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OBJECTIVE
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 Central
and Eastern European (CEE) countries. This study highlights differences and similarities
in the clinical aspects of HTA appraisals.
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METHODOLOGY
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). The choice of countries is based on the similar economic history of the listed European Union
states, which were part of the former Eastern Bloc. Bibliographic databases, online sources, and government/HTA organization
websites were searched. The collected data was synthesized in Excel and used for qualitative comparative analyses.
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RESULTS
Clinical Evidence

Five (Bulgaria, the Czech Republic, Hungary, Lithuania, and Poland) out of the ten countries have more lenient evidentiary
requirements towards OMPs (note that for the Czech Republic this is an extrapolation based on the regulation for the highly
innovative drugs).

The rest (Estonia, Latvia, Romania, Slovakia, and Slovenia) officially require the same level of evidence for OMPs but show
some unofficial flexibility in interpretation of data (Estonia, Slovakia, and Slovenia) and privileges in HTA scoring (Romania).
Latvia is an exception because patients with rare diseases are analyzed on a case-by-case basis.

Patient-reported outcomes are a part of the appraisal in Bulgaria and not obligatory but considered useful in the Czech Republic,
Estonia, Slovakia, Slovenia, and Poland, and not submitted in Hungary and Romania.

Patients themselves are rarely included in the regulatory process. Our search found that only Estonia and Poland involve patients
in the process, and Poland and Slovakia allow patients to comment on public decisions after they are published online.

Economic evidence

In a lot of CEE countries, the pharmacoeconomic and/or budget assessments should be submitted, but the high unmet clinical
need (due to lack of alternatives) for rare diseases often overrides the low cost-effectiveness of OMPs.

Some countries (Estonia and Poland) base economic negotiation based on previous therapies for rare diseases that are
reimbursed.

Ultra-rare OMPs (UOMPs) are rarely discussed in CEE countries with the exception of Lithuania and Slovakia. In both countries
UOMPs have privileges in the context of economic evidence.
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COUNTRIES
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CONCLUSION
Generally, HTA institutions in CEE countries consider the limitations of OMP data. Half of CEE
countries officially include more leniency towards the evidence included in HTAs, and even
countries with no prescribed guidelines specific for rare diseases take context into account. Quality
of life is not required in most CEE countries but can help an OMP’s application.
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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. 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). The choice of countries is based on the similar economic history of the
listed European Union states, which were part of the former Eastern Bloc. 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: Five (Bulgaria, the Czech Republic, Hungary, Lithuania, and Poland) out of the ten countries have more lenient
evidentiary requirements towards OMPs. The rest officially require the same level of evidence for OMPs but show some
unofficial flexibility in interpretation of data (Estonia, Slovakia, and Slovenia) and privileges in HTA scoring (Romania). Latvia
is an exception because patients with rare diseases are analyzed on a case-by-case basis. Patient-reported outcomes are a part of
the appraisal in Bulgaria, not obligatory but considered useful in the Czech Republic, Estonia, Slovakia, Slovenia, and Poland
and not submitted in Romania and Hungary.

Conclusion: Generally, HTA institutions in CEE countries consider the limitations of OMP data. Half of CEE countries officially
include more leniency towards the evidence included in HTAs, and even countries with no prescribed guidelines specific for rare
diseases take context into account. Quality of life is not required in most CEE countries but can help an OMP’s application.
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