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Abstract

Since 2016, the Alzheimer’s Association and the Fondation Alzheimer have hosted

Global Alzheimer’s Leadership Series (GoALS) global think tanks, with world-leading

experts for innovative discussions to advance Alzheimer’s disease (AD) research and

care. The second GoALS think tank, held in June 2024 in Paris, focused on the rela-

tionship between biological changes and clinical manifestations of AD in the context

of the evolving therapeutic landscape. Discussions spanned real-world experiences

of providers, patients, and their families, theoretical considerations, and health sys-

tem challenges. The lived experience perspective was central to these discussions. The

importance of shared decision-making, clear and transparent communication, and the

need for real-world data to holistically support patients during their experiences were

highlighted. This manuscript shares key insights from both the think tank meeting in

Paris and a featured research session at the 2024 Alzheimer’s Association Interna-

tionalConference that expanded thediscussion themes forbroaderdisseminationwith

the community.
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Highlights

∙ Advances in the field of Alzheimer’s disease (AD) treatments led to the most recent

GoALS global think tank, held in Paris in June 2024 and hosted by the Fondation

Alzheimer and Alzheimer’s Association, to focus on current understanding of the

therapeutic dynamics between biological changes and the clinical manifestations of

AD, including the evolving role of patients and caregivers in shared decision-making

about treatments, as well as the ongoing challenges of balancing risks and benefits

in therapeutic interventions.

∙ Differing perspectives on the definition of Alzheimer’s exist; however, they con-

verge on the importance of the underlying biological substrate of AD and how it

translates to clinical settings, including the importance of biomarkers, early treat-

ment, and recognizing co-pathologies and atypical clinical presentations. Further,

there is agreement that at this point in time, clinical diagnosis of the disease is only

appropriate and useful for medical decision-making at the symptomatic stage.

∙ A critical component of managing treatment pathways is shared decision-making

andmaking these discussions meaningful to patients and caregivers.

∙ The evolving landscape of diagnosis and treatment tools in the AD and related

dementias (ADRD) space demands continued collaboration among interested par-

ties, including clinicians, researchers, policymakers, and patient advocacy groups.

This will support the needs for continued development of clear communication,

patient-centered care, equitable access, and ongoing real-world evidence genera-

tion to advance the larger ecosystem.

1 INTRODUCTION

The Global Alzheimer’s Leadership Series (GoALS) is a joint initiative

of the Fondation Alzheimer in France and the Alzheimer’s Associ-

ation in the United States to address critical gaps in the scientific

and clinical understanding of Alzheimer’s disease (AD) and related

dementias (ADRD). Through a series of think tank events, GoALS

brings together world-leading experts to explore innovative research

areas and develop opportunities to further these discussions with the

research and clinical community, with the ultimate aim of advancing

AD research and care. Launched in 2016, GoALS remains an ongoing

partnership between the two organizations.

The AD field has made remarkable progress in expanding the

therapeutic and diagnostic landscape. Notably, the emergence of anti-

amyloid beta (Aβ) therapies has transformed AD research and clinical

care. Clinical trials of anti-Aβ monoclonal antibodies have demon-

strated significant reductions in brain Aβ deposits and a measurable

slowing of the disease progression.1–4The US Food and Drug Adminis-

tration (FDA)has approved threeanti-Aβ therapies forAD,2–7 withoth-
ers under regulatory review. More recently, the European Medicines

Agency’s (EMA) Human Medicines Committee (CHMP) has recom-

mended granting a marketing authorization on lecanemab for treating

mild cognitive impairment (MCI) ormilddementiadue toAD inpatients

who have only one or no copy of the apolipoprotein E (APOE) ε4
allele.8 In parallel, advancements in biomarker development, such as

the advent of blood-based biomarkers, have revolutionized the early

diagnosis and monitoring of AD.9 Together, these diagnostic and ther-

apeutic innovations underscore the importance of refining diagnosis

and treatment strategies with real-world evidence, which is critical to

guiding clinical practice and improving patient outcomes.

The most recent GoALS global think tank, held in Paris in June

2024, focused on clarifying the current understanding of the dynam-

ics between biological changes and the clinical manifestations of AD

and on considerations of existing therapies, with emphasis on the lived

experience. This includes the evolving role of patients and caregivers

in treatment decisions, as well as the ongoing challenges of balancing

risks and benefits in therapeutic interventions. Meeting participants,

including an individual living with dementia and a family caregiver,

shared experiences and perspectives throughout the entire discus-

sion. Following that meeting, a featured research session at the 2024

Alzheimer’s Association International Conference (AAIC) fostered a

wider exchange of ideas.

