
16-4-2014

1

Innovative Aspects
of

Orphan Drugs

Marc Dooms (presenter)  

Helena Jenzer (facilitator)

EAHP Congress on innovation  
Barcelona March 2014

Nothing to                      disclose



16-4-2014

2



16-4-2014

3

Definition Orphan Drugs 

“Medicinal products intended for the 

diagnosis, prevention or treatment

of a life-threatening condition

affecting no more than

5 in 10 000 persons in the EU”

EMA 2000

Anatomical Therapeutic  

Chemical Classification System (WHO)
letter code Omschrijving hoofdgroep (eerste letter)

A ATC code A Spijsverteringsstelsel en metabolisme

B ATC code B Bloed en bloedvormende organen

C ATC code C Cardiovasculair systeem

D ATC code D Dermatologica

G ATC code G Genito-urinaire systeem en geslachtshormonen

H ATC code H Systemische hormonale preparaten, met uitzondering van insuline en geslachtshormonen

J ATC code J Anti-infectie middelen voor systemisch gebruik

L ATC code L antineoplasie en immunomodulerende stoffen

M ATC code M Spier- en skeletsysteem

N ATC code N Zenuwstelsel

P ATC code P Antiparasitische middelen, insecticiden en repellents

Q ATC code Q Veterinare geneesmiddelen

R ATC code R Ademhalingssysteem

S ATC code S Sensorische organen

V Varia

http://nl.wikipedia.org/wiki/ATC_code_A
http://nl.wikipedia.org/wiki/Spijsverteringsstelsel
http://nl.wikipedia.org/wiki/Metabolisme
http://nl.wikipedia.org/w/index.php?title=ATC_code_B&action=edit&redlink=1
http://nl.wikipedia.org/wiki/Bloed
http://nl.wikipedia.org/wiki/Orgaan
http://nl.wikipedia.org/w/index.php?title=ATC_code_C&action=edit&redlink=1
http://nl.wikipedia.org/wiki/Hart-_en_vaatstelsel
http://nl.wikipedia.org/w/index.php?title=ATC_code_D&action=edit&redlink=1
http://nl.wikipedia.org/wiki/Dermatologie
http://nl.wikipedia.org/w/index.php?title=ATC_code_G&action=edit&redlink=1
http://nl.wikipedia.org/w/index.php?title=Genito-urinaire_systeem&action=edit&redlink=1
http://nl.wikipedia.org/wiki/Geslachtshormoon
http://nl.wikipedia.org/w/index.php?title=ATC_code_H&action=edit&redlink=1
http://nl.wikipedia.org/wiki/Hormoon
http://nl.wikipedia.org/wiki/Insuline
http://nl.wikipedia.org/wiki/Geslachtshormoon
http://nl.wikipedia.org/w/index.php?title=ATC_code_J&action=edit&redlink=1
http://nl.wikipedia.org/w/index.php?title=Anti-infectie_middelen&action=edit&redlink=1
http://nl.wikipedia.org/w/index.php?title=ATC_code_L&action=edit&redlink=1
http://nl.wikipedia.org/w/index.php?title=Antineoplasie&action=edit&redlink=1
http://nl.wikipedia.org/w/index.php?title=Immunomodulerende_stoffen&action=edit&redlink=1
http://nl.wikipedia.org/w/index.php?title=ATC_code_M&action=edit&redlink=1
http://nl.wikipedia.org/w/index.php?title=Spier-_en_skeletsysteem&action=edit&redlink=1
http://nl.wikipedia.org/wiki/ATC_code_N
http://nl.wikipedia.org/wiki/Zenuwstelsel
http://nl.wikipedia.org/w/index.php?title=ATC_code_P&action=edit&redlink=1
http://nl.wikipedia.org/w/index.php?title=Antiparasiticum&action=edit&redlink=1
http://nl.wikipedia.org/wiki/Insecticide
http://nl.wikipedia.org/w/index.php?title=Repellent&action=edit&redlink=1
http://nl.wikipedia.org/w/index.php?title=ATC_code_Q&action=edit&redlink=1
http://nl.wikipedia.org/wiki/Diergeneesmiddel
http://nl.wikipedia.org/w/index.php?title=ATC_code_R&action=edit&redlink=1
http://nl.wikipedia.org/wiki/Ademhalingssysteem
http://nl.wikipedia.org/w/index.php?title=ATC_code_S&action=edit&redlink=1
http://nl.wikipedia.org/w/index.php?title=Sensorische_organen&action=edit&redlink=1
http://nl.wikipedia.org/w/index.php?title=ATC_code_V&action=edit&redlink=1
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Incentives   

• Protocol assistance

• Market exclusivity (10 years)

• Financial incentives (fee reduction) 
• Centralized EU-procedure

• National incentives (reimbursement)

• Research support

• etc…

Community Register

• 73 authorised orphan drugs (1145 designated)

