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I-BioLex “Fragmentation and defragmentation of the law on 
biomedical innovations” is a research project funded by the French 
National Agency (ANR-22- CE41-0012-03; PI: A. Mahalatchimy, 
CNRS-Aix-Marseille University DICE, CERIC, Aix-en-Provence, 
France) from 1st January 2021 to 30 June 2026. 

From 1st January 2021 to 31 October 2025, the I-BioLex members 

and other colleagues have produced 26 posters that have been 
presented in International and European congresses in France and 
abroad. These posters are parts of the analysis conducted on 
fragmentation (division or segmentation), and defragmentation 
(gathering together, connecting or ‘harmonising’) of the European 
law on Biomedical innovations, regarding biological medicines and 

their subcategories, Advanced Therapy Medicinal Products and 
their subcategories, and orphan medicines. They relate to the 
various topics presented below in the table of contents. 

More information on the I-BioLex research project can be found on ELSIBI   here 
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Comparative quality aspects of gene therapy 
medicinal products and medicinal products 
containing genetically modified cells 

A. MAHALATCHIMY, E. GENNET, V. ANDRIEU, M. FERAUD, V. LACAILLE, J. VÉRAN, F. 
SABATIER, M. MORRISON, Comparative quality aspects of gene therapy medicinal 
products and medicinal products containing genetically modified cells, Annual 
Conference of the European Association of Health Law, Ghent, Belgium, 20-22 

April 2022 (POSTER available at https://shs.hal.science/halshs-03779383v1)  

Abstract 
The European Medicines Agency has recently revised its guidelines on quality, non-
clinical and clinical aspects of Gene Therapy Medicinal Products (GTMPs text) and of 
medicinal products containing genetically modified cells (GMCMPs text), respectively in 
2018 for the former and in 2020 for the latter. The latest revision has been particularly 
justified by the new developments in genome editing techniques, especially the wide use 
of the CRISPR-Cas technique, and with T-cells. Gene therapy medicinal product (GTMP) is 
a legal sub-category of medicines among Advanced Therapy Medicinal Products (ATMPs). 
However, medicinal product containing genetically modified cells (GMCMP) is not 
explicitly mentioned as a legal subcategory under EU regulation n°1394/2007 on ATMPs. 
Nevertheless, both GTMPs and GMCMPs should be considered as ATMPs under European 
Union Law. On the one hand, quality issues have been raised for all ATMPs regarding the 
reproducibility of the manufacturing process given the variable character of the starting 
materials. On the other hand, there is an overlap in the scope of the aforementioned 
guidelines when medicinal products containing genetically modified cells are to be 
considered gene therapy medicinal products. What are the similarities and differences 
between the quality of gene therapy medicinal products and the quality of medicinal 
products containing genetically modified cells while both are ATMPs? This poster is based 
on a comparative analysis of the quality sections of the two above-mentioned texts. In a 
first systematic approach, we identified the similarities and the specificities of texts 
outline (sub-section titles). Then, we analysed contents through the establishment of 3 
types of comparative tables using color codes: common titles, different titles with similar 
contents, different titles with different contents in order to highlight similarities and 
specificities regarding the quality requirements between these two kinds of medicinal 
products when they are intended for use in humans and presented for marketing 
authorization applications.  
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Production Aspects of Advanced Therapy Medicinal 
Products 

J. VÉRAN, F. SABATIER, M. MORRISON, C. LE CORRE, C. S. PEIXOTO, E. GENNET, V. 
ANDRIEU, A. MAHALATCHIMY, Production Aspects of Advanced Therapy Medicinal 

Products, Annual Conference of the European Association of Health Law, Ghent, 
Belgium, 20-22 April 2022 (POSTER available at https://archivesic.ccsd.cnrs.fr/AO-
DROIT/halshs-03779408v1) 

Abstract 
Background : Good Manufacturing Practice (GMP) guidelines established by the European 
Commission are essential to ensure quality, safety and efficacy of medicinal products. 
Guidelines are designed to address specific risks of medicinal products and as such, are 
continuously being adapted. Advanced Therapy Medicinal Products (ATMPs) are medicinal 
products that have been regulated in the European Union from 2007 to cover the 
emerging field of genes, tissues or cell-based therapies. Dedicated GMP guidelines for 
ATMPs are enforceable since 2017. Consequently, GMP guidelines covering manufacture 
of biological active substances and medicinal products for human use including biological 
active substances (hereafter “Biologicals”) have been revised in June 2018 with the 
objective to prevent overlapping scope. Research question and methods: Our hypothesis 
is that the biological nature that commonly characterize ATMPs and biologicals may 
sustain a large body of similarities in the manufacturing aspects as addressed by the 
respective guidelines. We aim to comparatively analyze the two following texts : 
Guidelines on Good Manufacturing Practice specific to Advanced Therapy Medicinal 
Products, and Manufacture of Biological active substances and Medicinal Products for 
human use including biological active substances. Focus has been given on 
manufacturing, i.e. production recommendations including personnel, premises, 
equipment, documentation, starting and raw materials, seed lot and cell bank systems. In 
a systematic approach we highlighted similarities and specificities in the text outlines 
(paragraph and section titles). Then content has been comparatively investigated based 
on chosen relevant key words found in both texts (production, operation principles, 
production area, facilities, cross contamination in production, environmental monitoring 
and specifications, starting and raw materials).  
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Quality Control and Batch Release Aspects of 
Advanced Therapy Medicinal Products 

J. VERAN, M. MORRISON, F. SABATIER, L. CHEY, F. MBODJ, E. GENNET, V. ANDRIEU, A. 
MAHALATCHIMY, Quality Control and Batch Release Aspects of Advanced Therapy 

Medicinal Products, Annual Conference of the European Association of Health 
Law, Ghent, Belgium, 20-22 April 2022 (POSTER available at https://
shs.hal.science/halshs-03780272v1) 

Abstract 
Quality control and batch release raise specific challenges for ensuring quality and 
complying with regulatory requirements in order to obtain manufacturing and marketing 
authorizations for Advanced Therapy Medicinal Products (ATMPs). ATMPs are medicinal 
products based on genes, cells and tissues that have been specifically regulated in the 
European Union (EU) from 2007. In the guidelines on Good Manufacturing Practices 
(GMP) specific to ATMPs from the European Commission, specific requirements cover 
quality control and batch release. They are distinct from the ones than can be found in 
other guidelines on GMP applicable to other kinds of biological medicinal products. 
Through a comparative textual analysis of the GMP guidelines for biological medicinal 
products and ATMPs, this poster will highlight the key areas of similarities and 
differences. Our analysis mainly focuses on qualification and validation procedures, batch 
release process, quality defects and product recalls, and automated production of ATMPs. 
This analysis reveals why we have two different texts and whether they are based on 
substantial differences regarding quality control and batch release between ATMPs and 
other types of biological medicinal products.  
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What are the quality challenges regarding 
comparability considerations of advanced therapy 
medicinal products? 

