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EXECUTIVE SUMMARY

EXECUTIVE SUMMARY

More than 55 million people worldwide currently live with dementia, of which Alzheimer's
disease (AD) is the most common form, possibly contributing to 60—-70% of cases (Wimo
et al., 2023). While AD is often considered a devastating disease against which nothing is
possible, society is now entering an era where we are starting to rethink AD as a treatable
and manageable condition. This shift in our way of viewing AD has a solid scientific base to
support it, and has been largely driven by research-led innovation. Our new understanding
of the disease and the advent of biomarkers —biological indicators in our bodies that help
doctors diagnose diseases, monitor conditions, and evaluate treatment effectiveness - have
already revolutionised the way we diagnose AD. This has profound implications for treat-
ment, as early diagnosis opens windows of opportunity for disease modification. With this
transformation comes a call for adequate policy frameworks to ensure that benefits in the
scientific field are translated into improved lives for people living with AD and their families.

Indeed, the next revolution of understanding AD, brought about by scientific advancements, is
multidisciplinary, holistic and personalised treatment, care and management at the biological,
psychological, social and societal level. In addition to pharmacological treatments, new
neuromodulatory (e.g., deep brain stimulation, transcranial magnetic stimulation, gamma
stimulation) and non-pharmacological treatment and care approaches (e.g., telemedicine,
physical exercise, diet, socially assistive robots, occupational therapy) show promise.
Thanks to this rich pipeline, in the next years we might witness a wave of new interventions
and a further and more profound shift from AD care to active treatment and management of
early-stage disease.

As the implications will be profound, this transformation requires society to rethink its collec-
tive approach and vision towards AD. Preventing AD, slowing its progression, and extending
the independence of people living with AD will significantly impact brain health throughout
someone’s lifetime (Long et al., 2023). While in 2019, dementia cost global economies 1.2
trillion euros of which approximately 50% is attributable to informal care (e.g., family mem-
bers and close friends; Wimo et al., 2023), treatments might delay direct and indirect costs
associated with late-stage AD and alleviate this burden on families and caregivers, and
eventually on society. On the other hand, proper treatment, care and optimal management
will effectively help us in preserving the brain capital — which refers to the collective cognitive
resources, mental health, and intellectual abilities of individuals within a society - of the mid-
age and elderly population, with significant effects on productivity, regional competitiveness
(Smith et al., 2021) and society at large towards the United Nations’ 17 Sustainable Develop-
ment Goals (SDGs; United Nations, 2024).

To make sure that new AD treatments will be accessible, safe and effective in the most
appropriate patient population, several gaps, barriers and challenges at structural, societal
and scientific level will need to be addressed. We need to ensure well-defined post-
diagnostic pathways with allocated funds, timely access to innovative treatments and patient
support, and maintain high-quality post-diagnostic care. This report highlights how a new
understanding of AD has revolutionised the field, leading to innovative treatments, with profound
implications for the European society.
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In the rapidly changing field of healthcare, few challenges are as significant and widespread
as those presented by Alzheimer’s disease. As our global population ages, the prevalence
of dementia, including Alzheimer’s, continues to rise, placing immense strain on healthcare
and social systems, people living with Alzheimer’s, and their families. It is within this context
that the Perspective Paper, "Rethinking Alzheimer‘s Disease Pathway: From Diagnosis to
Care," stands out as a critical and timely addition to the conversation about this growing
public health issue.

The aim of this report is not merely to document the status quo, but to challenge it—to rethink
how we approach Alzheimer’s treatment, care and management. By offering a comprehensive
review of current practices, identifying challenges, gaps and barriers, and proposing policy
recommendations, this report seeks to reshape the Alzheimer’s disease healthcare pathway
in ways that enhance outcomes and quality of life for all involved, and reduce the impact on
society.

At the heart of our approach is the patient-centered philosophy. We advocate for a paradigm
shift that prioritises the needs, values and experiences of people living with Alzheimer’s and
their families. This entails early and accurate detection and diagnosis, using a personalised
approach — the right treatment for the right person at the right time - and most innovative or
advanced treatment plans, and holistic care strategies.

Furthermore, this report emphasises the importance of interdisciplinary collaboration.
Effective management of Alzheimer’s disease requires the united efforts of policy makers,
payers, neurologists, geriatricians, psychiatrists, primary care physicians, mental health pro-
fessionals, caregivers, and support networks. By creating a collaborative framework, we can
ensure that people living with Alzheimer’s disease receive the best care at every stage of
their journey.

Equally significant is our emphasis on leveraging technological advancements. Innovations
in diagnostic tools, digital health platforms, and assistive technologies hold great promise
in transforming the Alzheimer's Disease care pathway. This report highlights the potential
of these technologies to improve diagnostic accuracy, streamline care coordination, and
enhance support for people living with Alzheimer’s and their families.
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Ultimately, "Rethinking Alzheimer’s Disease Pathway: From Diagnosis to Care" is a call to
action. It is an invitation to policymakers, regulators, researchers, healthcare professionals,
and advocates to adopt comprehensive and forward-thinking policies and regulations,
rethink existing patient pathways, and to ensure that innovation is made available to patients
in the EU.

By embracing this challenge, we can significantly reduce the impact of Alzheimer’s disease
and improve the lives of millions worldwide.

As we move forward, let us remain committed to innovation, collaboration and patient-
centered care. Together, we can rethink the way we deal with Alzheimer’s and offer hope,
dignity, and a better quality of life for all those living with the disease.

Prof. Suzanne Dickson
President, European Brain Council
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CALLTO ACTION:
POLICY RECOMMENDATIONS

We are at a historical crossroads in the management of Alzheimer’s disease (AD), with new
treatments becoming available in various countries. For the first time in history, science is
delivering new, potentially disease-modifying treatments for devastating diseases such as AD.
Yet, the current healthcare system and regulatory and policy frameworks do not easily allow
the implementation of such innovations, even for the subset of people living with AD who
would be eligible.

