of the information to
family members, and treated it as static information of different utility at different stages of
life. In contrast, the latter directed attention much more towards individualised causes of
pathology. This discussion then developed further in relation to the lifestyle risk score. This
final source of information was seen by participants as providing more options for action
than the first two, and thus as potentially more useful information to receive.

The findings of the ACAR work, and the recommendations produced, represent the first
stage in the empirical work of WP8. They are pilot qualitative findings, aimed at elaborating
key areas for further research. Such research will explore the generalisability of the
discussions and recommendations introduced here, and will, where possible, involve EPAD
research participants as collaborators to explore the experience and implications of EPAD
participation.
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2. Recommendations related to the EPAD disclosure process

The ACAR research produced to a number of recommendations related to the disclosure,
within research settings, of the risk of developing Alzheimer’s dementia. The
recommendations will be used to inform the development of EPAD educational materials
and the disclosure process, alongside existing best practice.

The recommendations assume an individual has already chosen to learn their risk status, and
the implementation of each recommendation should reflect individual preferences around
disclosure where possible. The recommendations concentrate on the nature of the
communication process, and the content and consistency of the information. However, they
also suggest that the disclosure of risk status has the potential to become the start of a
pathway that ultimately cumulates in diagnosis. Given the uncertainties around AD risk
information, and the potential implications of formal and informal monitoring associated
with risk status, the value and impact of this journey needs careful consideration. Follow-up
work will explore this post-disclosure journey, and expand work with people without family
histories.

Information should be provided by experts with the necessary skills and
knowledge to help people make sense of the information.

Participants emphasised that not everybody would know how to make sense of the risk
information. They suggested that it was important that the person responsible for disclosure
have sufficient depth of knowledge to help people understand the information and its
implications.

The risk disclosure process should make it clear that this is a risk status, not a
diagnosis.
Participants were concerned to make it clear that their discussion was not about receiving a

diagnosis of Alzheimer’s dementia, but a risk status. It is important that this distinction is
emphasised.

Consistent and clear information should be provided on what higher risk
means.

One of the most important themes in the group discussions was the importance of being
able to explain what exactly is meant by higher risk. Participants would ideally want detailed
—ideally numerical — information on what their actual risk was of developing Alzheimer’s
dementia. This should be provided in writing, to allow people to review and reflect on the
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information.

Information about risk should be adapted to the person receiving the
information.

Participants suggested that not everybody would either understand or interpret information
in the same way, and that the disclosure process should account for this.

The process of disclosure should take place face to face in a dedicated, quiet
setting.
Participants felt that they would rather learn their risk status face to face rather than by

telephone or letter. The environment in which face-to-face risk disclosure occurs should be
appropriate.

People should have the opportunity to ask questions during and after the
disclosure process.

The disclosure process should allow time for discussion and for questions. As not all
guestions may occur to people at the time, they should be able to raise questions after
disclosure as well.

The information and its interpretation should be consistent whether
communicated by researchers or in medical practice, including by GPs

Participants were concerned that while they would be given a clear interpretation of risk
information by clinicians involved in research, their GPs may not give them the same
interpretation in subsequent conversations. They were concerned that this could lead to
potentially conflicting and confusing messages.

The risk disclosure process should involve psychological and emotional
support.

Participants suggested that for some people, the impact of learning risk status would be
significant, and emphasised that support should be available to people if they would like it.

They also suggested that the process should make people aware of the other sources of
support that are available.

Communicating risk status should be accompanied with the best available
information on how to reduce risk.

One important reason for wanting to know risk status was that it might enable people to
take action to reduce their risk. Providing this information as part of the disclosure process
provides people with a course of action.

People should be monitored and supported after disclosure.
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Participants expected that there would be some kind of follow-up after people learn their
risk status if they would like it. This would involve making psychological and emotional
support available in the longer term and potentially a regular check-up with a doctor.

In the future it is important that people have equal access to information
about risk

Although the discussions focussed on the communication of risk within a research setting,
concerns were also raised about who would have access to risk information in the future,
and whether testing would be equally available and affordable to all. This may be
particularly pertinent in the case of genetic and amyloid testing.

2.1. Implementing the recommendations in EPAD

The recommendations for AD risk disclosure developed within the ACAR study will be
translated into the EPAD research context. In setting up procedures for the disclosure of the
AD biomarkers, EPAD researchers should consider and accommodate the following
recommendations:

During disclosure:

- Disclosure of an AD biomarker should ideally take place face-to-face in a private, quiet
room. This implies that the TDC must make rooms available for this purpose.

- There should be sufficient time for research participants to ask questions.

- The disclosure discussion should be conducted by an expert who provides clear and
consistent information and has the skills to help participants understand the meaning

and implications of a positive biomarker for AD, each at their own level of understanding.