V. ANDRIEU, E. GENNET, J. VÉRAN, M. MORRISON, F. SABATIER, A. MAHALATCHIMY, 
What are the quality challenges regarding comparability considerations of 
advanced therapy medicinal products? Annual Conference of the European 
Association of Health Law, Ghent, Belgium, 20-22 April 2022 (POSTER available at 
https://archivesic.ccsd.cnrs.fr/AO-DROIT/halshs-03780293v1) 

Abstract 
The question of comparability for Advanced Therapy Medicinal Products (ATMPs) is very 
often asked during Scientific Advice Meetings at the European Medicines Agency. Indeed, 
changes to ATMPs manufacturing processes, improvements/changes in equipment, raw 
materials and critical starting materials, or process scale are frequent in the early stages 
of development or even after marketing authorization. Quality comparability is the first 
step in the review of variations procedures of a medicinal product. Indeed, quality 
information is of major importance with analytical testing, risk-based approach and 
manufacturing evaluation as it will allow to conclude if non clinical and clinical data on 
comparability are also needed or not. The text of December 2019 of the Committee for 
Advanced Therapies (CAT), entitled “Questions and answers, Comparability 
considerations for Advanced Therapy Medicinal Products” contains the major questions 
companies can have when a comparison is needed between the pre- and post-change of 
the manufacturing process of ATMPs. The answers are based on analytical and statistical 
tools which are needed in frequent experimental changes situations. Generally, this text 
addresses the issues linked to the demonstration of comparability regarding the quality 
aspects of ATMPs. Another important text is the ICH Q5E guideline that addresses 
comparability of biological/biotechnological medicinal products which legally cover 
ATMPs. However, ATMPs are outside the scope of this guideline, except for the general 
principles that can be applied to ATMPs. Through of comparative textual analysis of these 
two texts, this poster will show the complementarity of the information provided, but also 
the very dynamic impact of the Q&A text targeted on ATMPs in comparison with the large 
recommendations of the ICH guideline on biotech products.  
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Production of ATMPs: What are the specificities for 
quality aspects?  

A. MAHALATCHIMY, E. GENNET, M. MORRISON, V. ANDRIEU, J. VÉRAN, F. 
SABATIER, Production of ATMPs: What are the specificities for quality 
aspects?, European Society for Gene & Cell Therapy Congress 2022, 
Edinburgh, the UK, 11-14 October 2022, (POSTER available at https://
shs.hal.science/halshs-03901462);                      
Abstract published in Human Gene Therapy, Volume: 33 Issue 23-24: 

December 14, 2022, A1-A212. http://doi.org/10.1089/
hum.2022.29225.abstracts 

Abstract 
Advanced Therapy Medicinal Products (ATMPs) is a European classification of medicinal 
products based on genes, cells and tissues that have been specifically regulated in the 
European Union (EU) from 2007. Their manufacturing (i.e. their production) raises specific 
challenges for ensuring quality and complying with regulatory requirements in order to 
obtain manufacturing and marketing authorizations. For this reason, detailed guidelines 
on Good Manufacturing Practices specific to ATMPs have been adopted by the European 
Commission, and have been enforceable since 2017. They are distinct from other 
guidelines on GMP applicable to other kinds of biological medicinal products. Separate 
GMP guidelines, covering manufacture of biological active substances and medicinal 
products for human use including biological active substances were revised in June 2018 
with the objective of preventing overlaps in scope with the ATMP GMP guidelines. Our 
hypothesis is that the biological nature that commonly characterizes ATMPs and 
biologicals may give rise to significant similarities in the manufacturing aspects as 
addressed by the respective guidelines. Through a comparative textual analysis of the 
GMP guidelines for biological medicinal products and ATMPs, this poster will highlight the 
key areas of similarities and differences. This analysis reveals why we have two different 
texts and whether they are based on substantial differences regarding production 
between ATMPs and other types of biological medicinal products  
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The challenges of Advanced Therapy Medicinal 
Products manufacturing in the European Union: 
Strengths and limits of current regulatory tools 

L.-S. GILBERT, A. DELAGE, H.-Y. KUO, A. COUTURIER, A. MAHALATCHIMY, The 
challenges of Advanced Therapy Medicinal Products manufacturing in the 

European Union: Strengths and limits of current regulatory tools, European Society 
for Gene & Cell Therapy Congress 2023, Brussels, Belgium, 24-27 October 2023 
(POSTER available at https://shs.hal.science/halshs-04290578v1) 

Abstract 
Advanced Therapy Medicinal Products (ATMPs) is a European classification of medicinal 
products based on genes, cells and tissues specifically regulated in the European Union 
(EU) from 2007. Any company wishing to manufacture ATMPs in the EU must hold a 
manufacturing authorisation issued by the national competent authority of the Member 
State where they carry out these activities. Ensuring the quality of medicines is a criterion 
to obtain ATMPs’ marketing authorisation issued by the European Commission under the 
“centralised procedure” after a single application to the European Medicines Agency. All 
ATMPs marketed in the EU must be produced in accordance with EU quality standards to 
ensure the quality, safety and efficacy of medicines for the patients: Good Manufacturing 
Practice (GMP) principles and guidelines dedicated to ATMPs enforceable since 2017, and 
relevant parts of the European Pharmacopeia provide the main regulatory standards to 
comply with. The manufacture, meeting the GMP requirements from the raw materials to 
the final product, is particularly challenging for ATMPs regarding their level of complexity 
and their specific characteristics, especially the use of substances of human origin as 
starting materials, and the reproducibility when using live biological samples. The ATMPs’ 
manufacturer has to maintain costly technical specifications capable of guaranteeing the 
reproducibility of the medicine’s composition in accordance with GMP guidelines and the 
specific requirements of the ATMP marketing authorisation. Regulatory requirements are 
often seen as obstacles to the development of ATMPs. Nevertheless, they mainly provide 
a set of solutions to overpass the technical obstacles of ATMPs’ manufacturing in order to 
ensure their quality for the safety of patients. It appears clearly within the various 
supporting regulatory tools currently available at the European level, which include both 
guidance documents and procedures for interactions with regulators. This poster will 
provide an overview of the challenges of ATMPs’ manufacturing and link them to the 
relevant supporting regulatory tools highlighting both their strengths and their limits in 
the context of ATMPs development for patients.  

ES
G

C
T 

20
23

 —
 B

ru
ss

el
s 

https://shs.hal.science/halshs-04290578v1


 

 17 



 

 



 

 

II 
Clinical aspects 



 

 20 

What specificity for the clinical aspects of 
investigational advanced therapy medicinal 
products? 

E. GENNET, F. SABATIER, J. VÉRAN, D. A. FATOU, N. MONGALGI, V. ANDRIEU, M. 
MORRISON, A. MAHALATCHIMY, What specificity for the clinical aspects of 

investigational advanced therapy medicinal products?, Annual Conference of the 
European Association of Health Law, Ghent, Belgium, 20-22 April 2022 (POSTER 
available at https://shs.hal.science/halshs-03780286v1) 

Abstract 
While Advanced Therapy Medicinal Products (ATMPs), a European legal classification of 
medicinal products based on genes, cells and tissues, raise specific quality issues, the 
latter are particularly acute in the context of clinical trials of ATMPs. In comparison to 
more traditional medicinal products, ATMPs have been subject to specific regulatory 
provisions in the European Union (EU) since 2007. In addition, many new guidelines have 
also been adopted to consider the issues raised by ATMPS. Most importantly for 
investigational ATMPs, the European Commission has adopted and published Guidelines 
on Good Clinical Practice specific to ATMPs in 2019. Not only are these guidelines 
targeting ATMPs, they also have a dedicated section on investigational ATMPs exploring 
the particular challenges raised when tissues and cells of human origin, are administered 
to a human trial subject, including when ATMPS incorporate medical devices, or delivered 
with the aim of reconstituting a given bodily tissue or organ. The aim of this poster is to 
highlight the specificity of quality requirements of investigational ATMPs by examining 
the dedicated subsections in the guidelines published by the European Commission and 
analysing them through the lens of the corresponding scientific literature. On the basis of 
the identification of the specific requirements regarding the quality of investigational 
ATMPs, the poster will reveal why they raise specific challenges and why these 
challenges deserve separate regulation in order to demonstrate quality in clinical trials.  
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Specific guidelines requirements for clinical trials 
with Advanced Therapy Medicinal Products in the 
European Union 

