MEPENIK
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,
ANOHII, ABCTPA/NII, KAHAAW, NMIKAPCbKUX 3ACOBIB, L0 3A LLEHTPA/TISOBAHOIO NMPOLEAYPOK 3APEECTPOBAHI
KOMMNETEHTHAM OPFAHOM EBPOMENCbLKOIO COO3Y

no 10 kancyn M'sakux B
altomiHieBoMy bnicTepi,
no 6 a6o 12 6nictepis y
KapTOHHI KOpooLj

IHTEepHewwHn Tm6X

v6X i Ko. KI', HimeuunHa;
AnNbTepHATUBHWIA BUPOBHWK Kancyn
bulk (He po3dhacoBaHOi Npoaykuii) Ta
KOHTPO/Ib SKOCTI NiKapcbkoro 3acoby:
KaTaneHT ®paHce BeHalim, PpaHLis;
BUPOGHULITBO, YNakoBKa Ta KOHTPO/1b
AKocTi kancyn in bulk
(Hepo3dracoBaHoi NpoayKLil
NiKapcbKoro 3acoby): KataneHT
HimeuunHa E6epbax MmbX,
HimeuunHa,
nepBuHHe (6n1icTepn) Ta BTOPUHHE
nakyBaHHs1 (KOpobKu), MapKyBaHHs
(NepBMHHOTO Ta BTOPUHHOTO
nakyBaHHs1) Ta KOHTPO/1b SIKOCTI
nikapcbkoro 3acoby: bepiHrep
IHrenbxaiim ®apma Mu6X i Ko. K,
HimeuunHa; anbTepHaTBHA
naboparopisi 419 NpoBeAeHHS
KOHTPOIO AKOCTI (38 BUK/HOUEHHAM
MiKpPOGi0oIorivyHOI uncToTh): A eHg Em
LUTABTECT Na6op chyp AHaniTUK yHA,
CrabinitarcnpydyHr Fm6X,
HimeuunHa
anbTepHaTVBHI nabopatopii Ana
NPoBEeLEHHSA KOHTPOJIIO AKOCTI 3a
NOKa3HMKOM MiKpO6iosioriyHa ymcToTa:
CI'C IHcTuTyT ®peseHiyc MTM6X,

HimeuunHa; Nabop /1IC CE eng Ko. KT,

HimeyuunHa

procedure for active
substance or starting
material/reagent/inter
mediate used in the
manufacturing process
of the active
substance - Other
changes to a test
procedure (including
replacement or
addition) for the active
substance or a starting
material/intermediate.
To replace the
Chromatographic
purity (20671-
s420cg0501 Liquid
chromatography) test
procedure with
Organic Impurities
(206893_11051363_1.
0 Liquid
chromatography) for
the active substance
nintedanib esilate.
Type IBB.l.b.2.e
Change in test
procedure for active
substance or starting
material/reagent/inter
mediate used in the
manufacturing process
of the active
substance - Other
changes to a test
procedure (including
replacement or

addition) for the active

Ne Hassa dopma sunycky 3asBHUK Kpaina Bupo6HUK KpaiHa PeecmpayjiliHa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka ¢hopma, npoyedypa Bionycky peecmpayitiHo2
3acoby ynakoska) 0 NOCBIOYEHHsI
1. BAPIATE®® Kancysm m'ski no 100 wmr, Bepixrep HimeuyunHa BMPOGHUK, LLO BiAMOBigae 3a BUNYCK HimeuunHa Type IBB.l.b.2.e 3a UA/16651/01/01
IHrenbxanm cepii: bepiHrep IHrenbxanm ®apma Change in test peuyenmom




Ne Hassa ®opma surnycKy 3asiBHUK Kpaina Bupo6Huk Kpaina PeecmpayjitiHa Ymosu Howmep
n/n JliKapcbKo20 (nikapcbka chopma, npoyedypa Bionycky peecmpayjiliHo2
3acoby ynakoska) 0 NOCBIOYEHHs
substance or a starting
material/intermediate.

(206893_11105843_1.

unmilled ("BIBF 1120

parameters and/or
limits of an active
substance, starting

substance or a starting

chromatography) as

Type IAB.l.b.l.c

To replace the Assay
(20671-s420cg0601
Liquid
chromatography) test
procedure with
Organic Impurities
(206893_11051363_1.
0 Liquid
chromatography) for
the active substance
nintedanib esilate.
Type IB B.l.b.2.e
Change in test
procedure for active
substance or starting
material/reagent/inter
mediate used in the
manufacturing process
of the active
substance - Other
changes to a test
procedure (including
replacement or
addition) for the active

material/intermediate
To add the Organic
Impurities

0 Liquid

an alternative test
procedure for the
active substance
intermediate
nintedanib esilate

ethansulfonate
unmilled").

