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Introduction
The approval of a marketing 
authorization for orphan medicinal 
products (OMP) and for advanced 
therapies of medicinal products 
(ATMP) of orphan diseases increa-
singly includes the establishment 
of patient registries as obligations by 
the Agency. Marketing authorizations 
are granted for these products despite 
incomplete clinical data. The major 
challenge of orphan diseases is their 
low prevalence; therefore the low 
number of patients in clinical studies 
cannot reflect the overall possible 
adverse events, which automatically 
lead to safety concerns by the Agency. 
For the purpose of epidemiology and 
post-marketing surveillance patient 
registries are the tool of choice in 
supporting the delivery of significant 
high quality data.

Goals
The presented topic will describe the
regulatory pathways for marketing
approvals of OMPs, the legal frame
and guidelines for the requested post-
authorization activities, as well as the
development of a European Platform
and its guidelines to register patient
registries and creating a network for
expertise communication.

Methods
Based on “Orpha.net”, four medicinal 
products, designated orphan drugs, 
were chosen. SOB was to initiate a 
patient registry as a basis for 
delivering further safety data to 
support the benefit versus risk of the 
products. Approval dates range from 
2002 up to 2013.

Table I: MP with SOB Patient Registry

Regulatory pathways
Orphan Drugs are approved via the 
centralized procedure. “Conditional 
Marketing Authorisation”, §14(7) of 
Regulation 726/2004, amended by 
Commission Regulation 507/2006 
and “Approval under Exceptional 
Circumstances”, §14(8) of 726/2004 
are the two regulatory pathways used 
for marketing approvals. Regulation 
726/2004, Article 9, defining the 
“accelerated assessment procedure” 
reduces the assessment procedure 
down to 150 days, in case a 
medicinal product is of major interest 
for public health. 

Fig. 1: Patient Registries in the EU
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ENCePP E-Register
Obligations on MA of the centralised 
procedure are laid down in article 10 
and 10a of Regulation 726/2004. The 
most important tasks in establishing 
the EU-PAS-Register was fulfilled by 
the European Network of Centres for 
Pharmacoepidemiology and Pharma-
covigilance (ENCePP).  The “EU-PAS 
register”, hosted by ENCePP, was 
launched in 2010. Use of the EU-PAS 
register is free of charge, voluntary 
for MAHs conducting voluntary 
PASS´s, but obligatory for marketing 
authorisations with an SOB to 
implement patient registries. Goal of 
the register is to set a standard in 
providing good quality data to the 
European Community as a basis for 
further assessment of the data.
Guidelines:
- Guide on methodological stand-

ards in pharmacoepidemiology
- Checklist on study protocols
- Code of Conduct and ENCePP

Seal

Registries as NIS
Registries are non-interventional
studies even though they involve
primary data collection. A restriction
of primary data collection is that the
data is derived from routine clinical
care. Methodologies like interviews,
questionnaires and blood samples
can be seen as part of normal clinical
practice. This is still in line with the
clinical directive 2001/20/EC.
Registries are assigned as active
surveillances of patients. With date of
15 September 2013 all post-
authorisation safety studies need to
fulfil the standards for format and
content, as given in “Guidance for the
format and content of the protocol of
NIS post-authorisation safety
studies.”

Data
The withdrawal of Xigris in 2011
opened the discussion on how to
guarantee safety and efficacy of
Orphan Drugs, leading to ENCePP
and the E-Register.
Access to data via the E-Register is
inconsistent for the four medicinal
products chosen (see table II). This is
eventually based on article 38 of IR
520/2012, leading to publication
documents and data after the final
study report has been submitted.
Earlier access to results of data from
the patient registry is accessible
through PRAC- or CHMP-
assessment reports. Results from
patient registries find their way to all
day live via implementation into the
summary of product characteristic.

Table II: Transparency of Data and
Documents from Patient Registries
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