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OBJECTIVES
The objective of this study is to evaluate the level of evidentiary requirements required for the health technology assessment
(HTA) of orphan medical products (OMPs) in CEE countries and the Top 3 Economies in the European Eunion.
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BREAKDOWN OF CATEGORIES
Designation of rare diseases

Reflects whether rare diseases have some sort of officially accepted status such as EMA orphan designation.

Key domains of the HTA

Some of the well-known key domains of an HTA appraisal are Efficacy, Safety, Effectiveness, Cost-Effectiveness,
Budget Impact, etc. Thus, this category is an overview highlighting if there are any additional domains that are
specifically included for HTA of orphan medical products (OMPs).

Difference in the level evidentiary requirements for OMPs

Assesses if there is more tolerance towards the level of clinical evidence (for instance, if non-RCT data is accepted in the
context of OMPs and/or ultra-OMPs (UOMPs).

Difference in the level of economic evidence for OMPs (UOMPs)

Assesses if there is more leniency towards the level of economic evidence (for instance, if cost-effectiveness or
willingness-to-pay are viewed with greater leniency).

Privileges for OMPs (UOMPs)

Assesses the existence of any privileges (i.e. special processes) given to OMPs.

Regulation

Regulatory institutions

Highlights if the assessment bodies are the same for rare and non-rare diseases.

Advising committees

Highlights if advising committees separate from the decision-maker and different from a rare disease committee exist.

Rare disease committee

Reflects whether an official committee dedicated to informing governmental institutions on rare diseases.
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OVERVIEW OF RESULTS
Germany, France, and the UK officially require the same level of evidence for OMPs as therapies for common diseases.
However, the three leading economies consider the limited availability of data and data outside of randomized clinical trials
(RCTs) may be accepted.

Half of CEE countries have official, more lenient requirements towards OMPs (note that for the Czech Republic this is an
extrapolation based on the regulation for the highly innovative drugs), and almost all accommodate for the data limitations of
OMPs.

Quality of life may be optional for some of the analyzed countries but is generally viewed favorably both in CEE countries and in
Germany, France, and the UK.
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BREAKDOWN OF RESULTS
Designation of rare diseases

Half of CEE countries recognize rare diseases officially; all that do rely on EMA orphan designation.

Lithuania and Slovakia also define ultra-orphan diseases (Lithuania uses a lower prevalence).

Regarding the Top 3 European Economies, England and Germany recognize rare diseases, but only Germany uses EMA
designation. France has no special designation.

Key domains of the HTA

As a whole, CEE countries and the Top 3 European economies more often than not include additional domains or some
leniency within domains.

A more descriptive approach is usually accepted with an emphasis on unmet need and disease burden.

Comparative efficacy can be impossible to attain, thus, leniency is allowed

Officially or unofficially, HTAs often benefit from an ethical overview of the disease.

Difference in the level evidentiary requirements for OMPs

Bulgaria, the Czech Republic, Hungary and Lithuania officially allow for less robust data regarding orphan medical
products (OMPs; note that for the Czech Republic this is an extrapolation based on the regulation for the highly
innovative drugs, and for Hungary this is based on a standard rule for the highest possible level of evidence). Estonia
does the same unofficially, a decision based on unmet clinical need.

Officially, the level of evidence in England should be the same for OMPs and more frequently used health technologies.
However, additional evidence may be used to support the case.

Germany has a history of accepting more varied data sources for OMPs. Additional data collection may be requested.

In France, evidence for OMPs should officially be of the same level but there is a level of tolerance. Observational
studies and registries may be used to support the case.

Difference in the level of economic evidence for OMPs (UOMPs)

In a lot of CEE countries, the pharmacoeconomic and/or budget assessments should be submitted but the lack of
alternative often overrides the lack of cost-effectiveness.

Information on ultra-OMPs (UOMPs) is limited except for Lithuania (where UOMPs receive a more favourable
treatment) and Slovakia (where both OMPs and UOMPs receive favourable treatment).

Some countries (Estonia and Poland) base their economic negotiation on previously accepted therapies for (other) rare
diseases.

England uses a more favourable willingness-to-pay threshold.

Germany puts more emphasis on the added value of the orphan therapy rather than on the economic aspects related to its
implementation.

Privileges for OMPs (UOMPs)

Most CEE countries have some special processes in place for therapies targeting rare diseases.

Importantly, Latvia provides reimbursement on a case-by-case patient basis, while Lithuania may reimburse OMPs for
populations but also for specific patients. Poland also may choose to reimburse individual patients in case the OMP is
not covered by standard processes.

