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Dossier organised into 4 modules:

Module 1 : General information

Johanna Krolikowski

Fabrice Moore (module 1.3: pharmacovigilance)

Module 2 : Quality data requirements

Belaïd Sekkali

Module 3 : Non-clinical data requirements

Claire Beuneu

Module 4 : Clinical data requirements

Ingrid Bourges - Stefan Bonné

Introduction

ATMP-HE – content of the application dossier – 24.04.2017
FAMHP



3

ATMP-HE – content of the application dossier – 24.04.2017
FAMHP

Module 1: General Information

Johanna Krolikowski

Content of the application dossier for ATMP-HE

ATMP-HE – content of the application dossier – 24.04.2017
FAMHP
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1.0 Cover letter

Free text, dated and signed, procedure number, specificities in the 
dossier…

1.1 Application form

•Can be found on the website

•Information relating to the future Hospital Exemption 
holder/contact persons

•Checklist of the hospital exemption criteria

•Basis information about the product subject of the application 
(name, category of ATMP, composition, brief description, presence
of devices, site(s) involved in the manufacture…)

•Proposal of periodicity and duration of patient follow-up (art. 7. §1. 
15° and art. 19 of RD of 8.01.2017)

Module 1: General information
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1.2 Product information

1.2.1 Summary of Product Characteristics (SmPC) (art. 15 of RD 
of 8.01.2017)

• basis information for healthcare professional on how to use the 
medicine safely and effectively

• composition of the product, clinical particulars (indication, 
instructions for use, contraindications…), pharmacological properties 
and quality particulars

• predefined structure (annex II of ATMP Regulation No 1394/2007)

• if some sections do not apply, the absence of data should be justified

1.2.2 Labelling (art. 16 of RD of 8.01.2017)

• should guarantee the traceability

• should allow the identification of the medicine and of the hospital
where the product is adminstered

• should facilitate the proper use of the product

• predefined structure (annex II of ATMP Regulation No 1394/2007)

• if some sections do not apply, the absence of data should be justified

Module 1: General information
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1.3 Pharmacovigilance requirements

Discussed at the end of this presentation.

Module 1: General information
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1.4 Fulfilment of Hospital Exemption criteria 

• Cf. art. 5. and art. 6. of RD of 8.01.2017

• free text

• justification that the product falls under the scope of the Hospital 
Exemption

• especially regarding the non-routine basis of the preparation 
(expected number of treated patients per year, number of 
released batches, production frequency…)

NB: products already notified through the « letters of intent » and 
recognised as potentially falling within the scope of the Hospital
Exemption should justify the fulfilment of the Hospital Exemption 
criteria again.

Module 1: General information
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1.5 Ethical requirements

1.5.1 Positive opinion of the consulted ethics committee

•Cf. art. 7, §1, 12° of RD of 8.01.2017

•fully recognised ethics committee as referred in the law of 7 May 2004 
on experiments on the human person

•positive opinion regarding the use of the product in the proposed 
indication

1.5.2. Informed consent form

•Cf. art 7, §1, 13° and art. 12, §2 of RD of 8.01.2017

•template of the informed consent form, approved by the ethics 
committee

•containing at least the nature, the scope, the purpose, the 
consequences, the expected benefits and the risks of the treatment 

•will be made publicly available through the FAMHP website once the 
ATMP-HE will be granted

Module 1: General information
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Module 2: Quality data requirements

Belaïd Sekkali

Content of the application dossier for ATMP-HE

ATMP-HE – content of the application dossier – 24.04.2017
FAMHP
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Module 2: Quality data requirements

Presentation Outline

 Introduction

 Legal Provision
 Quality expectation

 Quality Data Requirement

 Manufacturing Process and IP Controls
 Quality control of starting and Raw Materials
 Characterisation
 Controls of DS/DP

 Critical Quality Attributes

 Microbilogical Safety

 Stability
 Adventitious Agents Safety Evaluation

 Take Home Message
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2.S DRUG SUBSTANCE 15 

