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Background

* Rare diseases impact a small patient population (1 in 2,000 «  From 2011 to May 2024, 959 benefit assessments were conducted. Overall, 810 of those benefit assessments were initial
individuals in the European Union) and often lack assessments (Figure 1), whereas 149 assessments were subsequent evaluations.
appropriate therapeutic options®. - From 810 assessments, 27% evaluated ODs (Figure 1).

- Thus, orphan drugs (ODs) are granted special support to * Areassessment was mandatory for approximately 1/4 of all ODs and 1/10 of all non-ODs (Figure 1).

incentivize diagnostic and therapeutical development’.
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» Consequently, ODs are subject to ongoing debate,
particularly concerning therapeutic costs and evidence
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Objectives « On average, ODs were about 10.2 to 13.5 times more expensive than non-ODs (Figure 2).

» Generally, the benefit assessment resulted in a decrease in the reimbursement price compared to the price at the decision

 This analysis aimed to compare pricing differences and (Figure 2).
evidence levels in ODs and non-ODs at initial assessment
(IA) and reassessment (RA).

* The fall in price was greater after the initial assessment (18%—-22%) than after the reassessment (8%) for both ODs and
non-ODs (Figure 2).

* For non-ODs, the mean price decrease was 22% in the initial assessment and 8% in the reassessment, while it was 18%
and 8% for ODs, respectively (Figure 2).

* An internal AMNOG database (including G-BA data) was Figure 3. Distribution of study type among ODs and Figure 4. Granted added benefit in initial assessments,
used to analyze benefit assessments from 2011 to May non-ODs in the initial assessment and reassessment depending on the study type
2024.
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* However, fewer randomized controlled trials (RCTs) were - _
accepted for ODs, often due to a lack of evidence for the Comparability of evidence based on the study type
comparison with an ACT defined by the G-BA.  Randomized controlled trials (RCTs) were the predominant study type in OD and non-OD benefit assessments (Figure 3).
* The extent of the additional benefit granted when using * In the reassessment, the G-BA accepted 22% fewer RCTs for ODs compared to the initial assessment. Contrarily, an
RCTs is similar for both ODs and non-ODs and including a increase in accepted RCTs by 16% was observed for non-ODs (Figure 3).

large patient population facilitates conducting RCTs for

both groups.  Benefit assessments showed a similar distribution of the granted benefit among ODs and non-ODs, except in the case of "no

added benefit", which is not applicable by law in limited benefit assessments of ODs (Figure 4).

* Pharmaceutical companies do not rely solely on their OD
status, as reflected by the high proportion of RCTs.

Figure 5. Population size distribution in study types among ODs and non-ODs in the initial assessment

* Health technology developers seem to provide the best and reassessment
available evidence (RCT), despite challenges like small 30
patient populations and limitations in ACT.
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Abbreviations

« With larger population sizes, more RCTs were available (Figure 5). The quality of the provided evidence seems to be related

ACT — appropriate comparative therapy; AMNOG — Act on the to the prevalence of the disease

Reform of the Market for Medicinal Products; G-BA — Federal
Joint Committee; |IA — initial assessment; No. — number; « Generally, larger study populations were observed for non-ODs, and for those, more RCTs were considered in
OD - orphan drug; RA — reassessment; RCT — randomized reassessments than for ODs (Figure 5).

controlled trial.
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