
 

 

 
June 7, 2024 
 
Jessica Seo, PharmD, MPH 
Designated Federal Officer (DFO), AAC & PCNS 
Advisory Committee Management Branch (ACMB), DFO Team 1 
Division of Advisory Committee and Consultant Management (DACCM)                  
Center for Drug Evaluation and Research  
Office of Executive Programs 
U.S. Food and Drug Administration 
10903 New Hampshire Ave. 
Silver Spring, MD 20993–0002 
 
Re: FDA-2024-N-1869: Peripheral and Central Nervous System Drugs Advisory 
Committee; Notice of Meeting; Establishment of a Public Docket 
 
Dear Dr. Seo and PCNS Drugs Advisory Committee members, 
 
This public comment takes no formal position on the supplemental biologics license 
application for donanemab (BLA 761248) for the treatment of mild cognitive 
impairment and early dementia due to Alzheimer's disease (AD), though signatories 
may take a position in their separate comments. We write with a united voice to urge 
the Advisory Committee to consider the perspectives of people living with early AD, 
family and other care partners, researchers, healthcare providers, and advocates as 
you discuss a traditional FDA approval. We have full confidence in the FDA’s 
impartial, rigorous, and expert review based on the merits of the Phase 3 data. 
FDA’s world-class neuroscientists and neurologists are thoroughly equipped and 
unparalleled in their ability to assess the totality of evidence regarding donanemab. 
 
The development of safe and effective therapies to prevent, delay, slow, and better 
manage Alzheimer’s disease and related dementia (ADRD) is one of the most 
pressing and complex public health challenges facing our nation. One in three older 
adults who die have ADRD, and nearly seven million Americans have dementia due 
to Alzheimer’s disease.i 
 
Donanemab does not promise to cure AD or end the scourge of dementia but, if 
approved by FDA, it would give clinicians and their patients a vitally important 
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second treatment option with substantial, clinically meaningful benefits to slow the 
progression of early symptomatic AD. With clear and compelling evidence, 
donanemab met the primary and all cognitive and functional secondary endpoints in 
the Phase 3 study. As borne out by the Phase 3 TRAILBLAZER-ALZ-2 
(NCT04437511) trial results published in the Journal of the American Medical 
Association (JAMA) last year,ii donanemab substantially slowed the rate of decline 
on the integrated Alzheimer Disease Rating Scale (iADRS) and Clinical Dementia 
Rating Scale-Sum of Boxes (CDR-SB) after 18 months of treatment. Donanemab 
also slowed decline in instrumental activities of daily living (iADL) and multi-domain 
cognitive impairments of memory, orientation, judgment, and problem-solving. Both 
the low-medium tau and the high tau trial participants achieved these person-
centered therapeutic benefits. Highlighting the urgency and utility of early detection, 
diagnosis, and treatment, donanemab’s benefits were greatest for people in the 
earlier pathological stage of disease progression and the extent of benefits 
(compared to placebo) expanded throughout the trial’s 18-month dosing period.  
 
In short, donanemab’s clinically meaningful effectsiii prolong the real time an 
individual enjoys their independence and quality of life – time where cognition, 
personality, and ability to care for oneself remain largely intact – and reduces 
caregiver burden. We know intuitively and through emerging robust evidence that 
people living with early symptomatic AD and their care partners believe these 
quality-of-life attributes are deeply precious and valuable.iv They hold dear extended 
quality of life just as much as people living with other serious and life-threatening 
diseases such as cancer, heart failure, or HIV/AIDS. As more treatments bear 
positive clinical results, we are optimistic that initial successes catalyze greater 
advances. The community’s expectations for first generation disease-modifying 
therapies are measured and the benefit-risk tolerance is reasonable in conjunction 
with recommended monitoring and management of potential side effects. While 
additional post-market research on subpopulations that may be especially vulnerable 
to ARIA is warranted, for the majority of individuals symptomatic ARIA risk is low, 
and decisions on the appropriateness of treatment with donanemab should be made 
by individuals in consultation with their physicians. We believe that a just and 
rational definition of clinical meaningfulness would embrace donanemab’s overall 
37% lower risk of progressing to the next clinical stage and (on average) nearly five 
and half month advantage over placebo in cognitive and functional decline for 
people living with early symptomatic AD. 
 
Thank you for your consideration of these comments and for FDA’s consistent 
commitment to illuminating the regulatory pathway for safe and effective products. 
For any questions or additional information, please contact Ian Kremer, Executive 
Director of Leaders Engaged on Alzheimer's Disease (the LEAD Coalition), at 
ikremer@leadcoalition.org. 



 

 

 
Sincerely, 
 
ACCSES – The Voice of Disability 
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