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 Introduction 

About 30 million people living in the European Union 
(EU) suffer from a rare disease. The European 
Medicines Agency (EMA) plays a central role in 
facilitating the development and authorization of 
medicines for rare diseases, which are termed ‘orphan 
medicines’ (or Orphan Drugs, ODs) in the medical 
world. The main concerns in providing patient access 
to ODs are high cost and potentially a weaker evidence 
base. Nevertheless, they have important societal value 
because they improve patient quality of life and 
increase highly limited treatment options of a 
particular rare disease. 
 
Although orphan designation and marketing 
authorization (MA) is defined at European level, pricing 
and reimbursement are on a national level, often 
driven by health technology assessment (HTA) 
outcomes and with variable impact from external 
reference pricing.  
 
In Germany, the benefit for ODs authorized by the 
EMA is considered to be proven. The Gemeinsamer 
Bundesausschuss only determines the extent of 
additional benefit (minor, considerable, major or non-
quantifiable), while the categories “no additional 
benefit” or “less benefit” are not applicable. 
Reimbursement goes through the standard process 
(pr ice freely set by the company and fu l l 
reimbursement for the first year following the 
European MA and after that negotiation).  
In the United Kingdom, ODs both HTA evaluation and 
reimbursement undergo the same procedure as non 
ODs, however less robust HTA assessment may be 
used. Companies are free to launch new branded 
products at a price of their choice, whether through 
tenders, Patient Access Schemes, simple discounts or 
managed entry agreements, prices are often subject to 
negotiation, and the headline “free” price is often not 
what the NHS is paying. 
In Italy prices of ODs and reimbursement by the 
National Health Service is set through negotiation 
between the Italian Medicines Agency (AIFA) and the 
pharmaceutical companies; ODs can benefit from a 
fast track assessment process, aimed to reduce time to 
patient.  
In France in the SMR evaluation phase there is more 
flexibility regarding the strength of supporting 
evidences in ODs.  
In Spain for ODs the central government maintains 
the responsibility related to pharmaceutical pricing and 
reimbursement, while decisions related to the content 
of the national catalogue of services are responsibility 
of the Interterritorial Council and decisions related to 
regional inclusion to the national catalogue of services 
and management of the regional health services are 
responsibility of the regional governments.  
 
These differences in methdologies might affect time to 
patient access, potentially creating significant 
disparities in the availability of new ODs across Europe. 

The study aims to compare the time elapsed between 
the European Marketing Authorization and national 
reimbursement in the EU5 countries for orphan drugs, 
which recived a CHMP Positive Opinion between January 
2016 and September 2017.  
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Our study shows wide differences in time to reimbursement 
decisions and in the available number of reimbursed 
orphan drugs in EU5, possibly related to the heterogeneity 
of assessment procedures applied across Europe.  
 
According to our data, Germany, where reimbursement is 
automatically granted to all the drugs for which a dossier is 
submitted in the first year, patients have both the fastest 
and the most comprehensive access to Orphan Drugs. 
France, Italy and Spain show median t ime to 
reimbursement of 6, 8 and 9 months respectively. The 
United Kingdom shows average values comparable to those 
of Spain, despite its theoretical direct access following 
marketing authorization (this phenomenon can be 
attributed to an uncertainty-fuelled reluctance on the part 
of relevant payers in the health system (“Clinical 
Commissioning Groups” in England and “NHS Boards” in 
Scotland) to include newly authorized medicines in their 
formularies before seeing post-marketing evaluation 
results). Out of Germany, in the other countries between 
7% and 45% of ODs are reimbursed.  
 
This analysis does not consider the additional time required 
for regional or local negotiations (Italy and Spain), nor the 
pricing negotiation timing for France. Some limitations of 
our study can be highlighted. Our analysis is based only on 
publicly available information and the availability of ODs 
has been documented using different criteria across the 
countries included in our analysis.  
 
Further research is required, also in order to assess the 
role of the early access procedure on the time of 
reimbursement. 
 

� 

 Conclusions 

 Methods 

�The analysis takes into account all new ODs for which 
the EMA’s CHMP granted a positive opinion between 
January 2016 and September 2017. The drugs’ panel 
was built by checking the approval date on the EMA 
website. The related dates of reimbursement in each 
country were collected via the official websites of the 
selected National Health Authorities (Agenzia Italiana 
del Farmaco - AIFA, Haute Autorité de Santé - HAS, 
Gemeinsamer Bundesausschuss – G-BA, Medicines and 
Health Products Regulatory Agency – MHRA and Sistema 
National de Salud – SNS). For each country, the 
difference between the time of EMA MA and the 
individual national reimbursement (mean and median) 
has been evaluated. If approved for more than one 
indication, the first EMA approved indication was chosen 
for inclusion in the analysis. 
 

 Table 1: List of Orphan Drugs approved by EMA between Jan 2016 and Sept 2017 (brand, active substance and pathology) 

 Figure 1: Number and percentage of reimbursed drugs (data 
updated Dec 2017) 
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 Results � 
 
From January 2016 to September 2017, EMA granted the authorization 
to 29 new orphan drugs. The overall percentage of reimbursed drugs 
ranges from 7% in Spain to 100% in Germany (38% in Italy, 45% in 
France and 28% in the UK).  
Even if only 10 out 29 ODs are officially reimbursed in France, an 
additional 3 are available and reimbursed trough the ATU program. 
Same situation for Italy, where additional 2 not yet reimbursed ODs are 
available for Italian patients through Law 326/2003 (“Fondo AIFA 5%”) 
and 1 is included into the 648 Law list (its active substance). 

�The mean difference time between EMA’s MA and the individual national 
reimbursement decision was considerably dissimilar among the EU5, 
ranging from 0 days in Germany to 277 (median 267) in UK, passing 
through 217 (median 252) in Italy, 276 (median 276) in Spain and 220 
(median 191) in France. It is important to enhance how, in respect of 
Germany, companies can decide individually on the launch date and 
hence reimbursement after EMA’s MA which resulted in a mean “real 
time” patient access of 49 (median 28) days.  
 
 
 

 Figure 2: Mean and median times for reimbursement (data in 
days)  

Also within each single country the ranges between 
minimum and maximum time for reimbursement 
(days) are highly heterogeneous: 146-551 France; 
67-409 Italy; 195-357 Spain; 65-568 UK and 6-244 
Germany (“real life” perspective).  
 

0	

50	

100	

150	

200	

250	

300	

350	

400	

450	

Germany	 France	 Italy	 Spain	 UK	

Mean	
Median	

Time	to	reimbursement	for	orphan	drugs	in	EU5	

PSY	119	

* 
* For Germany the analysis considered days between EMA MA and the actual submission to the G-BA  