A. MAHALATCHIMY, E. GENNET, M. MORRISON, V. ANDRIEU, J. VÉRAN, F. 
SABATIER, Specific guidelines requirements for clinical trials with 
Advanced Therapy Medicinal Products in the European Union, 
European Society for Gene & Cell Therapy Congress 2022, 
Edinburgh, the UK, 11-14 October 2022 (POSTER available at https://
shs.hal.science/halshs-03901386v1);   
Abstract published in Human Gene Therapy, Volume: 33 Issue 23-24: 

December 14, 2022, A1-A212. http://doi.org/10.1089/
hum.2022.29225.abstracts 

Abstract 
Advanced Therapy Medicinal Products (ATMPs), a European legal classification of 
medicinal products based on genes, cells and tissues, raise specific issues in the context 
of clinical trials. In comparison to more traditional medicinal products, ATMPs have been 
subject to specific regulatory provisions in the European Union (EU) since Regulation (EC) 
n1394/2007. Yet for the clinical trials with ATMPs, the general regime laid out in 
Regulation 536/2014 on clinical trials (which came into effect on 31 January 2022) applies, 
together with the ICH E6 Guidelines on Good Clinical Practice (GCP). For clinical trials 
conducted in the EU, compliance with GCP is mandatory. The European Commission has 
also adopted and published 2019 Guidelines on GCP specific to ATMPs, as required by 
Article 4 of Regulation (EC) n1394/2007 on ATMPs. These guidelines both adapt the ICH 
guidelines to ATMPs’ characteristics and provide additional measures that have been 
considered necessary. However, they are not exhaustive as they explain only some 
specificities of ATMPs and they remain complementary to the general rules. After having 
analysed these documents, we will highlight the specificity of requirements for 
investigational ATMPs in order to reveal the specific challenges they are addressing and 
why these challenges warrant separate regulation in order to obtain clinical trials’ 
authorisation for investigational ATMPs. 
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The Marketing Authorisation of Advanced Therapy 
Medicinal Products in the European Union 

A. MAHALATCHIMY, L.-S. GILBERT, A. DELAGE, O. NÈGRE, The Marketing 
Authorisation of Advanced Therapy Medicinal Products in the European Union, 
International Society for Cell & Gene Therapy 2023 Paris Annual Meeting, Paris, 
France, 31 May- 3 June 3 2023 (POSTER available at https://shs.hal.science/halshs-
04290539v1);    

Abstract published in Cytotherapy Volume 25, Issue 6, Supplement, May 2023, 
Pages S160–S161. https://doi.org/10.1016/S1465-3249(23)00433-4 

Abstract 
Advanced Therapy Medicinal Products (ATMPs) is a European classification of medicinal 
products based on genes, cells and tissues specifically regulated in the European Union 
(EU) from the entry into force of Regulation (EC) No 1394/2007 of the European 
Parliament and of the Council of 13 November 2007 on ATMPs. Any company wishing to 
market ATMPs within the EU must hold a Marketing Authorisation (MA) issued by the 
European Commission under the “centralised procedure”, after a single application to the 
European Medicines Agency (EMA) and its scientific assessment by the Committee for 
Advanced Therapies. The purpose of the MA is to ensure high quality, safety and efficacy 
for ATMPs, with a positive risk-benefit balance, to be commercialised. The MA is valid in 
the EU Member States, Iceland, Norway and Liechtenstein for a five-years period. From 
the adoption of the EU regulation, 24 ATMPs have been granted a marketing authorisation 
in the EU and the European Commission decision is pending for another one. There has 
been a clear increase in approvals from 2018, and most approved ATMPs are gene 
therapy medicinal products. Almost half of them benefited from expediting pathways or 
regulatory support schemes for (innovative) medicines to be commercialised in the EU. 
Nevertheless, MA has been withdrawn or not renewed for 7 of them. This poster will 
present the European regulatory requirements and pathways for ATMPs to obtain 
marketing authorisation, and discuss the challenges of their commercialisation.  IS
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Expediting marketing authorization pathways for 
patients’ access to advanced therapies 

V. ROBY, L.-S. GILBERT, V. BRUNEL, A. DELAGE, A. MAHALATCHIMY, Expediting 
marketing authorization pathways for patients’ access to advanced therapies, 
EAHL 2024, 18-20 September 2024, Warsaw, Poland (POSTER available at https://
shs.hal.science/halshs-04842656v1) 

Abstract 
Medicinal products based on genes, cells and tissues of human or animal origin are being developed to 
treat severe diseases that conventional treatments have failed to treat or that have no available and 
satisfactory treatments, such as rare, genetic, or neurodegenerative diseases. 

The risks they raise as innovative and complex medicines but also the therapeutic promises they offer have 
led to their specific regulation as Advanced Therapy Medicinal Products (ATMPs) in the European Union 
(EU). Indeed, they are especially submitted to the centralised procedure of Marketing Authorisation (MA) 
issued by the European Commission. This procedure aims not only to ensure high quality, safety and 
efficacy for ATMPs with a positive risk-benefit balance to be commercialised, but also a wide access to 
these medicines for EU patients. Nevertheless, this procedure alone is not always sufficient to allow the 
commercialisation of ATMPs, and many of them require expediting pathways or regulatory support 
schemes for innovative medicines to be commercialised. From the adoption of the EU regulation, 25 
ATMPs have been granted a MA in the EU. Although there has been a clear increase in approvals from 
2018, MA has been withdrawn or not renewed for 7 of them. 

Starting from the centralised procedure as the strongest and first legal procedure for the widest and safest 
patients access to these innovative medicines, this poster will provide an overview of the European MA 
expediting pathways and of their use, for ATMPs to be accessible, and discuss the challenges of their quick 
but safe commercialisation. 
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What regulatory pathways for health technologies 
using both medical devices and T&C in the European 
Union? 

