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The questions to be discussed are around an improved primary cognitive/functional endpoint that could 
be used in clinical trials (beyond or in addition to the CDR-SB). The issues are myriad and complicated.  
1. Is it reasonable for the prodromal / AD field to think in terms of near-term and long-term 

improvements to the primary endpoint?  
a. Is it reasonable to work with FDA to identify an endpoint that will be sufficient as a basis for 

approval for the drugs currently under development, while concurrently evaluating other 
approaches for a better primary endpoint in the long term. 

Group discussion: 
Computerized test system with normotensive people declining year by year.  
Rusty – always reasonable to work with the FDA.  He doesn’t think you have to wait to years to fully 
validate the scales. There is a mechanism to qualify endpoints, but they are often faced by companies 
that have an outcome and they have little or no experience, then face-valid, being pristinely 
psychometrically valid is not necessary. 
Phil: the risk is with the company. 
Rusty: if they say, it looks reasonable, then it is possible that it wouldn’t be sensitive enough.   
Trying to draw a distinction between two ways the scale could be acceptable. Qualification process. 
Versus going straight to the division. 
Phil: Is the agency willing to accept proprietary scales that aren’t available to other companies?  
Group: Differing opinions of whether this is an issue or not.  
Rusty: the ultimate decision on the use of a scale is the divisions.  
Rusty: the language of the label says “it is approved for the treatment of Alzheimer’s Disease”.  

2. An outgrowth of this approach is an understanding of the extent of the qualification process needed; 
what is sufficient? Is a composite endpoint of traditional scales, such as the one that was developed 
by Eisai in collaboration with their consultant, Dr. Suzanne Hendrix (and also in her similar role with 
Roche) sufficient for an approval?  
 
Group discussion: Phil: this can be seen as an inadequate strategy for psychometric development. 
Many experts will believe that you must develop a scale a priori before you use it to measure outcome. 
Another person: then, again, it is an empirical question.    
Gary Kay – this is an early and essential step in the validation process. 
Suzanne – it is validated moving forward. It is data driven, pre-specified. Scale is developed by 
maximizing the placebo decline. We are not selecting items based on treatment effect.  
Rusty: what is the fundamental flaw if we were optimizing for treatment effect. 
Phil: Optimizing sensitivity to the natural course of a disease is a very reasonable idea.  Suzanne: that is 
what we are doing. 

3. Can the issues around approval of a drug for an indication versus the language that will be able to be 
in the label be clarified?  
Rusty: The label will say you are approved for AD treatment. It’s straight-forward. The name of the 
population would be in the population section. How we knew they were prodromal will be in the label. 
The terms are not yet agreed as well. 
Phil: are we defining the subjects based on a cognitive assessment that we are not then using?  



Judy: we should start to think about change trajectories, and not just a static measurement. 
Suzanne – we should start talking about % decline from placebo. That makes it translatable.  
 

4. Do the individual items of neuropsychological tests need to be revalidated as part of the 
qualification process? In other words, neuropsychological tests are not patient-reported outcomes or 
clinician-reported outcomes. Will the qualification process be adapted for this circumstance? 
Suzanne: they’ve been surprised by how often orientation comes up. 
Gary Kay: orientation rarely showed to a sensitive item 
Phil: when go very early in the disease process, will a harder memory test be the way to pick up the 
abnormalities best? He thinks of it as variability in performance. 
Education is needed regarding that a neuropsych test is not a clinician based outcome. A person asked 
if a blood pressure measurement is a C.R.O. because the physician has to write it down 

5. Is a placebo group the same as a test-retest sample? 
Rusty: we’re all for enrichment. Placebo run-in is okay. They know natural history studies give you a 
different trajectory of the disease than a control trial. 
Phil: only important for instances when the placebo and drug do not separate. 
Suzanne: if you put together questions that were previously validated, she’s okay putting them 
together without a new test-retest study 

6. With regard to patient-reported outcomes, could or should performance-based functional tests 
substitute for  informant ratings?  Could they be the basis for approval if designated as the primary 
outcomes? 
Rusty: if you are really very early, maybe just a cognitive test by itself is sufficient.  A little history, the 
CIBIC-Plus, FDA didn’t want the caregiver input. The field wanted input from the caregiver. 
Tremendous sentiment to bring the caregiver into the assessment.  
Gary Kay: instruments to qualify caregivers. MCI definition: reasonable to do a functional test.  
Phil: NIA has scales being developed in very early AD, where the functional tests (change in everyday 
function) is sensitive than traditional neuropsych tests.  
 

7. Do outcomes measures need to be proven responsive to treatment before adoption, especially for a 
novel endpoint?  If the answer is yes, does this not impose an excessive burden on the measure, 
because this ties drug effects and outcomes measures into a package? 
Rusty: no. You do hear people say this by the way. If you show a treatment effect in your trial, now you 
know it’s sensitive. Suzanne – had a good analysis.  

 

 


