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As part of the HTx (Next Generation Health Technology Assessment) project, this study was aimed at
identifying the main barriers for application of real-world evidence (RWE) for the purposes of health
technology assessment in the Central and Eastern European countries. A mixed methods approach was
employed to identify the main barriers: a scoping review of the literature and a series of discussions
with stakeholders. Based on the applied approaches, we attempted to summarize the main barriers
and challenges related to transferability of RWE in five main groups: technical, regulatory, clinical,
scientific and perceptional barriers. Further research should pursue the development of detailed,
consensus-based guidelines to improve the harmonization and standardization of RWE.
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Real-world data (RWD) and real-world evidence (RWE) have an increasing role in healthcare decision-making.
From RWD, analysts can develop RWE, which is already being used for health technology assessment (HTA)
purposes to some extent [1,2]. With the increased availability of RWD, there is potential for more widespread use.
However, a number of challenges about ensuring the reliability of RWE for HTA [3] can be identified in the literature.
This may lead to disparities among stakeholders when discussing RWD and RWE use in decision-making [4,5].

Regulatory bodies and HTA organizations for descriptive analyses (e.g., of treatment patterns) and burden of
illness as well as epidemiology data and monitoring the safety of marketed therapies, especially in the more advanced
healthcare systems in Western Europe, often use RWD. Decision-makers can benefit from RWD collected to assess
the (comparative) effectiveness of health technologies in nontrial settings and populations [6]. Use of RWE, however,
is limited in the Central and Eastern European (CEE) countries [7] because in most cases the decision-makers prefer
to rely on traditional sources of evidence, such as randomized controlled trials (RCTs) or expert opinion.

Generating RWE is a resource intensive process; CEE countries are usually short of financial and human resources
and lacking the necessary infrastructure for RWE generation [8]. Because new technologies are usually introduced
in Western European countries, CEE countries have an opportunity to benefit from RWE generated in early-
technology-adopter countries. Moreover, the current use and interest in using RWE stimulates the regulatory use
of such kind of data. In such cases, HTA bodies and decision-makers in CEE have no access to the original RWD
collected in other countries; hence, they need to make judgments on the transferability of published RWE.

As part of the European Commission-funded H2020 project HTx (Next Generation Health Technology As-
sessment), the current study aimed to identify the main barriers for application of RWE derived in the Western
European countries for the purposes of CEE decision-making in healthcare. The main aim of HTx is to create a

J. Comp. Eff. Res. (2022) 11(12), 905–913 eISSN 2042-6313 90510.2217/cer-2022-0065 C© 2022 The Authors

https://orcid.org/0000-0002-4379-5283
https://orcid.org/0000-0002-6513-5147


Review Kamusheva, Németh, Zemplényi et al.

framework for the Next Generation Health Technology Assessment (HTA) to support patient-centered, societally
oriented, real-time decision-making on access to and reimbursement for health technologies throughout Europe.

Materials & methods
For the purposes of the current study, a mixed methods approach to identify the main barriers was employed:
first, a scoping review of the literature; second, a series of internal discussions and a webinar with stakeholders
from CEE countries. For the purpose of conducting the scoping review, several search strings in PubMed database
were applied using different keywords. The other sources searched were Google Scholar, including publications,
conference papers and projects dedicated to RWE; the Value in Health database; and reports of HTA agencies
(National Institute for Health and Care Excellence [NICE] from England, Haute Autorité de Santé [HAS] from
France, Institut für Qualität und Wirtschaftlichkeit im Gesundheitswesen [IQWIG] from Germany). The keywords
used in the literature search were transferability, AND implementation, AND barriers OR challenge, AND real-
world evidence OR effectiveness, AND health technologies OR therapies used in different variations.

Specific inclusion and exclusion criteria were defined for the scoping review. Studies were not excluded by
publication date. To be considered for this review, studies had to meet the following inclusion criteria: English-
language articles; the articles had to identify barriers and challenges for RWE transferability; the articles needed to
describe the possibilities for transferability of RWE; and the articles were required to discuss the importance of the
RWE transferability process. Studies that presented different aspects of RWE data or covered any recommendations
in the area of decision-making in the healthcare sector without considering RWE were excluded.

After the scoping review was completed, the research team compiled a list of barriers to the use of RWE in CEE
countries identified from the included studies. Next, a series of discussions with multidisciplinary HTx project
members was organized, followed by a webinar with CEE stakeholders. The draft list of barriers was discussed,
with the aim of reaching a consensus on the main barriers, including additional obstacles not previously identified.