- The expert should focus on informing participants that a positive AD biomarker is a risk
factor, not a diagnosis. Ideally, the expert should be able to accurately quantify the

participant’s AD risk, although this may not be feasible on the basis of available evidence.

In this case, the uncertainties associated with the information should be made clear

- The expert should point out whether there are any strategies to reduce AD risk that have

proven effective. Given that conclusive evidence is limited in this area, participants
should be provided with information based on the best available evidence.

After disclosure:
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- Participants should receive written information materials about the meaning and
implications of a positive biomarker for AD, and about established strategies to reduce
AD risk.

- In order to improve participants’ access to relevant information, EPAD may make
information available online, outlining the state of knowledge around AD biomarkers and
dementia risk reduction. In its newsletters, it can refer to up-to-date information posted
online.

- Participants should be given written information they can bring to their GPs, treating
physicians, or other healthcare professionals, providing scientific references to explain
the significance (or lack of significance) of the finding to them and ensure a consistent
healthcare approach.

- Those who may need psychological support, should be referred by EPAD researchers.
This implies that EPAD researchers should make prior arrangements with psychological
care professionals in the region.

Disclosure will take place in various TDCs in various countries by various researchers in
various languages. In order to assess the psychological, behavioural and social effects of AD
risk disclosure, and to facilitate comparison across EPAD sites, the disclosure processes will
ideally be standardised. This underlines the importance of the Education Task Force, which
will provide information and educational materials for research participants, and form part
of the ongoing training of EPAD investigators on how to inform, communicate and/or
disclose information about EPAD.
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SECTION IlI: ESTABLISHING PROCESSES FOR ONGOING INVOLVEMENT
OF EPAD PARTICIPANTS

3. The participant panel

The aim of the ongoing EPAD participant panel is to enable research participants and
patients to make a meaningful contribution to the direction of the EPAD study, to
reciprocate their contribution to research and to obtain feedback about their experience of
participation. Though the everyday interactions in the TDCs in the various regions should
involve active inquiry into the welfare and the experiences of research participants, formal
mechanisms for involvement will be put in place through the creation of a central EPAD
Participant Panel formed from members of the EPAD longitudinal cohort study.

3.1. The panel structure

The EPAD Participant Panel should represent participants at a local TDC and at the
wider/whole project level.

Each local TDC should establish a local EPAD Participant Panel consisting of 6-8
participants. In local panels, participants can discuss their experiences in their native
languages, and raise issues that may be specific to the TDC, to the local healthcare system or
to the cultural context of the TDC. Establishing local representation will enable
recommendations that result from local panel discussions to be directly implemented at the
TDC. The group will meet at least once a year in person at the TDC.

From each local EPAD Participant Panel, one participant will represent that panel in the
central (English-speaking) EPAD Participant Panel. Every year, the central EPAD Participant
Panel will meet once physically at the General Assembly, and once virtually, through an
online communication tool. This meeting will be facilitated by WPS.

From the central Participant Panel, one participant should represent the Panel at a project
management level — advice on the implementation of this will be developed with WP5.
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3.2. Panel recruitment

Through either the first newsletter to be sent to EPAD LCS participants and study partners,
or at the first repeat LCS visit, all participants should receive a notice explaining the aims and
structure of the local and central participant panels. Participants will be asked to contact the
TDC if they would like to take part in their local participant panel. They will then be provided
with information on what taking part in the panel involves, including the loss of
confidentiality and anonymity associated with being identified as a research participant.

One member of this panel should be willing to attend the central EPAD participant panel,
and the TDC should endeavour to ensure that this person can speak sufficiently fluent
English to participate in the central panel discussion.

If this approach leads to few responses, additional approaches must be considered (e.g. a
notice on the EPAD website, a flyer at the TDC, a brief oral introduction of the participant
panel by EPAD investigators, etc.). WP8 will provide a template for the notice(s) in English,
which TDC coordinators can translate into the local languages of the various TDCs.

If the newsletter announcement leads to a significant response, the TDC should attempt to
ensure that the panel is as representative of a range of views and experience among the
study population as possible. The TDC should also consider establishing a waiting list of
participants who replace members of the panel who chose to cease this role, or who reach
the end of a fixed term.
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3.3. Content of discussions

Participant panel discussions will provide for reflection on existing study experience;
discussion of future plans for EPAD, such as those related to the establishment of
collaborative agreements with other studies or the introduction of new testing modalities;
and focussed discussions on issues that would benefit from the direct attention of
participants, such as reviewing study documentation or reviewing questionnaires for
assessing the experience of EPAD participation for both participants and study partners.

