NMEPENIK

NIKAPCbKUX 3ACOBIB LOAO AKUX 3ABEPLUEHO PO3IrNAL PEECTPALINHNX MATEPIANIB NMPO BHECEHHSA 3MIH 0

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

KOMMNETEHTHAMW OPFAHAMW CNONYYEHUX LUTATIB AMEPUKW, LUBENLAPCBHKOI KOH®EAEPALLT, ANOHII, ABCTPAII,

KAHAAW, NIKAPCbKNX 3ACOBIB, LLO 3A LLEHTPANIBOBAHOLO MNMPOLIEAYPOLO 3APEECTPOBAHI KOMMNETEHTHAM OPITAHOM
EBPOIMNENCBLKOIo CO3y

Ne Hassa nikapcbko20o dopma surnycky 3asnsHuK Kpaina Bupo6HUK Kpaina Peecmpayjitina npoyedypa Ymosu Howmep
n/n 3acoby (nikapcbka ¢hopma, Bgionycky | peecmpayiliHo2o
YnakoBsKa) NocBi0YeHHs1
1. BAPIATE®® Kancynm m siki no 100 Bepixrep HimeuunHa BUPOGHUK, LLLO HimeuunHa B.l.b.I.c type IB — Change in the 3a UA/16651/01/01
mr, no 10 kancyn IHrenbxanm BignoBigae 3a specification parameters and/or limits of an | peyenmom
M'SIKUX B IHTepHeLwHN BUNYyCK cepil: AS, starting material/intermediate/reagent
a/IIOMIHIEBOMY 6X BepiHrep - Addition of a new specification parameter
6nictepi, no 6 abo 12 IHrenbxanm ®apma to the specification with its corresponding
6nicTepiB y KAPTOHHIl 'M6X i Ko. KT, test method
KopoobLi HimeuuunHa; To include an additional parameter 'Purity
BUPOGHMLTBO, II, Bromoethane' tested with the 'Gas

ynakoBka Ta
KOHTPO/b SIKOCTi
kancysn in bulk
(Hepo3dacoBaHoil
npoayKLii
nikapcbkoro
3acoby):
KaraneHt
HimeuunHa E6epbax
MM6X, HimeyunHa;
nepBrHHe
(6nictepn) Ta
BTOPUHHE
nakyBaHHs
(kopobkM),
MapKyBaHHs
(nepBuUHHOrO Ta
BTOPWHHOTO
nakyBaHHs) Ta
KOHTPO/b SIKOCTi
NiKapcbKoro 3acooby:
BepiHrep
IHrenbxaiim ®apma
v6X i Ko. KT,
HimeuuunHa,;
anbTepHaTnBHA
na6oparopis ans
NpoBeAEeHHS
KOHTPO/O AKOCTI (3a
BUK/THOYEHHAM
Mikpo6ionoriyHol
4YUCTOTH):

chromatography' test method, to the
specifications of the raw material
‘Ethanesulphonic acid 70% in water',
which is used in step 5 of the nintedanib
active substance manufacturing process,
as result of the introduction of an
alternative synthesis route 2 for this raw
material. The limit is set to < 10 ppm.




Ne
n/n

Ha3sBsa nikapcbko2o
3acoby

Popma sBUMYCKY
(nikapcbka ¢hopma,
yrnakoska)

3assHukK

Kpaina

Bupo6Huk

Kpaina

Peecmpayjitina npoyedypa

Ymosu
Bionycky

Homep
peecmpayiliHo2o
nocsioYeHHs

A eHp Em
LWTABTECT Jlabop
dhyp AHaNITUK YHA,

CrabinitatcnpydyHr
'M6X, HimeyuunHa,;
anbTepHaTUBHI
nabopartopii gns
npoBefeHHs
KOHTPOJII0 SIKOCTi 3a
NOKa3HNKOM
Mikpo6ionoriyHa
yucroTa:

CIrC IHcTtutyT
PdpeseHiyc MvbX,
HimeuumnHa,;
Na6op /1IC CE eHf
Ko. KI', HimeyunHa

