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Zadost 0 zménu — nova AF a format
dokumentace:

e % 0d 1.1.2014 SUKL
i akceptuje predkladanou
FEFFhessasnEss dokumentaci pouze ve
=R formatu eCTD a NeeS
%f}::“%m::m B % http://www.sukl.cz/leciva/v-

IR |' “ M “ ‘{ jakem-formatu-ma-byt-od-

__________ novely-registracni-

s M ‘\\ |§ N “ ‘o vyhlasky?highlightWords=ectd
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Uvodni strana zadosti

Jako unforeseen se
oznacuji pouze IB zmeény,
jejichz klasifikace neni
urcena pokynem ani

doporuéenim k Article 5 —

© 2013 STATNI USTAV PRO KONTROLU LECIV
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MAH a kontaktni osoba

Name and address of the Applicant/MA holder’: Name and address of contact person®;

1 1

= Kromé MAH by méla byt v zadosti uvedena i
kontaktni osoba s platnym povérenim

=, Osoba s platnym povérenim by méla jednativ
pripadé doplnovani ¢i opravy jiz podané
dokumentace
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Klasifikace a typ zmeény:

TYPE(S) of CHANGE(S)

¢ D o I Ve t V4 Ve t
B Copy of the relevant page(s) from the Guideline for this/these change(s) is attached and the relevant — u e Z I e VyZ n a C I
boxes for conditions and documentation (both for Type IA and Type IB) are ticked R . o R .
jak klasifikaci, tak i
VARIATIONS INCLUDED IN THIS APPLICATION: v
C.1.3 Change(s) in the Summary of Product Characteristics, Procedure ty p Z m e n y

Labelling or Package Leaflet of human medicinal products type
intended to implement the outcome of a procedure

concerning PSUR or PASS, or the outcome of the assessment f ® V M4 d )4
done by the competent authority under Articles 45 or 46 of J p r I p a e

Regulation 1901/2006

[0 a) Implementation of wording agreed by the competent autherity DAy [} k I a S Ifl ka C e p O d | e

Implementation of change(s) which require to be further

O b Iij;.f:.ltantiated by new additional data to be submitted by the Il A rt i C I e 5
Art5
< Bd z)} Other variation LA BB i % pate: Za § k rt n O Ut

prislusné policko
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Datum implementace u IA/IAin:

TYPE(S) of CHANGE(S)

[ Copy of the relevant page(s) from the Guideline for this/these change(s) is attached and the relevant
boxes for conditions and documentation (both for Type IA and Type IB) are ticked

VARIATIONS INCLUDED IN THIS APPLICATION:

B.IIl.1 Submission of a new or updated Eur, certificate of suitability | Procedure |
or deletion of Ph. Eur. certificate of suitability: | type |

- For an active substance

- For a starting materiallreagent/intermediate used in the

manufacturing process of the active substance
- For an excipient
) European Pharmacopoelal Certificate of Suitabilit to the
relevant Ph. Eur. Monograph.

Implement. Date:
30.9.2013

| 1. New certificate from an already approved manufacturer | (1A, | (JIB"
1

PRECISE SCOPE AND BACKGROUND FOR CHANGE, AND JUSTIFICATION FOR GROUPING, WORKSHARING AND
CLASSIFICATION OF UNFORESEEN CHANGES (if applicable)

(Include a description and background of all the proposed changes. In case of grouping and worksharing
a justification should be provided in a separate paragraph. If a variation concerns an unforeseen change,
include a justification for its proposed classification).

