
Peripheral and Central Nervous System Drugs Advisory Committee
Food and Drug Administration
10903 New Hampshire Avenue
Building 31, Room 2417
Silver Spring, Maryland 20993–0002

May 25, 2023

Re: Peripheral and Central Nervous System Drugs Advisory Committee Meeting on
Leqembi (lecanemab) (FDA– 2023–N–1114)

Dear Members of the Advisory Committee:

On behalf of the Alzheimer’s Association, all those living with Alzheimer’s disease, their
caregivers, and their families, we are grateful to the Food and Drug Administration (FDA) for
convening this advisory committee to discuss the traditional approval of Leqembi (lecanemab),
an anti-amyloid treatment that reduces cognitive and functional decline in individuals with early
Alzheimer’s disease.

For decades, millions of Americans and their loved ones have waited for access to such a
therapy while they have faced a relentless, fatal disease. There are an estimated 6.7 million
Americans age 65 and older living with Alzheimer’s disease. By 2050, that number is expected
to rise to nearly 13 million.1

The Clarity AD Phase 3 data for Leqembi confirm this treatment changes the course of
the disease and delivers clear clinical benefit for people in the early stages of Alzheimer’s
disease. The results indicate Leqembi can give people more time at or near their full abilities to
participate in daily life, remain independent and make future health care decisions. The benefits
of this treatment will only be recognized if patients have access to those treatments and the
diagnostics necessary to inform treatment decisions.

I. Leqembi Pivotal Trial Convincingly Achieves Primary and All Secondary Endpoints

On November 29, 2022, in coordination with a public presentation of the data at an
international scientific conference, Clinical Trials on Alzheimer’s Congress (CTAD), researchers
published the results of a confirmatory Phase 3 placebo-controlled, double-blind, parallel-group,

1 Alzheimer’s Association (2023). 2023 Alzheimer’s Disease Facts & Figures.



randomized study demonstrating a clinical benefit from the use of Leqembi.2 The data
presentation was coordinated with the peer reviewed publication of these same results to provide
opportunity for the medical and scientific community to discuss the results at length in order to
work toward a consensus based understanding.

In a patient population living with mild cognitive impairment (MCI) due to Alzheimer’s
disease and mild dementia due to Alzheimer’s disease, treatment with Leqembi met the primary
endpoint (CDR-SB: Clinical Dementia Rating-Sum of Boxes), as well as all secondary
endpoints, with highly statistically significant results.3 Specifically, Leqembi reduced decline on
the CDR-SB scale by 27% compared with placebo at 18 months, representing a difference in the
score of –0.45 (p=0.00005).4 This difference in decline translated into a 5.3 month slowing of
progression over the course of the 18-month trial, with a reasonable expectation of a further
increase in separation with continued treatment.5 These differences started as early as six months
into treatment across all time points.6

All key secondary endpoints also demonstrated statistically significant change at 18
months from baseline when compared with placebo, with differences appearing earlier than the
primary endpoint, including amyloid levels in the brain measured by amyloid positron emission
tomography (PET), the Alzheimer’s disease Assessment Scale-cognitive subscale14
(ADAS-cog14), AD Composite Score (ADCOMS), and the AD Cooperative Study-Activities of
Daily Living Scale for Mild Cognitive Impairment (ADCS MCI-ADL).7

As discussed in greater depth in the statement from over 200 clinicians and researchers,
this trial represents a “foundational advance” in the treatment of Alzheimer's disease.8
Importantly, the trial included individuals aged 50 to 90 years of age, allowed patients with a
broad range of comorbidities compared to previous anti-amyloid trials, and included greater
representation of traditionally underrepresented ethnic and racial populations, with Hispanic and
African Americans making up approximately 25% of the total U.S. enrollment. While
representation in clinical trials needs to improve, the comparability of the Clarity AD trial
population to the Medicare population exceeds that of the Phase 3 trial populations of many
other treatments approved by the FDA and covered by Medicare today.