Results
The initial workflow of the scoping review consisted of screening and identifying studies that met the selection
criteria. 234 studies were screened based on titles and abstracts. Of these, 20 candidate full texts were reviewed a
third time by an independent reviewer, and a further 214 were excluded.

The result was 20 papers, including full systematic review articles, reports, conference papers and other re-
sources focusing on the study question that met the inclusion criteria. A flow diagram of the literature search is
presented in Figure 1 [36].

Information on barriers and challenges of RWE transferability identified in the 20 included studies is summarized
in Table 1.

The next step of the study was a series of three internal group discussions among experts from independent
research institutions and academia during the second half of 2020, as preparation for a webinar with stakeholders
from CEE countries. During these discussions, to complement the relevance of the RWE transferability barriers
derived from the literature search, the final wording was formed and the barriers grouped into main categories to
be presented at the workshop (Table 2).

The online workshop took place on 4 December 2020, with 57 participants joining in from 12 CEE countries.
The Medical University of Sofia with the help of Syreon Research Institute and the European Organization for Rare
Diseases organized this webinar. The webinar focused on implementation barriers of practices guiding to the HTx
project’s vision of next-generation HTA in Eastern European countries. Presentations were given by researchers
from several key institutions across Europe, including the Medical University of Sofia (Bulgaria), Syreon Research
Institute (Hungary), Utrecht University and Zorginstituut Nederland (The Netherlands), Dental & Pharmaceutical
Benefits Agency (Sweden), as well as NICE and the University of York (United Kingdom). 32 attendees represented
academic institutions, five came from public payers and other governmental bodies, three represented patient
organizations and the remainder were from various independent research institutes, HTA offices and consultancy
companies of the CEE region. Input from participants were collected during the workshop, as well as afterward in
written form.

A master file was continuously updated, with both methods influencing the final selection and wording of
barriers. On the basis of the applied parallel approach, we attempted to summarize the main identified barriers and
challenges related to transferability of RWE into four main groups:
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Table 1. Barriers and challenges of real-world evidence transferability from the literature.
Publications Barriers and challenges Ref.

Akhras et al., 2019 - Challenges related to lack of knowledge, technical and confidentiality issues, lack of trust between stakeholders [9]

Buckle et al., 2019 - Concerns about external validity of the RWD

- Concerns about the quality of transferable RWD

[10]

Cole et al., 2015 - Lack of a favorable governance framework

- Considerable variation in local approaches to data governance

- Heterogeneity across jurisdictions in data protection

[11]

Dreyer et al., 2018 - No agreed-on framework for assessing reliability of RWD [12]

EC, April 2018 - Lack of standardized data RWD collection

- Lack of data quality standards and validation processes

- Lack of representative databases

- Lack of enough studies demonstrating how RWD can be used depending on the purpose in healthcare systems

[13]

Hampson et al., 2018 - Lack of collaboration between manufacturers and regulatory agencies

- Incomplete data

- Data mining

- Access to data

- Lack of universally accepted methodological standards

- Lack of universally accepted standards or principles for the design, conduct, analysis and/or reporting of RWE

- Lack of investigator expertise

- Obsolete evidence hierarchies

[14]

Justo et al., 2019 - Problems with the data

- Gaps in expertise

- Lack of confidence in observational research

- Trust issues between users and data holders

[15]

Kamphuis et al., 2018 - Data sources are varied and fragmented across Europe

- Data infrastructure – data are only in national languages and may not be usable

- Heterogeneity of health data across the EU, different definitions and varying typologies for structure data

- Cultural and national influences may lead to different data interpretations or data input

- Data access and security

- Lack of joint stakeholder collaboration

- Various evaluation methodologies

- Institutional inertia

- The interests of academics or researchers acting as (principle) investigators on the data

[16]

Makady et al., 2017 - Lack of harmonization of policies for RWD use from HTA agencies

- No approach for data collection form from marketing authorization holders

- Lack of collaboration between EMA and HTA agencies on RWE requirements

[17]

Malone et al., 2018 - Organizational barriers to the use of published RWE

- Lack of skill, training and timely study results

[18]

Mitton et al., 2007 - Knowledge transfer and exchange [19]

Olariu et al., 2016 Several challenges are noted in collecting RWE:

- The limited availability of policies on this topic

- There is no consistent/standardized approach for data collection

[20]

Oortwijn et al., 2019 - Differences in structure, setup and content of databases

- No guidance for when and how to use RWD/RWE

- Lack of sufficient expertise in HTA agencies to advise on RWE studies or to critically appraise them

