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ABSTRACT 

Advanced therapy medicinal products (ATMPs) are a rapidly developing class of innovative 

therapies that use living cells, tissues, or genes to treat or prevent diseases. The EU has a 

specific regulatory framework for ATMPs, which is designed to ensure the safety and efficacy 

of these products while also facilitating their development and access to patients. The EU 

ATMP regulation (Regulation (EC) No 1394/2007) establishes a multidisciplinary Committee 

for Advanced Therapies (CAT) to assess the quality, safety, and efficacy of ATMPs. The EU 

ATMP regulation also provides for a number of different regulatory pathways for ATMPs, 

depending on the product's characteristics and the target patient population. These pathways 

can be used to accelerate the development and approval of ATMPs, while still ensuring the 

safety and efficacy of these products. This abstract delves into the landscape of regulatory 

considerations surrounding ATMPs in the EU. It highlights the current Regulatory framework, 

approval pathways for marketing authorisation, European Medicines Agency (EMA) and its 

Committee for Advanced Therapies (CAT) evaluation process. The abstract navigates through 

the diverse regulatory pathways available for ATMPs, from clinical trials to market 

authorization. It underscores the synergy between innovation and patient welfare by exploring 

the priority medicines (PRIME) scheme introduced by the EMA. By examining the dynamic 

interplay between evolving scientific advancements and regulatory vigilance, this abstract 
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illuminates the strategic maneuvers and collaborative efforts driving the regulatory 

considerations shaping the future of ATMPs in the EU. 

Keywords:  Committee for Advanced Therapies, Certification, Evaluation, PRIME, Regulatory 

framework 

INTRODUCTION: 

These innovative treatments, which 

encompass gene therapies, cell therapies, 

and tissue-engineered products, hold the 

potential to revolutionize the way we 

address complex medical conditions. 

However, with great promise comes the 

responsibility to ensure patient safety, 

efficacy, and the maintenance of rigorous 

quality standards. In the European Union 

(EU), the regulatory landscape governing 

ATMPs has been carefully designed to 

address these challenges while fostering 

innovation. This essay delves into the 

intricate regulatory considerations that 

underpin the regulatory framework, 

classification, certification, evaluation, 

approval oversight of ATMPs in the EU. By 

exploring the multifaceted approaches taken 

by regulatory authorities, we gain insights 

into how these novel therapies are 

scrutinized and brought to patients in a 

manner that balances scientific progress 

with patient well-being [1]. The regulatory 

framework for medicinal products, 

instituted by the European Commission 

(EC), is executed through collaborative 

efforts between the European Medicines 

Agency (EMA) and the regulatory bodies 

within each EU member state. In recent 

times, a significant emphasis for the EMA, 

as well as regulatory bodies in the United 

States and Japan, has been to create and 

implement strategies aimed at accelerating 

the progress of clinical development [2].  

Advanced Therapy Medicinal Products 

(ATMP): 

Advanced Therapy Medicinal Products 

(ATMPs) represent a category of innovative 

medical therapies that encompass gene 

therapies, cell therapies, and tissue-

engineered products. These groundbreaking 

treatments hold tremendous potential for 

addressing various challenging and 

previously untreatable diseases and 

conditions [3]. 

The Current Regulatory Framework of 

ATMP: 

In 2009, the European Medicines Agency 

(EMA) established the Committee for 

Advanced Therapies (CAT) following the 

implementation of Regulation 1394/2007. 

CAT was created to address the innovative 

nature of Advanced Therapy Medicinal 

Products (ATMPs). To ensure a unified 

market access across Europe, the centralized 

procedure for marketing authorization 

applications (MAAs) became mandatory for 
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ATMPs, streamlining the evaluation 

process.  

This Regulation establishes precise 

regulations governing the authorization, 

oversight, and pharmacovigilance of 

advanced therapy medicinal products. 

Furthermore, in conjunction with the 

definitions outlined in Article 1 of Directive 

2001/83/EC and Article 3, points of 

Directive 2004/23/EC, the subsequent 

definitions shall be in effect for the intents 

and purposes of this Regulation. 

(a) The term 'Advanced Therapy Medicinal 

Product' pertains to any of the subsequent 

medicinal products designed for human use: 

 A gene therapy medicinal product, 

as described in Part IV of Annex I to 

Directive 2001/83/EC. 

