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Special provisions for advanced therapy medicinal products

These special provisions for advanced therapy medicinal products are made with reference to Annex 1 Analytical, pharmacotoxicological and clinical standards and protocols in respect of the testing of medicinal products (as amended) to Directive 2001/83/EC of the European Parliament and of the Council of 6 November 2001 on the Community code relating to medicinal products for human use.  These provisions will be updated in accordance with EU updates as and when they appear.  

Advanced therapy medicinal products are based on processes focused on various gene transfer-produced bio-molecules, and biologically advanced therapeutic modified cells and tissues as active substances or part of active substances.

This category of medicinal products falls within the scope of Part A of the Annex to Council Regulation (EEC) No 2309/93. For these products the presentation of the Marketing Authorisation application dossier shall fulfill the format and content requirements as described in the Annexes to the Kosovo Marketing Authorisation regulation concerning the Common Technical Document Modules 1 to 5.

Specific additional requirements related to this category of products as follows shall apply specifically to Module 3 of the application dossier.

1. Gene therapy medicinal products

Definition

For the purposes of this Annex, gene therapy product shall mean a set of processes aimed at the transfer, to be performed either in vivo or ex vivo, of a prophylactic, diagnostic or therapeutic gene (i.e. a piece of DNA), to human cells and its subsequent expression in vivo. The gene transfer involves an expression system contained in a delivery system known as a vector, which can be of viral, as well as non-viral origin.

Diversity of gene therapy medicinal products

a) - Gene therapy products using allogeneic or xenogeneic cells In those cases the medicinal product is manufactured in vitro in authorised premises meeting the Good Manufacturing Practice requirements. It can be considered as being made of two separate parts themselves considered as an active substance.

The preparation is made of a vector associated to the gene to be inserted the combination of both is an active substance. This vector will be further transferred in vitro into somatic cells of human or animal origin. 

The vector is ready-prepared and stored before its transfer into the host cells.

The cells have been obtained previously and may be processed as a cell bank with a limited viability.

The cells genetically modified by the vector represent an active substance.

Additional steps may be carried out in order to obtained the finished product. By essence, such a medicinal product is intended to be administered to a certain number of patients.

b) - Gene therapy products using autologous cells
Those products are prepared from cells obtained from an individual patient. The cells are then genetically modified using a ready-prepared vector containing the appropriate gene that have been prepared in advance and that constitute the active substance. The preparation is re-injected into the patient and is by definition intended to a single patient.

c) - Injection of ready-prepared vectors associated with genetic material

Transfer of genetic material may be carried out by direct injection of the ready prepared vector to the recipient.

 Specific requirements

The particulars and documents which must accompany applications for marketing authorisation, pursuant to Article 8 shall be submitted in accordance with the following requirements as depicted in the relevant Detailed Guidance published in the relevant Volume of The rules governing medicinal products in the European Community.

Regarding the quality documentation contained in Module 3 of the dossier, a special attention shall be granted to the following items:

a) - The physiological function of the modified cells and the biological activity of the

vector shall be documented;

b) - Information related to the starting materials;

c) - Genetic development and characteristic of the vector;

d) - In vitro genetically modified cells.

In addition to the data required for the recombinant vector and transfection of the therapeutic gene, the source of the cells hosting the recombinant vector shall be provided.

The characteristics of the human source such as age, sex, microbiological and viral status, exclusion criteria and country of origin shall be documented. 

Description of sampling including site, type, operating process, pooling, transportation, storage and traceability as well as controls carried out on sampling shall be documented.

e) - The specific characteristics of cell banking and their viability.

f) - The evaluation of the viral safety is an essential of the documentation to be

supplied.

g) - Traceability of the products from the donor to the finished medicinal product.

2. Human/animal somatic cell therapy medicinal products

Definitions

For the purposes of this Annex, somatic cell therapy medicinal products shall mean the use in humans of autologous (emanating from the patient himself) somatic living cells, or, allogeneic (coming from another human being) or xenogeneic (coming from animals) somatic living cells. Somatic cell therapy includes the administration to humans of autologous, allogeneic or xenogeneic cells the biological characteristics of which have been altered to obtain a therapeutic effect through metabolic, pharmacological and immunological means.

This definition shall include the expansion and activation of autologous cell populations ex vivo (adoptive immuno-therapy), the use of allogeneic cells contained in micro-capsules for protein medicinal product replacement and the use of cells of human origin containing intrinsic matrix scaffolds, bio-degradable or not.