BAPIATE®®

Kancynm m siki no 150
mr; no 10 kancyn
M'AKUX B
antoMiHieBomy
6nictepi, no 6
6nicTepiB y KAPTOHHIl
Kopoo6Li

BepiHrep
IHrenbxainm
IHTepHeLLHN

m6X

HimeyunHa

BMPOGHUK, LLLO
Bignosigae 3a
BUNYyCK cepil:
BepiHrep
IHrenbxaiim ®apma
v6X i Ko. KT,
HimeuumnHa;
BVMPOGHMLTBO,
ynakoBka Ta
KOHTPO/b SKOCTI
Kancyn in bulk
(Hepo3dacoBaHoil
npoAayKuit
nikapcbKoro
3acoby):
KatasneHT
HimeuunHa E6epbax
'M6X, HimeyuunHa;
nepBuHHe
(bnicTepn) Ta
BTOPWHHE
nakyBaHHs
(kopo6knm),
MapKyBaHHsI
(nepBuHHOrO Ta
BTOPWHHOTO
nakyBaHHsl) Ta
KOHTPO/b SKOCTI
nikapcbKoro 3acoby:
BepiHrep
IHrenbxanm ®apma
M6X i Ko. KT,
HimeuumnHa,

HimeuunHa

B.l.b.l.c type IB — Change in the
specification parameters and/or limits of an
AS, starting material/intermediate/reagent
- Addition of a new specification parameter
to the specification with its corresponding

test method
To include an additional parameter 'Purity
II, Bromoethane' tested with the 'Gas
chromatography' test method, to the
specifications of the raw material
‘Ethanesulphonic acid 70% in water',
which is used in step 5 of the nintedanib
active substance manufacturing process,
as result of the introduction of an
alternative synthesis route 2 for this raw
material. The limit is set to < 10 ppm.

3a
peyerimom

UA/16651/01/02




Ne
n/n

Ha3sBsa nikapcbko2o
3acoby

Popma sBUMYCKY
(nikapcbka ¢hopma,
yrnakoska)

3assHukK

Kpaina

Bupo6Huk

Kpaina

Peecmpayjitina npoyedypa

Ymosu
Bionycky

Homep
peecmpayiliHo2o
nocsioYeHHs

anbTepHaTnBHa
na6oparopis Ans
npoBefeHHs
KOHTPO/I0 SKOCTi (3a
BUK/TOYEHHSIM
MiKpo6ionoriyHol
YnNCTOTH):
A eHp Em
LWUTABTECT Jla6op
dhyp AHaNITUK yHA,
Crab6initarcnpydyHr
'm6X, HimeuunHa;
anbTepHaTUBHI
nab6opartopii ans
npoBefeHHs
KOHTPOJTI0 AKOCTi 3a
NOKa3HNKOM
Mikpob6ionoriyHa
yucrora:

CIC IHcTutyT
dpeseHiyc MvbX,
HimeyunHa;
Na6op IC CE eHp
Ko. KI', HimeyuynHa

AYOBPII™

JOCbIAOH,
0,01%/0,045% no 45 r
y Ty6i, no 1 Ty6i B
KapTOHHI kopobuj; no
60 ry Ty6i, no 1 Ty6i B
KapTOHHI kopo6uj; no
100 ry Ty6i, no 1 Ty6i
B KapTOHHIi kopobuyj

TOB "bayw
Xenc"

YKpaiHa

Brpo6HMLTBO,
nakyBaHHS,
MapKyBaHHS, BANYCK
cepii Ta
LOCNIMKEHHS
cTabinbHocTi: bayw
Xenc KomnaHic IHK.,
KaHaga;
AnbTepHaTVBHa
OiNbHUUS, Ha SKil
NPOBOAATLCA BUMYCK
cepii Ta
[OCIIKEHHSA
cTabinbHocTi: bayww
Xesnc Amepukac IHK.,
CnonyuyeHi LWrtatn
Amepuku;
AnbTepHaTVBHa
OiNbHUUS, Ha SKil
npoBOAATLCA
MiKpo6ionoriyHi
[OCNIMKEHHS:
Macudik Bio/labe
(NBN), CnonyyeHi
Ltatn Amepuku,
LinbHuus, Ha sKil

