NMEPENIK

NIKAPCbKUX 3ACOBIB LWOAO AKUX 3ABEPLUEHO PO3IrNA4 PEECTPALINHUX MATEPIANIB NMPO BHECEHHSA 3MIH A0

PEECTPALINHNX MATEPIANIB NPOTAroM Ali PEECTPALINHOIO NOCBIAYEHHA HA NIKAPCbKI 3ACOBU, AKI 3APEECTPOBAHI

KOMOETEHTHUMW OPTAHAMU CMONMYYEHUX LUTATIB AMEPUKW, BEJIMKOI BPUTAHII, LUBEULAPCBHKOI KOH®EAEPALII,

AMNOHII, ABCTPAJII, KAHAAWN, NIKAPCbKNX 3ACOBIB, WO 3A LEHTPA/NISOBAHOIO NMPOLUEAYPOKO 3APEECTPOBAHI

KOMMNETEHTHAM OPFAHOM EBPOMENCbLKOIO COO3Y

Ne Hassa dopma sunycky 3asBHUK Kpaina Bupo6Huk Kpaina PeecmpayitiHa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka ¢hopma, npoyedypa Bionycky peecmpayitiHo2
3acoby ynakoska) 0 NOCBIOYEHHsI
1 BAPFATE®® | kancynu M ski no 100 BepiHrep HimeuunHa | BMpOOGHUK, Lo BignoBigae 3a | HimeyunHa/ Type IB B.l.a.l Change 3a UA/
Mmr, no 10 kancyn IHrenbxanm BUNYyCcK cepii: bepiHrep ®paHuis in the manufacturer of a | peyenmom 16651/01/01

M'AKUX B
antoMiHiEBOMY
6nicTepi, no 6 abo 12
6nicTepiB y KApPTOHHIl
KopooLi

IHTepHeLWwHN Tv6X

IHrenbxanm ®apma Mvo6X i
Ko. KI', HimeuunHa;
AnbTepHaTVBHWI BUPOGHWK
kancyn bulk (e
po3dhacoBaHoi NPoAyKLil) Ta
KOHTPO/1b AKOCTI /TiKapCbKOro
3aco6y: KataneHT ®paHce
BeHaiim, ®paHuis;
BMPOGHMLITBO, yrakoBka Ta
KOHTPO/1b SIKOCTi Kancyn in
bulk (Hepo3dpacoBaHoi
NPOAYKL,T iKapCbKOro
3acoby): KataneHt
HimeuunHa E6epbax MM6X,
HimeuunHa;
nepsuHHe (6nictepu) Ta
BTOPUHHE NakyBaHHSA
(kopo6KK), MapKyBaHHS
(NepBMHHOTO Ta BTOPUHHOIO
nakyBaHHS) Ta KOHTPO/1b
AKOCTI JIiKapCbKOro 3acoby:
BepiHrep IHrenbxavim ®apmva
M6X i Ko. KIM, Hime4yuuHa;
anbTepHaTuBHa
na6opaTtopis ans
NPOBELEHHS KOHTPOJHO
AKOCTI (32 BUK/IIOYEHHAM
MiKpOGiONOrivyHOT YncToTn): A
eHg Em WUTABTECT Jlabop
doyp AHANITUK YHA,
Cra6initatcnpydyHr Mm6X,
HimeyunHa
a/ibTepHaTVBHI labopatopil

starting
material/reagent/interm
ediate used in the
manufacturing process
of the active substance
or change in the
manufacturer (including
where relevant quality
control testing sites) of
the active substance,
where no Ph. Eur.
Certificate of Suitability
is part of the approved
dossier - B.l.a.l.z Other
variation
To introduce
ZHEJIANG ZHONGXIN
FLUORIDE
MATERIALS CO. LTD,
Hangzhou wan,
Shangyu Economic and
Technological
Development Zone,
Zhejiang, China as an
alternative site
responsible for the
manufacture of the
starting material 1-
Methylpiperazine used
for manufacture of
nintedanib esilate
active substance.
Type 1A A




Ne Hassa ®opma surnycKy 3asiBHUK Kpaina Bupo6Huk KpaiHna Peecmpayitina Ymosu Howmep
n/n JliKapcbKo20 (nikapcbka chopma, npoyedypa Bionycky peecmpayjiliHo2
3acoby ynakoska) 0 NOCBIOYEHHs

