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1. Introduction
The TIGes Harmonisation Group was reconstituted with a revised mandate in September 2010.  The ownership and management of the eCTD and NeeS Validation Criteria documents was passed to the group.

A review of the Change Requests approved for update showed a number relating to issues arising from the use of the eCTD Validation Criteria, v2.1, and the NeeS Validation Criteria, v1.0.

The TIGes Harmonisation Group met between September 2010 and January 2011 to consider these Change Requests and other feedback received with an objective of revising both documents.
This document describes and summarises the main changes made during this review.

2. Tabular Summary of Change Requests

This section provides a tabular summary of the change requests considered during the creation of the revised eCTD and NeeS validation criteria.  More complete details about each change request can be found on the “EU Region Question & Answer and Electronic Submission Specifications & Guidances Change Request Document”.
An initial assessment was made as to whether the change affected the eCTD or NeeS validation criteria.  However, details of the resolution can be found in the following section.

	#
	Change Request Number
	Summary
	eCTD or NeeS 

	1. 
	CR-20110127-02
	Summary of high level changes made to both eCTD and NeeS Validation Criteria documents.
	eCTD, NeeS

	2. 
	CR-20090903
	Request to review the checks on modified file and the priority categorisation.
	eCTD

	3. 
	CR-20091217-01
	The wording of criterion #35 made reference to a specific version of the EU Module 1 specification with reference to file naming.
	eCTD

	4. 
	CR-20091116
	Request to review the requirement to exclude hyphens from the variable portion of the file name.
	NeeS, eCTD

	5. 
	CR-20100607-02
	Report that one validation tool is checking the Country Code of the file name against the leaf and folder Country Code information.
	eCTD

	6. 
	CR-20090630
	Request to change PDF 1.4 to priority A.
	eCTD

	7. 
	CR-20091116-01
	Request to align the priority of the NeeS criterion for PDF version with the priority of the eCTD criterion.
	NeeS, eCTD

	8. 
	CR-20091116-02
	Request to align the priority of the NeeS criterion for broken hyperlinks with the priority of the eCTD criterion.
	NeeS, eCTD

	9. 
	CR-20090701
	Request to review security setting requirements for NeeS documents in Modules 4.3 and 5.4
	NeeS, eCTD

	10. 
	CR-20090527
	Query about #29 and #45 of v2.1 regarding inclusion of MS Word files in eCTDs.
	eCTD

	11. 
	CR-20100930
	Request to clarify the placement of the CTD and Module TOCs in the NeeS.
	NeeS


3. List of Changes

In this section more discussion is given about the principles behind the review of the criteria and on how each of the individual Change Requests was resolved.  Given the scale of the changes between the previous versions of each of the criteria documents and the new ones produced as a result of this review, the intention is not to list each and every change.  However, this section should identify the major changes and also how specific user change requests were finally addressed.
3.1 Summary of High Level Changes
Changes in this section are described in CR-20110127-02.
In September 2010, the TIGes Harmonisation Group published notice of their intent to update the eCTD and NeeS validation criteria.  This document outlined a number of the principles the group intended to follow during the review of the two previous documents.  These principles, along with some of the other major changes arising, are documented in this subsection.
3.1.1 Principles for Validation Criteria

Three main principles were identified and used in reviewing and changing existing criteria, as well as in creating new criteria.  There were:

1. Each identified criterion must be a check for a single item.

2. Each criterion must be defined in an unambiguous way that leaves no room for interpretation

3. The criteria must be defined in a way that is tool and vendor independent

It was felt that many of the previous criteria did not meet these principles so it was difficult for someone receiving a message that they had broken a particular criterion to be able to identify why this was the case.  If these principles have been followed correctly then any tool that identifies a specific criterion as being broken should allow the user to be able to readily understand the reason why.
3.1.2 Changes to Priority

The previous eCTD criteria used a priority scale from A to C to categorise the severity of the issue.  While it was generally understood that priority A would lead to rejection of the eCTD on technical grounds, industry and agency users were struggling to understand what the difference was between priority B and C.  At the same time, it was understood that NeeS could not apply the B and C priority because without lifecycle relationships, there was no means to “correct” previous errors.

