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What is “Real World Evidence?

• Clinical outcomes data not collected in 
conventional randomized controlled trials) is 
the new star on the precision medicine 
horizon.

• In the 21st century the healthcare revolution 
will shift from the gathering of data to 
figuring out the meaning and purpose of the 
data with the patient’s perspective in mind. 



Defining the Value 
of Real World Evidence

• “Big Data” and “Valid Evidence” are not the 
same thing. It is an important distinction that 
illuminates a crucial difference

• Requires 21st Century Regulatory Science



Regulatory Check .. or Checkmate?

• The world’s greatest chess players understand 
that every variable (analytic, contextual, 
social) is interdependent and relevant. 

• Value = Positive Clinical Outcomes

• And “Value” is what you want to pay for.

• RWE helps us to understand “value.”



USFDA Commissioner Scott Gottlieb:

• “Modernizing the drug approval process must 
include … 

– The more widespread use of modeling and 
simulation

– The greater use of real world evidence in the pre 
and post-market setting

– And the adoption of better tools for collecting and 
evaluating more real-time safety information after 
products are approved.”



Developing the Questions 
is as Important as Knowing the Answers

• What is the USFDA view on the regulatory and 
public health issues regarding the collection, 
validation, and use of Real World Evidence (RWE) 
in medicines regulation? 

• What is the impact of RWE on the use of expedited 
development and review pathways, biosimilars and 
complex generics, and on issues pertaining to 
pharmacovigilance and clinical outcomes?



Defining the Value 
of Real World Evidence

• “There is reason to believe that we’ve arrived at a 
tipping point where previously separate, “siloed” 
efforts can be linked to create a national system 
for evidence generation (EvGen).” – Rob Califf

• There is value in data that is not from randomized 
clinical trials
– Safety Updates (traditional pharmacovigilance)
– Label Extensions 
– Streamlined and accelerated reviews



Defining the Value 
of Real World Evidence

• Over the last decade, there has been enormous 
progress in the area of “secondary use,” in which 
data collected for one purpose (for instance, as 
part of routine clinical care) can be reused for 
another (such as research, safety monitoring, or 
quality improvement)

• Interoperability: the idea that different systems 
used by different groups of people can be used 
for a common purpose because those systems 
share standards and approaches.



Defining the Value 
of Real World Evidence

• Creating knowledge requires the application 
of proven analytical methods and techniques 
to biomedical data in order to produce reliable 
conclusions



PDUFA VI

Advancing the use of real-world evidence to 
make regulatory decisions will be another major 
emphasis of PDUFA VI. This will include 
enhancing the Sentinel Initiative, a system that 
allows investigators to monitor and query 
electronic medical records, health claims 
databases and other sources. Projects under 
consideration for Sentinel include monitoring 
the safety of biosimilars, and broadening its 
focus from safety to efficacy.



Do we have too much information?

• In the 21st century, information revolution will 
shift from the generation of data to figuring 
out the meaning and purpose of the data with 
the patient’s perspective in mind. 



Asking the hard questions

• The agency has described factors it would 
consider when evaluating the relevance, 
reliability and quality of real world evidence, 
and also suggests when it might use such data 
to make decisions about medical devices.



Creating the Regulatory 
Rules of Engagement

• “As we participate in the current data 
revolution, the FDA will require an 
understanding of what questions to ask, 
including how such data can be generated and 
used appropriately in product evaluation, 
what the challenges are to appropriate 
generation and use of these data, and how to 
address such challenges.”

https://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM511438.pdft

https://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM511438.pdft


By no later than the end 
of FY 2018, FDA will …

• … complete one or more public workshop(s) 
with key stakeholders, including patients, 
biopharmaceutical companies, and academia, 
to gather input into issues related to Real 
World Evidence use in regulatory decision-
making. The workshop(s) should address, 
among other things, the following topics:



FDA Workshop Topics

• Benefits to patients, regulators, and 
biopharmaceutical companies of RWE in 
regulatory decision making;

• RWE availability, quality, and access challenges, 
and approaches to mitigate these;

• Methodological approaches for the collection, 
analysis, and communication of RWE; and 

• Appropriate contexts of use of RWE in regulatory 
decision-making regarding effectiveness.



And then what happens?

• By no later than the end of FY 2019, FDA will 
initiate appropriate activities (e.g., pilot 
studies or methodology development 
projects) aimed at addressing key outstanding 
concerns and considerations in the use of 
RWE for regulatory decision-making. 



And then …

• By no later than the end of FY 2021, considering 
available input, such as from activities noted 
above, FDA will publish draft guidance on how 
RWE can contribute to the assessment of safety 
and effectiveness in regulatory submissions, for 
example in the approval of new supplemental 
indications and for the fulfillment of post-
marketing commitments and requirements. 

• FDA will work toward the goal of publishing a 
revised draft or final guidance within 18 months 
after the close of the public comment period. 



What Next?

ENHANCING REGULATORY DECISION TOOLS TO 
SUPPORT DRUG DEVELOPMENT AND REVIEW 

• Enhancing the Incorporation of the Patient’s 
Voice in Drug Development and Decision-Making

• FDA will develop a series of guidance documents 
to focus on approaches and methods for fit-for-
purpose tools to collect meaningful patient and 
caregiver input for ultimate use in regulatory 
decision making. 



Real World Evidence is a Journey

• The road to the use of Real World Evidence    
is a trail that regulator and regulated must 
blaze together sometimes heroically and at 
other times with greater caution. 



Failure is not an Option

• In the words of the British pundit Ernest Benn,

“Politics is the art of looking for trouble, finding 
it whether it exists or not, diagnosing it 

incorrectly, and applying the wrong remedy.“ 

• Regulators don’t have that option.
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