 A somatic cell therapy medicinal 

product, as outlined in Part IV of 

Annex I to Directive 2001/83/EC. 

(b) 'Tissue engineered product' refers to a 

product that: 

 Contains or comprises of manipulated 

cells or tissues. Is presented with 

attributes suitable for, or is employed in, 

or administered to humans with the 

purpose of regenerating, repairing, or 

substituting human tissue. 

(c) Cells or tissues are categorized as 

'engineered' if they satisfy at least one of 

these conditions: 

 They have undergone substantial 

manipulation to achieve biological traits, 

physiological functions, or structural 

attributes relevant to the intended 

regeneration, repair, or replacement. 

Notably, manipulations listed in Annex I are 

not regarded as substantial manipulations. 

(d) 'Combined Advanced Therapy 

Medicinal Product' signifies an advanced 

therapy medicinal product that fulfils the 

subsequent criteria: 

 It integrates one or more medical 

devices, as an intrinsic component of 

the product, according to Article 

1(2)(a) of Directive 93/42/EEC or 

one or more active implantable 

medical devices according to Article 

1(2)(c) of Directive 90/385/EEC [4]. 

In 2016, the EMA introduced the PRIority 

MEdicines (PRIME) scheme to expedite the 

development of medicines targeting unmet 

medical needs, facilitating faster patient 

access. The PRIME scheme provides active 

support for the efficient development of 

agents for such needs without requiring 

extensive datasets [5]. However, this 

accelerated pathway necessitates more 

stringent post-market safety and efficacy 

evaluations. While the CAT oversees 

ATMP regulation at the European level, the 

approval, evaluation, and monitoring of 

clinical trials fall under the responsibility of 

individual EU member states (MS) [6].  
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Figure 1: Regulatory framework of ATMP specific legislation  

Regulatory approval pathways for 

ATMP: 

Priority Medicines (PRIME) Designation: 

This program was developed in 2016 and 

was intended to enhance the support given 

for the development of medicines that target 

an unmet medical need. It uses processes 

that were already part of the regulatory 

framework such as accelerated assessment, 

conditional approval, and scientific advice. 

Medicines under this scheme are usually 

granted Accelerated Assessment. This 

assessment is a process that reduces the time 

required for an application to be reviewed 

(150 from the standard 210 days). 

Conditional Marketing Authorisation 

(CMA): 

This scheme was developed for medicinal 

products with promising, yet incomplete 

efficacy data are granted market 

authorisation on the condition that they are 

further evaluated while on the market. The 

CMA is only effective for one year. Upon 

review of information collected during the 

conditional approval period, these medicinal 

products may be withdrawn from the 

market, granted traditional standard 

approval or continue to be marketed 

conditionally, depending on the data 

collected during that period. The CMA 

scheme was launched in 2006, however it 

was later integrated within PRIME. 

Authorisation Under Exceptional 

Circumstances (ECMA): 

 A marketing authorisation under 

exceptional circumstances is only applicable 

to therapies that cannot obtain a standard 

marketing authorisation as the required 
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safety and efficacy data cannot be provided 

due to the disease being so rare or because a 

clinical endpoint is challenging to measure 

due to ethical or scientific reasons. Since it 

is not possible for these therapies to obtain a 

standard MA, an ECMA is granted on the 

basis that the applicant agrees to 

continuously monitor product safety and 

reports any product incidents to the 

competent authorities. After an ECMA is 

granted, it is valid for five years with annual 

re-assessment procedures performed.[7] 

Accelerated Assessment: 

Accelerated assessment expedites the 

review period for marketing-authorization 

applications within the purview of the 

European Medicines Agency's (EMA) 

Committee for Medicinal Products for 

Human Use (CHMP). Eligibility for 

accelerated assessment hinges on the 

CHMP's determination that the product 

holds substantial importance for public 

health and therapeutic advancement. The 

evaluation of marketing-authorization 

applications, as part of the centralized 

procedure, extends up to 210 days, 

excluding instances when applicants extend 

the timeline by providing supplementary 

data. Upon formal request and provision of 

substantial justification for acceleration, the 

CHMP can truncate this period to 150 days. 

Such acceleration requests should be 

submitted a minimum of two to three 

months before the actual application.[8] 

ATMP Classification Procedure:  

In the European Union, the scientific 

recommendation on classification of 

Advanced therapy medicinal products 

(ATMPs) is called ATMP classification. 

