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» What is eCTD?
» CTD versus eCTD
» eCTD impact on industry and agencies

» all the things that can go wrong
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What is eCTD? (1)

What people have in mind, when they talk about ‘eCTD’

‘an interface for industry to agency transfer of regulatory information [...]™*
any assortment of PDF files for submission to Regulatory Agencies
the rules about how to structure applications to Regulatory Agencies

What | see on my screen/with my reviewing software when doing assessments

* |CH eCTD Specification V 3.2.2, 2008

© 2017 DIA, Inc. All rights reserved. Page 7 D IA



What is eCTD? (ll)

What people have in mind, when they talk about ‘eCTD’

a kind of electronic document management system
submitting data instead of documents
all the SOPs and work Instructions in my company on eCTD

creating hyperlinks in a submission

* |CH eCTD Specification V 3.2.2, 2008

© 2017 DIA, Inc. All rights reserved. Page 8 D IA



What is eCTD? (IV) —

Regulatory

Affairs
| RIMS (data)

document | eDMS
authoring (documents)

I
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What is eCTD? (V) —
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management
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electronic
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What is eCTD? (VI) — ICH files & folder structure

et ra -
FoIdEIersu:_:' de-h-1234-001-dc -] @ducmn'@ el
as PDF-files

directory structure

L) 24-nonclin-over @ matches

3 25-clin-overe CTD-structure

L) 26-nonclin-sum ﬂ

L) 27-clin-sum e
I m3
Iy me

directory and file

0= me names as
3 b H defined by
a| [ » « | -] eCTD-specifications

See ICH eCTD Specification V 3.2.2
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https://admin.ich.org/sites/default/files/inline-files/eCTD_Specification_v3_2_2_0.pdf

What is eCTD? (VII) — granularity of documents/files

32pS-contr-d .rug-pr{:u:l .

[ Module 4 The TOC is only called for in the paper version of the CTD; there 3'2F"51 -S|
is no entry needed for the eCTD spec ifications-var. pd'f

4.2 421 32p52-analyt-proc
analytical-procedure_pdf
32pS3wval-analyt-proc
validation-analytical-procedures _pdf
J2pbd4-batch-analys
batch-analyses-var_pdf
32pS5-charac-imp
characterisation-impurities-var.pdf
32p56-justifspec
justification-of-specifications-var_pdf
I2p6-ref-stand
reference-standards-var_pdf
32pT-cont-closure-sys
container-closure-system-var. pdf
32p8-stab
stability-summany-var. pdf
postapproval-stability-var. pdf
stability-data-var.pdf

422

423

http://www.ich.ora/LOB/media/MEDIAS54.pdf http://esubmission.ema.europa.eu/tiges/docs/eCTD%20EU%20
Validation%20Criteria%20v7.1 Feb-2018.xIsx
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http://www.ich.org/LOB/media/MEDIA554.pdf
http://esubmission.ema.europa.eu/tiges/docs/eCTD EU Validation Criteria v7.1_Feb-2018.xlsx
http://esubmission.ema.europa.eu/tiges/docs/eCTD EU Validation Criteria v7.1_Feb-2018.xlsx
http://esubmission.ema.europa.eu/tiges/docs/eCTD EU Validation Criteria v7.1_Feb-2018.xlsx
http://esubmission.ema.europa.eu/tiges/docs/eCTD EU Validation Criteria v7.1_Feb-2018.xlsx
http://esubmission.ema.europa.eu/tiges/docs/eCTD EU Validation Criteria v7.1_Feb-2018.xlsx

What is eCTD? (IX) — ICH xml backbone

) Mozilla Firefox

Datei EBearbeiten Ansichk Chronik  Lesezeichen Extras HilFe

=1k

GS-;v O X & ||j|File:,I',I',I'C:,l'F'IacebD_Ltd,de_pubs,l'UPiii,l'pubzﬂ10—03—29,|'de—h—1234—00l—dc,l'DDDD,l'index.xml - |:-:'.]-|Gnngle

J |j ﬁle:,-",.-",.-"l::,-"Placeho...dc,.-"l:ll]l]l],.-"inde:-c.:-:mlI - |

eCTD p1D versionz2

= 1 -administrative -informaton-and-prescribing-information
m ] Furcopean Umon (w1 4% [new]

m mZ-common-technical-document-summearies
m i 2-Z-introduction
m 22 Introeduction [new]
m 1 2-3E-gquality- owverall - summary
m mZ-S-antroduction
m 2 31 Introduction [new]

B mZ2-E-s-drug-substance [manufactorer: PlaceboLtd] [substance: TTzelessmaolPentahydrate ]

m 2 =2 F Dvug Substance [new]