IAw/ B.III1a)1 - Submission of a new or updated Eur. certificate of suitability or deletion of Ph. Eur. certificate of
suitability for an active substance - New certificate from an already approved manufacturer

© 2013 STATNi USTAV PRO KONTROLU LECIV

%, Datum implementace ve
formatu dd/mm/rrrr

 IA: podani zmén do 1 roku od
implementace (pokud podani
pozdéji - IB)

= lAin: podani zmeény
neprodlené od implementace
(cca do 14 dni) — od 1.1.2014
bude vyzadovano (pokud
podani pozdéji - IB)

«, V pripadé groupingu do popisu
zmeény téz odUvodnéni pro
grouping

3.12.2013/5.12.2013
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Datum implementace u IB a ll:

The following amended product information proposals are provided in the relevant sections of the EU-
CTD format or NTA volume 6B format, where applicable:

Declaration of the Applicant:

| hereby submit a notification/application for the above Marketing Authorisation(s) to be varied in
accordance with the proposals given above. | declare that (Please tick the appropriate declarations):

[ There are no other changes than those identified in this application (except for those addressed in
other variations submitted in parallel);

X Where applicable, all conditions as set for the variation(s) concerned are fulfilled;

For type IA notifications: the required documents as specified for the changes concerned have

been submitted;

Where applicable, national fees have been paid;

This notification/application has been submitted simultaneously in RMS and all CMSs (for

products within the Mutual Recognition Procedure and worksharing) or both to EMA and (Co-)

Rapporteur (for products within the Centralised Procedure) or, in case of worksharing involving

the EMA, to the relevant National Competent Authorities and/or RMS/CMS (as applicable) and

the EMA;

[ For worksharing or grouped variations affecting more than one MA: the MAs concerned belong to
the same MAH.

x =

Change(s) will be implemented from'*; Next production run/next printing
Date:

© 2013 STATNi USTAV PRO KONTROLU LECIV

= Next production run/next
printing

., Date: Upon approval
=, Date: 11.12.2013

%, Date: within 6 months
after approval

3.12.2013/5.12.2013
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Druhy textu:

, Pokud se zména projevi v textech, mely by byt
vyznaceny

The following amended product information proposals are provided in the relevant sections of the EU-
CTD format or NTA volume 6B format, where applicable:

Summary of Product Characteristics

Manufacturing; Authorisation Holder responsible for batch release and conditions of the Marketing
Authorisation

Labelling

Package leaflet

Mock-ups"’

Specimens'"

I

© 2013 STATNi USTAV PRO KONTROLU LECIV 3.12.2013/5.12.2013
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Strana z klasifikacniho pokynu:

- v | b b ’ Ve v A7 Deletion of manufacturing sites (including for an active Conditions to | Documentation |Procedure
% M t pril .
e e a y y p rl O Ze n a substance, infermediate or finished product, packaging site, |"¢ fulfiled |tobe supplied type

manufacturer responsible for batch release, site where batch

v J 4 v v
ke ka Zd e Z m e n e ) control takes place, or supplier of a starting material, reagent or

excipient (when mentioned in the dossier).

nejlépe jako soucast T

v 7 d t . Conditions
Z a O S I D41. There should at least remain one site/manufacturer, as previously authorised, performing the same function
as the one(s) concerned by the deletion.

r—~ . ° v Ve - — — - -
‘_.J V I d Ite | n e VyZ n a C I t 2. The deletion should not be due to critical deficiencies concerning manufacturing.

Documentation

re | e Va n t n I, p O d m I,n ky a D1 The variation application form. should clearly outline the "present” and "proposed” mamufacturers as listed

mn section 2.5 of the (Part TA) application form.

d O k u m e n t a C i 2. Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B

format for veterinary products, as appropriate), including revised product information as appropriate.

© 2013 STATNi USTAV PRO KONTROLU LECIV 3.12.2013/5.12.2013



12

f ® SL’J KL ZADOST O ZMENU REGISTRACE

Priklady
Grouping:

%, Pokud zadost obsahuje nékolik zmeén stejné klasifikace, mélo
by to byt na zadosti jasné vyznaceneé

B.IIl.1 Submission of a new or updated Eur, certificate of suitability
or deletion of Ph. Eur. certificate of suitability:
- For an active substance
- For a starting materiallreag used in the
manufacturing process of the active substance
- For an excipient

Procedure
lvpe

a) European Pharmacopoeial Certificate of Suitability to the
relevant Ph. Eur. Monograph.