Ana nposegeHHA KOHTPO/1H

SAKOCTi 3@ MOKa3HNKOM

Mikpo6ionoriyHa ymcrtoTa:
CI'C IHcTuTyT ®peseHiyc
'M6X, HimeuwunHa; flabop

NC CE eHg Ko. KT,
HimeuyunHa

ADMINISTRATIVE
CHANGES - A4
Change in the name
and/or address of: a
manufacturer (including
where relevant quality
control testing sites); or
an ASMF holder; or a
supplier of the active
substance, starting
material, reagent or
intermediate used in
the manufacture of the
active substance
(where specified in the
technical dossier)
where no Ph. Eur.
Certificate of Suitability
is part of the approved
dossier; or a
manufacturer of a novel
excipient (where
specified in the
technical dossier).
To update the address
of the site responsible
for the manufacture of
the starting material 1-
Methylpiperazine and
Trimethylorthobenzoat,
AMI Organics Ltd., from
440/5, 6, ROAD NO.
82/A, Surat- 394 230,
India to Plot no. 440/ 4,
5, 6, 8206/B, ROAD
NO. 82/A GIDC,
SACHIN -394 230,
GUJARAT, India (IND).
There is no change in
the location of the site.
Type IA A.
ADMINISTRATIVE
CHANGES - A.7




Ymosu

Homep

Ne
n/n

Hassa
JliKapcbKo20

Popma sunycky
(nikapcbka gpopma,

3asBHUK

Kpaina

Bupo6Huk

KpaiHa

Peecmpayitina
npoyedypa

Bionycky

peecmpayjiliHo2
0 NOCBIOYEHHs

3acoby

ynakoska)

intermediate or finished
product, packaging site,

Deletion of
manufacturing sites for
an active substance,

manufacturer
responsible for batch
release, site where
batch control takes
place, or supplier of a
starting material,
reagent or excipient
(when mentioned in the
dossier)
To delete AkzoNobel
Functional Chemicals,
44485 Stenungsund,
Sweden as a site
responsible for the
manufacture of the
starting material 1-
Methylpiperazine.
Furthermore, the MAH
has taken the
opportunity to introduce
editorial changes in
module 3.2.S.2.3:

- to remove information
on structure, chemical
name, CAS-No.,
molecular formula and
molecular weight as
this information is
included in module
3.2.S.l.

- information in the
current table 1, table 2
and table 3 are now
included in one table
(Table 1).

3a

UA/

BAPIATE®®

Kancynu m siki no 150
mr; no 10 kancyn
M'SIKUX B

BepiHrep
IHrenbxanm

IHTepHeLWwHn TM6X

HimeuunHa

BMPOGHUK, LLIO BiAMOBIAaE 3a

BUMYyCK cepii: bepiHrep

IHrenbxainv ®apma Mv6X i

HimeuunHa/
®paHuia

Type IB B.l.a.l Change
in the manufacturer of a

starting

peuerimom

16651/01/02

3




Ne Hassa ®opma surnycKy 3asiBHUK Kpaina Bupo6Huk KpaiHna Peecmpayitina Ymosu Howmep
n/n JliKapcbKo20 (nikapcbka chopma, npoyedypa Bionycky peecmpayjiliHo2
3acoby ynakoska) 0 NOCBIOYEHHs