3.4. Ensuring the success of the panel

The success of the panel requires a clear articulation of the responsibilities of both
participants and researchers. A number of core values associated with the panel should be
agreed, including respect for the confidentiality of discussions and for the opinions of panel
members. Participants should make a commitment to be present at one or two meetings a
year, to prepare for these meetings and to act as a point of contact for other participants if
necessary. For one participant at each TDC, their commitment will also involve effectively
representing the local group at the EPAD General Assembly. TDCs should make a
commitment to respect the input from the participant panel, be willing to make changes to
practice to reflect their recommendations, and ensure that participant panel members’
experience of taking part in EPAD research is not affected (negatively or positively) by their
involvement in the panel.

Research suggests that successful lay representation in research studies relies on an
effective working relationship between the local study team and participant
representatives?. It is thus essential that the participant panel is reviewed and fostered
locally. One key element is identifying a named contact with whom participants feel
comfortable liaising, ideally someone independent of the core study team.

3.5. Monitoring the effectiveness of participant involvement

One key weakness of existing work in PPl has been the difficulty in assessing the impact of
such activities. Consequently, TDCs and participant representatives should work together to
record their input at TDC level and associated outcomes. This will enable the review,
assessment and refinement of the EPAD Participant Panel over time.

3.6. Future directions for the EPAD Participant Panel

Current plans for the EPAD Participant Panel will be revised over time in collaboration with
members of the panel themselves, with the long-term aim of developing a truly participatory
approach to research. Particular areas of interest include but are not limited to:
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- Planning for meaningful participant involvement in EPAD clinical trials

- Contributing to the development of procedures for assessing study experience for both
participants and study partners

- Expanding mechanisms for participant involvement beyond the scope of the panel

- Establishing opportunities for participant partnership in follow-on research proposals
from EPAD

- ldentifying gaps in participant representation within EPAD
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Annex 1: Materials provided to ACAR participants

CONTENTS

1. Approaches to the Communication of Alzheimer’s disease Risk (ACAR) Information
Booklet — provided to all participants in advance of the study
2. Vignettes on different testing domains
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ACAR Background Information Booklet

Approaches to the
Communication of Alzheimer’s
disease Risk (ACAR)

Information booklet
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The changing definition of Alzheimer’s disease

There are more than 10 million people with dementia across Europe. Dementia has a range
of causes and affects everyone differently. It includes a group of associated symptoms, from
memory loss to difficulties with thinking, problem-solving or language, and sometimes
changes in mood or behaviour. Dementia is progressive, becoming more pronounced over
time.

Dementia affects people’s ability to do a range of activities of everyday life and to maintain
their independence. It may have social, physical and psychological effects, which may be due
to the effects of dementia, but also to frustration and worry or the attitudes and behaviour
of other people. With support, it is possible to live well with dementia.

Alzheimer’s disease is the most common cause of dementia, accounting for around 70% of
cases. Until recently, it has been identified by changes in people’s memory and behaviour.
However, doctors and researchers working on Alzheimer’s disease have produced a new
definition of the disease. They hope that changing how we think about Alzheimer's will allow
a better understanding of what happens in the disease and lead to new drugs becoming
available.

Changing criteria for Alzheimer’s disease

The new definition of Alzheimer’s disease builds on research that has helped produce a
clearer picture of what is going on in the brain over time. It suggests that early changes in
the brain happen as much as 20 years before the first symptoms show. During this stage,
people may have no symptoms, but deposits of proteins called amyloid plagues and tau
tangles start to form throughout the brain.

These protein deposits are the characteristic signs of Alzheimer’s disease. As they form,
nerve cells in the brain stop functioning, lose their connections with other nerve cells, and
die. It is however important to note that not all people with plagues and tangles go on to
develop the disease.

Understanding how the brain changes

Current research aims to better understand the biological changes in these early stages —
what the new definition calls ‘preclinical’ or ‘asymptomatic’ Alzheimer’s disease.
Understanding how the brain changes before symptoms appear might allow doctors to
accurately estimate an individual’s risk of developing dementia. This would be important
because it is thought that drugs or other therapies to stop or slow the changes would be
most effective at these early stages.

At the moment it is impossible to predict with any certainty whether an individual will
develop Alzheimer’s dementia in the future, except in people who have rare genetically
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inherited forms, which account for between 1% and 5% of cases. Research suggests that for
most people a large number of genetic and lifestyle factors increase or decrease the risk of
developing Alzheimer’s dementia in the future.

Much is still unknown about the course of Alzheimer's disease, and many people who have
the early changes associated with Alzheimer’s disease never develop symptoms of dementia.
There is no agreed standard for what is a significant change in tests for markers, and
different tests can give differing results. Finally, while current treatments are effective at
treating symptoms, there are no medicines scientifically proven to prevent, stop or slow the
progression of the disease. Because of this the new criteria are not currently used by doctors
in clinical practice.