8 Alzheimer’s Researchers Letter (2022). Available at https://alzimpact.org/sites/default/files/2022-12/AlzLtr.pdf
and as an attachment to this comment. Hereinafter referred to as “Alzheimer’s Researchers Letter.”

7 Id.
6 Phase 3 Clarity AD Study.

5 2022 Clarity AD Slide Presentation. Clarity AD: A Phase 3 Placebo-Controlled, Double-Blind, Parallel-Group.
18-Month Study Evaluating Lecanemab in Early Alzheimer’s Disease. Presented at Clinical Trials on Alzheimer’s
Disease (CTAD), San Francisco, CA USA, November 29-December 2, 2022. Slide 69.

4 Van Dyck et al. See also Lecanemab Confirmatory Phase 3 Clarity AD Study Met Primary Endpoint, Eisai (Sept.
28, 2022)(hereinafter referred to as “Phase 3 Clarity AD Study”), Available at
https://www.eisai.com/news/2022/news202271.html

3 CDR-SB is a numerical scale based on interviews of patients with Alzheimer's disease, their caregivers, and
healthcare providers to assess the clinical progression of Alzheimer's disease.

2 Christopher H. van Dyck et al., Lecanemab in Early Alzheimer’s Disease, NEW ENGLAND J. MED. (Nov. 29, 2022)
(“Van Dyck et al.”).
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II. Clinical meaningfulness

A. Leqembi’s Data Demonstrates a Meaningful Clinical Benefit for an
Anti-Amyloid mAb

The determination of a clinically meaningful benefit in clinical trials is crucial for drug
development. Typically, efficacy is measured by comparing changes from baseline between the
treatment and placebo groups, but this approach does not provide information on the number or
percentage of patients who respond positively to the treatment. Using best practices as defined
by the FDA, researchers have developed an anchor-driven approach using clinical global rating
scales to determine the changes in target measures that correspond to mild or moderate
worsening. These measures include the Clinical Dementia Rating—Sum of Boxes (CDR-SB),
Alzheimer's Disease Assessment Scale—cognitive subscale (ADAS-cog), and Mini-Mental State
Examination (MMSE), which are commonly used in clinical trials. The findings help interpret
trial outcomes and inform discussions about the potential benefits of treatment.9

As discussed above, in the Clarity AD trial Leqembi demonstrated a clear and statistically
significant benefit versus placebo in a large, diverse, randomized clinical trial representative of
the Medicare population, on both its primary endpoint and all secondary endpoints. Patients
treated with Leqembi progressed in cognitive decline almost six months slower than those who
received a placebo, while also seeing a slower reduction in quality-of-life measures.10 These
results demonstrate a benefit to patients and their caregivers of months of comparatively higher
cognitive functioning and better quality of life.11 As the researchers’ letter concludes, “[t]he
Clarity AD trial represents an unprecedented and foundational leap in the search for a
disease-modifying treatment for AD. It is the first to show an unequivocal effect in changing the
rate of decline on diverse clinical, cognitive, and functional endpoints, converging with
validated, AD-associated brain, cerebrospinal fluid and blood biomarker endpoints.”12

In the context of a progressive disorder like Alzheimer's disease, statistically significant
slower progression is a meaningful clinical benefit. Because mild cognitive impairment (MCI)
and mild dementia due to Alzheimer's disease are the phases of symptomatic illness when
patients most value a delay in progression, this delay is equivalent to a delay in mortality for
other terminal diseases. FDA recognized this in agreeing with Leqembi’s sponsors that the Phase
3 Clarity AD trial, designed to detect slower progression of cognitive decline, would be able to
serve as a confirmatory trial for traditional FDA approval that requires a clinical benefit to be
demonstrated. Similarly, FDA has granted approval to products for the treatment of multiple
sclerosis on the basis that they demonstrated a longer period of time before significant increase
in disability versus the placebo.13

13 Prescribing Information – TYSABRI, Food and Drug Administration (“The primary endpoint at 2 years was time
to onset of sustained increase in disability … Time to onset of sustained increase in disability was longer in
TYSABRI-treated patients than in placebo-treated patients.”), available at
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/1215104s959lbl.pdf.