Where ATMP classification is an optional 

procedure for applicants, it involves 

committee of Advanced therapies (CAT). 

The ATMP classification request is 

applicable solely to products that based on 

genes, cells, or tissues as their starting 

material, active substance, or finished 

product, including combinations with 

medical devices, bio-materials. This request 

is intended for cases where there are 

uncertainties about whether these products 

fall under the definition of an ATMP. If 

these products meet the criteria for ATMP, 

the Committee for Advanced Therapies 

(CAT), in its scientific recommendation, 

determines whether they qualify as gene 

therapy medicinal products, somatic cell 

therapy medicinal products, or tissue-

engineered products. [9] 

The applicant is required to submit two 

documents based on the templates provided 

on the ATMP classification EMA webpage: 

 Administrative information 

 Classification request form and 

briefing information, which should 

contain the following details:  

1. Product information, including 

active substance, finished product, 
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mechanism of action, and proposed 

use. 

2. Development information of the 

product, including manufacturing 

elements, quality aspects, and an 

outline of non-clinical and clinical 

development, all relevant to the 

ATMP classification.[10] 

The purpose of this procedure is to enable 

applicants to clarify any uncertainties 

regarding, whether a product is based on 

genes, cells, or tissues aligns with the 

scientific criteria defining Advanced 

Therapy Medicinal Products (ATMPs). The 

purpose of this procedure is to enable 

applicants to clarify any uncertainties 

regarding, whether a product is based on 

genes, cells, or tissues aligns with the 

scientific criteria defining Advanced 

Therapy Medicinal Products (ATMPs). The 

aim is to address potential questions of 

borderline cases with other fields, such as 

cosmetics or medical devices, at an early 

stage, which may arise as scientific 

knowledge progresses. 

It is highly advised that this clarification 

process takes place before submitting 

requests for scientific advice or protocol 

assistance, undergoing the Paediatric 

Investigation Plan (PIP) evaluation, seeking 

orphan drug designation, or applying for 

Marketing Authorisation Application 

(MAA) [11]. 

 

ATMP Certification: 

The Committee for Advanced Therapies 

(CAT), a division of the European 

Medicines Agency (EMA), offers a 

certification process tailored for advanced 

therapy medicinal products (ATMPs) that 

are being developed by micro-, small-, and 

medium-sized enterprises (SMEs). This 

certification procedure presents SMEs with 

an opportunity to have their generated data 

assessed scientifically, ensuring their 

development is on a promising 

trajectory.[12] 

Through this procedure, the CAT evaluates 

the quality data and, if available, non-

clinical data produced by SMEs during any 

phase of their ATMP development. The 

primary goal is to proactively identify 

potential issues at an early stage, allowing 

SMEs to address these matters before 

submitting a marketing authorization 

application. Upon evaluation, the CAT 

might suggest granting a certification that 

confirms the alignment of the available data 

with the standards required for evaluating a 

marketing authorization application. 

Subsequent to the CAT's recommendation, 

the EMA issues the official certification.[13] 

The entire process of evaluation and 

certification is designed to be completed 

within a span of 90 days. This certification 

procedure is established by Article 18 of 

Regulation (EC) No 1394/2007, commonly 

known as the 'ATMP Regulation'.  
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The certification procedure focuses 

exclusively on the scientific evaluation of 

existing experimental data associated with 

the product. This provides companies with a 

snapshot of how their data align with the 

review standards of a Marketing 

Authorisation Application (MAA. The 

certification process does not aim to offer 

advice for further product development; 

such guidance should be sought through the 

scientific advice procedure.[14] 

Evaluation Of Marketing Authorisation: 

The European Medicines Agency (EMA) 

shoulders the responsibility of conducting 

scientific assessments for marketing 

authorization applications pertaining to 

advanced therapy medicinal. products 

(ATMPs) across the European Economic 

Area. Prior to formally submitting a 

marketing authorization application, 

companies have the option to secure 

confirmation from the EMA, affirming that 

their developmental medicine aligns with 

the scientific benchmarks that categorize it 

as an ATMP. 

 

 

 

 

 

 

 

 
Figure 3: Assessment teams in ATMP evaluation 

 

During the evaluation process of an initial 

marketing authorization application for an 

Advanced Therapy Medicinal Product 

(ATMP), two assessment teams are 

designated as follows: 

 The initial assessment team 

comprises the CAT Rapporteur, the 

CHMP Coordinator, and a Co-

Rapporteur from the 

Pharmacovigilance Risk Assessment 

Committee (PRAC). 