Using the criteria

In the last 25 years, only four drugs for Alzheimer’s disease have been introduced, despite
research on many medicines that were thought to be promising. Now, many researchers
think that past trials failed because they were aiming too late in the disease when the
damage to the brains of participants was already too far advanced. They want to use
markers to find people, potentially before symptoms appear, for inclusion in drug trials to
prevent or slow the disease process. However, recruiting people for this research may mean
telling people who are currently healthy that they are in a high risk group for Alzheimer’s
dementia. It’s not clear what the implications of this for individuals and their family and
friends would be.

Glossary

Preclinical: The first stage of the new Alzheimer's disease classification. It covers a (possibly
long) time period when the biological changes associated with Alzheimer's may be seen in
the brain, but there are no symptoms. It is a definition intended to be used in research, not
in clinical practice.

Biomarker: A biomarker is something in the body that can be measured which reliably
indicates whether disease is present or not, or the risk of later developing a disease.
Commonly used examples include blood sugar levels for diabetes, or cholesterol levels for
heart disease.

Amyloid: A protein in the brain. 'Plaques' of amyloid in the brain are a classic sign of
Alzheimer's disease. In the past it has only been possible to see them after death, but they
can now be seen with new brain imaging technologies.

Tau: A protein in the brain. 'Tangles' of tau are thought to kill nerve cells and are one of the
characteristic features of Alzheimer’s disease.
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Optional further

reading

Introductions to Alzheimer’s disease

The Alzheimer’s Society (UK) introduction to Alzheimer’s disease

http://www.alzheimers.org.uk/site/scripts/documents info.php?documentlD=133

Alzheimer Europe introduction to Alzheimer’s disease
http://www.alzheimer-europe.org/Dementia/Alzheimer-s-disease

‘Alzheimer’s basics’ from the National Institute of Ageing (USA)
https://www.nia.nih.gov/alzheimers/topics/alzheimers-basics

For more information on the new definition of Alzheimer’s disease

Description of the new diagnostic criteria from the Alzheimer’s Association (USA)

http://www.alz.org/research/diagnostic criteria/

And their Frequently Asked Questions
http://www.alz.org/documents custom/Alz Diag Criteria FAQ.pdf

For any questions about the booklet, please contact

Dr Richard Milne
01223 761912

rim231@cam.ac.

Institute of Public Health
uk University of Cambridge

2 Wort’s Causeway
Cambridge

CB1 8RN
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ACAR Vignettes

Genetic testing
Scientists have so far identified several genes implicated in the most
common, late onset form of Alzheimer's disease. The gene with the
strongest influence on risk is called APOE. It has three forms called
€2, €3 and €4. People who carry the €4 form have an increased risk of
developing Alzheimer’s disease.

A blood test can identify which forms of APOE a person carries.
However, it cannot predict with certainty whether they will or will
not develop Alzheimer’s disease. This is because a number of other
factors influence whether or not somebody will develop Alzheimer’s
disease.

Genetic testing is widely used in research, to help understand the
factors associated with an increased risk of developing Alzheimer’s.
However, it is currently not recommended by doctors.

If you learned you were at increased risk of Alzheimer’s disease from
a genetic test, what would the implications be?

Figure 2: A genetic test would be done on a blood or spit
sample
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Amyloid Imaging
One of the distinctive signs of Alzheimer’s disease in the brain is the
presence of abnormal build-ups of a protein called amyloid. For a
long time, it was only possible to see these after people had died. In
the last few years, a new brain imaging technology called amyloid-
PET has been developed. It allows scientists to detect amyloid in the
brain while people are alive.

Not everybody with a build-up of amyloid will go on to develop
Alzheimer’s dementia. Some people with amyloid build-up have no
cognitive problems. In addition, some people without amyloid will
have other forms of dementia. However, research suggests that older
people with evidence of raised levels of amyloid in the brain may be
at higher risk of Alzheimer’s dementia. Scientists do not yet know
which people with normal cognition and higher levels of brain
amyloid will develop dementia.

If you learned you were at increased risk of Alzheimer’s disease from
a brain scan, what would the implications be?

Figure 3: An example of a PET amyloid scan
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Combined Risk Score

The biggest risk factor for the development of Alzheimer’s disease is
age. Other factors associated with a higher risk include a family
history of Alzheimer’s disease, high cholesterol, high blood pressure,
diabetes, smoking, obesity and a lack of physical activity. There are
also characteristics associated with a lower risk of developing
Alzheimer’s disease, including higher levels of education, being more
socially active, and taking part in mental activities.

Information about many of these risk factors is collected routinely by
doctors. It can be combined to develop a ‘risk score’ that might
enable doctors to identify individuals who may have a higher risk of
developing Alzheimer’s disease. However, it is not able to predict
with certainty who will and who will not develop Alzheimer’s disease.

If you learned you were at increased risk of Alzheimer’s disease from
a combined risk score, what would the implications be?
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Figure 4: An example score from a risk calculator app
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