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Background on the survey

Objective: Get a snapshot of the different views on opportunities and current
challenges to fully integrate RWD/RWE in regulatory decisions

+ Survey sent to participants of the workshop potients, 1 _oher (NGO)1
(up until closing date 19/06) Data providers, 1 er {

HTA body, 1
* Number of responses: 38
HCPs, learned
* Results presented for 4 responder groups: societies, 4

+ Regulators + HTA bodies

Regulatory
bodies, 12

+ Pharmaceutical industry
+ HCPs, learned societies, patients & NGOs

+ Academia, researchers, data providers Academia, researcher
organisations, 10 Pharmaceutical

Industry, 8
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1. How important would you currently rate the use of RWD
to generate evidence for regulatory decision-making?

Essential as it can fill important knowledge gaps on top of CT data
Important for selected regulatory purposes
Nice to have but not key for most regulatory questions

Not important at all

| I

10 15 20 25

B Regulators & HTA  ® Pharmaceutical Industry Academia, researchers & data providers HCPs, learned societies & patients



@)

EUROPEAN MEDICINES AGENCY

For which regulatory purpose do you consider
RWD most suitable/relevant? (mutipie choice)

Inform on the safety of medicinal products
Understand disease epi, clinical landscape, patient management
Inform on drug utilisation/extent of use of medicines

Evaluate the impact of regulatory actions

Inform on the efficacy/effectiveness of medicinal products

Understand feasibility of clinical trials

Inform on the representativeness and validity of completed studies

Contextualise single arm trials (external control)

No Answer

Other
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For which regulatory purpose do you consider
RWD most suitable/relevant? (mutipie choice)

Other comments:

Inform on the safety of medicinal products Subpopulation analyses to complement clinical trials to enable

Understand disease epi, clinical landscape, patient management product performance in more phenotypes to be studied sooner,

and for biomarker or other endpoint validation

Evaluate the impact of regulatory actions » Patient characteristics, economic and humanity burden of the

I
I
Inform on drug utilisation/extent of use of medicines [N
I
Inform on the efficacy/effectiveness of medicinal products | disease
Understand feasibility of clinical trials I :

Inform on the representativeness and validity of completed studies NI
Contextualise single arm trials (external control) NI

No Answer [N
Other N
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2. Where do you currently see the main challenges to fully
integrate RWD/RWE in regulatory decision-making? (muitiple choice)

Existing data sources include insufficient information
Access to the data difficult
Limited acceptance of RWD/RWE by decision makers

Interpretation of study findings difficult (data capture, quality etc not clear)

Bias/confounders influence study outcome and are difficult to control
Lack of trusted sources including metadata to identify suitable data
Time needed to generate RWE too long for regulatory procedures

I

I .
Suitable data are not available in existing sources, e.g. for rare disease... |IINGNES

[ B

[ B

[ B

[ D

Identification of target population/outcomes of interest challenging

Other [N
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2. Where do you currently see the main challenges to fully
integrate RWD/RWE in regulatory decision-making? (muitiple choice)

Existing data sources include insufficient information [N

Arrocc tn tho dAata Aifficult o

I
* Insufficient knowledge of decision makers about RWD sources and their

Other comments:

data quality / no official data quality indicators or certificates / lack of a B

stable cooperation/network with RWD stakeholders .

*  Mismatch between robust RWD data and requirements for regulatory B
decision (well controlled/monitored/standardised and scheduled outcome|
assessment)

* Lack of clear guidance and operational tools on how to include RWE/D in;
the regulatory submissions, and how regulatory bodies will interpret
these RWE/D
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3. What needs to be done in order to fully enable the use of
RWE in regulatory decision-making? (mutipie choice)

Develop guidance on best practices in RWE
Increase transparency on relevant data source characteristics

Build trust in the use of RWE for regulatory decisions

[
[
I
Develop targeted RWD/RWE training and knowledge sharing tools | RN
Create incentives for data source holders to collect data needed | N
Increase international dialogue and collaboration | NN
Facilitate access to RWD available in EU | NN
Provide more funding to develop suitable data sources and RWD research | IINENEGgGRN
Other
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3. What needs to be done in order to fully enable the use of
RWE in regulatory decision-making? (mutipie choice)

