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Abstract

Background - This paper outlines findings from four
roundtable discussions involving a number of stakehold-
ers. They aimed to improve understanding of the use of
real world evidence (RWE) across Europe. They focused
on the development of a three-year roadmap for the in-
creased incorporation of RWE, increasingly recognized
as a valuable source of information for market access and
reimbursement, in decision-making.

Methods — The meetings involved participants from 12
European countries. Participants had significant knowl-
edge of specialist disease areas and commissioning of
care and prior experience in the field of RWE. All four
meetings involved plenary sessions with opportunity for
discussion and feedback from participants. Specific top-
ics of interest included the role of RWE in licensing, com-
missioning, clinical and patients and outcomes in chron-
ic disease, oncology and rare diseases.

Results — We garnered significant insight into the cur-
rent and future use of RWE across Europe, developing
a three-year roadmap of initiatives for the enhanced use
of RWE in decision-making. Four initiatives were seen
to be the most important at this stage: actively engaging
in early dialogue with payers on RWE needs; a consensus
exercise on RWD/RWE in clinical decisions; developing a
definition of Patient Reported and Patient Relevant Out-
comes (PRO); and developing a model approach for the
collection of PRO.

Conclusions - The roundtable discussions generated a
wealth of information around the current and future val-
ue of RWE across Europe. Significant work is required
in the areas of data generation, interpretation and use to
make its inclusion in commissioning and licensing based
decision-making more mainstream.

Introduction

Randomized controlled trials (RCT) have traditionally
been seen as the ‘gold standard’ for drug approval data
requirements but the use of real world evidence (RWE),
derived from analysis of real world data (RWD) from
sources such as electronic health records (EHR) and pa-
tient registries, is increasingly recognized as a valuable
source of information for market access and reimburse-
ment . Potential issues with RCT, such as limited gener-
alizability due to restrictive enrolment criteria, increasing
complexity and the shrinking of potential populations
for Phase 3 trials for orphan and rare disease treatments,
may also be increasing interest in RWE.

For manufacturers, RWE may have the potential to solve
problems inherent to getting a drug to market, despite
issues around poor data quality and data security con-
cerns. Using RWD could be a better means of proving the
value of a new medicine to payers, resulting in quicker
approval, more valuable discussions and the development
of flexible reimbursement agreements, meaning that pa-
tients could access novel drugs at a sustainable price in
a timely manner. Demonstration to stakeholders of the
real life value of novel drug outcomes is key to improved
patient access and manufacturer success.

There are a number of methodological challenges faced
by those using RWE such as a lack of randomization, bias
and issues around data quality.”) One study has shown
RCT data is still used in most health technology apprais-
als (HTA) - 90% of CADTH appraisals, 80% of PBAC
appraisals, 64% of NICE appraisals and all IQWiG ap-
praisals in 2015 used RCT-based evidence with only three
positive appraisals based solely on non-RCT evidence.”!

In 2015 increasing interest in RWE led to a “RWE voice
of the customer project”, which gained insight into RWE
needs and priorities across ten European markets. Figure
one highlights the value and importance placed on RWE
in each of these countries. The majority of countries see
RWE as having medium-to-high future potential/value,
but most thought that RWE had limited impact/impor-
tance in decision making at the time of survey comple-
tion (2015). The UK, France, Czech Republic and Poland
saw slightly more value in RWE at the time.
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Following this project additional analysis was required
to get a more in depth understanding of the current use
of RWE, as well as its future potential across Europe.
This has taken the form of four round table style meet-
ings throughout 2016 and 2017 with a group of expert
stakeholders and key experts in pricing, reimbursement
and RWE from a number of European countries. This pa-
per summarizes the discussions held at these meetings.
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Whilst discussions were initiated and led by F. Hoff-
man-La Roche AG (referred to as “Roche” for the rest of
this report), the results and action plans reported in this
paper are applicable to all industry stakeholders aiming
to enhance their use of RWE.

Materials and Methods

All four meetings involved a roundtable discussion with
stakeholders with significant knowledge of specialist
disease areas and commissioning of care and prior ex-
perience in the field of RWE. These experts represented
Austria, Czech Republic, Denmark, France, Germany,
Italy, Poland, Portugal, Spain, Sweden, Switzerland and
the UK.