There was also a longer term view taken that agencies would like to be able to automate validation at some point in the future and this would not be possible with the priority B and C type issues.
The decision was to move to categorising criteria as Pass/Fail and so-called Best Practice.  Further definition can be found on the relevant worksheets in the documents and a process document describing these in more detail will also be prepared.

3.1.3 Alignment Between eCTD and NeeS Criteria

There has been an effort to align the wording and categorisation of individual criteria between the eCTD and NeeS.  It should be noted that the lower technical complexity of the NeeS means there are many fewer criteria overall, and that some criteria are categorised differently.

3.1.4 Layout and Presentation

A number of changes were made to the layout and presentation of both criteria documents.  Whereas the earlier versions consisted of a single worksheet within an MS Excel workbook (usually printed as a single PDF file), the new criteria documents consist of several worksheets.
A worksheet containing change control information has been added.  The worksheet listing the individual criteria has been reformatted.  The column describing the source of the check has been deleted as this information was often incorrect and added no value.  The checks have been renumbered and grouped according to the general topic of the checks being performed.  The Ordering has generally been done so that Pass/Fail checks precede Best Practice checks, though this is not always the case, and the numbering of each check draws attention to the categorisation (Best Practice checks are numbered x.BPy).
Both the eCTD and NeeS criteria also now have comments added to help clarify expectations about what should be checked or the expected outcome of the check.

The eCTD criteria also detail which checks can only be conducted and expected to give fully meaningful results when the eCTD sequence is checked in the context of previously submitted sequences.  This is because some agencies were checking a lifecycle eCTD sequence on its own and reporting errors which would not have been reported had the sequence been placed in the correct context of the preceding lifecycle sequences.

3.1.5 File and Folder Naming

File and folder naming is the most significant of the areas where the categorisation of the check differs between eCTD and NeeS.  It was noted that the need for more meaningful file names is higher with the NeeS where there is no other XML attribute information to support the user.
To assist the creator and user of both eCTD and NeeS submissions better understand the expectations for file and folder naming, an additional two worksheets have been added to each document.  The first details the expectations for file and folder naming, identifying expectations for names that should not/must not be changed (depending on eCTD or NeeS) and places where some level of variability is allowed.

The second worksheet documents the picklist values used in Module 1 and originally described in the EU Module 1 eCTD specification.
3.1.6 Specifications and Guidances Used
Wherever possible and when it made sense, the criteria were written to check items arising from the current specifications and guidance documents published at the time the review took place.  These are detailed below:
	eCTD
	ICH eCTD Specification, version 3.2.2, 16 July 2008

	
	ICH eCTD Questions and Answers, version 1.19, 10 June 2010

	
	EU Module 1 eCTD Specification, version 1.4, August 2009

	
	EU Region Question & Answer and Electronic Submission Specifications & Guidances Change Request Document, version 1.24, December 2010

	
	EU Guidance for Industry: eCTD electronic Submissions, version 1.0, May 2009

	NeeS
	EU Guidance for Industry: Non-eCTD electronic Submissions (NeeS) for human medicinal products, version 2.0, March 2010


In two places, the review team chose to propose new criteria based on experience gained from using the eCTD and NeeS over the last few years.  In both cases a new Change Request was raised and these have been listed in Section ‎4.  Both Change Requests have been approved and will be implemented into the relevant specifications at the next opportunity.  In the mean time, all users are expected to implement the criteria as written, in the full expectation that the changes will be implemented.
Some of the validation criteria are based on good practice documented in guidance documents.  Generally, these have been categorized as Best Practice type checks.
The TIGes Harmonisation Group has also identified several areas for enhancement in the specification and guidance documents.  Users can expect to see updates to many of these documents over the coming months.
3.2 Modified File/xlink:href Checks

Changes arising from CR-20090903.

The eCTD criteria 12, 13, 15, 16, 17, 18, 19 and 20 were reviewed in line with the principles outlined in Section ‎3.1.1.  The new eCTD criteria 11.3, 11.4, 11.5, 11.6, 11.7, 11.8 and 11.9 address the comments made in the change request.
3.3 Specific File Naming Issues

Change arising from CR-20091217-01.
It was agreed that references to specific versions of specifications or guidances should not be included.  Also, to assist in understanding expectations for file naming, an additional worksheet of expected file and folder names has been included in the validation criteria workbooks, see also Section ‎3.1.5.