B mZ2-E-s-drug-substance [manufactorer: PlaceboLtd] [substance: Thinfar]

m 2 322 Dyug Substance [new]

B m2-S-p-diug-product [manufacturer: Placeboltd] [product name: TTselessPilleani250] [deosage form: mPille250mg 1ng]

m 2 2P Dyug Product [new]

B mZ2-S3-p-diug-product [manufacturer: Placeboltd] [product name: TTselessPillsmiS00] [desage form: mPillsS00mg 1ng]

m 2 2P Dyug Product [new]
B mZ2-SE-a-appendices
m 235 SAppendices [new]
m m2-S-r-regional-mnmformation
m 2 3 FE Eegmonal Information [new]
m mZ2-d-nonchnical-owerview
m 2 Meonchmcal Overview [new]
m i 2-5-clinical-overview
m 25 Chcal Owverview [new)]
m 2 -G-ononclinical-written - and-tabulate d-sumimaties
m mZ2-6-1-introeduction
m 2 & ] Intreduction [new]

| |>1_|\D

© 2017 DIA, Inc. All rights reserved.

See ICH eCTD Specification V 3.2.2

Linked submission
Table of Content
for Modules 2 - 5

&

Module 3 meta data on
active substance(s)’
name(s),
product(s) name(s)
manufacturers,
dosage form(s)

&

Module 5 meta data on
Indications
&
life cycle operators

(new, replace, delete, append)

o DIA


https://admin.ich.org/sites/default/files/inline-files/eCTD_Specification_v3_2_2_0.pdf

What is eCTD? (X) — ICH PDF file properties

» PDF version (1.4 ... 1.7)

» certain PDF properties (fast web
view, file display settings, no

password protection, ...)
» PDF file size restrictions

» File name characters

vV v v v V¥V

bookmarks & hyperlinks
page size & orientation
handling of scanned pages

embedded fonts

See Specification for Submission Formats for eCTD v. 1.2

© 2017 DIA, Inc. All rights reserved.
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https://admin.ich.org/sites/default/files/inline-files/Specification_for_Submission_Formats_for_eCTD_v1_2.pdf
https://admin.ich.org/sites/default/files/inline-files/Specification_for_Submission_Formats_for_eCTD_v1_2.pdf

What is eCTD? (XI) — Module 1

» different in all regions, but content is similar: S P

DEM/1234/002/DC

cover letter, product information/labelling in T S

Submission:

local language, (application) forms, e

Tracking Mumber(s) E/HY D
DEAL1234/002/DC
. . - pplican ceb.
gency Austria - A harmbded LOM (AT-AGES)
adaministrative aocuments - P ———
1 Tnventsd Mame: Useless
LT U ahydrats, Thin Air

» eCTD ‘envelope’ with coded data (‘structured data’) about the submission.

» in some regions more detailed coded data (‘structured data’) within electronic

forms (e.g. EU electronic Application Form)

© 2017 DIA, Inc. All rights reserved. Page 15 D IA



» What is eCTD?

» CTD versus eCTD
» eCTD impact on industry and agencies

» all the things that can go wrong



CTD versus eCTD (I)

» Both a brainchild of ICH

» CTD - the structure of documentation for submission of marketing
authorisation/registration applications

» eCTD - technical requirements to submit CTD structured documentation
electronically

» CTD/eCTD cover ‘scientific’ part of documentation (Modules 2- 5) and general
technical requirements, additional REGIONAL guidance covers
‘administrative’ and specific national documentation

» Content of individual documents based on ICH Quality, Safety and Efficacy
guidance

© 2017 DIA, Inc. All rights reserved. Page 17 D IA



CTD versus eCTD (ll)

Diagrammatic Representation of the Organization of the ICH CTD
Common Technical Document

Not part of the CTD

1.1 Submission
Tof C

CTD Table of Contents
21

CTD Introduction

Module 2 2.2

Nonclinical
Owerview
Z.4
CTD
Nonclinical Written
and Tabulated
Summaries
2.6

,

|

|

I

|

|

|

|

|

|

|

|

|

|

|

|

|
S

Module 3 Module 4 Module 5

Quality MNenclinical Clinical
Study Reports Study Reports

3
31TefC 4 5
41TofC 51TofC
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CTD versus eCTD (lll) = CTD: Modules’ ToC

Each CTD Module includes a Module- or even submission-wide Table of Contents
(Module ToC)