Kanapa/
Cnony4eHi
Wratn
Amepukun

KopoTkuii onuc 3MiH, 3aTBeppKeHnX B
pechepeHTHil KpaiHi:

- JlopaBaHHA a/ibTEPHATUBHOIO
BMpo6HUKa A®I ranobeTasony nponioHaty
(Sterling S.p.A, ITania) Ta TazapoTeHy
(Olon S.p.A., ITanis).

- AnbTepHaTuBHUIA cnHTe3 AdI
rasnio6eTasony nponioHarty Ta TasapoTeHy.
K HacnigoK fofaBaHHSA HOBUX
BMPO6HMKIB AD| ByN0 OHOB/IEHO METOA,
BM3HAYEHHA CynpOBIAHUX JOMILLOK B /13
meTogom BEPX (po3gin 3.2.P.5.2
Analytical procedures-Assays and
Degradation products by HPLC). Byno
BKOYEHO gomiwwkm (7 i 8) 3 ranobeTasony
nponioHaTy BMpo6HMUTBA Sterling oo
noTeHuiliHuX. Lli gomilwku
BiJOKPEM/TIOIOTBCS K Bif, aKTUBHUX
PeYOoBUH, Tak i Bif NPOAYKTIB NOTEHLiAHOTO
posknagy. Kpim Toro, 6yna gogaHa tunosa
XpomaTtorpama, Lo nokKasye i JOMILLKK.
Takox 6y/m BHECEHI He3HaYHI pefaKLiiiHi
3MiHK. Takox 6y/10 OHOB/IEHO po34inu
3.2.P.5.5 Characterization of Impurities,
3.2.P.5.4 Batch Analyses, 3.2.P.8.1
Stability Summary and Conclusion and

3a
peyenmom

UA/18956/01/01




KapTOHHI KOpoo6Lii; No
100 ry Ty6i, no 1 Ty6i
B KapTOHHIi kopobuyj

cTabinbHocTi: bayw
Xenc KomnaHic IHK.,
KaHaga;
AnbTepHaTVBHa
OiNbHUUS, Ha SKil
NPOBOAATLCA BUMYCK
cepii Ta
[OCIIKEHHSA
cTabinbHocTi: bayww
Xesnc Amepukac IHK.,
CnonyuyeHi LWrtatn
Amepuku;
AnbTepHaTVBHa
OiNbHUUS, Ha SKil
npoBOAATLCA
MiKpo6ionoriyHi
[OCNIMKEHHS:
Macudik Bio/labe
(NBN), CnonyyeHi
Ltatn Amepuku,
LinbHuus, Ha sKil

KopoTkuii onmc 3MiH, 3aTBEpAXXEHUX B
pechepeHTHIl KpaiHi:

- 3MiHa KOHTaKTHOT 0CO6U AN AiNbHULI
R.D. Laboratories, Inc. Ta Bausch Health
Companies ana A®Il ranobetasony
nponioHaty. BianosiAHO OHOB/IEHO pPO3A4in
3.2.5.2.1 Manufacturer(s).

- 3MiHa KOHTaKTHOT 0CO6U ANS AiNbHULI
R.D. Laboratories, Inc. Ta Bausch Health
Companies ana A®l TasapoTeHy.
BignosigHo oHoBNneHo po3gin 3.2.5.2.1
Manufacturer(s).

- 3MiHa KOHTaKTHOI 0CcobM AN AiNbHUL
Bausch Health Companies gna M13.
BignosigHo oHoBNeHo po3gin 3.2.P.3.1
Manufacturer(s).

- MNpepcTtaBieHO OHOB/EHI AaHi
[ocnigpkeHHs cTabinbHOCTI 3a 3BITHWIA
nepiog,.

