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eCTD system in SK Introduction - background

1. State Institute for Drug Control in SK uses local validation and review tool.

2. System was implemented by agency in cooperation with
company Balajka M+A, s.ressWW.sukl.sk, www.ectd.SK

3. System was implemented from QI/ 2010
4. System known as : eCTD Tracking System.

5. Actual version: 1.33 (version reflects previous updates based on requirements)

6. Validation criteria actual (Useqd):
eCTD - 5.0 V4 .

f’ ¥

NeeS — 4.0 & ¢

/. In 2013 major update of system — system converts NeeS formatto eCTD format .

Mgr. Adam Gresko, State Instiute for Diug Control, Bratislava, 25 Februar 2014


http://www.sukl.sk/
http://www.ectd.sk/
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Main objectives for implementation of
eCTD/Nees

= Meet standard requirements for application submitted, harmonisation in
EU (ICH for dossiers) —_—

= Content of dossier is available to respective staff across all processes in
agency (SIDC) — security access to dossiers

= Accessibility of content of eCTD documentation for complex analyses and

assessment
» Both side communication (with PTL and Applicant — ,discussion®)

= QOptimization of process of receiving registration documentatic}\
= Process of transparency

1"‘1'

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava
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Feasibility for implementing system

= Limited No. of Staff — need for optimizing of processes using eCTD

= Establishing effective processes'to ensure progréss towards the
automation of processing, validation and acquisition of data from
applications

» Retraining of staff for understanding eCTD, their role for technical and

content- of -dossier validation, during life cycle of applicatior<d

licensed medicine

1"‘1'

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava
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Challenges for eCTD system supplier

= Cooperation of validation tool with existing databases systems

= The whole process of validationsand acquisitionsef.data from

applications must be manageable with a limited number of staff
= QOld hardware throughout the agency

= Concept of secure access for Applicants to get information about

registration processes

= Implementation dataiwarehouse \

= Data capaW&asing

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava
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eCTD in the system of existing databases,
and hardware options , personal
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Mgr. Adam Gresko, State Institute for Drug Control, Bratislava



U KL : Utility of medicines
e

Internal systems

(e-Application portal,
database of medicinai\
product)

eCTD- Validation report -

e

MS SQL Server 2008 Web Edition
ternet Information Services

—eCTD / NeeS validation
Tracking syste

NeeS to eCTD

NeeS validacia:

1. Tables of Contents

1.7. All in the are using a hyperlink in
& TOC, either the main ctd-toc.pdf or in & module-specific TOC, as
appropriate.

s/

!(:;i\ eCTD Tracking System | CHAN TENGRI SOLUTION LLC |w 1.21 | Specifar S.4. | 201249 L
2.1. The files provided in the folders for Module 1 are in acceptable

() 2012685410080 e
7 €3 nemo & [SAECTDMNpUL_sukl_cda1 J @ Q !
+ . onnn - S T

¢ ¥K2 2.8. Only valid characters are used in fil

8 24 (4310, 3 (WA 1) ariabilng symb012012695410080|130€a liekow IE|PoEet chib2

Fiadost' Tracking System
Aderegl 0,5 mo tabletythl Aderegl 0,5 mg tabletythl
Aderegl 1 mig tabletytbl
Aderegl 2 mig tabletytbl

Import eCTD / NeeS
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SU KLO Cooperation with existing systems

RESUME:

Technical criteria:

= does not meet the "new EU validation Criteria v 4.1"

Result of o

technical
validation

= missing the previeus sequence fLife Cycle Management validation

Identifikacné udaje (Envelope SK):

D N el @b TrET ® 1T ol ole m asaasl CIET 1.

VALIDATION REPORT:

Application cholce:

# Matoject 50 mg'ml injekEny rortok sl inj| oo

Identified drugs:

Metoject

Al sk
Erretbiyss

r-Eebaar

Name of a
medicinal product,
registration number,
— imported from
internal database

G| CeCP | RO SIDC

Data from
eCTD

mgdac GmbH
madac Gesellschalt Tur klinische Spezialpraparate m.b.H

T G e

Visualisation i
of

sequences

= Pmaciogf

Erceabige
e bmcinaf
sl e

Ererdis

B paciosf

[

Ereeedps
[ B 24

el gale

ST

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava

Frocedin e _hype:

ranewsl

decantralised

DCP

Data from portal
Metoject . .
Metoject 50 mg/'mi injekény rotok | $al inj e-AppI|Cat|0n
Methotrexate
Metotrexit