[21]

Rincon et al., 2012 - Need of information technology platform and organization for effective adoption of evidence-based practice in healthcare [22]

Szkultecka-Dębek et al., 2018 - Need for improvement of the data availability and quality in the Central and Eastern European countries

- More work is required in the areas of data generation, interpretation and use

[23]

Tordrup et al., 2015 - Differences in practice and local inputs [24]

Tunis et al., 2018 - RWD is produced for different purposes by different stakeholders

- Differences in structure, setup and content of databases

- Challenges in sharing RWD and RWE across countries and regions

- o accepted guidance when and how to use RWD and RWE

[25]

Vincenten et al., 2019 - Lack of communication and or collaboration

- Lack of funding

- Capacity deficiencies

[26]

Wilk et al., 2015 Main challenges of RWE development in Poland:

- Low awareness of RWE concept

- Unstable legislation

- High costs

- Low computerization level

- Lack of cooperation standards and data integration

[27]

Wise et al., 2017 - RWD are non-standardized

- RWD are often noisy or unstructured

- There is no formal regulatory requirement for RWD

- Cyber security issues

[28]

HTA: Health technology assessment; EMA: European Medicines Agency; RWD: Real-world data; RWE: Real-world evidence.
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Figure 1. PRISMA flow diagram of the literature search and process of study selection, adapted from the PRISMA statement.
*Reporting the number of records identified from each database or register searched (rather than the total number across all
databases/registers); **If automation tools were used, indicates how many records were excluded by a human and how many were
excluded by automation tools.
PRISMA: Preferred Reporting Items for Systematic Reviews and Meta-Analyses; RWE: Real-world evidence.

Table 2. The final list of barriers to real-world evidence transferability.
Barrier Examples

Technical barriers 1. Lack of expertise and capacity in the HTA agencies to critically evaluate RWE
2. Lack of available financial resources for using and administrating RWE
3. Deficient methods and practices for reporting of RWD curation

Regulatory barriers 1. Lack of unified, widely accepted and implemented guidance documents for all EU
countries on how to publish and share RWE
2. Lack of cooperation standards and data integration for common HTA across
Europe
3. Requirements for using only local evidence in HTA
4. Lack of clear and accepted requirements of how and when to use RWE
5. Lack of a favorable local/ national governance framework related to using RWE
6. Frequently changing regulations on RWE

Clinical and scientific barriers 1. Unique demographic, racial, ethnic and genetic characteristics
2. Differences in epidemiological data across countries
3. Variations in disease severity
4. Differences in medical practice limiting RWE transferability for specific patient
groups
5. Differences in predefined criteria for evaluation of the effectiveness of medicines
6. Lack of transparency in the design, execution and report of studies using RWD
7. Lack of established methodological standards for RWD curation
8. Uncertainty related to the results from RWE studies

Perceptional barriers 1. Uncertainty in the quality of RWE
2. Differences in HTA agencies perceptions and preferences for RWE
3. Limited trust in RWE due to lack of access to the underlying RWD
4. Variability of impact and importance of RWE in decision-making in different
Central and Eastern European countries

HTA: Health technology assessment; RWD: Real-world data; RWE: Real-world evidence.
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• Technical barriers
• Regulatory barriers
• Clinical and scientific barriers
• Perceptional barriers

Discussion
The first main group of barriers for transferability of RWE is technical or organizational barriers, which were
subdivided into four subgroups. The first is related to human capabilities or human resources. Unfortunately, in
some CEE countries, a serious problem is the lack of enough experts in the field who might be able to advise on
RWE studies or critically appraise them and assess their appropriateness at a national level. This could significantly
interfere with correct interpretation of the various RWE coming from other countries. Moreover, the possibilities
for RWE transfer from Western European countries in specific CEE countries could be biased and not precisely
assessed. A large number of obstacles hinder the application of RWE data created in Western European countries
for the purposes of CEE decision-making according to other sources as well. A US study listed some barriers for the
limited use of published RWE, including the lack of skills, training and limited availability of timely study results,
and highlighted the need for continuous education on the interpretation of study methods and findings to evaluate
and use RWE [24].

