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Practical Considerations
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Agenda

1. A little more background on the eCTD

2. Life Cycle Management

a) eCTD Life Cycle

b) Regulatory Activity Life Cycle

c) Document Life Cycle
– Granularity

– Naming

– Metadata

– Generic use of document

3. Take home messages
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Aim of the (e)CTD

1.Aim CTD

Single set of technical requirements for registration 
and streamline development process, particularly 
related to organization of regulatory dossiers

2.Aim eCTD

Interface for industry-to-agency transfer of 
regulatory information, considering creation, review, 
lifecycle management and archiving
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How does an eCTD look like?
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Benefits of an eCTD
1. Electronic transfer of regulatory dossiers

a) From Industry to Health Authorities

2. Electronic standard for quality of documents

a) Type of documents and readability
– PDF Settings

b) Page numbering

c) Headers and footers

d) Naming

3. Electronic navigation aids

a) Hyperlinks

b) Bookmarks

4. Life cycle management

a) Per drug, relation between submissions within a country

b) Per country, relation to previously submitted documents

c) Per company, allows tracking of which document has be submitted 
where
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Life Cycle Management for CMC

Supplemental
information

Process
improvement

Proposed
Manufacturing

Process

Approved
Manufacturing

Process
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Life Cycle Management 1

Change in 
manufacturing 

Draft Fit for review Fit for external use

EU US etc

Submitted Approved

Country specific

Effective
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Life Cycle Management 2

Change in 
manufacturing

Draft Fit for review Fit for external use

EU US etc

Submitted Approved Effective
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Life Cycle Management 3

Change in 
manufacturing

Draft Fit for review Fit for external use

EU US etc

Submitted Approved Effective
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eCTDs and Lifecycle Management

1. Dossier Lifecycle

a) New Application

b) Various Types of variations

c) PSURs

d) FUMs/SOs

2. Regulatory Activity Lifecycle

a) First submission

b) Supplemental information, if applicable

c) Approval, withdrawal or rejection, if applicable

3. Document Lifecycle

a) Original document

b) Replacement documents

c) Appended documents

d) Obsolete documents
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eCTD Lifecycle example

Regulatory 
Activity 

LCM
Dossier 

LCM

Sequence number

Related Sequence 
number
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Views on an eCTD

1. Sequence View

2. Cumulative View

3. Current View
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Example eCTD Sequence view
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Example eCTD Cumulative view
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Example eCTD Current view
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Lifecycle management information
1. Submission Type; e.g.

a) New application

b) Type II variation

c) Supplemental information

d) PSUR

2. Sequence and related sequence

a) EU M1 Envelope

b) US M1 Backbone

3. Document Lifecycle featuring operation, namely

a) New

b) Append

c) Replace

d) Delete
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Related Sequence
1. First sequence within a regulatory activity has n o related 

sequence

2. Prevalidation issues do not increase sequence #

3. Supplements relate to first sequence in a regulat ory 
activity

4. Supplements to supplements relate also to first s equence 
in a regulatory activity

5. Variations have no related sequence

6. Approved PI relates to first sequence in a regula tory 
activity

7. Do FUMs have a related sequence?

8. Do supplements relate to FUMs or to the submissio n 
requesting the FUM?
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Sequence numbering

NP vs. MRP
(don't restart numbering)

Sequence vs. identification #

0000 new

0001 supplement

0002 supplement

0003 supplement

0004 supplement 
(approved PI)

0005 supplement incl. 
MRP documents 

0006 supplement (Day 
50 response)

0007 etc.

1st MRP pack 0000 new

0002 TII-1

0001 TII-2

0003 suppl

0004 suppl

0005 suppl (incl. 
      approved PI)

0006 suppl (incl.
       approved PI)

1
2
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Document Lifecycle

1. Status within a Pharmaceutical company

2. Operation in eCTD submission

3. Impact of Document Granularity

4. Language

5. Cross referencing

6. eCTD vs. its paper copy

7. Special on Product Information
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Status within a pharmaceutical company

1. Draft

2. Fit for review

3. Fit for QC

4. Fit for release

5. Released for external use

6. Distributed to local affiliate

7. Submitted to Country X

8. Approved in Country X

9. Effective in Country X

Prior to submission

Post submission
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Operation in submission

1. New

2. Append

3. Replace

4. Delete

Always specify the relation to a 
document in a previously submitted 
eCTD sequence
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New

1. Documents with no relationship with an existing 
document in a previously eCTD sequence

2. All documents in an initial MAA

3. All documents in the first eCTD in a life cycle

4. Every application form

5. Every cover letter

6. Every first proposed PI in a regulatory activity

7. e.g. Module 2.7.3 for a new indication
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Append

1. Document to be read in conjunction with a 
previously submitted document

2. Modified file should be an new or replacement 
document (do not append a file to an appended file)

3. e.g. Clinical overview for an additional indicati on

4. e.g. Errata to an existing document
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Replace

1. Replaces a previously submitted new, appended 
or replacement document

2. Modified file could be an original new, appended 
or replacement file

3. e.g. Clinical overview to replace the the 
previously submitted one(s) 

4. e.g. Approved PI to replace previously approved  
PIs

5. e.g. Module 2.2 and 2.3 (both introductions)

6. e.g. Module 5.2 as cumulative table of studies
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Delete

1. Makes the previously submitted document  
obsolete

2. Modified file could be a new, appended or 
replacement file

3. e.g. To withdraw all files related to a 
manufacturer that is no longer involved

4. e.g. To withdraw all files related to a rejected 
regulatory activity

5. e.g. To delete additional files not “deleted” by a 
replacement file
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Lifecycle example of one eCTD Lifecycle