11 Comprehensive Table of Contents
. o oame et Module 2.1 3.1 Table of Contents of Module 3
- =
A onsgrabaiiaive brlls of contenti should e el For w53 Fope of ppplecail w1 - g
(1 ek ot bl o it of o apylinson soiimand Pt M Aplisations Commoeon Technical Document Table A Tvie o€ Gontre for Module 3 sheadd bearovided
vetietma whionld be sddraiad (oo plve maedvniien’) " A — 5
The Tetds of Comsennt iboudd reflect s Ay o e de et ubmmned Ilh“ nf Of c uu‘entq (llod“leg 2 - J
ro oot e Aunes so the b8 ICM puidebes ou ‘orgeaiarion of e CTD . putlished os.
s (= Adodule 2 Cemmes Techuical Decument Summarie.
21 CTD Twsle of Comwms (Modubs 2= )
Madub 1 I G [y —
18 Ceves Leiimr E: &bﬂuﬁf
11 Commprels Talds of Commeu 30 i wew -
i3 AswlemieaPem " T8 Mool Witen cd Tubletad Smiary 41  TABLE OF CONTENTS OF MODULE 4
23 Preduct luformssion Phesmacokinascn .
el Lealh Towalagy A Tabls of Comtent: thould be provided that hivn all of the nonchmscsl vudy repot snd
::J:::..';, 0§ 1nd Puckags R and A 3 Mo ds gaves the locanon of sach wnudy report = the Conasnon Tecknucal Docusmes:
1) Spacimen S mopey e
1.3 & Counubistos will Taped Pailest Creags Clmscal Sadary )
137 Produs Esdermuption shrendy sppeeved 1 s Mismbes Leeses Symopias of ladeadasl Snudiss
158 Bonidle Aodule 3: Ous
14 Dnbersastion sbow fls Eaparns 3.3 Mdadula § Trbla of Commen 5.1 TABLE OF CONTENTS
141 Gualiny 33 Ror Ciaas Rasussaces
: : !?“wm:““ AMadule 4 Nentlinical Stady Rapsrts A zable of comtents for the study reperts sbould be provided as follows
. & : 7 >
1Y Spwsific Requisssssuly for Duffesmui Types of Applicsiious :é MM::.-." Trkla of Comtenty
P lmbermarneds G Bk e g apiad 8l Agplic 0 1aes 43 Limeaeo Rafarences
19 3 Informanes for Gessene "Hybrd of Dao-sumalar Applicsnsni 51 Takle of Comtsats of Medule 7
Adodule £ Chnkal Siady Reports
193 (Bnraindad) Dath | Minkior Mubasniry 1 Madte § Tebte . 1 ar Listing of All e .
1% o Exaptissal Cusmmaasiss 33 :M-:;_mucmlmu o= ‘shl 5 Lzicel Srudia
199 Condinsssl Muksnng Aullisrnsnsn 33 Flmicil Fiz ¥ J .
[ T —— - = 3 Chinical Stady Repocts _ i
1.8 1 W GRiG 33.1 Repeit: of Diopharmacestic Studies
L3 GO 1313 Winseailabeliow (BAY Sendy Bgnpery
DT Dbt redenng 10 Cplan Mk Ene b
170 Sl ey [T ——

172 Mnakat Emchwsiviny

Sections 3.1, 4.1, 5.1:
ToCs for the respective
Modules

L e | e

I Section 2.1: ToC com-

Section 1.1: comprehensive prising Modules 2 - 5.
(submission wide) ToC

© 2017 DIA, Inc. All rights reserved. Page 19 D IA



CTD versus eCTD (lll) = CTD: Modules’ ToC

Each CTD Module includes a Module- or even submission-wide Table of Contents

(Module ToC)

Comprehensive Table of Contents
A consgrabeiaiw belle of comtemty should e prov ided for each frpe of spplaiion. sefleil ..\I'Dﬂ“le 2'1
011 maduile sotioms mebwalived ss pan of de wpplic ines swswued Fos Hew Applicinos: Common Technical Document Table
of Contents (Modules 2 — 5)

ems alenild b sddressed (eee slve “maredvrien’)
wids of Comsenn dnswld reflect s gramsisnry of (e dessssr vwbmmmed, tking o)
et fhw Aunes b ihe M4 IS puadelos on ‘orpamisrnion of de CTD, published o
Alodule 2 Cewmmesn Technical Decument Summaries
21 CTD Tebde of Covtemts (Madude I — )
22 7D loooducicon

pronaded that
& smady repeost @ the Conanon Techaae

lists all of the nonclsscal wudy report snd
2l Drocussat

Siudy Reports
af Ci

5.1 TABLE OF CONTENTS
A zable of comtents for the study reperts should be provided as follows

Comtssts of Modul
abnlar Lasng of ALl Chedes] Smdia
53 Climical St=dy Reparts
Repeoits of Dicpharmacectic Studie
11 _RMinsvasiahslin 5 AnCeTy

- i . .

I Section 2.1: ToC com-
prising Modules 2 - 5.