The first meeting, involving six participants, was held
in London in June 2016. The aim of this meeting was to
analyze the opinions of the key experts to get a more in-
depth understanding of the current use of RWE in their
respective countries as well as the future potential for
RWE across Europe. Topics covered included: (a) Regula-
tory implications and the role of RWE; (b) RWE process-
es and implementation in decision making; (c) Meaning-
ful outcomes from RWE; and (d) Priorities for focus and
opportunities for industry cooperation and partnership.

The second meeting, in December 2016, aimed to fill cer-
tain gaps highlighted following the first meeting. In order
to gain further insight we included an additional six par-
ticipants, some of whom had expertise in the area of pa-
tient organizations (PO). An hypothesis driven approach
was used to explore the role of RWE in three treatment
areas (chronic disease, oncology and rare diseases). Top-
ics covered included: (a) Licensing; (b) Commissioning;
(c) Clinical; and (d) Patients and Outcomes (Figure 2).

Meeting three was held in Rome in June 2017. 15 partici-
pants, 12 of whom had been present at at least one of the
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previous meetings, built on discussion points from the
two previous meetings to develop a 3-year roadmap of ini-
tiatives for the enhanced use of RWE in decision-making.

The fourth and final meeting was held in Zurich in Octo-
ber 2017 and included ten participants. This session cen-
tered on defining the future of the group by identifying
ways to best utilize their capabilities to develop mutually
beneficial and tangible outputs going forward.

Results

Output from the first meeting showed in general RWE is
not used in regulatory (licensing) decision making but
is used for accelerated regulatory review and conditional
licensing, as well as re-review at year one, two or five with
ongoing data collection.

It was not seen as a substitute for RCT, unless there was
clear reason why the use of RCT was not feasible. There
was some evidence that the paradigm may be chang-
ing. The increasingly chronic nature of some cancers
is increasing the time taken to gather evidence on final
outcomes, such as overall survival. RWE could play an
important role in orphan conditions, where small pa-
tient groups may increase the length of time required
for recruitment to traditional RCT. In some countries,
like Poland, RWE can be considered equally important
to classical experimental evidence. But problems lie in
data availability with limited access to health quality
data from EHR registries. In fact, sourcing data was seen
as a general challenge by most of our expert panel. They
confirmed the importance of encouraging a certain level
of consistency across databases, with the ability to link
data across countries and sectors to enhance data-usabil-
ity. Again issues around patient confidentiality can play
a role here. Registries should be designed and viewed as
clinical trials with clarity in the questions asked of the
registry, as opposed to focusing on the traditional ‘data
fishing’ role of the registry.

RWE was recognized by all participants as a resource to
support access decisions. However, this is not without its
challenges, namely patient privacy and confidentiality
requirements, as well as potential issues relating to re-
cruitment to RCT if conditional approval of a drug is in
place.

There is a clear role for RWE in reassessment/re-review,
where it can address specific data requirements and end
points. For example, it can confirm drug expectations
including usage, efficiency, dose escalation and safety. It
can be hard to reach an agreement on the type and quali-
ty level of data required for re-review processes as well as
where responsibilities lie in terms of data collection. Ear-
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ly engagement would allow regulatory authorities to be
explicit when outlining what data, both type and quality,
is required for re-review.

As far as the role of industry was concerned, the first
meeting highlighted their ability to ‘become the leader’,
‘develop the data’ and ‘create the community’. Industry
could draw on internal expertise to use RWE to solve spe-
cific problems, and create mechanisms by which they can
collaborate with decision makers in a more timely and
effective manner. Industry could support formation and
financing of registries and play a role in providing de-
sign expertise for registries, improving the quality and
consistency of data collected, promoting the consistency
and universality of use and address issues around confi-
dentiality of patient data held within registries. Finally,
they could promote collaboration between academic in-
stitutions, industry and health authorities to improve the
credibility of RWE, and confidence in its use.