O 1.

New certificate from an already approved manufacturer

ChtAw

e

Implement. Date:

Updated certificate from an already approved

&4 s
manufacturer

[is*

Implement. Date:
31.03.2013

retest period is part of the approved dossier

B.lLd.1 Change in the re-test period/storage period or storage conditions of the
active substance where no Ph. Eur. Certificate of Suitability covering the

Procedure
type

a) _ Re-test period/storage period

1. Reduction

O
Oia e

Implement.

Date:

not in accordance with ICH/VICH guidelines”

Extension of the retest period based on extrapolation of stability data

a|ojl a

Extension of storage period of a biologicall immunological active
substance not in accordance with an approved stability protocol

=
-

by real time data

Extension or introduction of a re-test period/storage period supported

© 2013 STATN{ USTAV PRO KONTROLU LECIV
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Grouping ll:
*,Jedna zména provice ~Zména B.ll.b.1 a) pro 2 LP:
registracnich Cisel — < LP 1:
stejna klasifikace i

ridani mista vyroby , XXX*
totozna zmeéna (obsah) g yIoby o

< LP 2:
pridani mista vyroby ,YYY" o

~» = nutné podat pro kazdy
LP zvIast

© 2013 STATNi USTAV PRO KONTROLU LECIV 3.12.2013/5.12.2013
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Typ zmeény:

 Je dulezité
vyznacit i typ
ZMmeny, nejen
klasifikaci

© 2013 STATNi USTAV PRO KONTROLU LECIV

VARIATIONS INCLUDED IN THIS APPLICATION:

Changa no. 1.

B.I.1 Submission of a new or updated Eur. certificate of suitability
or deletion of Ph. Eur. certificate of suitability:
- For an active substance
- For a starting material/reagentintermediate used in the
manufacturing process of the active substance
- For an exciplent

) European Pharmacopoeial Certificate of Suitability to the
# relevant Ph. Eur. Monograph.

Implement. Dato:
Oclober 15, 2013

Updated certficate from an already approve

| 1. Mew certificate from an already approved manufacturer i 1A,

i

Implement. Date

Imiplement. Date:

E

Implamant. Date:

Implement. Date:

Implement. Date:

Art 5
Implement. Date

I ane of the conditions is not met and the change is not specifically listed &s Type I

3.12.2013/5.12.2013
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Typ zmény:

, Je nutné
vyplnit typ
ZMeny vyse, v
tabulce s
pozadavky na
dokumentaci
neni misto k
vyplnéni
nékterych
udaju

© 2013 STATNi USTAV PRO KONTROLU LECIV

TYPE(S) of CHANGE(S)

[0 Copy of the relevant page(s) from the Guideline for this/these change(s) is attached and the relevant

boxes for conditions and documentation (both for Type |A and Type IB) are ticked

m?ﬂﬂt_mﬂwmr;
mbser and title of variation, as per the classification guldeline

Procedure
type

M a)

Specific variation applied for, as per the classification guideline

type

and include in ﬂ‘r.ls section the applicable variation(s) from rhu ksf pmsan gdatlie end of this
—_ GEE oW | Frabove example and the list
ted fmm the completed form to be
submitfed).
B.ILb.1 Replacement or addition of a manufacturing site | Conditions to | Documentation | Procedure
for part or all of the manufacturing process of the finished | be fulfilled | to be supplied | type
product
O a) Secondary packaging site 1,2 13,8 TAIN
[ b) Primary packaging site 1,2,3,4,5 1,3,3,4,89 | IAIN
Ll ¢ Site where any manufacturing operation(s) take n
place, except batch release, batch control, and
secondary packaging, for biological/
immunological medicinal products, or for
pharmaceutical forms manufactured by complex
manufacturing processes
O d) Site which requires an initial or product specific n
inspection
B e Site where any manufacturing operation(s) take 1,4 34,56 1B
place, except batch-release, batch control, .49
primary and secondary packaging, for non-
sterile medicinal products
O n  Site where any manufacturing operation(s) take ‘].1" :. 34,56 | 1B
¥

place, except batch release, batch control, and
secondary packaging, for sterile medicinal
products (including those that are aseptically
manufactured) excluding hinlogical/

