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Introduction/Background 

The purpose of the document is to provide guidance on the use of the eCTD for the submission of Active Substance Master Files (ASMF), and should be read in conjunction with the already-available guidance on the eCTD and ASMF procedure handling.

The simplification of the ASMF procedure and handling is considered by the relevant EU stakeholders, and is not within the scope of this document.

In 2005 the Heads of Medicines Agencies agreed that all Member States would be able to accept eCTD (electronic Common Technical Document) applications, without accompanying paper copies, by the end of 2009. The benefits of moving to e-working are considered to be: 

• Reduction in administrative overheads from less paper movement, 

• Reduction of physical archiving space, 

• Facilitation of the review process. 

In addition, from 1 January 2010, according to the European Medicine Agency’s revised Statement of Intent on electronic-only submission and eCTD submission, (see http://www.ema.europa.eu/htms/human/raguidelines/dossier_format.htm), it will be mandatory to use the eCTD format for all electronic submissions provided in the context of Centralised Procedure marketing authorisation applications.

For NCA specific submission requirements relating to the use of eCTD and electronic submissions, please refer to the CMD(h) website (http://www.hma.eu/cmdh.html) and individual NCA websites and guidance.

It is the intention that the eCTD format supports all marketing applications and related procedures. By analogy this is applicable also to submission of the Active Substance Master File (ASMF) for the marketing authorisation application.
For further practical information on the general requirements for eCTD and general guidance as to how to build an eCTD, Active Substance Master Files Holders and Applicants should refer to: 

· Harmonised EU eCTD guidance (http://esubmission.ema.europa.eu/doc/index.html)
· The ICH eCTD specification (http://estri.ich.org/eCTD/index.htm); and

· The EU M1 eCTD Specification (http://esubmission.ema.europa.eu/eumodule1/index.htm). 

Active Substance Master File Holders and Applicants should treat this guidance as complementary to the current regulatory guidance relating to ASMF:

· CPMP/QWP/227/02 Rev 2 Consultation (http://www.ema.europa.eu/pdfs/human/qwp/022702en.pdf)
· EU CTD Q&A #14 and #16 (http://ec.europa.eu/enterprise/sectors/pharmaceuticals/files/eudralex/vol-2/b/ctd-qa-updatev3_2008-02_en.pdf)
· The European Medicine Agency’s Human Medicines - Pre-Submission Procedural Advice - Questions & Answers - #19 (http://www.ema.europa.eu/htms/human/presub/q19.htm)
General Principles 

Although the prescribed eCTD structure can accommodate the submission of data required for the ASMF, it should be clarified that the eCTD ASMF dossier remains, from a technical perspective, a stand alone dossier and is distinct from the marketing authorisation eCTD dossier and lifecycle. 
Even if an application for Marketing Authorisation for a medicinal product is submitted in eCTD format and there is a reference to an ASMF, the ASMF submitted by the ASMF holder does not have to be provided in eCTD format. Documents from the Applicant’s Part of the ASMF may be included in the eCTD for the medicinal product as further detailed in this guidance.
Similarly, if the ASMF holder has chosen to submit the ASMF in eCTD format, it does not mean that the applicant for the Marketing Authorisation must also use the eCTD format.  The documents from the Applicant’s Part of the ASMF can be incorporated into the chosen format of the Marketing Authorisation application.

This document may also be used for applications for Certificates of Suitability (CEPs) submitted to the European Directorate for the Quality of Medicines and HealthCare (EDQM): when an ASMF submission is already available it may be used as a basis for a CEP application, and the guidance contained in this document may be followed. However, as a CEP application corresponds to both the Applicant’s and Restricted Parts of an ASMF, if an application is intended only for a CEP, the EDQM guidelines for electronic submissions shall be implemented. These guidelines are available on the EDQM website: www.edqm.eu
Objectives of this Guideline

This guidance is intended to describe the specificities of using the eCTD format to present an ASMF dossier in accordance with other applicable guidance.
This guidance applies to the submission of ASMF in eCTD for all European marketing authorisation procedures (CP, MRP, DCP, NP).
1. Structure of the eCTD Dossier for the ASMF
The CTD structure applies to the ASMF.  The granularity and placement of documents should follow the existing guidances and Q&As from ICH and EU. For an initial ASMF, the relevant modules are M1, M2.3 and M3.2.S, and these modules should be populated as follows:
· M1 includes the Cover Letter with the Letter of Access as an annex, in 1.0, and Information about Expert in 1.4.1. It may include an Application Form in 1.2, depending on national or EDQM requirements.
· M2 includes Summary information in 2.3.S