In this paper, we summarize key insights from the 2024 GoALS

meeting and the 2024 AAIC session, with an emphasis on patient and

provider perspectives on the rapidly evolving treatment and diagnostic

landscape of AD.
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2 EVOLVING PERSPECTIVES ON AD
DEFINITIONS AND NOMENCLATURE

Inconsistent nomenclature in defining AD has long posed challenges in

communication among researchers, clinicians, patients, and the gen-

eral public, affecting research efforts, clinical practice, and patients’

understanding of the disease.10 The use of the term “Alzheimer’s dis-

ease” in research and clinical practice is inconsistent, as it may refer to

a clinical syndrome, a clinicopathologic complex, or a biological entity,

conflating clinical and biological aspects of the disease. This incon-

sistency has significant implications for effective communication of

critical concepts to patients, such as the clinical meaningfulness of AD

therapies. Clear, consistent terminology is essential for ensuring that

both clinicians and patients fully understand the nature of the disease

and the implications of treatment.

In recent decades, the definition of AD has evolved from a histor-

ical clinical-pathological construct to a biologically driven definition.

Initially, AD diagnosis relied solely on the progression of clinical

symptomatology, while a definitive diagnosis could only be confirmed

through an autopsy. The 1984 National Institute of Neurological and

Communicative Disorders and Stroke and the Alzheimer’s Disease

and Related Disorders Association (now known as the Alzheimer’s

Association) (NINCDS-ADRDA) diagnostic criteria, which were based

on observable clinical syndromes, have shaped clinical practice for

decades.11 With advancements in biomarkers, however, the field has

shifted to a biologically driven definition of AD. By 2011, a trans-

formative shift had occurred in the field with the introduction of

AD as a clinical biomarker construct by a workgroup of the National

Institute on Aging and the Alzheimer’s Association (NIA-AA) and

the International Work Group (IWG).12–14 At this time, the NIA-AA

workgroup, for example, published separate recommendations for

diagnosing the clinical spectrum as preclinical AD, MCI due to AD, and

dementia due to AD by incorporating biomarkers of brain Aβ depo-

sition and downstream neurodegeneration to support the diagnosis

of AD in symptomatic individuals.15–17 In 2018, another workgroup

of the NIA-AA proposed a further departure from the syndrome-

based approach and suggested employing theAT(N) construct (amyloid

beta [A], tau [T], and neurodegeneration [N]) for diagnosing and stag-

ing AD based on biological markers only, detected through various

imaging and cerebrospinal fluid (CSF) biomarkers.18,19 This paradigm

shift mirrors diagnostic approaches in other diseases, such as cancer,

where biological evidence takes precedence over clinical symptoms.

In Europe, the IWG in 2021 proposed criteria for AD diagnosis that

included biomarkers but reserved the term “AD” for symptomatic

stages and labeled preclinical disease as asymptomatic at risk for

AD, reflecting the ongoing lack of international consensus on AD’s

definition.20

In 2024, further updates to the 2018 NIA-AA research framework

were proposed by another workgroup supported by the Alzheimer’s

Association.21 This update was driven by two major developments in

the field: the introduction of novel FDA-approved anti-Aβ therapies

that target the core disease pathology1–3 and the emergence of more

accurate blood-based biomarkers for AD.9 The revised criteria cate-

gorize biomarkers into three main categories: core biomarkers (Core

1 and Core 2 biomarkers, differentiated by the timing of abnormality

onset and intendeduse), biomarkers of non-specific processes involved

in AD pathophysiology, and biomarkers of non-AD co-pathologies.

Additionally, separate biological and clinical staging systems were

proposed to reflect the disease’s complexity. The revised criteria fur-

ther recognize that AD does not exist in isolation; co-pathologies

and inflammatory processes often co-occur, further complicating the

diagnostic and therapeutic landscape. The revised criteria present

objective criteria for diagnosing and staging AD based on its under-

lying biology, while acknowledging that they are subject to continued

refinement.21

Shortly after the publication of the 2024 revised criteria by the

Alzheimer’s Associationworkgroup, the IWG respondedwith a revised

framework similar to their prior work.22 The IWG argued for a clinical-

biological definition that requires the AD diagnosis only be made

in symptomatic individuals with MCI or dementia. A diagnosis of

presymptomatic AD could be made in individuals without symptoms

but with the very uncommon genetic factors that impart close to

100% risk of developing symptoms. Furthermore, the IWG cautioned

against labeling asymptomatic individuals as having AD, citing poten-

tial psychological harm. They introduced the term “at risk for AD” for

asymptomatic individualswith positive ADbiomarkers but low lifetime

risk and “presymptomatic AD” for those with positive AD biomarkers

and high lifetime risk.

