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EC: Rare Diseases’ Patients deserves same quality of treatment

https://ec.europa.eu/health/human-use/orphan-medicines_en

https://ec.europa.eu/health/human-use/orphan-medicines_en


Orphan Medicines intended for Life Threatening or Very Serious conditions

https://ec.europa.eu/health/human-use/orphan-medicines_en

https://ec.europa.eu/health/human-use/orphan-medicines_en


Why are they called Orphans?

https://www.eurordis.org/about-orphan-drugs



Orphan Medicines and the 
(unmet) need for incentives



Regulatory agencies globally offer incentives
for Orphan Drugs development for Rare
Diseases including:

• Europe
• US
• Japan 
• Australia 
• South Korea 
• Brazil and, 
• India most recently.

Incentives for Orphan Medicines’ R&D are provided Globally

https://www.eurordis.org/content/promoting-orphan-drug-development

https://www.eurordis.org/content/promoting-orphan-drug-development


EU encourages R&D for Rare Diseases’ medicines

https://www.ema.europa.eu/en/news/development-medicines-rare-diseases

https://www.ema.europa.eu/en/news/development-medicines-rare-diseases


ΕΜΑ: Incentives for Orphan Medicines’ R&D

https://www.eurordis.org/content/promoting-orphan-drug-development

Incentives by the EU Regulation

• Protocol assistance: scientific advice for OMPs

• Fee reductions: fee waivers for orphan 
designation and reduced fees are granted. 

• EU-funded research: Pharmaceutical 
companies developing orphan drugs may be 
eligible for specific grants. 

• Market exclusivity in the EU
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ΕΜΑ: Incentives for Orphan Medicines’ R&D

https://www.eurordis.org/content/promoting-orphan-drug-development

Incentives by the EU Regulation

• Protocol assistance: scientific advice for OMPs

• Fee reductions: fee waivers for orphan 
designation and reduced fees are granted. 

• EU-funded research: Pharmaceutical 
companies developing orphan drugs may be 
eligible for specific grants. 

• Market exclusivity in the EU

Orphan Medicines viability and patient’s access 
is not only EMA’s responsibility 

but must be also for State Members…
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Orphan Medicines “lives” 
beyond MAHs Research  
phase



Regulatory standards are equally high (and even higher) for Orphan Medicines

https://www.sciencedirect.com/science/article/abs/pii/S1359644613001980

https://www.sciencedirect.com/science/article/abs/pii/S1359644613001980


Regulatory standards are equally high (and even higher) for Orphan Medicines

https://www.efpia.eu/about-medicines/development-of-medicines/intellectual-property/

Orphan Medicines 
must “win” 2x (or 3x!) 
regulatory “battles”: 

1. Marketing 
Authorization

2. Orphan Designation

https://www.efpia.eu/about-medicines/development-of-medicines/intellectual-property/


ΕΜΑ: Orphan Medicines fulfil 3 criteria, cumulatively

https://www.ema.europa.eu/documents/leaflet/leaflet-orphan-medicines-eu_en.pdf

• Unmet Need of Rare Disease &
• Added Value of Orphan Medicine

is VALIDATED

@ Orphan Drug designation & 
@ Marketing Authorization

https://www.ema.europa.eu/documents/leaflet/leaflet-orphan-medicines-eu_en.pdf


Orphan Medicines Policies in the right direction?  Patient’ Access?
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Orphan Medicines Policies in the right direction?  Patient’ Access?



Orphan Medicines for Rare 
Diseases & Innovation



Orphan Medicines: Pushing Science and Innovation to new heights

Zolgensma Spinal muscular atrophyAveXis EU Limited May 2020

The majority of 
designated Advanced 

Therapy Medicinal 
Products (ATMPs) by 

EMA were/are Orphan 
Medicines!

Takeda



R&D investment for Rare Diseases ranks 1st in EU by far 

Rollet et al. Orphanet Journal of Rare Diseases 2013, 8:109

R&D of new 
medicines can be a 
long, complex, risky 

and ultimately 
expensive:~$2bn to 

bring a drug to 
market



Orphans Medicines (R&D) costs & the high unmet need of the few

Orphan Medicines 
are also developed 

for Ultra Rare 
Diseases that affects 
very limited number 

of patients.