V. ROBY, A. DELAGE, L.-S. GILBERT, A. BOTTACCI, A. MAHALATCHIMY, 
What regulatory pathways for health technologies using both medical 

devices and T&C in the European Union?, ESGCT 2025, 7-10 October 
2025, Seville, Spain (POSTER available at https://shs.hal.science/
halshs-05314492v1) 

Abstract 
Medical applications of tissues and cells (T&C), whether from human or animal origin, can be various. While 
the legal distinction between transplants and Advanced Therapy Medicinal Products (ATMPs) has been 
widely commented, the legal classification of health technologies based on the association between 
medical devices (MD) and T&C is poorly explored and known. Yet, from their collection to the patient’s 
administration, they have to follow the appropriate regulatory pathways in accordance with their legal 
classification. First, the MD and the T&C have to comply with the respectively applicable European 
legislations: the regulations on MD and on substances of human origin for T&C of human origin. Second, 
when T&C are substantially manufactured into medicinal products, they would be categorised as biological 
medicinal products, most of the time as ATMPs. The association between T&C and MD may be external, 
and MD can be companion diagnostics to a transplant or an ATMP. Parallel regulatory pathways have to be 
followed by each product. But the association between T&C and medical devices may also be integrative. 
Depending on what is regulatorily considered as the dominant part in the overall product, the latter can be 
either a medicine or a MD. On the one hand, if the T&C are the dominant part, the overall product should 
be a combined ATMP. This is a hybrid sub-category of ATMP that should encompass certain organoids. On 
the other hand, if the action of the T&C is only ancillary to that of the device, the overall product should be a 
MD. This latter type of products is not only defined in contrast to medicinal products, they are also following 
a completely different regulatory pathway to reach the market. While any ATMPs’ developer has to go 
through the centralised procedure to obtain a marketing authorisation (granted by the European 
Commission after evaluation by the European Medicines Agency), MDs’ manufacturers, on the other hand, 
have to “certify” their products. This requires the involvement of a Notified body – a non-state entity 
designated by a member state for the assessment of certain MDs – before commercialising MDs based on 
T&C. And while the European legislation distinguishes between gene therapy, cell therapy, tissue 
engineering, and combined ATMPs among ATMPs, it divides MDs into classes, depending on their purpose 
and their risk. Thus, their two distinct regulatory pathways are worst to be known, as each one has its own 
specific requirements. The distinction criteria between MDs and ATMPs are based on the viability of the 
tissues or cells, and primary or ancillary action of each part of the overall product. Yet, navigating through 
the various legal texts regarding definitions and scopes to identify the legal classification and applicable 
regulatory pathway(s) of health technologies may be challenging, especially as the association between 
MD and T&C adds another layer of complexity. This poster will clarify and discuss the regulatory pathways 
applicable to health technologies using T&C of human or animal origin, from the collection of the biological 
starting materials to the commercialisation of the final health technologies.   
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ATMPs: exceptional manufacturing returns to the 
patient’s bedside 

J. VÉRAN, J. MAGALON, C. DUMOULIN, S. RABARIMERIARIJAONA,  L. 
AGNELLI, M. VELIER, F. SABATIER, A. MAHALATCHIMY, ATMPs: 

exceptional manufacturing returns to the patient’s bedside, ESGCT 
2025, 7-10 October 2025, Seville, Spain (POSTER  available at https://
shs.hal.science/halshs-05314447v1) 

Abstract 
Since the publication of the European Regulation (No. 1394/2007) on Advanced Therapy Medicinal Products 

(ATMPs) in 2007, innovative therapies based on genes, cells, or tissues have reshaped the pharmaceutical 

landscape. While offering significant opportunities for economic and medical advances, their complex manufacturing 

raises specific issues on quality and regulatory issues. Detailed guidelines on Good Manufacturing Practices (GMP) 

specifically tailored to ATMPs have been adopted by the European Commission and have been enforceable since 

2017. They address new technological developments, scientific advances, and more suitable production and 

distribution pathways. To date, 27 ATMPs have obtained a marketing autorisation in Europe, but most are still at the 

clinical trial stage although they could provide very promising options for addressing unmet medical needs. Making 

ATMPs accessible to patients remains challenging due to factors such as high cost, the specialized nature of ATMPs 

manufacturing including stringent safety and efficacy. Moreover, current healthcare infrastructures often require 

substantial adaptations to accommodate the logistical demands of these treatments.The Hospital Exemption (HE) is a 

regulatory provision of the European Regulation, that allows the use of certain ATMPs without formal central 

marketing authorization provided specific criteria are met: a medical prescription for an individual patient, a use within 

the same Member State, in a hospital setting under the exclusive responsibility of a medical practitioner, a GMP 

compliant manufacturing. HE implementation and oversight are regulated at the national level by the competent 

authority of each EU Member State. It provides a practical solution for bypassing the lengthy centralized 

authorization and facilitating timely access to innovations stemming from academic research and hospital initiatives. 
In France, a significant regulatory evolution in the field of ATMPs has been recently introduced by the decree on 

February 16, 2022, pursuant to French Law No. 2021-1017. It establishes a sub-exemption mechanism within the 

broader HE framework, specifically designed to address the practical challenges of certain ATMPs derived from 

autologous cells or tissues and involving no substantial manipulation. It authorizes the preparation, distribution, and 

administration of ATMPs, within the same medical procedure as the procurement of autologous tissues or cells used 

in their composition, without requiring a specially authorized manufacturing establishment, providing prior validation 

by the French National Agency for Medicines Safety (ANSM). By formalizing a legal framework for decentralized, 

bedside production, the decree aligns regulation with the practical realities of personalized medicine, favors more 

agile healthcare organization and fasters patient access. We aim to present and discuss the first application of this 

innovative regulatory framework within the MICROPREP III clinical trial (EudraCT No 2023-507683-40). This trial is 

designed to evaluate in 180 patients the efficacy of intra-articular injections of autologous microfat, optionally 

combined with autologous platelet-rich plasma (PRP), as an adjunctive therapy for patients with Knee osteoarthritis. 

The application of the single-step autologous ATMPs exemption needed to implement new measures and 

agreements between clinicians and manufacturer to ensure compliance to GMP guidelines and ATMPs quality 

remaining under the responsibility of the authorized establishment despite delocalization.  
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The new European regulation on Health Technology 
Assessment: what changes for Advanced Therapy 
Medicinal Products? 

B. BARTOS, J. JUËT, F. TABOULET, A. MAHALATCHIMY, The new European 

regulation on Health Technology Assessment: what changes for 
Advanced Therapy Medicinal Products?, European Society for Gene & 
Cell Therapy Congress 2022, Edinburgh, the UK, 11-14 October 2022 
(POSTER available at https://shs.hal.science/halshs-03901269v1);  
Abstract published in Human Gene Therapy, Volume: 33 Issue 23-24: 
December 14, 2022, A1-A212. http://doi.org/10.1089/

hum.2022.29225.abstracts 

Abstract 
The new European regulation (EU) 2021/2282 on Health Technology Assessment (HTA), 
‘‘a multidisciplinary process that summarises information about the medical, patient and 
social aspects and the economic and ethical issues related to the use of a health 
technology in a systematic, transparent, unbiased and robust manner’’, has been adopted 
on 15 December 2021. It ensures an efficient use of resources and strengthens the quality 
of common HTA across the European Union, because until now, the assessment has been 
realized independently by each Member State. It will thus contribute to the improvement 
of the availability of health innovative technologies for EU patients that has been widely 
highlighted by the Council of the European Union and the European Parliament. It mainly 
establishes a Member State Coordination Group on HTA, a stakeholder network, whom 
the joint works and exchanges will be facilitated thanks to an IT platform. It also provides 
rules for joint clinical assessments, joint scientific consultations, horizon scanning for 
emerging technologies, further voluntary cooperation notably on non-clinical 
assessments on health technologies, i.e. ‘‘a medicinal product, a medical device, or 
medical and surgical procedures as well as measures for disease prevention, diagnosis or 
treatment used in healthcare’’. The regulation shall apply progressively from 2025 to 
different types of health technologies, Advanced Therapy Medicinal Products (ATMPs) 
being the first targeted with cancer medicines. This poster will discuss the expected 
improvements for patients’ access to ATMPs regarding the forthcoming implementation 
of this new regulation.  ES
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The European regulation on Health Technology 
Assessment: balancing European and national levels 

