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eCTD In practice

: EU Module 1
i D:'-.,m:l:aranl:—r i DTD version 1.4
Datei  Eearbeiter Envelope for SK
Submission: Type: Initial Marketing Authorisation
G Zurick - | Number SK/H/0120/001-002-003
| — —_— Tracking Number(s): to be advised
Applicant: KRKA
1 Agency: Slovak Rep - State Institute for Drug Control (SK-SIDC)
E(:" TD Dm Procedure: Decentralicad Pracadwas (MICDY
Invented Name: iﬂi nim, MIROP 4 mg tablety s predlizenym uvolhiovanim, MIROP & mg tablety s predlzenym
] —ady
ml-a INN: ROP
u E Sequence: 0003
Related Sequence:
B2 -com Submission Description: SET T
) Envelope for IT
Submission: Tvpe: Initial Marketing Authorisation
m Number: SK/H/0120/001-002-003
' Tracking Number(s): to be advised
Applicant: KRKA
Agency: Ttaly - Agenzia ltaliana del Farmaco (IT-AIFA)
Procedure: Decentralised Procedure (DCP)
= Invented Name: MIROP, MIROP, MIROP
INN: ROPINIROLE HYDROCHLORIDE
Sequence: 0005
Related Sequence:
Submission Description: SK/H/0120/001-002-003 - integrated dossier
Envelope for NO
Submission: Type: Initial Marketing Authorisation
MNumber SK/H/O120/001-002-003

m Stabdity - Substance 1, Manufacturer 1 [new]
3 B m2-3-s-drug-substance [manufacturer: Manufacturer 2] [substance: Substance 2]
m eneral Information - Substance 2, Manufacturer 2 [new]

I I o ™ ™ 4 e T ™ ™ r 1
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Problems with LCM operators

Errors:
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EIB'J 1 Administrative Information and Prescribing Information
Elm European Union {¥1.3)

B- h_] 1.0 Cover Letter

El L|_'| Euver Letter by Country [bg]

e 1.0 2010-05-11 Cover Letter Dayl1b0

Cower Letker by Country [it]
Cower Letker by Country [common]
S Cowver Letker by Country [commaon]
B- h_] 1.2 Application Form
= L|_'| .ﬁ.ppllcatmn Form by Country [common]
e 1.2 Annex-5-19-List-of-Proposed-Mames-Cap
- 13 F‘r-:u:luu:t Infarmation
1.8 Information relating bo Pharmacovigilance

Responses to Questions

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
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-

EI h_] .ﬁ.ppllcatlnn Form I:u':.-' Cu:uuntr%,.f [n:u:nmmn:nn]
- 1.2 Annex-5-01
----- 1.2 Annex-5-02 Informed-Consent-Cap
- 1.2 Annes-5-03-Tab-Cap

Cu:uver Letter by Country [cz] : 1.2 annex-5-04 Seq uence 0003
Cover Letker by Country [de] Q 1.7 Annex-5-05 cu I'I'ent VleW
Cower Letter by Country [ie] Seq u e n Ce 0003 EI;D |7 AnnEs-E-06

T 1.2 &nnex-5-06- Lucas -Tab-Cab
- 1.2 Annex-5-05-Flowc
=R 1.2 Annex-5-03
- 1.2 Annex-5-09-Biederman-Tabs
- 1.2 &nnex-5-09- Las -Tab-Cab
- 1.2 Annex-5-10
- 1.2 Annex-5-11
- 1.2 Annex-5-12-Tabelle-Cap-Cos
- 1.2 Annex-5-15
- 1.2 Annex-5-17-List-of-Mock-ups-Engli

o 1.2 Annex-5-22

----- 1.2 Annex-5-19-List-of-Pro
- 1.2 Annex-5-06- Biederm
- 1.2 Annex-5-09- Lucas
----- 1.2 Annex-5-09- Biederman

----- 1.2 Annex-5-22-Declaration Biederman
l ? 1.3 Product Information
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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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P.7.1 PEELABLE LIDDING FOIL AND PVC FILM

. . Packing material Supplier
M ISSIN g 228 mm, Peelable lidding foil Acare Packaging
234 mm, PVDC coated PVC clear film | Beare Limited

bookmarks,

navigation
n Ot s Test Specification - Finished product manufacturer
o Certificate of analysis - Finished product manufacturer
Su p po rted o Certificate of analysis — Acare packaging
» Technical data sheet — Acare packaging
e (Clearance certificate for Pin Pharma - Statement of compliance with EU
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s Statement for absence of Pin holes — Acare packaging

%* Technical data for the container closure system:

228 mm, Peelable lidding foil — Acare Packaging

234 mm, PVDC coated PVC clear film — Becare Limited

e Test Specification - Finished product manufacturer
o Technical specification — Beare Limited
» Certificate of analysis - Finished product manufacturer

Tartifirata n‘F qnnlwc.lc. — ReraraT 171-111;::1
| Prior and concomitant Tapy. . . uo1Y




