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The Clinical Trial Enterprise 

Is the Current System for Evidence Generation Sustainable?
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Evidence Generation and Evaluation

Actionable Insights for Informed Clinical and Regulatory Decisions
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Current Paradigm: Limited Pivotal Trial

Premarket data does not reflect outcomes for post-market uses 
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For the Pivotal Trial Sub-population Studied – Device is Safe and Effective
Other Possible Sub-populations (Real World Use) – Outcomes Unknown



FDA Approval: Is That All There Is?

What happens post-approval?

*Total Product Life Cycle

Reasonable 

Assurance
of  safety and effectiveness  at the time                      

of  device Approval/Clearance

=
Residual 

Uncertainty
regarding appropriate and safe device use                

in the post-market



Reasonable Assurance

Residual Uncertainty at the Time of Device Approval
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The Clinical Trial Enterprise

Keeping Up in Times of Rapid Change
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Priorities for 
Creating a  
Reusable    

Clinical Trial 
Infrastructure
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Remaking the Clinical Trial Enterprise

*patients, clinicians, researchers, purchasers, payers, industry, hospitals and health systems, policy makers, and training institutions

*



Available CV Registries and Datasets              

Comprehensive, Valuable and Affordable Real World Evidence

Laschinger JC

Cardiovascular 
Procedure-based 

Registries
Central Roles in the Cycle 

of Quality

Adapted from: Califf et al.  JACC 2002;40:1895–901 and Bhatt et al.  JACC 2015;68:2230-2245



Procedure-based Registry Outcomes Data

Continuous capture of a real world use
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Risk Adjusted Outcomes for Entire Population (Real World Data and Evidence)

Pre-Specified Analyses 
Multiple clinically 
relevant, risk adjusted  
sub-group outcomes at 
a pre-defined point in 
time

Device Approval Population



The Registry Embedded Pivotal IDE Clinical Trial  

Using Existing Registry Platforms for Prospective Evidence Acquisition

Laschinger JC * DCF = Data Collection Form



Re-engineering the Clinical Trial Enterprise

Registry Embedded Clinical Trials

Laschinger JC * http://www.ucr.uu.se/swedeheart/dokument-sh/arsrapporter-sh

*



Continuous Generation of Longitudinal Evidence

Capturing The Total Product Life Cycle
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Continuous  Evidence 
Generation for Evolving 
Clinical and Regulatory 

Decisions



Re-engineering the Clinical Trial Enterprise 

Cardiovascular Device Coordinated Research Network (CDCRN)

Total Product Life Cycle
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STS
ACC

Gov’t Datasets

STS/ACC

Others

Repetitively 



Re-engineering the Clinical Trial Enterprise 

Prospective Trial - Data Flow and Creation of Evidence (CDCRN)
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Repetitively 



Re-engineering the Clinical Trial Enterprise 

Post-Market Data – Going Beyond Procedural Outcomes

Registry Captured 
Post Approval 
Data from Real 

World Clinical Use

Reusable
Infrastructure
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Continuously      
Evolving Evidence Base 
for Informed DecisionsRepetitively 

Registry Owner 
or Sponsor



CDCRN:
Harnessing  

Existing 
Infrastructure  

to Create Value 
While Reducing 

Costs
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Breaking Down the Barriers
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Reasonable Assurance

Residual Uncertainty at the Time of Device Approval
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Reasonable Assurance

Residual Uncertainty at the Time of Device Approval
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Reasonable Assurance

Residual Uncertainty at the Time of Device Approval

Tolerable Level      
of Pre-Market Residual Uncertainty

Benefit-Risk 
Balance

Disease and 
Current Therapy, 

Unmet Need

Device Risk:
New or Iterative 

Device

Ability to Collect Data and 
Generate Evidence in New Ways

Pre to Post-
Market 

Continuum (TPLC)

Utilization of 
RWD and RWE
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