Change in the
specification

material /




Ne
n/n

Hassa
JliKapcbKo20
3acoby

Popma sunycky
(nikapcbka gpopma,
ynakoska)

3asBHUK

Kpaina

Bupo6Huk

Kpaina

PeecmpayjitiHa
npoyedypa

Ymosu
Bionycky

Homep
peecmpayjiliHo2
0 Mocsi04YeHHs1

intermediate / reagent
used in the
manufacturing process
of the active
substance - Addition of
a new specification
parameter to the
specification with its
corresponding test
method
To add Assay to the
specifications of the
active substance
intermediate
nintedanib esilate
unmilled ("BIBF 1120
ethansulfonate
unmilled"). The limit is
set to 98.0 - 102.0 %.
Type IA B.l.b.l.d
Change in the
specification
parameters and/or
limits of an active
substance, starting
material /
intermediate / reagent
used in the
manufacturing process
of the active
substance - Deletion
of a non-significant
specification
parameter (e.g.
deletion of an obsolete
parameter)

To delete the non-
significant parameter
Heavy metals from the
specifications of the
active substance
nintedanib esilate.

BAPIrATE®®

Kancynu m'ski no 150 mr;
no 10 kancyn M'akux B
antoMiHieBomy 6nictepi,
no 6 6nictepiB y
KapTOHHIA KOopooLi

BepiHrep
IHrenbxanmv
IHTepHewwHn M'meX

HimeyunHa

BMPOGHWUK, LU0 BignoBigae 3a BUNycK
cepii: BepiHrep IHrenbxaiim dapma

'm6X i Ko. KI, HimeuunHa,

AnbTepHaTMBHUIA BUPOOHUK Karcy
bulk (He po3dhacoBaHOi NpoaykLii) Ta
KOHTPO/Ib SAKOCTI JTiKapCbKOro 3acoby:

HimeyunHa

Type IB B.l.b.2.e
Change in test
procedure for active
substance or starting
material/reagent/inter
mediate used in the

3a
peyenmom

UA/16651/01/02

3




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

KaraneHTt ®paHce beHaliMm, dpaHuis;
BMPOGHWLTBO, YNakoBKa Ta KOHTPO/b
AKOCTI kancysn in bulk
(Hepo3dracoBaHoi NpoayKuil
niKkapcbKoro 3acoby): KataneHt
HimeuyunHa E6epbax MvbX,
HimeyumnHa;
nepsrHHe (6nictepun) Ta BTOPUHHE
nakyBaHHs (KOpobkw), MapKyBaHHS
(NepBrHHOrO Ta BTOPUHHOTO
nakyBaHHs1) Ta KOHTPO/1b SIKOCTI
nikapcbkoro 3acoby: bepiHrep
IHrenbxanm ®apma MNm6X i Ko. K,
HimeuunHa; anbTepHaTBHa
nab6opaTtopis 418 NPOBeAEHHS:
KOHTPO/O SKOCTi (32 BUK/TIOUEHHAM
MIKPOGiOMOrivHOI UMCTOTH): A eHa Em
LUTABTECT Na6op chyp AHaniTUK yHA,
CrabinitarcnpydyHr Fm6X,
HimeuyunHa
anbTepHaTuBHI naboparopii gns
NPOBELEHHSA KOHTPOJIIO AKOCTI 3a
NOKa3HNKOM MiKpO6iofnoriyHa ymcTora:
CIC InctutyT ®peseHiyc MM6X,
HimeuuunHa; Nabop /1IC CE eHg Ko. KT,
HimeuyunHa

of the active
substance - Other
changes to a test
procedure (including
replacement or
addition) for the active
substance or a starting
material/intermediate.
To replace the
Chromatographic
purity (20671-
s420cg0501 Liquid
chromatography) test
procedure with
Organic Impurities
(206893_11051363_1.
0 Liquid
chromatography) for
the active substance
nintedanib esilate.
Type IBB.l.b.2.e
Change in test
procedure for active
substance or starting
material/reagent/inter
mediate used in the
manufacturing process
of the active
substance - Other
changes to a test
procedure (including
replacement or
addition) for the active
substance or a starting
material/intermediate.
To replace the Assay
(20671-s420cg0601
Liquid
chromatography) test
procedure with
Organic Impurities

(206893_11051363_1.

0 Liquid
chromatography) for
the active substance

nintedanib esilate.
Type IBB.l.b.2.e




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

Change in test
procedure for active
substance or starting
material/reagent/inter
mediate used in the
manufacturing process
of the active
substance - Other
changes to a test
procedure (including
replacement or
addition) for the active
substance or a starting
material/intermediate
To add the Organic
Impurities
(206893_11105843_1.
0 Liquid
chromatography) as
an alternative test
procedure for the
active substance
intermediate
nintedanib esilate
unmilled ("BIBF 1120
ethansulfonate
unmilled").

Type IAB.l.b.l.c
Change in the
specification
parameters and/or
limits of an active
substance, starting
material /
intermediate / reagent
used in the
manufacturing process
of the active
substance - Addition of
a new specification
parameter to the
specification with its
corresponding test
method
To add Assay to the
specifications of the
active substance
intermediate




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

nintedanib esilate
unmilled ("BIBF 1120
ethansulfonate
unmilled"). The limit is
set t0 98.0 - 102.0 %.
Type IAB.l.b.I.d
Change in the
specification
parameters and/or
limits of an active
substance, starting
material /
intermediate / reagent
used in the
manufacturing process
of the active
substance - Deletion
of a non-significant
specification
parameter (e.g.
deletion of an obsolete
parameter)

To delete the non-
significant parameter
Heavy metals from the
specifications of the
active substance
nintedanib esilate.