12 Id.
11 Id.
10 Alzheimer’s Researchers Letter.

9 Cummings, J. Change on Clinical Trial Outcome Assessments: The Search for Meaningfulness. J Prev Alzheimers
Dis 10, 5–6 (2023). https://doi.org/10.14283/jpad.2022.103

3



B. Personal Meaningfulness

In addition to the scientific standard for clinical meaningfulness, it is important and
necessary to consider the patient perspective — personal meaningfulness. While everyone
experiences the disease differently, the trajectory of cognitive and functional decline is inevitable
and the disease is fatal. For individuals living with Alzheimer’s, they lose more of themselves as
the disease progresses. It’s not just memories they lose. They lose the ability to participate in the
world around them. They lose their independence. All of those affected die with or from
Alzheimer’s disease.

For the person with the disease, the diagnosis is devastating. But they are not the only
ones affected. For families and friends, watching a once vibrant, curious and articulate loved one
slip away can be heart-wrenching. But on top of the emotional pain, they become caregivers.
They take on overwhelming tasks in order to support the person in their daily life, including
bathing and dressing, feeding, keeping them safe, and making every single decision for them all
day, every day. Often they do so at great expense to their own health, economic security, and
emotional wellbeing.

In 2022, unpaid caregivers provided an estimated 18 billion hours of care valued at
$339.5 billion. Alzheimer’s takes a devastating toll on caregivers. Compared with caregivers of
people without dementia, twice as many caregivers of those with dementia indicate substantial
emotional, financial and physical difficulties. These difficulties are not surprising. Caring for a
person with Alzheimer’s poses unique challenges. Individuals with Alzheimer’s require
increasing levels of supervision and person-centered care as the disease progresses. People in the
middle to later stages of Alzhiemer’s experience losses in judgment, orientation, and the ability
to understand and communicate effectively. The personality and behavior of a person with
Alzheimer’s are affected as well, and these changes are often among the most challenging for
family caregivers and can often lead to placement in a long-term care community.14

The Alzheimer’s Association sought feedback from current and former members of the
Early Stage Advisory Group, a group of individuals living with the disease, to gain their
perspective on meaningfulness and new treatments.15 Overall, individuals living with
Alzheimer’s disease felt optimistic and enthusiastic about the development of new treatments
and the idea that more treatments would be available soon. Personal meaningfulness is different
for each person. In the early stage of the disease, when skills and cognition are entirely or mostly
intact, one additional day of independence and autonomy might be meaningful enough for one
person, whereas others would be satisfied with a month or a year.16

“This is a time of innovation and dedicated research that was not as prevalent in previous years.
This brings TRUE HOPE for the first time in my life that maybe I can preserve my cognition and
potentially have a high quality of life for a longer time. Just think about it. To be able to
recognize family and friends, take care of myself, revel in the simple joys like taking a walk,

16 Id.

15 Moreno, M., et. al. Personal meaningfulness of potential FDA-approved treatments: Perspectives of individuals
living with Alzheimer's disease (April 14, 2023). https://doi.org/10.1002/alz.13079. Available at
https://alz-journals.onlinelibrary.wiley.com/doi/10.1002/alz.13079.

14 Alzheimer’s Association (2023). 2023 Alzheimer’s Disease Facts & Figures.
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hugging my grandson and watching him grow, laughing with my daughters, holding my
husband’s hand. All this is and so much more is truly priceless!” — Deb J., living with
Alzheimer’s17

While participants acknowledged the importance of considering safety and side effects,
they expressed a willingness to take risks for potentially significant benefits. They also
emphasized the need for researchers and regulators to consider personal meaningfulness as a
component of their decision making process and to provide information and access to treatments
for all individuals living with Alzheimer’s disease.18

Additionally, participants emphasized the need to approve and provide insurance
coverage for new Alzheimer's treatments and diagnostics so they are accessible to all people
living with the disease and to continue to listen to the voice of those living with the disease when
making decisions that directly affect their lives and their families. Individuals living with
Alzheimer’s disease felt that there should be easy access to FDA-approved treatments and that
the right to decide whether to receive a given treatment or not should be determined by
individuals living with Alzheimer’s disease, as well as their families and clinicians. Providing
information about FDA-approved treatments, including risks at the time of diagnosis, is not only
needed but essential in order for those living with the disease to make this important decision.19
Overall, they felt that any progress with respect to Alzheimer’s treatments gives hope to families,
friends, and those living with the disease.

