NMEPENIK

NIKAPCbKNX 3ACOBIB LLOAO AKUX 3ABEPLUEHO PO3I /A4, PEECTPALINHNX MATEPIANIB NPO BHECEHHSA 3MIH O
PEECTPALIVHNX MATEPIA/IB NMPOTANOM Ali PEECTPALIMHOIO NOCBIAYEHHSA HA JTIKAPCbKI 3ACOBU, AKI SAPEECTPOBAHI

KOMOETEHTHUMW OPTAHAMW CMONMYYEHUX LUTATIB AMEPUKW, LUBENLAPCbKOI KOH®ELEPALLT, ANOHII, ABCTPAII,
KAHAAW, NIKAPCbKNX 3ACOBIB, LLO 3A LLEHTPANIBOBAHOLO MNMPOLIEAYPOLO 3APEECTPOBAHI KOMMNETEHTHAM OPITAHOM
EBPOIMNENCBLKOIo CO3y

Ne Ha3ssa nikapcbko20 dopma surnycky 3asBHUK KpaiHa Bupo6Huk Kpaina Peecmpayitina npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka ¢hopma, BionycKy peecmpayiliHo2o
YnakoBsKa) nocsio4YeHHs1
1 KICKA-I TabneTkn, BKPUTI Hosapric LWBeiiLapia | BMPOGHWULTBO 3a NOBHUM | CrioBeHis/ Type lAin B.ll.b.1.a) Replacement 3a UA/18157/01/01
nNiBKOBOO dapma Al UUKIOM: PymyHis/ or addition of a manufacturing site |peyenmom
060/10HKO10, MO Nek dapmacbloTUkasnc Cinranyp/ for the FP - Secondary packaging
200 wr, no 21 A.4., CnoseHis HimeuunHa | site - To add Lek Pharmaceuticals
Tabnetuiy / d.d., Verovskova Ulica 57, 1526
6nictepi, no 3 KOHTPO/1b SKOCTI: Lliseliyapis | Ljubljana, Slovenia as an alternative
onictepuny CaHnpo3 C.P.J1., PymyHis site responsible for secondary
KapTOHHIi packaging of the finished product.
Kopo6ui; no 21 BMPOGHULTBO: [opasaHHa Jlek PapmackioTukasic
Tabnetuiy Hosapric CiHranyp 4.4., BeposLukosa 57, 1526
6nictepi, no 3 dapmacbioTikan NobnsiHa, CroBeHist B SIKOCTI
onictepny MeHbtodoekuepiHr Mte. a/lbTEePHATMBHOIO BUPOOHNKA,
KapTOHHIi Nra., CiHranyp BiA4NOBIfa/IbHOTO 38 BTOPUHHY
Kopo6ui, no 3 YMaKoBKy rOTOBOTO JTiKapCbKOro
KOpo6Ku y 4aCcTKOBW KOHTPO/1b 3acoby.

KapTOHHIi KopoobUi

AKOCTIi, NepBUHHE Ta
BTOPVHHE NakyBaHHS:
HoBapTic ®apma
MpopakwH Mm6X,
HimevuunHa

4aCTKOBWI KOHTPOSIb
AIKOCTi, NepBMHHE Ta
BTOPWHHE MaKyBaHHS:
HoBapTic ®apma LUTeiiH
Al LBeiiuapist

YaCTKOBWIA KOHTPO/Ib:
®apmaranituka CA,
LBeliuapis

BUMYCK cepii:
HoBapTic ®apma 'M6X,
HimeyunHa

BBefieHHs1 3MiH NpPOTArom 6-Tn
MICALB NIiCNA 3aTBEPLKEHHS.
Type IAin B.1l.b.1.b) Replacement
or addition of a manufacturing site
for the FP - Primary packaging site -
To add Lek Pharmaceuticals d.d.,
Verovskova Ulica 57, 1526
Ljubljana, Slovenia as an alternative
site responsible for primary
packaging of the finished product.
[JopasaHHa Jlek PapmackioTukasic
b.4., Beposlkosa 57, 1526
Nobnsaxa, CnoseHis B SAKOCTI
a/IbTEePHATUBHOIO BUPOBHMKA,
BifNOBIfa/IbHOro 3a NepBUHHY
yMaKoBKy roTOBOrO JTiKapCbKOro
3acoby.

