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1. Introduction

In order to run the Certification procedure effitlg and in line with ICH guidance, the
Certification Division has revised the requiremeiotselectronic submissions for CEP applications.

2. Scope

All applications and communication related to CEpplecations can be submitted electronically:
- New applications for CEPs
- Notifications
- Requests for revision or renewal
- Answers to EDQM deficiency letters
- Any other communication related to CEP applications

It is possible to move from a paper submissionnte@lactronic submission at any time of the life-

cycle of a CEP application or a granted CEP. Th@ae can be selected in the relevant application
form. However once an electronic dossier is semy,fature data related to the application should
also be in electronic format: no mixture of paped alectronic data is allowed.

3. Format of the submissions

Three possible formats are accepted for electr@ubmissions: eCTD, NeeS, or a single
bookmarked PDF file for Module 3. This is appliGabto all types of applications and
communication as listed above.

While any of the 3 electronic formats is applicaldeCEP dossiers for the chemical purity, the
eCTD format is not intended for CEP dossiers ferTiSE risk. In this case, applicants may still use
the NeeS or pdf format, adapting the directorycttme/file naming as relevant.

e eCTD format:

Submission of an eCTD is recommended. The eCTLxtsire should be in accordance with the
current ICH M2 EWG eCTD specification which canfbend at:

- ICH eCTD specificationhttp://estri.ich.org/eCTD/index.htm
- EU M1 eCTD specificationattp://esubmission.ema.europa.eu/eumodulel/index.ht

It should be clarified that the eCTD CEP dossienaims, from a technical perspectivestand
alone dossier and is distinct from any marketing ausetron eCTD dossier and lifecycle.
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According to the current EU Module 1 specificatiam, eCTD dossier requires a submission type,
and description of the agency, the application pratedure. For a CEP application, the envelope
may be filled in as follows:

Element Attribute Description/Instructions
eu-envelope
envelope
country emea
submission
type Active Substance Master File (asmf)
mode Not to be used with CEP
number Blank
tracking number Blank except if CEP applicatiomoer
known
applicant Holder/Intended Holder name for the CEP
agency
code EU-EMEA
procedure
type Use “centralised”
invented-name Substance name
inn Refer to the EU Module 1 specification.
sequence Refer to the EU Module 1 specification.
related-sequence Not be used with the ASMF/CE Rcapipn
submission-descriptior Certificate of suitabilitf DQM

Before submitting an eCTD sequence to EDQM, it &hdae technically validated using an
appropriate checker tool.

* NeeS format:
The NeeS structure and specification should bedoraance with the following guidance:

http://esubmission.emea.europa.eu/doc/eGuidancaiat 1.4.pdf

The validation criteria for NeeS may be found at:

http://esubmission.emea.europa.eu/doc/EU%20N eeSiha8iron%20Criteria%20v1.0.pdf

The CTD file/directory structure shall be implenmehivith the addition of a Table of Content(s) as
appropriate.

 PDF format:

It is acceptable to provide a single PDF file foodWile 3 containing all the appropriate sections,
provided the CTD requirements are met, the strecgiven in Annex 3 is implemented and full
bookmarking of each section is made. Separatetides to be submitted for the Modules 1 and 2.
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4. Content and structure of an application

In Module 1:

- Cover letter

- EDQM Application Form including signed declaratidias relevant)

- Quality (information about the Expert, CV as relelyaThere is no need to provide a signed
document.

- Responses: when responding to an EDQM deficientsr]epplicants should include in this
section a document which lists the questions vhighdorresponding narrative text of the
responses to each question.

- Additional Data: this folder may contain if relevantoxicological report, a signed copy of a
CEP, or any other information.

In Module 2:
- Quality Overall Summary, in PDF format, preparedhgsthe template available on the

EDQM website (not required for revision/renewal).

In Module 3:

- For a new CEP application: technical documentatiosiccordance with the CTD format as
defined by ICH guidance documents.

- Splitting the data between an Applicant’s and atfireed part is not encouraged for CEP
applications, but if these are submitted, the ENPAdttical guidelines on the use of the
eCTD format for ASMFs for Active Substance Mastie Holders and Marketing
Authorisation Holders” should be used as a basis.

