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Overview

• ATMP definition

• Legislation

• Examples of ATMPs

• Gene Therapy (GT)

• Somatic Cell Therapy (SCT)

• Tissue Engineered Product (TEP)

• Committee for Advanced Therapies (CAT)

• Where to find information?

• Clinical Trials with ATMPs: statistics

• List of ATMPs with Marketing Authorisation
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ATMP Definition

• gene therapy medicinal product (as defined in Part IV of Annex I to Directive 2001/83/EC)

• somatic cell therapy medicinal product (as defined in Part IV of Annex I to Directive 2001/83/EC)

• tissue engineered product (Regulation (EC) No 1394/2007)
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EU legislation

• Directive 2001/83/EC 

• Regulation (EC) No 726/2004

• Regulation (EC) No 1394/2007 on advanced therapy medicinal products and amending Directive 
2001/83/EC and Regulation (EC) No 726/2004

• EMA guidelines (not legally binding)

• Hospital Exemption – depending on national legislation of MS
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ATMP classification criteria

• Is definition of medicinal product fulfilled?

• Does it consist or contain cells or tissues?

• Are those cells /tissues substantially manipulated?

• Are those cells /tissues used in the same essential function as in donor („homologous use“)?
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Somatic cell therapy
SCT

• pharmacological, immunological or metabolic action

• substantially manipulated OR not homologous use

• List of substantial manipulations – Annex I of Reg. 1394/2007

• GT › TEP › SCT (in case the product fulfills more categories)
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Non-substantial manipulations

• cutting

• grinding

• shaping

• centrifugation

• soaking in antibiotic or antimicrobial solutions

• sterilization

• irradiation

• cell separation, concentration or purification

• filtering

• lyophilization

• freezing

• cryopreservation

• vitrification
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SCT Example

• Anti-cancer immunotherapy (cell based)

• Co-cultivation of APC (antigen presenting cells) with tumour antigen

• Formerly approved Provenge (Sipuleucel-T in USA)

https://www.jimmunol.org/content/200/2/443
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Cancer cell

dendritic cell
(DC)
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mature DC

lymph node

T-lymphocytes



29.03.2021 | 10
CSA-STARS 10

Not SCT
Example

• Transplant of Islets of Langerhans

• Not substantial manipulation, used for the same essential function

https://consultqd.clevelandclinic.org/beta-cell-therapies-for-type-1-diabetes-transplanting-islet-cells-and-bionics/
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Tissue Engineered Product
TEP

• contains or consists of engineered cells (substantially manipulated or non-homologous use) or tissues, 

• AND is presented as having properties for, or is used in or administered to human beings with a view to 
regenerating, repairing or replacing a human tissue

• Engineered cells = substantially manipulated OR non-homologous use
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TEP Example
Subheader

• Spherox

• spheroids (spherical aggregates) of chondrocytes, 
cells found in healthy cartilage, that have been 
prepared from the patient’s own tissues 

• when the spheroids are implanted into the 
patient’s cartilage, they attach to the area of the 
defect and produce new tissue, thereby repairing 
the defects in the knee. 

• EU approval: 10. 7. 2017

http://www.nature.com/nrrheum/journal/v11/n1/full/nrrheum.2014.157.html?message-global=remove&foxtrotcallback=true
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Not TEP
Example

• Autologous collagen derived from human adipose tissue (decellularized)

• Does not contain cells
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Gene Therapy
GT

• it contains an active substance which contains or 
consists of a recombinant nucleic acid used in or 
administered to human beings with a view to 
regulating, repairing, replacing, adding or deleting 
a genetic sequence 

• its therapeutic, prophylactic or diagnostic effect 
relates directly to the recombinant nucleic acid 
sequence it contains, or to the product of genetic 
expression of this sequence.

• Gene therapy medicinal products shall not include 
vaccines against infectious diseases.
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GT Example

• Imlygic

• attenuated herpes simplex virus type-1 (HSV-1) 
derived by functional deletion of 2 genes (ICP34.5 
and ICP47) and insertion of coding sequence for 
human granulocyte macrophage colony-
stimulating factor (GM-CSF) 

• indicated for the treatment of adults with 
unresectable melanoma that is regionally or

• EU Approval Date: 16. 12. 2015

http://www.imlygic.com/mechanism-of-action
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Cancer cell destruction

Enhancing of immune response

oncolytic
virus

Not replicating in non-cancer cell

Replicating in cancer cell

Virus release and destruction of other cancer cells

Oncolytic immunotherapy
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CAR – Chimeric Antigen Receptor

Autologous T-lymphocytes

Gene for CAR

CAR expression

Cell amplification

CAR recognizes cancer antigen
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Not GT
Example

• Adenoviral vector derived from ChAd3 expressing NS region of HCV

• Intended for treatment of HCV and HCV induced hepatocelluar carcinoma 

• Classified as vaccine, therefore cannot be considered GT
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Combined advanced therapy medicinal product

• it must incorporate, as an integral part of the product, one or more medical devices or one or more active 
implantable medical devices within the meaning

AND

• its cellular or tissue part must contain viable cells or tissues

OR

• its cellular or tissue part containing non-viable cells or tissues must be liable to act upon the human body 
with action that can be considered
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Combined ATMP
Example

• Adipose Tissue derived MSC combined with beta-tricalcium phosphate

• Treatment of bone defects

• Expanded cells + Medical Device (tricalcium phosphate is integral part of ATMP)
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Committee for Advanced Therapies
CAT

• Created based on 1394/2007/EC

• 33 members (+ chair): 27 (22 + 5) members (representatives of Member States) + 2 (Norway, Iceland) + 2 
representatives of patient organisations a 2 representatives of clinicians; + their alternates

• Monthly plenary meetings

• CAT Rules of procedure EMA/CAT/EMA/454446/2008 
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CAT Responsibilities

• draft opinion on each ATMP application submitted to EMA

• opinion on any scientific matter relating to ATMPs

• certifying quality and non-clinical data for small and medium-sized enterprises developing ATMPs

• participates in providing scientific recommendations on the classification of ATMPs

• contributes to scientific advice, in cooperation with the Scientific Advice Working Party (SAWP)

• takes part in any procedure delivering advice on the conduct of efficacy follow-up, pharmacovigilance or 
risk-management systems for ATMPs

• advises the CHMP on any medicinal product that may require expertise in ATMPs for the evaluation of its 
quality, safety or efficacy

• assists scientifically in developing any documents relating to the objectives of the Regulation on ATMPs

• provides scientific expertise and advice for any Community initiative related to the development of 
innovative medicines and therapies that requires expertise on ATMPs;

• supports the work programmes of the CHMP working parties
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Where to find information?

• http://www.ema.europa.eu

• Human Regulatory → Overview→ Advanced 
Therapies

• Committees → CAT

• Links to guidelines

• Scientific Reccomendations on Classification

• …

http://www.ema.europa.eu/
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Authorisation of ATMPs

• Obligatory Centralised Marketing Authorisation (EMA opinion and EC decision)

• Standard procedure, or conditional MA or MA under exceptional circumstances

• Hospital Exemption
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Clinical Trials with ATMPs
Statistics

• Hum Gene Ther Clin Dev. 2017 Sep;28(3):126-135

https://www.ncbi.nlm.nih.gov/pubmed/28510497
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List of ATMPs with Marketing Authorisation
TI and SCT
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List of ATMPs with Marketing Authorisation
GT
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