Now is the time to make sure that the post-diagnostic care pathway is optimised to the
person needs and that the healthcare systems in each country are properly harnessed and
informed to provide the most appropriate treatments to the right patient at the right time.

For this reason, we call on policymakers to drive regional, national, EU, and international
policies that can help to improve the lives of people living with the disease, define a post
diagnostic pathway through sufficient guidelines and funds allocated for optimal imple-
mentation, which will also improve alignment and harmonisation of the pathways across
the countries. We need to ensure that health systems are better prepared to support the
post-diagnostic pathway now, and when innovative tools and therapies become available.

There is a strong need to support the creation of a new healthcare environment across
Europe that will:

Recognise the benefits of improved patient outcomes
through ensuring and maintaining high standard quality
in post-diagnostic care

Improve timely local, regional and national access to in-
novative treatments and holistic care across the entire
disease trajectory, including patient and psychosocial

support and shared decision making, to improve the quality
of life for people living with AD and their caregivers

Build trust to allow for the adoption and implementation
of guidelines and standardised protocols for the post-
diagnostic care




CALL TO ACTION: POLICY RECOMMENDATIONS

1

Recommendation ¢ 1

Make Alzheimer’s Disease and Brain Health a National, European
and Global Public Health Priority

Recommendation « 2

Promote Training, Education and Awareness Raising in Healthcare
Professionals and Citizens

Recommendation ¢ 3
Leverage Data, Information Sharing and Technology

Recommendation « 4
Provide Access to Optimisation and Implementation of Innovation

Recommendation ¢ 5

Ensure Dedicated Funding to support Alzheimer’s Research and
Infrastructure Development

Recommendation * 6
Increase Patient and Public Involvement

Recommendation 7
Integrate Multidisciplinary Care Teams

Recommendation 8

Define post-diagnostic pathways through guidelines and funds
allocated for optimal implementation
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INTRODUCTION

INTRODUCTION

"What we are experiencing is a big cultural thinking
change of Alzheimer’s, beyond care. Alzheimer’s is
going to be a treatable disease."”

Maria Teresa Ferretti, Neuroscientist and Science Advocate

Millions of Europeans will develop Alzheimer’s disease (AD) in the next decades (Eurostat.).
Already more than 55 million people (of which two thirds are women) currently live with
dementia worldwide, whereof AD is the most common form (60-70% of cases) (Wimo et al.,
2023). While AD is often considered a devastating disease against which nothing can be done,
society is now entering an era where we start to rethink AD as a treatable and manageable
condition.

AD is characterised by slow and progressive loss of nerve cells in the brain resulting in the
impaired formation of new memories, difficulties with language and processing of images,
and decline in executive function —the capacity of going through a series of steps, like follow-
ing a recipe to cook a meal or booking a flight online. AD symptoms also include behavioural
alterations such as apathy, irritability or even aggressive behaviour.

"What shocked me, beyond the cultural stigma sur-
rounding dementia, was that many doctors and
nurses working with people living with dementia
were unaware that dementia is an umbrella term.
They lacked a basic understanding of the different
diagnoses within dementia."”

Helena Quaid, Lewy Body Ireland

Figure 1

The progression of Alzheimer’s disease captured
by a series of self-portraits by artist, and person
living with dementia, Image © William Untermohlen
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Box 1

1. Is Alzheimer’s disease (AD) a normal part of ageing?
No, even though the risk of AD increases with age (2024 AD facts and figures), AD is

Alzheimer’s disease in brief

not and should not be considered as a natural part of ageing.

2. Is AD the same as dementia?

No, AD is the most common cause of dementia and may contribute to 60-70% of the
cases (Wimo et al., 2023). In total, there are over 200 causes of dementia.

3. What is dementia?

Dementia is not a specific disease but an umbrella term referring to an impairment of
cognition profound enough to affect daily life functions. It eventually results in loss
of independence, autobiographic memories, and self-identity (Figure 1). Dementia is
often accompanied by changes in emotions as well as to altered behaviours and

personality.

4. What causes AD?

While the precise etiology of AD remains to be elucidated, research has revealed that
the cognitive decline of people living with AD is linked to two maijor lesions observed
in their brains (Figure 2: amyloid plaques and neurofibrillary tangles). Those amyloid
plaques and neurofibrillary tangles are thought to be toxic to neurons and reduce the
number of brain cells (neurons) and the connections between neurons (synapses).

Healthy
brain

Atrophied
brain

Neurons

Amyloid
plaques @@

HEALTHY ALZHEIMER'S

Neurons
reduced in number

Tau protein
accumulation

Figure 2

A healthy brain compared
to a brain with Alzheimer’s
disease pathology, Image
© Maya Uccheddu
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The window of opportunities: Mild Cognitive Impairment

In the first symptomatic stage of the disease (called ‘mild cognitive impairment — MCI; See
Figure 3), people living with AD have changes in cognition but still preserve their ability to
function independently. The disease then progresses to mild, moderate, and severe de-
mentia, with progressive loss of function and independence. MCI offers therefore a unique
window of time to tackle AD and potentially halt or slow down its progression.

Interestingly, it is now known that the disease already starts and is visible in the brain up to
20 years before symptoms may appear (Jia et al., 2024). This long, silent phase of AD might,
in the future, offer an opportunity to prevent disease progression, even before symptoms
appear; more research is needed in this field.