Specific requirements for human cell therapy medicinal products

The particulars and documents which must accompany applications for marketing authorisation, pursuant to Article 8 shall be submitted in accordance with the following requirements as depicted in the relevant Detailed Guidance published in the relevant Volume of The rules governing medicinal products in the European Community.

Regarding the quality documentation contained in Module 3 of the dossier, a special attention shall be granted to the following items:

a) - General information on active substance(s)

The active substances of cell therapy medicinal products consist of cells which as a consequence of in vitro processing display prophylactic, diagnostic or therapeutic properties different from the original physiological and biological one.

This section shall describe the type of cells and culture concerned. Tissues, organs or biological fluids from which cells are derived as well as the autologous or allogeneic nature of the donation and its geographical origin shall be documented. The type of manipulation carried out and the physiological function of the cells that will be used as active substance shall be provided.

b) - Information related to the starting materials of active substance(s)

Human somatic cell therapy medicinal products are made of a defined number (pool) of viable cells which are derived from a manufacturing process starting either at the level of organs or tissues retrieved from a human being, or, at the level of a well defined cell bank system where the pool of cells relies on continuous cell lines. For the purposes of this chapter, active substance shall mean the seed pool of human cells and finished medicinal product shall mean seed pool of human cells formulated for the intended medical use.

The viral safety evaluation of starting materials and at each step of the manufacturing process shall be fully documented.

(i)  Tissues, cells and fluids of human biological origin

The characteristics of the human source such as age, sex, microbiological status, exclusion criteria and country of origin shall be documented.

Description of sampling including site, type, operating process, pooling, transportation, storage and traceability as well as controls carried out on sampling shall be documented.

(ii) Cell banking

Relevant requirements as to manufacturing and control of cell bank depicted in part I shall apply where the cells are processed according to a cell banking system.

c) - Information on the manufacturing process of the active substance(s) and the finished product

In some circumstances, the active substance and the finished medicinal product can be very similar. In that case, relevant parts of Module 3 shall apply by analogy. Where the finished medicinal product involves additional manufacturing steps such as mixing of several active substances, distribution in single dose container, dilution, addition of preservative, coupling of cells with a matrix or any other type of material, relevant parts of Module 3 shall be documented.

The different steps (organ/tissue dissociation; selection of the cell population of interest; in vitro cell culture; cell transformation either by physico-chemical agents or gene transfer) that the organ/tissue processing undergoes to achieve the in vitro cell manipulation procedure shall be documented.

d) - Characterisation of active substance(s)

All of the relevant information on an extensive characterisation of the cell population of interest shall be established in terms of identity (species of origin, banding cytogenetics, morphological analysis), purity (adventitious microbial agents and cellular contaminants), potency (defined biological activity), and suitability (karyology and tumorigenicity tests) for the intended medicinal use.

e) - Pharmaceutical development of finished medicinal product

Apart from the specific way of administration used (intravenous infusion, site- injection, transplantation surgery), information shall also be provided on the use of possible ancillary medical devices (bio-compatible polymers matrix, fibres, beads) in terms of bio-compatibility and durability.

f) - Traceability

A detailed flow chart shall be provided insuring the traceability of the products from the donor to the finished medicinal product.

Specific Requirements for Xenogeneic Cell Therapy Medicinal Products andXenotransplantationMedicinal Products

To cope with the insufficient supply of human somatic cell therapy medicinal products it may possible and desirable in certain circumstances to take advantage of the use of xeno-transplantation medicinal products.

For the purposes of this Annex, xeno-transplantation shall mean any procedure that involves the transplantation, implantation, or infusion into a human recipient of either live cells, tissues, or organs retrieved from animals, or, human body fluids, cells, tissues or organs that have undergone ex vivo contact with live non-human animal cells, tissues or organs.

The particulars and documents which must accompany applications for marketing authorisation, pursuant to Article 8 shall be submitted in accordance with the following requirements as depicted in the relevant Detailed Guidance published in the relevant Volume of The rules governing medicinal products in the EuropeanCommunity.

Regarding the quality documentation contained in Module 3 of the dossier, a special attention shall be granted to the following items:

a) - General information on active substance(s)

This section shall describe the type of cells and culture concerned. Tissues, organs or biological fluids from which cells are derived shall be documented. The type of manipulation carried out and the physiological function of the cells that will be used as active substance shall be provided.

