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ORPHAN MEDICINAL PRODUCTS AND HEALTH 
BUDGETS

The role advocates can play



Wall Street, 24 March 1987. In 1989, 3rd action – Burroughs Wellcome decreased AZT price by 36% (orphan drug)
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Too high 
prices?
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Orphan Drug Regulation
Creating incentives for niche markets, or 
creating blockbusters?

4/15 are orphan / 
for rare diseases
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• —Eric Vallabh Minikel
• http://www.cureffi.org/2019/04/29/financial-modeling-in-rare-disease/
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? = 3 000 000 €
• Can you recoup your R&D costs?

• Phase 1 costs: 5 000 000 €
• Regulatory costs EU: 5 000 000 €

? = 30 000 000 €
• Can you recoup your R&D costs? Organise 

pharmacovigilance across generations? Pay royalties? 
Invest in other treatments? 

= 150 000 000 €

• Lentiglobin, B-thalassemia transfusion dependent:
• N= 10 000 – Price: 900 000 €. 9 bn €?

• onasemnogene abeparvovec, SMA type 1 <2 yo
• NEU= 5 000 – Price: 2 100 000 €. 3 bn €?

•300 children to be treated
Gene therapy
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• — EC consulting on the matter – 17 June 2019
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Use article 8.2 (“excess of profit”) or Art. 102 TFEU

Facilitate generic products or repurposed medicines

Estimate if price reasonable or not (DCF method)

If price abnormally high, consider compulsory licensing

Community Advisory Boards to decrease risks 

1
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What 
else?
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Article 8.2 Orphan Drug 
Regulation
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EMA regulatory science 
strategy 2019-2025
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After 10-year market 
exclusivity (44 products)

Do we have generics for all 
them?

57%

(25/44)
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• Savings 839 mio €
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Expired recently 5 26%

Manufacturing (biosimilars) 9 47%

Risk management plan 1 5%

Unknown/other 4 21%
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To explore regulatory and 
market entry hurdles for 

OMP generics?

Preliminary results
Do not share

http://www.nealanalytics.com/neal-creative/templates/
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A new use for already 
authorised medicines

Clarithromycin

multiple myeloma

https://ec.europa.eu/health/documents/pharmaceutical-committee/stamp_en
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STAMP initiative “Champion”
IRDIRC - RepOG
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Article 102 TFEU
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public price increase

Alkeran 1,540 %

Alkeran inj. 257 %

Leukeran 1,166 %

Purinethol 465 %

Tioguanina 306 %

http://www.nealanalytics.com/neal-creative/templates/
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Can governments reduce the 
price of a medicine using 
compulsory licensing? (WTO)

https://justtreatment.org/about

doi 10.1111/j.1748-720X.2009.00369.x
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• EU Regulation 
on Compulsory 

Licensing

• REGULATION (EC) No 816/2006 OF THE EUROPEAN PARLIAMENT AND OF THE 
COUNCIL of 17 May 2006 on compulsory licensing of patents relating to the 
manufacture of pharmaceutical products for export to countries with public 

health problems

•Not all WTO Members will use 
the system as importing 

members
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Abnormally high price? Objective measurement?
Discounted Cash Flow method: from the investor’s perspective

• For each product, can we calculate a price (called break-even price)

• below which investors would loose money (no profits, no more investment)?

• above which they would gain money (profits and further investments)?

http://www.nealanalytics.com/neal-creative/templates/


Cystic Fibrosis

Orkambi, Netherlands

 Number of patients: 425

 Annual cost per patient: € 170,000    

 OMP threshold in NLD: € 80,000 / QALY

 Cost-utility: € 360,000 / QALY

 = a 80% price reduction to reach the threshold (down to € 34,000/pat.)

 You need a good reason to reduce your price by 80%

 Is an invalid theory a good reason?*

Mark Nuijten, PhD, MD, MBA
Nuijten et al. Int J Rare Dis Disord 2018, 1:005

*: presenter own comment
Beresniak et al. Validation of the underlying assumptions of the quality-adjusted life-years outcome: results from the ECHOUTCOME European project. 
Pharmacoeconomics. 2015 Jan;33(1):61-9. doi: 10.1007/s40273-014-0216-0  
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Break-even price based on the Discounted Cash Flow Model

Nuijten M, Fugel HJ, Vis J (2018) Evaluation and Valuation of the Price of Expensive Medicinal
Products: Application of the Discounted Cash Flow to Orphan Drugs. Int J Rare Dis Disord 1:005
See also results for Soliris®, Elaprase®, Ocaliva®, Brineura®, Lamzede®, Myalepta®

Disease Brand Active 
substance

Proposed price
(annual, per patient)

Break-even
price

Difference

Cystic fibrosis Orkambi®
Lumacaftor / 
ivacaftor

€ 169,386 € 65,861 +157%

Spinal muscular atrophy Spinraza® nusinersen € 240,000 € 95,860 + 150%

Orkmabi®

Price = 2.5 higher than break-even price. Conclusion: € 170,000 not justified

Can be reduced by 40-50% (Vertex would still make profits)
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Health budgets & patient advocacy

More transparency on the price structure: part of the R&D investments = public 
funding. Payers should not pay twice (3x real world data – registries and databases)

HTA is  key to provide information to decision-makers.
EC proposal for a EU Cooperation on HTA: transparency, quality, efficiency

In the EU, healthcare expenditure represents 5 % (Romania) 
to 11.5% (France) of GDP. Average 9.9. Who decides? 

No special case for rare diseases: but in the fight 
against inequity by disease, to correct decades of 
not investing in rare diseases
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Thank you for your attention.

Director of Treatment Information and Access

francois.houyez@eurordis.org

François Houÿez
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