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Re: Docket 01D-0435:



International Conference on Harmonisation;  



Draft Guidance on Electronic Common



Technical Document Specifications

We welcome this opportunity to comment on the proposed specifications for the electronic Common Technical Document (eCTD).

We have two general concerns. 

CTD/eCTD

There needs to be a closer alignment between the CTD and the eCTD.  The CTD guidance and examples are written from the perspective of a paper submission.  While we understand that a paper submission may be required in different regions, we strongly recommend that the eCTD should not be constrained by the expectations of the paper submission.  Cross-referencing should be based around logical cross-references to files or sections within file versus specific volume and page locations.  If there are differences in the way cross-references and documents are managed in the eCTD versus the CTD, a sponsor that would be submitting  and eCTD and CTD in different regions would need to create and manage multiple sets of source documents.  We suggest that a "Master Index" could  be provided within Module 1.  This "Master Index" would contain a complete listing of the volume locations of the documents included within the CTD/eCTD.  This "Master Index" could also be accessed electronically from the XML backbone

There are some apparent inconsistencies between expectations for the CTD and eCTD.  For example, the CTD guidance requires the study synopses to be included in Module 2 while the eCTD guidance suggests that only a link needs to be provided to study reports in Module 5.

Review Tool

It is critical that the technical specifications are not only well defined but deliver functionality that meets the reviewer's expectations.  There should be no loss of functionality in the move from PDF-based submissions to the XML backbone of the eCTD.  This assessment must not be limited to technical staff but involve reviewers, with varying levels of technical expertise.  We are concerned that this type of evaluation is not realistic until review tools are in place.  We are concerned that this assessment will become problematic if different regulatory authorities use different review tools.

We are particularly concerned with how files will be managed throughout the life cycle. We consider that it would be appropriate to understand more about how the operator (new, append, replace, delete) will be used within an agency review tool.  How will an agency differentiate between a current, non-approved file, and a current approved file?  At some point the agency will see this file as current but it may or may not be approved, and indeed may be rejected at some point.  How will the operator be used under these circumstances and is there value in having a 'status' flag as well?  How would the reviewer see the 'history' of the file?  For example, how will the current and current append be shown?  The consideration here is whether it sequence of current, current append, replace etc that may occur during the lifecycle will be sufficiently transparent to the reviewer in all cases.  The recommendation is that significant testing of the review tool would be important to demonstrate that the lifecycles can be supported.

Our specific comments follow.

Introduction

Change Control Process (page 6)

As described, regulatory authorities will control changes through the change control board (CCB).  We are concerned that an uneven implementation of the eCTD between regions will limit the adoption of newer technologies and restrict us to the "lowest common denominator."

While perhaps not a matter for the specification document but the frequency of the meetings after Step 4 and during early implementation should be frequent.  What is the intended frequency of meetings?  Typically the ICH groups meet 7 times in a 3 year cycle between the formal ICH meetings (ICH 5 to ICH 6), intervals that is considered too long for the an effective change control process.

It would be very useful for all change requests to be published, even if they are not progressed (including the reason for non-progression) as it may prevent the same request being made over and over again.  Monthly meetings by videoconference may be appropriate.

Appendix 1

Business Model (page 1-1)

The proposed business model reflects one-way communication from industry to regulatory authorities. It is important that, in the future, the specifications are progressed to support two-way transfer of information, e.g., labeling reviews, questions etc.  These would need to be managed within a lifecycle folder hierarchy.

Life Cycle Management (page 1-2)

Is the reference to a previously filed submission to be a physical link?  We would prefer that this is not a requirement and that we can just textually identify the submission.  If it were to be a physical link then the applicant would need to know the higher-level organization of the agencies servers and folder structures in order that this can be replicated within the creation environment.  Since Adobe hyperlinks are relative then the relativity would need to be defined.  We do not think that this is practical

Whilst the applicant may refer to information in other submissions it should be stated that they do not need to re-submit the information as well.

Appendix 2 The eCTD Submission

Links (page 2-3)

Have all the implications of changing or replacing files on linking between different parts of the submission been fully explored?  What happens in the situation where there were links between two documents in one submission and one of the files in subsequently replaced?  Will sponsors be expected to "current" broken links created by the replacement of files?

Appendix 3 General Considerations for the CTD Modules

Introduction (page 3-1)

It would be useful to provide a clear distinction between hypertext links, bookmarks and links via the XML backbone.  The implications of file granularity should be addressed to the point that it is quite clear to reviewers within regulatory authorities what happens when the reviewer links to a file versus linking to a specific location within a file. 

