
 

 

 
 
January 20, 2021 
 
Janet Woodcock, MD  
Interim Commissioner 
Director, Center for Drug Evaluation and 
Research 
U.S. Food and Drug Administration  
10903 New Hampshire Avenue  
Silver Spring, MD 20993 
 
Peter Stein, MD  
Director, Office of New Drugs  
U.S. Food and Drug Administration  
10903 New Hampshire Avenue  
Silver Spring, MD 20993 

Patrizia Cavazzoni, MD  
Director (Acting) Center for Drug Evaluation 
and Research  
U.S. Food and Drug Administration  
10903 New Hampshire Avenue  
Silver Spring, MD 20993 
 
 
Billy Dunn, MD  
Director (Acting) Office of Neuroscience  
U.S. Food and Drug Administration  
10903 New Hampshire Avenue  
Silver Spring, MD 20993 

 
Submitted electronically to: Janet.Woodcock@fda.hhs.gov, Patrizia.Cavazzoni@fda.hhs.gov, 
Peter.Stein@fda.hhs.gov, Billy.Dunn@fda.hhs.gov 
 
Re: FDA review of Biologics License Application (BLA) 761178, for aducanumab solution for 
intravenous infusion, submitted by Biogen Inc., for the treatment of Alzheimer’s disease 
 
Dear Drs. Woodcock, Cavazzoni, Stein and Dunn: 
 
We write to urge the FDA to utilize its regulatory flexibility in rendering a decision on biologics license 
application (BLA) 761178, for aducanumab solution for intravenous infusion, submitted by Biogen Inc., 
for the treatment of Alzheimer’s disease. Should FDA approve the application, we also recommend that a 
post-marketing surveillance study (also known as a Phase IV or confirmatory trial) be conducted to 
provide additional information about aducanumab’s benefits, risks and best use. 
 
We have complete confidence in the FDA Office of Neuroscience. Under Dr. Dunn’s remarkable 
leadership, we know there is relentless commitment to the best interests of people living with 
neurodegenerative conditions and unwavering fidelity to the FDA’s scientifically rigorous process. People 
living with mild cognitive impairment due to Alzheimer’s disease (MCI due to AD) or early-stage 
Alzheimer’s disease dementia are depending on the FDA’s impartial evaluation of aducanumab’s safety 
and efficacy to deliver their first, best and only opportunity to bend the curve of disease and symptom 
progression. In that context, the FDA’s own guidances (e.g. Demonstrating Substantial Evidence of 
Effectiveness for Human Drug and Biological Products and Expedited Programs for Serious Conditions – 
Drugs and Biologics) provide for regulatory flexibility particularly in the case of products intended for 
serious and life-threatening conditions, such as Alzheimer's disease, where no satisfactory alternative 
therapy exists. The Expedited Programs Guidance document specifically references 21CFR 312.80: 

 
"The Food and Drug Administration (FDA) has determined that it is appropriate to exercise the 
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broadest flexibility in applying the statutory standards, while preserving appropriate guarantees 
for safety and effectiveness. These procedures reflect the recognition that physicians and patients 
are generally willing to accept greater risks or side effects from products that treat life-threatening 
and severely-debilitating illnesses, than they would accept from products that treat less serious 
illnesses. These procedures also reflect the recognition that the benefits of the drug need to be 
evaluated in light of the severity of the disease being treated." 

