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Dear HHS Secretary Robert F. Kennedy, Jr.:

We write on behalf of Science Advancement and Outreach, a division of People for the Ethical
Treatment of Animals—PETA entities have more than 10 million members and supporters
globally, and PETA U.S. is the largest animal rights organization in the world—to make
recommendations that will advance Alzheimer’s disease and Alzheimer’s disease-related
dementias (AD/ADRD) research and the development of new interventions to prevent and treat
dementia.

1. What opportunities or challenges exist in advancing research and development of
interventions to prevent or treat AD/ADRD, including translating scientific progress into
effective and scalable treatments and care?

In order for HHS to achieve its goal of “translating scientific progress into effective and
scalable treatments and care” for Alzheimer’s disease, the National Plan must include
language stating that HHS will no longer conduct or fund Alzheimer’s research that uses
other animals and will instead prioritize research that uses only human-based approaches.

The clinical failure rate for Alzheimer’s disease drug candidates remains extraordinarily high,
with estimates of 99.6% failure.!>* One major reason for this is the inability of experiments on
animals to recapitulate human AD biology. AD is a uniquely human condition, and other animals
do not naturally acquire it. Transgenic mouse models, which are widely used in AD research, do
not replicate the human disease and have not led to effective treatments.*> Attempts to model
AD-like pathology in nonhuman primates, who are more closely related to humans, have
reproduced only one or two of the symptoms observed in Alzheimer’s patients.®”%° Hallmarks of



AD—including extensive neuronal loss, tau pathology, progressive cognitive decline, and

dementia—are rarely observed in animals used in AD experimentation.'®!!:1?

These shortcomings are compounded by species-specific differences in gene expression and
protein function,'® immune responses, ' neurodevelopment,'> neuroanatomy,'® age-related
changes in hormone production,'” and neurodegeneration.'®!” As such, these differences make it
impossible for another animal to accurately represent AD and prevents the translation of findings
from experiments using other animals to human clinical use.

AD also varies substantially among individuals in its clinical presentation,*!->2

rate of progression,?>?*?° and genetic,?%?"-2 1,29-3031

age at onset and
and epigenetic®>* influences.
Consequently, research approaches that are based in human biology—particularly patient-derived

environmenta

systems that can capture individual variation—are needed to improve the identification and
testing of potential treatments.

Human-based approaches are already being used to address these challenges. For example,
researchers have developed 3D human cell models to study late-onset AD,** which accounts for
the vast majority of cases; conducted proteomic analyses of cerebrospinal fluid from patients
with AD to identify biomarkers that may be detectable decades before symptoms emerge;*>
engineered human organ-on-a-chip systems to evaluate the brain permeability of
nanotherapeutics and support more personalized approaches to AD research and treatment;*® and
used patient neuroimaging data to develop and validate a computational model linking dementia
symptoms to patterns of neurodegeneration in the brain in AD.?’

The National Plan should therefore include prioritizing the continued development and
implementation of patient-derived and other human-based approaches for identifying and
testing AD/ADRD interventions instead of the use of animals. This should include support for
studies that use advanced human cell and tissue models, organoids, organ-on-a-chip systems,
patient-derived induced pluripotent stem cell models, human biomarker and clinical datasets, and
computational approaches that can integrate and analyze human data.

8. What workforce or infrastructure challenges most affect:
a. AD/ADRD research and intervention development

A significant challenge for researchers interested in using non-animal approaches to study
Alzheimer’s disease is the lack of infrastructure, training, and institutional support available to
them. Many federally funded researchers continue to receive training primarily in animal-based
methods and have limited exposure to advanced non-animal technologies. Transitioning to these
approaches can require new technical training, laboratory equipment, computational resources,
and access to interdisciplinary expertise.

The National Plan should therefore include increased support for training and career
development opportunities focused exclusively on non-animal methods for AD/ADRD



research and intervention development. Such support would enable both early-career scientists
and established researchers to develop the skills needed to conduct human-relevant Alzheimer’s
research and accelerate the adoption of these approaches in the field. It would also help ensure
that the U.S. Alzheimer’s research community remains competitive with international advances
in human-based research technologies.

There are a number of educational programs that HHS could refer to when developing and
implementing training on non-animal methods for AD/ADRD research, such as the Summer
School on Non-Animal Approaches®® held by the European Commission Joint Research Centre
and the Summer Immersion on Innovative Approaches in Science*® held by the Physicians
Committee for Responsible Medicine.

Resources for expanded training and infrastructure could be redirected from expenditures
currently supporting AD/ADRD experiments on animals, which have not shown predictive
value. In addition to supporting research training and infrastructure, these resources could be
used to strengthen other components of the national AD/ADRD strategy, including risk
reduction, early detection, patient care, and support for families and caregivers.

These recommendations can help HHS advance research strategies that accurately reflect human
disease biology and have potential to improve treatment and quality of life for individuals
affected by Alzheimer’s disease and related dementias. Additional information on the
recommendations outlined in this response is available in our policy roadmap, Research
Modernization NOW (available at science.peta.org), which provides a comprehensive action plan

for advancing biomedical research in the U.S. across multiple research areas, including
Alzheimer’s disease. You may also reach us at info@scienceadvancement.org.
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