Both the IWG and the Alzheimer’s Association groups recognize

the importance of the underlying biological substrate of AD and how

it translates to clinical settings. They also highlight the importance of

biomarkers, early treatment, and recognition of co-pathologies and

atypical clinical presentations. Furthermore, both sets of criteria agree

that now, clinical diagnosis of the disease is only appropriate and useful

for medical decision-making at the symptomatic stage. However, the

differences that pertain to the basic definition of AD in the presymp-

tomatic or asymptomatic stage are critical for effective communication

with patients and families and must be carefully clarified. Ultimately, a

unified definition of AD is essential to advance the field and improve

patient care.23 At the time of the think tank, the updated IWG had not

been released; however, the discussion of the GoALS think tank was

focused on a symptomatic population for consideration of treatment,

clinical meaningfulness, and shared decision-making.

In summary, the evolving definition and nomenclature of AD under-

score the importance of clear communication, especially when dis-

cussing the benefits and risks of anti-Aβ treatments with patients and

their carers. The biological construct of AD is emerging but not yet

widely understood by clinicians, most patients, carers, and the general

public. The proposed terminologies from the Alzheimer’s Association

and IWG groups are generally aligned, with primary areas of diver-

gence confined to the definition of preclinical and asymptomatic stages

of the disease. This lack of full international consensus on the use of

terms relating to the biological and clinical constructs of AD reinforces

the need for collaborative initiatives to build consensus and for com-

munication strategies that clarify the differences between the clinical

symptomatology of AD and its underlying biology.
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3 CLINICAL MEANINGFULNESS AND
CONSIDERATIONS FOR AD THERAPIES

The introduction of anti-Aβ therapies for AD has brought new com-

plexities and challenges to clinical practice, particularly in effective

communication of their benefits and risks to patients and their families.

The information available so far is from carefully controlled clini-

cal trials in a select group of patients – data are being gathered on

real-world use and are crucial to augmenting our understanding of

the benefits and risks in different populations. Measuring the clinical

meaningfulness of these therapies in early-stage AD through short-

duration trials (typically 18 to 24 months) and clearly demonstrating

it at the individual patient level is a challenging task.24 Therapy-

induced reduction of Aβ plaques in the brain, as shown by biomarkers,

does not directly translate to proportional impacts in clinical out-

comes on an individual level. This gap between biomarker changes and

clinical outcomes challenges physicians in presenting and interpret-

ing the clinical meaningfulness of AD therapies to patients and their

caregivers.

To address some of these complexities, a workgroup of experts

assembled by the Alzheimer’s Association has examined what consti-

tutes meaningful therapeutic benefits or slowing of disease progres-

sion while considering patients’ and caregivers’ perspectives.24 They

highlight thatmeasuring clinicalmeaningfulness goesbeyondnumbers,

stressing theneed to incorporate theexpectationsofpatients andcare-

givers in defining what constitutes a clinically meaningful therapeutic

outcome. For example, small improvements in cognitive score – such as

a 0.5-point improvement on theClinical Dementia Rating Sumof Boxes

(CDR-SB) over 18 months – could translate into a substantial delay

in cognitive and functional decline that is meaningful for patients and

their caregivers at this stage of the disease. Furthermore, statistically

significant changes observed over the course of an 18- to 24-month

trial may indicate meaningful long-term benefits when extrapolated

over subsequent years.24

Effective communication of statistical findings in clinical trials and

their expected impact onpatients and their families represents another

challenge. For example, explaining the significance of a 30% slowing

in the CDR-SB score, as seen in anti-Aβ therapy trials, can be diffi-

cult for those unfamiliar with the scale or statistics. To bridge this gap,

the concept of “time saved” can be employed instead to better illus-

trate the slowing of disease progression.25 For instance, explaining

that a 30% reduction in cognitive decline might translate into an addi-

tional 4 to 6 months of independence during an 18-month treatment

period can resonate more clearly with patients and their families.26

Developing clear communication materials and developing meaning-

ful interactions with patients and caregivers could help in this respect.