Alzheimer’s Disease Continuum*

e N
Mild Cognitive Dementia Dementia
At risk for AD Impairement due to AD due to AD
due to AD Moderate Severe
No symptoms but Very mild symptoms Symptoms interfere Symptoms interfere Symptoms interfere
possible biological that may not interfere with some everyday with many everyday with most everyday
changes in the brain with everyday activities activities activities activities
- J

*Although these arrows are of equal size, the components of the AD continuum are not equal in duration.

Figure 3

Adapted from Alzheimer's Disease Facts and Figures 2024 (Alzheimer's Association, 2024). Dubois et al. (in press).
Schematic depicting the progressive clinical stages of AD, from at risk for AD to severe dementia due to AD.
The identification of early clinical stages (MCI) and at risk stages opens various opportunities for secondary and
tertiary prevention as well as early treatment.
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RETHINKING ALZHEIMER'’S
DISEASE PHASE I: MAPPING THE
DETECTION AND DIAGNOSTIC
JOURNEY

"My story is a story of voice and rights. Having
received an early diagnosis has enabled me to
become an advocate for those living with Alzhei-
mer’s, to ensure their voice is heard and that they
are involved. We have the experience. It is impor-
tant that law makers understand and act upon our
needs."”

Helen Rochford-Brennan, Irish Dementia Working Group

In the first part of the Rethinking AD project (Dumas et al., 2023), we focus on the mapping
of the detection and diagnostic journey. The diagnosis of Alzheimer’s disease (AD), either
in its early or advanced phase, is often shocking for people and their families to receive,
but it may also provide relief and a starting point for which to receive the proper treatment
and care. It often arrives after years of uncertainties, struggles and sacrifices from the
families —because of the difficulties experienced in receiving a proper diagnosis, or other
related obstacles.

As our understanding of AD at a biological level improves, so does our ability to detect
and diagnose AD based on the presence of biological signs of the disease in the individual
patient (called "biomarkers”), reducing our reliance on clinical manifestations on AD alone.
This transformation from a purely clinical diagnosis approach to a diagnosis where biology
and clinical features are interpreted together represents a profound transformation in the
field of AD, and is key for implementation of correct and impactful treatments.

"Education should start with those who provide
the diagnosis."

Kevin Quaid, Lewy Body Ireland

15
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Alzheimer’s Disease Biomarkers

In a variety of diseases, from cancer to diabetes, diagnosis is based and supported by some
measure of physical function, for instance, blood analysis and imaging results. Such readouts
of a physical or pathological process that can help in a diagnosis are called ‘biomarkers’ in
medicine.

Until 15 years ago we did not have biomarkers specific to AD. To support the diagnostic
process, the scientific community has now developed new tools that allow the specialists to
‘see’ inside the brains of the people living with AD without the need to wait for an autopsy.
Several biomarkers have been developed and validated in the clinical and/or research
context (Hampel et al., 2022), including:

* Imaging PET (Positron Emission Tomography)-tracers (a type of brain scan) for detecting
aggregates of toxic proteins characteristic of AD - amyloid and tau (see Box 2).

* Fluid biomarkers in cerebrospinal fluid (which is the liquid surrounding the brain and spinal
cord) that can reveal the presence of amyloid and tau in the brain, as well as neuro-
inflammation and neurodegeneration.

+ Blood biomarkers, which are currently in development might allow quick identification
and diagnosis of AD pathology in people living with cognitive impairment, and could be
implemented already in primary care.

Box 2 The Revolution of Biomarkers

The impact of biomarkers has been manifolding (Hampel et al., 2022):

* Introduced molecular, precision medicine diagnosis of people living with AD, confir-
ming or refuting clinical diagnosis in a person suspected of AD.

* Revealed the existence of a ‘silent’/invisible’ (i.e., prodromal) phase of a disease
that occurs decades before the appearance of symptoms (Jia et al., 2024).

* Opened the possibility of early diagnosis and even secondary prevention in indivi-
duals that have biomarker evidence of AD pathology but no clinical symptoms yet.
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Biomarker Detection and Diagnosis open the way to early
prevention and treatment

Currently several clinical centers have started to use biomarkers to confirm the suspect of
a clinical diagnosis of AD dementia, according to research criteria (Jack et al., 2024). To be
implemented, this biomarker-based approach requires a new patient pathway, which could
include a first-line diagnostic workup in primary care followed by a second-line diagnostic
and decision-making done by a specialist (Hampel et al., 2023; Dumas et al., 2023; See
Figure 4). For this to happen it will be crucial to potentiate the early detection capability of
primary care and general practitioners (GPs).

This new approach, which combines careful clinical evaluation with molecular profiling, is
paving the way to the development of early and tailored treatments as well as secondary
prevention strategies, transforming the post diagnostic pathway for patients.

Detection of first Clinical assessment Diagnosis
symptoms confirmation
Cognitive tests Standard blood NEW
panel, MRI PET & CFS
= optional
(used for indeterminate
NEW patients where blood tests

did not give adequate

Introduction of information)

blood tests

/ \

Patients
Family members
Specialist
Referal to Primary —» Referal — Specialist
Care Practitioner to specialist

Figure 4
New Detection and Diagnosis Pathway
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COMPREHENSIVE OVERVIEW OF CURRENT PATIENT POST-DIAGNOSTIC PATHWAY IN EUROPE

COMPREHENSIVE OVERVIEW OF
CURRENT PATIENT POST-DIAGNOSTIC
PATHWAY IN EUROPE

"We need more emphasis on shared decision making
and that also implies a lot of emphasis on information
provision."”

FET
s

The current post-diagnostic journey includes pharmacological symptomatic treatment and
social care and support (Frederiksen et al., 2021). Ideally, both require careful examination of
the person by specialised centers who follow the individual and their family throughout their
journey. As discussed in section 6 on Unveiling Current Gaps and Challenges, this is far from
common practice in the current European landscape.

