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• autologous products • allogeneic products

Ref. : Joint Research Centre, European Commission, 2003 (see also impact assessment of the proposal)



Tissue-EngineeringTissue Engineering
&

Advanced Therapies

/Regulation 1394/2007



Specific rules regarding the authorization, supervision and 
pharmacovigilance of advanced therapy medicinal products (ATMPs)





P i d fi iti f th di i l d t dPrevious definition of gene therapy medicinal products and 
somatic cell therapy medicinal products (now on Commission 
Directive 2009/120/EC)









Tissue engineered product means a product that:

— contains or consists of engineered cells or tissues, 
and

— is presented as having properties for, or is used in 
d i i t d t h b i ith i tor administered to human beings with a view to 

regenerating, repairing or replacing a human 
tissuetissue.



• Principles applying to advanced therapies:
– marketing authorisation (pre-market approval)
– demonstration of quality, safety & efficacy
– post-authorisation vigilance

A t li d k ti th i ti d• A centralized marketing authorization procedure:
– pooling of Community expertise

if d di k– ensure uniform and direct access to market
– harmonised requirements & evaluation



Advanced therapy medicinal products which are intended to
be placed on the market in Member States and eitherbe placed on the market in Member States and either
prepared industrially or manufactured by a method
involving an industrial process (Title II of Directive 2001/83).g p ( / )



EXCLUDED from the scope of this Regulation:

advanced therapy medicinal products which are prepared onadvanced therapy medicinal products which are prepared on

• a non-routine basis according to specific quality standards,
• used within the same Member State in a hospital• used within the same Member State in a hospital
• under the exclusive professional responsibility of a medical

practitioner in order to comply with an individual medical
i ti f t d d t f i di id lprescription for a custom-made product for an individual

patient





• Committee for Advanced Therapies (CAT)
– pooling of Community expertise
– multidisciplinary nature:p y

• biotechnology
• medical devicesmedical devices
• risk management
• ethics• ethics
(…)



• 5 CHMP members with their alternates  (from the MS or (
identified by the CHMP)

• 1 M (1A) per MS from MS not represented through CHMP
2 (2 ) i li i i• 2 M (2A) representing clinicians

• 2 M (2A) representing patients’ associations
Sho ld incl de at least 2 M (2A) ith e pe tise in MD• Should include at least 2 M (2A) with expertise in MD

• List of expertise: medical devices tissue engineering• List of expertise: medical devices, tissue engineering, 
gene therapy, cell therapy, biotechnology, surgery, 
pharmacovigilance, risk management and ethics



CHAPTER 2

MARKETING AUTHORISATION REQUIREMENTS

Article 3. Donation, procurement and testing

Where an advanced therapy medicinal product contains human cells or tissues, the
donation procurement and testing of those cells or tissues shall be made indonation, procurement and testing of those cells or tissues shall be made in
accordance with Directive 2004/23/EC.

Article 4. Clinical trials

1. The rules set out in Article 6(7) and Article 9(4) and (6) of Directive 2001/20/EC in
respect of gene therapy and somatic cell therapy medicinal products shall apply to
tissue engineered products.

2. The Commission shall, after consulting the Agency, draw up detailed guidelines on
good clinical practice specific to advanced therapy medicinal products.

Article 5 Good manufacturing practiceArticle 5. Good manufacturing practice

The Commission shall, after consulting the Agency, draw up guidelines in line with
the principles of good manufacturing practice and specific to advanced therapy
medicinal productsmedicinal products.



Post-authorisation requirementsq

Follow-up of efficacy and safety (adverse 
reactions and risk management): EMEA shallreactions and risk management): EMEA shall 
inform the relevant national competent 
authoritiesauthorities

Patient and product traceability (hospitalPatient and product traceability (hospital, 
institution)



• Scientific Advice:
– 90% fee reduction for SMEs, 65% for others,
– No limit in time

• Scientific opinion on the classification of a medicinal 
product as an ATMP or not: 60 daysproduct as an ATMP or not: 60 days



• Certification of quality or quality + non-clinical data for 
SMESMEs

– It is not a marketing autorisation (MA)
– It is not ‘legally binding’ for the Agency
– Mostly quality and, where available, non-clinical data