Moreover, mapping clinical meaningfulness to other more tangible

functional measurements, such as instrumental and basic activities of

daily living (IADL and ADL), can be helpful in demonstrating the effect

of AD treatments on extending the time of independent functioning.27

Additionally, incorporating thedevelopment of predictionmodels, such

as those aimed at forecasting cognitive decline on an individual level,

may provide further insights.28

One key consideration in interpreting the clinical meaningfulness

of AD therapies is that therapeutic outcomes may vary across disease

stages and in thepresenceofmixedpathologies.While clinical trials are

typically conducted on large groups of individuals, there is often a chal-

lenge in mapping group-level effects to individual-level outcomes.24

Patients may experience varying levels of benefit based on individual

characteristics such as genetics, lifestyle, co-pathology, psychologi-

cal and environmental factors, and resiliency factors. Therefore, it is

essential to manage expectations around the individual clinical impact

of AD therapies depending on individual patient characteristics.24 Our

understanding of these drugs so far is based on information from the

initial trials; this will expand as real-world data accrue.29 For now, it

is crucial that we be transparent with each individual – where there

is a knowledge gap, state that clearly. The process of learning how to

discuss these therapies will evolve as our knowledge increases. Ulti-

mately, the concept of clinical meaningfulness is relevant to various

interested parties – such as patients, care partners, clinicians, clinical

trialists, regulators, and payers – while the definition may vary across

interest holders.30 However, at the individual level, a meaningful bene-

fit is also related to potential harm. Communication of anti-Aβ therapy
must include an explanation of the likelihood of actual harm, primarily

in connection with amyloid-related imaging abnormalities (ARIA). Like

the challenges of explaining a statistical benefit for clinical symptoms,

effectively communicating information about an adverse effect that is

primarily without symptoms, but rarely with severe symptoms, poses

an additional challenge for clinicians and patients.

The risks associated with anti-Aβ therapies must be communi-

cated clearly to patients and their families. Anti-Aβ therapies carry a

unique adverse event profile, known as ARIA, which requires ongoing

surveillance measures, including regular magnetic resonance imaging

(MRI) scans.31 Although often asymptomatic, these imaging changes

are characterized by edema and/or hemorrhage and in some persons

can lead to significant symptoms, disability, and even death. Cer-

tain patients, particularly APOE ε4 homozygous individuals, are at

increased risk for ARIA, spurring ongoing debates in the field about

the treatment of these individuals.32 Other ARIA risk factors include

MRI evidence of cerebral amyloid angiopathy (CAA), treatment dura-

tion and dosing, higher amyloid positron emission tomography (PET)

burden, elevated baseline blood pressure, white matter hyperintensity

(WMH) severity, vascular comorbidities, and anticoagulant use.32,33

These considerations underscore the need for transparent con-

versations about genetic testing, eligibility, and safety that inform

treatment decisions, as well as the ethical and psychological implica-

tions of disclosing APOE homozygosity information to patients and

their families. An APOE homozygosity status may impact eligibility for

treatment with anti-Aβ therapies while also raising concerns about

the speed of the progression of the disease, as well as family impli-

cations. Therefore, such discussions with patients and their families

should be approachedwith transparency, addressing the risks and ben-

efits of both genetic testing and treatment options. It is also important

to acknowledge the uncertainties in our knowledge and that anti-

Aβ therapies should not be viewed as an “all-or-nothing” approach.

Alternatives, such as non-pharmacological interventions and support-
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ive therapies, should also be considered as part of a holistic treatment

approach to address patients’ broader needs. Ultimately, ensuring that

patients and caregivers arewell informed about both risks and benefits

in the context of their ownpersonalmedical and genetic histories is key

to supporting informed decision-making.

In summary, the individual perspective on the clinical benefits

of AD therapies remains critical. While clinical meaningfulness is

often demonstrated statistically through standardized scales, a deeper

understanding of what this means to patients, including the influence

of cultural differences, is necessary. To address this, more inclusive

recruitment strategies are required, alongside enhanced measure-

ments of patient-reported outcomes (PROs)34 and participant/dyad

experiences in clinical trials. Advocacy groups, like the Alzheimer’s

Association and Alzheimer Europe, are already working with patient

groups for better integration of lived experiences of AD into clin-

ical trials and clinical assessment methods. Public involvement can

also add valuable insights from the lived experience of AD, support-

ing the design of more inclusive clinical trials and the development

of endpoints that are meaningful for patients and carers. Moreover,

critical gaps remain in our understanding of the long-term impact of

anti-Aβ therapies on disease progression. Continued post-marketing

surveillance and robust longitudinal studies will be essential to further

clarify the benefits and risks of extended therapy duration in broader

populations.