Section 1.1: comprehensive
(submission wide) ToC

© 2017 DIA, Inc. All rights reserved.
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ToCs for the respective

Modules
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CTD versus eCTD (IV) — section numbers and headings

CTD-section/-subsection title

Aodule Introduction
< - \Yahdatlnn of 9|{alytlcal Procedures (name, dosage form)
%ﬁ%smc BF ALL CLINICAL

S AN

—\_
CTD-structure number

CTD-section/
subsection

» section numbers & headings same in CTD and eCTD
but

» new eCTD era: headings in other languages than English
(in line with ICH eCTD specifications)

© 2017 DIA, Inc. All rights reserved. Page 21 D IA



CTD versus eCTD (V) — CTD document definition

.....

T TR
FIRENT; ERERITINIIRENI;

\

* CTD-sections and CTD-subsections
are composed of documents.
* "A document is defined for a paper

submission as a set of pages,

numbered sequentially and separated from

[ tab sheet

] [ sequential page numbers ]

ther documents by a tab." *)

*) cited from "ICH HARMONISED TRIPARTITE GUIDELINE ORGANISATION OF THE COMMON TECHNICAL DOCUMENT
FOR THE REGISTRATION OF PHARMACEUTICALS FOR HUMAN USE M4.

© 2017 DIA, Inc. All rights reserved.
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CTD versus eCTD (V) — CTD document definition

[ ==———1"L | k * CTD-sections and CTD-subsections

ﬂ are composed of documents.

entially and separated from
cume quentially p

ther documents by a tab." *)

*) cited from "ICH HARMONISED TRIPARTITE GUIDELINE ORGANISATION OF THE COMMON TECHNICAL DOCUMENT
FOR THE REGISTRATION OF PHARMACEUTICALS FOR HUMAN USE M4.

© 2017 DIA, Inc. All rights reserved. Page 23 D IA



CTD versus eCTD (VI) — CTD document structure

Header
pxl text a
Headear it taxt plons
ey text text text o 1 text
<t text text ext taxt taxt t taxt Kll
ext lext text “f text
2.4.2 Pharmacology wt taxt toxt ot toxt taxt et texd t et ‘
Headear xt taxt t
text t
axl t
axt mxt text
2.4.1 Overview of the nonclinical testing ext xt taxt :
strategy Ext xt text i
., ext
Header >t ext *t text text :
xt axt xt text taxt [t text text Lt tex «t tenxt
xt axt xt text teodt oxt toxt toxt <t text 1 text :
2.4 Nongclinical Overview o ext et fext toxt text xt text t taxt '
i axt o xt text
t
Table of Contents xt ot axt text text i text <t text
wt ext el text text Xt taxt 1 text (
2.4, SPVIEW e nonclinical testing strategy . . . . . 2 xt axt ot text text b test t
24.2 Pharmacolegy . . . . . . - . . . . . . . 3 xt el t
24.3 Pharmacokinetics . . . . . . 5 xt Lyt tex t
244, Tomioohegy . . . v v s e e e e e e e e T ot tex text text tex t text 21t t
245 Integrated overview and conclusions . . . .8 xt ext et text text %t text wt test
248 List of literature references . . . . . . . . . 9 xt axt
xt
ext
Table of Figures et
Figure 2.4 - 1 nonclinical testing strate, a2
Fi L .4 tex
axt
ext
axt
Table 2.4. - 1 Pharmacology Studies . . . . . . . . ... 4 ext
Table 2.4 - 2 Pharmacokinteic Studies . . . . ... .. 5 ext
Table 2.4 - 3 Toxicology Studies. . . . . . . . . . . . . . T bx exl
® xt
il
ot 3
i
xt
i
2
Footer 1
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CTD versus eCTD (VI) — CTD document structure

Header
pxl text =
Headear it taxt plons

pXt text text text text text e it et
xt text text xt taxt
%t text text ext text text L text

T text

2.4.2 Pharmacology it baxt toxt g"x_: th::} }g:: bt et [t texd

— kS
*t text te \“

)

Header

2.4.1 Overview of the nonclinical testing
strategy

Header

2.4 Nonclinical Overview

Table of Contents

2.4, SPVIEW e nonclinical testing strategy . .
242 Pharmacelegy . . . . . . . . . .

243 Pharmacokinetics . . . . . .

244, Toxicology . . . . . . .

© 2017 DIA, Inc. All rights reserved. Page 25 D IA



CTD versus eCTD (VIlI) — eCTD documents in general

» MS Word document templates to ensure correct granularity and

provide cross references for bookmarks and hyperlinks
» authors to be trained to use MS Word features properly
» software settings to make sure PDF renditions from Word are correct

» document review to include Word and PDF rendition

© 2017 DIA, Inc. All rights reserved. Page 26 D IA



CTD versus eCTD (VIII) — eCTD compilation & submission
process (l)

(I
| (W,
= II!. S o

Document Collection

Document Creation

Document Repository

© 2017 DIA, Inc. All rights reserved.