31.10.2012 01:58
af90d467b58a23124a03462e77358d148

10



STATNY USTAV PRE KONTROLU LIECIV

The whole process of validation and acquisition of data
from applications must be manageable with a limited r]%mber of staff

which upload all eCTD sew “ |

d (]
— —
= o
(3] (3]
=+ i
= =

Mgr. Adam Gresko, State Institute for Drug Control 1 1

1. 6. 2012
1. 7. 2012
1. 8. 2012
1. 9. 2012
1. 10, 2012
1,11, 2012
1,12, 2012
1.1. 2013
1. 2. 2013
1. 3. 2013
1.4, 2013
1. b 2013
1. 6. 2013
1. 7. 2013
1. 8. 2013
1.9 2013
1. 10. 2013
1. 11, 2013
1.12. 2013
1.1, 2014
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System has to work in spite ,,Old hardware” fhroughout the agency !

e

Median time which is necessary for identification of application and drug name ...........cccccceeeeee.... 51 sec.

Mechanical processing of application............. i cieeees i cccecen e B ... 12 sec.

copy_PC_to_server, 3.13

'r'/_ validations, 2.11

generate_tags, 0.89

user_identification, 31.34 —

™
“—copy_DWD_to PC, 6.12

Mgr. Adam Gresko, State Institute for Drug Control 1 2
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Older hardware at the Department of Administrative Support \

The applications are uploaded in 24hours after receiving documentafio_n.

Sequences are uploaded 2-5 hours per day. -

Cas potrebn$ na prijatie, identifikovanie, validacin a archyracin riadosti podéas jedného dia v minuntach
00 min . .
Validation
280 min
280 min ’

240 min Copy from PC to Server

220 min Generating of tags |

200 min | Identification

180 min ’ eCTD/NeeS

180 min documentatior| with
140 min application ||

|I

120 min
100 min
gl min
&0 min |
40 min
20 min

0 min

1. 10. 2013
5 100 2013
9. 10. 2013
2.11. 2013
6. 11. 2013
4,12 213
8. 12. 2013

1.1, 2014
5.1 2014
9.1, 2014
13. 1. 2014
17. 1. 2014

13. 10. 2013
25 10. 2013

29.10. 2013

100 11, 2013
14,11, 2013
18. 11. 2013
22.11. 2013
26. 11. 2013
30. 11. 2013
12,12, 213
16. 12, 2013
20. 12, 2013
24,12, 213
28. 12. 2013

17. 10, 201

Copy DVD/CD to PC

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava 1 3
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STATNY USTAV PRE KONTROLU LIECIV

Champion for capacity data imported (at 14.11.2013 -14GB) - 220 minutes Mplex processing.

.

15 GB
14 GB
13 GB
12 GB
11 GB
10 GB
9 GB
8 GB
T GB
6 GB
b GB
4GB
3 GB
2 =B
1 GB
0GB

1. 10. 2013
b 10. 2013
9 10. 2013
13. 10. 2043
17. 10. 2013
21.10. 2013
25 10. 2013
29 10. 2013
2 11. 2013
6. 11. 2013
10. 11. 203
14, 11. 213
18. 11. 243
2211, 2013
26. 11. 2013
30. 11. 2013
412 2013
8. 12. 2013
12.12. 213
16. 12. 2013
20. 12, 2013
24 12, 2013
2812, 2013

1.1. 2014

5 1. 2014

9 1. 2014
13. 1. 2014
17. 1. 2014

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava 14
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S U KL Content of dossier available to respecﬁtive“‘staff aggss all
processes in agency (SIDC) —

Valid
documents ok
miZ m &l - Froof of prymans |n t|me QUIC
view to
T - - A _ Dashirnticn an mindstes (eing = &
3 P document
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ruplacn o o o === = = fnoax & J0 Ceraficaty of Sutsbality B
——————— T Mhock-ups
Aoz 5 19 Lisk of Proscrsd kossied The fallineing mock-ups are provided in Modale 1.3.2
VRIS - —-——— = J;... .
the . urmica s Hrabiay Tty Chnier packaging
ml1.2a %R - bmlarmed A ledesr ad amihariesc Ealiler
Immedine Packaging
IEELLST g e e Anzax 5 38 OF Declarston from Dung
= Proshact Irformoaticn ol
WA A 5 5% OF Declusiion, 3. (5
w12 a5 - Flew chari indicwiing all and ribua
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ORI . e e Alae s 5 M penier flee Sl Wi &p arg reguinad in | with Moticr 0 Applicants Chapter T-Mock-ups
ml 2w 5 G cartificoiafa]) panr irreeees wnd samiples.
O R e e Ao 5T OMPDO | fee 07 & &
I | ——— - tingdx & 9 Denwuresn QMP cort raile
L B e L T Pl 2. 5 SMP_ Certatigibe 201 1 hiksi
-———— - IGFI:. i
R e e g § 0 GMP 3090 for bz e 2 a2
a0 o — A 5 7 OMP 3015 (o GIT &P COHr2
ml.Y anenhh - Cemicnlem Vitss of ils Qualilisad Persas for Phamm Emrs
CO A e e - - t‘:'.h. 4
repl e o i 5.2 cumcdus Tiee -~ Attention iglance S oo
Bicbipar & i 8
The same
document is used Sequence