Wiesje van der Flier, Alzheimer Center Amsterdam

Current Pharmacological Treatment Options

Medical management of symptoms and comorbidities is the main goal of current treatment of
people living with Alzheimer’s disease (AD). Current treatment options available in Europe for
AD are all symptomatic, meaning that they target symptoms and not the underlying biology of
the disease. This type of treatment cannot slow down the progression of the disease. Some of
the most commonly utilised agents approved and used in Europe for the treatment of dementia
symptoms are listed in Table 1.

At the European level, it is noteworthy that cholinesterase inhibitors, the most commonly pres-
cribed class of drugs for AD symptoms, are generally reimbursed and supported by national
healthcare systems, though there are exceptions. For example, in France, these drugs were
removed from the list of reimbursable medications on August 1, 2018, due to concerns about
their limited effectiveness (Walsh et al., 2019; Herr et al., 2021). This decision led to an in-
creased reliance on other healthcare resources in the French context.
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Table 1: Commonly used pharmacological treatment of Alzheimer’s disease symptoms

Drugs that boost the activity of selected po-
pulation of neurons (rivastigmine, donepezil,
galantamine, so called “cholinesterase inhibi-
tors”’; Marucci et al., 2020).

Memantine, which serves to buffer excessive
levels of a neurotransmitter (glutamate) that
in high levels is toxic to neurons (Liu et al.,
2020).

Herbal extracts to support brain function and
quality of life (extracts of Gingko biloba for
dementia; European Medicine Agency).

Atypical antipsychotic drugs: Only risperidone
is approved in Europe for behavioural disor-
ders in dementia; other antipsychotics are
prescribed “off label.”

Temporarily alleviate symptoms and improve
motivation, memory and concentration.

Memantine can help people living with AD
in mid and later stages of dementia, slowing
down the progression of symptoms such as
disorientation and difficulties carrying out
daily activities.

Gingko biloba slightly improve memory and

cognition in people living with dementia, but
the evidence is mixed.

Management of neuropsychiatric symptoms
such as agitation and psychosis.

Higher risk of mortality in this fragile popula-

tion and treatment should be kept to a mini-
mum in duration and dosing.

Antidepressants Treatment of depressive symptoms

Anticonvulsant In case management of seizures is required.

Other Non-Pharmacological Approaches

Last but not least, the field is actively exploring additional approaches that can support
people living with AD and improve their and their caregivers’ quality of life, often alongside
pharmacological treatment.

The care of AD often involves occupational therapy, which includes cognitive and behavioural
activities aimed at enhancing the quality of life for these people and, in turn, their caregi-
vers (Pardo-Moreno et al., 2022). In early stages of AD (mild to moderate dementia stage),
cognitive stimulation therapy has the best and most promising evidence for effect. It is the
most widely applied psychosocial treatment used to improve cognitive function and alleviate
depression (Saragih et al., 2022).

Our growing understanding of risk factors for AD is opening new opportunities in the field of
lifestyle-based prevention. At the moment, 14 modifiable risk factors have been identified,
which taken together might help prevent approximately 40% of cases of AD (Livingstone et
al., 2024). While the current focus is on primary prevention (i.e., reducing the risk of deve-
loping the disease altogether), secondary and tertiary prevention (aiming at slowing down
the disease before severe symptoms appear) are also possible and represent an important
approach in the post-diagnostic pathway (Lee et al., 2022).

19
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Evidence supports the concept that measures aimed at modifiable risk factors (such as in-
creased physical exercise) can be beneficial also in MCI patients, delaying the progression
of the disease (Lee et al., 2022). In this line, advice on brain-healthy living (e.g., physical and
mental activity, social interaction, smoking cessation, healthy eating, low intake of alcohol,
sleep hygiene, and correction of visual and hearing problems) has been recommended,
even in previously diagnosed patients (de la Rosa et al., 2020).

Regarding cost-effectiveness of non-pharmacological approaches, the AD intervention with
the strongest evidence of cost-effectiveness has been documented as maintenance cogni-
tive stimulation therapy (Eaglestone et al., 2023). Case management, occupational therapy
and dementia care management also showed good evidence of cost-effectiveness (Eagles-
tone et al., 2023).

Social Care Services

In parallel to pharmacological treatment, formal dementia-specific support and care structures
in different European countries exist with wide variability across countries and even within
regions of the same country (Schmachtenberg et al., 2022). In particular, 18 significant social
care services were identified in the 2020 European Dementia Monitor (e.g.,assistive technolo-
gies/ICT solutions; Support groups for people living with dementia and carers; day, residential/
nursing home, and palliative care; Alzheimer Europe, 2020).

While there is an increase in the number of countries where most services are considered
as being sufficiently available, a majority of European countries continue to report that ser-
vices are insufficiently available or absent (Alzheimer Europe, 2020). In general, social care
services across Europe face challenges, and most of the burden of care falls on the primary
care partners and family.

Several experts are therefore calling for restructuring measures in their countries, such as a
consistent national strategy for dementia care (Romania), a different structuring of the care
system (Germany), or an expansion of existing structures (Austria) (Schmachtenberg et al.,
2022). This could be used as a starting point for transnational networking of dementia care
and the development of European strategies to establish minimum standards in the care of
people living with dementia and their relatives (Alzheimer’s Disease International, 2024).
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PIONEERING HORIZONS:
INNOVATIVE TREATMENTS FOR
ALZHEIMER'S DISEASE

"We need to embrace the role of technology and
innovation to rethink the way we deal with Alzhei-
mer’s disease, which has been overlooked too
many times."