Importance of granularity , naming  and metadata



06032827
eCTDconsultancy

eC
T

D
 a

nd
 L

ife
cy

cl
e 

M
an

ag
em

en
t

What is Granularity ?
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Document Granularity

1. Reuse of documents within a sequence/eCTD

2. Reuse for multiple countries
(EU, US, Canada, Japan, Australia, New Zealand)

3. Reuse for external dossier purposes  
(Manufacturing Procedures and eCTD)

4. Reuse for internal dossier purpose
(CTA/IND and  MAA/NDA)
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Reuse of documents within a sequence

1. Studies pertaining to multiple indications

a) Locate the files at its first occurrence

b) Link to files for the other occurrences

2. Methods and Validation Reports valid for multiple  
manufacturers

a) Locate the files at its first occurrence

b) Link to files for the other occurrences
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Reuse for multiple countries

1. Generic reference to regional documents

a) FDA meetings (M1.1.4) vs. EU meetings (M5.4)

b) eIND info (M1.1.4) vs. EU Scientific Advice (M1)

2. US STF for Study Reports (Report body, 
Appendices, CRFs, IPL, XPT files) vs. limited set  
of information for EU
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Reuse for internal and external purposes  
(Manufacturing Procedures and eCTD)
1. Manufacturer information (3.2.S.2)

2. Control drug substance

a) Specifications (3.2.S.4.1, P.4.1, P.5.1)

b) Test Methods (3.2.S.4.2, P.4.2, P.5.2)

c) Validation Report Summaries (3.2.S.4.3, P.4.3, P.5.3)

3. Stability Reports (3.2.S.7.3, 3.2.P.8.3)

4. Description and Composition (3.2.P.1)

5. Facilities and Equipment (3.2.A.1)

6. Regional EU TSE info (eu 3.2.R)
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Reuse for various purpose
(CTA/IND and  MAA/NDA)

1. Protocol and Protocol Amendments (CSR App  
16.1.1)

2. Sample CRFs (CSR App 16.1.2)

3. IMPD according to CTD granularity

4. Study Tagging File for US
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Metadata, intrinsic (re content )

a)INN

b)CTD Section number

c)Document Type

d)Indication

e)Manufacturer

f) Dosage Form

g)Doc.ID

h)Page Numbers

Information for header

Information for footer
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Metadata, extrinsic

1. Re usage

a) Product names(s)

b) Country(ies)

c) Site(s)

d) Application(s)

e) Accessibility (who can read, copy and or edit the 
documents?)

f) Workflow (who drafts, reviews and promotes, and 
when?)

2. Re Status (Extrinsic information)

a) Draft, In review, Fit for external use, Obsolete

b) Submitted, Approved, Withdrawn, Effective

Information in:

- electronic Document 
Management System

- Database
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Header information to allow reuse
1. Specific enough to identify the content

2. Generic enough to used it independent 

8. So:
a) No Sponsor
b) No Trade Name
c) No Country
d) No Procedure number
e) No Version number

Lab-code or INN CTD Module 3.2.S.2.2
Descript Manufact Process and Process Control

Manufacturing Site Purification of ………….

Lab-code or INN CTD Module 5.3.5.1
Controlled Clinical Trials – Study#

Indication Report Body

Lab-code or INN CTD Module 5.3.4.2
Patient PD and PK/PD – Study#

Protocol and/or amendment
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Cross referencing and hyperlinking

1. Within a document

a) Use the syntax “see……”

b) Use Word tools for

– Endnotes

– Footnotes

– Cross references

2. Between documents

a) Use the syntax “refer to…….”

b) Describe the desired location

– e.g. refer to Study CT0168T31 Section 5.4.3

c) Hyperlinks can point to Page 1; provided that the bookmarks 
allow further navigation
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eCTD vs. its paper copy

Sequence 0014
Manufacturer A

3.2.P.5 Test Method X
Path to TMX
Leaf ID 10000

Manufacturer B
3.2.P.5 Test Method X
Identical Path to TMX
Leaf ID 10010

Sequence 0014
Manufacturer A

3.2.P.5 Test Method X
Paper copy

Manufacturer B
Empty

Sequence 0018
Manufacturer A

3.2.P.5 Test Method Y
Path to TMY
Leaf ID 10300
Operation: replace
Modified File ../0014/10000

Sequence 0018
Manufacturer A

3.2.P.5 Test Method Y
Paper copy

Current view

“Sequence view”-only

Sequence view
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Product Information and its presentations

1. Proposed vs. Annotated vs. Approved

a) Three different silos

b) Lifecycle within  Regulatory Activity for Proposed and 
annotated PI

c) Lifecycle within eCTD for Approved PI

2. Word (RTF) and PDF

a) PDF for legal copy, so in eCTD

b) Word for editing, so not in eCTD though on CD

3. Clean vs. Track Changes

a) Both in Word and PDF

4. eCTD vs. peCTD

a) PDF Clean and PDF Track changes printed in black and white
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Take home messages

1. eCTD lifecycle facilitates an audit trail of a do ssier and documents

2. eCTD lifecycle requires

a) Consistent document granularity

b) Consistent and transparent naming convention

c) Appropriate use of related sequence and operations

3. eCTD allows reuse of information by using

a) Appropriate document granularity

b) Appropriate cross referencing

c) Appropriate header information, viz. intrinsic metadata only

d) Unique Doc Ids allow relationships between multiple eCTDS

4. eCTD lifecycle implementation requires

a) Appropriate browser and builder

b) Clear processes to achieve the above requirements

5. eCTD is the future and the future is now!!!!!!! 

eCTDconsultancy
Hans van Bruggen

www.ectdconsultancy.com

Thanks for your attention 
and patience!!!!

Questions?


