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(Introduction)
The 21st Century Cures Act (Cures Act), signed into law on December 13, 2016, is designed to accelerate medical
product development and bring new innovations and advances faster and more efficiently to the patients who
need them. Among other provisions, the Cures Act added section 505F to the Federal Food, Drug, and Cosmetic Act
(FD&C Act). Pursuant to this section, the Food and Drug Administration (FDA) has created a framework for evaluating
the potential use of real-world evidence (RWE) to help support the approval of a new indication for a drug already
approved under section 505(c) of the FD&C Act or to help support or satisfy drug postapproval study requirements. In

addition to drug and biological products approved under section 505(c), this framework is also intended for application to
biological products licensed under the Public Health Service Act. The framework does not cover medical devices.
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(Current Use of RWD for Evidence Generation) o
In limited instances, FDA has accepted RWE to support drug product approvals, EVID I\
primarily in the setting of oncology and rare diseases. When approval is based on
a single-arm interventional trial — often when using a parallel assignment control arm
is unethical or not feasible and usually when the effect size is expected to be large,
based on preliminary data — the supportive RWE has consisted of data on historical
response rates drawn from chart reviews, expanded access, and other practice settings.
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Framework for Evaluating RWD/RWE for Use in Regulatory Decisions

BERREDZHDOUTIVI—I R5F—F/TEF >R %Z il - R ITBdbDIL—LT—D (EXA)

Using Trials or Studies with RWD/RWE for Effectiveness Decisions

As previously noted, there is considerable interest in using RWD to generate RWE to support regulatory decisions about
the effectiveness of drug products. FDA has used RWD primarily in its evaluation of safety and only in limited
circumstances to inform decisions about effectiveness. FDA's RWE Program will therefore focus on exploring the
potential of RWD/RWE to support regulatory decisions about product effectiveness. Specifically, FDA's RWE Program
will evaluate the potential use of RWE to support changes to labeling about drug product effectiveness, including adding
or modifying an indication, such as a change in dose, dose regimen, or route of administration; adding a new population;
or adding comparative effectiveness or safety information.

The framework will include consideration of the following:

IL—ALT—DCEIUTOBRANMSDERNZTFENTNS

1. Whether the RWD are fit for use : UZJILI—)L RF—IHERICEBHULTVWSH
Whether the trial or study design used to generate RWE can provide adequate scientific evidence to answer or
help answer the regulatory question : UZILD—JLRIEF R EEHHTHRERT T O HOHIE LDOERICERX S
EHDT+RRHFHNIRNZIRH TSI 6D

3. Whether the study conduct meets FDA regulatory requirements (e.g., for study monitoring and data

collection) : GUERDY, FDADEREYS BHIE LDOEHZ®BIZLTNDD

FDA intends to use this three-part approach to evaluate individual supplemental applications, as appropriate, and more
generally to guide FDA's RWE Program. The RWE Program will involve the establishment of demonstration projects,
engagement with stakeholders, the use of internal processes that bring senior leadership input into the evaluation of RWE
and promote shared learning and consistency in applying the framework, and the development of guidance documents to
assist sponsors interested in using RWE to support their work.
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