Stelios Kympouropoulos,
Psychiatrist and Former MEP (EPP, Greece)

Novel therapies have emerged in the past few years and considerable progress has been
made in both the development and approval of new treatments. For the first time in history,
we are facing the possibility of treating Alzheimer’s disease (AD), not just for its symptoms,
but also for the underlying pathology per se, at least in its earliest stages.

Gut-Brain axis = 1 Phase 1
Vasculature 4 2 Phase 2

Phase 3

Epigenetic Regulators - 1
Circadian Rhythm 4 2 1
Growth Factors and Hormones = 3 1
APOE, Lipids and Lipoprotein Receptors 4 2 3
Neurogenesis 41 1 1
Oxidative Stress = 3
Proteostasis/Proteinopathies - 2 2
Metabolism and Bioenergetics 4 2 4 2
Synaptic Plasticity/Neuroprotection = 1 10 4
Neurotransmitter Receptors = 4 15 1"
Inflammation/Immunity = 4 19 2
Tau = 4 6 1
Amyloid = 6 10 7

4 6 8 10 12 14 16 18 20 22 24 26 28 30

o
N

Number of Agents

Figure 5
Alzheimer-related processes as categorised by the Common Alzheimer’s Disease Research Ontology (CADRO)
for agents in each phase of the Alzheimer’s drug development pipeline (Cummings et al., 2024)
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Pharmacological Therapies

"There is also a significant human rights aspect to
consider. People living with dementia should be
empowered to make informed choices about their
own care and treatment.”

Paola Barbarino, Alzheimer’s Disease International

The pipeline of AD treatments is rich. As of January 1%, 2024, there were 164 clinical trials
for AD assessing 127 drugs (Cummings et al., 2024). Of these, 48 trials were in Phase 3,
90 trials in Phase 2, and 26 trials in Phase 1. An astounding 76% of all the drugs currently
tested are DMTs (Disease Modifying Treatments). These drugs target a variety of pathways,
including amyloid beta peptide (18% of total drugs), tau (9%), neurotransmitters receptors
(22%), and neuroinflammation (20%) (see Figure 5).

Anti-amyloid agent, such as monoclonal antibodies and small molecules, are among the
most advanced new therapeutics for AD. Second generation monoclonal antibodies have
been effective in significantly reducing brain amyloid levels and providing modest yet sus-
tained clinical improvements over an 18-month period. Some DMT’s (e.g., Aducanumab -
Budd Haeberlein et al., 2022; Lecanemab - van Dyck et al., 2022; Donanemab - Sims et al.,
2023) have already received approval from national regulatory agencies; Lecanemab and
Donanemab are available in countries like the USA, Japan, and the United Kingdom.

It's important to note that, as of today, all amyloid-targeting monoclonal antibodies have
been associated with side effects known as ARIA (amyloid-related imaging abnormalities;
Hampel et al., 2023; See Box 3). This presents a safety issue for the entire class. However,
through thorough analysis of clinical trial results, we now better understand the risk factors for
these adverse events. With careful patient selection and monitoring, ARIA can be managed,
allowing patients to be treated safely.
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Box 3 Side effects of anti-amyloid agents called ARIA

(amyloid related imaging abnormalities; Hampel et al., 2023)

ARIA can manifest as bleeding in the brain or a swelling of the brain, which is in most
cases asymptomatic and harmless, resolving by itself in a few months or upon inter-
ruption of treatment. In 6-39% of people living with AD (depending on the particular
antibody used) brain swelling can lead to symptoms, which are mostly minor such
as headache, confusion, vomiting, visual or gait disturbance. Serious or severe neu-
rological symptoms are rare but may require hospitalisation and specific monitoring
and management (e.g., intensive care unit admission, EEG (electroencephalogram),
corticosteroids, antiepileptics). The exact safety profile of this class of drugs is the-
refore under scrutiny and regular MRI (Magnetic Resonance Imaging) scans are
required during treatment to monitor the emergence of ARIA.

To ensure that Europe remains at the forefront of these medical advancements and innova-
tions, it is crucial to adapt regulations and policies to facilitate the swift evaluation of these
new treatments. European health systems must be prepared to provide timely access to
diagnosis, care, and treatment to benefit from these breakthroughs in AD management.

Gene-Therapy

For genetic cases of AD (the rare 3% of cases caused by genetic mutations), or for carriers
of the genetic risk factor APOE4, scientists are currently exploring the use of gene editing
(Thompson, 2024). While only tested in animal models for now, this could become the next
frontier for human treatment in the future.

Neuromodulation

Neuromodulatory approaches are rising and could be used together with drugs for effective
treatment of AD. Various forms of neurostimulation are currently under clinical testing for AD,
including transcranial magnetic stimulation (TMS) (Chou et al., 2019), transcranial direct
current stimulation (tDCS) (Majdi et al., 2022), and combined visual/auditory gamma stimu-
lation (currently in phase 3 clinical trial — see National Library of Medicine - to assess its ability
to slowing disease progression for subjects with mild to moderate AD) (Hajos et al., 2024).
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ANTICIPATED PATHWAY
TRANSFORMATIONS WITH
INNOVATIVE TREATMENTS

"We need to acknowledge that a one size fits all
approach is not going to work when dealing with
Alzheimer’s disease today. The complexities and
variations in healthcare systems across different
countries mean that policies and solutions must
be adapted to fit local contexts."”

Angela Bradshaw, Alzheimer Europe

The advent of innovative disease-modifying treatments means that a fraction of the people
living with symptomatic Alzheimer’s disease (AD) (those who are eligible for such treat-
ments) in the future may decline less, later, or even stabilise for some time. While care will
remain a fundamental aspect of the post-diagnostic pathway, the focus will increasingly
move from care of advanced stages of the disease to treatment of people living with AD in
their earliest stages (van der Flier et al, 2023), similar to what happens in oncology. This will
have profound implications for public health and society at large.