Asmf eCTD Guidance may be found attp://esubmission.ema.europa.eu/doc/index.html

- For further submissions: Module 3 should be updatsddescribed under “5. Lifecycle
management of applications” below.

Annexes 1, 2, 3 describe the recommended file/dirgcstructure, depending on the format of the
e-submission applied.

It should be stressed that when the first e-subamss a request for revision/renewal, it is highly
recommended to provide a full module 3. At the tiwigen the applicant decides to switch to e-
submissions, this is a unique opportunity to hawéear picture of the regulatory information that
has already been submitted and approved, alongtimatbhanges triggering the request for revision.
It will also facilitate the management of the lijete of the application for both the applicant and
the EDQM.

5. Lifecycle management of applications

For each update of the dossier (i.e. following quest for additional information issued by the
EDQM or for the submission of a request for rewgjothe following instructions should be
implemented:

- For revisions: the cover letter should describertdguest for revision, include supportive
data, comparative tables, etc, as required by B@M guidelines for revisions/renewals.
- Responses: any answer to an EDQM deficiency letteuld include in Module 3 all
updated files for the sections affected by the Qoies &Answer process. This may also
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apply to Module 1 (e.g. update of administrativéajlaas well as Module 2 in cases where
extensive data would require inclusion of the ratdvsummaries and/or overview sections.

The following specific instructions apply also, éaging on the format chosen:

- For an eCTD: a new sequence 000(X+1) should beged containing Modules 1, 2, 3 as
appropriate, with updated files in the relevanttises, using the same structure as
originally. The files should have the appropriatgem@tion attribute: “New”, “Append”,
“Replace”, “Delete”.

- For a NeeS: a folder should be provided contaifftaglules 1, 2, 3 as appropriate, with
updated files in the relevant sections, using t@es structure as originally, and with a
general Table of Content(s).

- In case a single PDF file has originally been sutedi the updated sections should be
supplied as a single bookmarked pdf file, highligdpthe modifications.
6. Requirements on electronic files

Electronic files should be in accordance with Goia for Industry on Providing Regulatory
Information in Electronic Format which may be fouatd

For eCTD:
http://esubmission.ema.europa.eu/doc/eCTD%20GuaaAd0 Document%201.0%20FINAL%20F
OR%20PUBLICATION.pdf

For NeeS:
http://esubmission.ema.europa.eu/doc/eGuidance mecu 1.4

For PDF format:
The principles given imttp://esubmission.ema.europa.eu/doc/eGuidance ey 1.4should be
implemented for the format of the file.

7. Way of submission
The applicant can submit electronic files through 3 ways described below:

- CD-ROM or DVD properly identified, which shousthow the name of the company, the
name of the substance and the dossier number virkno

- Internet secured Dropbox: for submissions upG0 MB only. Access codes are needed
and can be obtained upon requestegt@edgm.eur he files should be zipped together.

- E-mail addressed aep@edgm.etor letters only.
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8. Security
The applicant should check the submission for alesei virus before sending it to EDQM. As for

paper applications, EDQM guarantees the security aimfidentiality of electronic data from the
receipt, whatever route of submission is seleateah the choices above.

9. Implementation
The requirements described in this document wibbvalEDQM to use electronic submissions

efficiently. Once a company has made an e-subomsseversion to paper submission is no longer
possible.

Annexes:
Annex 1: recommended structure for a CEP applioatie@CTD format

Annex 2:recommended structure for a CEP application in Nea8at
Annex 3: recommendestructure for a CEP application in single PDF fdemat.
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ANNEX 1:
eCTD recommended structure, granularity and format

e For the first submission (New Application)
seguence 0000

¥ | eCTD-substance name-manufacturer name
v 0000
= index-md5.txt
| index.xml

v

ml
[ ey
v | 10-cover
v [ common
"= commaon-cover.pdf
v | 12-form

v Commaon /
. common-form.pdf
v | ld4-expert
= quality.pdf —;
v | additional data
~ eu-regional.xml
ma

