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http://www.ectd.sk/

Historia
1990 vznikla Medzinarodna konferencia o harmonizacii technickych
poziadaviek na registraciu humannych liekov

november 2000 Spoloc¢ny technicky dokument

jul 2003 Format eCTD sa stal povinny pre nové registracie v EU a Japonsku.

sucasnost eCTD je jedinym akceptovanym formatom pre elektronicku
dokumentaciu pri predkladani ziadosti o registraciu alebo zmeny v
registracii lieku na FDA (USA) alebo EMA (Eurdpska liekova agentura).

Na zaklade dohody medzi vsetkymi liekovymi agenturami ¢lenskych
$tatov EU, implementacia eCTD by mala byt realizovana pre jednotlivé
liekové agentury EU (vratane Slovenskej republiky) v priebehu roka 2010
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Dolezité dokumenty

www.ich.org M4 : The Common Technical Document

M4 :  Organisation.
M4Q: Module 2 : Quality Overall Summary (QOS)
Module 3 : Quality
M4S: Nonclinical Summaries and Organisation of Module 4
MA4E: Module 2 : Clinical Overview and Clinical Summary
Module 5 : Clinical Study Reports

estri.ich.org  Electronic Common Technical Document Specification V3.2.2
(Modul 2 az 5)

esubmission.ema.europa.eu EU Module 1v1.4

Current validation criteria 2.1 (platné do 31 augusta 2011)
eCTD New validation criteria v3.0 (od 1 septembra 2011)
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Struktura eCTD formatu

= m3-2-p-drug-product [manufacturehr: big;ﬂlmna] [product name: WonderPil_10] [dosage form: crm]
[ 19-clinical-trials » m3-2-p-1-description-and-composition-of-the-drug-product
I5) 110-paediatrics » description-and-composition [new]

o m3-2-p-3-mamifacture
[+ ] - n
:; ﬂra::;z:zzlsdata ' ~2-p-3-2-batch-formula

= 32p32-batch-formula [new]

= mz » m3-2-p-3-3-description-of-manufacturing-process-and-process-controls
= ) m3 » 32p33-manuf-process-and-controls [new]

= 5y 32-body-data 32p41-specifications = m3-2-p-4-control-of-excipients [excipient: excipient-b6]

= 153 32p-drug-prod
= ) wonderPil-bigFackary
[ 32p1-desc-comp
[ 32p3-manuf
= 153 32p4-contr-excip
|5) excipient-bé
|,i‘| excipient-nl
|3 32pS-contr-drug-prod
) WwonderPil-midFactory
[ 32s-drug-sub
[ 33Hit-ref
= me
O ms
) uil
[ ool
I oodz
) &3-0586-11-5

i ag

-
=

Adobe Acrobat Document
15 kB

3Z2p4Z-analvtical-procedures
Adobe Acrobat Docurnent
15 kB

s m3-2-p-4-1-specifications
» 32p4]1-specifications [new]
» m3-2-p-4-2-analytical-procedures
w 32p42-analvtical-procedures [new]

= m3-2-p-4-control-of-excipients [excipient: excipient-nl]

s m3-2-p-4-1-specifications
» 32p41-specifications [new]
» m3-2-p-4-2-analytical-procedures
n 32p42-analvtical-procedures [new]
= m3-2-p-5-control-of-drug-product
» m3-2-p-5-1-specifications
» specifications [new]
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Zabezpecenie dokumentacie

<m3-Z-p-3-manufactures-
<mi-Z-p-3-2-batch-formulas
<leaf ID="id-4eXrK-32pi2-batch-formula.pdf"
operation="replace"
checksun="a%ctbhchf6dhT1615d64aidic?a?cd 34"
checksun-type="mil3"
#*link:href="m3732-body-datas3?p-drug-prod/pro-name-af3i2p3-manuf f32p3i2-hatch-formula.pdf"
#*link: type="simple"
wodified-£file=".. f0000/index. xml#id-2eXrK-32p32-batch-formula.pdf"
xnlns:xlink="http: ffwmrr.w3ic.orgf1999/x1ink" -
<titlex=32p32-batch-formula<  title:-
<fleaf>
LiMA-2-p-3-Z-bhatch-formalas
Thid-Z-p-3-3-dezcription-of-marmifacturing-process-and-process-controlss
Zleaf ID="id-el2kX-32p3i3-manuf-process-and-controls.pdf"
operation="replace"
checksun="512fehathe?da3i?2£32f 308 0aedh 45"
checksun-type="ml5"
xlink:href="m3732-hody-datas3?p-drug-prod/pro-name-af3i2p3-manuf/32p33-manuf-process-and-controls .. pdf"
®x1link: type="simple"
nodified-file=".. 0000/index. xml#id-el 2kX-32p33-manuf-process-and-controls.pdf"
*nlnz:xlink="http: ffwmrr.wic.orgf1999/x1ink" =
<titlex=32p3ii-manuf-process-and-controls/title
<fleaf>
</m3-2-p-3-3-description-of-mamafacturing-process-and-process-controlss
</m3-2-p-3-manufacture>
Zmi-Z-p-4-control-of-excipients excipient="excipient-nl">