Presenter
Presentation Notes
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The lives of Orphans (Medicines) can be harsh 

Presenter
Presentation Notes
https://www.ema.europa.eu/en/medicines/human/EPAR/glyberahttps://www.nature.com/articles/nbt0617-491



The (even more) harsh Greek 
Reality of Orphan Medicines 

& Rare Diseases

“Please mind the gap”



Greece is below EU average on medicines’ access (June 20)

https://www.efpia.eu/media/554527/root-causes-unvailability-delay-cra-final-300620.pdf

https://www.efpia.eu/media/554527/root-causes-unvailability-delay-cra-final-300620.pdf


GR: Percentage of reimbursed orphan drugs vs EU countries

Front. Pharmacol., 27 November 2019 | https://doi.org/10.3389/fphar.2019.01279

GR
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Rare Disease Registries in Europe (Sep 2020)

https://www.orpha.net/orphacom/cahiers/docs/GB/Registries.pdf
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impacting 
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OMPs 

«…Ο ΕΟΦ θα πρέπει να ορίσει επιτροπή 
που θα προτείνει δράσεις για την 

υιοθέτηση κινήτρων που θα προάγουν τη 
διαθεσιμότητα των ορφανών φαρμάκων 

κατά τα Ευρωπαϊκά πρότυπα.»
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Reproduction from: «Η Φαρμακευτική αγορά στην Ελλάδα: Γεγονότα & Στοιχεία 2019»



RDs NATIONAL PLAN
• Outdated
• Non realized

GR reality for Patients with RDs’ and the OMPs

Registries & RWE
• Limited #, slow uptake
• Prioritization on cost
• Min. use RWD sources 

Incentives
• None National level

Price Regulation
• Avg 2 diff. EUzone low
• 2 countries (vs 3 non-OMP)

HTA
• OMPs suffer delays (even 

exempted by “5/11” rule…)
• No differ assessment criteria 

e.g. timelines, thresholds etc.

Negotiation
• No specificities 

foreseen: discounts 
magn., BI etc

Paybacks
• Rebates (OMP same non-

OMP)
• Uncontrolled clawback

impact… 

Patient Involvement
• Patients & Care 

Givers essentially 
voiceless…

Pillars 
impacting 

Patients with 
RDs & their 

access to 
OMPs 



A bright future (could be) 
ahead for Patients with Rare 

Diseases & Orphan 
Medicines

“Please close the gap”
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Countries with National  Incentives

Belgium

Australia
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Canada

Denmark

Finland France Italy
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North 
Makedonia

Spain Switzerland

The Netherlands

Taiwan



RDs NATIONAL PLAN
• To be updated 
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Price Regulation
• No reprice for OMPs under 
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Negotiated Price is 
what actually matters…



RDs NATIONAL PLAN
• To be updated 
• All parties accountable
• Start implementation

Future GR reality for Patients with RDs’ and the OMPs

Registries & RWE
• Maximize Synergies
• Exploit all RWD 

“sources”

Incentives
• Speed-up OMPs clinical 

studies
• Tax/fee reductions
• Incentivize RWD coll. by MAHs

Price Regulation
• No reprice for OMPs under 

Negotiated Agreement

HTA
• OMPs exempted “5/11” rule 

but suffer delays
• No differ assessment criteria 

e.g. timelines, thresholds etc

Pillars 
impacting 

Patients with 
RDs & their 

access to 
OMPs 



Delays in GR processes: The “early submission (& early dialogue!)” solution  

https://www.efpia.eu/media/554527/root-causes-unvailability-delay-cra-final-300620.pdf

RESPECT EU Transparency 
Directive 

(Directive 89/105/EEC)

180 days as the maximum 
timeline for member 
states to make P&R 

decisions



M. Berdud, M. Drummond and A. Tows, "Establishing a reasonable price for an orphan drug," Cost 
Effectiveness and Resource Allocation, 04 September 2020.

Orphan Medicines fulfils Greek HTA criteria “a priori” 
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orphan drug to prevent the risk of 
questioning the special regulations 

in favor of orphan medicines.”
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“Develop an evaluation and 
reimbursement process for an 

orphan drug to prevent the risk of 
questioning the special regulations 

in favor of orphan medicines.”

Negotiation used 
as “primary tool” 
to counter budget 
insufficiencies can 

be a threat to 
access…

EU Transparency Directive

180 days max
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48

EU Paybacks policies on Orphan Medicines for Rare Disease’s

Orphan Drugs not exempted 
from clawback / rebates

Orphan Drugs exempted or 
reduced clawback / rebates 
applied

PORTUGAL

BELGIUM

ITALY GREECE

ROMANIA

HUNGARY

BULGARIA

SPAIN

FRANCE
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Future GR reality  IT IS A MATTER OF CHOICE
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Instead of epilogue…

Christina Olson, neighbor of painter Andrew Wyeth, suffered from a rare disease
(Charcot–Marie–Tooth) which damaged her nerves. Wyeth once saw her crawling 

across the field in front of his house as she struggled to reach her home.



Instead of epilogue…

that must continue…
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