Change arising from CR-20091116.
No obvious reason for excluding hyphens from the variable portion of file names could be found, particularly once further definition had been given about expectations for file names in the additional worksheet (see Section ‎3.1.5).  The exclusion on hyphens was detailed in the eCTD and NeeS specifications, so a change request to remove this wording has been raised (see Section ‎4).

Change arising from CR-20100607-02.

The naming of files is a standalone check, without reference to other items of eCTD metadata.  In particular, the country code used as a prefix for some files does not have to match the country code used on the leaf attribute, nor does it necessarily have to match the country code in the prefix to the folder name.  Further guidance and examples will be described in future guidance.
3.4 PDF Versions
Changes arising from CR-20090630 and CR-20091116-01.

There has been much discussion between European industry and regulators about the versions of PDF that are acceptable in eCTD and NeeS submissions.  The discussion has been resolved as documented in both the eCTD (checks 16.1 and 16.BP1) and NeeS  (3.1 and 3.BP1) criteria.
PDF version 1.3 and earlier are not acceptable and will result in Fail findings.  Version 1.4 is the preferred version although this is documented as a Best Practice criterion.  Users are directed to the comments accompanying this criterion.

It is noted that discussion is ongoing about future acceptable versions of PDF and these checks may be updated if new recommendations or clarified requirements are given by ISO or any national archive authority.

3.5 Non-Functioning (Broken) Hyperlinks

Change arising from CR-20091116-02.

In the previous eCTD criteria, non-functioning hyperlinks were priority B, whereas non-functioning hyperlinks in the NeeS criteria were priority A but based around an overall percentage of functioning hyperlinks.
The eCTD and NeeS criteria are now aligned (eCTD: 16.BP2 and NeeS: 3.BP2) around the expectations for hyperlinks within or between documents within a single eCTD or NeeS submission.

The eCTD criterion 16.BP4 now states the expectation for hyperlinks to destinations within the same eCTD application.  However, the comment to NeeS 3.BP2 sets the expectation that no hyperlink destinations outside the current NeeS should be set.

Lastly, it should be noted that hyperlinks from TOC files in NeeS must be functioning (NeeS checks 1.5, 1.6 and 3.4) as the TOCs are the key navigational documents within the submission.
3.6 PDF Security Settings

Change arising from CR-20090701.
The eCTD and NeeS validation criteria recognise that literature references placed in Modules 3.3, 4.3 and 5.4 may be sourced from external providers and that the ability to manage the security settings for these files may be different from the PDF files included for other CTD sections.  Therefore, literature references in these specific CTD sections are excluded from eCTD check 16.3 or NeeS check 3.3.
3.7 Inclusion of MS Word Files
Change arising from CR-20090527.

The eCTD check item #29 proposed that MS Word files could be placed in the same eCTD folder as other PDF files, even though they should not be referenced in the backbone.  This advice contradicted check item #45.
It was noted that newer guidance documents clearly recommend that MS Word and RTF files should be provided in a completely separate folder (the so-called working documents folder) outside the eCTD or NeeS structure.
The wording about acceptable file formats was revised for the eCTD (15.1 and 15.2) and NeeS (2.1 and 2.2).

As a result of this review, it was recognised that it was no longer required to allow MS Word or RTF as acceptable file formats for inclusion in a n eCTD or NeeS submission.  MS Word was not listed as an acceptable formt, but RTF was.  As a result a change request has been raised to remove RTF from the list of acceptable formats (see Section ‎4
3.8 Placement of NeeS TOC files
Change arising from CR-20100930.

The expectations for the placement of the CTD TOC and Module TOCs (if present) were discussed.  The wording of the NeeS criteria 1.3 and 1.4 reflects these expectations.  The additional worksheet on file and folder naming (see Section ‎3.1.5) also reflects these expectations.
The NeeS guidance document will also be reviewed and updated as necessary.

4. Tabular Summary  of New Change Requests Arising from the Criteria Review
As noted in Section ‎3.1.6, the review of the criteria has resulted in two change requests proposals to existing specification documents.  Both changes have been approved and will be implemented at the next available opportunity.

	#
	Change Request Number
	Summary

	
	CR-20101020
	Request to remove RTF as an acceptable file format for eCTD or NeeS submissions.

	
	CR-20101129
	Request to allow the use of hyphens in the variable portion of eCTD and NeeS file names
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