2.S.1 General information 15 

2.S.2 Manufacture 16 

2.S.3 Characterization 18 

2.S.4 Control of the Drug Substance 19 5 

2.S.5 Reference Standards or Materials 20 

2.S.6 Container Closure System 20 

2.S.7 Stability 20 

2.A APPENDICES 25 

2.A.1 Facilities and Equipment 25 

2.A.2 Adventitious Agents Safety Evaluation 25 

2.A.3 Other information 26 

2.P DRUG PRODUCT 21 

2.P.1 Description and Composition of the Medicinal Product 21 

2.P.2 Pharmaceutical Development 21 

2.P.3 Manufacturing Process Development 21 

2.P.4 Manufacture 21 5 

2.P.5 Control of Excipients 22 

2.P.6 Control of the Medicinal Product 23 

2.P.7 Reference Standards or Materials 23 

2.P.8 Container Closure System 24 

2.P.9 Stability 24 10 

Module 2: Quality data requirements

Administrative and scientific guidance for initial applications and applications for substantial modification

https://www.fagg-afmps.be/sites/default/files/guidance_atmp-he_2.pdf

https://www.fagg-afmps.be/sites/default/files/guidance_atmp-he_2.pdf
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Module 2: Quality data requirements
Legal provisions for production 

Article 28 (2) of the ATMP Regulation; amending Article 3 (7) of 
directive 2001/83/EC as follow:

Member states shall ensure that:

 National traceability and pharmacovigilance requirements are EQUIVALENT to 
centralized ATMP                                                        

 “Specific quality standards” are EQUIVALENT to centralized ATMP                                                        

Virtually identical and shall not differ from the quality 
requirements of a centrally authorised ATMP!



13

ATMP-HE – content of the application dossier – 24.04.2017
FAMHP

Module 2: Quality data requirements

Legal provisions for production 

 Exemption from the Centralized Procedure should not derogate
from setting an appropriate framework of criteria to ensure
Quality/Safety/Efficacy of ATMP-HE

 Criteria such as Safety, Identity, Purity, and Potency (validated
and linked to clinical Efficacy) must be fulfilled

 Flexibility (e.g. RBA) will be focused on how to fulfil these
criteria
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Module 2: Quality data requirements
ATMP-HE quality expectation

 It is acknowledged that the amount of relevant information will 
depend on the stage of development of the product. However we 
are expecting:

 Good knowledge of the manufacturing process

 Good understanding of the characteristics of the active substance

 Good  knowledge of the product

 Good knowledge of the risks

 Overall, It is all about: 

 the knowledge of your product, appropriate to the assigned task(s)

 its safety and 

 efficacy profile
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Module 2: Quality data requirements

 Good Manufacturing Practice (‘’moderate’’ GMP certificat)

 Description of the manufacturing process and validation of 
aseptic process

 Description of the key process controls during production 

 Quality controls of starting and raw materials and their suitability
for use 

 Adequate control of DS/DP (CQA) to ensure  batch to batch 
consistency

 Risk assessment of known risk factors (i.e. adventitious agents 
safety) 



16

ATMP-HE – content of the application dossier – 24.04.2017
FAMHP

Module 2: Quality data requirements
Manufacturing Process and Process Controls

What type of information are needed to be provided?

 Flow-chart of the entire process covering all stages of the process

 In Process Control carried out including appropriate acceptance 
criteria

 Information on starting materials, intermediates, and raw 
materials

 Information on Matrixes/devices/scaffolds used during the 
manufacture

 Information on the scale of production (i.e. batch size of the 
substance) 
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Module 2: Quality data requirements
Quality controls of Materials

What type of information are needed to be provided?

 List of used materials (e.g. raw materials, starting materials)

 Information on the source, quality and control of raw materials

 When a pharmacopoeia quality is not available for a raw material, its
suitability and qualification for the intended use should demonstrated

 Statement on their elimination (i.e. capacity of the process to remove them)

 Documented control strategy (i.e. qualification of suppliers) that
is sufficient to eliminate the risks or to mitigate them to an
acceptable level
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Module 2: Quality data requirements
Quality controls of Materials

What type of information are needed to be provided?

 For primary cells and tissues

 Specific quality and safety requirements as laid down in Directives
2004/23/EC and 2006/17/EC

 Starting materials of human and/or animal, details of their origin and safety
with regard to contamination by foreign substances (e.g. mycoplasma,
bacteria, TSE-risk virus safety) are required.