Meeting two focused on the role of RWE in licensing,
commissioning, clinical decision-making and guidelines,
and patients and outcomes across three condition areas.
In licensing in the chronic disease arena, larger patient
cohorts are available so RWE tends to be used secondarily
to traditional RCT data. It is more likely that RWE will be
used as a conditional requirement in licensing to support
reimbursement. For rare disease, RWE may have more
potential in licensing terms as there are situations where
RCT is not feasible. However, the rare disease licensing
system may not be ready for the contribution of RWE
due to lack of available data and clarity on collection and
funding responsibilities, there may be similar issues in
the oncology arena.

In terms of commissioning, a greater need for differen-
tiation is driving more complex value propositions. As
chronic disease patients are living longer there is a par-
adigm shift in the way that commissioning (i.e. Finan-
cial decision-making) works and new commercial prop-
ositions such as pay for performance may be needed. As
it stands, there is limited evidence that drug prices are
affected by RWE.

For rare diseases there may be a specific role for patients
within HTA decision-making to ensure the patient ‘voice’
is heard. Within this context there may be a significant
role for PO, although their contributions vary across
countries due to both ability and available resources. In-
dustry should work towards integrating RWE into the
HTA process, alongside RCT data, from the start, in the
form of the value dossier. Data collection could be made
mandatory by law, which would increase the volume
available.

The patient is the underlying consistent factor in any
clinical practice and their data should be used where pos-
sible. Using RWE has the potential to reduce treatment
variability and prompt use of best practice (in conjunc-
tion with clinical guidelines) or manage clinical behavior.
But, there is a requirement to collect RWE that addresses
relevant issues, rather than just supporting or reinforcing
RCT data. To get the best out of RWE there needs to be a
concerted effort to collect RWD that addresses relevant
real world issues, rather than just supporting or reinforc-
ing RCT data, for example, by tracking patient co-mor-
bidities, which may be challenging.

The importance of patient-shared decision-making is
growing and it is vital to have useful, useable and rele-
vant clinical data available for such decision-making.
Similarly, patient-related data on side effect awareness
and management could be vital for improving clinical
decision-making. Such data can be collected via a combi-
nation of focus groups, surveys, patient forums and on-
line evidence. Whilst patients are becoming more liberal
in terms of data ownership and use there are still some
issues around access to patient data that can limit evi-
dence generation and the impact of RWE on clinical deci-
sion-making. This may be remedied by ensuring patients
are educated on data confidentiality, as well as given the
tools to allow them to better understand the HTA pro-
cess, and their personal impact. This may ‘activate’ them
to participate in RWE related research and data collec-
tion. PO have a role to play in training patients in RWE,
and its benefits. Whilst some PO may be ready and will-
ing to undertake training the variability in PO quality
means that some will be much less willing and able to
become engaged in such training opportunities.

The third meeting focused on actionable results, building
on discussion points from the first two meetings to devel-
op a three-year roadmap of initiatives for the enhanced
use of RWE in decision-making. Participants looked at
an action-plan for the pharma industry across three areas
of interest - commissioning and access, clinical evidence,
and patients and outcomes.

A total of 24 initiatives of importance were identified by
participants including issues such as developing a pilot
looking at providing patients with technology to collect
RWE and developing a tool to collect QoL data. These 24
initiatives were then prioritized in terms of importance
for action over a three year period (Figure 3). Generally,
those initiatives placed in year 1 were either thought to be
the most urgent, or were seen as easier to complete than
initiatives placed in year 3. Similarly, those initiatives
placed in year 3 were seen to be less urgent, or required
the completion of other initiatives before they could be
tackled.
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Stakeholders were asked to vote for what they saw as the
most important areas for initial focus out of those initia-
tives in year 1. The top 4 initiatives were analysed in more
depth. These included:

o Actively engaging in early dialogue with payers on
RWE needs - To develop better evidence packag-
es to upskill payers. This will involve reviewing
the use of RWE/RWD in early decision making
nations (France, UK) via external and internal re-
view, the development of processes (either separate
or joint) with the EMA, or EUnetHTA, expansion
of early dialogue to other markets where focus will
be on comparator, on financing mechanisms and
on sub-group data-options. Finally the targeted
development of ‘Early Access’ evidence packages
for specific products, as well as conducting educa-
tion exercises for payers.

