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 Complexity  of  disease  
 

 Complexity of  the physiologic response   
     to therapeutic intervention  

 We are targeting the wrong pathophysiological mechanisms 
 Drugs do not engage with the intended target  
 Interventions are started at the wrong stage of the disease  
 Lack of translatable pharmacodynamic biomarkers 
 Poor predictive power of animal model preclinical efficacy testing 
 



Has Stanford University 
found a cure for 
Alzheimer's disease 

This Alzheimer’s Breakthrough  
Could Be a Game Changer 



 

 
More than 300 therapeutic agents have been reported to be 
efficacious in ameliorating pathology and/or cognitive deficits in 
transgenic  AD animal models. None of these agents have been 
advanced to the FDA for approval to market as an effective disease 
modifying therapy for AD.  

 

                        

 

                                           

 

                                      

 

                                                                                                                                                                                                                   

       

        

Zahs & Ashe Trends in Neurosciences, 2010  





DG Hackam, JAMA , 296:1731-2, 2006 6 

76 articles in 7 leading scientific   
journals published between  
1980-2000 
 



 
Advisory Meetings Examining  the Causes of the Poor Translatability of 

Animal Models Preclinical Efficacy studies 
 
 

• National Institute on Aging 
    -Advisory Meeting 2010 

-NIH AD Summit 2012 

-NIH AD Summit 2015 

 

• Alzheimer’s Drug Discovery Foundation  
-Advisory Panel 2010 

 

• National Institute of Neurological Disorders and Stroke  

     - Workshop 2012  

• Institute of Medicine 

- Workshop  2012 

 

 



KEY FACTORS CONTRIBUTING TO THE POOR PREDICTIVE POWER OF  
PRE-CLINICAL EFFICACY TESTING STUDIES IN AD ANIMAL MODELS 

 The limitations of transgenic animal  models used in AD drug development 

   Lack of translatable biomarkers 

   Failure to match outcome measures used in clinical studies 

   Lack of standard/rigor in study design and analysis of data 

   Poor reproducibility of published studies and publication bias due to under-reporting 

    of negative results in the literature 

 

 

 Shineman et. al. 2011; Landis et al. 2012; Snyder et al. 2016  



AlzPED Founding Member Organizations: 
 

National Institute on Aging  
NIH Library  

Alzheimer’s Drug Discovery Foundation 
Alzheimer Association 

Sage Bionetworks 
 

https://alzped.nia.nih.gov/  

https://alzped.nia.nih.gov/


 
 
• Raise awareness about the elements of rigorous study design and requirements for 

transparent reporting. 
 
• Provide researchers  and information scientists with a facile way to survey and analyze 

existing AD preclinical therapy development literature.  
 
• Reduce the publication  bias that favors studies with positive findings by providing a 

platform for reporting on studies with negative findings. 
 
• Provide funding agencies with a  tool for enforcement of requirements for transparent 

reporting and rigorous study design.  
 



• Searchable (by target, animal model, therapeutic agent, funding agency)  summaries of the experimental 
design and findings of published preclinical efficacy testing studies. (over 550 curated manuscripts).  

 

• Links to databases on:   

related publications - PubMed 

 therapeutic targets (Open Targets/Pharos) 

 therapeutic agents (PubChem) 

 clinical trials (ClinicalTrials.gov) 

 patents (USTPO/Google Patents) 

 

• Provides a platform for creating citable and searchable summary reports of unpublished studies (full 
reports and primary data hosted on Synapse/AMP-AD Knowledge Portal). just launched - beta  





AlzPED – Experimental Design Elements 



AlzPED – PubMED Cross-Reference  
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