C. Inappropriate Means of Assessing Clinical Benefit

In recent years, some have advanced inappropriate arguments to question clinical benefit.
One of these is the assertion that a delay of 1-2 points on the ADAS-cog must be achieved for
such a treatment to be clinically meaningful. This argument is flawed primarily because it
equates changes on ADAS-cog at the mid- and late-stage of the disease with changes that should
be expected at the earliest symptomatic stages of the disease.20

III. Safety

The safety and well-being of people living with Alzheimer’s disease is the Alzheimer’s
Association’s highest priority. We are carefully monitoring the results of clinical trials and
regulatory actions for new Alzheimer’s treatments to ensure that our position on any individual
treatment appropriately reflects both scientific and patient-centered views of the appropriate
balance between risks and benefits. We understand that individuals have difficult decisions when
faced with an unrelenting and fatal disease with no cure and their preferences will appropriately
vary from person to person based on their unique perspectives and circumstances. Individuals
should talk with their doctors to develop a treatment plan that is right for them, including
weighing the benefits and risks of all approved therapies.

20 Wang Y. An insider’s perspective on FDA approval of aducanumab. Alzheimer’s Dement.2023;9:e12382.
https://doi.org/10.1002/trc2.12382. See the discussion in section 3, “What is Considered Clinically Meaningful?”.

19 Id.
18 Id.
17 Id.
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As with other anti-amyloid treatments in this class of drugs, and indeed all
FDA-approved treatments, Leqembi does have side effects. The Association is confident that the
side effect profile for this treatment is, on the whole, manageable and less dangerous than for
many other FDA-approved medications for severe and life-threatening illnesses.

Amyloid related imaging abnormalities (ARIA) is a common side effect of all current
anti-amyloid mAb treatments. ARIA does not usually cause symptoms but can be serious.
ARIA-E is typically a temporary swelling in areas of the brain that usually resolves over time.
Some people may also have small spots of bleeding in or on the surface of the brain known as
ARIA-H. If symptoms of ARIA are present, they can include headache, dizziness, nausea,
confusion and vision changes. Because most people who experience ARIA do not have any
symptoms, this side effect can only be confirmed through imaging, making MRI monitoring an
important element of treatment management. The Association has worked closely with the
medical and scientific community to better understand ARIA including convening a workgroup
of leading Alzheimer’s and dementia researchers to create recommendations on the
identification, management, monitoring and risk mitigation of ARIA in anti-amyloid mAb
clinical trials that were later incorporated into FDA guidance to study sponsors to ensure the
highest safety when using these treatments.21

In the Clarity AD study, serious adverse events occurred in 14% of the participants in the
Leqembi group and 11.3% of those in the placebo group.22 The most commonly reported serious
adverse events were infusion-related reactions (26.4% Leqembi group, 7.4% placebo group),
ARIA-E (edema/effusion, 12.6% Leqembi, 1.7% placebo), ARIA-H (combined cerebral
microhemorrhages, cerebral microhemorrhages, and superficial siderosis, 17.3% Leqembi, 9%
placebo), headache (11.1% Leqembi, 8.1% placebo), and falls (10.4% Leqembi, 9.6% placebo).23
Risk of ARIA (symptomatic and asymptomatic) appeared higher for people with two copies of
APOE4.24

The Alzheimer’s Association was saddened to learn that three participants died during the
open label extension. We understand individuals face difficult decisions when confronted with an
unrelenting and fatal disease with no cure. Individuals and families, in consultation with their
health care providers, should be the ones making informed decisions about whether to accept the
risk of treatment given the potential benefit.