A. MAHALATCHIMY, J. JUËT, B. BARTOS, F. TABOULET, The European regulation on 
Health Technology Assessment: balancing European and national levels, 
International Society for Cell & Gene Therapy 2023 Paris Annual Meeting, Paris, 
France, 31 May- 3 June 3 2023 (POSTER available at https://shs.hal.science/halshs-
04290552v1) ;   
Abstract published in Cytotherapy Volume 25, Issue 6, Supplement, May 2023, 

Page S161. https://doi.org/10.1016/S1465-3249(23)00434-6 

Abstract 
The European Health Technology Assessment (HTA) regulation was adopted at the end of 
2021. HTA is “a multidisciplinary process that summarizes information about the medical, 
patient and social aspects and the economic and ethical issues related to the use of a 
health technology in a systematic, transparent, unbiased and robust manner”. While HTA 
has been conducted at national level, the regulation is provided for the harmonization of 
procedures to avoid redundancy of evaluation processes, misallocation of resources, and 
inequitable access to new technologies within the European Union (EU). The regulation 
will be implemented step by step, starting with Advanced Therapy Medicinal Products 
(medicines based on genes, cells, and tissues) and cancer drugs by 2025. Then it will be 
implemented for orphan drugs by 2028, and finally, for all medicines by 2030. Although 
EU Member States remain responsible for drawing conclusions on added value of health 
technologies for their health system and taking decisions on their pricing & 
reimbursement, a new coordination group (HTACG) is established at the EU level. The 
latter will manage the entire HTA process, relying on a Secretariat provided by the 
European Commission, national bodies providing their expert views on HTA, and a 
stakeholder network supporting its work. More specifically, the HTACG will coordinate 
the joint clinical assessments of health technologies and ensure the identification of 
emerging technologies. It will also carry out joint scientific consultations and facilitate the 
voluntary cooperation regarding the exchange of scientific information among Member 
States in the field of HTA. Therefore, this poster will present and discuss the balance 
established by the new regulation, between European and national activities in the field of 
HTA, in accordance with the Treaty provisions on the sharing of competences between 
the European Union and the Member States.  
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Contracts for better access to Advanced Therapy 
Medicinal Products 

B. BARTOS, Contracts for better access to Advanced Therapy 

Medicinal Products, European Society for Gene & Cell Therapy 
Congress 2022, Edinburgh, the UK, 11-14 October 2022 (POSTER) 
Abstract published in Human Gene Therapy, Volume: 33 Issue 23-24: 
December 14, 2022, A1-A212. http://doi.org/10.1089/
hum.2022.29225.abstracts 

Abstract 
The greater part of ATMPs is manufactured in a customized way with high technicity to 
offer promising health benefits with mostly a one-shot treatment for incurable, often 
orphan diseases. The scope of use of these therapies is quite narrow and they also raise 
safety issues for patients. These are some of the reasons why ATMPs are extremely 
expensive and why they do not fit in the current regulatory and economic framework. If 
we want as many patients as possible to benefit from these medicines, we need to set a 
fair price for health insurance systems. On the basis of the Managed Entry Agreements 
(MEAs), the parties can negotiate on the performance of the product instead of signing a 
classic contract. The OECD distinguishes between two main types of agreements: 
financial and performance-based MEAs. Focusing on the latter, this paper will highlight its 
potential to facilitate access to ATMPs. The ‘‘coverage with evidence development (CED) 
contracts’’ allow treatment to be temporarily covered by the payer while a study 
evaluates its performance. Based on the results, coverage can be continued, withdrawn 
or extended, or prices are adjusted. The ‘‘pay-for-results contract’’ considers the 
uncertainty of results and organizes a ‘‘satisfied or reimbursed’’ policy. Here, the risk of 
innovation seems to lie with the laboratory and not with the community. Unfortunately, 
confidentiality is a barrier to evaluating objectively the strengths and weaknesses of 
these agreements. Greater transparency and an extended collaboration between States 
could help them negotiate better with drug laboratories.  
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Real access to ATMPs: the cost issue 

A. MAHALATCHIMY, A. DELAGE, L.-S. GILBERT, H.-Y. KUO, V. ROBY, C. 
CHABANNON, Real access to ATMPs: the cost issue, ESGCT 2024, 22-
25 October 2024, Roma, Italy (POSTER available at https://
shs.hal.science/halshs-04842702v1)  

Abstract 
While industry developed and manufactured Advanced Therapy Medicinal Products (ATMPs) benefit from 
a centralised marketing authorisation procedure that allows commercialization in all Member States of the 
European Union (EU), and despite improvement in EU citizen access to ATMPs being stated as one of the 
two major objectives when the ATMP regulation was released, actual patient access to ATMPs remains 
one of the most challenging issues to be addressed. Prices of ATMPs are among the highest despite 
difficulties in proving long term efficacy on significant numbers of patients, although it is fair to 
acknowledge that cumulative costs of supportive and curative treatments that are administered on 
repeated occasions may fall in the same ranges. Publicly accessible data show prices that vary from several 
hundreds of thousands euros to several million euros per treatment, with a continuous trend in increasing 
prices that has fuelled the concept of “financial toxicity” for those and other categories of treatments. 
Payment and reimbursement mechanisms as well as decisions on the levels of healthcare expenditures 
are established at national and possibly in some countries at regional levels by Heathcare Technology 
Assesment (HTA) agencies and other governmental bodies, with limited possibilities at the European level. 
Indeed, mainly apart from the Transparency directive and the recently strengthened collaboration in the 
field of HTA thanks to the adoption of the HTA regulation following the HTA initiatives at the EU level, each 
Member States is sovereign in determining its health expenses, including to decide on the reimbursement 
of ATMPs by its National health insurance system. Actual prices paid by public or private payers are not 
public, and a significant rebate may result from prior and mutual negotiations between drug manufacturers 
and healthcare providers, the latter receiving reimbursement from health insurers. In addition, specific 
programs such as the “Early Access” (“Accès précoces”) program in France may speed up access to 
innovative treatments in some countries, thus favouring a category of EU citizens over others. Thus, actual 
patient access to ATMPs in the European Union is not only limited, but also heterogeneous, highlighting the 
existing gap between the intentions stated in the ATMP Regulation and other EU documents and the actual 
achievements; these diverse factors resulting in an unsatisfactory situation where patients in need of 
lifesaving treatments face a shortage on a day-to-day basis, not because of insufficient manufacturing 
capacities as is the case for low-cost drugs, but because of insufficient payment capacities. This poster first 
provides an overview of the known prices of the 26 ATMPs that have so far obtained a marketing 
authorisation in the EU. It also highlights what is regulated at the EU and at the National levels in this area. 
Finally, it suggests potential solutions to improve patients’ access to ATMPs.  
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Improving access to innovative medicines: proposals 
from national authorities to revise the European 
legislation 

A. MAHALATCHIMY, F. LANSON, B. BARTOS, F. TABOULET, Improving 

access to innovative medicines: proposals from national authorities 
to revise the European legislation, European Society for Gene & Cell 
Therapy Congress 2022, Edinburgh, the UK, 11-14 October 2022 
(POSTER available at https://shs.hal.science/halshs-03901248v1);   
Abstract published in Human Gene Therapy, Volume: 33 Issue 23-24: 