· M3 includes relevant quality information in 3.2.S
Not all modules may apply for subsequent submissions and some additional sections may need to be used (e.g. for responses to NCA questions).
When there is any change to the ASMF data, in line with general eCTD principles, only changed sections should be submitted as a new sequence, not the entire ASMF.
1.1 Differentiation between Applicant’s Part/Restricted Part
The ASMF should be submitted as one eCTD sequence, where sections 2.3.S and 3.2.S branch into two parts (Restricted Part and Applicant’s Part). The eCTD meta-data should be used to distinguish the two parts.
The prefix ‘AP or ‘RP’ should be added to the <substance> meta-data value, and in addition the prefix ‘AP’ or ‘RP’ should be added to every leaf title in the respective section.

It is recommended that the prefix ‘ap’/‘rp’ is also applied to the file names. 
In some cases in where the ASMF is used to support applications in a number of different procedures or where the API is used in different formulations, the requirements for one MAA may require additional documentation to be included.  These documents can be included within the ASMF eCTD by adding an extension to the file name to identify the procedure or MAA application and by including some specific information about this as a suffix in the leaf title.
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Documents that are the same in both the AP and RP sections should be included only once and placed in the AP section of the folder structure. The leaf in the RP section will therefore point to the file in the AP section folder.

1.2 Top Level Folder/Directory Name and Folder Structure
The name given to the top level folder/root directory is the decision of the ASMF holder. However, the name must be a unique identifier for the ASMF.

Details of the name used for the root directory should always be included in the cover letter. The ASMF holder should use the same top-level directory name for the initial ASMF and all subsequent submissions.

In Module 1, the appropriate country code (CC) should be used for the subfolders, as required by the EU Module 1 eCTD specification (e.g., for cover letters or response documents). For submissions to the EDQM for CEP the country code “emea” should be used.

1.3 Navigation

The use of hyperlinks between documents within M3 is not recommended because of problems that may arise due to file-naming recommendations and lifecycle management. 

1.4. Example eCTD Structure for the ASMF
The example below shows a possible stylesheet view of an eCTD ASMF submission:

· DTD nodes (e.g. m3-2-body-of-data) appear in black as in the official stylesheet. Note that all module 1 section titles are displayed by the m1 stylesheet, whether the section is populated or not; in other modules, the section title is only displayed if the section is populated with file(s).
· Leaves are references to files in the eCTD, and each leaf has a leaf title which is not the same as the underlying PDF file name. Leaves appear in blue (because of the hyperlink to a PDF file). It is the suggested eCTD leaf title that is attributed to the file, not the underlying PDF filename, which is displayed in the example. The leaf titles displayed in the examples are intended as a guide only – other leaf titles can be used as appropriate. 

· Some leaves illustrated may not be applicable for all ASMF submissions.

Submissions should otherwise be built in line with the eCTD guideline for MAAs as regards structure/placement, envelope elements and metadata.
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2.0. Envelope Elements and Metadata for ASMF Dossiers
This section describes how the envelope elements (see glossary) should be used in the eCTD when submitting ASMF dossiers.  

Generic information on the eCTD envelope and the mandatory/optional elements is provided in the EU eCTD module 1 specification.

(http://esubmission.EMA.europa.eu/eumodule1/index.htm)

The information provided in the envelope is very important and is used to identify, display and group the individual eCTD submission dossiers, and is also automatically extracted by the review tools (software) for dossier display.

Some of the key envelope elements must be populated using a pre-defined pick-list of values. Others allow the inclusion of free-text. 

2.1 Envelope Meta-Data
	Element
	Attribute
	Notes on Usage

	eu-envelope
	
	

	envelope
	
	

	
	country
	

	submission
	
	

	
	type
	The initial ASMF application should use the value “asmf”
The addition of new letters of access to an existing ASMF should use the value “asmf”

All other sequences submitted as part of an ASMF procedure should use the value “supplemental-info” (e.g. amendments/updates to the ASMF initiated by the ASMF holder, responses to deficiency letters, responses to questions, requests for supplemental information, etc.)
If a baseline ASMF is being provided for future lifecycle activities then the value “reformat” should be used.

	
	mode
	Not to be used with the ASMF

	number
	
	Not to be used with the ASMF

	tracking number
	
	Used by the ASMF holder to identify the ASMF, including the number given by the authority, the ASMF holder’s own tracking number, etc.
If a specific ASMF number has not yet been allocated by the NCA then the term “To be advised” should be used.