 
Aducanumab should not and, in fact, does not promise to cure Alzheimer’s disease or end the scourge of 
dementia. Aducanumab, by the FDA’s own assessment, does provide patients with MCI due to AD or 
early-stage Alzheimer’s disease dementia a clinically significant and meaningful delay in disease and 
symptom progression and consequently in quality of life with an acceptable safety profile. Any person 
who lives with MCI due to AD or early-stage dementia or who cares about those persons as family, friend 
or clinician would agree that these quality-of-life outcomes are deeply precious and valuable. For years 
and across many settings, the FDA has heard directly from people living with MCI or early-stage 
dementia that having no disease-modifying treatment is a crushing death sentence and that any safe and 
effective therapy delivering improved quality of life in early stages would be a veritable Godsend. Their 
expectations for a first-in-class therapy are measured and their benefit-risk tolerance is entirely 
reasonable. They recognize – perhaps better than those of us who do not have MCI or dementia – that a 
first-in-class therapy offers them precious albeit limited additional time. They understand – as we ought to 
appreciate more fully – that halting disease and symptom progression, even temporarily, provides an 
enormous opportunity. People living with MCI or early-stage dementia hold dear that opportunity for 
extended quality of life just as much as people living with cancer, heart failure, HIV/AIDS, or respiratory 
disease. We have absolute confidence that the FDA guarantees a level playing field for all reviews 
without regard to disease, patient population, sponsor, or external pressures. 
 
We are grateful for the robust review process and appreciate the substantive questions and concerns raised 
by members of the Peripheral and Central Nervous System Drugs Advisory Committee (Ad Comm). The 
Ad Comm is an essential part of the review process; rightly, the Ad Comm is neither the beginning nor 
the end of the FDA’s process. Months of FDA work preceded the Ad Comm meeting and determined that 
aducanumab is both safe and effective. Months more of the FDA’s work will follow the Ad Comm during 
which time we expect that the FDA will thoroughly, meticulously and impartially analyze both the Ad 
Comm’s input and the responses from aducanumab’s sponsor to that input. Ultimately, the FDA will 
make an application decision that is fair, objective, and solely governed by the confluence of scientific 
rigor and merit to serve the best interests of people living with MCI or early-stage dementia in need of 
and entitled to a safe and effective therapy offering them an extended quality of life that nothing else 
offers. 
 
Under the best of circumstances, there are no ‘slam dunk’ submissions to the FDA and no product under 
review promises a panacea to the affected patient population. This is particularly true for potential first-in-
class therapies. The FDA’s review criteria do not demand that a first-in-class therapy provide a cure. The 
standard, as it should be, is that the product be safe and effective. Patients and clinicians do not have the 
luxury of waiting for a best-in-class drug, but they are in the best position to make decisions about 
whether to use aducanumab as a first-in-class medication. As with any first-in-class product, there is 
much to be learned from how aducanumab is used by a larger and more diverse population of clinicians 
and patients. A robust post-marketing surveillance study will provide invaluable additional data about 
aducanumab’s safety and efficacy along with practical, real world evidence to inform and catalyze future 
therapeutic development along with modernization of our country’s health care infrastructure. 
 
Thank you for your consideration of these comments and for FDA’s consistent commitment to 
illuminating the regulatory approval 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),i ikremer@leadcoalition.org or (571) 383-9916. 
 
Sincerely, 
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Alabama College of Community Health 
Sciences*) 

Prevent Alzheimer's Disease 2020 

Vanessa Raymont, MBChB, MSc, MRCPsych 
(University of Oxford*) 

ResearchersAgainstAlzheimer’s 
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* Affiliations of individual researchers are for identification purposes only and do not necessarily 
represent the endorsement of affiliated institutions. 
 
 

 
i http://www.leadcoalition.org Leaders Engaged on Alzheimer’s Disease (the LEAD Coalition) is a 
diverse national coalition of member organizations including patient advocacy and voluntary health non-
profits, philanthropies and foundations, trade and professional associations, academic research 
and clinical institutions, and home and residential care providers, large health systems, and biotechnology 
and pharmaceutical companies. The LEAD Coalition works collaboratively to focus the nation’s 
strategic attention on dementia in all its causes – including Alzheimer’s disease, vascular disease, Lewy 
body dementia, and frontotemporal degeneration – and to accelerate transformational progress in 
detection and diagnosis, care and support, and research leading to prevention, effective treatment and 
eventual cure. One or more participants may have a financial interest in the subjects addressed. 