December 14, 2022, A1-A212. http://doi.org/10.1089/
hum.2022.29225.abstracts 

Abstract 
Gene and cell therapies are currently considered as the main drivers of innovation in the 
treatment of genetic diseases and cancer therapies. They offer new hopes to rare disease 
patients as 80% of rare diseases are of genetic origin in the European Union. Hence, 
many gene and cell therapies have obtained the orphan medicine status under European 
regulation (EC) n  141/2000, which provides incentives to promote the development of 
orphan medicines. The European Union tries to find a balance between the interests of 
industry, which should be encouraged to invest, patients’ access to medicines, and the 
sustainability of health systems. Nevertheless, the current legal regime needs adaptation. 
Thus, the European Commission launched two public consultations in 2021: a first one 
specifically on the revision of the orphan medicines legislation, and then, another one on 
the revision of the general pharmaceutical legislation. Out of the 303 and 478 answers 
received, 12 and 30 respectively came from national authorities. On the basis of an 
analysis of their answers, this poster will discuss the criteria for orphan designation (e.g., 
the significant benefit which needs clarification and modification), as well as the 
incentives implemented, and patient access. It will highlight several proposals emphasized 
by national authorities that might be retained in the future legislations: to reward mainly 
truly innovative medicines, a transparency obligation on R&D costs before granting 
incentives to sponsors, or an obligation to launch the medicine in most Member States.  
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The current revision of the orphan medicinal 
products regulation in the European Union: what is at 
stake for gene and cell therapy? 

A. MAHALATCHIMY, E. GENNET, The current revision of the orphan 

medicinal products regulation in the European Union: what is at stake 
for gene and cell therapy?, European Society for Gene & Cell Therapy 
Congress 2022, Edinburgh, the UK, 11-14 October 2022 (POSTER 
available at https://shs.hal.science/halshs-03901429v1);  
Abstract published in Human Gene Therapy, Volume: 33 Issue 23-24: 

December 14, 2022, A1-A212. http://doi.org/10.1089/
hum.2022.29225.abstracts 

Abstract 
In the European Union, gene and cell therapy medicinal products are mainly regulated by 
the specific legal framework applicable to Advanced Therapy Medicinal Products (ATMPs): 
regulation (EC) n°1394/2007. Yet most ATMPs that have been authorised for marketing in 
the European Union are also classified as orphan medicinal products. The latter are 
regulated by a different but also specific legal instrument : Regulation (EC) n°141/2000, 
which aims to promote the development of innovative medicines for orphan diseases 
thanks to a set of incentives for investigators. However, after twenty years of 
implementation, results are still unsatisfactory for several reasons. One of these reasons 
is that the market of orphan medicinal products had “started to look more similar to 
‘standard’ medicines” than innovative medicines like ATMPs. Moreover, it has also been 
observed that even when marketed, orphan medicinal products fail in being equally 
accessible to patients in the different Member States. The European Commission has 
started a long and thorough revision process of the pharmaceutical legislation in order to 
give a new impulse to the development of, and access to, truly innovative orphan 
medicinal products, which may have a positive impact for patients as well as for 
investigators working on gene and cell therapies. In this poster, we will discuss what 
aspects of the revision of the regulation on orphan medicinal products may have an 
impact on the development of gene and cell therapy in the European Union.  
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Which actors to influence the adoption of EU 
guidelines for Advanced Therapy Medicinal 
Products? 

A. MAHALATCHIMY, V. BRUNEL, Which actors to influence the adoption of EU 
guidelines for Advanced Therapy Medicinal Products? International Society for Cell 
& Gene Therapy 2023 Paris Annual Meeting, Paris, France, 31 May- 3 June 3 2023 
(POSTER available at https://shs.hal.science/halshs-04290558v1);  

Abstract published in Cytotherapy Volume 25, Issue 6, Supplement, May 2023, 
Page S161. https://doi.org/10.1016/S1465-3249(23)00435-8 

Abstract 
Genes, cells, and tissues based medicinal products are specifically regulated as Advanced 
Therapy Medicinal Products (ATMPs) within the European Union (EU) from the adoption 
of Regulation (EC) n°1394/2007 on ATMPs. Beyond legislative requirements, the 
complexity and scientific technicity of these medicines, as well as the necessary flexibility 
to take into account the evolutions and the scientific and regulatory experience gained 
has led to the development of an important amount of guidelines in the field. These 
guidelines have mainly been adopted by the European Medicines Agency (EMA), the 
European regulatory agency especially in charge of the scientific assessment of 
medicines to be commercialized in the EU. Some of them have also been adopted by the 
European Commission which grants the final marketing authorization for medicines to 
enter the EU market. The adoption of EU guidelines involves a public consultation 
procedure to gather comments from stakeholders and interested parties. Our poster aims 
at mapping these different actors, and their potential changes over time, to allow for a 
realistic and concrete portrait of all stakeholders and interested parties involved in the 
field of ATMPs regarding their European regulation through guidelines. The identification 
of EU scientific guidelines applicable to ATMPs, and of the actors involved in the 
consultation process has led to the establishment of a database with over 200 
organizations corresponding to fourteen guidelines for which dates of production range 
from 2008 to 2022. The organizations have been classified by type (Business, Academia, 
National bodies, etc.), country, and theme of the drafts of guidelines they commented on. 
This poster especially highlights and discusses which organizations have influenced the 
adoption of EU scientific guidelines on ATMPs; some of them commenting almost all 
guidelines in the field while others considered only certain guidelines. Findings concern 
both the number and quality of stakeholders with the aim to understand over time, what 
types of organizations from which country have been the most active in answering to 
guidelines’ consultations, who were the major or more prolific respondents, and what 
themes were more often commented.  
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Comparing actors participating in the adoption 
process of SoHO and ATMP regulations at the 
European level 

V. BRUNEL, A. MAHALATCHIMY, Comparing actors participating in the adoption 
process of SoHO and ATMP regulations at the European level, European Society 
for Gene & Cell Therapy Congress 2023, Brussels, Belgium, 24-27 October 2023 
(POSTER available at https://shs.hal.science/halshs-04290588v1) 

Abstract 
Genes, cells, and tissues based medicinal products are regulated as Advanced Therapy 
Medicinal Products (ATMPs) within the European Union (EU). Nevertheless, the very first 
steps of development of ATMPs, i.e. donation, procurement and testing of human cells 
and tissues, are governed by the tissues and cells Directive. The latter is being revised 
and the European Commission has adopted a proposal for a new regulation covering 
Substances of Human Origin (SoHO) more widely. Both the regulation on ATMPs and the 
current proposal for a regulation on SoHO, as EU legislative acts, have involved a public 
consultation procedure to gather comments from stakeholders and interested parties. 
How similar or different are the actors that influence the framing of EU legislation 
applicable to gene and cell therapy? 

Our poster aims at mapping these actors for both ATMPs and SoHO, and their potential 
changes over time, to identify possible differences and/or convergences as to who 
exactly has been involved in ATMPs and SoHO regulations.  

The identification of answers to the relevant public consultation procedures has led to the 
establishment of a database with 530 contributions corresponding to both ATMPs and 
SoHO regulations’ documents. The participating organisations have been classified by 
type (Business, Academia, National bodies, etc.) and country according to the documents 
they commented on.  

Findings concern firstly the main differences between SoHO and ATMPs regarding 
participating organisations. Secondly, some organisations also revealed themselves as 
particularly active in both areas of ATMPs and SoHO, which highlights their interest for 
the entire development cycle of ATMPs and its related legislation.  