BignosigHo oHoBneHo posginu 3.2.P.8.1
Stability Summary and Conclusion Ta

Ne Ha3sBsa nikapcbko2o ®dopma sunycKy 3asaBHUK Kpaina Bupo6Huk Kpaina Peecmpayjitina npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka ¢hopma, Bionycky | peecmpayitiHo2o
yrnakoska) nocsi04YeHHs1
NpPOBOAATLCSA 3.2.P.8.3 Stability Data.
BMNPO6YBaHHSA BignosigHo, B MeTOAax KOHTPOJIHO SAKOCTI
po3Mipy Kpanesnb N3 (MKA) 6yno oHoBneHo po3gin "Cknag”,
emynbCii: a came: gogaBaHHs Sterling S.p.A, ITanis
MapTukan Ta Olon S.p.A., ITanis go nigposainy
TekHonomxn Jlabe "[liroya peyosBrHa. BUpo6HuKkn", Ta
(MAT), Cnonyyei OHOBJ/IEHHS po3ainy MKA "8. KinbkicHe
Ltatn Amepuku, BW3HAYEHHSA.", B paMKax sIKoro
AnbTepHaTuBHI NMPOBOAUTLCS TAKOX BU3HAYEHHS
OiNbHULL, Ha SKNX CYNpOBIAHVX AOMILLOK.
npoBOAATLCA
BMNPOGYBaHHSA
[LOMOMDKHUX
PEYOoBUH:
EnemeHT Maripianc
TekHomoaxun
KaHapa IHK.,
KaHaga;
EcxiEc KaHaga
IHK., KaHapa;
EclxiEc KaHaga
IHK., KaHaga,;
Heochapm fla6ce IHK.,
KaHaga
4, OYOBPII™ JIOCbIAOH, TOB "bayw YkpaiHa Brpo6HMLTBO, KaHapa/ 3MiHM nofaHi fO KOMMNETEHTHOIO opraHy 3a UA/18956/01/01
0,01%/0,045% no 45 r Xenc" nakyBaHHs, Cnony4eHi CLA - Food and Drug Administration- 3a | peyenmom
y Ty6i, no 1 Ty6i B MapKyBaHHs, BUMYCK LWratn npoueaypoto LwopivHoro 3BiTy (Annual
KapTOHHI kopobuj; no cepii Ta AmMepnku Report: Reporting Period from April 25,
60 ry Ty6i, no 1 Ty6i B LOCNIMKEHHS 2022 to April 24, 2023).




Ne
n/n

Ha3sBsa nikapcbko2o
3acoby

Popma sBUMYCKY
(nikapcbka ¢hopma,
yrnakoska)

3assHukK

Kpaina

Bupo6Huk

Kpaina

Peecmpayjitina npoyedypa

Ymosu
Bionycky

Homep
peecmpayiliHo2o
nocsioYeHHs

npoBOAATLCA
BMNPO6YBaHHSA
po3mipy Kpanesb
emynbCii:
MapTtukan
TekHonopxu Jlabe
(MAT), Cnonyyei
Ltatn Amepuku,
AnbTepHaTuBHI
OiNbHULL, Ha SKNX
npoBOAATLCA
BMNPOGYBaHHSA
[LOMOMDKHUX
PEYOoBUH:
EnemeHT Maripianc
TekHomoaxun
KaHapa IHK.,
KaHaga;
EcxiEc KaHaga
IHK., KaHapa;
EclxiEc KaHaga
IHK., KaHaga,;
Heochapm fla6ce IHK.,
KaHaga

3.2.P.8.3 Stability Data.