BBeeHHs 3MiH NpoTAroM 6-Tn
MICALB NIiCNA 3aTBEPIKEHHS.
Type IB B.ll.b.1.e) Replacement or




Ne
n/n

Hasga snikapcbko20
3acoby

Popma sBUMYCKY
(nikapcbka ¢hopma,
yrnakoska)

3asaBsHUK

KpaiHa

Bupo6Huk

Kpaina

Peecmpayitina npoyedypa

Ymosu
BionyckKy

Homep
peecmpayjiliHo2o
nocsioYeHHs

addition of a manufacturing site for
the FP - Site where any
manufacturing operation(s) take
place, except batch-release, batch
control, primary and secondary
packaging, for non-sterile medicinal
products - To add Lek
Pharmaceuticals d.d., Verovskova
Ulica 57, 1526 Ljubljana, Slovenia
as an alternative site responsible for
manufacturing of the finished
product.
JopnasaHHsa Jlek ®apmacbloTmkKanc
4.4., Beposlukosa 57, 1526
Nobnsaxa, CnoseHis B SAKOCTI
aNbTepHATMBHOIO BUPOOHUKA,
BiAMOBIA&/IbLHOTO 3a BUPOOHMLTBO
roTOBOTO JliKapPCbKOTro 3acoby.
BBeeHHsA 3MiH NpoTAroM 6-Tn
MicaUiB Nicns 3aTBepAKEHHS.
Type IA B.ll.b.2.a) Change to
importer, batch release
arrangements and quality control
testing of the FP -
Replacement/addition of a site
where batch control/testing takes
place - To add Lek Pharmaceuticals
d.d., Verovskova Ulica 57, 1526
Ljubljana, Slovenia as an alternative
site responsible for batch
control/testing of the finished
product.
JopasaHHsa Jlek PapmacbloTukasc
b.0., Beposlkosa 57, 1526
Mo6bnsana, CnoseHia B AKOCTI
aNbTEpPHATMBHOIO BUPOOHUKA,
BiZANOBIfaILHOrO 3@ KOHTPO/b
cepii/BMNpobyBaHHsA roTOBOro
nikapcbKoro 3acoby.
BBeAeHHs 3MiH NpoTAromM 6-Tn
MicALIB Nicns 3aTBepKEHHS.
Type IA B.ll.b.2.a) Change to
importer, batch release
arrangements and quality control
testing of the FP -




Ne | Ha3ssa nikapcbko2o ®dopma BUnycKy 3asiBHUK KpaiHa Bupo6Huk Kpaina Peecmpayitina npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka ¢hopma, Bionycky peecmpayitiHo2o
yrnakoska) nocsioYeHHs
Replacement/addition of a site

where batch control/testing takes
place - To add Sandoz S.R.L., 7A,
Livezeni Street, 540472 Targu-
Mures, Romania as an alternative
site responsible for batch
control/testing of the finished
product.
JopasaHHa CaHpos C.P.J1., Byn.
NiBeseHi, 7A, 540472, Tupry
MypeLu, okpyr MypeLu, PymyHia B
AKOCTI aNlbTEepHATMBHOIO
BMPOGHUKA, BiANOBIAa/IbHUIA 38
KOHTpONb cepii/BnunpobyBaHHA
rOTOBOrO JTiKAPCbKOro 3aco0y.
BBefieHHs 3MiH NpOTArom 6-Tn
MicALIB Nicns 3aTBepAKEHHS.
Type IAin B.Il.b.2.c.2.) Change to
importer, batch release
arrangements and quality control
testing of the FP - Including batch
control/testing - To add Lek
Pharmaceuticals d.d., Verovskova
Ulica 57, 1526 Ljubljana, Slovenia
as an alternative site responsible for
batch release (including batch
control/testing) of the finished
product.
JopnasaHHsa Jlek ®apmacbloTmkKanc
4.4., Beposlukosa 57, 1526
Nobnsaxa, CnoseHis B SAKOCTI
a/IbTEePHATUBHOIO BUPOOHMKA,
BiANOBIJ&/IbHOro 3a BUMYCK
(BkntOYaKO4UM cepiliHnii
KOHTPONb/TECTYBAHHS) rOTOBOrO
nikapcbkoro 3acoby.
3MiHN BHECEHO B iHCTPYKLiO AN
MeAMNYHOr0 3aCTOCYBaHHSA
nikapcbKoro 3acoby Ao po3ainis
«Bnpo6HMK» Ta
«MicuesHaxoKeHHs BUPObHMKa Ta
afpeca MicLs NPoBaf)KEHHS 0ro
LifANbHOCTI» 3 BiANOBIAHUMU
3MiHaMu y TeKCTi MapKyBaHHS