o Consensus exercise on RWD/RWE in clinical deci-
sions — To allow pharmaceutical manufacturers to
define a process by which to develop clinically rel-
evant RWE. This will involve an agreement on the
definition of key data points used in RWE, gener-
ation of evidence in sub-populations not currently
covered by existing trial populations, definition of
the minimum standards for quality and method-
ology of data sets, ensuring robust data standards
and methods, and developing or enhancing chron-
ic disease management systems in terms of clinical
pathways and practice guidelines.

o Developing a definition of Patient Reported
and Patient Relevant Outcomes - Lay founda-
tions for empowering patients to engage more
actively in the use of RWE. Enhance initial
knowledge of existing definitions, approach-
es and best practices before development of re-
search questions, priorities and research agendas

o Develop a model approach for the collection of
PRO data - Mapping a process for data collection,
setting objectives for data collection and defining
a model process accounting for data laws and any
compliance issues and identifying any infrastruc-
ture/technology needs.

At the final meeting discussions moved towards imple-
mentation of these top 4 ‘year 1’ initiatives. First steps
will involve mapping any ongoing RWE projects to in-
crease understanding. It is vital to capture learnings from
any initiatives in this way, as well as sharing experiences
of best practice and advice developed as a result. Subse-
quently, developing a business case for pursuing the pri-
oritized initiatives such as filling registry gaps in meta-
static cancer - for example there may be an opportunity
for the pharmaceutical industry to collect significant data
related to breast cancer management. Furthermore, de-
veloping a definition of patient reported/relevant out-
comes and developing a model approach to collect such
data will be a focus. There is then a requirement to de-
velop an implementation plan and identify the resources
required, secure financial support, engage resources, key
stakeholders and partners and finally implement individ-
ual projects.

In addition to the specific roadmap there is a place for
pharma to develop standardized tools and data which can
support various engagements in RWE. They can play a
role in empowering and validating patient groups and
organizations as well as clinicians - a key request from
patients is for training, support and education in data
collection. They can also assist with clearly defining out-
comes for the disease area in focus, make data meaning-
ful for all stakeholders and develop ‘smart data’ (digital
information that is formatted so that it can be acted upon
at the collection point before being transferred to an ana-
lytics platform for consolidation and analysis).

Discussion

This paper briefly outlines a number of discussions held
between European-wide RWE experts over the course of
2016 and 2017. These discussions helped develop our un-
derstanding of the current role of RWE in both commis-
sioning and licensing decisions. The benefits of RWE are
becoming more prominent, and its use has already been
put into practice in some markets such as the UK where it
has been used to obtain evidence of drug use in a normal
medical setting where an electronic patient data monitor-
ing system, linking primary care, hospitals and pharma-
cies, was the key tool for data collection ..
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However, the landscape is currently fragmented and may
require more focused leadership and collaboration across
countries and institutions. There are still a number of
questions to answer. For example, can the use of RWE
address any gaps between licensing and commission-
ing? how do we ensure that we are not asking RWE to do
something that it is not designed for — what is the most
appropriate role for this type of data?; and how do we in-
corporate patient data in the most effective way possible?
Answering these questions may lead to the underpinning
of a RWE strategy for the future.

Industry has a role in enhancing the use of RWE, and
benefiting patients with earlier access to vital novel med-
icines. They can support better clinical practice via the
use of RWE by backing the funding of patient registries
to supply the all-important data, facilitating a dialogue
between patients and decision makers, training stake-
holders and linked PO in the importance of RWE and
methods for its collection in order to build trust and con-
fidence in RWE.

In terms of the future of this group of expert stakehold-
ers, involved in the exploration of RWE across Europe
since June 2016, there is the opportunity to improve and
diversify their contribution by providing alternative av-
enues for research and support of local ideas and initia-
tives. They could play a role as a sounding board, provide
valuable information and advice as well as feedback on
the methodologies developed by pharma for the develop-
ment of future RWE and its utilization.

Conclusions

In conclusion, the four stakeholder round-table meet-
ings discussed in this paper have given us a wealth of in-
formation around the current and future value of RWE
across Europe. Increased use of RWE is becoming more
common and associated benefits more relevant, but there
is no doubt that significant work is required in the ar-
eas of data generation, interpretation and use to make
its inclusion in commissioning and licensing based de-
cision-making more mainstream. This paper includes a
number of proposed initiatives, with associated action
points, that should be considered to further develop the
use of RWE in decision-making.
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