CTD versus eCTD (VIII) — eCTD compilation & submission
process (1)

Document Repository

eCTD Compilation

© 2017 DIA, Inc. All rights reserved.



CTD versus eCTD (VIII) — eCTD compilation & submission

process (1)

eCTD Publish

© 2017 DIA, Inc. All rights reserved. Page 29 D I A



CTD versus eCTD (VIII) — eCTD compilation & submission
process (1V)

eCTD Technical Validation

© 2017 DIA, Inc. All rights reserved. Page 30 D I A



CTD versus eCTD (VIII) — eCTD compilation & submission
process (V)

eCTD Dispatch

wait for agency approval mail

© 2017 DIA, Inc. All rights reserved. Page 31 D I A



CTD versus eCTD (IX) — multiple ‘registrations’ in one eCTD (l)

Principle Design Considerations

Wonderdrug eCTD Application 1 (0000, 0001, 0002 etc)
Wonderdrug tablets Wonderdrug injection
100mg 200mg iv powder
300mg 400mg diluent

Duplicate/2™ brand
P eCTD Application 2 (0000, 0001, 0002 etc)

Duplicate/2nd brand tablets Duplicate/2nd brand injection
100mg 200mg iv powder
300mg 400mg diluent

Source: TIGeS Best Practice Guide eCTD

© 2017 DIA, Inc. All rights reserved. Page 32 D IA



CTD versus eCTD (IX) — multiple ‘registrations’ in one eCTD (ll)

J2p-drug-prod ] . B 2 2
drug-product multiple branches possible mulhple sfuhz_r.h'u:tures pDSSIbIE it
32p1-desc-comp *+ combination product
description-and-composition-var. pdf . c
32p2-pharm-dev mult!ple strengths _
= ;;harma-::uticaIdmlupment-var pdf * multiple pharmaceutical forms
e and if it makes sensel

manufacturers-var. pdf
batch-formula-var. odf

» The principle design of an eCTD is defined with the

Initial sequence and cannot be changed easily during life cycle (follow up

sequences)

Source: TIGeS Best Practice Guide eCTD

© 2017 DIA, Inc. All rights reserved. Page 33 D IA



CTD versus eCTD (X) — technical validation (I)

Software

Text-processor
(e.g. MS Word®)
PDF-Software
(e.g. Adobe Acrobat®)
Scanning software
additional tools?
eDMS (e.g. documentum)?

Publishing Software
("publisher")

Validation Software
("validator")
either built-inin the
publisher or separate tool

© 2017 DIA, Inc. All rights reserved. Page 34 D IA




CTD versus eCTD (X) — technical validation (I}

Software

Validation Software
(agency specific)

data-base
file-share
eDMS
(agency-specific)

Review tool
(agency-specific)

© 2017 DIA, Inc. All rights reserved. Page 35 D IA



CTD versus eCTD (X) — technical validation (lIl)




CTD versus eCTD (X) — technical validation (V)

submission to agency!

at the agency

submission

perform technical
validation

on applicant's side
[ incomingeCTD ](

correct flaws;

VL resubmit corrected
perform business validation, i.e. version
check if all required documents for with un-

this type of submission are included changed sequence

number

no request |
applicant to resubmit

corrected version

© 2017 DIA, Inc. All rights reserved. Page 37 D IA

sub-
mission
valid?




CTD versus eCTD (X) — technical validation (V)

submission to agencies

at the agency on applicant's side

submission

v

perform technical
validation

[ incomingeCTD

sub- request correct tet_:hnical flaws;
mission applicant to resubmit c_orrected
passes resubmit version
technical technically with un-
validation correct changed sequence
7 version number

submission handed over to
business validation

© 2017 DIA, Inc. All rights reserved. Page 38 D IA



CTD versus eCTD (X) — technical validation (VI)

submission to

electronic submission
is technically valid

perform business validation, i.e.
check if all required documents for
this type of submission are included

sub-
mission
passes

no

agencies

0

submit again,
new submission will undergo
technical validation again

business

validation
?

request add missing
(_1 documents or
applicant to
submit justifications;
missing prepare amended
documents version
iusti with new, higher
or justify
their sequence number
absence

start submission content review,
assessment, start of procedure, ....

e

© 2017 DIA, Inc. All rights reserved.

applicant informed about acceptance of submission,
start of procedure, etc., and awaits approval or List of
Questions

o DIA



CTD versus eCTD (XI) — software (I)

Regulatory

Affairs
| RIMS (data)

Regulatory
document | eDMS Agency

authoring (documents)

I

© 2017 DIA, Inc. All rights reserved.