• 62 rare diseases

• 16 withdrawn or suspended (Afinitor, 
Aldurazyme, Busilvex, Fabrazyme, Glivec, 
Ilaris, Ixiaro, PhotoBarr, Replagal, Revolade, 
Somavert, Sutent, Thelin, Trisenox, Ventavis, 
Xyrem)
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Route of administration
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Bron : prof. dr. Steven Simoens - Onderzoekscentrum voor Farmaceutische Zorg en Farmaco-economie 

Cost and Prevalence Orphan Medicines

http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3132155/figure/F1/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3132155/figure/F1/
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Prevention

NO orphan autorisation

• Folic acid  0,4  mg / 4  mg

Orphan Autorisation

• Japanese encephalitis vacc

Proteïnekinase inhibitors

NO orphan drug autorisation 

• Caprelsa (vandetanib) 

• Inlyta (axitinib)

• Iressa (gefitinib)

• Tarceva (erlotinib)

• Tyverb (lapatinib)

• Votrient (pazopanib)

• Xalkori (crizotinib)

• Zelboraf (vemurafenib)

Orphan drug autorisation

• Glivec (imatinib)

• Nexavar (sorafinib)

• Sprycel (dasatinib)

• Tasigna (nilotinib)

• Sutent (sunitinib)
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Proteïnekinase inhibitors
NO Orphan drug autorisation  

• Iressa (gefitinib)

• Sutent (sunitinib)

Orphan drug autorisation

• Caprelsa (vandetanib)

• Glivec (imatinib)

• Inlyta (axitinib)

• Nexavar (sorafinib)

• Sprycel (dasatinib)

• Tarceva (erlotinib)

• Tasigna (nilotinib)

• Tyverb (lapatinib)

• Votrient (pazopanib)

• Xalkori (crizotinib)

• Zelboraf (vemurafenib)

Proteïnekinase inhibitors
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Zinc acetate
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Thalidomide

Life-threatening 

condition

&

Unmet Medical Need

Trully Innovative 
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“On fera sécher au 

soleil le sang 

tiré d’un jeune 

homme sain …”

Lemery, Pharmacopee 

Universelle. 1647
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ATMP regulation 1394/2007
• ATMP

 products in gen therapy (GTMP)
 products in somatic cell therapy (sCTMP)
 products in tissue engeneering (TEP)
 combined products (Combined)                                                                                
 ‘Manipulated’: minimum  1 of the 2 criteria

1- “Substantial manipulation” :

a) NOT: cut, centrifuge, sterilise, freeze,… (Annex I) 
b) BUT: cell expansion, ex vivo cell activation or –
differentiation, …

2- Not the same essential function in receiver and donor.

23

Classification ATMP
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European Legislation

Medicinal 

products
Community code

Dir. 2001/83

Medicinal 

products
Centralised procedure

Reg. 726/2004

GMP
Dir.2003/94/EC

Tissues/Cells
Dir.2003/94/EC ATMP

Reg.1394/2007

ATMP for SME
Reg. 668/2009

Blood
Dir.2002/98/EC

Clinical Trials
Dir.2001/20/EC

Pediatrics
Reg.1901/2006

Revised ‘Annex1’
Dir.2003/63/EC

Variations
Reg.1084(5)/2003

Orphans
Reg.141/2000

Medical 

devices
Dir. 90/385/EEC

Medical 

devices
Dir. 93/42/EC

Variations
Reg.1234/2008

Revised ‘Annex1’
Dir.2009/120/EC

Tissues/Cells
Dir.2004/23/EC

Tissues/cells
Dir.2006/17/EC

Tissues/cells
Dir.2006/86/EC

Richtlijnen

Hospital exemption in Europe
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Kalydeco (ivacaftor)

• Subpopulation CF (genetic mutation G551D)

• Personalized medicine: treats genetic defect

• PPP: contributions of the CF community              
& research funded by NIH et all

• Clinical trials in CF patients                       

Glybera (Alipogene Tiparvovec)
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ADCETRIS: lymphoma

Adaptative Licensing
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Dispensing of orphan drugs

First-Aid-Kit

http://www.hl7standards.com/wp-content/uploads/2014/01/drone.png
http://www.hl7standards.com/wp-content/uploads/2014/01/drone.png
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Home treatment
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Pharmaco-Economy

• Performance based agreement                            

• Early treatment access

• Conditional reimbursement    

• Multi-criteria decision analysis 

Multi-criteria decision analysis

• A set of methods and approaches to aid 
decision making, where decisions are based 
on more than one criterion, which make 
explicit the impact on the decision of all the 
criteria applied and the relative importance 
attached to them.
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Personalized Medicine
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Companion Diagnostics
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App-o-t(h)e(e)k(e)
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http://2.bp.blogspot.com/_wPrrAHcxaTE/TPQVPqbCPXI/AAAAAAAAAEI/wK0J6wJ0lZ4/s1600/van+eyck.jpg
http://2.bp.blogspot.com/_wPrrAHcxaTE/TPQVPqbCPXI/AAAAAAAAAEI/wK0J6wJ0lZ4/s1600/van+eyck.jpg

