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• Released – February 7th

• Comments until – April 9th

www.Regulations.gov

http://www.regulations.gov/
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AD Progression Model
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AD Progression Model
• AD Dementia trials 

disappointing

• Move to Early AD trials

• Novel regulatory 
framework required
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AD Progression Model
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AD Progression Model
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AD Progression Model
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Goals

• Provide a framework for how drugs might 
be studied in Early AD trials

• Focus for continued discussion
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Early AD Diagnosis

• Criteria under development:
– National Institute on Aging – Alzheimer’s Association 

(NIA-AA)
– International Working Group for New Research 

Criteria for the Diagnosis of AD

• Combine clinical/biomarker findings
– Amyloid – PET
– CSF levels of amyloid and/or tau
– Brain volume (vMRI)
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Early AD Diagnosis

• Guidance position:
– Support trial enrichment
– Respective criteria yet to be validated, Agency unable 

to formally endorse

• Critical point is that correct patients are identified
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Clinical Endpoints

• Dementia Trials
– Co-primary outcome measures

• Cognition
• Function or Global Rating

• Early AD Trials
– Co-primary approach impractical
– Should still apply in principle 
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Clinical Endpoints
• Closer to dementia

– Detectable functional impairment
– No well-validated functional scales
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Clinical Endpoints

• Single primary outcome measure 
– Assesses  both cognition and function
– Example: Clinical Dementia Rating – Sum of 

Boxes (CDR-SB)
– Open to other such scales
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Clinical Endpoints

• Earliest Symptoms
– Subtle cognitive deficits
– No detectable functional impairment
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Clinical Endpoints

• Most to gain (potentially)

• Isolated cognitive measure
– Several scales under development
– Small effect sizes
– Hard to interpret clinical meaningfulness
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Clinical Endpoints
• Accelerated Approval (21 CFR 314.510)

– Associated with an effect on a surrogate endpoint 
(e.g. viral load in HIV)

– Effect on an intermediate clinical endpoint that is 
reasonably likely to predict ultimate clinical benefit 
(i.e., irreversible morbidity)

– Requires further post-marketing evaluation to ensure 
the ultimate relationship to the ultimate clinical 
outcome
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Clinical Endpoints

• Requires accurate identification of patients

• State of the science will be critical
– e.g., Alzheimer’s Disease Neuroimaging 

Initiative (ADNI)
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Clinical Endpoints
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Biomarkers/Disease 
Modification

• Relates primarily to product labeling

• Desirable claim

• Divergence of slopes is problematic
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Biomarkers/Disease 
Modification

• Correlation between AD biomarkers and 
clinical effect quite unclear

• Insufficient as single primary outcome 
measures (i.e., surrogates for Accelerated 
Approval)
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Biomarkers/Disease 
Modification

• Potentially supportive of a disease 
modification claim
– Combined with clinical endpoint

• Requires widespread evidence-based 
agreement
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Alternative Trial DesignsAlternative Trial Designs
        RANDOMIZED START DESIGN 
        (Leber, 1997) 
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Summary

• AD is devastating and elusive

• Field moving to earlier trials

• Novel regulatory challenges

• Draft Guidance attempts to suggest 
pathways forward
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