Treatment Means Time

Slowing cognitive decline during the MCI phase will mean for people living with AD more
‘functional’ time (Wessels et al., 2023) in which the disease interferes to a lesser degree with
daily activities, making it possible to enjoy life and be more independent, including spending
time with family and friends, driving, engaging in hobbies, working, reading books, watching
movies, and travelling. Every year of independence gained is a year of intense home-based
or nursing home-based care avoided, with obvious cost savings for both healthcare services
and families (Aye et al., 2023).

No Disease for Old Men

The earliest AD changes have been shown to occur in the brain upwards of 20 years before
cognitive symptoms appear (Jia et al., 2024), indicating that the disease actually starts during
middle age. The earlier we intervene in the disease continuum, the higher the chances are
to interfere with the pathological process. AD will therefore progressively change its ‘status’
from a disease generally perceived as only affecting older citizens to a disease that can be
prevented and treated throughout the lifespan (Frederiksen et al., 2021).
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A Holistic and Personalised Approach

As a multitude of different complementary AD treatments and interventions will become
available, future management and care of AD will need to focus on effectively integrating
these different approaches with the aim to increase the quality of life of the person living with
AD and its environment. Putting the person at the center and prioritising shared decision
making, the specialists will need to tailor therapeutic strategies that target the individual
characteristic of that person and uses complimentary approaches.

"We believe that the biggest advantage in the coming
years will be the attention and resources directed
toward dementia, allowing us to provide accurate
information, address myths about dementia and
significantly increase public awareness and health
literacy.”

Hana Marie Broulikova, Advisor, Ministry of Health on Imple-
mentation of the National Action Plan for Alzheimer’'s Disease
and Related llinesses, Czech Republic

Brain Capital Gain

‘Brain capital’ indicates the brain health and skills of a population, is key to the growth of a
society (Eyre et al., 2023). Delaying cognitive decline in at least a fraction of AD patients has
profound implications on the trajectory of our ageing society and its collective brain capital.
In this context, delaying progression in people living with AD will allow them to still contribute
to the society for a longer period, to reduce societal costs for public health and to increase
regional competitiveness (Letta, 2024; European Central Bank, 2024).
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UNVEILING CURRENT GAPS

AND CHALLENGES IN THE POST-
DIAGNOSTIC CARE PATHWAY
FOR ALZHEIMER'’S DISEASE

As innovative treatments will become available and a rethinking of AD will set into motion,
new challenges will arise. These new challenges will add to the currently existing gaps in the

post-diagnostic pathway that need to be urgently addressed.

"We are advocating for a 10-year extension of the
Global Dementia Action Plan to allow low-income
countries time to develop plans of their own.”

Paola Barbarino, Alzheimer’s Disease International

\‘ Current Gaps

r

Gap 1 — European services for post-diagnostic pathway are currently
insufficient to support people living with Alzheimer’s disease (AD)
and their caregivers, leading to fragmented care pathways

» Insufficient number of AD centers (Leroi et al., 2024).
» Long waiting lists for delivery of the therapy (Hlavka et al., 2019).

+ Limited availability of specialists in neurology and geriatrics, especially in rural areas
(Ng et al., 2021).

» Lack of holistic approach involving a truly collaborative, cross-disciplinary healthcare
approach.

* Poor coordination among healthcare providers leading to gaps and delays in AD
diagnosis, treatment and care management.

» Insufficiently available/absent psychosocial AD care services (Alzheimer Europe,
2020).

» Underutilisation of the development and implementation of innovative solutions such
as text alerts and mobile apps for treatment follow-up (Alzheimer Europe, 2020).
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Gap 2 - Lack of harmonisation in decision making that considers the
needs of the individual patient and their caregiver(s)

» Insufficient shared decision making with people living with AD (e.g., treatment options,
legal recommendations, end-of-life care and support; van der Flier et al., 2017).

» Lack of caregivers ad hoc logistical and necessary psychological support (Alzheimer
Europe, 2020).

* Insufficient communication of diagnosis and discussion of next steps (Gauthier et al.,
2021, 2022).

( )

Gap 3 - Lack of Alzheimer’s disease-specific focus

* Lack of awareness and knowledge of AD (how it is different from other forms of
dementia, as well as the misconception that it is a part of natural ageing) and the
existing treatment options among the general public and within the community of
healthcare professionals.

» Insufficient funding and support for AD research for the development of new treat-
ments and care strategies.

* Low number of AD-specific clinical trials in EU.

O] Challenges with New Treatments

The current healthcare systems are not properly equipped to provide new treatments to eligible
patients once they become available (Hlvaka et al., 2019). The main gaps and challenges
identified for amyloid DMTs (Disease Modifying Treatments) include:

» Insufficient number of AD centres and specialists in Europe to roll out new treatments
(Hlvaka et al., 2019).

* Not sufficient biomarker analysis tools (i.e., PET - Positron Emission Tomography -
and CSF - CerebroSpinal Fluid - blood biomarkers; Eurostat.).

+ Limited infusion capacity (e.g., in Italy, Sweden, and Germany waiting times have
been estimated to extend between year 2030 and 2040 (Hlvaka et al., 2019).

» Insufficient number of MRI (Magnetic Resonance Imaging) (e.g., in Finland, that has

2.9 units per 100K inhabitants) would not allow for ARIA monitoring on a regular
basis for all eligible people living with AD (Eurostat).

» Lack of ad hoc training and standardised protocols on the use of biomarkers as well
as treatment protocols.
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Shared decision making with people living with AD and co-design of care pathways
(Leroi et al., 2024).

Multidisciplinary care considering the patient needs and existing comorbidities,
including mental health and nutrition.