v | 141l-quality
" common-additionaldata.pdf
23-gos

= gos.pdf
2 m3 t

|_© 32-body-data
v |4 32s-drug-sub
v | drug substance name-manufacturer name
v | 32sl-gen-info
™ general-properties.pdf
nomenclature. pdf
structure. pdf
s2-manuf
control-critical-steps. pdf
control-of-materials. pdf
manuf-process-and-controls.pdf
manuf-process-development. pdf
manufacturer.pdf
" process-validation.pdf
s3-charac
elucidation-of-structure. pdf
o impurities. pdf
|7 32s4-contr-drug-sub
| 32s41-spec
T specification.pdf
- 32s4Z-analyt-proc
analytical procedures-general method-1.pdf
analytical procedures-general method-2.pdf
analytical procedures-general method-3.pdf
analytical procedures-general methods.pdf
s43-val-analyt-proc
validation-analyt-procedure-1.pdf
validation-analyt-procedure-2.pdf
validation-analyt-procedure-3.pdf
~ 32s44-batch-analys
T batch-analyses. pdf
32545-justif-spec
T justification-of-specification.pdf
| = 32s5-ref-stand
T reference-standards. pdf
. 32sb-cont-closure-sys
7. container-closure-system.pdf
| = 32s7-stab
7 postapproval-stability, pdf
T stability data.pdf
T stability-summary. pdf

LT

et
Sl

Ll
P

Pt

[-=

2l

2 did
style

I-#

EDQM Application form for a first submission
including declarations

CV of quality Expert

If relevant should contain copy of CEP, Toxicologial
report...

Quality Overall Summary using EDQM template

As far as possible, relevant analytical
procedures and validations should be|
separated (i.e. for related substances
Residual solvents, catalyst...)
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» Additional information (responses to EDOM question$
sequence 0001

v | eCTD-CEP number
v [F 0001
= index-md5.txt
= index.xml
v ml
v [F eu
v |.#® 10-cover
¥y [ common

— common-cover.pdf
o eu-regional.xml
¥ | responses

Clearly detailing Question and

¥ MRl ‘ / Responsesind making cross reference
2| common-responses.pd to updated sections of the dossier

Y L#f m3
v [# 32-body-data
¥ [ ® 325-drug-sub
v | drug substance name-manufacturer name
v | 325K-XXX
= XXX.pdf
v |3 32s¥-YYY | Only updated sections should be provided
= YYY.pdf using relevant operation attribute (“New”,
v & utl “‘Append”, “Replace” and “Delete”)
> [2 dtd
[ style

» For revisions/renewal submissions
sequenceXXXX
v | eCTD-CEP number
v | 000X
= index-md5.txt
~ index.xml

v Gl ml
v |2 eu

¥ (= 10-cover
¥ & common

Clearly detailing changesmade in the
content of the dossier and making cross
reference to updated sections

o common-cover.pdf
v . 12-form

E

¥ | F commaon
- common-form.pdf
- eu-regional.xmil

— EDQM Application form for revision /renewal
including relevant declarations

Y L2 m3
v | 32-body-data
v | 32s-drug-sub
Y = drug substance name-manufacturer name
Y [E 325X-XXX
T XXX.pdf __—| Only updated sections should be provided
v |3 3ZsY-¥yY with relevant operation attribute
™ YYY.pdf
v = ul
b (2 dud
b [F style
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ANNEX 2
NeeS recommended structure, granularity and format

PA/PH/CEP (09) 108, 1R

For the first submission (New Application)

MNeES-substance name-manufacturer name

v

m2

v

23-gos

= gos.pdf
m3 \
I F 32-body-data

32s-drug-sub

|7 drug substance name-manufacturer name

| common-additionaldata. pdf

v

One general table of content with
hyperlinks towards each file in the
submission

EDQM Application form for a first submission
including declarations

| ctd-toc.pdf
ml
3 au
v | - l10-cover
w comman
= common-cover. pdf
v |2 12-form
v COmmon
= common-form. pdf
v 14-expert
v 141-quality /
= guality.pdf
v additional data

CV of quality Expert

If relevant should contain copy of CEP,
Toxicological report...

