Documentation in support of good manufacturing practices (GMP1) and the quality of investigational medicinal products to be submitted with an application for the conduct of a clinical trial in Denmark

The two tables below provide a description of the documentation of good manufacturing practices (GMP1) and the quality of investigational medicinal products (including placebo and comparator) that is to accompany an application submitted to the Danish Medicines Agency for the authorisation of a clinical trial in Denmark. 

The first table describes the documentation to be submitted for investigational medicinal products2 from EEA3 countries while the second table describes the documentation to be submitted for investigational medicinal products2 imported from or associated with manufacturing activities4 in third countries. 

Authorised medicinal products: An authorised medicinal product is a medicinal product with a marketing authorisation in the country in which it was acquired. 

Modified medicinal products: If the investigational medicinal product2 is an authorised product that will be modified for use in the trial (e.g. encapsulation, repackaging), you should follow the column non-authorised medicinal products – however, this only applies to those manufacturing activities that concern the changes to the medicinal product. In such cases, a simplified Investigational Medicinal Product Dossier (sIMPD5) may replace a full IMPD6 for these activities. 

Non-authorised medicinal products: Medicinal products that do not have a marketing authorisation.

For further information, please also see the European Commission guidelines ”Volume 4 Good Manufacturing Practices, Annex 13 Manufacture of Investigational Medicinal Products” (http://ec.europa.eu/enterprise/pharmaceuticals/eudralex/vol-4/pdfs-en/an13final_24-02-05.pdf) and ”Detailed guidance for the request for authorisation of a clinical trial on a medicinal product for human use to the competent authorities, notification of substantial amendments and declaration of the end of the trial” (http://ec.europa.eu/enterprise/pharmaceuticals/eudralex/vol-10/11_ca_14-2005.pdf).

Use the table below to identify the documents to be submitted to the Danish Medicines Agency in support of the investigational medicinal product (including placebo and comparator):

Investigational medicinal product2 from EU/EEA3 
	Authorised medicinal product in the EU/EEA3, irrespective of where the manufacturing activities take place.
	Non-authorised medicinal product in the EU/EEA, but where all the manufacturing activities4 take place in the EU/EEA3

	· Summary of product characteristics or similar document authorised by an EU/EEA3 authority

 
	· IMPD6 (or sIMPD5)

· Manufacturing authorisaton4 


Investigational medicinal product2 from third country (a non-EU/EEA2 country), imported into the EU

	Authorised / Non-authorised  investigational medicinal product with manufacturing activities in a third country

	· IMPD6 (or sIMPD5)

Note: In the case of authorised medicinal products from the USA and Japan as well as MRA countries7, a summary of product characteristics or similar document authorised by a regulatory body in the concerned country will be sufficient, provided, however, that it is used in compliance with the marketing authorisation.
· Manufacturing authorisation4 for activities taking place in the EU/EEA3
· Documentation* of release8 in the EU/EEA:

· Import authorisation9 
· Manufacturing authorisaton4 
· QP declaration10 
· Documentation supporting that the biological substances are manufactured in compliance with GMP1 standards (at least equivalent to EU GMP)

* The following document as regards manufacturing sites in third countries shall be made available on request, e.g. in connection with inspections: 

· GMP certificate11 from EU authority and/or EU GMP audit report12 from a QP10 or EU GMP authority report

Where the third country is either Canada, Switzerland, Australia or New Zealand (countries with MRAs7), the above document may be replaced by a GMP certificate11 and/or a manufacturing authorisation4 issued by a regulatory body in the concerned MRA7 country.


1) GMP: Good Manufacturing Practice means the part of quality assurance which ensures that medicinal products and intermediate products are consistently produced and controlled in accordance with the quality standards appropriate to their intended use.
2) Investigational medicinal product (IMP): A pharmaceutical form of an active substance or placebo being tested or used as a reference in a clinical trial, including products already with a marketing authorisation but used or assembled (formulated or packaged) in a way different from the authorised form, or when used for an unauthorised indication, or to gain further information about the authorised form. 
3) EEA countries include all EU countries and Norway, Iceland and Liechtenstein. 
4) Manufacturing authorisations must be submitted for all manufacturing sites that conduct manufacturing activities. In this context, manufacturing activities mean all processes of production (excluding, however, the manufacture of active chemical substances), packaging processes, labelling and release of medicinal products. If the investigational medicinal product is handled by hospital pharmacies in Denmark, there is no requirement for submission of the hospital pharmacy’s import and manufacturing authorisation (however, it is still required that a QP release the medicinal product). Also, there is no requirement for submission of the manufacturing authorisation (section 39 authorisations) issued by the Danish Medicines Agency.
5) sIMPD (simplified IMPD): A simplified IMPD can be used in connection with modification of already marketed medicinal products. This sIMPD must contain all relevant quality data concerning the modification, including manufacturing and stability data for the modified medicinal product. When products are reincapsulated, the submission of results from a release test is also required. If the modification only involves a change of manufacturing site or repackaging, only the submission of the manufacturing authorisation concerned is required.   
6) IMPD: Investigational Medicinal Product Dossier. Documentation of the product’s chemical, pharmaceutical, pharmacological (human/veterinary), toxicological properties as well as information about previous clinical experience data. For information about content requirements, please see the European Commission guideline ”Guideline on the Requirements to the Chemical and Pharmaceutical Quality Documentation Concerning Investigational Medicinal Products in Clinical Trials” (http://ec.europa.eu/enterprise/pharmaceuticals/eudralex/vol-10/18540104en.pdf)
7) MRA: Mutual Recognition Agreement. The EU has MRAs with the following countries with respect to clinical trial manufacturing activities: Canada, Switzerland, Australia and New Zealand. Detailed provisions are provided at the website of the European Medicines Agency: http://www.emea.europa.eu/Inspections/docs/000204en.pdf. However, this agreement only enters into force when all manufacturing activities (see 3 above) take place in the MRA country concerned.
8) Release: When investigational products are imported into the EU, a QP within the EU must certify that each batch has been manufactured and checked in compliance with EU GMP standards before release of the product. 
9) MIA: Manufacturing Importation Authorisation: Authorisation to import medicinal products or intermediate products. This authorisation may be integrated in the manufacturing authorisation. 
10) QP (Qualified Person): A Qualified Person fulfils the minimum conditions of scientific and technical qualifications and is in possession of a relevant diploma as laid down in article 49(2)-(3) of Directive 2001/83/EC. A QP declaration means a document signed by the Qualified Person, certifying that the manufacturing site in the third country complies with GMP standards (at least equivalent to EU GMP). The Qualified Person must be employed with the EU manufacturer/importer responsible for the investigational medicinal product or a hospital pharmacy. 
11) GMP certificate: A document certifying that the concerned manufacturer complies with GMP (Good Manufacturing Practices). 
12) Audit report: A report on a systematic and independent survey of a manufacturing site carried out with the purpose of assessing the extent to which the investigational product has been manufactured and checked in compliance with GMP standards at least equivalent to the standards set out in Commission Directive 2003/94/EC.  
