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Clinical Trial endpoints 

 Clinically relevant, measurable, accurate, 
reliable, sensitive to change, interpretable 
 Direct measure of how a patient “feels, 

functions, or survives” 
 
 Determined by the setting 



Direct Clinical Outcome Assessments 
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Endpoint content 

 Forms the basis of drug labeling 
 
 Disease specific clinical features 
 Occurrence of disease-related-events 
 Impact of symptoms on adaptive function 
 Impact of symptoms on Quality of Life 

Wang, et al. Clinical Trials – A Practical Guide to Design, Analysis, and Reporting. 2006 
L Burke. Clinical Trial Endpoints: Development and Validation of Measures to Support Claims in Labeling. 2010. FDA 



Disease specific clinical features 

 Vision impairment 
 Motor impairment 
 Cognitive and behavioral impairment 
 Epilepsy 



Pediatric Evaluation of Disability 
(Adaptive Function) 
 Ages 0-20years 
 Physical and/or 

behavioral conditions 
 Domains 

- daily activities 
- mobility 
- social/cognitive 
- responsibility 

 Computer-administered 
 



PEDI-CAT Daily Activity 



PEDI-CAT 
Mobility 



PEDI-CAT Social/Cognitive 



PEDI-CAT Responsibility 



PEDI-CAT Challenges 

 Not previously used for neurodegenerative 
disorders 



6-Minute Walk Test 
(Performance outcome) 
 Used by many 

disciplines 
 Measure of functional 

exercise capacity 
 Simple, no specialized 

equipment 



6-Minute Walk Test Challenges 

 Floor effects 
 Minimal Clinically Important Difference 

- variability 
 Significance? 



PedsQL (Quality of Life) 

 physical, emotional, 
social well-being 

 Subjective 
 Allows for a broader 

assessment of 
intervention impact 
on study subject 

 Health related QoL 
 Brief 
 Variety of conditions 







PedsQL Challenges 

 Reflective of JNCL concerns? 
 Floor effects 



Challenges – new measures 
 Validity 

- content 
- construct 
 Reliability 

- test-retest 
- inter-rater 
 Sensitivity to change 



Challenges – selecting endpoints 
 Vision 

 

 Duration of follow-up 
 

 Efficiency 
 Variety of evaluators 

 

 Key disease-related events 
 Single versus composite outcome 



 Endpoint goals 

 Represents direct assessment of present or 
future clinical status of patient 
 
 Clinically meaningful 
 Meaningful to patients and families 

 



Opportunity – Common measures 

 NCLs 
 Pediatric 

neurodegenerative 
disorders 
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