CTD versus eCTD (XI) — software (Il)

» core eCTD software (eCTD): initial investment, validation, dedicated human
resources, user training, frequent updates (re-validation)

» integration with other systems: interfaces, alignment, replacements, process
changes

» user awareness and acceptance: training and re-training

» workflow changes: switch from local to headquarter responsibility, integrated
local + central submission generation process

Don’t expect submission efficiency gains with your very first eCTD!
The benefit will arise during eCTD life cycle.

© 2017 DIA, Inc. All rights reserved. Page 41 D IA



CTD versus eCTD (XI) — re-usabillity

create eCTD

replace M1 replace M1
change spec. change spec. docs
docs in M2 and M3
in M2 and MB
31 2 E add/amend
study reports

l (STFs)

replace M1
change spec. docs
in M2 and M3

create STFs
add Data
Sets
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» What is eCTD?

» CTD versus eCTD
» eCTD impact on industry and agencies

» all the things that can go wrong



eCTD impact on industry and agencies ()

» process change: electronic compilation, review, approval &
submission

» integration with other electronic workflows

» re-usability of large parts of an eCTD for different regions, as long
as local eCTD specifications AND processes do not deviate too
much from ICH standards
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eCTD impact on industry and agencies

» a regulatory activity may consist of multiple sequences

» An application may consist of documents in the currently
submitted set PLUS documents already submitted earlier!

» Multiple strengths and forms may be covered by one eCTD
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» What is eCTD?

» CTD versus eCTD
» eCTD impact on industry and agencies

» all the things that can go wrong



Murphy’'s Law / 3akoH Mepdu

* Murphy's Law is commonly known as: "Whatever can go wrong, will go wrong.“

« Murphy's precise wording was: "If there's more than one possible outcome of a
job or task, and one of those outcomes will result in disaster or an undesirable
consequence, then somebody will do it that way.*

- Murphy's Law is an universal law, and therefore applies to "traditional” ways
of Regulatory submissions as well as to electronic submissions ...

- ... but electronic submissions provide many more possible
outcomes! ...

*) Named after Edward Aloysius Murphy, Jr. (January 11, 1918 — July 17, 1990) , an American aerospace
engineer who worked for US Air Force in 1948 and tested the influence of the forces acting on human
bodies when accelerated/decelerated at the speed of rockets. (See Wikipedia for more detailed information)

DIA



Typical Validation Issues (la)

LORENZ eValidator
Copyright 2018 LORENZ Life Sciences Group (18.1.3)

Full path of application E‘u‘-.dﬂi:ubndgeﬂﬂdb daiaxpubnsmngpumtmx\fr-nu13}uu1
SITETE ;nnnz
S S o uum
Other sequenioes relerenced ~-—————————————
Missing referenced sequences é::mra
Profile Path C \PrugramData\LDRENZ ere Sl:lences‘te\falldatnr‘upmﬁles.\
Profile status Profile s protected (signed). -v1.0

* DIA



Typical Validation Issues (lIb)

User name

License information

Date/time of execution (UTC)
Date/time of execution (local time)
Runtime (hh:mm:ss)

Total files

Total folders

Total size (MB)

Total PDF documents

Total PDF pages

LORENZ eValidator




Typical Validation Issues (Ic)

LORENZ eValidator

> DIA



Typical Validation Issues (Id)

If the submission unit type is ‘initial’ or ‘reformat’ then the related-sequence attribute
must have a value equal to the cumrent sequence.

14.6

W0002Ym1\euleu-regional.xml

01] Invalid value for related-sequence (should be identical to current sequence): 0000. See envelope for ‘be’
02] Invalid value for related-sequence (should be identical to current sequence): 0000. See envelope for ‘de’
03] Invalid value for related-sequence (should be identical to current sequence): 0000. See envelope for '

05] Invalid value for related-sequence (should be identical to current sequence): 0000. See envelope for it’

[
[
[

¢ [04] Invalid value for related-sequence (should be identical to current sequence): 0000. See envelope for fr
[
[06] Invalid value for related-sequence (should be identical to current sequence): 0000. See envelope for ‘U’
[

07] Invalid value for related-sequence (should be identical to current sequence): 0000. See envelope for pt’

~ DIA



Typical Validation Issues (le)

LORENZ eValidator

Hyperlinks and bookmarks within documents, or between documents within the

16.BP2 Best Practice(1) same sequence, have a valid target.

ﬂﬂtl'd'ﬂ Bookmarks

T Pagenumhernr hnulunari E
_____=___===II==’"““=TII ....................... |
docubridge01\db_data\publishingpooltmx\ir- i RC002\m1\eu\12-form\it\it-form-annex-  Diapositiva 2
e R |

-> In this file a bookmark existed without a defined target page
(structural bookmark)

= DIA



Typical Validation Issues (lla)

» Applicant replaces a document (leaf) of a previous sequence with a new
document at a different position of the CTD structure.