Contrasting the repartition of stakeholders interested in ATMPs and SohO may indeed 
explain some of the differences in the way the regulation is being constructed and its 
level of detail: the more a type of organisations is involved, the more it has a chance to 
impact the regulation’s framing according to its own specific interest.s 
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An exploratory analysis on the involvement of 
European organisations in the field of biomedical 
innovation 

A. SCHEER, V. BRUNEL, S. GUION, I. CHIV, M. MORELL, M. DURAND, O. JOANINA, V. 
ANDRIEU, A. MAHALATCHIMY, An exploratory analysis on the involvement of 

European organisations in the field of biomedical innovation, European Society for 
Gene & Cell Therapy Congress 2023, Brussels, Belgium, 24-27 October 2023 
(POSTER available at https://shs.hal.science/halshs-04290569v1) 

Abstract 
Many actors influence the framing of EU legislation and regulation applicable to gene and cell therapy. 
Nevertheless, one can wonder how much their activity is focusing on gene and cell therapy or whether it is 
part of a wider set of activities taking place in the more general theme of biomedical innovation. From an 
identification of the actors involved in the public consultation process of adoption of Regulations on 
Advanced Therapy Medicinal Products, on substances of human origin, and of guidance applicable to 
ATMPs, a few of them have been selected in order to conduct more specific analysis. Our selection 
process for this pilot analysis included the following criteria: European level organisation, degree of the 
involvement in the above-mentioned consultation processes, combination between organisations the 
names of which imply either a very specific or a general remit. Another choice has been to include 
European organisations particularly relevant for pharmacists, as professionals involved all along the 
medicinal products’ life cycle. It resulted in a set of 13 European organisations: 5 business associations 
(Medtech Europe, European Federation of Pharmaceutical Industries and Associations, European 
Biopharmaceutical Enterprises, European Associations for Bioindustries, European Confederation of 
Pharmaceutical Entrepreneurs), 2 professional organisations (European Industrial Pharmacists Group, 
European Association of Hospital Pharmacists), 4 learned societies (European Society of Gene and Cell 
Therapy, European Society for Blood and Bone Marrow Transplantation, European Eye Bank Association, 
European Association of Tissue Banks, European Association of Hospital Pharmacists), 1 research institution 
taking the form of European project (European Network for the Advancement of Clinical Gene Transfer & 
Therapy), 1 European network based on national medicines agencies (EU innovation network). Then, in 
depth research has been conducted on the website of each organisation in order to identify their activity 
within and beyond gene and cell therapy regarding biomedical innovation in general. On the one hand, this 
poster highlights the main results concerning their organization: especially structure, governance, potential 
change of name or merger over time, as well as specific or general working committees. On the second 
hand, their fields of activity are described following an analysis based on a set of keywords. Whereas some 
keywords are heavily used by all organisations (gene therapy, cell therapy for example), others are more 
specific (orphan medicine) and others very rare (organoid).  
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Innovative therapy in European Parliament’s 
positions: a numerical science-based vocabulary 
analysis 

T. ALLOUCHE, V. BRUNEL, F. BECHET, M. GLINEL, A. MAHALATCHIMY, Innovative 
therapy in European Parliament’s positions: a numerical science-based vocabulary 

analysis, European Society for Gene & Cell Therapy Congress 2023, Brussels, 
Belgium, 24-27 October 2023 (POSTER available at https://shs.hal.science/halshs-
04290599v1) 

Abstract 
The European Parliament has regularly been involved in the framing of innovative therapy, including gene 
and cell therapy.  

Through the evolution of European Union (EU) law, the European Parliament has been more and more 
involved in the adoption of EU binding law. Indeed, the co-decision procedure (i.e.  the joint adoption of 
legislative acts both by the European Parliament and the Council of the European Union) has become the 
ordinary legislative procedure from the adoption of the Lisbon Treaty in 2007. But the Parliament has also 
been involved in other types of procedures such as the consultation or cooperation procedures. Such 
participation takes the form of documents that are called European Parliament’ positions. The latter 
constitute an interesting corpus to be studied where ones want to know more about the fields of activities 
of the European Parliament as the European institution representing EU citizens.  

Focusing on innovative therapy in a wide meaning, this poster aims at conducting an exhaustive study of 
the mention of terms related to this topic in European Parliament’s positions.  

From the official website of EU law (EUR-Lex), we constructed a database comprising all positions of the 
European Parliament, with available metadata. The database was then searched in order to find every 
occurrence of a selected vocabulary on innovative therapy, including general terms such as “biomedical 
innovation” or more specific terms such as “gene therapy”, “cell therapy” or “advanced therapy medicinal 
products”. We thus were able to see what terms were used and when they were first mentioned, and in 
what kind of texts they were most present. In our corpus of texts including our selected terms, another 
point of interest was the way this vocabulary was interconnected, allowing us to group words according to 
their co-occurrence in documents. From a legislative mapping perspective, we were also able to see which 
legal basis were more often used, as well as which documents were citing each other. This work is 
presented under the form of a network graph comprising all documents and their interrelations.  

We finally developed thanks to Natural Language Processing methods a model of all documents 
containing our selected terms in order to find by means of textual similarity metrics other relevant 
documents for which these terms could have eluded. This complementary corpus could later be used for 
further research on innovative therapy in European Parliament’s positions, beyond our initially selected 
vocabulary.  
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Mapping regulators’ early interactions procedures to 
support innovation 

A. DELAGE, L.-S. GILBERT, A. MAHALATCHIMY, Mapping regulators’ early interactions 
procedures to support innovation, European Society for Gene & Cell Therapy 
Congress 2023, Brussels, Belgium, 24-27 October 2023 (POSTER available at 
https://hal.univ-lyon2.fr/CERIC/halshs-04290584v1)  

Abstract 
In an effort to help stakeholders to overcome the legal and scientific challenges raised during the 
development of a medicinal product, procedures, such as scientific advice, have been established in the 
European Union to enable early contact with regulators, especially in the field of gene and cell therapy. 
These procedures help to support innovation. They are various: some are available for all medicines and 
others target innovative medicines or Advanced Therapy Medicinal Products (ATMPs); some are legislative 
or regulatory schemes, others put into place services; some benefit to all types of medicines’ developer, 
others target a specific type of developer. These procedures for early interactions between stakeholders 
and regulators are available to facilitate communication between institutions and medicine developers all 
along the medicine’s life-cycle, but the main focus is on the pre-marketing authorisation phase. The 
exchanges occurring between regulators and the seeker of interaction can impact the chances an ATMP 
has to enter on the market. Thus, the aim is to foster their development by helping developers to navigate 
the regulatory pathways adequately for ATMPs to meet quality, safety, and efficacy requirements 
according to robust evidence to obtain marketing authorisation and access to patients. Knowing all the 
procedures, who can ask for them, which procedure to use, and with which regulator can be a challenge. 
Moreover, the extent of the possible support is often overlooked. This poster describes and discusses the 
multiple existing options available to ATMPs’ developers to overcome challenges during the pre-marketing 
authorisation phase through early interactions with regulators, here focusing on the European Medicines 
Agency and National agencies. Communicating on the early procedures available at national and European 
levels will help to identify potential gaps and raise developers’ awareness of the different procedures 
available to support the marketing authorisation of ATMPs.  
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A comparative study of national schemes and 
services for “early interaction” with Regulators 