Equitable access: All eligible patients in Europe should have equitable access to
innovative treatments such as DMTs. EU patients have the fundamental right to
choose their treatment options, and it is crucial to uphold this right by providing
early access to advanced medical therapies. To prevent Europe from lagging in
the next wave of medical breakthroughs, concerted efforts are needed to reverse
current trends and prioritise healthcare innovation. Maintaining Europe’s strong
position in healthcare innovation is essential for the well-being of its citizens and
the global advancement of medical science (Jessen et al., 2024).

Knowledge and stigma: Due to lack of knowledge, AD is still surrounded by stigma
and fear. Society at large has little perception of the advancements of science in
this field. To make sure that treatments can be delivered, people living with AD and
their family members must be aware of them and approach the healthcare system
in the first place.
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CALLTO ACTION:
POLICY RECOMMENDATIONS

Recommendation 1 Ib

Make Alzheimer’s disease (AD) and brain health a national, European,
and global public health priority

* National level: Implement and support the development of national AD/dementia
strategies based on clearly defined KPIs following WHQO'’s guidelines, Sustainable
Development Goals (SDGs) and recommendations from people living with AD, clini-
cians, health professionals, researchers, carers and civil society.

* European Commission (EC) level: Coordinate the AD/Dementia national strategies
under an overarching EU policy framework with dedicated funding.

» EC level: Create a subgroup on Dementia within the EU’s Expert Group on Public
Health to define clear guidelines, establish a roadmap and identify best practices.

+ EC & European Parliament (EP) level: Ensure that AD and dementia are considered
in all aspects of policymaking, by involving all relevant parties in the design and mo-
nitoring of policies and expanding the cooperation between units of the EC.

» EP level: Support transversal approaches aiming to tackle (or better address) AD/
dementia in the broader context of neurological and mental disorders through holistic
and coordinated policy efforts.

» EP level: Increase political leadership on AD/dementia by designating Brain Health
Ambassadors within the EP.

* International level: Continue the work made in the context of the WHO (World Health
Organization) Global Action Plan on Dementia to seek its full implementation at the
national level (Alzheimer’s Disease International, 2024) and prioritise the extension
of this global instrument, due to expiration in 2025, and enshrine diagnostics, treat-
ment and care at the heart of all National Dementia Plans (Alzheimer’s Disease
International, 2024).

Recommendation 2 ol

Promote training, education and awareness raising in healthcare
professionals (HCPs) and citizens

Raise awareness about AD at national and EU level to reduce stigma.

+ Foster and support educational and awareness campaigns in society and among
HCPs at national and EU level about early detection of AD, access to diagnostic
centres, and the benefits of the post-diagnostic care across the EU through existing
funding and educational mechanisms.

» Provide ongoing training for healthcare professionals on the latest AD findings including

early detection and treatment options. 20
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» Increase available training and educational programming for primary care providers
to support them in taking a greater role in monitoring treatment effect and detecting
and addressing adverse events, like Amyloid-related imaging abnormalities (ARIA).

* Increase awareness and education in the society and among HCPs alike (on topics
such as the difference between AD and normal ageing, AD and dementia, etc.) to
tackle barriers in access to both diagnostic, treatment, and care.

» Expand possible training offered to other members of Public Administration (i.e.,
18t responders, volunteers, police & fire services, etc.).

» Ensure that a module on dementia care is included in clinical and research curricula.

Recommendation 3 ol

Leverage data, information sharing and technology

» Support a precision medicine approach based on biomarkers and predictive algorithms
for treatment response (that consider both efficacy and safety).

» Facilitate exchange of best practices among member states in order to develop ini-
tiatives such as: EU Joint Actions on AD, EU AD registry, and monitoring based on
a standardised set of statistics to regularly report for each country as an epidemio-
logical surveillance of AD.

* Implement electronic health records (EHR) to streamline person living with AD data
sharing and improve coordination of care.

» Initiate registries of family members and people diagnosed with AD.

* Develop and implement standardised protocols for the administration of DMTs
(Disease Modifying Treatments) and monitoring of ARIA across excellence centres.

« Utilise big data and artificial intelligence (Al) to predict patient needs and optimise
resource allocation for MRI units and infusion centres.

* Implement EHR to streamline patient data sharing and improve coordination of care
(e.g., Involve clinicians, researchers, patients and carers in the implementation of
the EHDS).

Recommendation 4 lb

Provide access to optimisation and implementation of innovation

» Ensure the pathway model is flexible enough to give people living with AD equitable
access to innovation and dedicated funding to reimburse the treatment and care
pathway (e.g., through the implementation of policies that ensure all people living with
AD, regardless of socioeconomic status, have access to innovative AD treatments).

* Provide reimbursement for people who cannot afford expensive treatments and MRI
scans.

» Support the implementation of a structured and sustainable care pathways supported
by clear guidelines and taking stock of innovative tools and therapeutic innovation.
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» Optimisation of the innovative treatment delivery (i.e., increase the number and/or
potentiate existing AD centres for the optimal care pathway in the post-diagnostic
journey of AD patients).

* Increase infusion capacity for treatment delivery.

* Increase capacity for treatments monitoring.

Recommendation 5 ol

Ensure dedicated funding to support Alzheimer’s research and
infrastructure development

* Ensure that Member States, the EC and private sector allocate sufficient funding to
make the most of a coordinated efforts and approach to accelerate the development
and distribution of innovative treatments (e.g., Innovative Health Initiative, European
Partnership on Brain Health, Healthier Together initiative).

» Ensure that funding adequately matches the health, economic, social, and research
challenges posed by AD and dementia (e.g., increase the funding for AD clinical trials,
which are currently mostly run in the USA, not European context).