The active substances of cell therapy medicinal products consist of cells which as a consequence of in vitro processing display prophylactic, diagnostic or therapeutic properties different from the original physiological and biological one. 

For the purposes of this chapter, active substance shall mean the pool of altered xenogeneic cells and finished medicinal product shall mean the pool of altered xenogeneic cells formulated for the intended medical use.

b) - Information related to the starting materials of active substance(s)

(i). - Sourcing of the animals

Under this heading, the choice of the animal species shall be carefully warranted on the basis of the risk of zoonoses, metabolic functions, breeding, immunological aspects (germ-free or pathogen-free animals), and geographical origin of animals in terms of TSE risk.

(ii). - Animal husbandry and care

Relevant standard operating procedures shall be documented concerning:

· detailing the housing of animals and containment conditions; 

· feeding and obtaining feed; 

· water and bedding; 

· performance and monitoring of the health screenings; 

· removal from production and disposal of the animals and their by-products; 

· identifying individual animals and recording their movements to, through, and out of the facility; 

· entry and exit of the animals; 

· animal transportation; 

· disposition of animal tissues and dead animals; 

· source and delivery of feed; 

· isolation and quarantine; 

· veterinary control.

(iii). - Transgenic animals

If the use of genetically modified animals is a prerequisite to obtain xenogeneic cell therapy medicinal products endowed with specific properties or to avoid xenogeneic cell/tissue rejection, all relevant detailed information on the method of creation, the characterisation of transgenic cells/tissues (better barrier for "humanised" animals) and confirmation of the nature of the inserted gene (expression system) shall be provided.

(iv). - Measures to prevent and monitor infections in the source/donor animals

As to the potential cross-species infectivity, programs for prevention and screening for infectious agents in the facilities providing source animals, as well as controls for housing, feeding, veterinary care and medicinal product treatment, disposal of waste and archiving samples shall be documented. 

(v). - Testing for infectious agents

Relevant standard operating procedures describing all necessary screening methods and required tests for infectious agents shall be documented. Programs for screening and detection of known infectious agents shall be selected according to the following parameters: source animal species; epidemiology; the organ/cell type involved; the manner in which the xenogeneic cell therapy medicinal product will be used clinically. These programs shall be updated periodically to reflect advances in the knowledge of infectious diseases.

(vi). - Facilities

All relevant information on location, personnel, handling areas (live animals, harvesting of organs or cells) and specific standard operating procedures shall be provided.

(vii). - Control of starting and raw materials

Information on organs/tissues and well-defined cell lines (source, history, generation of cell banking, characterisation and testing) used as starting materials shall be documented.

Similarly, information on various materials needed for genetic or phenotypic modification of the cells or tissues as well as culture media (human derived materials, animal derived materials) and medical devices used as raw materials shall be extensively documented.

The viral safety evaluation of starting materials and at each step of the manufacturing process shall be fully documented.

c) - Information on the manufacturing process of the active substance(s) and the

finished medicinal product

Xenogeneic cell therapy medicinal products are made of a defined number (pool) of viable cells which are derived from a manufacturing process starting either at the level of organs or tissues retrieved from animals, or, at the level of a well defined cell bank system where the pool of cells relies on continuous cell lines.

In some circumstances, the active substance and the finished medicinal product can be very similar. In that case, relevant parts of Module 3 shall apply by analogy. 

As a general principle, to guarantee the quality of the xenogeneic cell therapy medicinal product (consistency of the product and precautions regarding crosscontamination), the applicant must demonstrate that Good Manufacture Practice

requirements are met.

(i) - Description of the manufacturing process

The different steps (organ/tissue dissociation; selection of the cell population of interest; in vitro cell culture; cell transformation either by physicochemical agents or gene transfer) that the organ/tissue processing undergoes to achieve the in vitro cell manipulation procedure shall be documented.

(ii) – Characterisation

All of the relevant information on an extensive characterisation of the cell population of interest shall be established in terms of identity (species of origin, banding cytogenetics, morphological analysis), purity (adventitious microbial agents and cellular contaminants), potency (defined biological activity), and suitability (karyology and tumorigenicity tests) for the intended medicinal use.

(iii) - Pool of xenogeneic cells lot release testing and stability

Information (batch definition; container closure; specifications; storage stability) relevant to the active substance (seed pool of xenogeneic cells) shall be documented.

(iv) - Traceability

A detailed flow chart shall be provided insuring the traceability of the products from the donor to the finished medicinal product.
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