 For Cell banking system

 Information on the source/history/establishment and
characterization/qualification of the cell bank systems

 Information about all raw and staring materials and other adjuvant used
during establishment
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Module 2: Quality data requirements
Complex and dynamic substances need a 
thorough characterisation

Cells are not small pills……

19

Signal

 Activation of G-proteins

 Activation of kinases/lipases/proteases/nucleases

 Production of secondary messengers

 Chromatin remodeling and epigenetic modification

 Activation of gene expression

…..

Cell motility

Cell proliferation / differentiation

Apoptosis

Protein expression 

Ca2+ release

Inter / intra –cellular

signalling

Cells are not small pills…
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Module 2: Quality data requirements
ATMP-HE characterisation

 Characterisation program should be extensive (based on previous
knowledge + development) and data, to allow relevant specifications to be
established, should be provided (development and clinical batches)

 REFERENCE TO THE LITERATURE DATA ONLY IS NOT ACCEPTABLE!

 Overall, you are expected to:

 Know very well your active substance and your product, 

 Deliver a very well characterised DS using validated/appropriate sensitive 
tools,

 Deliver a consistent product based on well established release 
specifications
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Module 2: Quality data requirements
Main quality aspects to be addressed

 Starting and Raw materials 

 Microbial safety  

 Identity

 Purity / impurities

 Biological activity (i.e. Potency)

 Genomic stability / tumourigenicity

Critical Quality Attributes
Required for Product Release

Quality Requirement/Viral Safety
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Module 2: Quality data requirements

Control of the AS of the ATMP-HE

 The release specifications for the active substance and end
product should be presented and accompanied by batch analysis
results for all available batches.

 Specifications for the active substance and end product should
address, as a minimum, the following quality parameters:

 Identity
 Cell viability
 Purity/impurities
 Freedom from adventitious agents (viruses, mycoplasma, bacteria, fungi)
 Evaluation of tumorigenicity of cells grown for an extended period of time

 A description of proposed analytical methods used in product
testing should be provided, and the main analytical methods
should be validated (e.g. microbial safety) or qualified as suitable
for use.
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Module 2: Quality data requirements

Potency assay: a Critical Quality Attribute of the DS

 Potency is a key parameter for complex products which
are difficult to characterise. It is mandatory for ATMP-HE!

 A combination of multiple methods may be needed to
adequately define the potency of these products during
the development

 Carefully consider potency testing for characterization
and release. Preferably, the potency assay should reflect
the clinical Mechanism of Action.



24

ATMP-HE – content of the application dossier – 24.04.2017
FAMHP

Module 2: Quality data requirements

Impurities

 Strategy for evaluation of impurities should be adequate to support
the hospital-exemption authorisation application

 Details and specifications of impurities are required and should be
discussed in the light of their risk that is related to the clinical dose

 Specifications limits will depend on the capacity of the
manufacturing process to reduce them at residual levels

Note: An assessment of potential residual impurities derived from
process related raw materials could be performed, based on:

 Experience acquired during the manufacturing of development batches

 Several assumptions combined with statistical and mathematical calculations.
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Module 2: Quality data requirements
Stability

 The proposed stability program and shelf-life testing strategy
should be appropriate to support a HE authorization application

 Product-specific parameters sensitive to storage such as
viability, identity, purity, and biological activity should be
monitored

 When dealing with fresh products, in-use stability should be
documented and data provided
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Module 2: Quality data requirements
Adventitious agent safety evaluation

 All materials of human or animal origin used in the
manufacturing process (starting materials, excipients and
reagents) should be identified and their use at production should
be described.

 When using material from human blood or other human tissues,
careful selection and testing of the donor should be described

 The potential risk of introduction of viruses by biological raw
materials should be evaluated

 The measures to minimize microbial contamination by proper
sourcing/sampling of the starting material and raw materials
should be addressed.
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Module 2: Quality data requirements
Take Home Message

What we are expecting for ATMP-HE

 Validated, Aseptic Manufacturing Process

 Good Quality Starting and Raw materials

 Appropriately Defined Product (characterisation)

 Suitable/Qualified Analytical Tools (validated for microbial testing)

 Consistency of the Manufacturing Process and of the Product
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Module 3: Non-clinical data requirements

Claire Beuneu

Content of the application dossier for ATMP-HE

ATMP-HE – content of the application dossier – 24.04.2017
FAMHP
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Module 3: Non-clinical data requirements

