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We enable people with life-altering conditions to lead better lives
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Today‘s agenda

• Introduction

• Specific R&D and market access challenges for Orphan 

Medicinal Products (OMP)

• The challenge of demonstrating the value of OMP

• Shire engagement to address these challenges; 

Examples

• Conclusion and discussion



Shire around the world

Argentina, Australia, Belgium, Brazil, Canada, Columbia, Czech Republic, Denmark, Finland, France, Germany, Greece, 

Ireland, Italy, Japan, Luxembourg, Mexico, Netherlands, Norway, Poland, Portugal, Russia, Singapore, Spain, Sweden, 

Switzerland, Turkey, UK & United States; offices in 29 countries world wide.
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EU OMP Regulation and the importance of national plans

Council Recommendation on Rare Diseases, June 2009 

 Adopt national plan by the end of 2013 

 Ensure integration of multi-level initiatives

 Define priority actions

 EUROPLAN framework

5

EU regulation for OMP: nearly 14 years on

 >750 orphan designated products*

 > 90 OMP approved*

 Uniformity of advice 

 Centralised procedure for Marketing Authorisation

 Industry incentivised to develop OMP

*Community Register of  OMPs for human use: http://ec.europa.eu/health/documents/community-register/html/index_en.htm
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The EU orphan medicines legislation is working

Number of OMPs with EU orphan designation and market authorization

Ref.: Ophanet report Series, June 2014 

http://www.orpha.net/orphacom/cahiers/docs/GB/list_of_orphan_drugs_in_europe.pdf



The overall budget impact of OMPs is limited and sustainable

Ref.: Shey et al.; Estimating the budget impact of orphan medicines in Europe: 2010 – 2020; Orphan Journal of 

Rare Diseases 2011, 6:62 http://www.ojrd.com/content/6/1/62 
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There is great variability in access

Source: Eurordis Survey, 2007 

# of orphan drugs 

available 

No of OMP available in EU markets in 2006
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“For patients who are suffering from serious, 

rare conditions for which no satisfactory 

treatment exists, undue delay of access to 

new drugs will always be unacceptable“*

*Ref.: Committee for Orphan Medicinal Products,

European regulation on orphan medicinal products: 10 years of experience and 

future perspectives, Nature Reviews Drug Discovery 10, 341-349, 2011
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OMPs remain a risky undertaking for those 

investing in the R&D and commercialisation

R&D complexity due to:

• Small, heterogeneous populations

• Limited scientific understanding / consensus on clinical endpoints

• Scarcity of medical expertise & centers of excellence

• Challenging recruitment of eligible patients for rare disease clinical trials

• “Traditional“ clinical trial designs and statistical data analysis often not 
feasible due to very small patient number

• Limited hard clinical outcomes such as survival

• Lack of consensus/data on comparators

• OMPs often biologics, often first in class
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Market access challenges

• Awareness

• Fragmented 

care pathways

• Delays in 

diagnosis

• Prescription to 

patients

• Pricing and 

reimbursement

• Funding 

• Infrastructure for 

diagnosis & 

treatment of rare 

diseases

• Post approval studies

• Patient registries

(OMPs often approved 

on a conditional basis)
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Value can be defined in many ways

Perceived

value of 

Product X

Dosing

Mode of actionBudget Impact

Medical need

Cost 

effectiveness 

data

Competitive 

environment

…

Effectiveness

Safety

Ease-of-use

Tolerability

Application

Key factors for 

orphan medicines

• Seriousness of condition 

(e.g. life-threatening or 

chronically debilitating?)

• Lack of alternative   

treatments

• Type of clinical benefit, 

improvements in quality of 

life for patient

• Rarity

• Equity objectives

• Paediatric populations

• Overall financial 

implications for 

government
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2. Can we afford it? (budget impact)

Available BudgetBudget

Impact

1. Is it worth it? (cost-effectiveness)

Clinical 
effect of 

comparator

Added 
clinical 
effect

V

C

A Is the additional clinical                                       

effect worth paying for ?

V: Cost of drug X

C: Cost of comparator 

A: Additional cost of drug X

Conventional Health Technology Assessment  (HTA)

14
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Limited patient pool for a ultra rare diseases to recoup the 

investment in development

- There is a correlation of annual treatment costs and prevalence.

Source: Alcimed. Study on orphan drugs. Paris: Alcimed; 2005
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Shire is exploring a distinct HTA methodology for 

evaluation of orphan medicines

Shire was in the past selected as 

the partner of choice for the AGNSS 

process for very rare diseases, to 

ensure:

• HTA procedures are flexible enough 

• A broader set of considerations are 

used

• Cost-effectiveness is a minor 

consideration

• Views of patients and caregivers 

included

17



National frameworks on rare diseases*

*Rodwell C., Aymé S., eds., “2014 Report on the State of the Art of Rare Disease Activities in Europe”, July 2014; 
http://www.eucerd.eu/upload/file/Reports/2014ReportStateofArtRDActivities.pdf; ©European Union, 2014

http://www.eucerd.eu/upload/file/Reports/2014ReportStateofArtRDActivities.pdf


Case study –

National Plan Germany - to improve the situation in 

rare disease through a concerted effort

• National coalition included all key health care organisations

• 3y process; total of 52 policy proposals* e.g.

• Establishment of 3 levels of specialist centers

• Strategies for improved access to diagnosis, medicines, 

treatment and care

• Development of strategies for dealing with ambiguous 

diagnoses

• Improvement of the design of guidelines

• Awareness increase for rare diseases (among general public 

and experts)

• Training improvement and further education of medical, 

therapeutic and caretaking personnel

• Improvement of the overall conditions for R&D of rare diseases

*Ref. http://www.namse.de/english.html

http://www.namse.de/english.html


European Reference Networks

- the way forward

Objectives best achievable at EU level; these encompass:

• Better patient access to highly specialised, high quality care

• EU co-operation on highly specialised care, pooling knowledge

• Improving diagnosis & care in medical domains where expertise is rare

• Helping Member States with insufficient number of patients to provide highly 

specialised care

• Maximising the speed and scale of diffusion of innovations in medical science 

and health technologies

• Being focal points for medical training and research, information dissemination 

and evaluation

Ref.: http://ec.europa.eu/health/rare_diseases/european_reference_networks/erf/index_en.htm
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Conclusion and discussion

• OMP regulations stimulated successfully the development of therapies for rare 
diseases 

• Large number of rare diseases still lack effective treatments 

• Specific R&D and patient access challenges require a consistent regulatory 
and commercial framework / incentives  

• Access to OMPs will only work if there is political willingness to improve the 
diagnosis and treatment of rare diseases and appropriate funding is provided

• Increasing budget pressure enhanced by the financial crisis creates a challenge to 
balance cost containment, patient access, and medical progress

• Shire is engaged in initiatives and stakeholder cooperation to create a 
functioning system that successfully achieves the goal of increasing treatment 
access of patients with rare diseases to state of the art treatment

• We welcome the expanding stakeholder cooperation to improve diagnosis and 
treatment of rare diseases in context of the national plans



The future:

Patients and physicians 

in the orphan disease area 

will have more therapeutic 

options, than ever before
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We enable people with 

life-altering conditions to 

lead better lives.