 Likelihood depends on eCTD tool
» Possible reasons:
« Applicant renamed leaf/node during lifecycle.
* Applicant renamed M3 metadata (manufacturer, name, dosage form) during lifecycle.

* Previous sequences were imported incorrectly into different tool.

» Correction can be difficult/impossible if the issue only turns up after several
seguences.

> DIA



Typical Validation Issues (11b)

0003:
4 | m3
4 | 32-body-data eo
4 | 3Zp-drug-prod /

o 1.-—snlutinn—fnr—injectinn—hmhringer
4 |, 32p53-contr-drug-prod

[new] —

| 32p54-batch-analys batch-analyses.pdf

... 0004, 0005, 0006, 0007 ... (all without Module 3)
000a:

4 10 m3
4 | 32-body-data oe
4 | 32p-drug-prod /

4 j._scnlutinn-fcnr-inje::tiun-hnehringer
4 | 32p5-contr-drug-prod

I 32p51-spec specifications.pdf [new]

0009:
4 L, m3
4 | 32-body-data oe
4 || 32p-drug-prod /

4 b --5»::-Iutiun-fur-inje::tiﬂn-buehﬁnger
4 | 32p5-contr-drug-prod

[replace] —

| 32p54-batch-analys || batch-analyses.pdf

-> 0009 is invalid!
Criteria: 11.10, Criteria Type: P/F

“For all leaves [...] with an operation
attribute value of replace [...], the
modified file must be present in the
same CTD section of the dossier. [...]."
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Typical Validation Issues (llla)

» MD5 checksum of a file does not match the checksum stored In
the xml file.

» Possible reasons:

« Applicant has modified (or simply opened and saved) the file in the publish
output.

» The submission needs to be re-published.

= DIA



Typical Validation Issues (l11b)

Mame Date modified Date created

" Oman ectd workshep agenda March 2019.pdf 18.02.201915:27 04.03.2019 05:11

MD5 checksum: ¢5b4bd07¢c911eed0d2c7f268bdd6d98c
-> open, -> close

"\ Oman ectd workshop agenda March 2019, pdf 18.02.2019 15:27 04.03.2019 05:11
MD5 checksum: c5b4bd07c911eed0d2c/f268bdd6d98c
-> open, -> save
"\ Ornan ectd workshop agenda March 2019.pdf 04.03.2019 05:22 04.03.2019 05:11

MD5 checksum: 2c019378d0fd3747caf8702099999102
< DI/



Typical Validation Issues (IVa)

» There are files in the eCTD folder structure that are not referenced in the
XML backbone

» Possible reasons:

« Someone has copied an additional file into the structure (sometimes Word files in
addition to the PDFs, which should be provided in a separate folder xxxx-
workingdocuments).

A PDEF file inside the eCTD structure has been opened (for review or QC of the
submission) on a computer with an older Windows operation system version. The
operating system then creates a (hidden) preview file named ‘thumbs.db’.

» Make sure that all hidden / system files are visible in the File Explorer. Then
delete all ‘thumbs.db’ files within the structure

- DIA



Typical Validation Issues (1Vb)

Obviously, a file named "Thumbs.db" has miraculously been inserted into the eCTD — but
how?

If you check the contents of your eCTD directories on a local drive or file share using the
Windows File Explorer and choosing the "list" or "details" view, it'll look like this:

dne X -Eappendices.pdf

:I Eu:Irug-|:|r|:|duct-useless-pills-iii-1 Jpdf
Edrug-pru:u:Iuct-useless-pills-iii-E.|:u:|F
Eintrnductinn.pdf

- Eregiunal-infnrmatiun.pdf
Ethin-air-placehn-ltd.pdf
Euselesﬂnnl—pentahydrate-plan:el:u:u-ltu:l.|:u:IF

DIA



Typical Validation Issues (I\Vc)

but as soon as you change to the "Thumbnails" view, Windows will automatically generate
an auxiliary file named "Thumbs.db"

= e
03 cal . F — T
B ¢ . . =
[
appendices, pdf drug-product-useless-,,. drug-produck-useless-, .. introduction, pdf
[ S — P S e ————
[ reqional-information.pdf  thin-air-placeba-ltd.pdf  uselessinol-pentahydr... Thumbs.db
=

DIA



Typical Validation Issues (1VVd)

The "Thumbs.db" file will not be deleted if you switch back to "list" or "details" view ...

ot Eappendices.pdf
=l=T :I Eu:Irug-|:|r|:u:||_||:I:-useless-pills-iii-1.|:n:|F
B EI:Irug-|:|r|:u:||_||:I:-useless-pills-iii-E.|:u:|F
: Eintmductinn.pdf
Ereginnal-infnrmatinn.pdf
S EI:hin-air-plan:el:un-ltd.pdf
Euselessinnl-pentahydrate-placehn-ltd.|:u:IF
* Thumbs.db

... but it may remain invisible to you, if your File Explorer configuration prevents display of
"hidden files and folders"”.