Content

MODULE 3: NON-CLINICAL DATA REQUIREMENTS

3.1 Pharmacology
3.1.1. Proof of concept (Primary Pharmacodynamics)
3.1.2. Safety pharmacology

3.2 Biodistribution (pharmacokinetics)

3.3 Toxicology
3.3.1. Single and repeated dose toxicity studies
3.3.2. Local tolerance studies
3.3.3. Other toxicity studies
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Module 3: Non-clinical data requirements

Risk based approach

Due to the specific nature of advanced therapy medicinal products, a
risk-based approach may be applied to determine the extent of quality,
non-clinical and clinical data to be included in the marketing authorisation
Application […]

Relevant available non-clinical and clinical data or experience with
other, related advanced therapy medicinal products may also be
considered in the risk analysis.

Any deviation from the requirements of this Annex shall be scientifically
Justified […]
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Module 3: Non-clinical data requirements

Risk-based approach guideline

 to identify the risks and associated risk factors, and to establish 
a risk profile for an ATMP under development

 based on this risk profile, the Applicant will justify the extent of 
data included in the MAA dossier

Risk: an unfavorable effect that can be attributed to the ATMP and is of concern to the patient and/or to
third parties.

Risk factor: a qualitative or quantitative characteristic that contributes to a specific risk following
administration of an ATMP.

Risk profile: integrates all available information on risks and risk factors in order to obtain a profile of each
individual risk associated with a specific ATMP.

+

=
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Module 3: Non-clinical data requirements

Cell products: risk factors

Autologous
stem cell

progenitor

terminally 

differentiated

genetic 

modification

Xenogeneic

Allogeneic Differentiation

Proliferation

Manipulation

culture
differentiation

Origin

Other 

components

Bioactive 

molecules

Structural components

+ ability to initiate an immune response?

+ mode of administration ?

+ duration of exposure ?
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Module 3: Non-clinical data requirements

Cell products: risks

 infections

 loss of function

 immunogenicity

 tumourigenicity

 ectopic engraftment
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Module 3: Non-clinical data requirements

Gene therapy medicinal products

In vivo

Ex vivo

Integrating (retro, lenti)

Non-Integrating

(AAV, adeno)

MSC, HSC, 

other cells… 

from patient 

or donor

Engineered 

cells

In vitro 

transduction

http://www.slideshare.net/pkchoudhury/gene-therapy-10420712
http://www.slideshare.net/pkchoudhury/gene-therapy-10420712
http://www.google.be/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRw&url=http://store.winnipegfreepress.com/photostore/details/114226/&ei=K-B2VfL5BMrW7QaK5oPYAQ&bvm=bv.95039771,d.ZGU&psig=AFQjCNFS5vewbA-TYyHCiDPmkMakO0bnaw&ust=1433940331450865
http://www.google.be/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRw&url=http://store.winnipegfreepress.com/photostore/details/114226/&ei=K-B2VfL5BMrW7QaK5oPYAQ&bvm=bv.95039771,d.ZGU&psig=AFQjCNFS5vewbA-TYyHCiDPmkMakO0bnaw&ust=1433940331450865
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Module 3: Non-clinical data requirements

GTMPs: risk factors

 Integration

 immunogenicity

 latency/reactivation and/or mobilization/recombination

 biodistribution / tropism

 transgene type + level of expression

 ex vivo transduction: risk factors for cell-based products

 patient/disease/medical procedure related
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Module 3: Non-clinical data requirements

Main risks for GTMP

• Integrating vector: insertional mutagenesis

• Replicating viral vector: target cell lysis, dissemination, shedding

• Immunogenicity: loss of efficacy, immunotoxicity

• Modification of transgene expression: toxicity, loss of efficacy

• Germline transmission: No gene therapy trials may be carried out which 
result in modifications to the subject's germ line genetic identity (Dir. 
2001/20/EC)
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Module 3: Non-clinical data requirements

The objectives

 demonstrate proof-of-principle

 define pharmacological and toxicological effects predictive of the

human response

 provide information to select safe doses

 support the route and schedule of administration

 support the duration of exposure and duration of follow-up
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Module 3: Non-clinical data requirements

Pharmacology

 Proof of concept studies: should provide evidence supporting the potential 
clinical benefit or at least the related biological effect/molecular mechanism 
of action