MAKCnoBIa

TabneTku, BKPUTI
nNiBKOBOK
060/10HKO0, No 150 mr
Ta TabneTkv, BKpUTI
nNiBKOBOK
o60n0oHkKoto, no 100
Mr, No 4 TabneTky,
BKPWUTI NNiBKOBOIO
060/10HKO0, No 150 mr
Ta rno 2 Tabnertku,
BKPWTI NNiBKOBOIO
060/10HKO0, No 100 Mr
y 6nicTtepi, no 5
6nicTepiB y KAPTOHHIl
Kopoo6Li

Mcpaiizep
Eiu.Ci.Mi.
KopnopeiLuH

CLIA

mabsiemku
Hipmampensip:
BVMPOGHMLTBO,
nepBuHHe
nakyBaHHS,
BTOPUHHE
nakyBaHHS,
penis/TecTyBaHHs
KOHTPOJHO SIKOCTI
cepii, MapKyBaHHS,
BUNYyCK cepii,
CTabiNbHICTb:
Mdpaiizep
MeHiohekUypuHr
[onunena rmoéX,
HimeuunHa,
BUPOGHMLTBO,
nepBuHHe
nakyBaHHS,
BTOPWHHE
nakyBaHHs,
penis/tecTyBaHHsA
KOHTPO/IO AKOCTI
cepii, MapKyBaHHs,
BUNYyCK cepil,
CTabifIbHICTb:

HimeyunHa/
Ipnangis/
ITania/
CuA/
IHais/
ManbTa

B.l.d.z (IB) — To update the stability
section of the active substance nirmatrelvir
to fulfil Recommendations Rec 4c¢ & 5c for

Paxlovid.

3a
peyenmom

UA/20163/01/01




Ne Ha3sBsa nikapcbko2o ®dopma sunycKy 3asaBHUK Kpaina Bupo6Huk Kpaina Peecmpayjitina npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka ¢hopma, Bionycky | peecmpayitiHo2o
yrnakoska) nocsi04YeHHs1

Mdpaiizep IpnaHgis
dapmacbioTikans,
IpnaHgjs;
BVMPOGHMLTBO,
nepBrHHE
nakyBaHHS,
BTOPWHHE
nakyBaHHs,
BWNYCK/TECTYBaHHSA
KOHTPO/O AKOCTI
cepil, MapKyBaHHs,
BWMNYCK cepil,
CTabiNbHICTb:
Mdpaiizep ITanis
C.p.n., Itanis;
TecTyBaHHSA
cTabinbHOCTI:
Mdpaiizep IHK., CLUA;
mabaemku
pumoHasip:
BMPOGHULITBO in
bulk, TecTyBaHHs i
Bunyck in bulk:
XeTepo Jlabc
Nimiteq, IHAis;
npemikc puToHaBipy:
XeTepo [parc
NimiTeq, IHAis;
nepBrHHE
nakyBaHHS,
BTOPWHHE
nakyBaHHs,
MapKyBaHHS,
BUMYCK/TECTYBaHHSA
KOHTPOIO AKOCTI,
BWMNYCK cepil,
CTabiNbHICTb:
Mdpaiizep
MeHtodekuypuHr
[Loliuneng rv6X,
HimeuuunHa;
nepBrHHE
nakyBaHHs,
BTOPWHHE
nakyBaHHS,
MapKyBaHHS,
BUMYCK/TECTyBaHHSA
KOHTPO/IO SIKOCTI,
BWMYCK cepil,

CTabiNbHICTb:




Ne
n/n

Ha3sBsa nikapcbko2o
3acoby

Popma sBUMYCKY
(nikapcbka ¢hopma,
yrnakoska)

3assHukK

Kpaina

Bupo6Huk

Kpaina

Peecmpayjitina npoyedypa

Ymosu
Bionycky

Homep
peecmpayiliHo2o
nocsioYeHHs

Mdpaiizep ITanisa
C.p.n., Itanis;
nepBrHHE
nakyBaHHs,
BTOPWHHE
nakyBaHHS,
MapKyBaHHS, BUNYCK
cepi:
Mdpaiizep IpnaHgis
dapmacbloTikans,
Ipnangis;
TeCTyBaHHS | BUNycK
in bulk:
dapmagokc
Xenckeap /114,,
MaibTa,;
TEeCTyBaHHs i
CTabiNbHICTb:
Mdpaiizep IHK., CLUA