For the CP, include the CP procedure number.
For a CEP application, the field should be left blank unless the CEP application number is known, when it should be added in this element.

	applicant
	
	For ASMFs, the ASMF Holder name should be used

	agency
	
	

	
	code
	The identification of the receiving agency (codes can be found in the list in Appendix 2.4 of the EU Module 1 specification)
For CEP applications, use “EU-EMEA”

	procedure
	
	

	
	type
	For CP use “centralised”, for all other instances (MRP, DCP and NP) use “national”

	invented-name
	
	The ASMF holder is recommended to include their own ASMF specific internal code and/or internally used name
Please be as precise as possible - for example, include any codes to identify the specific route of synthesis, manufacturing site, quality (particle size, grade, etc.).
If no code or name is available use the value “Not available”.

	inn
	
	Refer to the EU Module 1 specification.

	sequence
	
	Refer to the EU Module 1 specification.

	related-sequence
	
	Not be used with the ASMF (since there are no activities, such as variations, when managing the ASMF, see also Section 4)

	submission-description
	
	This element is also used to provide a free text description of the sequence. 
This element can be used to provide the date and/or version number of the Applicant’s Part and the Restricted Part of the ASMF.


The figures below show an example set of envelope information for a Centralised Procedure ASMF both in the source XML and also when viewed using the EU stylesheet in a standard internet browser application.  Note: the XML shows that the related sequence has not been used, although the standard stylesheet automatically creates an entry for this information.
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The figures below show an example for an ASMF used on a national basis in three countries (Austria, France and Sweden).The figures illustrate the view of the envelope elements in the XML backbone (eu-regional.xml) and the same information when viewed using the standard EU Module 1 stylesheet.
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3.0. File Formats

File formats are accepted in compliance with the current ICH eCTD specification document http://estri.ich.org/eCTD/index.htm and the current EU Module 1 specification document http://ec.europa.eu/enterprise/pharmaceuticals/eudralex/homev2.htm.
· It is expected that the content of the ASMF in eCTD format will be provided in PDF format. 
4.0. Lifecycle and Sequencing

It is intended that the ASMF will exist as a standalone dossier, separate from the marketing authorisation applications that are affected by it. The lifecycle of the ASMF should therefore be managed independently.  The variation procedures are not applicable to ASMFs and all changes will be submitted as “supplemental-info” submission types.

If the same ASMF is used to support products in both the Centralised Procedure and also MRP/DCP/NP, it is not possible to manage the ASMF in a single eCTD lifecycle. This is because of difficulties in managing the envelope metadata.  If this situation arises, separate ASMF eCTD lifecycles to support the CP and MRP/DCP/NP usage should be created.  Note also the comments in Section 4.2 about the use of the ASMF for more than one product in the CP.

Leaf lifecycle management should be conducted in the same way as for MAAs, using the appropriate operation attribute values.
Within the MRP, DCP and National Procedures, the already-submitted ASMF might be referred to by another MAA.  In this case, depending on NCA requirements, the Cover Letter and Letter of Access might be the only information to be submitted as a new eCTD sequence. However, as stated previously, for the Centralised Procedure if the same ASMF is used for several products, the complete ASMF must always be re- submitted for each individual MAA.)

4.1. eCTD Baseline Submission

The eCTD baseline submission is the first officially submitted dossier in eCTD format, for applications previously managed in paper or other electronic formats. The intent of the baseline submission is that it should contain the current ASMF certified data on which future lifecycle management changes can be made.

Although there is no obligation to do so, it is highly recommended that ASMF Holders converting the ASMF dossier to the eCTD format first submit such a ‘baseline’ eCTD dossier to all MS as well as to the MAH, when applicable. 

Such a baseline is not directly associated with any procedure to the ASMF; instead it is merely a conversion of the current certified ASMF into the eCTD format, with no change in content.

When an ASMF holder wishes to submit the CTD baseline, it is advisable that this is done apart from any activity with the ASMF.
In the case of submission of a baseline, a signed declaration from the ASMF Holder must be provided as an annex to the Cover Letter, stating that the content/data of the submitted modules in eCTD format is identical to the currently approved ASMF, and that there have been no changes to the dossier content as a result of the provision of an eCTD submission. (Similar principles apply as when changing from the ‘old’ EU-format (NTA, Volume 2B, 1998) into the new EU-CTD-format (NTA, Volume 2B, 2001). Reference is made to the “Questions and Answers on the Presentation and Content of the Common Technical Document (CTD)”, published on the European Commission website: (http://ec.europa.eu/enterprise/sectors/pharmaceuticals/documents/eudralex/vol-2/index_en.htm)
The reformatted ASMF eCTD submission will not be assessed. It will merely be loaded into eCTD review tools to serve as a baseline as the name suggests, to facilitate future eCTD lifecycle management of the ASMF. 