 In vivo (homologous) animal models and/or in vitro studies

 Should support route of administration, treatment dose and regimen 

 Safety pharmacology: monitoring of safety endpoints during PoC studies

 Biodistribution

 to observe tissue distribution, trafficking, persistence,   
shedding, tropism, integration (GTMP)

 Interactions
 cells + structural components
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Module 3: Non-clinical data requirements

Toxicology

 Single or repeat-dose toxicology studies may be combined with
safety pharmacology, local tolerance (+tissue compatibility) or PoC
studies

 Repeat-dose toxicity studies only when clinical use includes multiple 
dosing

 Duration of observation should be longer than in standard single 
dose studies (long term effects)

 GTMP specifics: duration should be 6 months (long term effect) + 
recovery period, integration potential, number of copies in target 
cells, transgene product: over-expression, immunogenicity, 
transgene specific endpoints
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Module 3: Non-clinical data requirements

Toxicology (2)

 in vivo tumourigenicity = on a case by case basis, with cells at the 
limit of routine cell culturing or beyond that limit

 need for reproductive studies?

QL part: testing according to the ICH Q5D and to the Ph.Eur. 
(Monograph on cell substrates for the production of vaccines for 
human use) : analysis of e.g. proliferative capacity, dependence
on exogenous stimuli, response to apoptosis stimuli, genomic
stability…
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Module 3: Non-clinical data requirements

Conclusions

 Flexibility: risk based approach

 Absence of non-clinical data needs to be justified

 Literature data/data with similar product: relevance?
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Module 4: Clinical data requirements

Ingrid Bourges - Stefan Bonné

Content of the application dossier for ATMP-HE
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Rationale for the Hospital Exemption

- Short description of the indication to be treated, the conditions of use with
the number of patients to be treated

- Available treatments and ongoing clinical trials for the same indication in BE

- Need for the HE with the ATMP. Reasons why clinical trials cannot be
initiated or applied with this particular treatment.

Fulfillment of the HE criteria:

ATMP prepared in BE according to an individual medical prescription (non-
routine basis), to be used in a hospital, in BE, under the exclusive professional
responsibility of a medical practitioner.

The HE cannot be granted if same ATMP is available for patients through:

- a clinical trial or a compassionate use program

- a HE or a Marketing Authorisation, including a medical need program.

Module 4: clinical data requirements
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Relevant clinical data on efficacy and safety

(clinical trial data phase I-II-… and clinical experience outside
clinical trials)

- All clinical experience with the product and the expected benefit for
the patient should be discussed.

- Preliminary safety and PD data collected at least during phase I clinical
trials are deemed necessary (with, as possible, PK data).

- Only exceptionally, the clinical data on efficacy may be based on the
clinical experience with the product in a different therapeutic
indication.

- Clinical experience with similar products could also be described if
considered relevant regarding efficacy and safety.

The HE cannot be granted if the same ATMP has not been previously
administrated to humans.

Module 4: clinical data requirements



45

ATMP-HE – content of the application dossier – 24.04.2017
FAMHP

Relevant literature references

Relevant bibliography and clinical guidelines should be cited and provided to
support the Applicant’s claims about the usefulness and the safety of the
product in the specified indication, or similar indications if considered
relevant.

Module 4: clinical data requirements
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Discussion including benefit-risk analysis of the clinical data

The Applicant should justify that the proposed medicinal product is likely
to have a clinical benefit for the patient.

Unresolved issues and uncertainties should also be discussed.

Module 4: clinical data requirements

Overall benefit-risk discussion (including quality,
nonclinical, and clinical data)

Within the overall benefit-risk discussion (including all available data:
quality, nonclinical and clinical data), the importance of the favourable
and unfavourable observed effects should be discussed, with the impact
of the uncertainties and limitations associated with the available data on
their translation into clinical practice.

The HE cannot be granted if the benefit-risk is not positive.
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Specific requirements for all advanced therapy medicinal 
products (Directive 2001/83/EC Module 5)

- If the clinical application of ATMP requires specific concomitant therapy
and involves surgical procedures, the therapeutic procedure as a
whole shall be investigated and described. Information on the
standardisation and optimisation of those procedures during clinical
development shall be provided.

- When medical devices used during the surgical procedures for
application, implantation or administration of the ATMP may have an
impact on the efficacy or safety of the ATMP, information on these
devices shall be provided.