Quality Overall Summary using EDQM template

32s1-gen-info

= general-properties.pdf
nomenclature. pdf

structure.pdf

s2-manuf
control-critical-steps. pdf
control-of-materials.pdf
manuf-process-and-controls. pdf

manuf-process-development. pdf
manufacturer.pdf

" process-validation.pdf
s3-charac
elucidation-of-structure. pdf
impurities.pdf
. 32sd4-contr-drug-sub
v | 32s41-spec
~ | specification.pdf
v & 32s42-analyt-proc
" analytical procedures-general method-1.pdf
analytical procedures-general method-2 . pdf
= | analytical procedures-general method-3._pdf
" analytical procedures-general methods.pdf
s43-val-analyt-proc
validation-analyt-procedure-1.pdf
validation-analyt-procedure-2.pdf
validation-analyt-procedure-3.paf
sd44-batch-analys
= batch-analyses.pdf
v [ = 32s545-justif-spec
" justification-of-specification.pdf
. 32s5-ref-stand
T reference-standards. pdf
= 32sb-cont-closure-sys
-_' container-closure-system.pdf
- 32s57-stab
= postapproval-stability,pdf
stability data.pdf
stabilitv-summary.pdf

AR S R

RlRE

Pl

4
r [

4
Lid
Pl
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Additional information (responses to EDOM gquestion$

¥ | MNeE5-CEP number - X
= ctd-tocpdf ——— | One general table of content with hyperlinks
v O mi towards each file in the submission
v ¥ eu
v |.® 10-cover
v COMImon
| common-cover.pdf . -
- rRSpORLES Clearly detailing Question and Responseand
ol making cross reference to updated sections of
v | COMMOon .
R the dossier
. common-responses.pdf
Y | m3
v | 32-body-data
v | & 32s-drug-sub
v drug substance name- manufacturer name
v o= 32sX-XXX
= XXX.pdf _—— | Only updated sections should be
v [F 32sv-yvy provided
= YYY.pdf

For revisions/renewal submissions

MeE5-CEP numbe

/ General table of content with hyperlinks
= ctd-toc.pdf towards each updated CTD section
ml
e _ Clearly detailing changesmade in the content
10=cover of the dossier and making cross reference to
XTI updated sections
T common-cover.pdf
12-form
[~ commaon

= common-form.pdf —8M8M

EDQM Application form for revision /renewal
m3

including relevant declarations
32-body-data

A2s-drug-sub

drug substance name- manufacturer name

Esiﬁ(xdf — Only updated sections should be
5 lp .

iy provided

325Y-YYY

= YYY.pdf
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ANNEX 3
Single PDF structure, granularity and format

e For the first submission (New Application)

¥ | PDF-substance name-manufacturer name
Y (& ml
Y = eu
v 10-cover
v LS common
' = common-cover.pdf EDQM Application form for a first submission
v [ 12-form including declarations
¥ | common
o common-form.pdf
k J # 14-expert .
v i 141-cqualty /— CV of quality Expert
= quality. pdf
v | additional data /— If relevant should contain copy of CEP,
= common-additionaldata. pdf Toxicological report...
Y & ml
v [ ¥ Z23-gos
= gos.pdf Quality Overall Summary using EDQM template
v (& m3
v |[f 32-body-data
¥ | 32s-drug-sub
L r:lrug substance name-manufacturer name

= 32¢-drug-sub.pdf —— | One single file structured and bookmarked
- according to CTD format

« Additional information (responses to EDOM question}

vy |4 PDF-CEP number
v [ ml
Y | = eu
v | 10-cover
¥ |= common

. commaon-cover.pdf " .
v B rasonses Clearly detailing Question and Responseand
3 making cross reference to updated sections of

v | common _
= common-rasponsas.pdf the dossier

v [ m3
v | 32-body-data
v | 32s-drug-sub
v | drug substance name-manufacturer name

T 32s-drug-subpdf — ) )
One single file structured and bookmarked

according to CTD format, containing updated
sections
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* For revisions/renewal submissions

|2 PDF-CEP number
Yy |2 ml

v [ ey Clearly detailing changesmade in the content of
v [F 10-cover the dossier and making cross reference to updated
v | common sections
- common-cover.pdf
v [ ® 1Z2-farm

LA L ( _—— | EDQM Application form for revision
| carmmon=lorm.pd Irenewal including relevant declarations

v |2 m3
v | 32-body-data
Y L@ 3Zs-drug-sub
v | drug substance name-manufacturer name

One single file structured and bookmarked
according to CTD format, containing updated
sections

= 3Zs-drug-sub.pdf
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