The baseline eCTD submission should be sequence 0000
, regardless of the current submission tracking, as this marks the beginning of the tracking of the lifecycle in the eCTD. The Cover Letter should clearly indicate that the baseline submission does not form part of a procedure as such and is not for review, but is merely provided as an eCTD ‘baseline’ and an aid to lifecycle management. The envelope element <submission type> chosen for this reformatted submission should be ‘reformat’ (available in current EU M1 v1.4). The <submission description> envelope element should be used to clearly indicate the baseline nature of the submission.

4.2 Lifecycle Management of the ASMF
Centralised Procedure

An ASMF used in a Centralised Procedure should be produced following the general eCTD practical guidance published by the EMA.
The lifecycle should be managed as a single submission to the EMA, no other countries should be included in the envelope or country specific information.  The tracking of sequences and the management of the relationships between submitted documents should follow the standard eCTD rules described in the ICH eCTD specification.  Unlike the MRP/DCP/National Procedures (see below), no major lifecycle management challenges are anticipated.
Where the ASMF is used for several products, the complete ASMF must always be re- submitted as an eCTD for each individual MAA.

Mutual Recognition, Decentralised and National Procedures

Reference is made to the CMD(h) Best Practice Guide for eCTD in MRP/DCP (http://www.hma.eu/277.html) for the principles of lifecycle management and two options for managing the lifecycle of a dossier, the so called “Parallel National” and “Comprehensive” models and to the diagrams illustrating the way in which the sequences are managed in these options.  The practices described in the CMDh BPG for MAA dossiers can also be applied to the management of the ASMF lifecycle across the RMS/CMSs where the ASMF has been submitted.

As a principle, NCAs only wish to receive eCTD sequences with content that is relevant to them.  According to the eCTD specification, the Module 1 eCTD XML file (eu-regional.xml) contains an envelope element for every country/NCA that is going to receive that particular sequence.  If a particular eCTD sequence has no content relevant for a particular country, the eCTD should not contain an envelope element for that country nor should they be sent a copy of that sequence.

The Parallel National view effectively allows the ASMF holder to manage the lifecycle of the eCTD in each country separately.  When a particular eCTD’s content and sequence number is identical for two or more countries, it is possible to submit a single eCTD sequence to all of these countries and use the multiple envelope elements to identify the particular countries.  However, as soon as the sequence numbers are different for the same content, the ASMF holder will need to manage the eCTD lifecycle in each country separately.

The Comprehensive approach treats the management of the ASMF from a European viewpoint.  It is assumed that all NCAs might eventually receive the ASMF eCTD, so the sequence numbers are used to show the lifecycle management from a pan-European perspective and if two or more countries receive the same content, then the sequence number must be the same.  Conversely, once a sequence number has been allocated for content to one country, no other country can use that sequence number, unless they are also receiving the same content.
A key component of the dossier lifecycle management, particularly with the Comprehensive option, is the inclusion of a Tracking Table as a “common” country document in Module 1.2.  This identifies the individual sequences and which countries received them.  This allows for the recipient to identify why they might have gaps in their individual sequence numbers, as they can quickly see which country received which sequence.
It is preferable to use the Comprehensive model for ASMFs in MRP/DCP, so that it is easy to confirm that all CMSs have the same ASMF dossier referred to within the MA application and have received all relevant sequences.

Unlike the eCTD specification for MAAs, it is also possible to use the Comprehensive option to manage the lifecycle of ASMFs in National Procedures.  As previously identified, where procedure specific documents are included in the Applicants Part of the ASMF, an additional identifier should be included in the leaf title for that particular document.
When submitting the ASMF to countries that have not previously received the ASMF, the ASMF holder should follow the principles of the guidance about the Repeat Use Procedure in the CMDh BPG.  The ASMF holder should submit copies of the previously submitted ASMF eCTD sequences that contain relevant scientific and regulatory content to the new countries in exactly the same sequences and submissions as previously submitted.  The new countries can then use the eCTD tools at their disposal to build a “current view” of the ASMF from the previously submitted sequences.  This will serve as the basis for the initial approval in the new country and the future lifecycle management of the ASMF.
4.3 How should the ASMF Holder provide information to the MAH?
The ASMF holder will need to extract the current applicable Applicant’s Part documents from Modules 2 and 3 to provide to the MAH.  It is worth noting that these documents may come from several different sequences in the ASMF eCTD.  The current view within an eCTD viewing tool may help identify these documents and the sequences they are contained in.