- Specific expertise required to carry out the application, implantation,
administration or follow-up activities shall be defined. When
necessary, the training plan of health care professionals shall be
provided.

Module 4: clinical data requirements
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Regulatory requirements

- SmPC

- Labelling of outer/immediate packaging

- Positive opinion of the consulted ethics committee, regarding the use,
in the proposed indication, of a medicine for which a marketing
authorisation is not required.

- Informed consent form, approved by the ethics committee, containing
at least the nature, the scope, the purpose, the consequences, the
expected benefits and the risks of the treatment. This document will
be made publicly available through the FAMHP website once the HE
will be granted. It should be available in NL and FR at the end of the
procedure.

- Monitoring plan the safety and effectiveness of the product is highly
recommended to be included in the Risk Management Plan
(Pharmacovigilance).

All regulatory requirements are to be fulfilled for the HE to be granted.

Clinical requirements
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At least 2 months before the annual renewal date of the HE, a report should
be sent to the FAHMP, containing:

- Number of doses prepared and number of patients treated

- Declaration on the HE criteria fulfilment

- New pertinent clinical experience and clinical data obtained with the ATMP

- Pharmacovigilance data

- Updated benefit-risk analysis of the ATMP

- Modifications which are not substantial

Validation will be done in 20 days from the reception of the report.

The HE renewal will be evaluated before the end of the third month after the
anniversary date of the HE.

HE can be repealed in case the HE criteria are no longer fulfilled or if the
benefit-risk analysis is no longer positive.

Clinical requirements - Annual evaluation
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Module 1.3: Pharmacovigilance 
documents for the application dossier

Fabrice Moore

Content of the application dossier for ATMP-HE

ATMP-HE – content of the application dossier – 24.04.2017
FAMHP
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-> references in CHAPTERS I, IV and VIII of the Royal Decree

Module 1.3: Pharmacovigilance requirements

Pharmacovigilance System Master File

The Applicant of an ATMP-HE should implement a Pharmacovigilance System, 
which is defined as the system used to monitor the safety/efficacy of an ATMP-
HE, to examine how to avoid or minimize the risks and if necessary to take 
appropriate corrective measures, and to detect any possible change in the 
B/R balance. 

Information on the Pharmacovigilance System should be gathered in a 
Pharmacovigilance System Master File (PSMF) which should follow the 
recommendations outlined in the Art. 73 of the Royal Decree dated 14th December 
2006, which it self refers to the EU Regulation 520/2012. 

In practice -> guidance on content in the “Guideline on good pharmacovigilance 
practices (GVP) Module II – Pharmacovigilance System Master File”. 

-> THE PSMF NEEDS TO EXIST AND SHOULD BE PRESENTED IN CASE OF A PhV
INSPECTION.  BUT IT SHOULD NOT BE SUMITTED WITH THE APPLICATION 
DOSSIER.
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Module 1.3: Pharmacovigilance requirements

Pharmacovigilance System Master File (2)

-> TO BE SUBMITTED WITH THE APPLICATION DOSSIER: the Summary of the 
PSMF

According to the Royal Decree, this document should at least include:

- proof that the Applicant has at his disposal a Qualified Person responsible for 
pharmacovigilance (QPPV) available 24/7; and the contact details of the 
qualified person; 

- a statement signed by the Applicant confirming that the Applicant has the 
necessary means to fulfil the pharmacovigilance tasks and responsibilities
listed in articles 18-22 of the Royal decree;

- A brief summary of the measures that will allow to monitor possible 
undesirable effects of the innovative therapy. 

Additional informative guidance on the role of a Pharmacovigilance System, and the 
role and qualifications of the QPPV can be found in the “Guideline on good 
pharmacovigilance practices (GVP) Module I – Pharmacovigilance Systems 
and their quality systems”
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-> reference in CHAPTER VIII of the Royal Decree

Module 1.3: Pharmacovigilance requirements

Risk Management Plan

-> WHEN AN INNOVATIVE THERAPY INVOLVES SIGNIFICANT SAFETY 
CONCERNS,, A RISK MANAGEMENT PLAN (RMP) SHOULD BE SUBMITTED

RMP = document which intends to identify, characterize and propose measures 
to avoid or minimize the risks. -> modular structure which should contain different 
parts, including:

- SAFETY SPECIFICATION: identify/characterise the risks & missing information

- PHARMACOVIGILANCE PLAN: how to further characterise the risks (if needed)

