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

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

KOMOETEHTHUMW OPTAHAMW CMONMYYEHUX LUTATIB AMEPUKW, LUBENLAPCbHKOI KOH®EAEPALLIT, ANOHII, ABCTPAII,

KAHAAW, NIKAPCbKUX 3ACOBIB, LLO 3A LEHTPA/TIISOBAHOIO NMPOLUEAYPOKO SAPEECTPOBAHI KOMMNETEHTHAM OPIrAHOM

EBPOMNENCBLKOIrO COK3Y

Ne Ha3ssa nikapcbko20 dopma sunycky 3asiBHUK KpaiHa Bupo6Huk Kpaina PeecmpayjiliHa npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka ¢hopma, BionyckKy peecmpayiliHo2o
ynakoska) nocsio4YeHHs1
1. BAPIATE®® Kancynm m siki no 100 mr; Bepinrep HimeuunHa BUPOGHUK, LLIO HimeuunHa B.l.b.2.a, IA - Change in test 3a UA/16651/01/01
no 10 kancyn M'sikux B IHrenbxainm BiAMOBiAaE 3a BUMYCK procedure for AS or starting peyenmom
antoMiHieBomy 6iicTepi, IHTepHeLwHN cepii: bepiHrep material/reagent/intermediate -
no 6 a6o 12 6nictepis y rM6X IHrenbxaiim ®apma Minor changes to an approved

KapTOHHI KOpOOL;

Mv6X i Ko. KT,
HimeuunHa,;
BMPOGHULITBO, yNakoBka
Ta KOHTPOJIb SKOCTI
kancyn in bulk
(HeposdhacoBaHoi
NPOAYKUIT Nikapcbkoro
3acoby): KataneHt
HimeuunHa E6epbax
v6X, HimeyunHa;
nepsuHHe (bnictepn) Ta
BTOPWHHE NaKyBaHHS
(kOpO6KM), MapKyBaHHSI
(nepBUHHOrO Ta
BTOPUHHOIO NaKyBaHHs)
Ta KOHTPOJIb AKOCTI
nikapcbKoro 3acoby:
BepiHrep IHrenbxaim
dapma M'm6X i Ko. K,
HimeuunHa,;
anbTepHaTUBHI AiNbHUL
4151 BTOPVYHHOTO
nakyBaHHS Ta
MapKyBaHHs: ®apmJ/lor
dapma JlogxicTik Mm6X,
HimeuuunHa; LUTeremaHH
JNboHhepnakyHreH yHa
NoricTiwep Cepsic e. K.,
HimeuunHa,;
aNbTepHATUBHI
nab6oparopii ans
NPOBEAEHHSI KOHTPOSIO
AKOCTI (32 BUK/TIOYEHHAM
MiKpOGiOonorivyHoI
yncToTn): A eHg Em
LWTABTECT Jla6op dyp

test procedure:

Minor change to the loss on
drying test procedure for the
starting material BIBF1120
Chlorimid used in the
manufacturing process of the
active substance nintedanib to
update the sections "Procedure”
and "Evaluation" due to the use
of a new equipment generation.
B.l.b.2.a, IA - Change in test
procedure for AS or starting
material/reagent/intermediate -
Minor changes to an approved
test procedure:

Minor change to the residual
solvents (GC) test procedure for
the intermediate BIBF1120
ethansulfonate, unmilled, used
in the manufacturing process of
the active substance nintedanib
i.e. the column pressure was
adapted to increase the
difference between headspace
pressure and column pressure
at final temperature.
B.l.b.2.a, IA - Change in test
procedure for AS or starting
material/reagent/intermediate -
Minor changes to an approved
test procedure:

Minor change to the identity (IR)
test procedure for the active
substance nintedanib to
increase the wavelength range
from "4000 to 600 cm-1" to