+ Collaborative AD health system and implementation-focused research effort (e.g.,
Davos Alzheimer’s Collaborative (DAC) looking inter alia at health systems prepare-
dness and building on the findings of the DAC Learning Laboratory, World Dementia
Council (WDC), World Health Organization (WHO) Global Action Plan on the public
health response to dementia 2017-2025, Global Dementia Observatory, Intersectoral
global action plan on epilepsy and other neurological disorders 2022-2031Renew
the EU4H-2023-PJ-04 call with increased funding to further ensure that recommen-
dations trickle down at national level and are implemented).

» Advocate for the increase in funding from governmental and non-governmental
organizations to support AD research and infrastructure development.

Recommendation 6 ol

Increase patient and public involvement

» Involve people living with AD, their carers, and their healthcare professionals to
work alongside ministries of health, social affairs, education, research, industry to
develop and allocate relevant funding to the plan.

* Involving people living with AD and their carers in the design and development of
new clinical pathways, to ensure they are accessible, inclusive and patient-centered.

+ Educate and raise awareness of patients and caregivers about the importance of
regular monitoring and adherence to treatment plans.

» Integrate the voice of patients in the design of trial and especially endpoints.

31



32

RECOMMENDATIONS

Recommendation 7 oy

Integrate multidisciplinary care teams

* Form multidisciplinary teams including neurologists, radiologists, nurses, psychiatrists,
geriatricians, nutritionists and primary care physicians to provide comprehensive care
(Gauthier et al., 2022).

« Call for the introduction of a skilled navigator designed to keep the person living with
dementia at the heart of decision making by this multidisciplinary teams (Gauthier
et al., 2022).

+ Potentiate psychosocial care for AD patients.

+ Use telemedicine to facilitate regular consultations and follow-ups, especially for
people living with AD in remote locations.

+ Support a shift from care to active treatment, increasing the use of large multi-specialty
practices.

Recommendation 8 Ib

Define post-diagnostic pathways through guidelines and funds
allocated for optimal implementation

» Fund and support the implementation of information-sharing mechanisms at all levels
of the care pathways, from the caring team to the decision-making level. This will im-
prove alignment and harmonisation of the pathways across countries.
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CONCLUSION

Improving the health and wellbeing of citizens has become the top priority for many go-
vernments, and brain health should not be left behind. Brain diseases, neurological and
psychiatric alike, are not just highly prevalent and costly to society, but are still amongst the
most complex conditions to understand and treat. Their impact poses serious challenges for
health systems, economies, patients, caregivers, and their families. Yet, brain conditions still
lack the awareness and recognition they are due for a European Union that strives to build
and maintain healthy and prosperous lives for all.

After decades of research and countless setbacks, we stand at a pivotal time; recent break-
throughs in diagnostics and the arrival of disease-modifying treatments are ushering in a
new era of the care for Alzheimer's disease (AD). These advancements offer potential new
options to slow the disease course and delay progression. Such innovations are urgently
needed and could fundamentally alter the trajectory of AD management. We have a unique
opportunity to reshape the future of Alzheimer's care in Europe, and the time is NOW.
By adopting new innovative tools today with equitable access, we can accelerate our un-
derstanding of disease and advance the next generation of diagnostics and treatments.
We must ensure that European patients are not left behind as new diagnostic tools and me-
dicines become globally available. It is time to prepare European health systems for timely
access to diagnosis, care, and treatment.

The Perspective Paper "Rethinking Alzheimer’s Disease Pathway: From Diagnosis to Care,"
emphasises the critical need for a comprehensive and innovative approach to AD. As our
understanding of the disease's complex pathology evolves, it becomes evident that early
and accurate diagnosis is paramount. Advanced diagnostic tools and biomarkers to identify
the disease at its earliest stages, potentially before significant cognitive decline occurs, are
key for implementing early treatments, which are starting to emerge.

Society will witness a profound change in the next 10 years, and the healthcare system will
need to prepare to accommodate such scientific and cultural change with ad hoc resources
for faster diagnosis, treatment delivery and precision medicine.

As we strive for health equity, innovative solutions for AD treatments will need to be accessible,
safe and effective for all members of the society.

Moreover, this paper highlights the importance of a multidisciplinary approach to care that
not only focuses on medical treatment but also on the psychological and social well-being of
people living with AD and their caregivers. By fostering a more holistic care model, we can
work to improve the quality of life for those affected by AD, providing them with the support
and resources needed throughout the progression of the disease.
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CONCLUSION

Treating AD and slowing its symptoms is part of a larger priority in the context of European
public health, namely preserving brain health. There is no health without brain health, and
we cannot allow AD to mine the happiness and fulfillment of the lives of so many EU citizens.
Individuals need to be informed about their risks of AD, be given the tools for a quick diagnosis
and, if diagnosed, provided with the full spectrum of treatments, including pharmacological
and non-pharmacological ones. We need to empower individuals in their care of their brains
in the same way that it's done for other health focuses such as heart and lung health, and send
a message of hope to the population that this terrifying disease can and must be tamed.

Ultimately, this Perspective Paper calls for continued research and collaboration across
scientific, medical, and social domains to better understand AD and to develop more effective
diagnostic and therapeutic strategies. As we rethink the AD pathway, we are encouraged to
adopt a patient-centered approach that emphasises early intervention, personalised care,
and more comprehensive support systems. This reimagined pathway offers hope for more
effective management of the disease and a better quality of life for people living with AD (and
their families). May this report serve as a catalyst for dialogue, understanding and progress.
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brain research with the ultimate goal of improving the lives of those living with brain conditions,
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For more information about “Rethinking Alzheimer’s disease”,
please visit: www.braincouncil.eu/projects/rethinking-alzheimers-disease/
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