A. DELAGE, L.-S. GILBERT, J. VERAN, V. ROBY, A. MAHALATCHIMY, A 
comparative study of national schemes and services for “early 
interaction” with Regulators, ESGCT 2025, 7-10 October 2025, 
Sevilla, Spain (POSTER available at https://hal.science/AO-DROIT/
halshs-05314257v1) 

Abstract 
Regulators, here understood as national medicines agencies, are supporting the development of innovative 
medicines in the field of Gene and Cell therapy by creating dedicated schemes and services. These are 
designed to help developers in the pursuit of making new medicines available for patients. Although such 
regulatory support can be provided all along the product’s life cycle, regulators generally recommend 
developers to look for support as early on in the development of a product as possible. Such possibility of 
obtaining regulatory support can be called “early interaction” with regulators. While “early interactions” 
existing at the European level are particularly relevant for Advanced Therapy Medicinal Products (ATMPs) 
for which marketing authorisation is granted under the centralised procedure, the national scale is of the 
utmost importance. Indeed, the National regulators are most of the time the first contacts for any developer. 
Beyond the interest in using one’s own mother tongue, several decisions (eg. Clinical trials authorization 
despite the single application via the European Union (EU) portal), rules and procedures (eg. ATMPs under 
the hospital exemption) fall under the remit of each Member State. Therefore, the first intention should 
always be to enter into contact with the regulator of the country where the medicine is developed. 
However, all countries are not equal when it comes to supporting the development of medicines. The 
purpose of this research is to identify the opportunities, as well as differences and gaps in availability and 
choices for developers of innovative medicines seeking early support at the national level. The availability of 
national support schemes can be a piece of information allowing to complete our understanding of the 
different national approaches towards gene and cell therapy. Most Member States have procedures for 
developers to enter into early contact. But a closer look into the available procedures shows discrepancies 
in the availability and access to regulatory advice across Member States. A possible explanation can be the 
resources and priorities of the Member State regarding innovative medicines. A few number of countries 
have no dedicated support procedures or services available to advice medicine developers’ individually. 
Others have an array of possible schemes for various questions depending on the level of precision and 
formalism needed by the developers. While most of them have services such as innovation offices or 
scientific advice, others don’t. Therefore, this study aims to provide a first overview of the available national 
procedures within the European Economic Area (EEA). Without reaching exhaustivity (due to language 
barrier and accessibility of resources) but tending towards it, the focus is on establishing a list of different 
types of available schemes at the national level. By doing so, the study provides starting point comparison 
and discussion on the choices available across countries and the diversity of the available procedures to 
support gene and cell therapy development in the EU.   
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Mapping the ATMPs Guidance Landscape 

V. ROBY, A. SCHEER, J. VERAN, F. SABATIER, A. MAHALATCHIMY, Mapping the ATMPs 
Guidance Landscape, European Society for Gene & Cell Therapy Congress 2023, 
Brussels, Belgium, 24-27 October 2023 (POSTER available at https://
shs.hal.science/halshs-04290574v1) 

Abstract 
Relatively new as an autonomous legal category within the European Union (EU) context with the 
adoption of the Regulation N° 1394/2007 of 13 November 2007 on advanced therapy medicinal products, 
gene therapy, cell therapy, and tissue engineering medicinal products are also subject of a quite significant 
amount of soft law production. Indeed, the recent and rapid evolution in these areas and the “youth” of 
their regulation raise many questions regarding these special rules, their interaction with already existing 
and more general ones, the requirements for the development of such medicines, their marketing 
authorisation, their classification, etc. To answer those questions and to dispel as many doubts as possible, 
guidance documents have been issued by several organisations within the EU context, foremost among 
them the European Medicines Agency, but also the International Council for Harmonisation of Technical 
Requirements for Pharmaceuticals for Human Use (ICH) as well as the European Council Directorate for 
the Quality of Medicines & Healthcare (EDQM) through the publication of the European Pharmacopeia. 
This soft law that contributed to regulating ATMPs even before the adoption of specific regulation consists 
in a disparate collection of documents in terms of types (guidelines/notes for guidance, reflection papers, 
concept papers, points to consider, position statements, questions and answers, etc.), in terms of topics 
(scientific guidelines, procedural advices, guidance on clinical trials, on production, manufacture, etc.) and in 
terms of authors as already mentioned. The result is a sea of texts in which it may be laborious to navigate, 
especially with ATMPs being biological medicinal products and hence a priori within the scope of guidance 
for general and biological medicinal products unless specific guidance exists. This is why our contribution, in 
the form of a poster, seeks to map a landscape of all relevant guidance available in this field to improve 
access to it and to facilitate its understanding for developers, marketing authorisation applicants and/or 
holders, academia, health professionals, etc. First by listing and classifying all institutional authors of these 
guidance documents identified through internet searches, giving the occasion to assess and to graphically 
visualise the distribution of each one’s contribution in the overall production of such texts, as well as to 
determine their territorial scope. Second by determining the interactions and overlaps between guidance 
papers applicable to ATMPs and those applicable to other general or specific medicinal products categories 
such as biological or biotechnological medicinal products with which ATMPs share the most guidance in 
common, as well as immunological or blood/plasma medicines and by representing them in the form of 
easy-to-read diagrams. 
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Organoids and organs-on-chip in gene and cell 
therapy: which innovation strategies in France? 

A. BOTTACCI, G. NICOLAS, A. MAHALATCHIMY, Organoids and organs-
on-chip in gene and cell therapy: which innovation strategies in 
France? ESGCT 2025, 7-10 October 2025, Sevilla, Spain (POSTER 
available at https://shs.hal.science/halshs-05314478v1) 

Abstract 

Organoids and organs-on-chip (O&OOCs) technologies are quickly becoming ubiquitous in health 
research and may also offer new perspectives in healthcare in the future. In the field of gene and cell 
therapy, they are mainly used in pre-clinical development for disease modelling, drug screening and 
toxicology. They also share a special connection with Advanced Therapy Medicinal Products – the legal 
category under which they would fall under if used as medicines in the future. To harness their potential, 
combined efforts from researchers, start-ups, industrial manufacturers, investors and regulatory bodies are 
required to structure this new technological sector and provide adequate funding. In France, stakeholders 
involved in pre-clinical and clinical research are organizing themselves around this novel technological 
sector by establishing new partnerships. Their aim is to standardize practices at the national level to 
elaborate and define new norms and standards in collaboration with national regulatory agencies that 
could subsequently be submitted to European decision-makers. In parallel, the necessary funds are being 
provided under the national strategy France 2030, a multiannual, 54-billion-euros plan designed to 
massively invest in innovative technologies. One of the Priority research programmes and equipment 
(PEPR) under this plan is specifically dedicated to funding research on O&OOCs for 48,4 million euros. 
France 2030 also contains an 800 million euros Health Innovation Plan with earmarked funds for 
Biotherapies and Bioproduction of novel therapies. Thus, a variety of financing options are available to 
researchers, start-ups and industry partners that are either working specifically on O&OOCs or using them 
in their research, including in the development of health technologies. This poster will provide an overview 
of the ongoing efforts to structure and finance this fast-growing technological sector in France. It will 
illustrate and discuss how the highly innovative and cross-cutting nature of O&OOCs enables them to 
benefit from both targeted and broad innovation strategies, including those related to gene and cell 
therapy. This work aims to support European stakeholders in identifying French networks and potential 
partners, as well as inspire similar initiatives abroad. ES
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