Ne | Ha3ssa nikapcbko2o ®dopma surnycKy 3asBHUK Kpaina Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka gpopma, Bionycky peecmpayitiHo2o
ynakoska) nocsioYeHHs
AHaNITUK yHA, "4000 to 400 cm-1" to meet
CrabinitatcnpydyHr compendial requirements.
'M6X, HimeuunHa; B.l.b.2.a, IA - Change in test
HyBicaH Mm6X, procedure for AS or starting
HimeuunHa,; material/reagent/intermediate -
aNlbTEPHATMBHI Minor changes to an approved
na6opartopii gns test procedure:
NpoBeAEeHHS KOHTPO/IHO Minor change to the palladium
AKOCTi 3@ NOKA3HUKOM (AAS) test procedure for the
MikpobiosnoriyHa active substance nintedanib to
yuctota: CIC IHCTUTYT optimize the preparation of
PpeseHiyc Mm6X, samples by introducing new
HimeuuunHa; Nabop /1C microwave equipment. Control
CE eHg Ko. KT, standards and system suitability
HimeuunHa criteria for the calibration curve
to be included in every
sequence for the determination
by AAS.

B.l.b.2.a, IA - Change in test

procedure for AS or starting

material/reagent/intermediate -
Minor changes to an approved
test procedure:

Minor change to the residual
solvents (GC) test procedure for
the active substance nintedanib
to adapt the column pressure to
increase the difference between
headspace pressure and column

pressure at final temperature.
Furthermore, the MAH took the
opportunity to introduce editorial
changes in the modules

impacted by this variation.

BAPIFATE®® Kancynm m siki no 150 mr; BepiHrep HimeyunHa BUPOGHMK, L0 HimeuunHa B.l.b.2.a, IA - Change in test 3a UA/16651/01/02
no 10 kancyn M'skux B IHrenbxainm BiAMOBiAaE 3a BUMYCK procedure for AS or starting peuyenmom
antoMiHieBomy 6iicTepi, IHTepHeLwHN cepii: bepiHrep material/reagent/intermediate -
no 6 6nicTepiB y KAPTOHHIl 6X IHrenbxaiim ®apma Minor changes to an approved
Kopoo6ui m6X i Ko. KI, test procedure:

HimeuunHa,; Minor change to the loss on
BMPOBOHULITBO, YNnakoBKa drying test procedure for the
Ta KOHTPOSIb AKOCTI starting material BIBF1120
kancyn in bulk Chlorimid used in the
(Hepo3sdracosaHoi manufacturing process of the
NpoAyKUii nikapcbKkoro active substance nintedanib to
3acoby): KataneHt update the sections "Procedure”
HimeuyunHa E6epbax and "Evaluation" due to the use
v6X, HimeyunHa; of a new equipment generation.
nepBuHHe (6nicTepu) Ta

BTOpPWHHE NaKyBaHHA

B.l.b.2.a, IA - Change in test

procedure for AS or starting



Ne | Ha3ssa nikapcbko2o ®dopma surnycKy 3asBHUK Kpaina Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka gpopma, Bionycky peecmpayitiHo2o
ynakoska) nocsioYeHHs

(kopo6kK), MapKyBaHHS
(nepBUHHOrO Ta
BTOPUHHOIO NaKyBaHHS)
Ta KOHTPO/Ib AKOCTI
niKkapcbKoro 3acoby:
BepiHrep IHrenbxanm
dapma 'm6X i Ko. KI,
HimeuuunHa;
anbTepHaTWBHI AiNbHULI
[N BTOPUHHOIO
nakyBaHHA Ta
MapKyBaHHs: ®apm/lor
dapma JlogxicTik TM6X,
HimeuuunHa; LLTeremaHH
JTboHhepnakyHreH yHa
Norictiwep Cepsic e. K.,
HimeuuunHa;
aNbTepHaTUBHI
na6opartopii gns
NPOBEeAEHHSA KOHTPOSIO
AKOCTi (32 BUK/TIOUEHHAM
Mikpo6ionoriyHoi
yncToTn): A eHg Em
LWUTABTECT Jla6op dyp
AHaNITUK yHA,
CrabinitatcnpydyHr
'M6X, HimeuunHa;
HysicaH Mm6X,
HimeuunHa,;
anbTepHaTUBHI
na6opartopii gns
NpPOBEeAEHHS KOHTPOSIO
AKOCTi 3@ NOKa3HUKOM
MikpobiosnoriyHa
yuctota: CrcC IHctutyr
dpeseHiyc MvbX,
HimeuuunHa; Nabop 1C
CE eHf Ko. KT,
HimeuunHa

material/reagent/intermediate -
Minor changes to an approved
test procedure:

Minor change to the residual
solvents (GC) test procedure for
the intermediate BIBF1120
ethansulfonate, unmilled, used
in the manufacturing process of
the active substance nintedanib
i.e. the column pressure was
adapted to increase the
difference between headspace
pressure and column pressure
at final temperature.
B.l.b.2.a, IA - Change in test
procedure for AS or starting
material/reagent/intermediate -
Minor changes to an approved
test procedure:

Minor change to the identity (IR)
test procedure for the active
substance nintedanib to
increase the wavelength range
from "4000 to 600 cm-1" to
"4000 to 400 cm-1" to meet
compendial requirements.
B.l.b.2.a, IA - Change in test
procedure for AS or starting
material/reagent/intermediate -
Minor changes to an approved
test procedure:

Minor change to the palladium
(AAS) test procedure for the
active substance nintedanib to
optimize the preparation of
samples by introducing new
microwave equipment. Control
standards and system suitability
criteria for the calibration curve
to be included in every
sequence for the determination
by AAS.

B.l.b.2.a, IA - Change in test
procedure for AS or starting
material/reagent/intermediate -
Minor changes to an approved
test procedure:

Minor change to the residual
solvents (GC) test procedure for
the active substance nintedanib




Ta KOBMayKoM, SKUi
3axuLiae posnussad, no
1 donakoHy B KapTOHHii
Kopoo6Li

npoaykKLii, nepBuHHa Ta
BTOPWHHA yNakoBKa,
[L,03BiN Ha BMNYCK cepil;
KOHTpPO/b cepii)

KOHTPO/IIO SIKOCTI, Sika NoB'A3aHa
i3 HEKOPEKTHVM NepeHeceHHAM
iHchopmawii i3 po3giny
"3.2.P.5.1. Cneuudpikanis”
Marepianis peecTpaujiiiHoro
[ocbe nif yac npoueaypu
peecTpavuii BMLLEBKa3aHOro
nikapcbKoro 3acoby, siky 6yno
3aTBepaeHo Hakasom MO3
Ykpainn Ne 2258 Big 15.12.2022.
Momunka ponyLeHa y Bumorax
0ns Bunpo6ysaHHs "BmicT / 1
M/1 PO3YMHY" Ans
[lekcnaHTeHony Ha TepMmiH
NpuAATHOCTI Ta Nonsrae y
HEKOPEKTHOMY 3a3HauyeHHi
3Haka, a came "+/-" 3amicTb "+".
[eTanbHe NOpiBHHA Ajtoyoi Ta
NPONOHOBAaHOI peaakLil
cneuugikauii MeToaiB KOHTPOO
AKOCTi HaBEAEHO HUXKYE:
[itoua pegakuis
MeTofu KOHTPO/IO AKOCTI
nikapcbKoro 3acoby

CMNELUN®IKALLIA
PS-X027-08-J01
BunpobyBaHHs

BmicT / 1 MmN po3unHy
[JekcnaHteHony
MocunaHHs Ha meToq
E00078502 (BEPX)
Bumorn
Bunyck
50 mr +/- 5%
TepMmiH npugaTHoCTI
50 mr —7,5% +/- 5%