3.12.2013/5.12.2013
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Klasifikace podle Article 5:

= Zmény IA se klasifikuji jako ,,z“ pouze na zakladé
Article 5

VARIATIONS INCLUDED IN THIS APPLICATION:

| B.ILb Change in manufacture of the Finished Product  Procedure type |
I
- L /A5
BN 21 Pther variation ' 1 :D ;
PUALIIB [ | Implement. Date:

120120809

© 2013 STATNi USTAV PRO KONTROLU LECIV 3.12.2013/5.12.2013
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Nesplnéni podminky pro urcenou klasifikaci:

", Pokud jedna z podminek pro zménu IA neni splnéna (véetné pozdéjsiho
podani), klasifikuje se defaultné jako zména IB (foreseen)

change in the batch size (including batch size ranges) of the finished product - B.Il.b.4.a,

this is a minor type IA variation, but as one of the conditions is not met we are classifying

it as Type IB(foreseen) -
r

Chybné:
N, /

B.Il.b.4 Change in the batch size {inclu batch size géinges) of the Procedure
finished product type

[JArts

= z Cther variation A 28 it | Implement. Date:
Spravné:
B.ILb.4 Change in the batch size {including batch size ranges) of the Procedure
finished product type
JAns
a) Up to 10-fold compared to the criginally approved batch size A =] Il | Implement. Date:

© 2013 STATNi USTAV PRO KONTROLU LECIV 3.12.2013/5.12.2013
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Doporuceni klasifikace — certifikat shody

nového vyrobce:

Certifikat shody nového vyrobce obsahule schvilenou dobu reatestace:

VARIATIONS INCLUDED IN THIS APPLICATION:

or deletion of Ph, Eur, certificate of suitability: lype
- For an active substance
- For a starting materialireagent/intermediate used In the
manufacturing process of the active substance
-Foran excipient -
) Eurapean Pharmacopoeial Certificate of Suilatility to the
relevant Ph. Eur, Monograph.

"
A i
% or addilion) &
rf;na af Ihe condlions is nol mel and the change is not spacifically lsted as Type Il

© 2013 STATNI USTAV PRO KONTROLU LECIV

New certificale frumanewﬁanu!‘aﬁ{u;er{r@mmmem [ : lmpla_l-n;n I.Dat?]
il Y

Certifikat shody nového vyrobce neobsahuije schvilenou dobu reatestace:

Grouping IA/B.II.1. 3) 3 +18/B.l.d.1a)4

B.ld.1 Change in the re-test period/storage period or storage Procedure
conditions of the active substance where no Ph. Eur. type
Certificate of Suitability covering the retest period is part of
the approved dossier

a)  Re-test period/storage period

O 1. Reduction O | O.*

Implement. Date:

Extension of the retest period based on extrapolation of
stability data not in accordance with ICH/VICH Il
guidelines*

Extension of storage period of a biologicalf

O 3. immunological active substance not in accordance with Il

an approved stability protocol

% 4 Extension or introduction of a re-test period/storage n
" period supported by real time data A

" If one of the conditions is not met and the change is nat specifically isted as Type Il ¥

Nebo podani IB/B.I1.1 a) 3

3.12.2013/5.12.2013
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uvolnovanim

Iména v

yrobnim procesu pro lék

Doporuceni klasifikace — zména ve vyrobnim
procesu pro tablety s prodlouzenym

Pokud neni spinéna podminka pro zménu typu 1A, 2ména se poddvd jako typ IB, pokud neni
vyslowné uvedena jako zména typu Nl (typ Il uveden v pokynu, doporudeni Art.5, zména ma
podstatny viiv na kvalitu, déinnost nebo bezpetnost pripraviu)

VARIATIONS INCLUDED IN THIS APPLICATION:

B.ILb.3 Change in the manufacturing process of the finished Procedure
product, including an intermediate used in the manufacture of the type
finished product L
B a) Minor change in the manufacturing process EII.&(‘ EH;/ Implement. Date:
Substantial changes to a manufacturing process thal may —
[0 &) have asignificant impact on the quality, safety and efficacy of I
the medicinal product
0 o The product is 8 biologicalimmunological medicinal product i
and the change requires an assessment of comparability
d)  Introduction of a non-standard lerminal sterilisabon method Il
0 e Introduction or increase in the overage that is used for the i
aclive substance
0 n Minar change in the manufacturing process of an aqueaus B
oral suspension
| CJAns
[0 zy  Othervariation Cha e e | implement, Date:

il o of the condilions is not med and (he changa s nol specifically listed as Type N

© 2013 STATNi USTAV PRO KONTROLU LECIV

finished product, including an intermediate used in the | ¢ Wiflled
manufacture of the finished product

o b supplied Ly pe

® o) Minor chunge in the manufacturing process 1,,5,4,560 1,2, 3, 4,56 | 1A
7 7.8
Conditions
v 1. Nochange in qualitative and quantitative impurity profile or in physico-chemical properties.

Q)

Either the change relates to an immediate release solid oral dosage form / oral solution and the
medicinal product concerned is not a biological fimmunological or herbal medicinal product;

or the change relates to process parameter(s) that. in the context ol a previous assessment, have
been considered to have no impoct on the quality ol the finished product (regardless of the type
of product and/or dosage form ).

'/3.

The manufacturing principle including the single manufacturing steps remain the same, e.g.
processing intermediates and there are no changes w any manufacturing solvent used in the
progess.

v

The currently registered process has to be controlled by relevamt in-process controls and no
changes (widening or deletion of limits) are required to these controls

Vs

The specifications of the finished product or intermediates are unchanged.

(/6_

The new process must lead o an identical product regarding all aspects of quality, safety and
efficacy.

l/?.

Relevant stability studies in accordance with the relevant guidelines have been staried with at
least one pilot scale or industrial scale baich and at least three months stability data are at the
disposal ol the applicant. Assurance is given that these studies will be finalised and that the
data will be provided immediately 1o the competent authorities if outside specifications or
potentially outside specifications at the end of the approved shelf life (with proposed action).

3.12.2013/5.12.2013
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Doporuceni klasifikace — zména mista vyroby

~ Ptidéni/nahrazeni mista vyroby bulku, primarniho baleni/plnéni a

sekundamiho baleni u sterilniho [écivého ingra\)ku.

VARIATIONS INCLUDED IN THIS ARFLICATION:

B0k 1 Replacement or addition of a manulacturing siie Four part of Procedute
all of the manufacturing process of he finished product fype
[0 =1 Sscondary packaging siie Chay | O Implemsnt. Date: ‘
by  Primary packaging StE——" Biay | CIE° ';‘;;F?’l’g‘;‘gﬁl 3 Date: ‘
Site wheies any manufzciuring operation(s) taks place, excapt
baich releass, baich control, and secondary packaging, for
O & biologicall imrunological medicinal producis or for 1]
pharmaceuiical forms manufaciured by complex
manufaciuring processes
] ) Site which reguires an initial or product specific inspeciion I
Site where any manufacturing operation(s) take place, except
[ e batch-release, baich control, primary and secondary 12
packaging, for non-sterile medicinal producis
Site where any manufacturing operation(s) take place, excepi
batch release, batch control, and secondary packaging, for stari
O # medicinal products (including those that are aseptically 1B
manufactured ) excluding biologicall immunological madicinal
products
CJarie
O z  Other variation DA ClE O | mplement. Date:
—
2

