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Overview 

• eCTD and NeeS 

• Technical validation 

• eCTD CMDh best practice guide 

• Process from submission to publication 
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NeeS in practice 
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eCTD in practice 
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eCTD lifecycle management 



Sequence 0003 
current view 

Errors: 

• New annex 5-19 listed under 5-22,  
replace not performed 

• Annex 5-06 wrongly listed under 5-22 

• Added annexes 5-09  wrongly  
listed under 5-22 

Sequence 0003 

Problems with LCM operators 
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Problems with pdf quality 
 
• Incorrect pdf versions (only in case of version 1.3 or below) 

• Missing bookmarks 

• Meaningless named bookmarks 

• Broken hyperlinks within sequences or across sequences 

• Huge pdf files, especially if unstructured 

• Scanned images and therefore no text search possible 

• Badly readable paper copies badly scanned 

All of those we want to have less of 
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Long list of 
references, 
title 
accessible by 
links within 
the document  

Bookmark 
points to the 
section only 

TOC is not 
helpful 

Deficits in supporting navigation 
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Quality of pdf–Files 
 

Missing 
bookmarks, 
navigation 
not 
supported 
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Most Frequent Problems… 

Most crucial for 
assessors to 
evaluate 
impurities 

But better 
solutions are 
possible 

Most crucial for 
assessors to 
evaluate 
impurities 
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• TIGes: Non-eCTD e-submission (NeeS) as a transition step to eCTD 
compliance (version 3.0)  

• TIGes: eCTD submission as the „new“ standard will detail business process 
aspects and requirements (version 2.0)  

• TIGes: eCTD / NeeS – Technical Validation Criteria (current versions 4.1 and 
3.0, new versions  5.0 / 4.0 by Sept 1, 2013)  

• CMDh: Best Practice Guide on the Use of the Electronic Common Technical 
Document (eCTD) in the Mutual Recognition and Decentralised Procedures 
(version 3.0) 

• NtA/CMDh: Requirements on Electronic submissions for new applications, 
variations, and renewals within MRP, DCP or National procedures (regulary 
updates published) 

• EMA: Q&A on Implementation of Electronic-only Submission and eCTD 
Submission  

Current recommendations for e-submissions 
of full dossiers 
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Folder structure required 

• Structured in accordance with CTD (NeeS) or completely in accordance 
with ICH specifications on m2 to m5 and EU specification on m1 (eCTD) 

• Breakdown in conformity with the ICH Granularity Document 

• Root directory named by product  
name or procedure number 

• Working documents always in  
a separate folder on root level named  
<sequence>-workingdocuments 

Note  

• Do not use container (e.g. zip, rar, 7z) 
for submissions on CD or DVD 
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File formats 
General 

• In accordance with ICH and EU eCTD specifications 

• PDF not below version1.4, versions 1.5, 1.6 and 1.7 are accepted as well 

• XML in Module 1 allowed, e.g. application form 

 
Portable Document Format (PDF) 

• Generated from electronic source documents 

• Module 2 always from an electronic source document 

• Scanned for certain documents only 

• Scan resolution about 300 dpi recommended 
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Address 

• Notice to Applicant 2A chapter 7 

Packaging and labeling 

• Packed to prevent damage, media labeled with Format, Procedure 
number, Applicant, (ATC-code), Type of submission, Invented name, 
Active substance, Date sent 

Cover letter (and tracking table for DCP and MRP) 

• Refer to CMDh guidance document and template 

Media 

• CD-ROM, DVD-R 

• Avoid spanning modules over two CDs/DVDs 

Sending Electronic Media 
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Will also include for PDF files: 

• Check of security settings 
No restrictions allowed for password, copy & paste, print 

• Whether hyperlinks and bookmarks are functional 
• Maximum file size 100 MB 
• Path length (starting at sequence level) 

Too long path lengths can easily be avoided 
 

• Existence of  ctd-toc.pdf  and mX-toc.pdf as appropriate (NeeS only)  
You may use the NeeS TOC Builder 

Technical validation… 
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Main Principles of Technical Validation 

• Two levels of tests: 

− Pass/Fail 

− Best Practice (warnings) 

− No other or additional criteria should be set by any agencies for 
technical validation 

• If other checks are needed, these should be proposed and discussed in the 
TIGes 

• Current criteria in force since Dec 1st  2012 

• Next versions will be implemented by Sep 1st 2013 
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Examples of Validation Criteria 
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Check: Pass/Fail (P/F) 

• These are validation criteria that can either be passed or failed   

• ALL have to be passed before start of the procedure   

• May lead to delays in content validation! 

− Special note on “Y” criteria: 
Never operate on a commonly submitted document in a national 
submission – never operate on a nationally submitted document in a 
common submission 
 

• A NeeS or eCTD sequence that fails to meet one or more of these criteria 
should be reported as invalid and an technically corrected submission should be 
submitted by the applicant – using the same sequence number 

18 



Check: Best Practice (BP) 

• The applicant should always test also the BP and if not met it should be 
explained in the cover letter/reviewer's guide or in an added note to the 
submission (to prevent changing the MD5 checksum) 

• eCTD or NeeS that get a "Warning" for BP criteria should still be accepted by 
the agency during technical validation (if no "Fail" in the P/F-test) 

• Agencies should NEVER reject for BP warnings – even if the reason for them 
are not explained by the applicant 
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 Incorrect pdf versions (only in case of version 1.3 or below) 

Missing bookmarks 
Meaningless named bookmarks 

Broken hyperlinks within sequences or across 
sequences 
Huge pdf files, especially if unstructured 

Scanned images and therefore no text 
search possible 
Badly readable paper copies badly 
scanned 

  Aspects we cannot control by technical validation… 

Restrictions  in Technical Validation 
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Concerning eCTD only, but for all human medicinal products 

• Business rules for DCP and MRP 

• Comprehensive model required, i.e. all sequences need to be distributed to 
all member states concerned. 

• Tracking table for submitted sequences to guarantee overview on sequences 
distributed 

• Detailing requirements on life cycle activities 

• National product information text shall be excluded from eCTD dossier file 

 

CMDh Best Practice Guide 10/2011 
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Comprehensive Model 
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Repeat Use Procedure (1/2)   
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Repeat Use Procedure (2/2) 

Tracking table 
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• Receipt of instantly growing number of e-only submissions 

• Strategies for promoting industry willingness to switch 

• Agreement about target date to request mandatory e-only submission 

• Improvement of dossier quality to achieve advantages of electronic 
submissions 

Agencies’ Expectations  

25 Going digital – general aspects 



From submission to publication:  
CAP Example 
 

Info submitted Validation and assessment Info published 

EU28: Science, Medicines, Health - A regulatory system fit for the future: Going Digital 26 

Electronic 
submission 

Centralised Procedure (e.g.) 

SMOP or Refusal Q&A 
EPAR 
CxMP Meeting Docs 

EC Decision 

… 

AR  
CHMP Opinion  
(incl Annex A and I-IV) 

… 

Medicines Under Eval 

Information via AtD 

Future: Proactively 
Published Info 
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