As stated in the researcher’s letter, the key adverse event, as expected, was the
development of ARIA seen on MRI scans.25 The ARIA incidence profile was within expectations
based on the Phase 2 trial results.26 Less than 3% of patients had any symptoms associated with
ARIA, and serious symptoms were even more rare.27 ARIA was well managed in the trial, with

27 Alzheimer’s Research letter
26 Van Dyck et. al.
25 Alzheimer’s Research Letter.
24 Id.
23 Id.
22 Van Dyck et. al.

21 Reisa A. Sperling, et. al. Amyloid-related imaging abnormalities in amyloid-modifying therapeutic trials:
Recommendations from the Alzheimer’s Association Research Roundtable Workgroup (July 2011) Available at:
https://www.sciencedirect.com/science/article/pii/S1552526011025064
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careful safety monitoring by knowledgeable clinicians.28 For appropriate patients under the care
of clinicians providing proper care and monitoring, ARIA risk is manageable in real-world
clinical settings.29 No barrier can be allowed to stand between patients and a treatment that has a
reasonable risk-benefit ratio and significantly reduces the causative pathology.30

Appropriate Use Recommendations (AUR) of Leqembi

In March 2023, the Alzheimer’s Disease and Related Disorders Therapeutics Work
Group published appropriate use recommendations for Leqembi.31 The purpose of the
recommendations is to provide optimal guidance for the introduction of Leqembi into real-world
clinical practice. Clinicians with limited experience using Leqembi and other monoclonal
anti-antibody therapies for Alzheimer’s disease can use the following AURs to anticipate, plan,
and implement necessary changes in clinical practice and workflow.32

To encourage safe administration and treatment monitoring, the expert work group
recommended that patients treated with Leqembi follow the same protocols as those in clinical
trials, with intravenous administration every other week. Patients with more than four
microhemorrhages or evidence of cerebrovascular disease should be excluded to reduce the risk
of ARIA associated with Leqembi therapy. APOE genotyping is also advised to identify APOE4
gene carriers, particularly homozygous individuals who face a higher risk of ARIA. The expert
work group recommended that patients who require anticoagulants or thrombolytic therapy for
ischemic stroke should exercise additional caution when administering Leqembi; this
recommendation is more conservative than the current FDA label. Infusion reactions may occur
and should be managed with anti-inflammatory therapies as a preventive measure. When using
Leqembi, clinicians should thoroughly discuss the potential therapeutic benefits and risks with
patients.33

IV. Additional Confirmation that Amyloid Removal Links to Slowing of Cognitive
Decline

Adding to the strength of evidence around the effectiveness of contemporary
anti-amyloid mAbs, on May 3, 2023, positive top-line results of the TRAILBLAZER-ALZ2
Phase 3 study of donanemab were released indicating that drug also met all of its primary and
secondary endpoints, and slowed clinical decline by 35% compared to placebo on the primary
outcome measure. It is anticipated the sponsor will submit donanemab to the FDA for review and
traditional approval shortly. This study provides additional evidence that amyloid removal is
linked to slowing of cognitive decline with a clinically meaningful benefit to patients,
strengthening the case for targeting amyloid as a potential therapeutic approach.

33 Id.
32 Id.

31 Cummings, J., Apostolova, L., Rabinovici, G.D. et al. Lecanemab: Appropriate Use Recommendations. J Prev
Alzheimers Dis (2023). https://doi.org/10.14283/jpad.2023.30. Available at
https://link.springer.com/article/10.14283/jpad.2023.30.

30 Id.
29 Id.
28 Id.
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V. Alzheimer’s Disease Patients Must Have Access to Safe and Effective Treatments

People living with Alzheimer’s disease should have access to Alzheimer’s therapies
determined to be safe and effective by the FDA. We strongly supported the FDA’s accelerated
approval on January 6, 2023 of Leqembi in patients with early Alzheimer disease and strongly
support the FDA approving Leqembi under traditional approval. However, we are very
concerned that, at the present time, patients have very little access to Leqembi despite receiving
accelerated approval by the FDA, because the Centers for Medicare & Medicaid Services (CMS)
has denied coverage of anti-amyloid mAbs under its Coverage with Evidence Development
(CED) policy, except in the extremely limited context of randomized controlled trials.