DIA



Typical Validation Issues (Va)

» PDF properties of certain files are not allowed (e.g. PDF version,
fast web view, bookmark & hyperlink properties)

» Possible reasons:

* The document used was not eCTD-ready and some settings in the eCTD
tool prevent it from being corrected, e.g. an EU electronic application form,
a digitally signed PDF form or a password protected file.

» Remove password protection or explain in cover letter why this
ISsue can not be resolved.

~ DIA



Typical Validation Issues (VI)

» Incorrect handling of Sequence/Related Sequence In the
envelope

» Possible reasons:

« Submission Unit is not ‘initial’ or ‘reformat’, but Related Sequence Number
IS empty in a GCC submission.

« Submission Unit is ‘initial’, but Related Sequence Number is not empty
and different from Sequence Number.

» Reuvisit regional eCTD specifications and correct envelope
iInformation.

=~ DIA



Typical Validation Issues (VII)

» Have a strict and detailed workflow in place when it comes to
eCTD creation — including "minor" steps like
- where to store submissions before they are copied

to disc

- check the final disc before it is send to the agency
(but mind that you can't validate eCTD lifecycle on the
disc)

- check at least Module 3 sections 3.2.P.5.2 and
3.2.P.5.3 for abridged filenames ("analy~.pdf")

DIA



Typical Validation Issues (Vllia)

e-mail from a European Agency after having received an
eCTD-sequence 0028:

Dear Madame,

During validation of your eCTD application we have observed some errors, and your
application
has been deemed invalid. You can see this, in the file report | have attached with

this email.

We need you to make a new sequence 0028, where the errors are corrected.
We use EURSvalidator developed by Extedo on request by EMEA. [...]

Kind regards,

E.F.

DIA



Typical Validation Issues (VIlb)

all of agency's validation issues were connected to lifecycle problems:

The PDF file contains broken links. (No. 0038)
1 : Hyperlink, Page 3, Action GoToR, Target .././..[. _J’_.f{lﬂﬂﬂ;’bﬂfﬂ-bndydatafﬂzp-

L ] R -

a hyperlink in a document in the submitted sequence 0028 targets to a
document in sequence 0003.

incdex.xmi

Not al| modified file |entries point to a valid document..

a document submitted in sequence 0028 replaces or appends a
document in one of the prior sequences.

DIA



Typical Validation Issues (Vllic)

bl a8 L oy oy ol VNI A | N e L B LA

i
of§
]

é‘; de-h-0&44-001-00=-de
IC=h aooo
. =) ooo1i
We asked agency to confirm, = oooz
that at the moment of validation & o004
all 29 (0000 to 0028) sequences = oooe
were available in the same root % oooe
directory, i.e. that the folder structure =
on the agency's file share looked =
like this: o s
[Ch oo17
[C=p oo1s
[Ch) oo19
=) oozo
ICh ooz1
ICh oozz
I nozs
ICh oozg
=) oozs
ICh ooze
=) ooz7
B ICh oozs
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Typical Validation Issues (V1lid)

Agency replied, that at the moment of validation only sequences 0027
to 0028 were available in the same root directory, i.e. that agency's
file share structure looked like that:

(il D ) i gy B by gyl B Rl 1 B P ol L

] [ﬁ 0027
F ) 0025

Agency admitted, that it was their mistake, and ...

.. kindly asked us, to resubmit sequences 0000 to 0026!

DIA



Typical Validation Issues (VIlIf)

to the Applicants:

» Are you able to reproduce/regenerate all
the individual sequences you've submitted so far?

» Are you sure that, if you regenerate your sequences out of your eCTD-
System, the result

will be identical to what you submitted originally?

»  Will you still be able to reproduce/regenerate the
sequences after a future eCTD-tool change?

Store a copy of each outgoing sequence in a proper electronic archive!

DIA



Typical Validation Issues (1Xa)

e-mail from a European Agency to an applicant:

Dear Sir,

thank you very much for sending us the Cover Letter, Application
Form and perfectly labelled jewel cases for your MAA No. abc.
Before we can start technical validation, we would appreciate if you
could also send us the CDs themselves. (The jewel cases were

empty.)
Kind regards

X.Y.

after inspection of the applicant's RegOps Officer's CD
drive it turned out, that the CD was still there.

DIA
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