 The second assessment team 

comprises the CAT Co-Rapporteur 

and the CHMP Coordinator [15]. 

Additionally, a Rapporteur is selected from 

the members and substitutes of the PRAC to 

fulfil the role of overseeing 

pharmacovigilance aspects. The evaluation 
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of a Marketing Authorization (MA) 

application for Advanced Therapy 

Medicinal Products (ATMPs) in the 

European Union (EU) follows a 

comprehensive and rigorous process to 

ensure the safety, quality, and efficacy of 

these innovative therapies. The European 

Medicines Agency (EMA) is the central 

regulatory agency responsible for evaluating 

and granting MAs for ATMPs. Here is an 

overview of the evaluation process:[16] 

Validation: Upon submission of the 

Marketing Authorization Application 

(MAA), the EMA conducts an initial review 

to ensure that the application is complete 

and includes all necessary data and 

documentation. 

Scientific Evaluation: The Committee for 

Advanced Therapies (CAT), a specialized 

committee within the EMA, conducts a 

thorough scientific evaluation of the ATMP. 

The CAT assesses data from pre-clinical 

studies, clinical trials, manufacturing 

processes, and quality control to determine 

the overall benefit-risk profile of the 

product. 

Assessment Report: The CAT prepares an 

assessment report that includes its 

evaluation of the ATMP's quality, safety, and 

efficacy. The report highlights any potential 

benefits and risks associated with the 

therapy. 

Interaction with Applicant: The CAT may 

engage in interactions with the applicant 

during the evaluation process. This can 

include requesting additional information or 

clarifications to address any concerns or 

questions that arise from the assessment. 

Scientific Advice: Developers can seek 

scientific advice from the EMA and the CAT 

at various stages of development. This 

advice helps ensure that the data collected 

aligns with regulatory expectations and 

requirements [17]. 

Committee Feedback and 

Recommendations: The CAT provides its 

feedback and recommendations to the 

Committee for Medicinal Products for 

Human Use (CHMP), another key 

committee within the EMA. The CHMP is 

responsible for making the final decision on 

the marketing authorization [18]. 

CHMP Evaluation: The CHMP reviews the 

CAT's assessment report and 

recommendations. It considers the scientific 

evidence, benefit-risk assessment, and the 

therapeutic need for the ATMP. 

CHMP Opinion: Based on its evaluation, 

the CHMP provides an opinion on whether 

the ATMP should be granted marketing 

authorization. The opinion includes a 

recommendation for approval or refusal and 

may also include specific conditions for use, 

risk minimization measures, or requirements 

for additional post-authorization studies. 

European Commission Decision: The 

European Commission, which is the 

executive body of the EU, makes the final 
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decision on whether to grant the Marketing 

Authorization based on the CHMP's 

opinion. The Commission takes into account 

the CHMP's recommendation, as well as any 

additional considerations related to public 

health and policy [19]. 

Post-Authorization Monitoring: Once an 

ATMP receives marketing authorization, 

ongoing post-marketing surveillance and 

monitoring continue to ensure the product's 

safety and effectiveness in real-world 

settings. Regulatory agencies may take 

actions if new safety concerns emerge [20]. 

CONCLUSION:  

The regulatory considerations for Advanced 

Therapy Medicinal Products (ATMPs) 

within the European Union (EU) reflect a 

comprehensive and meticulous approach 

aimed at ensuring the safety, quality, and 

efficacy of these cutting-edge therapies. The 

regulatory framework, overseen by the 

European Medicines Agency (EMA), is 

specifically designed to accommodate the 

unique challenges posed by gene therapies, 

cell therapies, and tissue-engineered 

products. ATMPs undergo a stringent 

evaluation process that involves multiple 

specialized committees, including the 

Committee for Advanced Therapies (CAT) 

and the Committee for Medicinal Products 

for Human Use (CHMP).  As the field of 

advanced therapies continues to progress, 

the EU's regulatory framework for ATMPs 

serves as a global benchmark, fostering 

innovation, promoting patient access to 

groundbreaking treatments, and 

exemplifying a harmonious balance 

between scientific progress and regulatory 

diligence. 
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