4 CONSIDERATIONS FOR CLINICAL FLOW AND
SHARED DECISION-MAKING IN AD THERAPIES

The advent of anti-Aβ therapies has underscored the need for rethink-
ing the clinical flow and patient navigation through treatment path-

ways. In this context, one of the central themes that emerged from

the GoALS discussions was the importance of information, education,

and communication. It was noted that there is a need for accurate and

accessible information for both patients and healthcare professionals.

Although substantial data on the efficacy and safety of these therapies

exist, there remain significant gaps, particularly in the real-world con-

text, such asmanaging patientswith different backgrounds, co-existing

conditions or addressing differences related to sex or age. The chal-

lenge is not only in gathering this information but also in ensuring it

is presented clearly and accurately, while acknowledging the knowl-

edge gaps and the evolving nature of treatment approaches to enable

informed, shared decision-making. Additionally, enhanced educational

material and resources for bothhealthcareprofessionals and thepublic

are essential as these new therapies transformAD treatment.35

4.1 Shared decision-making: patient and
caregiver perspective

A critical component of managing treatment pathways is shared

decision-making and making these discussions meaningful to patients

and caregivers. Shared decision-making is a collaborative process

where a person receiving care and a healthcare professional work

together to make decisions about treatment and care.36 Such discus-

sions require understanding and respecting patients’ and caregivers’

preferences, goals, and lifestyles. No two patients are alike, and each

brings a unique set of values and priorities to their care. While clinical

trial data provide a statistical basis for understanding treatment out-

comes, discussions with patients, their families, and caregivers need

to be personalized. For example, some patients may prioritize retain-

ing their ability to work or engage in independent hobbies like cooking,

while others may value additional months of quality life with family

members and friends. It is equally important that information about

benefits and risks be presented transparently and accessibly, with-

out overwhelming the patients’ and caregivers’ ability to balance their

own hopes and fears. Ensuring that these discussions are patient-

centered and that individuals receive the right information, tools,

and support is essential to guiding them through the decision-making

process.

Furthermore, navigating discussions to support shared decision-

making requires an understanding of the caregiver’s perspective. Care-

givers, particularly those in close dyadic relationships with patients,

often provide unique insights into quality of life and disease progres-

sion that complement patients’ perspectives. Creating safe environ-

ments that allow caregivers to share their experiences in a supportive

environment is critical, as is creating safe spaces for both patients

and caregivers to engage in meaningful conversations. Ultimately, pro-

viding such personalized information and discussions to patients and

caregivers requires a substantial amount of time, and healthcare sys-

tems need to allocate sufficient resources to support such in-depth

discussions.

It is also important tonote that attitudes towardmonoclonal anti-Aβ
therapies vary among patients, caregivers, and professionals. A 2021

survey in the United Kingdom (UK) found that while 70% of old-age

psychiatrists [this refers to the UK-named specialty care] did not sup-

port early diagnosis for dementia, 70%of patients favored it, indicating

a disconnect in perspectives.37 While these attitudes are now evolv-

ing as science advances, there remains a need for education to build an

understanding of the benefits and considerations (i.e., discrimination,

insurance, and other aspects) of early, accurate, and biologically con-

firmed diagnosis. Additionally, professionals may feel under-resourced

and lacking the necessary skills to implement advanced diagnostic

tools and emerging treatments or to address the downstream social

consequences of diagnosis, underscoring the need for training and

resource development. Unpublished data presented at 2024 AAIC

from interviews with patients, caregivers, and doctors in Europe also

showed significant variability in what patients and caregivers want to

know about their options. Similarly, professionals’ attitudes toward

the risks and benefits of anti-Aβ therapies showed significant vari-

ability. Together, these findings highlight the importance of education

and communication about these varied perspectives to support shared

decision-making.

Engaging in meaningful discussions with patients and caregivers

to support shared decision-making also emphasizes the importance

of recognizing the evolving landscape of AD treatment. Healthcare
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professionals need to be transparent about the limitations of current

knowledge, acknowledging both the rapid advancements and uncer-

tainties in the field. The need to train and educate providerswas noted,

although the specifics for how this should and could be carried out

are specific for the environment in which the provider is engaged

in care. There are likely significant differences in needs between

the United States and Europe and other parts of the world. These

differences may reflect variations in healthcare system structures,

access to care, reimbursement models, and timelines for the adop-

tion of new therapies. For example, funding limitations experienced by

national healthcare systems in European countries may preclude the

widespread use of more expensive medications. Additionally, we need

to realize that treatment decisions for AD are not always binary (treat-

ment or no treatment): As highlighted by an individual with AD at the

GoALS meeting, some individuals may prefer to pursue other thera-

peutic avenues or may wish to discontinue treatment, reinforcing the

need for individualized approaches to decision-making, treatment, and

care.