• Additional fee reduction if the applicant is a SME or hospital 
d h i i l bli h l h i iand can prove there is a particular public health interest in 

the Community

– 50% fee reduction on MA fee
– 50% post-autorisation activities during the first year
– Applies only during transitional period (up to 30 12 2011)– Applies only during transitional period (up to 30.12.2011)



• Regulation applicable since the end of 2008• Regulation applicable since the end of 2008
• Transitional period:

– gene therapy and cell therapy products: 3 years (till– gene therapy and cell therapy products: 3 years (till 
30.12.2011)

– tissue engineered products: 4 years (30.12.2012)g p y ( )

• During transitional period, no MA fee for upgrade of products 
th i d t th ti l l lauthorized at the national level

• Reporting 5 years after entry into force











ChondroCelect (autologous chondrocytes): 
marketing authorization granted (July 2009)

Cerepro (AdV-HSVtk): withdrawn by the applicant 
before the final opinion on the second MAAbefore the final opinion on the second MAA

Advexin (AdV-p53): withdrawn by the applicantAdvexin (AdV-p53): withdrawn by the applicant 
before the final opinion

Glybera (AAV-LPL): under evaluation



Applicant: TiGenix, Leuven, BelgiumApplicant: TiGenix, Leuven, Belgium

Indication: Repair of single symptomatic cartilaginous defects of the femoral condyle 
of the knee (ICRS*) grade III or IV). Concomitant asymptomatic cartilage ( g ) y p g
lesions (ICRS garde I or II) might be present.

Composition: 0.4 mL cell suspension
10,000 cells / µL

Excipients: DMEM

Dosage: 0.8 - 1 million cells / cm2

Shelf life 48 ho sShelf life: 48 hours

*) International Cartilage Repair Society





www.red-tercel.com





b l / / b l CMR/i d ht lwww.cmrbarcelona.org/en/sobre_el_CMR/index.html





bone-tendon skin

chondrocytes keratinocyteschondrocytes keratinocytes







Biomedical Research Plan 2008Biomedical Research Plan 2008 

Spanish Ministry of Health

OBJECTIVE: promote research on advanced therapies 
for the treatment of 12 pathologies:for the treatment of 12 pathologies:

diabetes, cardiopathies, MS, ALS, GvHD, Crohn’s disease, 
muscular dystrophies, skin regeneration, medullar lesions, 

hepatic regeneration, bone and cartilage regeneration

BUDGET: 21 million € (total research: 417 million €)















A l d ll t bli h d t k f• A large and well established network of 
research centers

• An important investment to develop new p p
therapies based on cells and tissues

• A large network of hospitals/institutions 
already involved in CT proceduresalready involved in CT procedures

• Increase in the number of clinical trials 
using ATMPs

• Expertise within the Agency(ies)

• Timely compliance with the new regulation 
for those products falling within the scope

• Regulatory burden



• Estudio de cardioregeneración celular mediante inyección deEstudio de cardioregeneración celular mediante inyección de
células AC133+ obtenidas a partir de sangre periférica
movilizadas con G-CSF en pacientes con infarto de miocardio

E t di d l id d d i bl t tól d• Estudio de la capacidad de mioblastos autólogos de
implantarse sobre el tejido cicatricial en pacientes que han
sufrido un infarto de miocardiosufrido un infarto de miocardio



• Estudio de la seguridad, tolerabilidad y eficacia del implante
bilateral de células epiteliales retinianas pigmentarias
h i t f d d d P kihumanas en pacientes con enfermedad de Parkinson
avanzada

• Trasplante alogénico de progenitores hematopoyéticos con
administración de linfocitos T que expresan genes suicidasq p g
(HSV-tk) para el tratamiento de la enfermedad del injerto
contra el huésped



Las células constituyen el medicamentoLas células constituyen el medicamento

• Autólogas
• Heterólogas (implante alogénico)g ( p g )
• Xenogénicas
• Modificadas genéticamente

ó é• En combinación con biomoléculas, sustancias
químicas o productos sanitarios

Implicaciones en la calidad, seguridad y eficacia del producto