Information on UOMPs is limited except for Lithuania and Slovakia.

France offers specialized processes such as an accelerated procedure and early access for OMPs.

Germany considers the rarity of the disease and if an especially vulnerable population is afflicted by the disease.

The UK (England) allows fast-tracking of drugs for chronic, debilitating diseases; severe or life threatening diseases for
which the current treatments are ineffective or inadequate

Regulation

Regulatory institutions

Most CEE countries rely on the same regulatory bodies for the HTA process of rare diseases.

Exceptions are Latvia (where the Rare Diseases Coordination Centre and the Doctors' Consortium interact to reimburse
specific patients and children afflicted by rare diseases are on a separate budget) and Lithuania (where the Very Rare
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Conditions Committee has the executive power).

From the Top 3 European economies, only England has highly specialized regulatory bodies regarding rare diseases.
France and Germany rely on, respectively, HAS and G-BA for the HTA process of both rare and more common diseases.

Advising committees

According to our search, out of the CEE countries, only Latvia officially receives input from medical professionals to
ensure that the OMPs were applied properly.

According to our search, out of the Top 3 European Economies, only France officially consults independent experts
regarding the disease and the therapeutic evidence.

Rare disease committee

According to our search, only Bulgaria and Lithuania have specialized rare disease committees involved in regulatory
processes, however, they were the only CEE countries for which we could find such information.

Likewise, we found such information only for England and France, and both countries have official rare disease
committees that inform other governmental institutions.
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METHODS
A comparative analysis of the published regulatory requirements regarding the level of evidence necessary for reimbursement approval was conducted for all CEE

countries (Bulgaria, the Czech Republic, Estonia, Hungary, Latvia, Lithuania, Poland, Romania, Slovenia, and Slovakia) and Europe’s top three economies

(Germany, France, and the UK/England). This selection is made to compare states with similar economic history (CEE countries, which were part of the former

Eastern Bloc) with the leading economic powerhouses of Europe, which often set the example for HTA appraisal. Bibliographic databases, online sources, and

government/HTA organization websites were searched. The collected data was synthesized in Excel and used for qualitative comparative analyses.



21.12.2020 г. ispor (iPosterSessions - an aMuze! Interactive system)

https://europe2020-ispor.ipostersessions.com/Default.aspx?s=4A-18-70-20-D7-33-F2-E9-BF-89-5B-98-57-85-7F-18&pdfprint=true&guestview=tr… 8/12



21.12.2020 г. ispor (iPosterSessions - an aMuze! Interactive system)

https://europe2020-ispor.ipostersessions.com/Default.aspx?s=4A-18-70-20-D7-33-F2-E9-BF-89-5B-98-57-85-7F-18&pdfprint=true&guestview=tr… 9/12

CONCLUSION
The analyzed HTA institutions in Europe usually take into consideration, either officially
or unofficially, the specific limitations of rare disease data regardless of economic power.
However, further formalization may be warranted.
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ABSTRACT
Objectives: The objective of this study is to evaluate the level of evidentiary requirements required for the health technology
assessment (HTA) of orphan medical products (OMPs) in CEE countries and the top three leading economies in the European
Union. This study highlights differences and similarities in the clinical aspects of HTA appraisals.

Methods: A comparative analysis of the published regulatory requirements regarding the level of evidence necessary for
reimbursement approval was conducted for all CEE countries (Bulgaria, the Czech Republic, Estonia, Hungary, Latvia,
Lithuania, Poland, Romania, Slovenia, and Slovakia) and Europe’s top three economies (Germany, France, and the UK). This
selection is made to compare states with similar economic history (CEE countries, which were part of the former Eastern Bloc)
with the leading economic powerhouses of Europe, which often set the example for HTA appraisal. Bibliographic databases,
online sources, and government/HTA organization websites were searched. The collected data was synthesized in Excel and used
for qualitative comparative analyses.

Results: Germany, France, and the UK officially require the same level of evidence for OMPs as therapies for common diseases.
However, the three leading economies consider the limited availability of data and data outside of randomized clinical trials
(RCTs) may be accepted. Half of CEE countries have official, more lenient requirements towards OMPs, and almost all
accommodate for the data limitations of OMPs. Quality of life may be optional for some of the analyzed countries but is
generally viewed favorably both in CEE countries and in Germany, France, and the UK.

Conclusion: The HTA institutions in Europe usually take into consideration, either officially or unofficially, the specific
limitations of rare disease data regardless of economic power. However, further formalization may be warranted.
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