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Who We Are and Our Work in Down 
Syndrome and Alzheimer’s

The Epstein Family Alzheimer’s Therapeutics Research Institute (ATRI)
is part of the Keck School of Medicine of USC:

•A team of 8 faculty and 200+ staff focused on Alzheimer’s clinical trials
•We lead and support clinical trials across 145+ research sites worldwide
•Coordinating center for the NIA Alzheimer’s Clinical Trials Consortium (ACTC)

Our Mission:
To develop safe and effective treatments for 

Alzheimer’s disease, including for people with Down 
syndrome

Overview
• Why are people with Down syndrome at such high-risk for 

developing AD?
• Is AD in people with Down syndrome the same as other 

forms of AD?
• Are there any new treatments for AD in people with DS?
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The Alzheimer’s Continuum in 
People with Down syndrome

Time

Biomarkers of Alzheimer’s disease 

Population of People with DS in the USA

Adapted from De Graaf et al, 2020

1. People with DS 
are living longer.

2. Life expectancy 
has plateaued

3. People with DS 
have a 95% 
lifetime risk of 
dementia.

4. Average age of 
dementia is 55.

5. AD is the leading 
cause of death in 
adults with DS.
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What is the Genetic Basis of 
Alzheimer’s in People with DS?

Extra copy 
of APP gene

Extra APP

Extra copy of 
Chromosome 21

Amyloid plaques define AD
APP duplication is basis for AD in people with DS. Disomy for APP– no AD

Amyloid Plaques

Where do Amyloid Plaques come from in DS?
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Persons with DS are at High Risk for AD Dementia

Strydom et al, 2017Lao et al, 2018

95% Lifetime Risk for AD DementiaLongitudinal Amyloid PET Imaging

Brain Amyloid in People with Down syndrome
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DSAD versus ADAD

Boerwinkle et al, 2023
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Mean modified Cued Recall Test (mCRT) 
scores by age

Krasny et al, 2024

MCI

DEM

Genetically Determined Alzheimer’s disease
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Alzheimer’s Clinical Trials Consortium -
Down syndrome (ACTC-DS)

Clinical Trials to Prevent Alzheimer’s 
disease in People with Down syndrome

Alzheimer’s Biomarker Consortium-
Down Syndrome
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Oligomers

Protofibrils

Upcoming 
siRNA trial

Therapeutic Targets of Clinical Trials 

ACTC-DS Affiliated Clinical Trial:  ABATE

• Collaboration with AC Immune
• Active immunotherapy (ACI24.060) targeting amyloid
• Phase 2, randomized, double-blind controlled trial
• N=24
• Participants 35-50 years old with brain amyloid
• Top line results 2027
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ACTC-DS Affiliated Clinical Trial:  ALADDIN

• Collaboration with Eli Lilly
• Passive immunotherapy (donanemab) targeting amyloid
• Phase 4, randomized, double-blind controlled trial
• N=60
• Participants 35-50 years old with brain amyloid 
• Top line results 2027

ACTC-DS Affiliated Clinical Trial:  APPlauDS

• Collaboration with Alnylam
• RNAi (mivelsiran) targeting APP  
• Phase 2, randomized, double-blind controlled trial
• N=24
• Participants 40-55 years old with brain amyloid
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Down Syndrome Research Partnership Board

Brain Health Report now used in all clinical trials to return results to 
participants with Down syndrome

Clinical Trials to Prevent AD in DS



8/3/2026

11

Summary
• People with Down syndrome develop a genetic form of Alzheimer’s 

disease
• Studies show that DSAD is essentially identical to other forms of AD
• ACTC-DS is providing the infrastructure to conduct specialized trials 

for people with DS
• Several clinical trials of disease-modifying treatments are now 

underway or planned in adults with DS
• Additional trials being planned including lifestyle modification and 

non-pharmacologic interventions
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