Financial limitations are a significant problem especially during the current pandemic situation. CEE countries
have always had more limited healthcare resources than Western European countries, leading to a situation
where they cannot afford to make bad decisions. However, extremely limited funding is available for detailed and
comprehensive analysis and appraisal related to RWE in healthcare. RWE are mostly generated in Western European
countries due to their advanced technological status and greater available resources. When considering medical,
administrative, regulatory data acceptability and transferability in practice in CEE countries, some additional issues
surface. Further studies should research the reliability and regional variation issues in existing healthcare databases
as well as the transferability and quality of the RWE. Limited financial resources for providing enough valuable
scientific evaluation and organization of the process for RWE transferability in CEE countries remains a serious
barrier.

Adequate administration of collected RWE from other countries is also important. It is crucial to manage, protect
and use the evidence in the right way. Certain obvious problems with maintenance of collected RWE for different
health technologies might be identified in some CEE countries; this includes lack of experts’ involvement and lack
of sustainability of the administrative process.

RWE should be collected and analyzed electronically, and thus information technology issues in CEE countries
are also of high importance because these countries often lack an established and high-level working information
technology infrastructure. Low computerization is still identified for some state institutions, and serious efforts are
in motion to improve and cope with this issue.

The second main group of barriers includes regulatory barriers. Establishment of a stable government, which is
an indicator for good and effective government policy, is a complex and difficult process in some CEE countries.
Lack of government stability and frequent political changes in the healthcare sector lead to frequently amended
and unstable legislation. The constant changes in local legislative requirements for HTA as well as considerable
variations in the approaches for managing the process for RWE use are also results of the frequently changing
environment.

Moreover, there are no unified guidelines, prepared based on discussions among a wide range of experts from
both CEE and Western European countries. Therefore, no standardized approach exists on how to transfer RWE
among countries, especially from early technology adopter to late adopter countries, is still not available. The
preparation process for such a guideline is time-consuming and requires the involvement of different stakeholders
across multiple countries; therefore, it cannot be conducted without a strong agreement among key decision-makers.

Established HTA policies can form another barrier. In many countries, there are no clear and accepted require-
ments on how and when to use RWE to inform decision-making in relation to certain technologies. Moreover,
there might also be a requirement for adopting only local evidence for the effectiveness of new technology. The
impact and importance of RWE in decision-making among CEE countries varies greatly, as some HTA agencies
still have doubts regarding the credibility of RWE.

The next identified barrier group comprises Clinical and scientific barriers. Each country has its own specific
population characteristics due to geographic, cultural, biological and political reasons. These unique characteristics
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can lead to significant differences in individuals’ responses to the available health technologies and their effectiveness.
Therefore, the process of RWE transferability needs to consider these differences.

Generalization of RWE for clinical results for all patients with a particular disease without differentiation into
subgroups could lead to substantial bias in certain cases. To some extent, existing differences in treatment approaches
or medical practices in different countries limit the possibilities for RWE transferability for specific patient groups.

Widely adopted pharmacotherapy guidelines are not used in all CEE countries, and some of health technologies
are not available in all CEE countries for financial or other reasons. Moreover, a variety in predefined criteria to
evaluate the effectiveness of medicines exist, leading to differences among the countries in the process of collecting
and transferring specific RWD and RWE. Some parameters such as utility values could be transferred carefully by
using the same predefined methodologies.

A key barrier is the lack of internal capabilities to apply highly sophisticated analytical methods for the purpose of
transferability and possible reduction of the bias. Development of adequate methods for statistical analysis during
the transferability process is urgently required. Moreover, some other barriers could be highlighted, such as lack
of transparency in the design, appropriate and suitable statistical methods, execution and report of studies using
RWD, lack of established methodological standards for RWD curation and significant uncertainty and skepticism
related to the results from RWE studies not supported by RCTs.

The final group of selected barriers is perceptional barriers, which result from uncertainty in the quality of and
differences in HTA agencies’ perceptions and preferences for RWE. The quality of collected RWD and related RWE
might be different and difficult to evaluate and used for international comparison and analysis in countries where
research has not been conducted. HTA agencies in different countries each have their own rules, requirements,
beliefs, perceptions and preferences related to RWE use, which could present a reason for RWE transferability delay
or rejection. This might result from institutional inertia in state institutions in some CEE countries. In the report
“Overview of the Development of the Use of RWD Including a Review of International Consensus Methods Currently
Developed,” which was part of the HTx project, a representative from the Estonian agencies shared their opinion
that they do not want to use RWD because they believe companies should conduct RCTs [29].