Most Frequent Probl

< AU

|} i,
1 . i, A Le
—\ o II, bk LR

But bettey; -
solutions gre
passible |

\
\

Most crucial for

asSSesSSo

evaluate
Impuritif

10

'S 10

//

e ¥ )

6418
a

,s—\
7

1.16hR

| =4

X

40—

30—

4000

BENZAL —

FrRUWY—

FEMTHA

FRaA—
BUTYRY—

—355

Most crucial for |

assessors to

2500

evaluate
Impurities
ToUd TZoU TOoT




FUROPEAN MEDICINES AGENCY

Current recommendations for e-submissions
of full dossiers

« 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)

e 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
11 Going digital — general aspects
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Folder structure required

o Structured in accordance with CTD (NeeS) or completely in accordance
with ICH specifications on m2 to m5 and EU specification on m1l (eCTD)

 Breakdown in conformity with the ICH Granularity Document

 Root directory named by product

= (*) de-h-0995-001 (D)
name or procedure number

= C5) de-h-0995-001

 Working documents always in =1 ) o001
a separate folder on root level named =2 1
<sequence>-workingdocuments 2 m3
I il
Note = | 0001-workingdacurments
) be
« Do not use container (e.g. zip, rar, 7z) I3 common
for submissions on CD or DVD ) de
I pt
] se
I uk

12  Going digital — general aspects
OB
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File formats

General

 In accordance with ICH and EU eCTD specifications
« PDF not below versionl.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

13 Going digital — general aspects



femplate of cover letter to he sent to BfATM

=hpplicant=
=i ddwess=
=i ddress=

Sending Electronic N fetes<m
Address

=Fefi

=Hational hgency=

A =i ddwess=

ot
umm'ﬁa h =Post code= =Towm=
/ Mar‘ﬁa"*mg' : o =Countzy> @ﬂﬂ Eﬂ[ﬁ]ﬂ ﬁ%ﬁ@

ﬂﬁﬁf"ﬂn Subject: Submission of Application Dossiers} for =Product Name(s) in the MS where the app
. J— N ™ GO it submitied= <MPR / DCP.-Procedure Mumberiz), <ENR==

Dear S1r5,

&
g G0 ¥ .
w oG We are pleased to sthmwit owr Applicaion Dossier(s) for a =hhoal Recognition= [ <Decent
| lﬁfﬂ':'*" ) Procedire which details are as folloas:
DEIH

\ R 2 D':}D?" Name of the medicinal productz){m e BRI ...
o .
Phamiacewtical formds) and strengithizd: .. ...

.\ 09 y. INN'active substance (k... ................... ATC CodeleY: ..o
A

! o Legal Basis of the AppReation(sl ...
S When approprate, please mdicate:
e P - Use of Emropean Beference MediomalProduct e e
- [f'the strengthis) of the Befemnce MP diftfers between EMEACM S OYes O
4 Going aigar — generai aspects - If the pharmaceutical foems) ofthe Reference MP differs between EMSICMS OYes O
O

- [f'the mdicatons) of the Eefarence MP differs between EMEICHE O ¥es
=
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Technical validation...

Will also include for PDF files:

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

* Whether hyperlinks and bookmarks are functional
e 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

15 Going digital — general aspects
OB
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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

e Current criteria in force since Dec 1st 2012

* Next versions will be implemented by Sep 1st 2013

16 Going digital — general aspects
OB
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Examples of Validation Criteria

Type of

Numbe - |Category Validation Criterion M check ™ \Comments M
3.4 FDF Files Individual files in section 1.2 have no security FIF These limited security settings are allowable for the application form,
settings except for the following, which are because they are necessary for the functioning of the eAF.
allowed:
Changing the document
Document assembly
Page extraction
Creation of template pages.
3.5 FOF Files All TOC PDF hyperlinks are relative FIF Absolute (rooted) links will not work once the submission has been moved
to the review/assessment environment.
3.8 FDF Files The submission does not contain corrupted FIF This can be achieved by opening a PDF file in software which is
files compliant to 1ISO 32000-1; if the file opens without error, the POF file is
considered to be conformant. Absence of detection of conformance
3.BP1 FDF Files Files have been created and saved as PDF BF For PDF files with apparent versions of 1.3 or earlier, the version
1415 16 orPDF 1.7 information should be taken from the first eight characters from the first
line of the header in the file. For versions 1.4 and higher, the version
should be taken from the document catalogue dictionary, if present. If both
the header information and the catalogue information are present, then the
document catalogue dictionary information takes precedent, see PDF
32000-1:2008 specification, chapter 7.5.2 for further details.
Only the PDF versions specified are recommended by ICH.
This test is important due to archiving and also that PDF files can be
correctly open and read by assessors.
3.BP2 |PDF Files Hyperlinks and bookmarks within BP Only links that open in the same software application are tested. Other
documents, or between documents within links {e.q. web links and e-mail addresses) are not considered to link to
the same Nee5, have a valid target. essential content and should not be tested.
17 If this BP criterion is not met, the assessor might not be able to

conveniently find the relevant documents and read the submission as

intended bﬁ the aeelicant.
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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 Going digital — general aspects
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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

19 Going digital — general aspects
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Restrictions In Technical Validation

v Incorrect pdf versions (only in case of version 1.3 or below)
Missing bookmarks
Meaningless named bookmarks

v Broken hyperlinks within sequences or across
seguences

v 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...

