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Introduction. The very high costs of orphan drugs, together with the
uncertainties regarding their (cost-)effectiveness raise questions
regarding the efficiency and legitimacy of their health technology
assessment (HTA) and appraisal process. The aim of the present,
qualitative study was to investigate how experts on the reimburse-
ment of these treatments perceive the HTA and appraisal process in
their country. Moreover, it aimed to provide specific conditions and
practical recommendations for their improvement.

Methods. Twenty-two European experts from 19 different countries
were included in a qualitative survey and semi-structured interviews.
Transcripts were analyzed using the qualitative data analysis software
Nvivo. A grounded theory approach was adopted to develop a set of
well-defined concepts from the cyclic analysis of the empirical data.
Results. First, analysis of the expert interviews yielded five good
practices for an efficient HTA and appraisal of orphan drugs: a high
level of transparency, patient involvement, a clear decision-making
structure with room for flexibility, mechanisms to minimize bias and
an explicit consideration of the opportunity cost. Meanwhile, parti-
cipants highlighted several barriers to the overall process, such as
a lack of trust between the different stakeholders and imbalances
in negotiation power. In addition, the results allowed to identify a
number of ‘contextual” determinants that may undermine the legit-
imacy of the final decision, such as bias and the perverse effects of the
orphan drug legislation. Drawing from the experts’ experiences, a
toolkit was developed that includes an extensive number of specific
recommendations (and conditions) for decision-makers to improve
the legitimacy and efficiency of their HTA and appraisal of orphan
drugs.

Conclusions. Overall, the results showed that decision-makers
should focus on limiting the impact of the contextual determinants
rather than improving the methods included in the HTA. This will
contribute to further legitimize reimbursement choices for orphan
drugs towards the wider public.
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Introduction. On a regular basis, new and innovative medicines
come to the market; with uncertainties surrounding their exact effect
in patients. To address these uncertainties, disease-specific registries
are commonly being used. The Dutch National Health Care Institute
(Zorginstituut Netherland [ZIN]) started, in collaboration with
stakeholders, a national program on the management and coordin-
ation of disease-specific registries. The main goal is to improve the
quality and consistency of these registries and thereby increase the
value of the data in monitoring innovative, expensive medicines. As a
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starting point for this program, we performed a study on the current
state of these registries in the Netherlands.

Methods. Using an initial list of 114 registries, we sent out question-
naires to 58 disease-specific registries that collected information on
medicine use. Thirty registries responded and their registries were
used for the analysis.

Results. Of 30 registries that responded, 15 registries collect infor-
mation on orphan medicinal products. Most registries are in the field
of internal medicine (n = 8), oncology (n = 6), and rheumatology
(n=5). The size of the registries ranged between 250 patients (orphan
diseases) and more than 10,000 patients (oncology). Only 13 registries
collect information on patient reported outcomes. Data collection is
mostly performed manually and standard coding systems such as
Systemized Nomenclature of Medicine (SNOMED), Logical Obser-
vation Identifiers, Names, and Codes (LOINC), and The Inter-
national Classification of Diseases 10th Revision (ICD-10) are not
routinely used. Finally, our results show that most registries are
(partly) dependent on the funding of pharmaceutical companies.
Conclusions. Our assessment shows variation in the type, goal of,
governance, and funding of the disease-specific registries investi-
gated. We believe that these results show the importance of further
national coordination of the disease-specific registries to increase the
usability of their data to address the uncertainties surrounding these
innovative, expensive medicines.
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Introduction. The National Institute for Health and Care Excellence
(NICE) interventional procedures programme (IPP) issues guidance
on the safety and efficacy of new interventional procedures (IPS). The
IPP considers a range of evidence from randomized controlled trials
(RCTs) to case series to make final recommendations. Real-world
evidence (RWE) can provide additional information on long-term
outcomes and patient population characteristics that are not easily
captured by RCTs. This study explores the impact of RWE in com-
plementing RCTs on long-term safety and efficacy for national
guidance development.

Methods. We review the impact of RWE in IPS guidance (IPG)
updates and change in guidance recommendations in the last 5 years.
This is done by analyzing NICE guidance updates and supporting
evidence. A range of RWE was considered in the supporting evidence,
for example, registries and clinical audits.

Results. The addition of RWE evidence to IPP guidance update has
led to significant changes in the recommendations. For example, in
one recent IPG, standard arrangements recommendation based on
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