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Real-world evidence (RWE) has been used to support regulatory decision-making for effectiveness—increasingly in the absence of two well-controlled Year Year Year
studies; however, its use and acceptance as a single and well-controlled study versus confirmatory evidence has not been well characterized.
Objective: to characterize the use and acceptance of RWE as a single and well-controlled study versus confirmatory evidence, and to characterize
trends in the use of these RWE in MAAs.
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Figure 4. Classification of RWE as single adequate well-controlled
study versus confirmatory evidence

Case Studies: RWE as sole clinical study

Tacrolimus Alpelisib
Single adequate and well-controlled study Confirmatory study

Key Findings

Among RWE submitted for effectiveness in single adequate well-controlled studies with confirmatory evidence, numerous were used as confirmatory evidence and
also as part of single adequate and well-controlled clinical study. Not evaluable,

* Non-interventional study of tacrolimus use assessed in routine clinical * Non-interventional single arm study of outcomes among PROS patients using
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This framework demonstrates a scalable approach for identifying, extracting and evaluating RWE methodologies within FDA reviews and may support future Omaveloxolone trial — such as in an ECA — or be RW Treatment Arm RW Control Arm  ~ ~ T T T T T oo T oo omoommmm e ittty :
automation of regulatory evidence surveillance. In this instance manual review remained necessary to distinguish supportive from substantial evidence use. the sole contributor of a single c . RW Treatment Arm
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Given the various RWE use cases, companies may consider strategic integration of RWE into their evidence package, particularly for indications where adequate and well-controlled study Tacrolimus + mycophenolate o Tacrolimus + azathioprine; Treatments: alpelisib
randomized trials may be unfeasible. mofetil (MMF) o Cyclosporin A (CsA) + MMF; '

o CsA + azathioprine
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