20  Going digital — general aspects
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CMDh Best Practice Guide 10/2011

Concerning eCTD only, but for all human medicinal products

e 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

21  Going digital — general aspects
OB
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Comprehensive Model

0000 )
iy M utual submisdons
~ B0 initial application
oo (ind. all docurmentsto all MS)
o004 _J
000 M Ltual submisdons
0005 e.q. variation
000R Mational submissions
0007 e.g. MAH transer
0003 i Ltual submisgons
e.q. variation
000

22 Going digital — general aspects
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Repeat Use Procedure @)
[ | [FS] [CWEA] [OWSZ] [GWSS] [ENSA] [GSS] [chse] [CwsT] [Cse]

Mewu ChAZE provided voith all
relay ant sequences

RUFapplication sequenc:a (induding
AF and cower [&ter (R Sindialhy,
rieid ChASe subsequent b

Respore es to Cuestions submitted during
the RUP (= e correspondng figor e,

sequencs G -9

Qub=equent common submission e q.
wariatiores after FP

23  Going digital — general aspects




Repeat Use Procedure (2

Tracking table

FUROPEAN ME
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RIS CH 5 - Firat YWave L3 — Sedond Wianve

Sequend e | Bubmnission desariptin DE AT ES FR SE SK FI LY HL

(EMELY | (MBS | (CME) | (EMEL) | (EMES) | (UMS | (OME | (BMEE)
a1y Fespotge s to Qaestions Aprll | Aprll | Aprll |Aprll [Aprll |Sprll [Aprll (Apcll | Apcll
0016 Mlaroxt ac bring changze variation Aprll |Aprll |Aprll |Aprll |Aprll | Aprll | Aprll [Apcll [ Apcll
0a1s MEF withthe rewr Mo hasto be finaliced - specfic | Janll | Janll | Jawll | Enll [ Janll [Jmll [T ll [T ll | Bnll

cequerce s for EITPMETD — cee fimme 6, cequerce 6 -
g

0014 BUP mifiation seqaet e Dec 10 [Jam 1l [Jam 1l [Jamll | Janll | Jall | T ll | Enll | Janll
001z Fesporice s to Chiestione — chakge I lezal sabas (FE) Sz 10
oo1a Change i kgl stats (FE) 110
o1l Fesponce s to Qaestions w10 | Am 10 | Amll | Am 10 [ Fm 10 | Fml0 [Jmll [ Enll | Janll
0a10n Mlaroxt ac bring changze variation Mlar 10 | Marl0 | Mar 10 | Mar 10 | Marl0 | Marl0 [Jmll [T ll [ Janll
Qa09 Dy 90 = Final Enprodact dfonmation How0? | Howr 09 | Howr 09 | Honr09 | Howr09 | Mo 09 | T 1l [ Jan 1l [ Janll
Qao0s Dy 85-90 Be opobises Qce09 | Qct09 | Oct09 | 0ct09 | Ock0? | Qct09 | Jmll [T ll [ Janll
oaay Dy 60 Coveolidated Fesponse Docimmerit Sep09 [ Sep 09 | Sep 09 | Sep0? | Sep 02 | Sep 02 |Janll [Jamll | Jamll
0006 Walidatiom update Mar 09 | Mar 09 | Mar09 | Mar09 | Mar09 | M09 [T 1l [T 1l | Janll
Q005 Conmitry pecif & Ind ommation (A1) Febh 09 | Feb 09 | Feb 09 | Feb09 | Feb 09 | Feb09 | Tmll [Jmll [ Janll
ooo4 MEF update sequetce Jan09 | Feb 09 | Feb 09 | Feh09 | Feb 09 | Feb 09 | Tmll [Jmll [ Janll
Qa0z Firalagre ed Hational product rdormation Dec0F |Feb 09 | Feb 09 | Feh0d |Feb 09 | Feb 09 |[Tmll [Jamll [ Janll
Qoo Fespotse s to questions Sep 03 | Feb 09 | Feb09 | Feb 09 | Feb 09 | Feb09 | Jmll [T ll [ Janll
Qa0 Walidatiom update Dec 07 | Feb 09 | Feb09 | Feb09 | Feb 09 | Reb0? | Tmll [T ll [ Janll
Qaan Buitial DIOK Dec 07 | Feb 09 | Feb09 | Feb09 | Feb 09 | Reb0? | Tmll [T ll [ Janll

24  Going digital — general aspects
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Agencies’ Expectations

* Receipt of instantly growing number of e-only submissions
e 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

25 Going digital — general aspects
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