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava for another drug
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Outcomessfrom system — analysis —
examples

v \L
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Available ad hoc analysis from System

= \What are the formats of registration documentation (ecTp, Nees, paper....)?
= How many percent ofiapplications are in eCTD format?

= Improving of quality of eCTD applications in timeframe (after trainings
for applicants,... )?

= What are the most frequent errors in the eCTD dossiers based on
validation protocol?

= Applicants with top number of applications?
= How many percent of applications met with validation crlter\
= How many applications have valid Life Cycle Management?

= Which co ies have stopped to notify changes in status of
documents?("each next change in document is marked as new)

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava 1 7
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What are the formats of registration documentation submitted

2011

not valid Nees not valid eCTD

Neel5 Ok

aeCTD Ok

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava

, —— R,

-~

2013

eCTD Ok

Neal5 QK

_/-"

not valid eCTD—

not valid NeesS

18
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Number of total submissions vs eCTD format - by MAH
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TEVAPharmaceuticals Slovakias.r.o.
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SUKLO
Improving of quality of eCTD/NeeS applications in timeframe ‘

We have arranged two seminars in 2011, which have contributed to the increase of the quality Nﬁtity of eCTD applications.

250

200

160

100

I i ii
0

2010. 0

We started with uploading NeeS format in 2013. This format is automatically converted to eCTD .

a

2010

H MeeS QK

il

2010

=

20M0. O

— —

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava

2010. 09

20101

EH not valid eCTD

2011. 0

&

2011,

&4

2011.

.

i

2011. 07

200100 1]

O eCTD OK

2011. 11 [

2012. 01 [l

2012. 03

""

M not valid Mees

2012. 05 [N

| I
2012. 07 N

|
2012. 09 I

|
2012 11 [

[
2013. 01

=
2013. 03

2013. 05 I

¢ = =

2013. 07 TN

I |
2013. 02 N

-

2013 11 N

L
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The most frequent errors in the eCTD dossiers based on validation protocol

2010 S

"Files_-"FDIdera

| ~EU regional XML
Envelope Attributes

Index MD35 txt Submission Structure

Index xru'u_—/"

Sequence number

POF Files

Nod wt i
leaf attributes pEE Sxtensions

TT——

-

5013

rFiles/Folders

\

Index MDS txt
Index XML—\\

leaf attributes

EU regicnal XML

Envelope Attributes

Submission Structure

FDF Files

Sequence number

POZOR - opakovane predlozit to isté Cislo sekvencie ku Ziadosti je mozné len v pripade opravy technicke;j
chyby, alebo poskodeného CD/DVD

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava
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Number of valid/invalid Lite Cycle Managdient WP

Applicants have ceased with marking of validity of documents. Often are all documents m@ed as new, what
complicates work with them.

B Life Cycle Management valid B error in Life Cycle Management w 7iadosti bez LCM

260
200
150

100

10. 03
10. 05
10. OF
10. 09

2010. 01
20

20

20

20

2010. 11
2011. 01
2011. 03
2011. 05
2011. OF
2011. 09
2014. 11
2012, 01
2012. 03
2012. 05
2012. OF
2012. 09
2012, 11
2013. 01
2013. 03
2013. 05
2013. OF
2013. 09
2013. 11

Life Cycle Management valid — Medicinal product with min. two sequences and Life Cycle Management is valid
Error in Life Cycle Management — Sequence or document in sequence is missing or deleted
Applications without LCM — All documents in sequences are marked as new

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava
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Number of valid eCTD vs invalid Life Cycle Management
2012
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Future plans — communication and new
option for MAH to follow the process

\
*
4 -
I‘ \
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& =

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava
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FUTURE PLANS:

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava

Prentad | Mapa| Detail|piskusia Odosiat

2011384322964 | P | MRP | DE/H/0268/001-00

Filter |

DISKUSIQ Mycomed GmbH | | Kenstanz | DI
Mandelikova Stanislava | Hycomed sio | Bratislava | Stanislavaanandelikovai@nyeomed.com
280733011

Olhsal: m 1 m1 _0_ ml-2- s me-3- - X
Atribiny: be GERD X

A

Nullam porttitor cursus mattis
prijamm fegiztradne) dokumnetéacia | 155 2011 10014

Mullam porttitor cursus mattis. Guiscue dolor augus, mattis id porttitor sed, pharetra lacreet ipsum,
Dones imculis tampus nisl, in placerat eros digniszim et.

