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[F1ANNEX I

ANALYTICAL, PHARMACOTOXICOLOGICAL AND CLINICAL STANDARDS
AND PROTOCOLS IN RESPECT OF THE TESTING OF MEDICINAL PRODUCTS

Textual Amendments
F1 Substituted by Commission directive 2003/63/EC of 25 June 2003 amending Directive 2001/83/EC of

the European Parliament and of the Council on the Community code relating to medicinal products for
human use (Text with EEA relevance).

[F2PART IV

ADVANCED THERAPY MEDICINAL PRODUCTS

1. INTRODUCTION

Marketing authorisation applications for advanced therapy medicinal products, as defined in
point (a) of Article 2(1) of Regulation (EC) No 1394/2007, shall follow the format requirements
(Modules 1, 2, 3, 4 and 5) described in Part I of this Annex.

The technical requirements for Modules 3, 4 and 5 for biological medicinal products, as
described in Part I of this Annex, shall apply. The specific requirements for advanced therapy
medicinal products described in sections 3, 4 and 5 of this part explain how the requirements in
Part I apply to advanced therapy medicinal products. In addition, where appropriate and taking
into account the specificities of advanced therapy medicinal products, additional requirements
have been set.

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, in accordance with the scientific guidelines relating to
the quality, safety and efficacy of medicinal products referred to in point 4 of the ‘Introduction
and general principles’.

The risk analysis may cover the entire development. Risk factors that may be considered include:
the origin of the cells (autologous, allogeneic, xenogeneic), the ability to proliferate and/or
differentiate and to initiate an immune response, the level of cell manipulation, the combination
of cells with bioactive molecules or structural materials, the nature of the gene therapy medicinal
products, the extent of replication competence of viruses or micro-organisms used in vivo,
the level of integration of nucleic acids sequences or genes into the genome, the long time
functionality, the risk of oncogenicity and the mode of administration or use.

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 in Module
2 of the application dossier. The risk analysis described above, when applied, shall also be
included and described in Module 2. In this case, the methodology followed, the nature of
the identified risks and the implications of the risk based approach for the development and
evaluation program shall be discussed and any deviations from the requirements of this Annex
resulting from the risk analysis shall be described.]]
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Textual Amendments
F2 Substituted by Commission Directive 2009/120/EC of 14 September 2009 amending Directive 2001/83/

EC of the European Parliament and of the Council on the Community code relating to medicinal products
for human use as regards advanced therapy medicinal products (Text with EEA relevance).
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