Envelope

country
submission type
tracking number

applicant

agency code
procedure type
inventedname

Inn

sequence
related-sequence
submission-description

SK

<Typ Ziadosti z eZiadost>
<variabilny kéd z eZiadost>
<registracné Cislo na Slovensku>
<Ziadatel ,Nazov z eZiadost>
SK-SIDC

<Ziadost, Typ reg z eZiadost>

Pokyny k envelope su v EU Module 1 Specification Version 1.4

Elektronické podavanie registracnej dokumentacie podla ICH | Odborny seminar ¢.1: Zamerany na eCTD | termin 1.111.2011



Podavanie ziadosti

1) Vyplnenie eZiadost a ziskanie variabilného symbolu
2) Vygenerovanie eCTD sekvencie/i podla scendra

I.  Nova registracia

Il. Ziadost o zmenu — jedna dokumentécia

lIl. Ziadost o zmenu — viacej dokumentacii / hromadna zmena
IV. Doplnenie dokumentacie pri subehu Ziadosti

V. Prepisanie chybnej sekvencie

VI. Prechod z papierovej dokumentacie na elektronicku
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l. Nova registracia

Na jednom DVD / CD méze byt len jedna Ziadost na novu registraciu pre jeden liek.

V envelope sa uvadza tracking number ¢.1 = variabilné cislo vygenerované cez eZiadost

= B 2011786012201
= I25) oooo
= 15 ml
= 53 eu
I3 10-cowver
I3 12-Form
I3 13-pi
I 14-expert
| 15-specific
|5 16-environrisk
| 17-orphan seqd. : 0000
I 18-pharmacovigilance r.sedg.:
@ @ L5-clnical trisls Var: 2011786012201
I3 110-paediatrics
I3 additional-datz Reg.no:
|5 responses
[ m2
=3 m3
= 4
[ ms
3wl
I3 ooot
I wiorking-directary

I Var: 2011786012201
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. Ziadost 0 zmenu — jedna dokumentacia

Na jednom DVD / CD moze byt len jedna ziadost o zmenu.
V envelope sa uvadza tracking number ¢.1 = variabilné cislo a tracking number ¢.2 = registraéné ¢islo lieku uvedené v eZiadost

[P

= 155 83-0586-10-5

= £ ooot
= 1) mi | R ?
=5 eu seqg.: 0001
I 10-cover r.seq.:
= ) m3
= ) 32-body-data Var: 2011686012907
= ) 32p-drug-prod Reg.no: 83/0586/10-S

= L) pro-name-a
I 32p1-desc-comp
I 32pS-manuf
I 32p4-conkr-excip
I 32pS-contr-drug-prod
I 33-lik-ref
2wt
I working-directory
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lIl. Ziadost 0 zmenu — viacej dokumentacii

Na jednom DVD / CD moze byt len jedna ziadost o zmenu.

V envelope sa uvadza tracking number ¢.1 = variabilné cislo a tracking number ¢.2 = registraEné ¢islo lieku uvedené v eZiadost

= [C5) 83-0586-10-5 seq. :
= 125 nool

B3 mt r.seq.:

I m3 Var:

=L Reg.no:

|5 working-direckory
= [C5) 83-0586-11-5
= ) oooz
I mi
I m3
5 il
|5 working-direckory
= |5 83-0586-12-5
= ) oooz

0001 seq.: 0002 seq.: 0002

r.seq.: r.seq.:
2011686013507 Var: 2011686013507 Var: 2011686013507
83/0586/10-S Reg.no: 83/0586/11-S Reg.no: 83/0586/12-S
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IV. Doplnhenie dokumentacie pri subehu
Ziadosti

seq;: 0001 séq.: 0004
r.seq.: r.seq.: 0001
Var: 2011786012201 Var: 2011786012201

Reg.no: 83/0586/10-S Reg.no: 83/0586/10-S

l.a
seq.: 0002
r.seq.:
Var: 2011786013508
Reg.no: 83/0586/10-S
I.b
seqg.: 0003
r.seq.:

Var: 2011796013301
Reg.no: 83/0586/10-S
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V. Prepisanie chybnej sekvencie

Opakovanim zaslanim tej istej sekvencie déjde k prepisaniu. Je to mozné len ak Ziadost je na technickom posudenia je spravne uvedené
v envelope tracking number¢.1 = variabilné cislo a tracking number¢.2 = registraéné ¢islo lieku uvedené v eZiadost

seqg.: 0001
r.seq.:

Var: 2011686012907
Reg.no: 83/0586/10-S
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Prechod z papierovej dokumentacie na
elektronicku

seg.: 0000 seqg.: 0001

r.seq.: r.seq.:
var: Var: 2011686012907
Reg.no: 83/0586/10-S Reg.no: 83/0586/10-S

seqg.: 0000
r.seq.:

Var: 2011686012907
Reg.no: 83/0586/10-S
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Technicka validacia — €asté chyby

eCTD ziadost bez chrbticovych stborov index.xml a eu-regional.xml
Poskodené CD / DVD

PDF - documents with illegal versions found
PDF - Hyperlinks - Intra Sequence, broken
PDF - Bookmarks - Intra Sequence, broken

Adherence to Naming Conventions

Path or file name contains invalid characters
Path exceeds the maximum length of 180
Invalid file extension used

Unreferenced files

Country specific leaf - file naming

Unknown, invalid, or misconfigured xml file
Validate against stored DTD

Element sequence-number matches folder name
Element related-sequence 4 digits
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Mozné prinosy eCTD

Len jedna platna verzia SPC, PIL v eCTD dokumentacii a na internete.
Sledovanie sekvencie od podania po rozhodnutie.

On-line odsuhlasovanie pripomienok reguldtora k Ziadosti ale aj k jednotlivym modulom ¢i
dokumentom.

Doplnenie ziadosti o dokumenty odsuhlasené cez diskusiu.
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Len jedna platna verzia SPC, PIL v eCTD
dokumentacii a na internete.

...\m1\eu\13-pi\131-spclabelpl\sk\sk\sk-spc-xxxx.pdf

...\m1\eu\13-pi\131-spclabelpl\sk\sk\sk-pl-xxxx.pdf

N
Postup:
1. Zaslanie Ziadosti
2. Odsuhlaseni SPC, PIL a dalSej dokumentacie k Ziadosti
3. Vytvorenie findlnej sekvencie obsahujucej vsetky zmenené a odsuhlasené dokumenty vratane SPC, PIL
4. Odoslanie k regulatorovi, validacia
5. Vydanie kladného rozhodnutia
6. Publikacia SPC, PIL na internete. Ako dopliujiuca informacia sa uvadza Cislo sekvencie.

Zmena SPC PIL zverejneného na internete je mozZnd len cez zaslanie novej sekvencie.
V prechodnom obdobi je moZné na internete zverejnit aj dokumenty zaslané mimo sekvencie ale budud osobitne oznacené

Kvoli publikacii na internete sa neodporuca pouzit ...\m1\eu\13-pi\131-spclabelpl\sk\sk\sk-combined-xxx.pdf

Elektronické podavanie registracnej dokumentacie podla ICH | Odborny seminar ¢.1: Zamerany na eCTD | termin 1.111.2011




Sledovanie sekvencie od podania po
rozhodnutie.

Koncepcia formatu eCTD umozriuje poskytnat nadstandardné sluzby Ziadatelom. Jednou z nich je sledovanie Ziadosti.

Princip:

1. Kopiu Ziadosti odoslanej reguldtorovi si ponechajte na disku

2. KaZda Ziadost obsahuje jednu a viac sekvencii. Kazda sekvencia obsahuje nezamenitelnu indetifikaciu
3. Specializovany softvér cez zabezpec&eny kanal odosle Udaje z envelope a aj jedineéné indikatory
4.

Vysledkom je informacia:
a. cez ktoré oddelenia Ziadost presla,
b. kde sa nachadzaa
c. Cije otvorena komunikacia pri schvalovacom procese z reguldtorom
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Komunikacia pri schvalovacom procese

*  m3-quality ||
*  m3-2-body-of-data
*  m3-2-s-drug-substance [manufacturer; Big Factory]| [substance: Pioglitazone Hydrochloride]
* m3-2-s-2-manufacture ||
®»  manufacturer [new] [2011786012201| 0001 | zmenall, | schvileni] |
*  manufacturer [replace] [2011786042390 | 0004 | zmenal.a |prijem dokumnetacie] &
®  [Prijem Ziadosti| 1.3.2011]

Morbi imperdiet elementum velit, a elementum nulla condimentum eu. Nulla
consequat orei ut lorem imperdiet egestas. Donec eget pharetra justo. Integer
consequat libero nec est pellentesque ac mattis lectus molestie. Suspendisse odio
[felis, tincidunt sed consequat ac, auctor iaculis felis. Phasellus fermentum tempor
rutrum. Nulla facilisi. Phasellus tristique ullamcorper massa, et congue sapien
feugiat non. Mauris molestie fringilla libero in dictum. Morbi ultricies ultricies lacus
eu porta. Suspendisse bibendum, lectus eu rhoncus fringilla, erat urna mattis ante, et
ultricies augue erat ac erat. Sed feugiat, dolor ut pretium scelerisque, tortor felis
pulvinar risus, eu lobortis nisi augue sed velit. Proin orci velit, ornare a dignissim
quis, aliguam id purus. Ut ullamcorper ante eget lacus blandit eleifend ut a sem.
Aliguam augue nibh, vestibulum sed cursus eget, tincidunt in est.