4.2 Navigating the clinical flow and access issues

In countries where anti-Aβ therapies are being marketed, access to

treatment and advanced biomarkers remains challenging, with dis-

parities in the availability of infusion centers and trained specialists

across centers. In the United States, many neurologists, psychiatrists,

and geriatricians face barriers due to limited resources and staff,

and smaller clinics or rural centers may lack the resources to pro-

vide these treatments efficiently. In contrast, larger private centers

equipped with onsite infusion facilities offer more seamless access.

Academic centers also face variability in access, with some institutions

adopting comprehensive, multidisciplinary approaches with weekly

consensus conferences to determine eligibility, while others lack spe-

cialist neurology practices, and providers make individual prescribing

decisions alone. While such multidisciplinary approaches have shown

promise in optimizing patient care in practice, it is critical to find

ways to implement such collaborative models broadly, particularly in

resource-limited settings such as primary care.

Some academic centers in the United States have introduced “brain

health navigators” – specialized professionals who guide patients

through the diagnostic and treatment process, simplifying the jour-

ney and providing consistent support from diagnosis through eligibility

assessment and treatment monitoring. However, such resources are

not universally available, resulting in considerable disparities in how

and when patients can receive therapies. Furthermore, access to

advanced diagnostic tools such as CSF analysis or PET scans is lim-

ited, reflecting a broad resource challenge. Post-diagnosis support also

remains insufficient for many patients, leaving individuals and their

caregivers without adequate resources to navigate their condition.

Addressing these issueswill require developingmore equitable health-

care systems that ensure access to diagnostic tools, therapies, and

post-diagnostic care for all patients. Monitoring individuals on anti-

Aβ therapies requires careful management, with frequent MRI brain

scans and follow-up by trained nurses or navigators, which will require

additional resources.

An example from Japan shared at the GoALS meeting illustrated

how structured policies and reimbursement support can help bridge

some of these gaps. Lecanemab was launched in Japan in 2023, with

over a thousandpatients receiving treatment across328clinics by June

2024. To enhance safety, prescribing is restricted to select experts and

centers, withmandatory post-marketing surveillance for all prescribed

cases. In addition, an academic “AD registry study” takes responsi-

bility for APOE genotyping performed in a clinical research setting

prior to individual eligibility approval. Coverage from Japan’s national

health insurance includes lecanemab, amyloid PET, or CSF biomarker

tests that support access. Furthermore, the Japanesehigh-costmedical

expense benefits waive costs>1750USD per year for elderly patients,

which reduces patient expenses. However, APOE genotyping, a criti-

cal part of treatment planning, is not yet covered clinically and may

take 2 years to gain approval. This example highlights the impact of a

strong regulatory frameworkand reimbursementpolicies in facilitating

access, though gaps remain.

It is also important to recognize that treatment for AD is multi-

faceted, extending beyond anti-Aβ therapies. Stronger collaboration

between primary, secondary, and tertiary care is needed to ensure

that appropriate experts are present to discuss all treatment options.

A wide range of therapeutic approaches should be considered, from

symptomatic therapies to psychosocial support andmultidomain inter-

ventions. Patients who are not eligible for anti-Aβ treatments or those

who forgo thedecision to use themshould not be leftwithout adequate

careoptions.Avoidinga two-tiered system, inwhichonegroup receives

advanced therapies and the other does not, will require intentional

efforts to ensure equitable access to evaluation, diagnosis, counsel-

ing, and ongoing management across care settings. Care pathways

should ensure that all patients receive comprehensive and equitable

treatment, regardless of their eligibility for specific therapies.