We hope that, should the FDA grant Leqembi traditional approval, CMS will revisit this
CED policy such that the therapy will be accessible to all Alzheimer’s disease patients indicated
by the FDA’s prescriber information. If CMS instead insists on requiring further studies of
Leqembi within the Medicare population even after a clinical benefit has been demonstrated in a
representative patient population, this would represent yet a further unprecedented step by CMS
to limit coverage for the on-label use of an FDA-approved drug.

* * *

Thank you for the opportunity to comment. The Alzheimer’s Association would be glad
to serve as a resource for the FDA as it considers Leqembi, future therapies, and any other issue
related to Alzheimer’s disease and related dementia. Please do not hesitate to contact Robert
Egge, chief public policy officer, at regge@alz.org if we can be of additional assistance.

Sincerely,

Joanne Pike, DrPH
President and CEO
Alzheimer’s Association

Disclosures
No contribution from any organization impacts the Alzheimer’s Association decision-making,
nor our positions on issues related to people living with Alzheimer’s, other dementia and their
families. The Alzheimer's Association received 1.06% of its total 2022 contributed revenue from
the biotechnology, pharmaceutical, diagnostics, and clinical research industry inclusive of 0.16%
from Biogen and Eisai. More information is available at: alz.org/transparency
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Attachment - Alzheimer’s Research Letter (December 2022)

Treating Alzheimer’s: A New Era Begins with Lecanemab

Few diagnoses in medicine are more devastating than Alzheimer’s disease (AD). Barely known
to the public four decades ago, the number of people living with dementia – estimated to stand at
55 million in 2019 – is expected to rise to 139 million in 20501, and 75% of these individuals
have not been diagnosed. The toll on patients, families, and society of this ubiquitous and
ultimately fatal disorder is staggering. The number affected more than doubles if one includes the
millions of cognitively normal older people who do not yet know the disease is underway in their
brains. But breaking news from the Clinical Trials in Alzheimer’s Disease (CTAD) Conference
late November 2022 suggests this bleak outlook is changing. A disease-modifying treatment for
Alzheimer’s has finished a highly successful trial (called Clarity AD), the results of which will
soon be reviewed by the U.S Food and Drug Administration, with approval widely expected to
follow.

At the CTAD Conference in San Francisco, around 2000 physicians, scientists, pharmaceutical
investigators and others viewed and intensively discussed the Clarity AD findings2. The data
presentations were detailed, comprehensive, and transparent. Most AD experts in the audience
responded with enthusiastic approval, viewing this study of lecanemab, a monoclonal antibody
which preferentially targets Abeta “protofibrils” (smaller Abeta assemblies), as the most clearly
positive and encouraging AD trial yet completed. In this randomized, double-blinded,
placebo-controlled trial of 1,795 patients with mild cognitive impairment (MCI) or mild AD
dementia, intravenous lecanemab given every two weeks over 18 months led to statistically
significant (p<0.001) slowing of cognitive and functional decline on the CDR-SB primary
outcome and on all three secondary outcomes related to cognition and daily function
(ADAS-cog14; ADCOMS; ADCS-MCI score on Activities of Daily Living). Sensitivity
analyses showed similar effects, indicating the robustness of the study results. On average, the
slowing of decline on the key endpoints ranged from 23% to 37% vs. placebo. Importantly, these
meaningful effects of lecanemab over placebo widened from 3 to 18 months of treatment on all 5
key outcomes, signifying clinical benefit and providing a rational basis for hoping that even
more slowing will occur over time. There were also sizeable and significant positive effects on
classical biological markers of AD: amyloid plaques and neurofibrillary tangles on PET scans
and blood and spinal fluid levels of the proteins that comprise these hallmark lesions of AD.
Thus, lecanemab appears to reduce amyloid pathology in AD and beneficially slows the cascade
of biological events which result in cognitive decline.

