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CORE-RWE METHODOLOGY HIGHLIGHTS

A methodological pilot will be run to explore the application of unanchored indirect 

comparison methods using real-world evidence (RWE) to determine the minimal clinical 
effectiveness threshold needed to support timely access to ATMP and Medical Device-based 

therapies.

We will use synthetic real-world data to stress-test our causal inference algorithms (e.g., 

proving our method works even with unmeasured confounding) before we touch the real 
sensitive patient data

The study will evaluate how to combine RCT & RWD up to how unanchored indirect 

designs—such as matching-adjusted indirect comparisons (MAIC) and simulated treatment 

comparisons (STC)—when combined with advanced causal machine learning methods, can 
inform both regulatory and reimbursement pathways, even in the absence of head-to-

head RCTs. 

The goal is twofold: (1) to establish evidence thresholds and identify scenarios where 
RWE-based causal inference can reduce evidence uncertainty to acceptable levels for 

market access. (2) to develop real-world performance-informed adaptive payment 

models
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