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OBJECTIVES
The objective of this study is to evaluate the level of evidentiary requirements necessary for the
health technology assessment (HTA) of orphan medical products (OMPs) in selected countries. This
study highlights some of the differences and similarities in the clinical aspect of HTA appraisals in
Bulgaria, France, Germany, Sweden, and the UK (England).
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METHODS
A comparative analysis of the published regulatory requirements regarding the level of clinical evidence necessary for
reimbursement approval was conducted for Bulgaria, France, Germany, Sweden, and the UK (England). The choice of countries
was founded on the mandatory condition for HTA approval in Bulgaria which states that at least one positive opinion by an HTA
body from the other countries must exist. 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
The clinical assessment of OMPs is somewhat similar in the analyzed countries.

Bulgaria

Bulgaria accommodates OMP applications with the acceptance non-RCT and, similarly to other countries, requires this aspect of
the application to be well-justified.

Not surprisingly, randomized clinical trial (RCT) evidence offering a direct comparison is the gold standard for clinical evidence
in Bulgaria. If no such data is available, indirect comparisons and, as a last resort, non-RCT data may be used.

France

Officially, France requires the same level of clinical evidence for OMPs compared to regular therapies.

However, the specific characteristics of rare diseases lead to the acceptance of data coming outside of RCTs by the regulatory
institution (HAS), but the use of non-RCT data still has to be substantiated. Registries are viewed favourable in the case of
OMPs.

Germany

Germany lacks official guidance for a more lenient level of evidence for rare diseases, but OMP appraisals in the country takes
into consideration the limited availability of data.

Germany prefers randomized clinical trial (RCT) data but has a history of accepting more varied data sources for OMPs. Non-
RCT data (including data lacking comparisons with alternatives) is likely to be accepted for rare diseases. The regulatory
institution (G-BA) may request additional evidence to be submitted in the future.

Sweden

According to our search, Sweden does not have a document which explicitly dictates what the level of evidence should be for
OMPs. Thus, unofficially, the process is less strict and lower quality of evidence may be accepted.

United Kingdom (England)

The UK (England) is as strict for OMPs as it is for regular therapies, making it the least lenient country in our analysis.

However, the responsible decision-makers do take into account that rare diseases have unique characteristics. Thus, any
additional information may be viewed favourably.

Moreover, surrogate measures are more likely to be accepted for an OMP.

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

Inclusion of Patients in Process

All countries except for Bulgaria include patients in the application process, however, patients lack any executive power in the
appraisal process.

Quality of Life

Even though differences between countries exist, quality of life is part of HTA in all analyzed countries.
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COUNTRIES
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CONCLUSION

This study highlights that government institutions (in selected countries)
responsible for the appraisal of rare disease therapies are more flexible,
whether officially or unofficially, to the level of clinical evidence regarding
rare diseases.
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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 selected countries. This study highlights some of the differences and
similarities in the clinical aspect of HTA appraisals in Bulgaria, France, Germany, Sweden, and the UK (England).

Methods: A comparative analysis of the published regulatory requirements regarding the level of evidence necessary for
reimbursement approval was conducted for Bulgaria, France, Germany, Sweden, and the UK (England). The choice of countries
was founded on the mandatory condition for HTA approval in Bulgaria which states that at least one positive opinion by an HTA
body from the other countries must exist. 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: The clinical assessment of OMPs is similar in the analyzed countries. Germany and Sweden lack official guidance for a
more lenient level of evidence for rare diseases, but OMP appraisals in the two countries take into consideration the limited
availability of data. France and the UK (England) formally require the same level of clinical evidence; however, the specific
characteristics of rare diseases lead to the acceptance of data coming outside of randomized clinical trials (RCTs). Bulgaria also
accommodates OMP applications with the acceptance non-RCT and, similarly to other countries, requires this aspect of the
application to be well-justified. Even though differences between countries exist, quality of life is part of HTA in all analyzed
countries.

Conclusion: This study highlights that government institutions (in selected countries) responsible for the appraisal of rare
disease therapies are more flexible, whether officially or unofficially, to the level of clinical evidence regarding rare diseases.
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