We should not have different expectations for cross-referencing in paper versus electronic CTDs.  We strongly recommend that cross-referencing should be based on logical cross-references to a file or a section within a file versus a specific volume and page location. 

Folder and File Naming Conventions (page 3-1)

Is there a limit to the folder depth?  Can the applicant use as many levels of 64 characters as they like without hitting any problems?

Initial feedback from queries to EU agencies on the CTD are indicating that for a new submission where there is no content in a particular section it is necessary to include a statement that there is no information.  Can clarification be provided that where there is no content in a new application we do/do not have to put in a dummy document in the eCTD stating – 'there is no content (and why)'?

Although a regional issue, we are concerned whether the proposed folder structure will fully support the management of datasets and analysis programs.

The specification for transfer of information . are written from CD-ROM bias with folder structures but references.  We are concerned that the emphasis on the folder structure will limit the eventual direct electronic transfer of information.
Module 2 Summaries (page 3-3)

The table and figure only reflect the proposed folder structure within Module 2.  For completeness, the location other files that are to be included in Module 2, Introduction, Clinical Overview, Non-clinical Overview, should be identified.

Appendix 4 File Organization of the eCTD

This section provides specific folder names for some sections and says other sections can typically be submitted as individual files – what if they’re not typical?  Should an explanation be provided for what to do in those cases?

There are a number of possible interpretations of the draft ICH response on the granularity of files with relation to what constitutes an appendix.  A specific example should be provided which clearly breaks down the report into what are considered appropriate files rather than a general statement 'in line with ICH E3 guideline'

The synopsis should be separate document from the main body of the report to facilitate reuse.  However, there is an inconsistency in the way that Module 5 report synopses are handled in Module 2.  The CTD guidance indicates that copies are to be included, while eCTD specifications recommend a link to the synopsis in the study report in Module 5.  If both are being produced (paper and electronic) there is an incompatibility.  Can this be resolved?

There is need for more detailed discussion as to the inclusion of SAS transport files and statistical program, etc within regional guidance.  The practical implications of these recommendations should be evaluated.

Appendix 5 Region Specific Information Including Transmission and Receipt

Security

Would it be possible to password protect a CD-ROM as is done now between some agencies/applicants?  If not in the general specification then could mention be made in regional guidances and the details be included in the Regional Specifications?

Appendix 6 The eCTD XML Submission

Life cycle Management (page 6-3)

As noted above, we are concerned with the management between document links when files are amended or replaced.  It would become prohibitive to correct "broken links."  The review tools adopted by the regulatory authorities should manage this.

Operation Attribute (page 6-3)

Greater clarity in terms of how each of the operators will be used would be helpful.  When should "append" be used versus "new" or "replace"?

How will/should changes in replaced documents be identified?

Case 3:  It is not totally clear whether the new file in the Append case contains all the content or just the info to be appended.

In table 6.5 eg. implies replaced files have same name but in later XML code examples page 6.11 / 6.12 it implies you name replacement file xxxxx v2 – The latter is incorrect we believe. Could clarification be provided?

When a file is amended or replaced would it not be useful to contain information as to why the file was changed?

eCTD Element/Attribute Instructions (page 6-9)

Can clarification around the use of the ID attribute be provided?  Is it allowable to utilize an internal applicant identifier e.g. the Documentum ID number or would it need to be more understandable such as to support reasonable human identification (eg. in reviewer to applicant correspondence about an issue

All documents should be given a “current” status unless replaced, appended or deleted.

Any leaf with status of replaced, deleted, appended should point to file that supercedes it.
Appendix 7 Specification for Submission Formats

Is it possible to utilize a keyword field in the Document Information Field to facilitate searching or to include a 'Keyword' attribute in the XML backbone against leaf file?  This would be an optional attribute.

We would like the Change Control Board to re-examine whether the 50MB file size limit for PDF files can be increased.  Despite an increase in the granularity of files that is being proposed, there is still likely to be a large number of files larger than this, which will require splitting.  We believe that modern hardware obviates the need to a limit of this size.

If a .zip file were used then would it be possible for it to be a self-extracting zip file, as this may prove easier to manage?  However, this may lead to issues of acceptance across gateways/firewalls if executables were to be included.  The practicality should be assessed.
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