E Muns nes magna 1eliz, guis tincidunt ipsum. Fusce ac negua val ligula scelerizgue auctor. Prain portiitor
| mccumsan pretium, Suspendizse sed leo metus, dlameorper pharetra orcl, Sed ot orcl nisl, Class aptent
taciti sociozqu ad litora torgquent per conukia nostra, per inceptos himenasos,

Duis porta ipsum diam
prijem regiztradne) dokumnetéacie | 12 2011 1257

D porta ipsum diam. Yestibulum faucibus nisl a est iaculis eget conseouat tortor interdum. Curalbitur
Tacilizlz vananatis dolor, agel tempus libero aliquet eu. Integar impeardisl madgna & toror malesuadsa i
hiendrert enim dictum,

- Wivamus vulputete tincidurnt feudiat,

= Pha=ellus condimarntum faciisi=s lectus suismod feugist.
- EkEcue dignizeim venenatis purue eget vulputate,

- Phazellus facilisis lorem ut nunc dapibus sagittis.

Mulla pretium convalliz interdum. Sed sit amet arcu Sodalas purus scalarisgua aliguam. Pallantasgusa
habitart morbi tristique =enectus ot netus ot malesuada fames ac turpiz egestas, Lt condimentum telus
scalarizgiis juslo hendreril vivarra. Integer imperdisl posuars |acinia. Aliguam mec peum el massa
eulzmod porttitor non sed tortor, Donec vitae magna augue, Morbl feudgist adiplzcing mauris, nec
alsmantum felis placerst st

Duis sem ipsum, commodo quis placerat a, blandit semper elit
prietm pegletradne dokiumnetacia | 11 52011 0203

Dz sem ipsum, commocdo guis placerat a, blandt sempsr elit. Phaselus vel enim magna. Phaselus in
et mauriz. Pellantéasgue habitant morbi trigtique sanactus et netus &t malesuada Tames ac lurpis
agEstas, Mam ac nibh ac lectus fermentum aligust id lsorest ante,

Suspendisse vitae et portitor erat interdum conseguat, Aliguam porttitor ante & sem tristigque id aliguet
rulla commodo, Guisgue commods feugiat (2o quis mattis, Donec sget metus risus, Muns nec vestibulum
dimfm, MNam adipiscing mattis ehelfend.
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SUKLO FUTURE PLAN

Transparency of processes - communication PTL vs Applicant - discusion
Objective: to follow procedure from MAH

Applicant can communicate with coordinator as now or could utilize new

offered options: ——— —

™

= To see comments of coordinator in eCTD documentation

= To upload own comment to eCTD documentation

= To upload new working document to eCTD documentation

= To monitor status of application

= To monitor if the application waits for answer/feedback from\awlicant
= To monitor da}_e“'é .

= To see alid version of document in dossier

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava
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SUKLO

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava

'-."
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SUKLO

NajCaste|sSie nedostatky s ktorymi sa
stretavame

- CD/DVD neobsahuje 2iad‘rr1-e's-u_t‘)’gy —
- sUbory na CD/DVD su vo formate ZIP, RAR
- nie je dodrzana struktura zlozky, ktora obsahuje dokumentaciu

- pri oboch formatoch (NeeS, eCTD) pomocné subory a dokumentacia v
jednotlivych moduloch nie su ulozené v spoloCnej zlozke s nazvom sekvencie

- nazov zlozky je nespravny (nespravne 0001 - 20mg)
- pri dokumentacii vo formate NeeS chyba na CD/DVD subor ctd-toc.pdf

- na CD/DVD sa nachadzaju aj sekvencie, ktoré uz boli pouzité v
predchadzajucich podanlach (predkladat’ iba aktualne sekvencie k danej
ziadosti) ¢ ~.

— ol dokumen“’vr formate eCTD su poskodené subory XML (uvedenému
problému sa da predist’ znizenim rychlosti pri napaleni CD/DVD)

- CD/DVD su predkladané na SUKL bez povinného oznadenia a bez ochranného
obalu

Mgr. Adam Gresko, State Institute for Drug Control, Bratislava