Throughout the meeting, clinicians who have collectively cared for millions of Alzheimer’s
patients and families referred to this outcome as a foundational gamechanger in a disease which
inexorably robs its victims of their most human qualities -- memory, judgment, equanimity, and
independence (the conduct of everyday life). The results presented at CTAD suggest that over the
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course of the 18-month trial, those on lecanemab progressed almost 6 months slower than those
on placebo. Treatments like lecanemab hold the promise of improving the quality of life of our
patients and their families experiencing AD. Indeed, evidence of such benefits were observed in
the form of 25-50% less decline on four scales of patient- and caregiver-reported quality of life
and disease burden.

Regarding safety, the key adverse event, as expected, was the development of amyloid-related
imaging abnormalities (ARIA) seen on MRI scans. ARIA with localized, typically transient brain
edema (ARIA-E) occurred in 12.6% of lecanemab recipients and 1.7% of those on placebo
overall. Less than 3% of patients had any symptoms associated with ARIA, and serious
symptoms were even more rare. The ARIA-E rate was lower than in previous trials of antibodies
that target amyloid plaques directly. ARIA was well managed in the trial, with careful safety
monitoring by knowledgeable clinicians. Other adverse events included infusion-related
reactions occurring during the first infusion and not interfering with continued treatment. For
appropriately selected patients under the care of proficient clinicians with sufficient resources to
provide proper patient detection and monitoring, ARIA risk should be manageable in real-world
clinical settings. The longer-term safety and efficacy of lecanemab in actual practice can be
monitored in longitudinal registries, such as the recently launched Alzheimer’s Network
(ALZNET).

The Clarity AD trial represents an unprecedented and foundational leap in the search for a
disease-modifying treatment for AD. It is the first to show an unequivocal effect in changing the
rate of decline on diverse clinical, cognitive, and functional endpoints, converging with
validated, AD-associated brain, cerebrospinal fluid and blood biomarker endpoints. Further
success may be possible with this treatment as we leverage biomarker-informed precision
medicine approaches that should increase treatment benefits and reduce risk and burdens in
subsets of AD patients.

The success of lecanemab is not a reason to pause our efforts or interrupt the momentum towards
better treatments for AD. Lecanemab is not a cure for AD. Over months and years, treated
patients will continue to decline but, on average, would be expected to do so more slowly. Some
are likely to benefit more than others, as in all chronic diseases. Our patients will need ever more
effective therapies, and their families need the hope and relief that these treatments will provide.
The Clarity AD results will spur more investment in Alzheimer diagnostics and therapeutics.
Non-pharmacological approaches that seek to reduce lifestyle factors or therapeutics that address
other AD-associated pathways can be combined with this new medicine.

Yet even as we continue to work to push our field forward, we must get scientifically validated
and clinically relevant therapies like lecanemab to patients as soon as possible. Lecanemab was
developed and tested in patients with early-stage AD, and every day of delay in patient access to
this therapy may result in treatable patients progressing beyond the window of therapeutic
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opportunity. We cannot allow the uninterrupted decline of AD patients we have known for
decades to continue when effective therapies are available.

The many undersigned AD clinicians and other experts know this terrible disease all too well
from witnessing it up close. We herald the foundational advance represented by the advent of
lecanemab therapy. Now, we must build on the success of science to translate these gains into
even better outcomes for patients and families. Autonomy and justice dictate that our patients
have equitable access and the opportunity to make informed choices regarding reasonable
treatments that can impact their lives and well-being. No barrier can be allowed to stand between
our patients and a treatment that has a reasonable risk-benefit ratio and significantly reduces the
causative pathology.

1. World Health Organization, https://www.who.int/news-room/fact-sheets/detail/dementia,
last accessed 12/7/2022

2. van Dyck, Christopher H et al. “Lecanemab in Early Alzheimer's Disease.” The New
England journal of medicine,
10.1056/NEJMoa2212948. 29 Nov. 2022, doi:10.1056/NEJMoa2212948
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