© 2013 STATNi USTAV PRO KONTROLU LECIV

E.ILb.1 Replacement or additien of a manufaciuring site for part or Procedure
all of the manufacturing process of the finished product type
[0 a)  Secondary packaging site Dli, | Oip" | Mplement. Date:
[0 b)  Primary packaging site DA, | Chg® | mplement. Diste:
Site where any manufacturing operation(s) take place, except
batch release, batch control, and secondary packaging, for
(] biological/ immunological medicinal products or for 1l
& pharmaceutical forms manufactured by complex
facturing processes
[TJ] d) __Site which requires an initial or product specific inspection Il
N Site where any manufacturing operation(s) take place, except
O e batch-release, batch control, primary and secondary [15]
packaging, for non-sterile medicinal producis
Site where any manufacturing operation(s) take place, except
batch releass, batch confrol, and secondary packaging, for steri 0{
< 1) medicinal products I\ncludimg those that are aseptically B
manufactured ) excluding biclogicall immunological meadicinal
producis
OArts
[0 zy  Othervariation Cha s [N | implement. Date: |
B.lL.b.1 Replacement or addition of a manufacturing site for part or Procedure 0{ ///
all of the man. ing p of the finished product type P~
[ a) ) secondary packaging site B Hiag | g’ El’lig‘gg:‘; Date: |
1 [J by Primary packaging site iy | 8" Implamest. Date:

Zmeéna primarniho baleni je obsazena ve zméné B.II.B.1f)

3.12.2013/5.12.2013
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Doporuceni klasifikace — doba pouzitelnosti:

Zavedeni do

ouZitelnosti pripravku po prvynim otevreni

v dosud v registraéni dokumentaci neuvedeno
v predlozeni stabilitni studie (supported by real time data)

VARIATIONS INCLUDED IN THIS APPLICATION:

B.1L.1.1 Change in the shelf-life or storage conditiong of the finished
product

Procadure
ype

aj

Reduction of the sheif Iife of ihs finishad product

1 Az packagsed for zals

Ol | Che®

Implement. Dabs:

|

B e ———

Elay, | Chie®

30.04. 2044

Implemeant, Dats:

3. After dilution o reconstitution

Chag, | Che”

(=2
-

Exlen-smn of tha ghalf life of the finishad product

As packaged for 332 [supportad by rzal time data)

- .

2. Aftar first opening (supporiad by real lime data)

e )

Adtar dilution or reconstiiution (supporiad by real tima
* data)

_—
&

Exfension of the shaliifa basad on extrapalation of
4 stability data not in accordance with ICHAICH
guidalinas®

Extansion of the shalf-lifa of a biokogical! immunological
5, meadicinal product in accordance with an approved

stability protocol

c)

d)

Change n storage conditions for biclogical madicinal products,

when the stability studies hava not been performed in
accordance with an approvad stabilty protocol

Change in storage conditions of the finished product or the
dilutedireconstiluted product

&)

oD dojo|o|o|opO|o|e|o

z)

Change o an approved stability protocal

Lha | Le”

Implement. Dabes:

Other variation

Chag e Clu

L]ans

Implement. Date:

if gne of the conditions ts not mat and the changs s nol spacifically lisied as Type Il

© 2013 STATNi USTAV PRO KONTROLU LECIV

3.12.2013/5.12.2013
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Odkazy:

V0. "4 4

>, Formular zadosti

http://ec.europa.eu/health/files/eudralex/vol-
2/c/variation form 201307 en.pdf

s, Pokyny k vyplnovani zadosti
http://www.hma.eu/fileadmin/dateien/Human Medicines/CMD h /procedur
al guidance/Variations/CMDh 133 2010 Rev6 2013 07 clean a.pdf

=, Pokyny EK
http://ec.europa.eu/health/files/eudralex/vol-
2/2013 05 16 c2804 en.pdf

© 2013 STATNi USTAV PRO KONTROLU LECIV 3.12.2013/5.12.2013
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Dékujeme za pozornost

STATN{ USTAV PRO KONTROLU LECIV
Srobdarova 48, 100 41 Praha 10
tel.: +420 272 185 111
fax: +420 271 732 377
e-mail: posta@sukl.cz
nar@sukl.cz
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