asnitoMiHieBomy
6nictepi, no 6
6nicTepiB y KAPTOHHIN
Kopoo6ui

Ko. KI', HimevunHa,;
AnbTepHaTVBHWI BUPOGHWK
Kancyn bulk (He
po3dhacoBaHol NpoAayKLii) Ta
KOHTPO/1b AKOCTI NiKapCbKOro
3aco6y: KataneHT ®paHce
BeHalim, ®paHuis;
BMPOGHMLITBO, yrakoBka Ta
KOHTPO/1b AKOCTI Karncyn in
bulk (Hepo3dpacoBaHoi
npoayKLii NikapCcbKoro
3aco6y): KataneHt
HimeuunHa E6epbax MM6X,
HimeuunHa;
nepsuHHe (bnictepn) Ta
BTOPUHHE NakyBaHHSA
(kOpO6KM), MapKyBaHHS
(NepBMHHOTO Ta BTOPMHHOIO
nakyBaHHS) Ta KOHTPO/1b
AKOCTI NiKapcbKoro 3acoby:
Bepinrep IHrenbxaim ®apma
M6X i Ko. KI', Hime4yuuHa;
a/ibTepHaTnBHa
na6opaTtopis ans
NPOBeLEHHS KOHTPO/O
AKOCTI (32 BUK/IIOYEHHAM
MiKpO6ioNoriyHoi yncTotn): A
eHg Em LUTABTECT Nabop
hyp AHaNITUK yHA,
Crab6initarcnpydyHr Mm6X,
HimeuunHa
anbTepHaTVBHI nabopatopil
[N NpoBeAEHHSA KOHTPOSIO
AKOCTI 38 NOKa3HNKOM
MiKpo6ionoriyHa ymcToTa:
CI'C IHcTuTyT ®peseHiyc
'M6X, HimeuyunHa; flabop
NC CE eHg Ko. KT,
HimeuunHa

material/reagent/interm
ediate used in the
manufacturing process
of the active substance
or change in the
manufacturer (including
where relevant quality
control testing sites) of
the active substance,
where no Ph. Eur.
Certificate of Suitability
is part of the approved
dossier - B.l.a.l.z Other
variation
To introduce
ZHEJIANG ZHONGXIN
FLUORIDE
MATERIALS CO. LTD,
Hangzhou wan,
Shangyu Economic and
Technological
Development Zone,
Zhejiang, China as an
alternative site
responsible for the
manufacture of the
starting material 1-
Methylpiperazine used
for manufacture of
nintedanib esilate
active substance.
Type 1A A.
ADMINISTRATIVE
CHANGES - A4
Change in the name
and/or address of: a
manufacturer (including
where relevant quality
control testing sites); or
an ASMF holder; or a
supplier of the active
substance, starting
material, reagent or




Ne Hassa ®opma surnycKy 3asiBHUK Kpaina Bupo6Huk KpaiHna Peecmpayitina Ymosu Howmep
n/n JliKapcbKo20 (nikapcbka chopma, npoyedypa Bionycky peecmpayjiliHo2
3acoby ynakoska) 0 NOCBIOYEHHs

intermediate used in
the manufacture of the
active substance
(where specified in the
technical dossier)
where no Ph. Eur.
Certificate of Suitability
is part of the approved
dossier; or a
manufacturer of a novel
excipient (where
specified in the
technical dossier).
To update the address
of the site responsible
for the manufacture of
the starting material 1-
Methylpiperazine and
Trimethylorthobenzoat,
AMI Organics Ltd., from
440/5, 6, ROAD NO.
82/A, Surat- 394 230,
India to Plot no. 440/ 4,
5, 6, 8206/B, ROAD
NO. 82/A GIDC,
SACHIN -394 230,
GUJARAT, India (IND).
There is no change in
the location of the site.
Type IA A.
ADMINISTRATIVE
CHANGES - A.7
Deletion of
manufacturing sites for
an active substance,
intermediate or finished
product, packaging site,
manufacturer
responsible for batch
release, site where
batch control takes
place, or supplier of a
starting material,




Homep

Ne Hassa ®opma surnycKy 3asiBHUK Kpaina Bupo6Huk KpaiHna Peecmpayitina Ymosu
n/n JliKapcbKo20 (nikapcbka chopma, npoyedypa Bionycky peecmpayjiliHo2
3acoby ynakoska) 0 NOCBIOYEHHs
reagent or excipient
(when mentioned in the

dossier)
To delete AkzoNobel
Functional Chemicals,
44485 Stenungsund,
Sweden as a site
responsible for the
manufacture of the
starting material 1-
Methylpiperazine.
Furthermore, the MAH
has taken the
opportunity to introduce
editorial changes in
module 3.2.S.2.3:
- to remove information
on structure, chemical
name, CAS-No.,
molecular formula and
molecular weight as
this information is
included in module
3.2.S.I.
- information in the
current table 1, table 2
and table 3 are now
included in one table

(Table 1).