Despite the fact that the HTA regulation entered into force at the beginning of 2022, there is still a lack of
cooperation standards, not least in the area of RWE use, and this is not a top priority on the list of preparations
for initial joint assessments. Lack of a common EU legislation for HTA processes, lack of cooperation standards
and integration of efforts for common HTA among countries could also interfere, to some degree, with the RWE
transferability process. These can be the main reasons for nationally oriented requirements and uncertainty of the
relevance of RWE. CEE countries often implement their own approaches for access to the use of RWE (even if it may
improve efficiency or effectiveness) and put a different value on existing RWE. The forthcoming implementation
of regulations on HTA could support voluntary cooperation on HTA between Member States. It will also reduce
uncertainty on effectiveness and improve the evaluation of innovative technologies and the assessment of nonclinical
domains in RWE use for HTA purposes [30].

This study identified the main barriers for RWE transferability using the combination of two approaches: a
literature search, together with internal discussions and consideration of the opinions of stakeholders from CEE
countries. The findings revealed that additional education of healthcare providers is needed because of the lack of
sufficient experts in the field who might be able to advise on RWE studies and assess them according to national
requirements and standards.

To improve transparency, trust and research replicability of RWE studies, a task force of the International Society
for Pharmacoeconomics and Outcomes Research (ISPOR) and the International Society for Pharmacoepidemiology
(ISPE) recommended that investigators should register RWE studies in publicly available portals [31]. A joint ISPE-
ISPOR Special Task Force has been working on different reports related to RWE Good Practices for Real-World
Data Studies. On the other hand, real-world studies are less costly than RCTs, which could be a reason for extending
post-launch RCTs with RWE studies [32]. Some authors have compared research results from observational studies
to results from RCTs with similar objectives. The RCT DUPLICATE initiative (Randomized, Controlled Trials
Duplicated Using Prospective Longitudinal Insurance Claims: Applying Techniques of Epidemiology) applied a
specifically designed process to perform RWE studies emulating RCTs and compare the results from both types of
studies. The authors concluded that “concordance between RCT and RWE findings is not guaranteed, partially because
trials are not emulated exactly,” which could be identified as a barrier for RWE application and transferability [33].

The main limitation of this study is that only barriers considering transferability or application of RWE from
Western European to CEE countries were assessed. The limited number of studies included hinders the possibility to
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present all relevant barriers and their influence on transferability of RWE to CEE countries. The authors attempted
to cope with these issues by performing a parallel discussion with stakeholders for the specific barriers in the area.
However, further research focused on the most valuable barriers and recommendations of how to overcome them
is required.

In addition, several of the challenges identified also exist for HTA agencies in Western Europe, when deciding
whether to use RWE – especially the perceptional barriers and some of the regulatory and clinical/scientific barriers.
These challenges exist in all decisions about whether to use RWE. Nevertheless, they are amplified when talking
about transferability to the CEE setting, where there is an extra layer of additional barriers, such as technical
challenges.

Conclusion
Several key barriers to the use of RWE in CEE countries have been identified, including differences in databases,
issues with the regulatory framework, different methodological approaches and a lack of effective collaboration.
At present, there are few clear solutions to these challenges. Further research should pursue the development of
detailed consensus-based guidelines to improve the harmonization and standardization of RWE.

Future perspective
The importance of RWD and RWE is increasing exponentially not only in Western European countries but also in
CEE due to the necessity of improving regulatory processes and optimizing decision-making. Many challenges exist
not only when converting RWD into RWE but also regarding the process of transferring RWE from Western to
CEE countries. Therefore, initiatives and programs should be implemented to improve and foster and optimize the
process of transferability of RWE from Western European to CEE countries. At the time of writing, the use of RWE
is one of the most important topics in healthcare decision-making. With novel initiatives such as DARWIN-EU [34]

and federated data networks such as EHDEN [35], it seems increasingly likely that the focus will not be on whether
RWE should be used, but rather how it should be implemented. Many barriers to using RWE are common to all
healthcare settings, but they are augmented in CEE by the additional, critical issue of transferability of RWE from
Western Europe. We expect – and hope – to see an increasing number of collaborative initiatives in the coming
years to foster the processes and infrastructure necessary to support the transferability of RWE to CEE countries.

Executive summary

• The role of real-world evidence (RWE), generated from real-world data, in healthcare decision-making is growing.
• As a result of this scoping review and a series of discussions with multidisciplinary HTx (Next Generation Health

Technology Assessment) project members, several barriers and challenges related to the transferability of RWE
were identified: technical, regulatory, clinical and scientific and perceptional barriers.

• These challenges exist in all decisions about RWE use but are amplified in the Central and Eastern European
setting because of an extra layer of additional barriers.
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