Develop guidance on best practices in RWE [ IINNENEGEGEGEES
Increase transparency on relevant characteristics || NN
Build trust in the use of RWE for regulatory decisions | INRNRNRLIIIGGEES
Develop targeted RWD/RWE training and knowledge sharing tools | RN
Create incentives for data source holders to collect data needed | N
Increase international dialogue and collaboration | NN
Facilitate access to RWD available in EU | NN

Provide more funding to develop suitable data sources and RWD research | IINENEGgGRN

Other comments:

+ Direct communication between regulators and data holders 25 30 35
W Regulators &} should be enhanced. 1 societies & patients
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4. How do you see the role of regulators in generating
RWE?

Very important as it allows for independent RWE generation _
Useful, especially in view of national data sources and DARWIN EU _—

Limited value in view of capacity and expertise -

Not important — other stakeholders better placed to conduct this
research
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5. How do you see the use of RWD/RWE for regulatory
purposes evolving in the next 5 years?

RWD/RWE will support all types of regulatory procedures _
Use of RWD/RWE will grow incl in areas currently less established _-
RWD/RWE will be important for selected purposes such as PhV _-

RWD/RWE will still be of limited value

0 2 4 6 8 10 12 14 16 18

B Regulators & HTA ® Pharmaceutical Industry ® Academia, researchers & data providers = HCPs, learned societies & patients
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5. Any other comments? (abbrev.)

RCTs presents bias in selection of individuals (gender, age, comorbidities) if compare with RWE/RWD. Eudravigilance website
should be improved and should be streamlined otherwise physicians will never use it, and it will continue as now with a clear
underestimation of any clinical mild/serious/life-threatening phenomenon.
The emergence of artificial intelligence in the regulatory setting makes the uses '
of real-world data and evidence ever more critical.

Much effort has been made by EU regulators to advance the use of RWE in decision making. However, quality,
transparency of data sources needs to be further increased and access to data sources by all relevant stakeholders is
key to generate mutual trust in RWE and regulatory decision making on data sets which include RWE.
Clarification of the role of stakeholders and the conflict of interest - which is not necessarily about funding
- is key in the successful use of RWE in the future of medicines and health technology evaluation.

Presenting papers without quality appraisal (assessing risk of bias - counfounding, immortal time bias, etc), information about
methodology selection of studies has been the case in regulatory submissions. Transparency and trust is key. RCT rules should
be followed when submitting observational data for regulatory purposes incl pre-registration of protocols (including SAP),
database feasibility assessments, justification of methodology choice a priori.

11
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5. Any other comments? (continued, abbrev.)

RWD might also be used as part of registry based randomized clinical trials. The utilization of RCTs based on and/or including

structured RWD from registries and/or EHR and eventually extracted by Al-methodology might substantially change the

generation of evidence both for regulatory approval and treatment recommendations in the near future.
Promote prospective planning of RWD collection already early in development, categorise robust endpoints
and quality indicators for data, first focus on areas for RWD where clinical trials are especially limited (long-
term patient trajectories; risk stratification; neglected populations in clinical trials)

Critically important to build trust between regulators and the RWD/RWE community. RWD are almost never perfect for |

any use case, but that should not stop the community from using it. It is easy to criticize RWD in comparison to a

clinical trial, but that is a false comparison because clinical trials are not feasible to answer every important public

health question. The appropriate comparison is RWD compared to no information at all. We have to stop covering our

eyes demanding perfection and accept that RWD has a critical place in supporting public health.
Although I think the use of RWD/E will increase over the next five years, it will likely still have more of a role in informing

study planning/filling gaps for decision making on effectiveness rather than being the main source of evidence. To fully enable:
use of RWE for decisions about effectiveness, better data capture, more proof of concept, better methods, etc. is needed.
It would be beneficial if authorities incentivize the industry to generate and utilize RWD/RWE in MAA processes: [

generate more and robust data also to understand the applicability in "real” life outside of a trial setting.
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Any questions?

Further information

[Insert relevant information sources or contact details as applicable.]

Official address Domenico Scarlattilaan 6 « 1083 HS Amsterdam « The Netherlands

Telephone +31 (0)88 781 6000
Send us a question Go to www.ema.europa.eu/contact

Follow us on % @EMA_News
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