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How RWE studies differ from traditional 
clinical trials (and implications for 
documentation)



How Do RWE Studies Differ from Traditional Clinical Trials?
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Why Is RWE Research Important?

• Complements randomized controlled trials (RCTs)
• RCTs are the gold standard but have limitations like strict inclusion criteria and artificial study settings.

• RWE provides insights into how interventions perform in broader, everyday clinical practice.

• Addresses evidence gaps
• Helps evaluate effectiveness and safety in underrepresented populations or long-term real-world settings.

• Supports regulatory, clinical, and reimbursement decisions
• Agencies like FDA and EMA increasingly use RWE for label expansion, post-marketing commitments, and accelerated 

approvals.
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Since 1948, its extensive data infrastructure and follow-
up have enabled deep phenotyping, risk prediction 
algorithms, and multi-generational discovery.

Exemplifies scale and longitudinal rigor, with over 40 
years of data on lifestyle, medical history, genomics, and 
outcomes—requiring meticulous documentation, 
consent versioning, and linkage logs over time.
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Why TMF matters in Real-World Evidence 
(RWE) research



Question to audience

How many of you are working in RWE studies? 



Growth in RWE Use and Acceptance
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Growth in RWE Use and Acceptance
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Growth in RWE Use and Acceptance
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Complexities in RWE TMF Management
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System & Alignment Challenges



Operational Complexity
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Problem: Forcing trial TMF patterns onto RWE creates unnecessary workload, cost and risk. 



Complexities in RWD/RWE eTMF Management
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Unique Documentation Needs
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Greater Focus on Privacy, Ethics, and Compliance
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Inspection Readiness Challenges

Inspection and Audit Complexity

• Increased scrutiny:
• Regulatory audits for RWE studies may focus on data traceability, provenance, and 

transparency—elements often not standard in traditional eTMFs.

• Potential gaps:
• Missing or inconsistent documentation about data origins or transformations can delay 

submissions, threaten inspection readiness, or result in Findings.
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Best Practices and Solutions



Best Practices and Solutions
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“Choose Your Own Adventure” – Intelligent TMF Configuration for RWD Studies
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Study Type Selection 

Interventional (Drug)

Device / Combination Product

Observational / Registry

Real-World Evidence (RWE)

Expanded Access / Compassionate use

Data Source(s)

EHR

Registry

Claims & Billing Data

Patient-generated health data

Public Health databases 

Healthcare provider networks

EDC / Labs  

Data Collection Model 

Traditional (Site-based)

Hybrid / DCT

Fully Decentralized / Virtual

SUBMIT

Smart TMF Template Generated
• Auto-applies the expected artifact 

structure (based on RWS-DI or TMF RM)

• Includes region-specific placeholders 

Automated Upfront Configuration
• TMF Specialist receives guided checklist

• Completeness tracking tailored to 

selected inputs



Example Standards-based Tool 
Leveraged Today

RWS-DI: TMF Reference Model–Aligned Tool for RWS

• Standardization — Defines the minimal RWS document 
set, mapped to CDISC TMF taxonomy.

• Regulatory Alignment — Anchored to FDA/EMA 
expectations; supports audit readiness.

• Efficiency — Omits ~40% of trial-centric artifacts, 
reducing burden and speeding close-out.

• Traceability — Maintains provenance and linkage for 
inspection transparency.

• Interoperability — Designed to align with TMF RM v4 
and FHIR standards.

• Future-Proofing — Provides a scalable base for 
automation and evolving CDISC guidance.
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Best Practices and Solutions
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AI-Driven Best Practices and Solutions for RWE
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Thank You!


