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RCTs remain the gold standard for establishing efficacy, yet they face

limitations in advancing precision medicine:

Small patient populations make traditional trials infeasible o o | _
Randomization minmizes More representative of diverse

Molecular heterogeneity requires subgroup-specific evidence bias and confounding patient populations

Rare genetic disorders face high clinical need but low trial feasibility

L . . s Controlled Conditions itudi
Strict inclusion and exclusion criteria RANDOMIZED HYBRID EVIDENCE Longitudinal Outcomes SER T e o

Ethical concerns limit randomized placebo-controlled designs ki Protocol-driven enroliment e Long-term follow-up in real- EVIDENCE
TRIALS and follow-up « Approvals where RCTs alone are infeasible world settings

 Validation beyond trial-studied populations
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» Characterize RWE's evolving role in the regulatory life cycle of E e e e e Effect in routine clinical

Objectives Efficacy

Real-World Effectiveness

precision therapies? \ controlled circumstances practice /

. L High cost, time-intensive, and limited Risk of unmeasured confounding and
oncology, and biomarker-driven indications by statistical power constraints. selection bias.

* |dentify critical barriers to achieving regulatory-grade real-world data
(RWD)

* Assess RWE's capacity to address RCT limitations in rare diseases,
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