Finally, knowledge gaps regarding comorbidities and variations in

treatment response across different populations highlight the impor-

tance of expanding research to include low- and middle-income

countries (LMICs) and under-represented ethnoracialized groups. In

LMICs, challenges include the lack of infrastructure to implement

biomarker-based diagnostics, which limits the applicability of the bio-

logical definition of AD. The potential use of blood-based biomarkers

in the future could help address this issue. Further research is also

needed to assess the reliability and effectiveness of various biomark-

ers in LMIC populations. These efforts will help ensure that future

treatment guidelines are inclusive and applicable to a broader range

of patients. Globally, the collection and sharing of real-world data

through registries is crucial. Learning fromongoing experiences in real-

world settings and drawing from knowledge in related fields will help

refine therapeutic approaches and support the development of best

practices.
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5 UNKNOWNS AND GAPS IN DEFINING
TREATMENT INITIATION AND DISCONTINUATION

Anti-Aβ therapies represent a critical milestone in the AD field, paving

the way toward a future focused on personalized medicine. As we

stand at the forefront of these advancements, the field is presented

with numerous research opportunities to address key unknowns and

knowledge gaps that could shape the future of AD treatment and

diagnosis.

One important knowledge gap is determining who benefits most

from these therapies and establishing clear criteria for treatment ini-

tiation. Findings from the TRAILBLAZER trial, for instance, have shown

that patients with low to medium tau levels, as measured by tau-PET

imaging, experience greater clinical benefits than those with high tau

burden.4 This highlights the potential of tau-PET in selecting patients

most likely to respond to donanemab therapy. Tau-PET is not widely

accessible and is not fully validated for routine clinical use, limiting

its applicability in real-world settings. Consequently, there is a need

to identify scalable, alternative biomarkers to determine the optimal

disease stage for treatment initiation.

Beyond the disease stage, the complexity and heterogeneity of AD

pose another challenge to identifying individuals most likely to benefit

from treatments.38 Recentwork has identified fivemolecular subtypes

of AD based on CSF proteomic analysis. These subtypes – charac-

terized by neuronal hyperplasticity, innate immune activation, RNA

dysregulation, choroid plexus dysfunction, and blood–brain barrier

dysfunction – may help refine patient stratification for treatment.39

In addition, it is important to note that the majority of individu-

als with AD have mixed co-existing pathologies40–42 with additional

contributing factors such as Limbic-predominant age-related TDP-43

encephalopathy (LATE), cerebrovascular disease, or Lewy body pathol-

ogy. Currently, there are no established biomarkers for many of these

co-existing pathologies, and it remains unclear how current treatments

perform in the context of specific mixed pathologies. Overall, the com-

plexity of AD is driven by the convergence of multiple factors, such

as genetic, environmental, and pathogenic pathways.43 These insights

highlight the need for multifaceted approaches to better understand

the heterogeneity of AD and how it impacts treatment effectiveness or

the development of adverse effects, which could enhance personalized

treatment. Given the relatively homogeneous populations selected for

the trials that led to the approval of anti-Aβ therapies, it remains

unknown what the clinical benefit and risk profile will be in “real-

world” populations. This will require close monitoring of outcomes

from registries44 and the experience of clinics enrolling large numbers

of participants.29 However, these sources may remain subject to bias

and may not fully capture the treatment benefits and risks across the

AD heterogeneity landscape.

In addition to determining who should receive treatment, the

field must also address the optimal criteria for discontinuing therapy.

Unlike symptomatic therapies like cholinesterase inhibitors, for which

biomarkers of target engagement are lacking, disease-modifying treat-

ments provide the opportunity to objectively assess treatment effects

through biomarker measurements.35 Drawing lessons from oncology,

theADfield can incorporatebiomarkerdata toguidedecisionsonwhen

to stop treatment. For instance, after a defined treatment period, clin-

icians could evaluate whether amyloid has been sufficiently cleared. If

it has, patients could transition to a new disease entity with a proposed

name of treatment-related amyloid clearance (TRAC). TRAC refers to

individuals who have lower levels of amyloid following treatment but

still have AD. If amyloid levels have not been reduced sufficiently, con-

tinuation of therapy may not be justified. However, at this moment,

this approach is limited by the varying sensitivity of different biomark-

ers and may require longitudinal studies to assess the true long-term

biological and clinical effects of these therapies. Importantly, discon-

tinuing therapy should not merely be viewed as stopping a chemical

intervention but rather as a carefully considered decision within a

broader treatment framework while considering patient and caregiver

perspectives.

The unresolved questions of whether and when to stop treatment,

implementmaintenance therapy, perform post-clearance (TRAC)mon-

itoring, and how or when to restart therapy necessitate further clinical

utility studies. Further work is needed to understand what predicts

response or non-response. Real-world evidence is crucial for under-

standing the long-term trajectory of AD under treatment, assessing

side effects, and identifying which patients derive the greatest benefit.

Moreover, clinical utility studies will aid in the development of alter-

native biomarkers for optimal treatment timing, the identification of

molecular subtypes with the highest likelihood of treatment success

and lowest risks, and the establishment of stopping criteria. Ulti-

mately, biomarkers offer the potential for more precise and objective

decision-making in both initiating and discontinuing treatment with

disease-modifying therapies. However, as with any groundbreaking

innovation, there is still much to learn.

6 SUMMARY

Since its inaugural meeting in 2016, the GoALS model of discus-

sion has served as a unique vehicle to advance strategic priorities in

AD research and care. Over this period, the AD field has achieved

remarkable progress, with anti-Aβ therapies transforming treatment

approaches and blood-based biomarkers revolutionizing AD diagnos-

tics. Through the most recent GoALS meeting in 2024, discussion

focused on these breakthroughs emphasize the need to refine diagnos-

tic and treatment paradigms, informedby real-world evidence, to guide

clinical decision-making and improve patient outcomes.

Themeeting discussants underscored the critical need for clear, har-

monized nomenclature and definitions in the AD space to meet the

expectations of patients and their families. Communication barriers

may hinder the effective implementation of therapies, delay diagno-

sis, and create confusion among patients, caregivers, and healthcare

providers, as well as payers and other key players in this ecosystem.

A key theme of the discussions centered on the clinical meaningful-

ness of AD therapies and the importance of shared decision-making

 15525279, 2026, 6, D
ow

nloaded from
 https://alz-journals.onlinelibrary.w

iley.com
/doi/10.1002/alz.71536 by C

ochrane L
uxem

bourg, W
iley O

nline L
ibrary on [17/06/2026]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense



8 of 11 AMOUYEL ET AL.

frameworks. Translating clinical trial results into outcomes that are

tangible for patients is complex, emphasizing that the individual per-

spective on the clinical benefits of AD therapies is critical. In this

context, there remains a need to develop more inclusive recruitment

strategies alongside enhancedmeasurements of patient-reported out-

comes (PROs) in clinical trials. Additionally, the implementation of

shared decision-making frameworks emerged as a key priority that

would enable patients and caregivers to make informed choices based

on personal goals, risk tolerance, and lifestyles. Transparent informa-

tion, education, and communication about both advancements and

knowledge gaps are key, supported by personalized discussions that

respect individual values and preferences.

There are systemic and logistical barriers to the successful imple-

mentation of AD therapies in clinical practice such as resource lim-

itations, although learning from one another is a powerful approach

to helping address these barriers. Persistent disparities in access to

early-stage screening, advanced diagnostics, infusion centers, and spe-

cialized care continue to pose challenges, exacerbating inequities in

treatment delivery. Addressing these issues will require the devel-

opment of more equitable healthcare systems that ensure access to

diagnostic tools, therapies, and post-diagnostic care for all patients.

Importantly, discussants emphasized the critical need for ongoing

research and real-world data to address knowledge gaps, including

optimal initiationanddiscontinuation criteria forADtherapies, the role

of mixed pathologies, and the long-term impacts of treatment.

Opportunities for furtherdialogueamongdifferent interested inter-

disciplinary parties and ensuring the lived-experience perspective is

accounted for were highlighted, as were opportunities to further

inform our understanding of the biological continuum. Specific action

items include the following:

∙ Fostering a discussion at the 2024 AAIC that included the lived-

experience perspective and voice;

∙ Sharing the outcome of the discussion through a manuscript and

accessible related communications, such as blogs with the commu-

nities of the Fondation Alzheimer and the Alzheimer’s Association;

∙ Engaging in ongoing discussion and discourse about the biologi-

cal definition of AD (Alzheimer’s Association clinical diagnosis and

staging criteria) and others, such as the IWG at the 2025 AAIC ;

∙ Continuing to facilitate opportunities for sharing and learning

among international clinicians and providers, such as through the

Alzheimer’s Association Network for Treatment and Diagnosis

(ALZ-NET) and its international arm, ALZ-NET International; and

∙ Encouraging engagementwith lived experience perspective in these

discussions and identifying and developing resources to support

clinicians in discussion with patients throughout the entire care

journey (in line with emerging science and growing understanding).

In conclusion, the evolving landscape of ADdiagnosis and treatment

demands continued collaboration among interested parties, includ-

ing clinicians, researchers, policymakers, and patient advocacy groups,

and clear communication, patient-centered care, equitable access, and

ongoing real-world evidence generation will be essential.
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