= [Aplicant|10.3.2011] manufacturer.doc
Donec sagittis suscipit iaculis. Nullam imperdiet ligula sit amet tellus dignissim
aliguam. Suspendisse ut odio eu velit hendrerit vehicula a a libero

*  m3-2-s-4-control-of-drug-substance =
®  m3-2-s-4-1-specification
" specification [new] [2011786012201 | 0001 | zmenall, | schvalend]
®  m3-2-s-4-2-analytical-procedures
= id-hple[new][2011786012201 | 0001 | zmenall, | schvalend]
*  m3-2-s-4-3-validation-of-analytical-procedures
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Prakticka ukazka

-data

1-tac-equip
advent-agent

p-name-1
= 32p-drug-prod
=3 product-1
{3 32p1-desc-comp
Q 32p2-pharm-dev
{3 32p3-manuf
=30 32p4-contr-excip
i (3 excipient-1
=3 ?_"p"- contr-drug-prod

‘] 32p51-spec
iZ] 32p52-analyt-proc
i 32p53-val-analyt-proc
{2 32p54-batch-analys
{23 32p55-charac-imp
/ ‘{23 32p56-justif-spec
32p6-ref-stand
] 32p7-cont-closure-sys
H L3 32p8-stab
Q 32r-reg-info
-3 32s-drug-sub
E1-{Z] substance-1-manufacturer-1
{33 32s1-gen-info
(3 32s2-manuf
L] 32s3-charac
Q 32s4-contr-drug-sub
2] 32s41-spec
(3 32s42-analyt-proc
{23 32s43-val-analyt-proc
(2] 32s44-batch-analys
i L33 32s45-ustif-spec
Q 32s5-ref-stand
i 32sB-cont-closure-sys
L2 32s7-stab

----- C] 33lit-ref

Elektronické podavanie registracnej dokumentacie podla ICH | Odborny seminar ¢.1: Zamerany na eCTD | termin 1.111.2011

ol BE;
&

safety-pharmacol
4-pd-drug-interact

NN N
kL

) Boboboby

21 -analyt-met-val
(3 4222-absoip
{3 4223-distiib
{1 4224-metab
(0 4225-excr
{Z0 4226-pk-drug-interact
{3 4227-other-pk-stud
= Q 423-tox
{0 4231-single-dose-tox
L{Z] 4232-repeat-dose-tox
=3 4233-genotox
[ 10 42331-in-vito
i L] 42332-in-vivo
=3 4234-carcigen
L L3 423414t-stud
L] 42342-smt-stud
i L] 42343-cther-stud
E] D 4235-repro-dev-tox

DJ
>
&y

L L] 42354-uv

----- D 4236-loc-tol

El {23 4237-other-tox-stud
(1 42371-antigen

{2 42374-dep
{0 42375-metab
@R 42376imp
@@ 42377-other

~~~~~ Q 43-lit-ref

{0 42351-fert-embryo-dev
{0 42352-embiyo-fetaldey 1 1 1 T -~
{3 42353-pre-postnatal-dev [ S I S

LI 42372-immunotox
-{Z] 42373-mechan-stud

E! A mws
{0 s2-tab-list
E! {1 s3-clin-stud-rep
&0 s31-rep-biopharm-stud
i E {1 s311-ba-stud-rep
i 33 study-report-1
1 -0 study-report-2
i L0 study-report-3
E {1 s312-compar-ba-be-stud-rep
i1 ] study-report-1
= | study-report-2
i (O study-report-3
E D S313-in-vitro-in-vivo-cory-stud-rep
s | study-report-1
{ -2 study-report-2
----- L0 study-report-3
=8 m 5314-bioanalyt-analyt-met
""" G study-report-1
i D study-report-2
i i
i L | study-report-3
=- Q 532-rep-stud-pk-human-biomat
i E G 5321-plasma-prot-bind-stud-rep
{0 study-report-1
{ o | study-report-2
L S o | study-report-3
EI G S322-rep-hep-metab-interact-stud
study-report-1
A study-repart-2
=3 study-report-3
E! G 5323-stud-other-human-biomat
¥ 20 study-report-1
20 study-report-2
~~~~~ {0 study-report-3




Zhrnutie
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