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(20 December 2021)

Subject: Revision of Regulation 141/2000 on orphan medicinal products to avoid market abuses and regulatory loopholes

The active substance chenodeoxycholic acid (CDCA) was originally developed in 1970 as a cheap remedy for gallstones until sales 
dropped as better treatments arose.  Leadiant,  a pharmaceutical  company,  bought  the marketing authorisations for all  products  
containing CDCA, which years later was coincidentally found suitable as a treatment for cerebrotendinous xanthomatosis (CTX), an  
orphan disease. As the sole manufacturer, Leadiant officially registered its CDCA product as an orphan medicinal product in Europe,  
which meant that under Regulation 141/2000 the company obtained market exclusivity for 10 years, lasting even until after the 
patent expires (1). Consequently, Leadiant raised the original price for a pill from EUR 0.14 to EUR 140, causing disproportionate 
costs for healthcare systems and affected patients.

With the aim of promoting affordable pricing and mitigating loopholes, the Pharmaceutical Strategy requires the Commission to  
revise the aforementioned Regulation on orphan medicinal products.

Given this:

1. What is the Commission’s response to this specific abuse of the aforementioned Regulation?

2. When does the Commission intend to revise Regulation 141/2000? Does the Commission plan to strengthen the rare disease  
policy framework and include joint procurement for orphan medicines?

Answer given by Ms Kyriakides on behalf of the European Commission
(17 February 2022)

The Orphan Regulation (2) aims to reward research and development (R&D) through incentives so that medicines for rare diseases  
could reach patients timely. 

The regulation was evaluated in 2020 (3); an impact assessment for its revision is currently ongoing (4). A proposal for the revision of 
the orphan regulation is intended to be adopted by the Commission by the end of 2022 (5).

It will be tested in the options for the revision of the regulation to have modulated and shorter initial durations of market exclusivity  
depending from the innovative characteristics of products.

A (revised) Regulation may not be able to solve all problems related to costs and affordability. There are and will be elements that are  
outside the remit of EU competence such as (national) pricing and reimbursement policies.

In very specific circumstances, the pricing practices of medicines covered by the Orphan Regulation can also give rise to concerns as  
to  their  compatibility  with  the EU  competition  rules.  Leadiant’s  conduct  in  different  Member  States  has  also  given  rise  to 
investigations by the national competition authorities working, with the support of the Commission, in the European Competition  
Network. 

In 2021, the Dutch authority established that Leadiant abused its dominant position in the Netherlands by charging excessive prices  
for its prescription drug chenodeoxycholic acid (CDCA)-Leadiant and imposed a fine (6) (7).

As regards efforts for joint procurement of (certain) orphan medicinal products: this may be a valuable tool to improve access to  
affordable medicines for all EU patients and is an area to be further explored by interested Member States. 

⋅1∙ The case for investment in rare diseases can be weak because few people are affected by them. Therefore, to promote investment in their development, orphan drug  
designations incentivise research and development by granting a number of benefits to businesses whose drugs are granted such status. Benefits can include support  
in navigating regulatory requirements, subsidies or extended market exclusivity.

⋅2∙ Regulation (EC) No  141/2000.
⋅3∙ https://ec.europa.eu/health/human-use/paediatric-medicines/evaluation_en  
⋅4∙ See also: https://ec.europa.eu/info/law/better-regulation/have-your-say/initiatives/12767-Medicines-for-children-&-rare-diseases-updated-rules_en 
⋅5∙ For submission to the European Parliament and to the Council for approval under the ordinary legislative procedure.
⋅6∙ See https://www.acm.nl/en/publications/acm-imposes-fine-drug-manufacturer-leadiant-cdcas-excessive-price 
⋅7∙ The Italian, Belgian and Spanish competition authorities are also investigating Leadiant concerning alleged abuses of a dominant position.
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The lessons learnt from the COVID-19 crisis can provide a good starting point for further actions on a voluntary basis (8).

⋅8∙ There  is  currently  no  specific mechanism  in  place  for  a  possible  joint  procurement  for  orphan  medicines.  The  Joint  Procurement  Agreement  for  medical  
countermeasures (‘JPA’) only relates to procurement against serious cross-border health threats. However, Member States can explore the use of joint cross-border  
public procurements with the legal background provided for in Directive 2014/24/EU (‘public procurement Directive’).
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