YNaKOBOK.




Ne
n/n

Hasga snikapcbko20
3acoby

Popma sBUMYCKY
(nikapcbka ¢hopma,
yrnakoska)

3asaBsHUK

KpaiHa

Bupo6Huk

Kpaina

Peecmpayitina npoyedypa

Ymosu
BionyckKy

Homep
peecmpayjiliHo2o
nocsioYeHHs

BBefieHHs1 3MiH NpOTArom 6-Tn
MicALIB Nicns 3aTBepAXKEHHS.
Type 1B B.11.b.3.z) Change in the
manufacturing process of the
finished or intermediate product -
Other variation - Minor change in
the manufacturing process at Lek
Pharmaceuticals d.d., Ljubljana,
Slovenia:

« Minor change to overage of film-
coating excipients;

» Manufacture of two sub-batches
from step 1 to 7;

* Change to the number of blending
revolutions for step 2;

« Change to the number of blending
revolutions for step 5;

« Change to the number of blending
revolutions for step 9;

« Change to the number of blending
revolutions for step 11;

» Change of sieve equipment and
sieve size for steps 4 and 10;

« Changes to the roller compactor
speed and compaction force for
step 6;

» Change to screen size for step 7;
» Changes to the outlet air
temperature and spray rate during
film-coating at step 14.
BBefieHHs1 3MiH NPOTArom 6-Tn
MicsILiB NicNsi 3aTBEPAKEHHS.
Type IB B.ll.b.4.a) Change in the
batch size (including batch size
ranges) of the finished product - Up
to 10-fold compared to the originally
approved batch size - To increase
the batch size range of the finished
productmanufactured at Lek
Pharmaceuticals d.d., Ljubljana,
Slovenia from 412.34 — 461.26 kg to
520.00 kg.

BBeeHHsA 3MiH NpoTAroM 6-Tn
MicaUiB Nicns 3aTBepAKEHHS.
Type IA B.1l.d.2.a) Change in test




Ne | Ha3ssa nikapcbko2o ®dopma BUnycKy 3asiBHUK KpaiHa Bupo6Huk Kpaina Peecmpayitina npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka ¢hopma, Bionycky peecmpayitiHo2o
nocsioYeHHs1

yrnakoska)

procedure for the finished product -
Minor changes to an approved test
procedure - Minor changes to the

Identity, Assay and degradation

products by HPLC test procedure

for the finished product to revise the
determination concept from double

to single.

Hes3HauHi 3miHK B MmeTogax
KOHTpONt0 «laeHTndikauis,
KiNIbKiCHE BU3HAUYEHHS Ta NPOoAYKTU
po3knagy puéounkniiby metoaom
BEPX» rotoBoro nikapcbkoro
3acoby ansa nepernsgy npouegypu
NpPUroTyBaHHS PO3YMHIB.
Mpoueaypa
KifibKiCTb pO34KHIB, WO Mae 6yTu
npurotToBaHo Bunpo6oByBaHwWii
PO3YMH: €AVHE NPUrOTYBaHHSA.
P0o341H NopiBHAHHSA 1:
NPUroTyBaHHA B ABOX
NMOBTOPHOCTSIX.