- RISK MINIMISATION MEASURES: how to avoid or at least minimize the risks

! ! ! specificities regarding the safety of ATMPs compared to other products:

-> “Guideline on safety and efficacy follow-up-risk management of advanced 
therapy medicinal products” (EMEA/149995/2008)

Old document before the new PhV legislation (2012), but EMA still refers to this one in 
the last update of the GVP Module V (Rev. 2) for RMPs (dated 28-03-2017)

-> Considerations regarding the “DDPS” should be disregarded in this Guideline. 
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Module 1.3: Pharmacovigilance requirements
Risk Management Plan (2)

-> the Guideline summarizes ATMP-specific safety & efficacy concerns to consider.

Safety concerns 

• Risks to living donors
- related to their conditioning prior to procurement

- related to surgical/medical procedures used during or following procurement

• Risks to patients related to quality characteristics of the product 
- Species of origin and characteristics of cells (and related body fluids, biomaterials, biomolecules)

- Characteristics of vectors for gene therapy medicinal products

- Biologically active substances used in manufacturing (e.g. enzymes, antibodies, growth factors,…)

- Quality assurance and characteristics of the finished product (stability, biological activity, purity, …)

- Risk related to transmissible diseases (viral, bacterial, parasitical infections, malignancy)

• Risks to patients related to administration procedures, for instance:
- Biologically active substances used in preparation prior to administration (enzymes, cytokines, GH,…)

- Risks related to conditioning of the patient

- Risks of related medical or surgical procedures (anaesthesia, transfusion, implantation,   

transplantation) 

- Risks related to clinical follow-up (e.g. immunosuppression necessary for treatment of complications)

- Risks related to mistakes or violations of the standard procedures for administration of the product
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Module 1.3: Pharmacovigilance requirements

Risk Management Plan (3)

Safety concerns (continued)

• Risks to patients related to the storage and distribution of the product 
(stability, preservation, freezing, thawing,…)

• Risks related to interaction of the product and the patient, for instance:
- Unwanted immunogenicity and its consequences (anaphylaxis, GvHD, induced ilmmunodeficiency, etc)

- Risks related to both intended and unintended genetic modification of the patient’s cells (apoptosis,

malignancy, etc)

- Early and late consequences of homing, grafting, differentiation, migration and proliferation

- Risks related to infection with vectors used in gene therapy medicinal products (e.g. integration of

genetic material into the host genome)

• Risks related to scaffolds, matrices and biomaterials (biodegradation, mechanical 
factors…)

• Risks related to persistence of the product in the patient, for instance:
- Availability of rescue procedures or antidotes and their risks

- Late complications, particularly malignancies and autoimmunity

- Considerations on the potential impact of previous, concomitant, or future therapies typical for the

diagnosis or treatment of the respective disease on the product, or vice versa impact of the product 

on those other therapies (e.g., Ig treatment could later impact on expression of the introduced gene 

by antibody interaction…)
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Module 1.3: Pharmacovigilance requirements
Risk Management Plan (4)

Safety concerns (continued)

• Risks related to re-administration, for instance:

- Immune reactions - anaphylaxis, neutralising antibodies…

- Risks related to repeated surgical or administration procedures

• Risks to close contacts, for instance:

- Based on the environmental risk assessment, virus shedding and its consequences

• Specific parent-child risks, for instance:

- Risk of germ line integration of transgene, or other genetic transformation of the germ line

- Foetal transmission (of vectors, biologically active substances, cells, infectious agents…)

- Transmammary exposure of children in lactating women (to vectors, biologically active 

substances, cells, …)
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Efficacy concerns 

(as efficacy may be demonstrated in only few patients, and may depend on multiple factors)

• Efficacy concerns related to the use of living organisms (change in long-term, 

neutralising Ab response, …)

• Efficacy concerns during the early phase (e.g. for tissues that need to develop before 

being fully functional)

• Efficacy concerns in the long-term for unique treatments (sustainability od the 

efficacy over years)

• Efficacy concerns related to the administration, conditioning of the patient, 
surgery and follow-up (quality of the procedure)

• Efficacy concerns related to the evolution of the natural course of the 
disease (dynamics of efficacy)

Module 1.3: Pharmacovigilance requirements

Risk Management Plan (5)
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