
International Society for CNS Clinical Trials and Methodology

20th Anniversary Session

Overview of Methodological Advancements & 
What We Can Do Better in the Future – 

‘Survey Says’

Michael T. Ropacki, PhD



Disclosures

• Strategic Global Research & Development – Owner

• Oryzon – Employee

• Scientific Advisory Board Member

• Novoic – Chair, Scientific Advisory Board

• Kannalife Sciences – Scientific Advisory Board

• ‘Stealth Mode’ Biopharma – Scientific Advisory Board



Overview of ISCMT ‘Survey Says’ – Respondents (N = 135)
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Overview of ISCMT ‘Survey Says’ – Years of Experience
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Novel clinical endpoints  (COAs) and their 
psychometric validation

Advancements:

• ‘Newer’ (but now aging) clinical endpoints with better psychometric properties 
have begun to be used in clinical trials.  

• Some examples include:
• Repeatable Battery for the Assessment of Neuropsychological Status (RBANS ) – 1998

• Brief Assessment of Cognition in Schizophrenia (BACS) – 2004

• Novel composite endpoints been developed and utilized

• Some examples include
• ADCOMS, PACC (many versions), iADRS

• Consensus batteries

• Some examples include:
• European Prevention of Alzheimer’s Disease – Neuropsychological Evaluation (ENE) - 2017

• MATRICS Consensus Cognitive Battery - 2004

High Priority 63.20%

Medium Priority 32.80%

Total 96.00%



Novel clinical endpoints  (COAs) and their psychometric validation
Room for improvement:

• Majority of COAs used in CNS clinical trials are ancient
• See Poster - Clinical Outcome Assessments in clinical trials: when is the gold standard just the old standard

• Most commonly used COAs do not have good psychometric properties
• ADAS-Cog, MMSE, & NPI

• Novel Composite Endpoints have issues as well:
• Derivation: Theoretically (PACC) versus statistically derived (ADCOMS) composites

• Overweighting (e.g., PACC) 

• Psychometric limitations of component scales (e.g., ADCOMS, PACC)

• Consensus batteries use in clinical trials is limited
• EPAD – NE

• MATRICS

• Improved validation methods versus solely traditional psychometric validation

• Need for novel clinical endpoints that are less intrusive and more ecologically valid



Placebo Response Mitigation

Advancements:

• Companies with training to address placebo response - various
• Placebo Response Mitigation Training

• Trainings

• Publications

High Priority 71.20%

Medium Priority 22.40%

Total 93.60%



Placebo Response Mitigation

Room for improvement:

• Sponsor adoption of methodology to actually reduce placebo response
• Leveraging run-in periods to extinguish placebo response

• Upside: Increased power to determine a true drug effect

• Downsides: 

• Costs – Additional study visits and time

• Complexity – Need to blind the protocol, longer trials

• Dropouts – Longer trials and those with PBO first few weeks could increase withdrawals

• Additional empirical data and evidence supporting trainings and placebo 
response mitigation techniques



High Priority 33.60%

Medium Priority 48.00%

Total 81.60%

Real-World Data 
(e.g., registries, prospective readiness cohorts, claims data/EHR)

Advancements:

• Regulators’ willingness to accept and use this data for drug approvals
• This data has been used historically for REMS/PMCs

• Significant steps taken since the passing of the 21st Century Cures Act, December 2016

• Several helpful recent Guidance documents 

• Data coming from prospective readiness cohorts
• Examples: CHARIOT-PRO & IMI-EPAD



Real-World Data (e.g., registries, prospective readiness cohorts, claims data/EHR)

Room for improvement:

• Continued methodological and 
technological improvements
• Alignment with newer Guidance to help 

ensure regulatory acceptance

• Additional approved drugs leveraging 
RWE in the approval process
• Example: Prograf (tacrolimus) with other 

immunosuppressants to prevent organ 
rejection in pediatric and adults receiving 
lung transplants (16Jul2021).  



Adaptive Trial Designs

Advancements: 

• Adoption of adaptive trial designs is an 
area where there has been increased 
uptake and use in CNS clinical trials.  
• Unknown/high placebo rates

• Noisy measures

• Non-compliant populations

• Facilitating this adoption has been 
Guidance documents from our 
regulatory colleagues.

High Priority 31.20%

Medium Priority 54.40%

Total 85.60%



Adaptive Trial Designs

Room for improvement:

• Increased adoption by pharmaceutical companies that are ‘stuck’

• Improved knowledge and understanding of adaptive trials
• Clinical Development & Clinical Operations

• Buy-in from in-house biostatistics colleagues

• Acceptance and approval of senior leadership

• Regulatory acceptance regarding the data analyses
• Making Sponsors jump through hoops before getting onboard

• Mathematical Proofs

• Promising Zone Simulations

• Provision of Code to Agency



Summary
• The highest priority issues from the ISCTM survey included (total% = high + medium priority)*:

• Novel Clinical Endpoints – 96.00% 

• Placebo Response Mitigation – 93.60%

• There have been many methodological advancements the last 20-years.

• There remains significant room for improvements.

• Development and validation of novel COAs, new non-DB*, and DB

• Digital measures (i.e., not digitized paper-and-pencil measures)

• Non-invasive and ecologically valid measures

• Implementation of techniques in clinical trials to reduce placebo response

• Run-in periods

• Empirical evidence supporting trainings and placebo response mitigation techniques

• Increased knowledge and understanding of adaptive designs

• Improved adoption of adaptive trials by pharmaceutical companies that are ‘stuck’

*Digital Biomarkers
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