Ne | Ha3ssa nikapcbko2o ®dopma surnycKy 3asBHUK Kpaina Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka gpopma, Bionycky peecmpayitiHo2o
ynakoska) nocsioYeHHs
to adapt the column pressure to
increase the difference between
headspace pressure and column
pressure at final temperature.
Furthermore, the MAH took the
opportunity to introduce editorial
changes in the modules
impacted by this variation.
3. AEKATUNEH cnpeii HasasibHUiA, o 10 TOB «TeBa YkpaiHa Mepkne Mv6X HimeuunHa BUMNpPaBIEHHS TEXHIYHOT 6e3 UA/19645/01/01
PVHO AYO MJ1 CNPEe0 Ha3asIbHOrIo Y YkpaiHa» (BMpPOGHMLTBO NOMWJIKW Y crieundikawii peyenma
dhnakoHi 3 po3nuaBayem Hepo3dacoBaHO! 3aTBepAXeHnx MeTtopais




Ne
n/n

Hasga snikapcbko20
3acoby

®dopma sunycky
(nikapcbka ¢hopma,
ynakoska)

3asiBHUK

Kpaina

Bupo6Huk

KpaiHa

PeecmpayjitiHa npoyedypa

Ymosu
Bionycky

Homep
peecmpayjiliHo2o
nocsioYeHHs

MponoHoBaHa peaakLis
MeToAM KOHTPOSHO SIKOCTI
nikapcbKoro 3acoby

CNELMOIKALSA
PS-X027-08-J01
BrnpobyBaHHs

BmicT / 1 mn po3unHy
[JekcnaHTeHony
MocunaHHs Ha meTof
E00078502 (BEPX)
Bumoru
Bunyck
50 mr +/- 5%
TepMmiH npuaaTHoCTI
50 mr —7,5% + 5%

3IPABEB

KOHLeHTpaT /19 PO3UUHY
Ans iHdy3il, 25 mr/mn, no
100 mr/4 mn y donakoHi; no
1 donakoHy y KapTOHHIiA
KOpo6Li 3 MapKyBaHHAM
YKpaiHCbKOI0 MOBOIO; MO
400 Mr/16 mn y dhN1akoHi;
no 1 chnakoHy y KapTOHHilA
KOpOoO6Li 3 MapKyBaHHAM
YKpPaiHCbLKOK MOBOIO;

no 100 mr/4 mMmn 'y doNakoHi;
no 1 chiakoHy y KapTOHHIl
KOpo6Li 3 MapKyBaHHAM
iHO3EMHOI0 MOBOIO 3
HaHeCeHHsIM CTUKepy
YKpPaiHCbLKOI0 MOBOWO; MO
400 Mr/16 mn y chnakoHi;
no 1 chiakoHy y KapTOHHIl
KOpo6Li 3 MapKyBaHHAM
iHO3EMHOI0 MOBOIO 3
HaHeCeHHsIM CTUKepy
YKPaiHCbLKO0 MOBOO

Mdpaiizep
Eiiu.Ci.Mi.
KopnopeiiLuH

CLA

36epiraHHa Ad,
BUMPOGHMLITBO, NEPBUHHE
nakyBaHHs, TECTYBaHHS
npw BUNYCKY, BTOPUHHE
nakyBaHHSA Ta
MapKyBaHHS, BUMYCK
cepii:
dapmalis i AngKOH
Komnasni JI/1C, CLUA;
TeCcTyBaHHS Npy BUMYCKy
cepii, TecTyBaHHs Npu
[OCNimpKeHHi
CTabiNbHOCTI:
Baet bio®apma [iBixH
o) Baet
dapmaceyTukasic JIN1C,
CLUA;
TecTyBaHHs npu
BMNYCKY cepii,
TeCTyBaHHs npu
[OCNimpKeHHi
cTabinbHocTi: MNdaiizep
IpnaHgis
dapmacbtoTikans,
Ipnangis;
BMNYycK cepii: Mdalizep
Cepsic KomnaHi BBBA,
Benbris

CLIA/
Ipnangis/
Benbris

B.Il.b.3.a, IB - Change in the
manufacturing process of the
finished or intermediate product
- Minor change in the
manufacturing process:
Minor changes in the
manufacturing process of the
finished product to introduce an
extension of pooling more than
one active substance
bevacizumab batch to achieve
the desired finished product
Zirabev target batch size.

3a
peyenmom

UA/18148/01/01




