] Prev Alz Dis 2021;
Published online May 28, 2021, http:/ / dx.doi.org/10.14283/jpad.2021.26

New Hope for Alzheimer’s Disease

B. Vellas', P. Aisen?

© Serdi and Springer Nature Switzerland AG 2021

1. Gerontopole and Alzheimer’s Disease Research and Clinical Center, Toulouse University Hospital, France; 2. USC ATRI, San Diego, CA USA

Corresponding Author: B. Vellas, Gerontopole and Alzheimer’s Disease Research and Clinical Center, Toulouse University Hospital, France, vellas.b@chu-toulouse.fr

ur field has reached a time of excited
Oanticipation. After many years of frustration,
we can now expect dramatic change for the

better.

Diagnosis and tracking progression with new
blood biomarkers for Alzheimer’s

Plasma assays that reflect Alzheimer’s pathology in
brain have now been validated across many studies (1-3)
representing an astounding advance in the field. Mass
spectrometry-based plasma AB42/AB40 assays are highly
correlated to cerebrospinal fluid assyas and amyloid PET
SUVr measures. These blood tests are now being used
as pre-screening tests prior to PET scanning to greatly
reduce the burden and costs associated with scanning for
trial recruitment. It is plausible that plasma assays may
even obviate the need for PET scanning. Measurement
of phosphotau species such as ptau217 (2) in plasma are
tightly correlated to both amyloid and tau pathology
and can likewise be used for screening and longitudinal
follow-up in trials, potentially indicating downstream
effects of candidate therapies targeting amyloid or tau.
Preliminary evidence suggests that plasma amyloid and
tau assays may allow identification of individuals on the
Alzheimer’s disease spectrum even before PET scans
become abnormal. The impact of this new technology
on AD disease-modifying drug development will be
profound. Further, we can foresee the possibility that
plasma biomarkers may prove useful in establishing risk
prior to any measurable brain pathology, facilitating the
advance of primary prevention trials for Alzheimer’s.

New hope for effective disease-modifying
therapies

After decades of disappointments, a candidate disease-
modifier, aducanumab, is now under review at the FDA
(4). A second amyloid-reducing antibody, donanemab,
has shown positive clinical results in a Phase 2 trial (5),
and two other antibodies in this class, gantenerumab and
lecanemab, also show encouraging results. A number
of factors have contributed to this progress, including
successful management of the adverse effects of amyloid
removal (amyloid-related imaging abnormalities, or

Received May 11, 2021
Accepted for publication May 17, 2021

ARIA), higher dose therapy and selection of pre-dementia
participants likely to show clinical benefit (4). New
studies are in progress or planning to bring anti-amyloid
antibodies into still earlier stages of disease, presumably
further increasing the possible clinical benefit. The Anti-
Amyloid Treatment in Asymptomatic Alzheimer’s (A4)
trial, treating individuals at the asymptomatic stage
of disease with solanezumab, an antibody targeting
monomeric amyloid, will be completed by the beginning
of 2023. The AHEAD platform includes two trials: a
phase 3 trial of lecanemab in asymptomatic Alzheimer’s
(A45) and a phase 2 trial of lecanemab in individuals
with intermediate (sub-threshold) levels of amyloid. We
are optimistic that multiple therapies, initially targeting
amyloid but eventually tau and other targets as well, will
reach the clinic in the coming years. Secondary and even
primary prevention of Alzheimer’s may follow.

New hope for clinical practice

The World Health Organization (WHO) Global strategy
on ageing and health provides a policy framework to
align health systems to the needs of older populations
(6, 7). ICOPE program promotes person-centered care on
older peoples’ intrinsic capacity and ability to function
where they live. ICOPE include cognition as part of the
major intrinsic capacities to be maintained for an healthy
aging and will encourage primary care professional to
assess and monitor memory. ICOPE digital monitoring
(8) associated to blood biomarkers will make A.D early
diagnosis available to all.

Remarkable developments in geriatric assessment
and Alzheimer’s therapeutic research herald major
advances that will improve the lives of millions of aging
individuals. Continued collaboration among academic
scientists, clinicians, advocacy groups, philanthropists,
diverse communities and the biotech and pharmaceutical
industries will assure continued progress toward a bright
future.
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