5.0. Including the Applicant’s Part of the ASMF in an MA Dossier

The Applicant's Part of the ASMF should be included in section m3/32S of the eCTD for the medicinal product application. If there are more than one ASMF used for the active substance(s), each ASMF Applicant’s Part should be provided in its own m32S section, clearly distinguished by appropriate eCTD metadata values, leaf titles and file names.

If the MAH has their own quality documents relating to the Active Substance, in addition to those provided by the ASMF holder, then these should be placed in their own m32S section.  This section should be identified by suitable metadata values to distinguish it from the content provided by the ASMF holder(s).
When the MAH incorporates the Applicants Part of the ASMF into the MAA, there is no need to rename the leaf titles and files that were in the original ASMF

The figure below is an example of an MAA that refers to two different ASMF holders (ASMF Holders Ltd and API Manufacturers NV) as well as content from the applicant (MAA Applicant SA).  These have been identified in the metadata and the naming of the folders.
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A copy of the "Letter of Access" addressed to the regulatory authority should be included in Annex 6.10 of the application form and be placed in the appropriate m1/eu/12-form/CC folder (i.e. in the respective folder for each concerned NCA).
Please note, there is no technical means for an MAH to refer/link/hyperlink to the ASMF holders eCTD from within the MA dossier.  Therefore, it is important that the appropriate Letter of Access is included so that the NCA receiving the MA Dossier can identify the relevant ASMF.
Glossary
A brief glossary of terms (for the purpose of this document only) is indicated below:
	Term


	Definition

	Applicant
	A pharmaceutical company or its agent that is submitting information in support of an application.

In the terms of this guidance document, the applicant for an ASMF is the ASMF holder.



	Application
	A collection of documents compiled by a pharmaceutical company or its contractor in compliance with European legislation and guidelines in order to seek a marketing authorisation or any amendments thereof. The entire lifecycle of an application may be represented by a number of submissions/sequences.

In the terms of this guidance, the application is equivalent to the ASMF being managed by the ASMF holder



	eCTD
	eCTD stands for ‘Electronic Common Technical Document’. This standard has been developed by the ICH M2 Expert Working Group and is maintained by the eCTD Implementation Working Group.

The eCTD includes, amongst other components, an XML backbone describing the submission structure and linking to individual files, an ‘envelope’ containing metadata describing the submission, operation attributes describing the lifecycle status of each file, and a leaf title for each file that is another way of identifying the file (in addition to the filename). 



	Submission (or Sequence)
	Refers to a single set of information and/or documents supplied/submitted by the applicant as a part of, or as the complete, Application. (In the context of eCTD, this is equivalent to ‘sequence’).



	Envelope 
	The ‘envelope’ is a component of the eCTD submission which contains metadata (see below) concerning the submission. The envelope information (e.g. name of product, name of ASMF Holder/applicant), can facilitate processing of the eCTD submission.



	Envelope Metadata
	A set of key values describing the overall eCTD contents upon submission. Metadata includes particulars in relation to the dossier submission. (Meta data on a document level is also included within the eCTD - examples for metadata on a document level include versioning information, language, descriptive information such as document names manufacturer, the type of submission, and related data items etc).

	Submission Type
	This is an element in the eCTD envelope metadata, and describes the type of submission material sent to the regulatory agency. There is a pre-defined pick-list of valid values for submission type. (e.g. variation types)



	File Operation Attributes
	These are a set of values that describe the lifecycle status of each file in any eCTD submission.  There are 4 operation attributes: ‘New’ (no effect on any file previously submitted in an eCTD); ‘Append’ (information in the file is submitted in addition to information previously submitted in an eCTD file); ‘Replace’ (the file replaces a file previously submitted in an eCTD), and ‘Delete’ (the file in question should no longer be considered in the assessment)



	Leaf Title
	The eCTD content is made up of multiple files. The eCTD contains a "<leaf>" element for each of these files. 

The leaf title is used to easily identify the file when using a dynamic table of contents or eCTD review tool. Each <leaf> element has associated attributes that provide important information on the file to which the leaf element relates, including the location of the file in the folder structure, its unique ID, version number and a meaningful title. 



	Node Extension
	Node extensions are a way of providing extended organisational information in the eCTD. The node extension should be visualised as an extra heading in the CTD structure and should be displayed as such when the XML backbone is viewed. 



	Procedure
	Refers to the types of Community registration procedure for the authorisation of medicinal products in the European Community, which are: the Centralised, Decentralised, Mutual Recognition and National Procedures.




Any comments or queries about this document should be sent to eCTD@ema.europa.eu.
__________________________
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� In the exceptional circumstances the sequence number may not be 0000, the ASMF holder will need to liaise with the NCAs in such cases.
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