P0O34MH NOPIiBHAHHS 2:
NPUroTyBaHHS B OAHIi MOBTOPHOCTI.
KinbKicTb iHxekuin OgHa Ha
BMNPO6OBYBAHUIA PO3YMH
Mpwvknag NocifOBHOCTI iHXEKLiN
0N KOMGIHOBAHOro aHani3y Ha
KiNbKiCHE BU3HAUYEHHS Ta NPOAYKTU
po3knagy PO3UYMHHWK, pO34nH 1A
OL|iHKM PO3Pi3HEHHS, PO3YMHHIIK,
RS3, RS2(x3), RS1_1(x6),
RS1 2(x2), RS1_1, TS1, TS2, TS3,
TS4, TS5, TS6, po3unHHUK, [RS2,
RS1_1, TS7,TS8, TS9, TS10,
TS11, TS12, po3ynHHuK, RS2,
RS1 1, po3unHHuk ...], RS3, RS2,
RS1_1, po3uuH 4n5 OLiHKK
PO3pPi3HEHHSI
Mpurknag nocniA0BHOCTI iHXEKLiN
0N aHanisy Ha KinbkicHe
BW3HAYEHHA PO3UYMHHUK, PO3YMH
0151 OLIHKWN PO3PI3HEHHS,
po3unHHKK, RS1_1(x6), RS1_2(x2),
RS1_1, TS1, TS2, TS3, TS4, TS5,




Ne | Ha3ssa nikapcbko2o ®dopma BUnycKy 3asiBHUK KpaiHa Bupo6Huk Kpaina Peecmpayitina npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka ¢hopma, Bionycky peecmpayitiHo2o
yrnakoska) nocsioYeHHs

TS6, po3umHHKK, [RS1_1, TS7, TS8
TS9, TS10, TS11, TS12,
pPO34MHHKK, RS1_1 ...], PO3UMHHUK,
RS1_1, po3uvH AN5 OLiHKK
PO3pPI3HEHHS
Mpwvknag NoCcifLOBHOCTI IHXEKLi
ANs aHanisy Ha NpoAyKTn posknagy
PO3YMHHWK, PO3YMH A5 OLLiHKM
PO3pPI3HEHHS, PO3YMHHUK, RS3,
RS2(x6), TS1, TS2, TS3, TS4, TS5,
TS6, po3unHHUK, [RS2, TS7, TS8,
TS9, TS10, TS11, TS12,
po3unHHKK, RS2, ...], RS3, RS2,
PO34YMH ANS OLHKA PO3Pi3HEHHSA
BBeAeHHs 3MiH NpoTArom 6-Tn
MicsILiB NicNsi 3aTBEPAKEHHS.
Type IB B.ll.e.2.z) Change in the
specification parameters and/or
limits of the immediate packaging of
the finished product - Other
variation - Changes to specifications
for 'Appearance' and 'ldentity' for
the primary packaging material
PCTFE/PVC foil at the proposed
primary packaging site, Lek
Pharmaceuticals d.d., Ljubljana,
Slovenia and correction of the
specification limit for 'Total
Grammage' at the current primary
packaging site, Novartis Pharma
Produktions GmbH, Wehr,
Germany.

BBefieHHs 3MiH NpPOTArom 6-Tn
MicALIB NicNs 3aTBepAKEHHS.
Type IB B.ll.e.2.z) Change in the
specification parameters and/or
limits of the immediate packaging of
the finished product - Other
variation - Changes to specifications
for 'Cleanliness' and 'Total
grammage' for the primary
packaging material aluminium foil at
the proposed primary packaging
site, Lek Pharmaceuticals d.d.,
Ljubljana, Slovenia.




Ne
n/n

Hasga snikapcbko20
3acoby

Popma sBUMYCKY
(nikapcbka ¢hopma,
yrnakoska)

3asaBsHUK

Kpaina

Bupo6Huk

Kpaina

Peecmpayitina npoyedypa

Ymosu
BionyckKy

Homep
peecmpayjiliHo2o
nocsioYeHHs

The MAH took opportunity to
introduce editorial changes in
sections 3.2.P.3.4, 3.2.P.7,
3.2.p.8.1and 3.2.P.8.3.
BBeeHHs 3MiH NpoTAroM 6-Tn
MiICALB NicNsa 3aTBEPLXKEHHS.
Pesynbtatn po3rnsgy martepianis
NP0 BHECEHHSA 3MiH 40
peecTpaLiiH1X maTepiasis:




