HEPEJIIK

Jonmarok 3

n0 Hakazy MIHICTEpPCTBA OXOPOHH 37I0POB’S
VYkpainu «IIpo JiepKaBHY peectpariiro,
MEpepeECTpaIito  JKApCBKUX  3aco0iB  Ta
BHECEHHS 3MIH JI0 pEeCcTpallifHuX MaTepianiB
JmiKapchKUX ~ 3aco0iB,  SAKi  3apeecTpoBaHi
KoMmIleTeHTHUMHU opraHamu Cronyuyenux LlTtartis
Awmepuxku, lBeiinapcekoi Kondenepanii, SmnoHnii,
Ascrpauii, Kananu, €sponeiicekoro Coro3y»

Bix 08 mrororo 2024 poxy Ne 214 (B pepakuii
Haka3y _ MIiHICTEPCTBA _ OXOPOHH __ 3J0DOB’s
Vxpainu Big 15 moToro 2024 poky Ne 255)

JIKAPCBKHUX 3ACOBIB (MEANYHUX IMYHOBIOJIOTTYHUX ITPEITAPATIB), IIO10 AKUX BYJIM BHECEHI

3MIHHU JIO PEECTPAIIIMHUX MATEPIAJIB, SIKI BHOCSTBCS 10 JEP)KABHOI'O PEECTPY JIKAPCHKUX
3ACOBIB YKMPAiHI/I, SAKI 3APEECTPOBAHI KOMIIETEHTHUMH OPTAHAMMU CIIOJIYYEHHUX HITATIB
AMEPHUKHU, HIBEULHAPCBKOI KOH®EJIEPALIIL, AITIOHII, ABCTPAJIII, KAHA/IHU, ITIKAPCBKUX 3ACOBIB, 1O 3A

CO103Yy

HEHTPAJI30BAHOIO MMPOLEAYPOIO 3APEECTPOBAHI KOMIIETEHTHUM OPITAHOM €BPOIIEMCBKOI'O

Ne Hasea @Popma eunycky (nikapcbka 3asieHUK Kpaina Bupo6Huk Kpaina PeecmpauyitiHa npoyedypa Ymoesu Homep
n/ JNiKapcbKo20 ¢hopma, ynakoeka) eidnycky |peecmpauiliHo2
n 3acoby 0 noceid4YyeHHs1
1. | ANIlbBYPEKC® | posuunH ans iHdysin, 20 % no 50 ucn Lsenua BMPOGHMLITBO Hepo3dacoBaHoi LLisenuapis/ B.l.a.42)IB 3a UA/18876/01/01
Mn a6o 100 mn y donakoHi; no 1 BepiHr Al pis npoAayKLuii, NepBUHHE NaKyBaHHSA, CLA BnpoBamkeHHs NiMiTy akTUBHOIO BUXOAY peuenmom
dnaKkoHy B KapTOHHI kopobui KOHTPOMb SIKOCTi, BUMYCK Cepii: cneuudiyHoro anbbymiHy Ansd npeuunitaty
LICIT BepiHr AT, Lseriuapis V Ha [o[aToK A0 iCHYHYOro BUxoay niMiTy
nepBUHHE NakyBaHHSA ansa npeuunitaty C.
(MapkyBaHHS1), BTOPUHHE
naKkyBaHHS:
LICIT Bepinr AT, LWBseriuapis
BMPOGHMLITBO 3@ MOBHUM
LIMKIIOM:
LICI1 Bepinr J1.J1.C., CLLA
2. | AlIbBYPEKC® | posuuH ans iHdysin, 20 % no 50 ucn LLBenua BMPOGHMLITBO Hepo3dacoBaHoi LLisenuapis/ B.ll.b.3.a) IB 3a UA/18876/01/01
M abo 100 mn y donakoHi; no 1 Bepinr Al pis npoaykKLii, NepBUHHE NaKyBaHHS, CLA MopoBxeHHSA Yacy 36epiraHHs oumLLEHOT peuernmom

nakoHy B KApTOHHIl kopobLi

KOHTPOSb SIKOCTi, BUNYCK Cepil:
LICIT Bepinr AT, Lseriuapis
NepBUHHE NakKyBaHHS
(MapkyBaHHS1), BTOPUHHE
nakyBaHHsi:

LICIT Bepinr AT, Lseriuapis
BMPOOHMLITBO 3@ NMOBHUM
LIMKIOM:

LICI Bepinr J1.J1.C., CLLA

peyoBuHU Y dopmi in bulk nig B npoueci
BMpOGHMLUTBa anbbymiHy y 6yaisni 16N (B16
N) Ha CSL Behring (CSLB), Kankakee
(KAN) 3 48 roamH go 120 roguH.
BHeceHHs pefakuiiHux npaBok 4O po3ginis
2.3.P.8,3.2.P.8.1,3.2.P.8.3
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AJIbBYPEKC® | po3uunH gns iHdysin, 20 % no 50 ucn LLsenua BUPOBHMUTBO Hepo3dacoBaHol LLsevinapis/ 36inblUeHHA TEPMiHY NPUAATHOCTI 3a UA/18876/01/01
Mn a6o 100 mn y donakoHi; no 1 BepiHr Al pist npoayKLii, NnepBUHHE NaKkyBaHHS, CLWA npeuunitaty V 3 18 micsuie go 36 micsuis peuenmom
hnakoHy B KapTOHHiI kopobui KOHTPOMb SKOCTi, BUMYCK Cepii: npv BUPOGHMLTBI anbbymiHy i3

LICI Bepinr AT, LLBenuapis BUKOPUCTaHHAM (DPaKLiNHOT yCTaHOBKM
NepPBUHHE NaKyBaHHS Kistler-Cohny 6ygisni 33 3a agpecoto CSL
(MapkyBaHHS1), BTOPUHHE Behring LLC,Kankakee (KAN),USA.
nakyBaHHS:
LICI Bepinr AT, LBenuapis
BMPOGHMLTBO 32 NOBHUM
LIMKIOM:
LICN Bepinr J1.J1.C., CLLA

BOHCIPI po34mnH Ans iH'ekuin, 20 mr/0,4 Hosaprtic Lsenua BMPOBHMLTBO CTEPUINBHUX LLisenuapis/ B.lL.a.2.aIB 3a UA/19004/01/01
mr; no 0,4 Mn po3ymHy y OBepcis pist nikapcbkux 3acobis - acenTuyHe Himeuuunna/ maTepianu HagaHi 01.12.2023 peuenmom
nornepeaHbO HanoBHEHOMY IHBECTMEH BUrOTOBIEHHS; NEPBUHHE Icnanis To introduce the alternative use of 125 L
Lwnpuui; no 1 nonepeaHLo TCc Al nakyBaHHSI; KOHTPOIb SKOCTi- seed bioreactor in the inoculum expansion
HaMoBHEHOMY LUNPUL Y NOTKY- XiMiYHMI/i3nyHNIA, GionorivyHMA, step 1c of the upstream process in each of
6nictepi; no 1 abo no 3 noTku- MikpoOGionoriyHui - He the four seed and bioreactor train in the
Gnictepn B KapTOHHIN kopobLi CTEepUIbHUNA, MiKpOBIONOriYHWIA - manufacturing process of the active

CTEPUINbHWIA; BTOPUHHE substance.
nakyBaHHsI; cTepunisauis -
dinbTpauis; 36epiraHHs Ta/abo
PO3MOBCHAXKEHHS:
Hosaprtic ®apma LWTenH AT,
LLiBeviuapis
KOHTPOIb SIKOCTi - BionoriyHui:
Hoeaptic ®apma Arl, LLseruapis
BUMNYCK Cepil:
HoeapTic ®apma 'mbX,
HimeuyunHa
BUWMYCK Cepil:
HoBaptic ®apmacbtotuka C.A.,
Icnanis
BAPIATE®® kancynu m ski no 100 mr; no 10 BepiHrep Himeuun BMPOGHWK, LLO BiANOBiAae 3a HimeyumHa C.1.4, type Il - Change(s) in the SPC, 3a UA/16651/01/01
Kancyn M'skux B antoMiHieBOMY IHrenbxan Ha BUWMNYCK cepil: Labelling or PL due to new quality, peuenmom
6nicTepi, no 6 abo 12 Gnictepis M BepiHrep IHrenbxanm ®apma preclinical, clinical or pharmacovigilance
Y KapTOHHI KopoobuUi IHTepHeLw Mm6X i Ko. KI', HimewunHa data
HN TMBX BMPOBHMLTBO, yNakoBka Ta Update of section 5.2 of the SmPC in order

KOHTpOMb SKOCTi kancyn in bulk
(Hepo3dacoBaHoi npoaykuii
nikapcbkoro 3acoby):
KataneHTt HimeuunHa E6epbax
'm6X, Himeuunna
nepBuHHe (Gnictepwn) Ta
BTOPWHHE NaKyBaHHs (KOPOOKuM),
MapKyBaHHs! (MEPBUHHOIO Ta
BTOPWHHOIO NakyBaHHs) Ta
KOHTPOIb SKOCTi NikapCbKOro
3acoby:

BepiHrep IHrenbxanm ®apma
'm6X i Ko. KI', HimeuunHa
anbTepHaTnBHa naboparopis
ANS NpoBeAeHHst KOHTPOIo
AKOCTI (32 BUKIMHOYEHHSM

to improve the recommendation for the
administration of nintedanib based on food
compatibility data.

C.1.4, type Il - Change(s) in the SPC,
Labelling or PL due to new quality,
preclinical, clinical or pharmacovigilance
data
Update of sections 4.2, 5.1 and 5.2 of the
SmPC in order to update information
regarding thepaediatric population based on
results from study 1199-0337; this is a
double blind, randomized, placebo-controlled
trial to evaluate the dose-exposure and
safety of nintedanib on top of standart of
care for 24 weeks, followed by open label
treatment with nintedanib of variable
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Mikpo6ionoriYHoOT YNCTOTH):

A eHp Em WUTABTECT Jlabop
dyp AHanITMK yHA
CrabinitatcnpydyHr M'mM6X,
HimeuyunHa
anbTepHaTMBHI nabopaTopii ans
npoBeAeHHs KOHTPOIO AKOCTI 3a
NoKasHUKOM MikpobionoriyHa

duration, in children and adolescents (6 to
17 year-old) with clinically significant
fibrosing interstitial lung disease.

3MiHM [O HacTynHWUX Po34iniB IHCTPYKUiT ons
MeONYHOro 3acTocyBaHHs: «PapmakonorivHi

BrnacTuBocTi. PapmakokiHeTuka», «Cnocio

3acTOoCyBaHHS Ta JO3U».
3MiHWM [0 HAaCTYNHMX PO3A4iniB KOPOTKOT

yucToTa: XapaKTepuCTUKN NikapcbKkoro 3acoby: po3ain
CI'C IHctutyT ®peseHiyc MvbX, «4.2 [Jo3n Ta cnoci6 3acTocyBaHHsA», po34in
Himeyumna «5.2 dapmakoKiHETUYHI BNacTUBOCTI».
Jla6op NNIC CE enp Ko. KT,
HimeydmHa
BAPIATE®® Kancynu m'ski no 150 mr; no 10 BepiHrep Himeuun BMPOOHWK, Lo Bignosigae 3a HimeyunHa C.1.4, type Il - Change(s) in the SPC, 3a UA/16651/01/02
Kancyn M'akux B arntoMiHiEBOMY IHrenbxan Ha BWMNYCK Cepil: Labelling or PL due to new quality, peuernmom
6nictepi, no 6 6nictepis y M BepiHrep IHrenbxaim ®apma preclinical, clinical or pharmacovigilance
KapTOHHiIN kopobui IHTepHeLw Mv6X i Ko. KI', HimewunHa data
HN TmBX BMPOBHMLTBO, ynakoBKa Ta Update of section 5.2 of the SmPC in order
KOHTPOSb SIKOCTi kancyn in bulk to improve the recommendation for the
(Hepo3sdacosaHoi npoAykKLii administration of nintedanib based on food
nikapcbkoro 3acoby): compatibility data.
KataneHT HimeyunHa E6epbax C.1.4, type Il - Change(s) in the SPC,
'mM6X, HimewunHa Labelling or PL due to new quality,
nepsuHHe (6nictepwn) Ta preclinical, clinical or pharmacovigilance
BTOPUHHE MaKyBaHHS (KOPOOKM), data
MapKyBaHHS (NepBUHHOrO Ta Update of sections 4.2, 5.1 and 5.2 of the
BTOPWHHOIO MaKyBaHHSA) Ta SmPC in order to update information
KOHTPOIb SIKOCTi NikapCbKOro regarding thepaediatric population based on
3acoby: results from study 1199-0337; this is a
BepiHrep IHrenbxanm ®apma double blind, randomized, placebo-controlled
Mv6X i Ko. KI', HimeuunHa trial to evaluate the dose-exposure and
anbTepHaTMBHa nabopaTtopis safety of nintedanib on top of standart of
ANs MPOBEAEHHSI KOHTPOIO care for 24 weeks, followed by open label
SIKOCTi (32 BUKITIOYEHHAM treatment with nintedanib of variable
MikpOBionorivyHoi YNCTOTH): duration, in children and adolescents (6 to
A eHp Em WWTABTECT Jlabop 17 year-old) with clinically significant
dyp AHaniTuK yHa fibrosing interstitial lung disease.
CrabinitatcnpydyHr FTM6X, 3MiHM [0 HacTynNHUX po3AainiB iHCTPYKUiT Ans
HimeuunHa MeAMYHOro 3acToCyBaHHs: «PapmakonoriyHi
anbTepHaTMBHI nabopaTopii Ans BnacTuBocTi. PapmakokiHeTuka», «Cnocio
NpoBeeHHsI KOHTPOIIO SIKOCTi 3a 3acTOCyBaHHSA Ta [40O3W».
noka3HUKoM MikpobionoriyHa 3MiHM [0 HAaCcTYNHMX PO3AiniB KOPOTKOT
yucToTa: XapaKTepuCTUKN Nikapcbkoro 3acoby: po3ain
CI'C IHcTuTyT ®peseHiyc MvbX, «4.2 [lo3un Ta cnocib 3acTocyBaHHs», po3ain
HimeyumHa «5.2 PapMakoKiHETUYHI BMAacTUBOCTI».
JNa6op NC CE eHpg Ko. KT,
HimeyvdmHa
BAPFrATE®® kancynu m'siki no 100 mr; no 10 BepiHrep Himeyun BUPOGHMK, Lo BignoBiaae 3a Himeyunna B.ll.c.1.c, type IA — To delete the “alkalinity” 3a UA/16651/01/01
Kancyn M'skux B antomiHieBomy IHrenbxan Ha BUNYCK cepii: test parameter from the specification of the | peuenmom
6nictepi, no 6 abo 12 GnicTtepis M BepiHrep IHrenbxanm ®apma processing aid denaturated Ethanol.
Y KapTOHHIl kopobui IHTepHeLw Mv6X i Ko. KI', HimewunHa B.ll.c.1.c, type IA — To delete the "Total Acid”
HN TMBX BMPOGHMLTBO, yNakoBka Ta test parameter from the specification of the

KOHTPOSb SIKOCTi Kancyn in bulk

processing aid denaturated Ethanol.
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(Hepo3dacoBaHoi NpoaykKu;ii
nikapcbkoro 3acoby):
KaTtaneHT HimeuunHa E6epbax
M'mM6X, HimewunHa
nepeuHHe (bnictepn) Ta
BTOPWHHE NakyBaHHs (kopobku),
MapKyBaHHSI (NepBUHHOTO Ta
BTOPWHHOIO MaKyBaHHSA) Ta
KOHTPOIb SKOCTi NiKapCbKOro
3acoby:

BepiHrep IHrenbxanm ®apma
'm6X i Ko. KI', HimeuyuunHa
anbTepHaTMBHa nabopaTtopis
ANsi NPOBEAEHHSI KOHTPOIO
AKOCTi (32 BUKITIOYEHHAM
Mikpo6ionoriYHoi YncToTHn):

A eHp Em WUTABTECT Jlabop
dyp AHaniTMK yHA
Crab6initatcnpydyHr M'M6X,
HimeuyunHa
anbTepHaTVBHI nabopaTopii Ans
NpoBeAEHHS! KOHTPOIO SIKOCTI 3a
NoKasHUKOM MikpobionoriyHa

B.ll.c.1.b, type IA — To add “Acidity or
Alkalinity” test parameter with its
corresponding test method to the
specification of the processing aid

denaturated Ethanol

yucToTa:
CI'C IHctutyT ®dpeseHiyc MvbX,
Hime4yunHa
JTa6op J1C CE enpg Ko. KT,
HimeydmHa
BAPIATE®® Kancynu m'siki no 150 mr; no 10 Bepinrep Himeuun BMPOGHMUK, LLO BigNoBigae 3a HimeyumHa B.ll.c.1.c, type IA — To delete the “alkalinity 3a UA/16651/01/02
Kancyn M'akux B antoMiHieBOMYy IHrenbxan Ha BUWMYCK Cepil: test parameter from the specification of the | peuyenmom
6nicTepi, no 6 Gnictepis y M BepiHrep IHrenbxanm ®apma processing aid denaturated Ethanol.
KapTOHHiI kopobui IHTepHeLw Mv6X i Ko. KI', HimeuunHa B.ll.c.1.c, type IA — To delete the "Total Acid”
HN TMBX BMPOBHMLTBO, ynakoBka Ta test parameter from the specification of the

KOHTPOSb SIKOCTi Kancyn in bulk
(Hepo3dhacoBaHoi npoaykuii
nikapcbkoro 3acoby):
KataneHTt HimeuunHa EGepbax
MBX, HimeuunHa
nepBuHHe (6nictepwn) Ta
BTOPWHHE NakyBaHHs1 (KOPOGKu),
MapKyBaHHs (MEpBUHHOIO Ta
BTOPWHHOIO NakyBaHHs) Ta
KOHTPOIb SIKOCTi NikapCbKOro
3acoby:

BepiHrep IHrenbxanm ®apma
'm6X i Ko. KI', HimeydnHa
anbTepHaTMBHa naboparopis
ANsi NpOBeeHHsi KOHTPOIo
AKOCTI (32 BUKIMIOYEHHSM
MiKpOBionorivyHOT YNCTOTH):

A eHp Em WWTABTECT Jlabop
dyp AHanITUK yHA
CrabinitatcnpydyHr F'M6X,

processing aid denaturated Ethanol.
B.ll.c.1.b, type IA — To add "Acidity or
Alkalinity™ test parameter with its
corresponding test method to the
specification of the processing aid
denaturated Ethanol
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HimeuumHa
anbTepHaTUBHI nabopatopii ans
npoBeAeHHs KOHTPOMIO AKOCTI 3a

NoKasHUKOM MikpobionoriyHa

yucToTa:
CI'C IHcTutyT ®peseHiyc M'vbX,
HimeuyunHa
JTabop J1C CE eng Ko. KT,
HimeyvymHa
9. BISKbIO pPO34nH Ans iH'ekuin, 120 mr/mn; Hoeapric LIsenua BUNYCK Cepint: Benbrisi/ Type |l variation: B.l.a.1.g Change in the 3a UA/18277/01/01
no 1 onakoHy B KOMMNIEKTi 3 Osepcis pis AnkoH-Kyspbop, benbris; Himeuunna/ manufacturer of AS or of a starting peuenmom
ronKkor iNbTpyBansHO B IHBECTMEH BWMYCK Cepilt: Icnanis/ material/reagent/intermediate for AS -
KopobLi 3 KapToHY TC Al HoeapTic ®apma 'mbX, CnoseHisi/ Introduction of a new manufacturer of the AS
Himeuumnha; LLisenuapis that is not supported by an ASMF and
BUNYCK Cepint: requires significant update to the relevant AS
HoeapTic ®apmacbtotuka, C.A., section in the dossier - To add "Lonza AG,
Icnanis; Lonzastrasse, 3390 Visp, Switzerland" as an
BWNYCK Cepill, BTOPUHHE alternative site responsible for manufacturing
naKyBaHHS: and quality control of the active substance
Jlex ®apmacbioTvkanc 4a.a., brolucizumab.
CrnoBeHisi;
BMPOBOHMLITBO CTEPUNBHOTO
nikapcbKoro 3acoby - rotyetbcs
acenTuYHO; NepPBUHHE
nakyBaHHS1; KOHTPOMb AKOCTI -
XiMiYHMI/Di3NYHIIA, KOHTPOMb
AKOCTI - MiKPOBIONOriYHWM - He
CTEPUINbHICTb; KOHTPOSb AKOCTI -
MiKpOBionorivyHmM -
CTEpPUIbHICTb; BTOPUHHE
nakyBaHHs:
Hosaprtic ®apma LWTenH Al,
LLiBeviLapis;
KOHTPOIb SIKOCTi - GioNOorivYHui:
HoBaprtic ®apma Arl, LLiBenuapis
10. | BIBKbIO PO34MH ANg iH'ekuin, 120 mr/mn; Hosaprtic Lsenua BUWMYCK Cepil: Benbria/ BunpaBneHHst TeXHIYHOT MOMUIKN Y 3a UA/18277/01/01
no 1 dpnakoHy B KOMMNEKTi 3 Osgepcis pis AnkoH-KyBpbop, benbris; Himeuumna/ HOPMYBaHHI 3a NOoKa3HWKaMu peuenmom
ronkor inbTpyBansHoO B IHBECTMEH BUWMYCK Cepil: Icnanis/ «lgeHTndikauis Ta ymctora meTogom
KOpOoO6Li 3 KapTOHY TCc Al Hoaptic ®apma M'mbX, CnoseHis/ aHioHoo6MiHHOT xpomaTorpadii (AEX)»,
HimeuuunHa; LLisenuapis «laeHTMYHicTb Ta ynctota metogom CE-

BUWMYCK Cepil:
HoBapTic ®apmacbiotuka, C.A.,
IcnaHis;

BWMNYCK CEpill, BTOPUHHE
nakyBaHHs:

Jlek ®apmacbioTukanc 4a.a.,
CrnoBeHisi;
BMPOGHMLTBO CTEPUITBHOMO
nikapcbKkoro 3acoby - roTyeTbcs
acenTu4HO; NEepPBUHHE
naKyBaHHS1; KOHTPOIb SIKOCTI -
XiMiYHWI/Di3NYHUIA, KOHTPONb
AIKOCTI - MiKpOBGIONOrivYHWM - He

SDS (peaykoBaHi Ta HepeayKOBaHi yMOBU)»,
«AKTUBHICTB/MPUrHiYeHHs nponidepadiii»
cneuudikaLii roToBOro nikapcbkoro 3acoby y
MeTogax KOHTPOSO SAKOCTi NiKapCbKoro
3acoby.

[MponoHoBaHa pepakuis:

MeToam KOHTPOM AKOCTI:

CMNEUNDIKALLIA
Koa Hasea Bumorn
BMNpoOy | BMNpOOyBaHHS
BaHHSA
53002 laeHTudikauis
Ta ymcToTa
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CTepUIbHICTb; KOHTPOIb AKOCTI - MeToaoM
MikpoGionoriyHui - aHIOHOOOMIHH
CTEPUIbHICTb; BTOPUHHE oi
nakyBaHHS: XxpomaTorpadii
HosapTic ®apma LWtenH AT, (AEX)
LLsenuapis; Yuctota He meHwe
KOHTPOIb SKOCTi - BionoriyHui: 95.0 % (npwm
HoaprTic ®apma Arl’, LLseruapis BUMNYCKY)
He meHwe
92.0 %
(npoTarom
TepMiHy
npugaTHOCTI)
Cyma He GinbLwe 3.5
KUCNOTHUX % (npu
OOMILLIOK BUMNYCKY)
He 6GinbLie 3.5
% (npoTsrom
TEPMiHY
npuaaTHOCTI)
Cyma He Ginble 2.5
OCHOBHMX % (npm
OOMILLIOK BUMYCKY)
He GinbLe 4.5
% (npoTsirom
TepMiHy
npugaTHOCTI)
55503 |AeHTNYHICTb
Ta yucToTa
meToaom CE-
SDS
(penykoBaHi
Ta
HepeayKoBaHi
YMOBU)
pedykoBaHi
YMOBM
Yuctota He meHwe
98.0 % (npwn
BUMNYCKY)
He meHwe
97.0 %
(npoTsrom
TepMiHy
npuaaTHocTi)
3aranbHa He Ginbue 2.0
KiNbKiCTb % (npu
OOMiLLIOK BUMNYCKY)
He Ginbue 3.
% (npoTsirom
TEPMiHy
npuaaTHOCTI)
HepeayKoBaHi
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yMOBM
YuctoTa He meHwe
99.0 % (npwm
BUMYCKY)
He meHwe
98.5 %
(npoTtarom
TepMiHy
npuaaTHOCTI)
3aranbHa He Ginbuwe 1.0
KiNbKiCTb % (npwu
OOMILLOK BUMNYCKY)

He Ginble 1.5
% (npoTsirom
TEPMiHY

npugaTHOCTI)

AKTUBHIC
Tb
66159 AKTUBHICTB/ 80 % - 125 %
NPUrHiYeHHA BiAHOCHOI
nponidepauii GionoriyHoi
aKTUBHOCTI
NOPIBHSAHO 3
eTanioHHOoI0
PEYOBUHOIO
11. | BIBKbIO PO34mMH ANS iH'ekuin, 120 mr/mn; Hosaprtic Lsenua BUWMYCK Cepilt: Benbrisa 3minm | Trny 3a UA/18277/01/01
no 1 cpnakoHy B KOMMMEKTi 3 Osepcis pist AnkoH-KyBpbop , Benbris /HimevunHa/ B.ll.d.1.a, type IB - Change in the peuenmom
ronkor inbTpyBansHoO B IHBECTMEH BUWMYCK Cepil: Icnanis/ specification parameters and/or limits of the
KOpOoOGLi 3 KapTOHY TCc Al Hoaptic ®apma M'mbX, LWsenuapis/ | finished product — Tightening of specification
HimeuumHa CnoBeHis limits:

BUWMYCK Cepil:
HoBapTic ®apmacbiotuka, C.A.,
IcnaHis
BWNYCK Cepill, BTOPUHHE
naKkyBaHHS:

Ilex ®apmacbioTukanc 4.4.,
CnoBeHis
BMPOGHMLTBO CTEPUIBLHOMO
nikapcbKkoro 3acoby - rotyetbcs
acenTnYHO; NepPBUHHE
naKyBaHHSI; KOHTPOIb SKOCTI -
XiMiYHWI/Di3NYHUIA, KOHTPONb
AKOCTI - MiKpOBIONOriYHWM - He
CTEpUIbHICTb; KOHTPOIb AKOCTI -
MiKpOBiONOrivyHWM -
CTEpUIbHICTb; BTOPUHHE
naKkyBaHHS:

Hosaprtic ®apma LWTenH Al',
LLiBenuapis
KOHTPOMb SKOCTi - BionoriyHuni
HoBaprtic ®apma Arl, LLsenuapis

To tighten the finished product specification
limits for pH release and shelf-life and as
consequence the proven acceptable range
(PAR) for process parameter "pH
adjustment’ is also tightened from pH range
7.0-7.4topHrange 7.1 - 7.4.

The MAH took opportunity to introduce
editorial changes in section 3.2.P.3.3 and
update the section 3.2.A.1.
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12. | BI3KbIO po34mH Ans iH'ekuin, 120 mr/mn; HoBapric LLsenua BUNYCK Cepint: Benbris BHECEHHS 3MiH O peecTpauiiHnX 3a UA/18277/01/01
no 1 ¢pnakoHy B KOMMMEKTi 3 OBepcis pis AnkoH-KyBpbop , benbris /HimevunHa/ maTtepianis: B.Il.b.l.a type IAin - peuenmom
ronKkor iNbTpyBansHoOW B IHBECTMEH BWMYCK Cepilt: Icnanis/ Replacement or addition of a manufacturing
KopobLi 3 KapToHY TC Al HoeapTic ®apma 'mbX, LLseviyapis/ site for the FP - Secondary packaging site

HimeuumHa CnoBeHis To add Lek Pharmaceuticals d.d.
BWMYCK Cepilt: (Verovskova ulica 57, Ljubljana, 1526,
HoeapTic ®apmacbtotuka, C.A., Slovenia) as a site responsible for secondary
IcnaHia packaging of the finished product. BBeaeHHsi
BWNYCK Cepill, BTOPUHHE 3MiH NPOTAroM 6-Tu MmicAuiB nicns
nakyBaHHS: 3aTBEPOKEHHS.
Jlex ®apmackioTrkanc 4.4., B.1l.b.2.c.I type IAin - Change to importer,
CnoseHis batch release arrangements and quality
BUPOOBHMLTBO CTEPUNBHOIO control testing of the FP - Replacement or
nikapcbKkoro 3acoby - rotyeTbcs addition of a manufacturer responsible for
acenTuU4HO; NepBUHHE importation and/or batch release
naKyBaHHSI; KOHTPOSb SKOCTi - - Not includin batch control testin
XiMiYHWI/Pi3NYHNIA, KOHTPOMb To add Novartis Pharma GmbH (Roonstrabe
SIKOCTi - MiKpOBiONoriYHMI - He 25, 90429 Nuremberg, Germany) as a site
CTEPUIbHICTb; KOHTPOSb SKOCTI - responsible for batch release (not including
MikpoGionoriyHui - batch control/testing) of the finished product.
CTEPUIbHICTb; BTOPUHHE BBeneHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
nakyBaHHs: 3aTBEPOKEHHS.
Hoeaptic ®apma LWtenH Al', B.ll.b.2.c.I type IAin - Change to importer,
LLiBeviuapis batch release arrangements and quality
KOHTPOSb SIKOCTi - GionoriyHuii control testing of the FP - Replacement or
Hoeaptic ®apma Arl, LLseluapisi addition of a manufacturer responsible for
importation and/or batch release
- Not includin batch control testin
To add Novartis Farmaceutica, S.A. (Gran
Via de les Cot-ts Catalanes 764, 08013
Barcelona, Spain) as a site responsible for
batch release (not including batch
control/testing) of the finished product.
BBeaeHHs 3MiH npoTsrom 6-Tu micauiB nicns
3aTBEPOKEHHS.
B.Il.b.2.c.I type IAin - Change to importer,
batch release arrangements and quality
control testing of the FP - Replacement or
addition of a manufacturer responsible for
importation and/or batch release
- Not includin batch control testin
To add Lek Pharmaceuticals d.d.
(Verovskova ulica 57, Ljubljana, 1526
Slovenia) as a site responsible for batch
release (not including batch control/testing)
of the finished product. BeegeHHs 3miH
NpoTSArom 6-Tv MicsiLiB Nicnsi 3aTBEPOXKEHHS.

13. | BIBKbIO PO34mMH ANg iH'ekuin, 120 mr/mn; HoBapric LlBenua BUWMYCK Cepil: Benbria/ BWMNpPaBIIEHHS TEXHIYHOI MOMUIIKN Y Ha3Bi 3a UA/18277/01/01
no 1 dpnakoHy B KOMMNNEKTi 3 Osgepcis pist AnkoH-KyBpbop, benbris; Himeuunna/ nikapcbkoro 3acoby, Lo Bka3aHo Ha peuenmom
ronkoto inbTPyBanbHO B IHBECTMEH BUNYCK Cepin: Icnanis/ TUTYNbHIN CTOPIHLi METOAIB KOHTPOMO
KopobLi 3 KapTOHY TC Al HoBapTic ®apma 'mbX, CnoseHisi/ nikapcbkoro 3acoby, a came: BuaaneHHs

HimeuumnHa; LLisenuapis nosHayveHHs1 "®" 6ins Ha3BW ykpaiHCbKO

BUNYCK cepin:

MOBOK




9

[TponoBkeHHs AoaaTKa 3

HoBapTic ®apmacbtotuka, C.A.,
Icnanis;
BWNYCK Cepill, BTOPUHHE
nakyBaHHs:

Ilek ®apmacbloTukanc a.4a.,
CnoBeHisi;
BMPOGHMLTBO CTEPUIBHOMO
nikapcbKkoro 3acoby - roTyeTbcsi
acenTu4HO; NepBUHHE
NaKyBaHHS1; KOHTPOIb SIKOCTI -
XiMiYHWI/Pi3NYHWIA, KOHTPOIb
AKOCTI - MikpoBionoriyHui - He
CTEPUIbHICTb; KOHTPOMb AKOCTI -
MikpoGionoriyHui -
CTEPUIbHICTb; BTOPUHHE
nakyBaHHsi: HoBaptic ®apma
LWtenn A, LWBenuapis;
KOHTPOIb SKOCTi - GioNOorivYHMM:
Hoeaptic ®apma Arl, LLiseruapis

14.

FAPOACUN® 9
BAKUUHA
NPOTH
BIPYCY
NAMINOMU
NIOANHM 9-
BAJIEHTHA
(PEKOMBIHAH
THA,
ACOPBEOBAH
A)

cycneHsisa ans iH'ekuin, no 0,5
mn (1 gosa); no 0,5 mn cycneHsii
y nonepeaHbO HanoBHEHOMY
wnpuui (ckro) 3 obmexysayem
X0y MOPLUHS (CUINIKOHI30BaHWI
BGpombyTnnoBmMit enacTtomep i3
nokputTam FluroTec) Ta
KOBMAYKOM (CMHTETUYHA
i3onpeH-6pombyTunoBa cymitu).
Mo 1 nonepeAHLO HaNOBHEHOMY
wnpuuy 3 2 ronkamn abo no 10
nonepeaHbL0 HaMoOBHEHMX
wnpuuiB 3 2 ronkamun ans
KOXHOTO LUMpULIA B KAPTOHHIW
KopobLi 3 iHCTpyKLUieto Ans
MeAMNYHOrO 3aCTOCYBaHHs!

Mepk
Wapn i
Ooym
IOEA
mM6X

Lseriua
pist

06'eAHaHHS rOTOBOrO NPOAYKTY
(noBTOpPHE CcycneHayBaHHA Ta
06'eqHaHHSA KiHLEBOro
cdopmyrnboBaHoro barnky,
OTpMMaHoro 3 ainbHuui Bect
[MOWMHT), HaNOBHEHHS LWNpuULiB
(NepBUHHE NakyBaHHS),
TeCTyBaHHS NPV BUMYCKY AnS
LUNPWLiB, HANOBHEHWX Ha
AinbHuui BakcTtep (nuwe
€HOOTOKCUHW Ta CTEPUIBHICTB):
Bakctep ®apmacstoTikan
ContowHc JIN1C, CLWA
TeCTyBaHHS Mpy BUMYCKY ANS
LUNPWLiB, HANOBHEHMX Ha
AinbHuui Kapnoy, TecTyBaHHS
npu BBE3EHHI (ANS LWnpuuis,
OTPUMaHuX 3 AinbHuui Bect
MoWHT Ta AinbHULi BakcTep)?,
MapKyBaHHsi Ta BTOPUHHE
nakyBaHHsi, cepTudikauisa Ta
BUNYCK cepii:

@ TecTyBaHHS Npu BBE3€HHi
BKIIOYAE NPOBEAEHHS BCiX
TECTiB Npu BUMYCKY cepii
KiHLLeBOro NpoayKTy
Mepk Wapn i Joym B.B.,
Higepnangwn
BupobHuuTtBO: dhopmynsuis,
HanoBHEHHS Ta NepBUHHE
nakyBaHHS LLINPULiB, TECTYBaHHS
npu BUNYCKy (KiHLEeBOro
cchopmyrnboBaHoro 6anky Ta
LUNpWLiB, HANOBHEHMX Ha

CLIA/
Higepnangm
/lpnangisi/lc

nanis

B.ll.g.5.c. 1B
To implement changes foreseen in the
approved change management protocol of
the immunological finished product Gardasil
9 to add a finished product formulation and
dispense process to the MSD International
GmbH New Product Facility (Dublin Road,
Carlow, R93 KF74 Co. Carlow, Ireland) for
syringes of Gardasil 9.

The MAH took the opportunity to introduce
corrections to section 3.2.P.3.4.2 Control of
Critical Steps and Intermediates — FFB
Release.

TepMiH BBEAEHHS 3MiH - NPOTSrom 6 micauis
nicns 3aTBEpPAXKEHHS.

3a
peuyenmom

UA/20128/01/01
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AinbHuuUi Bect MNonHT Ta Ha
OinbHUUi bakcTep), TecTyBaHHsA
cTabinbHoCTi:

Mepk LWapn i Joym JINC, CLLUA
BUPOBHMUTBO: hopMynsLis,
HaMoBHEHHS Ta NEePBUHHE
nakyBaHHs! LUNPWLiB, TECTYBaHHSA
npu BUMYCKY
(kiHUeBorocopMynbLOBaHOTO
6anky Ta WnpuyiB, HaNoOBHEHUX
Ha ainbHuui Kapnoy),
TeCTyBaHHs1 cTabinbHOCTI:
MCL IHTepHewHn MTMeX/MC[,
Ipnangis (Kapnoy), lpnaHgis
MapKyBaHHS Ta BTOPUHHE
nakyBaHHs:

Pogi ®apma IHgacTpian
Cepsicec, C.A., IcnaHis

15.

OENCTPIrO

TabneTtkn, BKpUTI MMiBKOBOKO
obonoHkoto, no 100 mr/300
Mmr/245 wmr, 30 TabneTok,
BKPUTKX NIiBKOBOK OOOMOHKOO
y nnawui, 1 nAswka B KapTOHHIN
KopobuUi

Mepk
Wapn i
Ooym
IOEA
MmM6X

Lseriua
pist

NPOMKHUIA NPOAYKT AOPABIPUHY,
BWCYLUEHWI PO3NUINEHHSM:
BUPOBHMLUTBO/aHaNITU4HE

TecTyBaHHS: XOBIOH
®apmaCeHcia C.A., Moptyranis;

NPOMIDXKHUI NPOAYKT [OPaBIPUHY,
BWCYLUEHW PO3NUNEHHAM:
BMPOBHMLTBO/aHaniTu4He

TectyBaHHs: ®.1.C. - Pabbpika
ITanbaHa Cintertivi C.n.A.,
ITanis; mikpobionoriyHe
TecTyBaHHs skocTi: EypodiHe
Biodpapma MNpogakT TecTiHr
Ipnangis Jitg, Ipnangis;
TeCcTyBaHHs cTabinbHOCTI:
OpraHoH Papma (Benuka
Bpuranis) Niviten, Benuka
BpuraHis; Mepk LWWapn i Joym
JINC, CWA; Bupo6HMUTBO
(ponvkoBe yLinbHEHHS,
3MiLlyBaHHS/3MalLyBaHHS
rpaHyn gopasipuHy Ta
namiByanHy/TeHodoBipy
Aansonpokeuny dymapary,

TUCHEHHS, MOKPUTTS MNIBKOBOIO
0BOSOHKOI0), aHaniTU4YHe

TecTyBaHHs npu Bunycky: MC[]

IHTepHewHn Mm6X, Ipnanais;
nepBUHHE Ta BTOPUHHE
nakyBaHHs1, BUMYCK cepii:
Mepk Wapn i Joym B.B.,
Hinepnangn

Moptyranis/
ITanis/,
Benuka

BpuTanis/
CLA/
Ipnangis/
Higepnangu

B.l.a.l.z type IB - Change in the
manufacturer of AS or of a starting
material/reagent/intermediate for AS - Other
variation.

To add F.I.S. Fabbrica Italiana Sintetici
S.p.A., Viale Milano 26, Montecchio
Maggiore, VI 36075, ltaly, as an alternative
manufacturer (and packaging site) of the
active substance doravirine and active
substance intermediate HMT. The MAH took
the opportunity to update the process
description of step 5 in 3.2.5.2.2. Description
of Manufacturing Process and Process
Controls.

B.l.a.l.z type IB - Change in the
manufacturer of AS or of a starting
material/reagent/intermediate for AS - Other
variation.

To add F.I.S. Fabbrica Italiana Sintetici
S.p.A., Via Massimo D' Antona 13, Termoli
86039, Italy, as an alternative manufacturer
(including packaging) of intermediate
pyridone, used in the synthesis of the active
substance doravirine. The MAH took the
opportunity to delete the centrifugation in the
description of step 2 in 3.2.S.2.2. Description
of Manufacturing Process and Process
Controls.

B.l.a.l.f type IA - Change in the manufacturer
of AS or of a starting
material/reagent/intermediate for AS -
Changes to quality control testing

3a
peuyenmom

UA/19937/01/01
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arrangements for the AS - replacement or
addition of a site where batch control/testing
takes place.

To add F.I.S. Fabbrica Italiana Sintetici
S.p.A., Viale Milano 26, Montecchio
Maggiore, VI 36075, Italy, as an alternative
site responsible for quality control testing
(stability and release testing) of the active
substance doravirine and its intermediate
HMT.

B.l.a.l.f type IA - Change in the manufacturer
of AS or of a starting
material/reagent/intermediate for AS -
Changes to quality control testing
arrangements for the AS - replacement or
addition of a site where batch control/testing
takes place.

To add F.I.S. Fabbrica Italiana Sintetici
S.p.A., Via Massimo D' Antona 13, Termoli
86039, Italy, as an alternative site
responsible for quality control testing
(stability and release testing) of the
intermediate pyridone used in the
manufacturing process of the active
substance.

B.l.a.3.a type IA - Change in batch size
(including batch size ranges) of AS or
intermediate - Up to 10-fold increase

compared to the originally approved batch
size.

To increase the batch size range of the
intermediate hydroxymethyltriazolinone
(HMT), used in the manufacturing process of
the active substance doravirine,
manufactured at F.1.S., Montecchio
Maggiore, ltaly, from 81 - 162 Kg to 81 - 232
Kg (step 3).

B.l.a.3.a type IA - Change in batch size
(including batch size ranges) of AS or
intermediate - Up to 10-fold increase

compared to the originally approved batch
size.

To increase the batch size range of the
intermediate pyridine, used in the
manufacturing process of the active
substance doravirine, manufactured at
F.I.S., Termoli, Italy, from 95 - 209 Kg to 95 -
235 Kg (step 1 & 2).
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16.

IBPAHC®

TabneTkun, BKpUTI NMiBKOBOKO
o6ornoHKot, no 75 mr: no 7
TabneTtok y Gnictepi; no 3
Bnictepn y KapTOHHI Kopobui

Mdparizep
Ewu. Ci.
Mi.
Kopnopen
w, CLWA

CWA

BMPOGHMLTBO, TECTYBaHHS,
nepBUHHE NaKyBaHHs!, BTOPUHHE
nakyBaHHsI, BUNYyCK cepii:
MNdparnsep MeHodeKHYPUHT
Hownuneng M6X

HimeuyunHa

A.6., IA - Administrative change - Change in
ATC Code/ATC Vet Code - Update of
palbociclib ATC code based on the last
revised classification of the Cyclindependent
kinase (CDK) inhibitors made by the WHO.
3MiHM BHECEHO B IHCTPYKLiO ANt MEAUYHOTO
3aCTOCyBaHHsI NikapcbKoro 3acoby Ao
po3ginis «®apmakoTepaneBTUYHa rpyna.
BBeaeHHs 3MiH npoTsarom 9-Tu MmicauiB nicns
3aTBepakeHHs. Marketing authorisation
holder submitted to the European Medicines
Agency, a periodic safety update report
(PSUR). On the basis of the PRAC
recommendation and the PRAC assessment
report, recommends by consensus the
variation: Update of sections 4.4 and 4.8 of
the SmPC to include a warning/precaution
regarding venous thromboembolism and add
the adverse reactions palmar-plantar
erythrodysaesthesia syndrome and venous
thromboembolism with a frequency common.
3MiHV BHECEHO B iHCTPYKLUIilO A11s1 MEAUYHOro
3aCTOCyBaHHsI Nikapcbkoro 3acoby Ao
po3ainy «dapmakornoriyHi BNacTMBOCTI»; B
posginax «Cnoci6 3acTocyBaHHS Ta JO3U»
Ta «[MobiyHi peakuii» 3miHeHO nuLe
HymepaLuito Tabnuub, BigNoBiAHO 4O
OHOBJIEHb, BHECEHWNX B pO34ini
«®apmakonoriyHi BNacTuBoCTI».
BBepneHHs 3MiH npoTsarom 9-Tu micauiB nicns
3aTBEPOKEHHS.

C.1.4., Il - Change(s) in the SPC, Labelling or
PL due to new quality, preclinical, clinical or
pharmacovigilance data - Update of section
5.1 of the SmPC in order to update efficacy
and safety information based on final OS
results from study A5481008 (PALOMA-2,
“A Randomized, Multicenter, Double-blind
Phase 3 Study of PD-0332991 (Oral CDK
4/6 Inhibitor) Plus Letrozole Versus Placebo
Plus Letrozole for the Treatment of
Postmenopausal Women with ER (+), HER2
(-) Breast Cancer Who Have Not Received
Any Prior Systemic Anti-Cancer Treatment
For Advanced Disease”) to fulfil REC 2.

In addition, the MAH took the opportunity to
align Annex Il with the current QRD
template.
3MiHM BHECEHO B iHCTPYKLUIilO ANst MEOUYHOTO
3aCTOCYBaHHsI Nikapcbkoro 3acoby Ao
po3ginie «OcobnmnBOCTI 3aCTOCYBaHHSA» Ta
«MoBiyHi peakwji».

BBegeHHs 3MiH npoTsirom 9-Tu MicsauiB nicns

3a
peuyerimom

UA/18795/01/01
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3aTBEPOKEHHS.
C.1.4., Il - Change(s) in the SPC, Labelling or
PL due to new quality, preclinical, clinical or
pharmacovigilance data - Update of section
5.3 of the SmPC in order to update the
primary target organ findings and
development toxicity wording.
[aHa 3miHa nepenbayae BHeCeHHs 3MiH 4O
opwuriHanbHOI KOPOTKOI XapakTepucTuku EU-

SmPC B po3gini 5.3 Preclinical safety data,

iHcbopMalist 3 sikoro He BigobpaxkeHa B
IHCTPYKLUIii AN MEAMYHOro 3aCTOCYBaHHS
nikapcbkoro 3acoby.
BBepgeHHs 3MiH npoTsarom 9-Tu micauiB nicns
3aTBEPAKEHHS.

C.1.13., Il - Other variations not specifically
covered elsewhere in this Annex which
involve the submission of studies to the
competent authority - Submission of an

updated RMP version 1.9 in order to remove
the Important Potential Risk Hyperglycaemia
based on the study results from A5481027, a
PAM adopted at the initial MA; this is a
multicentre, randomized, double-blind,
phase 3 study of palbociclib plus letrozole
versus placebo plus letrozole for the
treatment of previously untreated Asian
postmenopausal women with ER-positive,
HER2-negative advanced breast cancer to
evaluate the effect of palbociclib on
hyperglycaemia - Category 3 Study.
Mpu npoueaypi BHeceHHs 3MiH 3a No.
EMEA/H/C/003853/11/0037 no EMA 6yno
HagaHo YP Bepcii 1.8 Ta goonpauboBaHy
Bepcito 1.9 (dpiHanbHO 3aTBEpOXKEHY).
O6wuagi Bepcii MNMnany ynpaeniHHS puavkamn
npuBeAeHo B HaJaHUX MaTepianax J4oChe.
OHoBneHHs go MYP onucaHo B pestome,
NPUBEAEHOMY HUKYE.
OG6rpyHTyBaHHs Ansi NoAaHHs! OHOBIEHOMO
MYP, Bepcisa 1.9:

BuaaneHHst BaxnuBmx igeHTUikoBaHMX
pu3ukiB (Mienocynpecisi [HenTponeHisi,
aHewmis,
TpomboumToneHisi] Ta I3/1/MHEBMOHIT) i
BaXXMMBUX NOTEHUINHUX PU3NKIB
(NonoBXeHHS

iHTepany QT, rineprnikemis) Ta BiACyTHbOI

iHdpopmauii (nauieHTn Yornogivoi cTaTi) 3 ycix

Bi4NOBIgHNX po3ainis
Pestome 3HayHux 3miH B [YP:
» YactuHa I: bes pegaryBaHb

* YactuHa Il Mogynb Sl: bes pegaryBaHb
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» YactuHa Il Mogynb Sli: bes pegaryBaHHb
* YacTtuHa Il, mogynb SliI: BunpasneHHs
Tabnuupb ekcnoauuii CT (BunpaBneHHs:
nauieHTn, ski
oTpumyBanu nnauebo 3 focniaXeHHs
A5481023, 6ynu HenpaBunbHO BKIOYEHI B
yci pesynbTaTty,

a ona A5481027 16paHc nauieHTn 6ynm
NMOMWITKOBO BUKIHOYEHI 3 ABOX Tabnuvub
[03yBaHHS.)

* YacTtuHa Il Mogynb SIV: bes pegaryBaHb
» YactuHa Il Mogynbe SV: Bes pegarysaHb
* YacTtuHa Il Mogynb SVII: BuganeHHs
BULLE3a3HAYEHNX PUBNKIB | BIACYTHBOT
iHcpopmawii 3
YCiX BiANOBIigHMX PO34iniB i KOPUryBaHHSA
Tabnuub woao 3actocoBHux CT puankis
(amB.

BUMNpPaBMeHHs, BKMoYeHe B YacTuHy |l
Mogayns Sl Buwe)

» YactunHa Il Mogynb SVIII: BuganeHHs
BULLIE3a3HAYEHNX PU3MKIB Ta BiACYTHBOI
iHdopmauii
* YactuHa lll: gocnimxenHs A5481027
BUAarneHo.

* YacTuHa V: BuganeHHs BuLlesasHavyeHnx
pY3WKiB i BiACYTHLOI iHopMaLii 3 yCix
BiANOBIOHUX
posainis.

* YacTtuHa VI: BuganeHHs BulLie3asHa4eHnx
PU3KKIB i BiACYTHLOI iHdopMalLii 3 yCix
BiANOBIAHNX PO3ainis
» OHOBMEHHA aoaatkie 7,8
OG6rpyHTyBaHHs Ansi NoAaHHs OHOBIEHOMO
MYP, Bepcisa 1.8:
[MponoHOBaHO BMAANUTM BaXINBUIA
NOTEHUIVHUIA pU3KMK rinepriikemii Ha OCHOBI
pesynbTaTis
pocnigpkeHHs 3 A5481027.

Pestome 3HayHux 3MmiH B [YP:

* YacTtuHa |: bes pegaryBaHb
* YactuHa Il Mopynb Sl: bes peparysaHb
» YactuHa Il Mogynb SlI: He3HayHi npaBku
* YactuHa Il Mogyneb Sll: oHoBneHo Tabnuui
ekcnoauuii CT, wo6 Bkntountn A5481027.
* YactuHa Il Mogynb SIV: gogaHo gaHi
nocnigxkeHHs A5481027
* YactuHa Il Mogynb SV: oHoBReHo
NOCTMapKEeTUHIOBUI €KCMO3ULL0.

* YactuHa || Mogynb SVII: OHoBReHa
iHcbopMaLlisi NPO NOCTMapKETUHIOBUI PU3MK.
* YactuHa Il Mogynb SVIII: 3anponoHoBaHo

BUAaneHHs BaXNMBOro NoTEHLiNHOro PU3NKY
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«lineprnikemisi»
* YactuHa lll: BnganeHo gocnigpkeHHs
A5481027.

» YactuHa V: 3anponoHoBaHO BUAaneHHs
Ba)XITMBOrO NOTEHLIMHOIO PU3UKY
«linepraikemis».

* YacTtuHa VI: BuganeHo Baxxnuseum
NOTEHUINHWMIA pU3nK [inoknikemito.

» OHoBneHHs Joparkie 2,3,7,8.

17.

IBPAHC®

TabneTkn, BKpUTI NMiBKOBOKO
o6onoHkoto, no 100 mr: no 7
TabneTtok y Gnictepi; no 3
BnicTepn y KapTOHHI KopobLi

MNdpanzep
Enu. Ci.
Mi.
Kopnopen
w, CLWA

CLA

BUPOGHMLTBO, TECTYBaHHS,
nepBUHHE NaKyBaHHS, BTOPUHHE
nakyBaHHs, BUNYyCK cepii:
MNdparnzep MeHdeEKHYPUHT
Doiuneng MibeX

Himeyumna

A.6., IA - Administrative change - Change in
ATC Code/ATC Vet Code - Update of
palbociclib ATC code based on the last
revised classification of the Cyclindependent
kinase (CDK) inhibitors made by the WHO.
3MiHM BHECEHO B IHCTPYKLIiO ANt MEAUYHOTO
3aCTOCyBaHHSA fikapcbKoro 3acoby Ao
po3ginis «PapmakoTepaneBTUyHa rpyna.
BBeneHHs 3MiH npoTsarom 9-Tu MicauiB nicns
3aTBepaxkeHHs. Marketing authorisation
holder submitted to the European Medicines
Agency, a periodic safety update report
(PSUR). On the basis of the PRAC
recommendation and the PRAC assessment
report, recommends by consensus the
variation: Update of sections 4.4 and 4.8 of
the SmPC to include a warning/precaution
regarding venous thromboembolism and add
the adverse reactions palmar-plantar
erythrodysaesthesia syndrome and venous
thromboembolism with a frequency common.
3MiHM BHECEHO B iHCTPYKLUIiO ANst MEOUYHOTO
3acToCyBaHHSA nikapcbkoro 3acoby Ao
po3ainy «dapmakosoriyHi BNacTMBOCTI»; B
po3ginax «Cnoci6 3acTocyBaHHS Ta JO3U»
Ta «[MobiyHi peakuii» 3MiHeHO nuLe
HymepaLuitio Tabnuub, BigNoBiagHO 4O
OHOBJIEHb, BHECEHWX B pO34ini
«®dapmakonoriyHi BNacT1BoCTI».
BBeneHHs 3MiH npoTsarom 9-Tu micauiB nicns
3aTBEPAKEHHS.

C.1.4., Il - Change(s) in the SPC, Labelling or
PL due to new quality, preclinical, clinical or
pharmacovigilance data - Update of section
5.1 of the SmPC in order to update efficacy
and safety information based on final OS
results from study A5481008 (PALOMA-2,
“A Randomized, Multicenter, Double-blind
Phase 3 Study of PD-0332991 (Oral CDK
4/6 Inhibitor) Plus Letrozole Versus Placebo
Plus Letrozole for the Treatment of
Postmenopausal Women with ER (+), HER2
(-) Breast Cancer Who Have Not Received
Any Prior Systemic Anti-Cancer Treatment

3a
peuenmom

UA/18795/01/02
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For Advanced Disease”) to fulfil REC 2.

In addition, the MAH took the opportunity to
align Annex Il with the current QRD
template.
3MiHV BHECEHO B iHCTPYKLiO A1 MEAUYHOMO
3aCcToCyBaHHS fnikapcbKkoro 3acoby Ao
po3ginie «OcobnmMBOCTi 3aCcToCyBaHHA» Ta
«[lMoGivHi peakuiji».

BBeaeHHs 3MiH npoTsarom 9-Tu MmicauiB nicns
3aTBEPOKEHHS.

C.1.4., Il - Change(s) in the SPC, Labelling or
PL due to new quality, preclinical, clinical or
pharmacovigilance data - Update of section
5.3 of the SmPC in order to update the
primary target organ findings and
development toxicity wording.

[aHa 3miHa nepenbayae BHeCeHHs 3MiH 40
opwuriHanbHOI KOPOTKOI XapakTepucTunku EU-
SmPC B po3gini 5.3 Preclinical safety data,
iHcbopMalist 3 sikoro He BigobpaxkeHa B
IHCTPYKLUii ANs MeQMYHOro 3aCTOCYBaHHS
nikapcbkoro 3acoby.

BBefgeHHs 3miH npoTarom 9-Tu micauiB nicns
3aTBEPAKEHHS.

C.1.13., Il - Other variations not specifically
covered elsewhere in this Annex which
involve the submission of studies to the
competent authority - Submission of an
updated RMP version 1.9 in order to remove
the Important Potential Risk Hyperglycaemia
based on the study results from A5481027, a
PAM adopted at the initial MA; this is a
multicentre, randomized, double-blind,
phase 3 study of palbociclib plus letrozole
versus placebo plus letrozole for the
treatment of previously untreated Asian
postmenopausal women with ER-positive,
HER2-negative advanced breast cancer to
evaluate the effect of palbociclib on
hyperglycaemia - Category 3 Study.
Mpu npoueaypi BHeceHHs 3MiH 3a No.
EMEA/H/C/003853/11/0037 no EMA 6yno
HagaHo YP Bepcii 1.8 Ta goonpauboBaHy
Bepcito 1.9 (dpiHanbHO 3aTBEpPOXKEHY).
O6wuagi Bepcii MNMnaHy ynpaBniHHS puavkamn
npuBeAeHo B HaJaHUX MaTepianax JoChe.
OHoBneHHs go MYP onucaHo B pestome,
npuvBeOEHOMY HIDKYE.
OO6rpyHTyBaHHs Ansi NoAaHHs1 OHOBEHOMO
MYP, Bepcisa 1.9:

BuaaneHHsi BaxnuBmx igeHTUikoBaHMX
pu3ukiB (Mienocynpecis [HenTponeHis,
aHewmis1,
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TpomboumToneHis] Ta I3J1/NHEBMOHIT) i
BaXITMBUX MNOTEHLINHNX PU3MKIB
(nogoBxeHHs
iHTepBany QT, rineprnikemist) Ta BiaCyTHbOI
iH(bopMaUii (nawuieHTn Yonogiyoi cTaTi) 3 ycix
Bi4NOBIgHNX PO34inis
Pestome 3HayHux 3MmiH B [1YP:

* YacTtuHa |: bes peparyBaHb
* YactuHa Il Mopynb Sl: Bes peparysaHb
* YacTtuHa Il Mogynb Sll: bes peaaryBaHHb
* YactuHa Il, mogynb SliI: BunpasneHHs
Tabnuupb ekcnoauuii CT (BunpaBneHHs:
nauieHTn, ski
oTpumyBanu nnauebo 3 focnigXeHHs
A5481023, 6ynn HenpaBWIbHO BKIHOYEHI B
yCi pesynbTaTtu,

a ona A5481027 I6paHc nauieHTn 6ynm
NMOMMITKOBO BUKITHOYEHi 3 ABOX Tabnumupb
[03yBaHHS.)

* YacTtuHa Il Mogynb SIV: bes peaaryBaHb
» YactuHa Il Mogyne SV: Bes pegarysaHb
* YacTtuHa Il Mogynb SVII: BuaaneHHs
BULLIE3a3HAYEHNX PU3KKIB i BIACYTHBLOI
iHdpopmaii 3
YCiX BiANOBIigHMX PO34iniB i KOPUryBaHHS
Tabnuub woao 3actocoBHux CT puankis
(amB.

BUNpPaBIeHHs, BKtoYeHe B YacTuny |l
Mogayns Sl Buwe)

* YactuHa Il Mogynb SVIII: BuganeHHs
BULLE3a3HaYEHNX PU3NKIB Ta BiACYTHLOI
iHdbopmauii
* YacTtuHa lll: gocniopkenHs A5481027
BUAAneHo.

» YacTuHa V: BuganeHHs BuLlesasHavyeHmx
pY3NKIB i BiACYTHLOI iHbopMaLlii 3 yCix
BiANOBIOHUX
posaini..

* YacTtuHa VI: BuganeHHs BulLie3asHa4eHnx
PU3KKIB i BiACYTHLOI iHdopMalLii 3 yCix
BiANOBIAHNX PO3ainis
» OHOBMEHHA aoaaTkie 7,8
OO6rpyHTYBaHHs Ansi NoAaHHs! OHOBEHOMO
MYP, Bepcis 1.8:
[MponoHOBaHO BUAANUTM BaXIINBUIA
NOTEHUIVHUIA pU3KK rinepriikemii Ha OCHOBI
pe3ynbTaTis
pocnigpkeHHs 3 A5481027.
Pestome 3HayHux 3miH B [YP:

* YacTtuHa |: bes pegaryBaHb
* YactuHa Il Mopynb Sl: bes peparysaHb
» YactuHa Il Mogynb SlI: He3Ha4Hi NnpaBku
» YactuHa Il Mogyns Slll: oHoBneHo Tabnuui
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ekcnoauuii CT, wo6 Bkntountn A5481027.
* YacTtuHa Il Mogyne SIV: gogaHo gaHi
pocnigpkeHHs A5481027
* YacTtuHa Il Mogynb SV: oHOBNEHO
NOCTMapPKETUHIOBUIN EKCMO3ULiHO.

* YactuHa Il Mogynb SVII: OHoBneHa
iHdbopMmaLis Npo NOCTMAaPKETUHIOBUA PU3UK.
* YactuHa Il Mogynb SVIII: 3anponoHoBaHo
BUAANEHHs BaXNNBOrO NOTEHLIHOIO pU3nNKy

«lineprnikemia»
* YactuHa lll: BnganeHo gocnigpkeHHs
A5481027.

* YactuHa V: 3anponoHoBaHO BUAaneHHs
Ba)XITMBOrO NOTEHLIMHOIO PU3UKY
«linepraikemis».

* YacTtuHa VI: BnaaneHo Baxxnuseum
NOTEHUINHWMIA pU3nK [inoKnikemito.

» OHoBneHHs Joparkie 2,3,7,8.

18.

IBPAHC®

TabneTkun, BKpUTI NMiBKOBOKO
obornoHkoto, no 125 mr: no 7
Tabnetok y 6nictepi; no 3
BnicTepn y KapTOHHI KopobLi

MNdpanzep
Enu. Ci.
Mi.
Kopnopen
w, CLWA

CLA

BUPOGHMLTBO, TECTYBaHHS,
nepBUHHE NaKyBaHHS, BTOPUHHE
nakyBaHHs, BUNYyCK cepii:
MNdparnzep MeHdeKHYPUHT
Hownuneng M6X

Himeyumna

A.6., IA - Administrative change - Change in
ATC Code/ATC Vet Code - Update of
palbociclib ATC code based on the last
revised classification of the Cyclindependent
kinase (CDK) inhibitors made by the WHO.
3MiHM BHECEHO B IHCTPYKLIiO ANt MEAUYHOTO
3aCTOCyBaHHS fikapcbKoro 3acoby Ao
po3ginis «PapmakoTepaneBTUYHa rpyna.
BBeneHHs 3MiH npoTsarom 9-Tu micauiB nicns
3aTBepakeHHs. Marketing authorisation
holder submitted to the European Medicines
Agency, a periodic safety update report
(PSUR). On the basis of the PRAC
recommendation and the PRAC assessment
report, recommends by consensus the
variation: Update of sections 4.4 and 4.8 of
the SmPC to include a warning/precaution
regarding venous thromboembolism and add
the adverse reactions palmar-plantar
erythrodysaesthesia syndrome and venous
thromboembolism with a frequency common.
3MiHM BHECEHO B iHCTPYKLUIiO ANst MEOUYHOTO
3acToCyBaHHSA nikapcbkoro 3acoby Ao
po3giny «PapmakonoriyHi BNacT1BOCTI»; B
posginax «Cnoci6 3acTocyBaHHs Ta JO3U»
Ta «[MobiyHi peakuii» 3MiHeHO NuLle
HyMepaLito Tabnuub, BiaNoBiAHO A0
OHOBJIEHb, BHECEHWX B pO34ini
«®apmakonoriyHi BNacTuBoCTi».
BBepneHHs 3MiH npoTsarom 9-Tu micauiB nicns
3aTBEPAKEHHS.

C.1.4., Il - Change(s) in the SPC, Labelling or
PL due to new quality, preclinical, clinical or
pharmacovigilance data - Update of section
5.1 of the SmPC in order to update efficacy

3a
peuyenmom

UA/18795/01/03
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and safety information based on final OS

results from study A5481008 (PALOMA-2,

“A Randomized, Multicenter, Double-blind

Phase 3 Study of PD-0332991 (Oral CDK

4/6 Inhibitor) Plus Letrozole Versus Placebo

Plus Letrozole for the Treatment of

Postmenopausal Women with ER (+), HER2
(-) Breast Cancer Who Have Not Received
Any Prior Systemic Anti-Cancer Treatment

For Advanced Disease”) to fulfil REC 2.

In addition, the MAH took the opportunity to
align Annex Il with the current QRD
template.
3MiHV BHECEHO B iHCTPYKLiO A1S1 MEAUYHOMO
3aCTOCYBaHHS NikapCbKoro 3acoby Ao
po3ginie «OcobnmMBoCTi 3acTocyBaHHA» Ta
«[lMoGivHi peakuiji».

BBeneHHs 3MiH npoTsarom 9-Tu MicauiB nicns
3aTBEPOKEHHS.

C.1.4., Il - Change(s) in the SPC, Labelling or
PL due to new quality, preclinical, clinical or
pharmacovigilance data - Update of section
5.3 of the SmPC in order to update the
primary target organ findings and
development toxicity wording.

[aHa 3miHa nepenbayae BHeCeHHs 3MiH 40
opwvriHanbHOI KOPOTKOI XapakTepucTuku EU-
SmPC B po3gini 5.3 Preclinical safety data,
iHcpopMalisi 3 sikoro He BigoGpaxeHa B
iHCTPYKLUii Ans MeQMYHOro 3aCTOCyBaHHS
nikapcbkoro 3acoby.

BBeaeHHs 3MiH npoTsrom 9-Tu MicauiB nicns
3aTBEPAKEHHS.

C.1.13., Il - Other variations not specifically
covered elsewhere in this Annex which
involve the submission of studies to the
competent authority - Submission of an
updated RMP version 1.9 in order to remove
the Important Potential Risk Hyperglycaemia
based on the study results from A5481027, a
PAM adopted at the initial MA; this is a
multicentre, randomized, double-blind,
phase 3 study of palbociclib plus letrozole
versus placebo plus letrozole for the
treatment of previously untreated Asian
postmenopausal women with ER-positive,
HER2-negative advanced breast cancer to
evaluate the effect of palbociclib on
hyperglycaemia - Category 3 Study.

Mpu npoueaypi BHeceHHs 3MiH 3a No.
EMEA/H/C/003853/11/0037 no EMA 6yno
HagaHo MYP Bepcii 1.8 Ta goonpauboBaHy
Bepcito 1.9 (diHanbHO 3aTBEPOXKEHY).
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O6uagi Bepcii MNnaHy ynpaBniHHA pu3nkamm

npuBedeHo B HaJaHUX MaTepianax J4OChe.
OHoBneHHs go MNYP onucaHo B pestome,
NpUBEAEHOMY HUXKYE.
OO6rpyHTyBaHHS Ansi NogaHHsS OHOBIEHOrO
MYP, Bepcisa 1.9:
BupaneHHa Baxnuemx ineHTUdikoBaHNX
pu3ukiB (Mienocynpecis [HenTponeHis,
aHemis,
TpomboumToneHis] Ta I3J1/NHeBMOHIT) i
BaXITMBUX MNOTEHLINHNX PU3MKIB
(nopoBXxeHHs
iHTepeany QT, rineprnikemist) Ta BiaCyTHbOI
iH(bopMaUii (nawuieHTn Yonogiyoi cTaTi) 3 ycix
Bi4NOBIgHNX PO3ainiB
Pestome 3HayHux 3miH B [YP:
* YacTtuHa |: bes pegaryBaHb
» YactuHa Il Mopynb Sl: bes peparysaHb
* YacTtuHa Il Mogynb Sll: bes peaaryBaHHb
* YactuHa Il, mogynb SliI: BunpasneHHs
Tabnuub ekcrnosuuii CT (BunpaeneHHs:
nauieHTn, aki
oTpumyBanu nnauebo 3 JocniaxeHHs
A5481023, 6ynn HenpaBWIbHO BKIHOYEHI B
ycCi pesynbTaTty,

a ona A5481027 16paHc nauieHTn 6ynm
NMOMMITKOBO BUKITHOYEHi 3 ABOX Tabnumupb
[03yBaHHs.)

» YactuHa Il Mogynb SIV: bes pegarysaHb
» YactuHa Il Mogynbe SV: Bes peparysaHb
* YactuHa Il Mogynb SVII: BuganeHHs
BULLE3a3HaYEHNX PU3NKIB | BIACYTHBOT
iHcpopmalii 3
yCixX BiANOBIAHMX PO3AiNIB i KOPUryBaHHSA
Tabnuub woao 3actocoBHux CT puankis
(amB.

BUNpPaBIeHHs, BKoveHe B YacTuHy |l
Mogayns Sl Buwe)
* YactuHa Il Mogynb SVIII: BuganeHHs
BULLE3a3HaYEHNX PU3NKIB Ta BiACYTHLOI
iHdbopmauii
* Yactuna lll: gocnimkeHHa A5481027
BUAAnNeHo.
» YacTuHa V: BuganeHHs BuLle3asHavyeHmx
pY3WKIB i BiACYTHBOI iHbopMaLlii 3 yCix
BiANOBIAHUX
posainis.
» YactuHa VI: BuoaneHHs BuLle3a3HavyeHnx
PU3KKIB i BiACYTHBOI iHdopMaLii 3 yCix
Bi4NOBIgHNX po3ainis
» OHOBMEHHA aopatkie 7,8
OGrpyHTyBaHHS Ans NoAaHHsS OHOBITEHOrO
MYP, Bepcis 1.8:
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[MponoHoBaHO BMAANUTU BaXINBUIA
NOTEHUIVHUIA pU3KK rineprikemii Ha OCHOBI
pesynbTaTis
pocnigxeHHsa 3 A5481027.

Pestome 3HayHux 3miH B MYP:

» YactuHa I: bes pegarysaHb
* YacTtuHa Il Mogynb Sl: bes peaaryBaHb
* YacTtuHa Il Mogynb SllI: He3HauHi npaBku
» YactuHa Il Mogyneb Slli: oHoBneHo Tabnuui
ekcnosuuii CT, wo6 sknountn A5481027.
* YacTtuHa Il Mogyne SIV: gogaHo gaHi
pocnigpkeHHs A5481027
* YacTtuHa Il Mogynb SV: oHOBNEHO
NOCTMapPKETUHIOBUI EKCMO3ULiHO.

* YactuHa Il Mogynb SVII: OHoBrneHa
iHdbopmaLis Npo NOCTMAPKETUHIOBUA PU3UK.
* YactuHa Il Mogynb SVIII: 3anponoHoBaHo
BUAANEHHs1 BXINMBOIO NMOTEHLIAHOTO pU3NKy
«lineprnikemia»

* YactuHa lll: BnganeHo gocnigpkeHHs
A5481027.

* YactuHa V: 3anponoHoBaHO BUAaneHHs
Ba)ITMBOrO NOTEHLIMHOIO PU3UKY
«linepraikemis».

* YacTtuha VI: BuoaneHo Baxnuseum
NOTEHUINHMIA pU3nK [inoKnikemito.

» OHoBneHHs Joparkie 2,3,7,8.

19.

IMYHAT

NMOPOLLIOK Ta PO3YMHHUK A1s
PO34MHY ANS iH eKUin no
250/190 MO, 1 dnakoH 3
NOPOLLKOM Y KOMMMeKTi 3 1
nakoHOM po34nHHKKa (Boaa
ans iH'ekyin) no 5 mn ta
HabopoM Ans PO3YMHEHHS i
BBEAEHHS Y Kopoobui

Bakctep
Al

ABCTpis

Bunyck cepii M3 Tta
po3unHHuKa: Takeda
MarydekuypiHr ABctpisa AT,
ABcTpisi; BupobHuuTBO,
nepBUHHe NakyBaHHs 13,
BTOpPUHHe nakyBaHHs 113 Ta
PO3YMHHKKA, KOHTPOSIb AKOCTI
'N3: Takepa MaHnydek4ypiHr
AscTpis Al', AscTpisi; KoHTpornb
akocTi [T13: Takena
MaHnydek4ypiHr AscTpis AT,
ABCTpist; BupobHmLTBO,
NepBUHHE NakKyBaHHA Ta
KOHTPOMb AKOCTi PO3UYNHHMKA:
3irdpia XamensH MmbX,
HimeuvunHa

AscTpis/
Himeyunna

B.lll.1 a)-2. 1A

The scope of this change is to update the

CEP for Heparin Sodium (No. R1-CEP 2002-
006-Rev
09)
AT.IA
The scope of this change is to delete the
alternate Los Angeles site for the
manufacturing and in process
testing of Cryoprecipitate and references of
Los Angeles Building 5 throughout the
documents.

Please note that the manufacturing will
remain at the already authorized Takeda
Rieti site, and the deletion is
not due to any critical deficiencies
concerning manufacturing.

With this grouped procedure, the MAH
proposes some minor editorial changes in
the course of the removal of
the LA site, addressed as “overall
improvements” within the present proposed
table:

- In 3.2.S.2.2 The manufacturing steps of the
drug substance is displayed now as a

detailed Flowsheet

3a
peuerimom

UA/16963/01/01
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instead of the previous text/tables
- 3.2.5.2.3 Control of Materials was
separated in two sections: 3.2.S.2.3 Control
of Materials - Raw
Material and 3.2.S.2.3 Control of Materials —
Plasma
- With the removal of LA site, the Process
Validation and/or Evaluation steps within
3.2.5.2.5 were
restructured by including each step under
each site for an improved readability.

20.

IMYHAT

NOPOLLIOK Ta PO3YMHHUK OIS
PO34MHY ANs iH eKUi no
500/375 MO, 1 dpnakoH 3
MOPOLLKOM Y KOMMeKTi 3 1
drakoHOM po3ynMHHUKa (Boaa
ans iH'ekyin) no 5 mn ta
HabopoMm AN PO3YMHEHHS i
BBEAEHHS Y Kopobui

Bakctep
Al

AscTpis

Bunyck cepii M3 Tta
posunHHuKa: Takeda
MarydekuypiHr Asctpis AT,
ABCTpisi; BupobHmLTBO,
nepBuHHe nakyBaHHs 13,
BTOpPUHHE nakyBaHHs 113 Ta
PO34YMHHUKA, KOHTPOMb SIKOCTI
[N13: Takena MaHydek4ypiHr
AscTpis Al', AscTpisi; KoHTponb
akocti [T13: Takepa
MaHnydek4dypiHr ABcTpis AT,
ABCTpisi; BupobHuLTBO,
nepBrHHE NaKyBaHHs Ta
KOHTPOMb SIKOCTi PO34YMHHMKA:
3ircbpig XamenbH MM6X,
HimeuunHa

AscTpis/
Himeyumna

B.lll.1 a)-2. 1A

The scope of this change is to update the

CEP for Heparin Sodium (No. R1-CEP 2002-
006-Rev
09)
A.7.1A
The scope of this change is to delete the
alternate Los Angeles site for the
manufacturing and in process
testing of Cryoprecipitate and references of
Los Angeles Building 5 throughout the
documents.

Please note that the manufacturing will
remain at the already authorized Takeda
Rieti site, and the deletion is
not due to any critical deficiencies
concerning manufacturing.

With this grouped procedure, the MAH
proposes some minor editorial changes in
the course of the removal of
the LA site, addressed as “overall
improvements” within the present proposed
table:

- In 3.2.S.2.2 The manufacturing steps of the
drug substance is displayed now as a
detailed Flowsheet
instead of the previous text/tables
- 3.2.5.2.3 Control of Materials was
separated in two sections: 3.2.S.2.3 Control
of Materials - Raw
Material and 3.2.S.2.3 Control of Materials —
Plasma
- With the removal of LA site, the Process
Validation and/or Evaluation steps within
3.2.S.2.5 were
restructured by including each step under
each site for an improved readability.

3a
peuyerimom

UA/16964/01/01

21.

IMYHAT

MOPOLLOK Ta PO3YMHHUK A4S
PO34MHY AN iH eKUi NO
1000/750 MO, 1 dnakoH 3
NOPOLLKOM Y KOMMMeEKTi 3 1
nakoHOM po34nHHUKa (BoAa

BakcTep
Al

ABCTpis

Bunyck cepii N3 Tta
po3ymHHUKa: Takeda
MaHydekuypiHr ABcTpis ATl
ABcTpisi; BupobHuuTBO,
nepBUHHE nakyBaHHs 13,

ABcTpis/
Himeyunna

B.lll.1 a)-2. 1A
The scope of this change is to update the
CEP for Heparin Sodium (No. R1-CEP 2002-
006-Rev
09)

3a
peuenmom

UA/16964/01/02




ans iH'ekyin) no 10 mn Ta
HabopoM ANsi PO3YMHEHHS i
BBEJEHHS Y Kopoobui

23

BTOPWHHE nakyBaHHs 113 Ta
PO3YMHHUKA, KOHTPOSIb AKOCTI

AT.IA
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M3: Takepa Manydek4ypiHr
AscTpia Al', AscTpis; KoHTponb
akocTi [T13: Takena
MarydekuypiHr Asctpis AT,
ABcTpist; BUpobHMLTBO,
nepBUHHE NaKyBaHHs Ta
KOHTPOIb SIKOCTi PO3YMHHMKA:
3ircbpig XamenbH MM6X,
HimeuyunHa

The scope of this change is to delete the
alternate Los Angeles site for the
manufacturing and in process
testing of Cryoprecipitate and references of
Los Angeles Building 5 throughout the
documents.
Please note that the manufacturing will
remain at the already authorized Takeda
Rieti site, and the deletion is
not due to any critical deficiencies
concerning manufacturing.
With this grouped procedure, the MAH
proposes some minor editorial changes in
the course of the removal of
the LA site, addressed as “overall
improvements” within the present proposed
table:
- In 3.2.S.2.2 The manufacturing steps of the
drug substance is displayed now as a
detailed Flowsheet
instead of the previous text/tables
- 3.2.5.2.3 Control of Materials was
separated in two sections: 3.2.S.2.3 Control
of Materials - Raw
Material and 3.2.S.2.3 Control of Materials —
Plasma
- With the removal of LA site, the Process
Validation and/or Evaluation steps within

3.2.5.2.5 were
restructured by including each step under
each site for an improved readability.
22. | KAPBEOUNON | tabnetkv no 12,5 mr; no 10 TOB Ykpaina BMPOGHMLITBO Hepo3dacoBaHoi HimeyumHa BHECEHHS 3MiH O peecTpauiiHnX 3a UA/17223/01/01
CAHOO3® Tabnetok y 6nictepi, no 3 "CaHpo3 npoaykuii, nepBuHHe Ta matepianis: 3miHu | Tuny - 3miHn wopao peuenmom
GnicTepu B KapTOHHIN NayLi YkpaiHa" BTOPUHHE MaKyBaHHS,
TECTyBaHHSl, [03BiN Ha BUNYyCK

cepii: Cantotac ®apma 'mbX,
Hime4umnHa;
nepBYHHE Ta BTOPUHHE
nakyBaHHs:
Knoke ®epnekyHrc-Cepsic,
HimeuunHa

Ha 3minHu J13 (MIBM) (3rigHo Haka3dy MOS Big

6e3nekn/edekTMBHOCTI Ta dhapmakoHarnsgy
BeeneHHs abo 3miHn Jo y3aranbHeHux
AaHuX Npo cuctemy dapmakoHarnagy
(BBEAEHHA y3aranbHEHUX AaHWX Npo
cuctemy chapmakoHarnsagy, 3amiHa
yrnoBHOBaXxeHoI ocobu, BignosigansHoi 3a
3AiNCHeHHs bapmakoHarnsay; KOHTakTHOT
ocobu 3 chapmakoHarnsgy 3asiBHuUKa Ans
34icHeHHs dhapmakoHarnagy B YkpaiHi,
AKLWO BOHa BiAMIHHA Bif YNOBHOBaXeHO|
ocobw, BignoBiganebHoI 3a 3AiNCHEHHS
chapmakoHarnsay (BKMOYao4m KOHTaKTHI
AaHi) Ta/abo 3MiHM y po3MilLeHHI MacTep-
davina cuctemu hapmakoHarnsgy) - 3asiea

17.11.2016 Ne 1245).
3MiHa ynoBHOBakeHOi 0cobu 3asiBHUKA,
BignoBiganeHoi 3a dhapmakoHarnag. Hitova

pepakuisi: Juergen Maares / FOpreH Maapec.
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MponoHoBaHa pepakuisi: TaHacoBa 3opsiHa
MwukonaiBHa. 3MiHa KOHTaAKTHUX JaHUX
YNOBHOBaXeHOi 0cobu 3asBHUKA,
BignoBiganbHoi 3a hapMakoHarnsag.

23. | KAPBEOUNON | tabnetku no 25 mr; no 10 TOB Ykpaina BMPOBOHMLTBO HEpPO3dhacoBaHOl HimeyumHa BHECEHHS 3MiH [0 peecTpauifiHnX 3a UA/17223/01/02
CAHOO3® TabneTok y 6nictepi, no 3 "CaHpo3 npoaykKLii, NnepBuHHe Ta matepianis: 3miHu | Tuny - 3miHn Wwoao peuenmom
GricTepu B KApPTOHHIM Nayui YkpaiHa" BTOPWHHE NaKyBaHHS, 6e3nekn/ecbeKTUBHOCTI Ta hapmakoHarnsgy.
TECTyBaHHs1, 4O3BiN Ha BUMNYCK BBeneHHs abo 3miHM [0 y3aranbHeHuX
cepii: Cantotac ®apma M'mbX, AaHuX nNpo cuctemy hapmakoHarnsgy
HimeuunHa; (BBEAEHHA y3aranbHEHUX AaHWX Npo
nepByHHE Ta BTOPUHHE cuctemy papmakoHarnsagy, 3amiHa
naKyBaHHs: yNoBHOBaXeHoi ocobu, BiAnoBiaanbHoi 3a
Knoke ®epnekyHrc-Cepsic, 3AiiCHEeHHs hapmakoHarnsay; KOHTakTHOT
HimeyvunHa ocobwu 3 hapmakoHarnsay 3asiBHVKa Anst
3[iNcHeHHs dhapmakoHarnagy B YkpaiHi,
SIKLLIO BOHA BiAAMiHHA Bif YNOBHOBaXeEHOI
ocobw, BignoBiganbHOI 3a 3AiNCHEHHSA
dapmakoHarnsaay (BKoYaryy KOHTaKTHi
naHi) Ta/abo 3MiHW y po3MilLeHHi MacTep-
danna cuctemn papmakoHarnagy) - 3assa
Ha 3minm J13 (MIBIM) (3rigHo Hakady MOS Bif
17.11.2016 Ne 1245).
3MiHa ynoBHOBakeHoi 0cobu 3asiBHUKA,
BignoBiganeHoi 3a papmakoHarnag. Hitova
pepnakuisi: Juergen Maares / KOpreH Maapec.
[MponoHoBaHa pepakuis: TaHacoBa 3opsiHa
MwukonaiBHa. 3MiHa KOHTAKTHUX OAHUX
yMNOBHOBaXeHOI 0cobM 3asiBHMKA,
BignosiganbHoi 3a dpapMakoHarnsg.
24. | KEHFTPEKCAN NOPOLLIOK A51A KOHLIeHTpaTy Ans K'esi ABcTpis BMPOBHMLTBO, KOHTPOIb AKOCTI ITanis/ C.1.13, Il - Other variations not specifically 3a UA/17224/01/01
PO34MHY ANs iH'ekuin / iHdys3in, dapmac'io Ta NepPBMHHE NaKyBaHHS: HimeyumHa covered elsewhere in this Annex which peuenmom
50 mr; 10 donakoHiB 3 NOPOLLIKOM Tikens MateoH Itania C.n.A., Itanis involve the submission of studies to the
y donakoHi B KapTOHHIl kopobui 3 mM6X BTOPUHHE MaKyBaHHSA: competent authority:

MapKyBaHHSAM iTanincbKoto,
HIMEL|bKOIO Ta aHrMiNCbKOo
MOBaMM 3i CTikepoMm
YKpalHCLKOO MOBOIO

K'esi dapmaueytuui C.n.A.,
ITanis
BUWMYCK cepil:
Oiacbapm Mm6X & Ko. KT,
Himewumna

Submission of final study report from study
ARCANGELO (itAlian pRospective study on
CANGTrELOI), listed as a category 3 study in
the RMP. This is a multicentre observational,

prospective cohort study including patients
with acute coronary syndromes undergoing

percutaneous coronary intervention who
receive cangrelor i.v. transitioning to either
clopidogrel, prasugrel or ticagrelor per os.
The primary objective is to assess the safety
of cangrelor in a real-world setting, when
administered in patients with acute coronary
syndromes undergoing percutaneous
coronary intervention (PCI). The safety of
cangrelor is based on the incidence of any
haemorrhage at 30 days post-PCI.
The RMP version 5.1 has also been
submitted.
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25. | KICKANI TabneTkun, BKpUTI NMiBKOBOKO HoBapric LLsenua BUPOBHMLUTBO, YaCTKOBUIA CnoseHisi/ BHECEHHS 3MiH O peecTpauiiHnX 3a UA/18157/01/01
o6onoHkoto, no 200 mr, no 21 dapma Al pist KOHTPOIb AKOCTi, NEPBUHHE Ta PymyHis/ MaTepianis: peuenmom
TabneTui y 6nictepi, no 3 BTOPUHHE MaKyBaHHS, BUMYCK Cinranyp/ B.Il.b.2.c.| type IAin — Change to importer,

Grictepn y KapTOHHiIN KOPOOLY; cepii: Himeuuunna/ batch release arrangements and quality
no 21 tabnetui y 6nictepi, no 3 HosapTic ®apmacbtoTukan LLiseviapis control testing of the FP - Replacement or
6nictepu y kKapTOHHi kopobui, MaHnydakTypiHr JI1IC, CnoseHis; addition of a manufacturer responsible for
no 3 KOpoOKN y KAPTOHHIN YaCTKOBUI KOHTPOSb SIKOCTI, importation and/or batch release — Not
KopobLi BUNYCK cepii: including batch control/testing
Jlex ®apmacbioTvkanc 4a.a., To add Novartis Pharmaceutical
CnogeHis; Manufacturing LLC (Verovskova Ulica 57,
KOHTPOSb SIKOCTI: 1000 Ljubljana, Slovenia) as an alternative
CaHpos C.P.J1., PymyHis; site responsible for batch release of the
BUPOOBHMLTBO: finished product. BBegeHHs1 3miH npoTsirom
Hoeapric CiHranyp 6-TV MicaLiB Nicns 3aTBEPXKEHHS.
dapmacbioTikan A.5.b type |IA — Administrative change -
MeHbtodekyepiHr Mre. JTa., Change in the name and/or address of a
Cinranyp; manufacturer/importer of the finished
YaCTKOBUI KOHTPOIb AKOCTI, product, including quality control sites
nepBMHHE Ta BTOPUHHE (excluding manufacturer for batch release)
nakyBaHHSI: To change the name and update the
Hoeaprtic ®apma lNMpogakiuH address of the site responsible for
'M6X, HimeuyumnHa; manufacturing, quality control testing (except
YaCTKOBUIA KOHTPOSb SIKOCTI, microbiological testing), primary and
NepBUHHE Ta BTOPUHHE secondary packaging of the finished product
nakyBaHHSI: from Lek Pharmaceuticals d.d. (Verovskova
Hoeaptic ®apma LWtenH Al', Ulica 57, 1526 Ljubljana, Slovenia) to
LLisenuapis; Novartis Pharmaceutical Manufacturing LLC
YaCTKOBUIA KOHTPOIb:! (Verovskova ulica 57, 1000 Ljubljana,
dapmaHanituka CA, LLsenuapis; Slovenia). There is no change in the location
BUWMYCK cepil: of the site.
HoapTic ®apma M'v6X, Additionally, the address of the Lek
HimeuumHa Pharmaceuticals d.d. (Verovskova Ulica 57,
1526 Ljubljana, Slovenia) site remains as a
site responsible for quality control testing
(microbiological testing) of the finished
product. BBeeHHs 3MiH NpoTsrom 6-1n
MicsiLiB micnsi 3aTBEpPOXKEHHS.
26. | NAHCYP®® 15 | TabneTku, BKpUTi NiBKOBOO Ie PpaHuis BianosigansbHWi 3a AanoHis/ BHECEHHS! 3MiH 10 peecTpauiiHnX 3a UA/16712/01/02
Mr/6,14 MI obornoHkoto, no 15 mr/6,14 wr, Ilaboparty BMPOBHMLTBO, KOHTPOIb AKOCTI PaHuisa/ marepianis: peuenmom
no 10 Tabnetok y 6nictepi; no 2 ap CepB'e Ta BUNycK cepii npoaykuii in IpnaHgis C.1.6.a, Type Il: Change(s) to therapeutic

abo 6 bnicTepiB y kopobui 3
KapTOHY

bulk:

Tavixo ®apmacstoTikan Ko.,
JTa., AnoHis;
BignoBiganbHW 3a KOHTPOrb
SIKOCTi, NEPBUHHE Ta BTOPUHHE
nakyBaHHs i BUNycK cepii
roTOBOrO NikapcbKoro 3acoby:
JlabopaTopii Ceps'e IHgacTpi,
DdpaHuis;
BignoBiganbHWUA 3a KOHTPOb
SIKOCTi, NEPBUHHE Ta BTOPUHHE
nakyBaHHs i BUNycK cepii
roTOBOrO fikapcbKoro 3acoby:

indication(s) — Addition of a new therapeutic
indication or modification of an approved
one.

Extention of indication to include treatment
of patients with refractory metastatic
colorectal cancer, for LONSURF in
combination with bevacizumab based on
results from study SUNLIGHT (CL3-95005-
007); This is an open-label, randomized,
phase |l study comparing trifluridine/tipiracil
in combination with bevacizumab to
trifluridine/tipiracil monotherapy in patients
with refractory metastatic colorectal cancer.
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Ceps'e (IpnaHgis) IHgacTpic As a consequence, sections 4.1, 4.2, 4.4,
T, lpnangis 4.8 and 5.1 of the SmPC. The package

leafleat is updated in accordance. The
updated RMP version 10 has also been
submitted. In addition, the MAH took the
opportunity to update section 4.6 of the
SmPC and the Package leafleat accordingly.
3aaBHUK NPMBOAUTL PO34inu iHCTPYKUiT Ans
MeOW4YHOro 3aCTOCyBaHHsI NiKapCbKoro
3acoby B YkpaiHi, a came:
«dapmakoguHamika», «lokasaHHs»,
«OcobnmBoCTi 3acToCcyBaHHS»,
«3acTocyBaHHs y nepiog BariTHOCTi abo
rogyBaHHs rpyaar», «Crnocid sactocyBaHHs
Ta Jo3uny, «obiyHi peakuii» y BiANOBIgHICTbL
[0 OHOBIeHOi KOpOTKOI XapakTepucTukm
npenapary.
TepmiH BBEAEHHS 3MiH - NPTAroM 6-Tu
MicAUiB Nicnsa 3aTBEPAXEHHS.

27.

JIAHCYP®® 20
Mr/8,19 MI'

TabneTtkn, BKpUTI MMiBKOBOKO
obonoHkoto, no 20 mr/8,19 mr,
no 10 TabneTtok y Gnictepi; no 2
abo 6 briictepis y kopobui 3
KapTOHY

Tle
Jlabopaty
ap Ceps'e

DdpaHuis

BignoBiganbHWi 3a
BUPOBHMLTBO, KOHTPOSb SKOCTI
Ta BUNYyCK cepii npoaykuii in
bulk:

Tawvixo ®apmacstoTikan Ko.,
Nta., AnoHis;
BiANOBIgaNbHWIA 3a KOHTPOSb
SIKOCTi, NEPBMHHE Ta BTOPUHHE
nakyBaHHs i BUNYcK cepil
roTOBOrO fMikapcbKoro 3acoby:
JlabopaTopii Cepe'e IHgacTpi,
PpaHuis;
BiAgnoBiganbHU 3a KOHTPOrb
SIKOCTi, NePBMHHE Ta BTOPUHHE
nakyBaHHs i BUNYycK cepil
roTOBOrO fMikapcbKoro 3acoby:
Ceps'e (Ipnangis) IHgacTpic
IIta, Ipnangis

AanoHis/
daHuis/
Ipnangis

BHECEHHS 3MiH [0 peecTpauiiHnX
marepianis:

C.l.6.a, Type II: Change(s) to therapeutic
indication(s) — Addition of a new therapeutic
indication or modification of an approved
one.

Extention of indication to include treatment
of patients with refractory metastatic
colorectal cancer, for LONSURF in
combination with bevacizumab based on
results from study SUNLIGHT (CL3-95005-
007); This is an open-label, randomized,
phase Il study comparing trifluridine/tipiracil
in combination with bevacizumab to
trifluridine/tipiracil monotherapy in patients
with refractory metastatic colorectal cancer.
As a consequence, sections 4.1, 4.2, 4.4,
4.8 and 5.1 of the SmPC. The package
leafleat is updated in accordance. The
updated RMP version 10 has also been
submitted. In addition, the MAH took the
opportunity to update section 4.6 of the
SmPC and the Package leafleat accordingly.
3asiBHUK NPUBOAUTL PO34inu iHCTPYKLUi Anst
MEANYHOrOo 3aCTOCYBaHHS NikapCbKoro
3acoby B YkpaiHi, a came:
«®apmakoguHamikay», «lokasaHHs»,
«OcobnmBoCTi 3acToCyBaHHS»,
«3acTocyBaHHS y nepiof BariTHOCTi abo
rogyBaHHs rpyaat», «Cnocib 3actocyBaHHst
Ta fo3n», «lMobiyHi peakuii» y BianoBigHICTb
[0 oHoBneHoi KopoTkoi xapakTtepucTuku
npenapary.

TepMiH BBEAEHHS 3MiH - MPTSArom 6-11

3a
peuenmom

UA/16712/01/01




27

[TponoBkeHHs AoaaTKa 3

MicsLiB nicnsi 3aTBEPOKEHHS.

28. | NIEHANIAOMIA | xancynu TBepAi no 2,5 mr; no 7 KPKA, CnoBeHi BUPOBHMUTBO, NEPBUHHA Ta Xopsarisi/ C.l.2.aIB - To update section 5.1 of the 3a UA/19062/01/01
KPKA Kancyn TBepaux y 6nicrepi,no3 | a.a., Hoeo a BTOPUHHA yNaKoBKa, KOHTPOIlb CnoseHis/ SmPC on 5-year Overall Survival data peuenmom
6nictepn y kopobui MecTo Ta BUNycK cepii: HimeuyunHa following assessment of the same change
KPKA-®APMA f.0.0., XopBarisi; for the reference product (Revlimid,
KOHTPOIb Ta BUMYCK Cepii: EMEA/H/C/000717/1/0124, 09/02/2023).
KPKA, a.4a., HoBo mecTo, BBepgeHHs 3MiH npoTsarom 6-Tu MicauiB nicns
CroBeHisi; BTOPMHHA ynakoBKa: 3aTBEPOKEHHS.
KPKA, a.a., HoBo mecTo, C.l.2.a IB - to update section 4.2 of the
CnogBeHisi; MmikpobionoriyHe SmPC on the dosage for patient with
BUNPOOYBaHHSA (y BUNaaKy impaired renal function (severe renal
KoHTponto cepii TAQ ®apma impairment and stage and end stage renal
'm6X): JTabop JIC CE & Ko. KT, disease) for the follicular lymphoma (FL)
HimeuumnHa; indication based on additional PK analysis;
BTOPUHHA yraKkoBKa, BUMYCK and the existing warning in section 4.4 of the
cepii: SmPC to highlight that male patients should
TAL ®apma MM6X, HimeuunHa; not donate semen or sperm during treatment
KOHTpOnb cepii (di3nyHi Ta and for at least seven days after the end of
XiMiYHi METOAN KOHTPOSIO): treatment following assessment of the same
TAL ®apma MM6X, HimeuunHa change for the reference product (Revlimid,
EMEA/H/C/000717/11/0122, 15/09/2022).
The Package Leaflet has been updated
accordingly.
BBeneHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEPOKEHHS.
29. | NEHANIAOMIL | kancynwu TBepai no 5 mr; no 7 KPKA, CnoBeHi BMPOGHMLTBO, NEPBMHHA Ta Xopsaris/ C.l.2.a IB - To update section 5.1 of the 3a UA/19062/01/02
KPKA Kancyn TBepaux y 6nictepi, no 3 | a.A., Hoeo A BTOPWHHA YNakoBKa, KOHTPOmb CnoseHis/ SmPC on 5-year Overall Survival data peuyenmom
Gnictepn y kopobui MecTo Ta BUMYyCK cepii: HimeyumHa following assessment of the same change

KPKA-®APMA g.0.0., XopBarisi;
KOHTPOIb Ta BUMYCK Cepii:
KPKA, a.4a., HoBo mecTo,
CroBeHisi; BTOPUHHA ynakoBKa:
KPKA, a.a., HoBo mecTo,
CnoBeHisi; MmikpobionoriyHe
BUNpobyBaHHs (y BUNaaky
KoHTponto cepii TA ®apma
"m6X): Nabop NC CE & Ko. KT,
Hime4umnHa;
BTOPWHHA YyMnakoBka, BUNYyCcK
cepii:

TA[L ®apma M'm6X, HimeuumHa;
KOHTpOnb cepii (i3nyHi Ta
XiMiYHi METOAM KOHTPOIIO):
TAL ®apma M'M6X, HimeuunHa

for the reference product (Revlimid,
EMEA/H/C/000717/1/0124, 09/02/2023).
BBeaeHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEPAKEHHS.

C.l.2.a IB - to update section 4.2 of the
SmPC on the dosage for patient with
impaired renal function (severe renal

impairment and stage and end stage renal
disease) for the follicular lymphoma (FL)
indication based on additional PK analysis;
and the existing warning in section 4.4 of the
SmPC to highlight that male patients should
not donate semen or sperm during treatment
and for at least seven days after the end of
treatment following assessment of the same
change for the reference product (Revlimid,
EMEA/H/C/000717/11/0122, 15/09/2022).
The Package Leaflet has been updated
accordingly.
BBepneHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEPAKEHHS.
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30. | NIEHARNIAOMIA | xancynu TBepai no 7,5 mr; no 7 KPKA, CnoBeHi BUPOBHMUTBO, NEPBUHHA Ta Xopsarisi/ C.l.2.aIB - To update section 5.1 of the 3a UA/19062/01/03
KPKA kancyn TBepamx y énicrepi, no 3 | g.a., Hoeo a BTOPUHHA YyNaKOBKa, KOHTPOSIb CnogeHisi/ SmPC on 5-year Overall Survival data peuenmom
6nictepu y kopobui MecTo Ta BUMYyCK cepii: HimeyunHa following assessment of the same change
KPKA-®APMA f.0.0., XopBarisi; for the reference product (Revlimid,
KOHTPOIb Ta BUMYCK Cepii: EMEA/H/C/000717/1/0124, 09/02/2023).
KPKA, a.a., HoBo mecTo, BBeaeHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
CroBeHisi; BTOPYHHA ynakoBKa: 3aTBEPOKEHHS.
KPKA, a.a., HoBo mecTo, C.l.2.a IB - to update section 4.2 of the
CrnoBeHisi; MikpobGionoriyHe SmPC on the dosage for patient with
BUNPOOYBaHHSA (y BUNaaKy impaired renal function (severe renal
KoHTponto cepii TAL ®apma impairment and stage and end stage renal
"m6X): Nlabop JIC CE & Ko. KT, disease) for the follicular lymphoma (FL)
HimeuumnHa; indication based on additional PK analysis;
BTOPUHHA yNaKoBKa, BUMYCK and the existing warning in section 4.4 of the
cepil: SmPC to highlight that male patients should
TAL ®apma MM6X, HimeuunHa; not donate semen or sperm during treatment
KOHTPOSb cepii ((isnyHi Ta and for at least seven days after the end of
XiMiYHi METOAMN KOHTPOSIO): treatment following assessment of the same
TAL ®apma 'M6X, HimeuunHa change for the reference product (Revlimid,
EMEA/H/C/000717/11/0122, 15/09/2022).
The Package Leaflet has been updated
accordingly.
BBegeHHs 3MiH NpoTArom 6-Tn micauiB nicns
3aTBEPAXKEHHS.
31. | NEHANIAOMIA | kancynu TBepai no 10 mr; no 7 KPKA, CnoBeHi BUPOBHMUTBO, NEpBUHHA Ta Xopsarisi/ C.l.2.aIB - To update section 5.1 of the 3a UA/19062/01/04
KPKA kancyn TBepamx y bnictepi, no 3 | g.a., Hoeo a BTOPUHHA yNaKoBKa, KOHTPOSIb CnoseHis/ SmPC on 5-year Overall Survival data peuenmom
bnictepn y kopobui MecTo Ta BUNycK cepii: HimeuunHa following assessment of the same change
KPKA-®APMA g.0.0., XopBaris; for the reference product (Revlimid,
KOHTPOrb Ta BUMYCK Cepii: EMEA/H/C/000717/1/0124, 09/02/2023).
KPKA, a.a., HoBo mecTo, BBepneHHs 3MiH NnpoTsarom 6-Tu mMicauiB nicns
CroBeHisi; BTOPYHHA ynakoBKa: 3aTBEPOKEHHS.
KPKA, a.a., HoBo mecTo, C.l.2.a IB - to update section 4.2 of the
CnoBeHisi; MmikpobionorivyHe SmPC on the dosage for patient with
BUNpobyBaHHs (y BUNaaky impaired renal function (severe renal
KOHTponto cepii TA[] ®apma impairment and stage and end stage renal
'mM6X): NNabop NC CE & Ko. KT, disease) for the follicular lymphoma (FL)
HimeuuunHa; indication based on additional PK analysis;
BTOPWHHA yNaKkoBKa, BUMYCK and the existing warning in section 4.4 of the
cepil: SmPC to highlight that male patients should
TA[L ®apma N'm6X, HimeuumHa; not donate semen or sperm during treatment
KOHTpOnb cepii (isnyHi Ta and for at least seven days after the end of
XiMiYHi METOAU KOHTPOMIO): treatment following assessment of the same
TAL ®apma M'M6X, HimeuunHa change for the reference product (Revlimid,
EMEA/H/C/000717/11/0122, 15/09/2022).
The Package Leaflet has been updated
accordingly.
BBeaeHHs 3MiH NnpoTsarom 6-Tu micauiB nicns
3aTBEpPAKEHHS.
32. | NEHANIAOMIO | kancynu TBepgi no 15 mr; no 7 KPKA, CnoBeHi BMPOGHMLTBO, NEPBUHHA Ta Xopsaris/ C.l.2.aIB - To update section 5.1 of the 3a UA/19062/01/05
KPKA Kancyn TBepaux y 6nictepi, no 3 | a.A., Hoeo A BTOPWHHA yNaKkoBKa, KOHTPOmb CnoseHis/ SmPC on 5-year Overall Survival data peuyenmom
Gnictepn y kopobui MecTo Ta BUNyCK cepii: HimeuyunHa following assessment of the same change

KPKA-®APMA g.0.0., XopBarisi;
KOHTPOIb Ta BUMYCK cepii:

for the reference product (Revlimid,
EMEA/H/C/000717/1/0124, 09/02/2023).




29

[TponoBkeHHs AoaaTKa 3

KPKA, a.a., HoBo mecTo,
CroBeHisi; BTOPMHHA ynakoBKa:
KPKA, a.a., HoBo mecTo,
CnogBeHisi; MmikpobionoriyHe
BUNPOOYBaHHSA (y BUNaaKy
koHTponto cepii TAQ ®apma
Mm6X): JTabop JIC CE & Ko. KT,
Himeuumnna;
BTOPWHHA yNaKkoBKa, BUMYCK
cepii:

TAL ®apma MM6X, HimeuunHa;
KOHTpOMb cepii (disnyHi Ta
XiMiYHi METOON KOHTPOSIO):
TAL ®apma 'M6X, HimewunHa

BBepgeHHs 3MiH NnpoTsarom 6-Tu mMicauiB nicns
3aTBEPOKEHHS.

C.l.2.a IB - to update section 4.2 of the
SmPC on the dosage for patient with
impaired renal function (severe renal

impairment and stage and end stage renal
disease) for the follicular lymphoma (FL)
indication based on additional PK analysis;
and the existing warning in section 4.4 of the
SmPC to highlight that male patients should
not donate semen or sperm during treatment
and for at least seven days after the end of
treatment following assessment of the same
change for the reference product (Revlimid,
EMEA/H/C/000717/11/0122, 15/09/2022).
The Package Leaflet has been updated

accordingly.
BBeneHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEPAKEHHS.
33. | NEHANIAOMILL | kancynu TBepai no 20 mr; no 7 KPKA, CnoBeHi BMPOGHMLTBO, NEPBMHHA Ta Xopsaris/ C.l.2.a IB - To update section 5.1 of the 3a UA/19062/01/06
KPKA Kancyn TBepaux y 6nictepi, no 3 | a.A., Hoso A BTOPWHHA yNakoBKa, KOHTPOmb CnoseHis/ SmPC on 5-year Overall Survival data peuyenmom
Gnictepn y kopobui MecTo Ta BUNycK cepii: HimeuyunHa following assessment of the same change
KPKA-®APMA f.0.0., XopBaris; for the reference product (Revlimid,
KOHTPOIb Ta BUMYCK Cepii: EMEA/H/C/000717/1/0124, 09/02/2023).
KPKA, a.4a., HoBo mecTo, BBefgeHHs 3MiH NpoTarom 6-Tn micauiB nicns
CroBeHisi; BTOPUHHA ynakoBka: 3aTBEPAKEHHS.
KPKA, a.a., HoBo mecTo, C.l.2.a IB - to update section 4.2 of the
CnoBeHisi; MmikpobionorivyHe SmPC on the dosage for patient with
BUNpoOyBaHHs (y BUNaaky impaired renal function (severe renal
KoHTponto cepii TAL ®apma impairment and stage and end stage renal
"m6X): Nabop NC CE & Ko. KT, disease) for the follicular lymphoma (FL)
HimeuuunHa; indication based on additional PK analysis;
BTOPUHHA yrakoBKa, BUMYCK and the existing warning in section 4.4 of the
cepil: SmPC to highlight that male patients should
TA[L ®apma N'm6X, HimeuumHa; not donate semen or sperm during treatment
KOHTpOnb cepii (di3nyHi Ta and for at least seven days after the end of
XiMiYHi METOAM KOHTPONIO): treatment following assessment of the same
TAL ®apma MM6X, HimevunHa change for the reference product (Revlimid,
EMEA/H/C/000717/11/0122, 15/09/2022).
The Package Leaflet has been updated
accordingly.
BBepneHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEPAKEHHS.
34. | NEHANIAOMIA | xancynu TBepAi no 25 mr; no 7 KPKA, CrnoBeHi BUPOBHMUTBO, NEPBUHHA Ta Xopsarisi/ C.l.2.aIB - To update section 5.1 of the 3a UA/19062/01/07
KPKA Kancyn TBepaux y 6nictepi, no 3 | a.a., Hoeo bl BTOPWHHA yNaKoBKa, KOHTPOmb CnoseHis/ SmPC on 5-year Overall Survival data peuyenmom
Gnictepu y kopobui MecTo Ta BUNycK cepii: HimeuunHa following assessment of the same change

KPKA-®APMA f.0.0., XopBarisi;
KOHTPOIb Ta BUMYCK Cepii:
KPKA, a.4a., Hoso mecTo,
CrioBeHisi; BTOPVYHHA yrakoBKa:
KPKA, a.a., HoBo mecTo,
CnoBeHisi; MikpobGionorivyHe
BUNpobyBaHHs (y BUNaaky

for the reference product (Revlimid,
EMEA/H/C/000717/1/0124, 09/02/2023).
BBeaeHHs 3MiH NnpoTsrom 6-Tu MicauiB nicns
3aTBEPOKEHHS.
C.l.2.a IB - to update section 4.2 of the
SmPC on the dosage for patient with
impaired renal function (severe renal
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KoHTponto cepii TAL ®apma
Mm6X): JTabop J1IC CE & Ko. KT,
HimeuumnHa;
BTOPWHHA yNaKkoBKa, BUMYCK
cepii:

TAL ®apma M'm6X, HimeuumHa;
KOHTPOSb cepii ((isnyHi Ta
XiMiYHi METOON KOHTPOSIO):
TAL ®apma 'm6X, HimevumHa

impairment and stage and end stage renal
disease) for the follicular lymphoma (FL)
indication based on additional PK analysis;
and the existing warning in section 4.4 of the
SmPC to highlight that male patients should
not donate semen or sperm during treatment
and for at least seven days after the end of
treatment following assessment of the same
change for the reference product (Revlimid,
EMEA/H/C/000717/11/0122, 15/09/2022).
The Package Leaflet has been updated

accordingly.
BBepgeHHs 3MiH npoTsarom 6-Tu mMicauiB nicns
3aTBEPOKEHHS.
35. | MET®OPMIH- TabneTkn, BKpUTI NNiBKOBOO TOB Ykpaina BMPOGHMLITBO 3@ MOBHUM Yecbka BunpasneHHsi opdporpadivyHnx NOMUnoK B 3a UA/18723/01/01
TEBA obonoHkoto, no 500 mr, no 15 «TeBa LMKMOM: Pecny6nika/ IHCTPYKUIT 4NA MeaNYHOro 3aCTOCyBaHHs, a | peyenmom
Tabnetok y 6nictepi, no 2 abo YkpaiHa» TeBa Yex IHgacTpis c.p.o., IHgis/ CaMe HanuncaHHs1 BENMUKMX Ta MarneHbK1x
no 4 6nictepn y kopobui Yecbka Pecny6nika; YropwuHa OyKB Ta 3a3HaYEHHSA PO3AINOBUX 3HAKIB:

BUPOBHMUTBO 3a NOBHUM
LMKIOM:

Mikpo J1a6bc Nimiten, IHgis;
nepBMHHa Ta BTOPUHHA
yNaKkoBKa, KOHTPOMb SIKOCTI,
[A03BIN Ha BUMYCK cepii:
AT dapmaueBTUYHUI 3aBOS,
Tesa, YropLwimHa

Litova pepakuia
Cnocib 3acTocyBaHHsA Ta 403MU.
<>
KombGiHoBaHa Tepanisi CyMiCHO 3 iHCyniHOM
[Ins AOCArHEHHs KpaLLoro KOHTPOIO PiBHA
LyKPY Y KpOBi METCOPMIH Ta iHCYNiH MOXHa
3acTocoByBaTu y BUMNAAi KOMGiHOBaHOI
Tepanii. [JonaTkoBo 40 MeThOpMIHy (i3
OOTPUMaHHS Oro 403W) MOXHa
3acTOCOBYBaTW BEYiPHIO J03Y iIHCYMiHY
(Hanpwvknag, iHcyniH cepeHbOi TpUBaNoCTi
Aii) y pasi He[oCTaTHLOrO KOHTPOSHO PIBHS
LIYKPY Y KpOBi.
<>

MauieHTn 3 NopyLUeHHAM pyHKLi HUPOK
[Mpn noMipHOMY MopyLLEHHI YHKLIT HUPOK
(knipeHc kpeaTtuHiny 30-59 mn/xs, pLUK® 30
59 mn/xs/1,73 M2) MeTOpMiH MOXHa
3aCcTOCOBYBATU NULLE 3a BiACYTHOCTI iHLIMX
dakTopiB, SKi NABULLYIOTb PU3NK
BVHWKHEHHS nakTataumnaosy, a Takox i3
ypaxyBaHHAM TaKoro KOpuryBaHHsi 403u:
nikyBaHHs cnig po3noynHaTt 3 500 mr abo
850 mr meTcopmiHy Ha [oOY; MakcumarbHa
po6osa gosa ctaHoButb 1000 mr,
posnogineHa Ha 2 NpuiomMum.

— KnipeHc KpeaTuHiHy 45-59 mn/xs, pLUK®
45-59 mn/xB/1,73 M2: HUPKOBY (OYHKLIIO
(knipeHc kpeaTuHiHy, pLLUK®) HeobxiaHo
perynsipHo nepeBipaTh (koxkHi 3-6 micsuis).
— knipeHc kpeaTuHiHy 30-44 mn/xs, pLUK®
30-44 mn/xB/1,73 M2: HUPKOBY (OYHKLiO
(knipeHc kpeaTuHiHy, pLLIK®) HeobxigHo
perynsipHo nepeBipATH, LWOHANMEHLLE KOXHi
3 micsui.
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AKLo KnipeHc KpeaTuHiHy Hwk4e 30 Mn/xB,
pLUK® Hukye 30 mn/xe/1,73 M2, nikyBaHHs
MeTOPMIHOM Crif HEranHO NPUNUHUTK
(avB. po3ginu «MpoTunokasaHHa»,
«OcobnMBOCTI 3aCTOCYBaHHSNAY).

Bupo6Hukn.
Tesa Yex IHgacTpis c.p.o.
Mikpo Na6c Nimiten
AT dapmaueBTUYHMI 3aBog TeBa

lMponoHoBaHa pepakuis
Cnocib 3acTocyBaHHs Ta 403U,
<>

KombiHoBaHa Tepanisi CyMiCHO 3 iHCyniHOM

[InA fOCArHEeHHs KpaLLoro KOHTPOIIo PiBHA

LLYKPY Y KpOBi METCOPMIiH Ta iHCYNiH MOXHa
3aCTOCOBYBaTW Y BUMMAAiI KOMOIHOBaHOI
Tepanii. [JoaaTtkoBo A0 MeTGOpPMIHy (i3

[OTPUMAHHAM MOrO [031) MOXHa
3aCTOCOBYBATU BEYIPHIO A03Y iHCYMiHY

(Hanpwknag, iHcyniH cepeHbOT TPUBANOCTI

4il) y pasi HegoCTaTHLOrO KOHTPOSO PiBHS

LYKPY Y KpOBi.
<>
MauieHTn 3 nopyLeHHAM yHKUIT HUPOK
[Mpn nomipHOMY MOpyLUEHHI PYHKLIT HUPOK
(knipeHc kpeaTtuHiny 30-59 mn/xs, pLLUK® 30
59 mn/xs/1,73 M2) MeTOpMiH MOXHa
3aCTOCOBYBATU NMULLE 3@ BiACYTHOCTI iHLIMX
dakTopiB, SKi NIABULLYIOTE PU3UK
BMHWKHEHHS NakTataumaosy, a Takox i3
ypaxyBaHHSAM Takoro KOpUryBaHHs 40O3M:
nikyBaHHs cnig po3noynHaTti 3 500 mr abo
850 Mr meTchopmiHy Ha [oOY; MakcumarnbHa
pobosa gosa ctaHoButb 1000 mr,
posnogineHa Ha 2 NpuiomMMm.

— KnipeHc kpeaTtuHiHy 45-59 mn/xs, pLLUK®
45-59 mn/xs/1,73 M2: HUPKOBY (PYHKLIiIO
(knipeHc kpeaTuHiHy, pLLK®) HeobxiaHo

perynsipHo nepeBipATU (koxHi 3-6 micsauiB).

— KnipeHc kpeatuHiHy 30-44 mn/xs, pLLUK®
30-44 mn/xB/1,73 M2: HUPKOBY (OYHKLitO
(knipeHc kpeaTuHiHy, pLLUK®) HeobxiaHo

PErynsipHo NepeBipsATH, LOHANMEHLLE KOXHi
3 micsui.

Akwo knipeHc kpeaTuHiHy Hkye 30 Mn/xs,
pLUK® Hnxye 30 mn/xs/1,73 M2, niKyBaHHs
MeT(OPMIHOM Cfli4 HEranHO NPUNUHUTI
(amB. posginu «MpoTunokasaHHs»,
«OcobnmBOCTI 3aCTOCYBaHHA»).

Brpo6HYKM.
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TeBa Yex IHgacTpis c.p.o.
Mikpo J1a6c Nimiten.
AT dapmaueBTnyHUiA 3aBoA, Tesa.

36.

MET®OPMIH-
TEBA

TabneTkn, BKpUTI NMiBKOBOKO
obonoHkoto, no 850 mr, no 15
Tabnetok y 6nictepi, no 2 abo
no 6 Gnictepis y kopobui

TOB
«TeBa
YkpaiHa»

YkpaiHa

BMPOGHMLTBO 3@ NOBHUM
LMKIOM:

Tesa Yex IHgacTpis c.p.o.,
Yecbka Pecnybnika;
BMPOGHMLTBO 3a NOBHUM
LIMKIOM:

Mikpo J1a6c Nimiten, IHgis;
nepBMHHa Ta BTOPUHHA
ynakoBKa, KOHTPOMb SIKOCTi,
[03BiN Ha BMNYyCK cepil:
AT ®apmaueBTUYHMI 3aBOS,
Tesa, YropLlimHa

Yecbka
Pecny6nika/
IHgis/
YropwwmHa

BunpaeneHHa opdorpadiyHMx NOMUIOK B
IHCTPYKUIT ANS MeAMYHOro 3acTOCyBaHHS, a
came HanvcaHHs BEMNWKUX Ta ManeHbKux
OyKB Ta 3a3HaYeHHS PO3AINOBKX 3HAKIB:
Litova pegakuis
Cnocib 3acTocyBaHHs Ta 403MU.
<>
Komb6iHoBaHa Tepanisi CymMiCHO 3 iHCyniHOM
[InA fOCArHEeHHs KpaLoro KOHTPOIIO PiBHA
LLYKPY Y KpOBi MeT(OPMIiH Ta iHCYNiH MOXHa
3aCTOCOBYBaTW Y BUMMAAiI KOMOIHOBaHOI
Tepanii. [JonaTkoBo 40 MeThOpPMIHY (i3
[OTPUMaHHSA NOro A031) MOXHA
3aCTOCOBYBATU BEYIPHIO A03Y iHCYMiHY
(Hanpwknag, iHcyniH cepeHbOT TPUBANOCTI
4il) y pasi HegoCTaTHLOrO KOHTPOSO PiBHS
LYKPY Y KpOBi.
<>
MauieHTn 3 nopyLleHHAM yHKUIT HUPOK
[Mpn nomipHOMY MOpyLUEHHI PYHKLIT HUPOK
(knipeHc kpeaTuHiHy 30-59 mn/xs, pLUK® 30
59 mn/xs/1,73 M2) MeTOPMiH MOXHa
3aCTOCOBYBATU MULLE 3@ BiACYTHOCTI iHLIMX
hakTopiB, AKi NiABULLYIOTb PU3NK
BMHWKHEHHS NakTaTtaumaosy, a Takox i3
ypaxyBaHHSAM TaKoro KOpUryBaHHs 403M:
nikyBaHHs cnig po3noynHaTti 3 500 mr abo
850 Mr meTchopmiHy Ha JoOYy; MakcumarnbHa
pobosa gosa ctaHoButb 1000 mr,
posnogineHa Ha 2 NpuiomMMm.

— KnipeHc kpeaTuHiHy 45-59 mn/xs, pLUK®
45-59 mn/xs/1,73 M2: HUPKOBY (PYHKLIiIO
(knipeHc kpeaTuHiHy, pLLUK®) HeobxiaHo
perynsipHo nepeBipATU (koxHi 3-6 micsauiB).
— KknipeHc kpeaTuHiHy 30-44 mn/xs, pLUK®
30-44 mn/xB/1,73 M2: HUPKOBY (OYHKLit0
(knipeHc kpeaTuHiHy, pLLUK®) HeobxiaHo
PErynsipHo NepeBipsATH, LOHANMEHLLE KOXHi
3 micsui.

Akwio knipeHc kpeaTuHiHy Hkye 30 Mn/xs,
pLUK® Hnxye 30 mn/xs/1,73 M2, nikyBaHHs
MeT(OPMIHOM Cfli4 HEranHO NPUNUHUTI
(amB. posginu «MpoTunokasaHHs»,
«OcobnmBOCTI 3aCTOCYBaHHA»).

Bupo6HuKm.
TeBa Yex IHgacTpis c.p.o.
Mikpo J1a6c Nimiten
AT dapmaueBTnyHUM 3aBoA TeBa

3a
peuenmom

UA/18723/01/02
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[MponoHoBaHa pepakuis
Cnocib 3acTocyBaHHs Ta 403MU.
<>

KombGiHoBaHa Tepanisi CyMiCHO 3 iHCyniHOM

[Ins fOCArHEHHs KPaLLOro KOHTPOIO PiBHA

LYKpY Y KpOBi METCPOPMIH Ta iHCYMiH MOXHa
3acToCcOoBYBaTW y BUMMAAi KOMGiHOBaHOI

Tepanii. [lonaTtkoBO 40 METHOPMIHY (i3
AOTPUMAHHAM MOro A03n) MOXHa
3aCTOCOBYBaTW BEYiPHIO [03Y iHCYNiHY

(Hanpuknag, iHcyniH cepefHbOI TPUBANOCTI

Aii) y pasi He[oCTaTHLOrO KOHTPOSIO PIBHS

LYKpY Y KpOBI.
<>
MauieHT 3 nopyLUeHHAM pyHKLi HUPOK
[Npn nomipHOMY NOpYyLUEHHI YHKLIT HUPOK
(knipeHc kpeaTuHiHy 30-59 mn/xs, pLUK® 30
59 mn/xs/1,73 M2) MeTOpMiH MOXHa
3acToCcOoBYBaTW fuMLLE 33 BIACYTHOCTI iHLLMX
hakTopiB, AKi NiABULLYIOTb PU3NK
BMHUKHEHHS NakTaTaumaosy, a Takox i3
ypaxyBaHHsIM TaKoro KOpUryBaHHs J03u:
nikyBaHHs cnig, po3noymHaTti 3 500 mr abo
850 mr meTdhopmiHy Ha [oOYy; MakcumarnbHa
pobosa gosa ctaHosuTb 1000 mr,
po3anogineHa Ha 2 NpuiomMu.

— KnipeHc kpeaTtuHiHy 45-59 mn/xs, pLLUK®
45-59 mn/xs/1,73 M2: HUPKOBY OYHKLIIO
(knipeHc kpeaTuHiHy, pLLUK®) HeobxiaHo

perynsapHo nepeBipATU (KOoxHi 3-6 micsauiB).

— KnipeHc kpeaTtuHiHy 30-44 mn/xs, pLUK®
30-44 mn/xB/1,73 M2: HUPKOBY (OYHKLit0
(knipeHc kpeaTuHiHy, pLLIK®) HeobxiaHo

perynsipHo nepesipATy, LLWOHANMEHLLE KOXHi
3 micsui.

Ao knipeHc kpeaTuHiHy Hkye 30 Mn/xs,
pLUK® Huxue 30 mn/xs/1,73 M2, nikyBaHHsi
MeT(OPMIHOM Cfli HEranHO NPUNUHUTI
(amB. po3ginu «lMpoTunokasaHHs»,
«OcobnmBOCTI 3aCTOCYBaHHS»).

Brpo6HuKm.
Tesa Yex IHgacTpis c.p.o.
Mikpo MNa6c limiten.
AT ®apmaueBTMyHUA 3aBog TeBa.

37.

MET®OPMIH-

TabneTku, BKpUTI NNiBKOBOO

TOB YkpaiHa BMPOGHMLTBO 32 NOBHUM Yecbka BunpasneHHs opdorpadiyHnux NOMUIOK B 3a UA/18723/01/03
TEBA obonoHkoto, no 1000 mr, no 10 «TeBa LIMKMOM: Pecny6nika/ IHCTPYKUIT ANS MeAMYHOro 3aCTOCYBaHHA, a | peuernmom
Tabnetok y 6nictepi, no 6 abo YkpaiHa» Tea Yex IHgacTpis c.p.o., IHgis/ caMe HanucaHHsi BENMUKMX Ta MarneHbKux
no 12 6nictepis y kopobui Yecbka Pecny6nika; YropwuHa OyKB Ta 3a3HaYEHHS1 PO3AiNOBUX 3HAKIB:

BMPOGHMLTBO 32 NOBHUM
LMKIOM:
Mikpo Na6c imiten, IHais;
nepBUHHa Ta BTOPUHHA

[irova pegakuis
Cnocib 3acTocyBaHHsA Ta 403MU.
<>

Komb6iHoBaHa Tepanisi cyMiCHO 3 iHCcyniHOM
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ynakoBKa, KOHTPOMb SKOCTI, [Ins goCArHeHHs KpaLLoro KOHTPOIO PiBHA

[03BiN Ha BMNYyCK cepil: LLYKPY Y KpOBi MeT(OPMIiH Ta iHCYNiH MOXHa
AT ®apmaueBTUYHMI 3aBOS, 3aCTOCOBYBaTU Y BUMsiAi KOMBiHOBaHOI
TeBa, YropwuHa Tepanii. [lonaTtkoBO 40 METHOPMIHY (i3

OOTPMMaHHS! 10ro Jo3u) MOXHa
3aCTOCOBYBATU BEYIPHIO A03Y iHCYMiHY
(Hanpuknag, iHcyniH cepefHbOT TPUBANOCTI
4il) y pasi HegoCTaTHLOrO KOHTPOSIO PiBHS
LYKPY Y KpOBi.
<>
MauieHTn 3 NnopyLeHHAM PyHKLUiT HUPOK
[Mpu nomipHOMY MOpYLUEHHI PYHKLIT HUPOK
(knipeHc kpeaTuHiHy 30-59 mn/xs, pLUK® 30
59 mn/xs/1,73 M2) MeTOpPMiH MOXHa
3aCTOCOBYBATU NULLE 3@ BiACYTHOCTI iHLIMX
hakTopiB, AKi NiABULLYIOTb PU3NK
BMHWKHEHHS NnakTaTaumnagosy, a Takox i3
ypaxyBaHHSIM TaKoro KOpUryBaHHsi 403u:
nikyBaHHs cnig, po3noymHaTti 3 500 mr abo
850 Mr meTchopmiHy Ha o0y; MakcumarnbHa
pobosa gosa ctaHoutb 1000 mr,
po3anogineHa Ha 2 NpuiomMu.

— KNipeHc kpeaTuHiHy 45-59 mn/xs, pLLUK®
45-59 mn/xs/1,73 M2: HUPKOBY (OYHKLIiIO
(knipeHc kpeaTuHiHy, pLLUK®) HeobxigHO
perynsipHo nepeBipaTY (KoXHi 3-6 micsauis).
— knipeHc kpeaTuHiHy 30-44 mn/xs, pLUK®
30-44 mn/xB/1,73 M2: HUPKOBY (PYHKLi0
(knipeHc kpeaTuHiHy, pLLUK®) HeobxiaHo
perynsipHo NepeBipsATH, LWOHANMEHLLE KOXHi
3 micsui.

Akwo knipeHc kpeaTuHiHy Hkye 30 Mn/xs,
pLUK® Hxye 30 mn/xs/1,73 M2, niKyBaHHs
MeT(OPMIHOM Cfli HEranHO NPUNUHUTI
(amB. posginu «MpoTunokasaHHs»,
«OcobnmBOCTI 3aCTOCYBaHHA»).

BupoGHuKm.
TeBa Yex IHgacTpis c.p.o.
Mikpo J1a6c Nimiten
AT ®apmaueBTnyHUI 3aBoA TeBa

[MponoHoBaHa pepakuis
Cnocib 3acTocyBaHHs Ta 403W.
<>

Komb6iHoBaHa Tepanisi CyMiCHO 3 iHCyniHOM
[InA fOCArHEeHHs KpaLLoro KOHTPOIo PiBHSA
LlKpY Y KpOBi MeTCOPMIH Ta iHCYniH MOXHa

3acTOCOBYBaTU Y BUMsiAi koOMBiHOBaHOT

Tepanii. JogaTkoBo A0 MeTOPMIiHY (i3

OOTPUMAHHSM 0ro 4031) MOXHa

3aCTOCOBYBATU BEYIPHIO A03Y iHCYMiHY

(Hanpwvknag, iHCyniH cepeHbOi TpUBaNoCTi
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4il) y pasi HegoCTaTHLOrO KOHTPOSO PiBHSA
LYKpY Y KpOBI.
<>
MauieHTn 3 NnopyLeHHAM PyHKUiT HUPOK
Mpu noMipHOMY NopyLUEHHI YHKLT HUPOK
(knipeHc kpeaTuHiHy 30-59 mn/xs, pLUK® 30
59 mn/xs/1,73 M2) MeTOPMiH MOXHa
3acTOCOBYBaTW fu1LLIE 3a BIACYTHOCTI iHLLMX
akTopiB, SKi NiABULLYIOTE PU3NK
BVHWKHEHHS NnakTaTaumnaosy, a Takox i3
ypaxyBaHHsIM Takoro KOpUryBaHHs J03u:
nikyBaHHs cnig po3nodmHat 3 500 mr abo
850 Mr meTchopmiHy Ha o0y; MakcumarnbHa
nobosa gosa ctaHosutb 1000 mr,
posnogineHa Ha 2 npunomu.

— KnipeHc kpeaTtuHiny 45-59 mn/xs, pLUK®
45-59 mn/xs/1,73 M2: HUPKOBY OYHKLIiO
(knipeHc kpeaTuHiHy, pLLK®) HeobxiaHo

perynsipHo nepeBipaTH (KoXHi 3-6 micsuis).

— KnipeHc kpeaturiny 30-44 mn/xs, pLUK®
30-44 mn/xs/1,73 M2: HUPKOBY PYHKLiO
(knipeHc kpeaTuHiHy, pLLUK®) HeobxigHO

perynsapHo NepeBipsaTH, LLOHANMEHLLE KOXHI
3 micsaui.

AKLo KnipeHe kpeaTuHiHy Hwkde 30 Mn/XB,
pLUK® Hukye 30 mn/xe/1,73 M2, nikyBaHHs
MEeT(OPMIHOM Clii HEFraNHO NPUNUHUTIN
(amB. posginu «MpoTunokasaHHs»,
«OcobnmBOCTI 3aCTOCYBaHHS»).

BupoGHuKm.
Tesa Yex IHgacTpis c.p.o.
Mikpo Ia6c Jlimitea.
AT ®dapmaueBTnyHMIN 3aBoA TeBa.

38. | HIKOPETTE® crpen Ans poToBOi NMOPOXHUHY, MakHin LLsewis BMPOGHMLTBO rOTOBOIO LLsewis 3minu | Ta Il Tvny, 3minm | TUNy: 6es UA/18446/01/01
dJPYKTO?O- no3oBaHui, 1 Mr/nosa; Ab NPOAYKTY (BKIHOYaun ApmiHicTpaTuBHi 3mMiHWM. 3MiHa peuenma
M'ATHUN no 150 gos cnpeto y MET-

dnakoHi emHicTio 15 mn. MNET-
rakoH 3 MexaHiYHUM
po3nunioBaveM i 3aXMCHUM
KrnanaHom NOMILLYIOTb Y
nnacTukoBmn yTrsAp i3
noninponinery. Mo 1 a6o 2
nnacTukoBmx dyTnapu y
NNacTKOBOMY KOHTYPHOMY
KOHTEWHepI i3 KapTOHHOO
OCHOBOIO

KOMMneKTauito, KOHTPOrb SKOCTI,
BUMNYCK cepili):
MakHin Ab

HaliMeHyBaHHs Ta/abo agpecu micus
NPOBaXeHHS OisnbHOCTI
BMPOBHMKa/iMnopTepa roToBOro Nikapcbkoro
3acoby, BKMOYauu AinbHULI BUNYCKy cepii
abo Micue npoBeAeHHs1 KOHTPOIKO SKOCTI.
(BisnbHiCTb, 3a AKy BignoBinae
BMPOGHMK/iMNOpTEp, BKIOYaKYX BUMYCK
cepinn)(A.5. (a),IAHRM),
3MiHm o po3sginy 3.2.P.3.1. Mogyns 3
peecTpaLiiHOro 4OCbe, a CaMe He3HauYHi
3MiHN agpecy BUPOGHMKa rOTOBOrO
nikapcbKoro 3acoby (3MiHa NoLITOBOro
iHgekcy). MNpu ubomy, dakTuyHa agpeca
BUPOGHMYMX NOTYXXHOCTEN 3anuLLAETbCs
HE3MiHHOK. AK Hacnigok BHECEHO BiAnoBigHi
3MiHM 0O TEeKCTY MapKyBaHHs Ta IHCTPYKUii
ONst MEAMYHOTO 3aCTOCYBaHHS.
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[itoya pepakuis:
Hopp6ponnaTceH 2, XenbciHréopr, 25109,
LLBeuis
Norrbroplatsen 2, Helsingborg, 25109,
Sweden
lMponoHoBaHa pepakuis:
Hopp6ponnaTceH 2, XenbciHroopr, 25442,

LBeuis
Norrbroplatsen 2, Helsingborg, 25442,
Sweden.
BBepgeHHs 3MiH npoTsarom 6-Tu micauiB nicns
3aTBEpPAKEHHS.

39. | HIMEHPUKC® NMOPOLLIOK Ta PO3YMHHUK 415 MNeANIEP CWA (OpMyBaHHS1, HAaMOBHEHHS, Benbris B.l.a.1.f - Change in the manufacturer of AS 3a UA/16901/01/01
po3umHy Ans iH'ekuin, 1 gosay ENY.cL.ni niodinisauis, KOHTPOIb SKOCTI, or of a starting material/reagent/intermediate | peyenmom
dnakoHi; no 1 donakoHy 3 . nakyBaHHs/MapKyBaHHS, BUMYCK for AS — Changes to quality control testing
nopotLukom (1 go3a) B KOMMNIEKTi KOPIMOP cepii roToBOro NpoaykTy; arrangements for the AS - replacement or
3 po3ynHHKKoMm (0,5 mn) y EVLIH (POpMyBaHHS Ta HAMOBHEHHS, addition of a site where batch control/testing
nonepeaHbLO HanoBHEHOMY nakyBaHHs//MapKyBaHHs, takes place
wnpuui Ta ABOMa ronkamu KOHTPOIb SIKOCTi, BUMNYCK cepil To add Charles River Laboratories, Inc., 299
3anakoBytoTb y brictep Ta PO3YNHHMKA: Ballardvale Street, Wilmington MA, USA as
BKIafaloTb Y KAPTOHHY KOPOOKY; Mcbansep MeHodekyypuHr contract testing site responsible for the
no 1 ¢pnakoHy 3 nopotukom (1 Benbris HB, benbris absence of toxin testing at release and
[03a) B KOMMNNEKTi 3 OopMyBaHHS Ta HaNOBHEHHS during stability on Tetanus Toxoid active
po3ynHHuUkom (0,5 mn) y PO34YMHHUKA, MAPKyBaHHS, substance intermediate manufactured at
nonepegHb0 HanoBHEHOMY KOHTPOJb SIKOCTi PO3YMHHMKA: Wyeth Pharmaceutical Division of Wyeth
wnpuui 6e3 ronky 3anakoByoTb KataneHT benbgxiym CA, Holdings LLC, Sanford, USA.

y bnictep; 10 bnicTepis Benbrisa
BKINafaloTb Y KAPTOHHY KOPOOKY opMyBaHHS BaKLMHWU,
HaMoBHEHHS (bNaKoHIB,
niodpinisavis, KOHTPOSb SIKOCTI:
nmakcoCmiTKnanH bBionoaxikanc
CA, Benbrist
KOHTPOSb SIKOCTi PO34YMHHUKA 32
nokasHukom "CTepunbHiIcTb":
CI'C a6 CimoH CA, Benbris

40. | NAPCABIB® PO34MH ANS iH'eKuin, 5 mr/mn; no AvxeH Hinepna MapKyBaHHS, BTOPUHHE Hinepnanam Type IA B.ll.b.2.a. - Change to importer, 3a UA/17068/01/01
0,5 mn (2,5 mr) y donakoHi, no 6 €spona HOW nakyBaHHs1, BUNycK cepil: / lpnangis/ batch release arrangements and quality peuenmom
dNaKkoHiB y KApTOHHI KOpobLyi; B.B. AwvaxeH €spona b.B., CLWA control testing of the FP -

no 1 mn (5 mr) y orakori, no 6
NakoHiB y KapTOHHI KopobLi;
no 2 mn (10 mr) y donakoHi, no 6
PNaKkoHiB y KAPTOHHI KOpoOLi

Hinepnangn

KOHTPOIb SIKOCTi NPY BUMYCKY:
AmpxeH TekHonoaxi (Anenensa)
AHnnimiTea KomnaHi, Ipnangis

BMPOGHMLTBO, NEPBUHHE
nakyBaHHs1, KOHTPOSb AKOCTi Ta
BUNPoOyBaHHs cTabinbHOCTI:
MateoH MaHydekuypiHr
Cepgices En.En.Ci., CLLA

BMPOBHWLTBO, NEPBUHHE
rnaKyBaHHsl, KOHTPOMb SIKOCTi Ta
BUNpobyBaHHs cTabinbHOCTI:

Replacement/addition of a site where batch
control/testing takes place - To add PDD
Development, LP, 8551 Research Way,

Suite 90 Middleton, Wi 53562, USA as an
alternative site responsible for identification
by electrospray ionization mass
spectrometry of the finished product

Parsabiv (etelcalcetide) solution for injection

(2.5, 5, and 10 mg/ml).
HopasaHHsa MN[0 OesenonmenT, J1.1., 8551
Pecepu Bei, CbioT 90 MignToH, Wi 53562,

CLUA sk anbTepHaTUBHOrO BUPOOHKKa,
BiANOBIAANbHOro 3a KOHTPOSIb AKOCTI NpK
BUNYycKy (iaeHTuikauis meTogom Mac-
CNeKTpoMeTpil.
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AmpxeH MaHydekuypinr 114,
CLA

KOHTPOJb SIKOCTi NMPW BUMYCKY
(ineHTUdbikauis meTogom mac-
cnekTpomeTpii):

MNnNAa OesenonwmenT, .M., CLLA

41.

NIPENTPO

TabneTku, BKPUTI NNiBKOBOO
ob6onoHkoto, no 100 mr, 30
TabneTok, BKPUTMX MITiIBKOBOO
060MoHKO Y NAsLWLi; no 1
NNSAWLUi B KAPTOHHIN kopobui

Mepk
Wapn i
Hoym
I0EA
MM6X

Llsenua
pis

NPOMiXKHWUIA NPOAYKT AOPaBIPUHY,
BWCYLUEHWI PO3NUNEHHAM:
BMPOBOHMLTBO/aHaniTuyHe

TEeCTyBaHHS:
XogioH ®apmaCeHcisi C.A.,
MopTyranis

NPOMIDXXHUI NPOAYKT OOPaBiIPUHY,
BVICYLLEHWI PO3MUIIEHHAM:
BMPOBHMLTBO/aHaniTu4He

TeCTyBaHHs:
®.1.C. - dabbpika ITanbaHa
CinTeTivi C.n.A., ITania

MikpobionoriyHe TecTyBaHHs
SIKOCTI:
EypodiHc Biodapma MNpogakT
TecTiHr lpnangia Nimitea,
Ipnangis

TeCTyBaHHs cTabinbHOCTI:
OpraHoH ®apma (Benuka
Bputanis) Nimiten, Benuka
BpuTaHis

Mepk Wapn i Qoym NJIC, CLUA

BMPOBHMLTBO (ponvkose
YLiNbHEHHS,
3MiLLyBaHHS/3MalLyBaHHS
rpaHyn, TUCHEHHS, NOKPUTTS
nniBkoBo 060MOHKOM),
aHaniTMyHe TeCTyBaHHS Npu
BUWMYCKY:

MCQ IHTepHewHn MM6X,
Ipnangis

nepBYHHE Ta BTOPUHHE

nakyBaHHs1, BUMYCK cepii:

Mepk Wapn i Joym B.B.,
Higepnangwm

MopTyranis/
ITania
/lpnangis/
Benvka
BpuTaHis/C
LA/
Higepnangn

B.l.a.l.z type IB - Change in the
manufacturer of AS or of a starting
material/reagent/intermediate for AS - Other
variation.

To add F.I.S. Fabbrica Italiana Sintetici
S.p.A., Viale Milano 26, Montecchio
Maggiore, VI 36075, Italy, as an alternative
manufacturer (and packaging site) of the
active substance doravirine and active
substance intermediate HMT. The MAH took
the opportunity to update the process
description of step 5 in 3.2.S.2.2. Description
of Manufacturing Process and Process
Controls.

B.l.a.l.z type IB - Change in the
manufacturer of AS or of a starting
material/reagent/intermediate for AS - Other
variation.

To add F.I.S. Fabbrica Italiana Sintetici
S.p.A., Via Massimo D' Antona 13, Termoli
86039, Italy, as an alternative manufacturer
(including packaging) of intermediate
pyridone, used in the synthesis of the active
substance doravirine. The MAH took the
opportunity to delete the centrifugation in the
description of step 2 in 3.2.S.2.2. Description
of Manufacturing Process and Process
Controls.

B.l.a.l.f type IA - Change in the manufacturer
of AS or of a starting
material/reagent/intermediate for AS -
Changes to quality control testing
arrangements for the AS - replacement or
addition of a site where batch control/testing
takes place.

To add F.I.S. Fabbrica Italiana Sintetici
S.p.A., Viale Milano 26, Montecchio
Maggiore, VI 36075, Italy, as an alternative
site responsible for quality control testing
(stability and release testing) of the active
substance doravirine and its intermediate
HMT.

3a
peuyerimom

UA/19910/01/01
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B.l.a.l.f type IA - Change in the manufacturer
of AS or of a starting
material/reagent/intermediate for AS -
Changes to quality control testing
arrangements for the AS - replacement or
addition of a site where batch control/testing
takes place.

To add F.I.S. Fabbrica Italiana Sintetici
S.p.A., Via Massimo D' Antona 13, Termoli
86039, Italy, as an alternative site
responsible for quality control testing
(stability and release testing) of the
intermediate pyridone used in the
manufacturing process of the active
substance.

B.l.a.3.a type IA - Change in batch size
(including batch size ranges) of AS or
intermediate - Up to 10-fold increase

compared to the originally approved batch
size.

To increase the batch size range of the
intermediate hydroxymethyltriazolinone
(HMT), used in the manufacturing process of
the active substance doravirine,
manufactured at F.I.S., Montecchio
Maggiore, Italy, from 81 - 162 Kg to 81 - 232
Kg (step 3).

B.l.a.3.a type IA - Change in batch size
(including batch size ranges) of AS or
intermediate - Up to 10-fold increase

compared to the originally approved batch
size.

To increase the batch size range of the
intermediate pyridine, used in the
manufacturing process of the active
substance doravirine, manufactured at
F.I.S., Termoli, Italy, from 95 - 209 Kg to 95 -
235 Kg (step 1 & 2).

42.

CIANIC®

TabneTku, BKpUTI NNiBKOBOO
o6ornoHkoto, no 20 mr; no 1
Tabnetui y 6nictepi, no 1
GnicTepy B kapTOHHIl kopobLi,
no 2 Tabnetku y 6nictepi, no 1,
abo no 2, abo no 4 Gnictepu B
KapTOHHiI kopobui

Eni Ninni
Hepepnen
n b.B.

Higepna
HOM

BMPOGHMLTBO rOTOBOI NiKapCbKOi
copmu: Ninni gene Kapibe IHk.,
CLUA; nepBuHHa Ta BTOpUHHA
ynakoBka, A03BIiN Ha BUMyCK
cepii: Ninni C.A., Icnanis

CLUA/
Icnanis

3MiHM nonsratTb B OHOBIEHHI po3ainis
«OcobnuBocTi 3acTocyBaHHA» Ta «[1obiyHi
peakuii» IHCTpyKUil ANs MeanyHoro
3acTocyBaHHS nikapcbkoro 3acoby HOBOIO
iHcpopmalieto 3 Besneku LLOAO NOBIAOMIEHD
npo BMNaaKu LieHTpanbHOI CEPO3HOT
XopioopeTuHonarii nig Yac 3acTocyBaHHs
Taganadiny, Ha OCHOBI faHWUX NOAAHUX Y
MepiognyHo oHoBnNOBaHOMY 3BiTi 3 6e3neku
(PSUR) ans Tapanadiny B €8poneicbkomy
COI03i, L0 y3aranbHIe AaHi Npo
edekTUBHICTb Ta 6e3neky Taganadiny
npoTsArom 3eiTHoro nepiogy 16 »xoBTHa 2019

3a
peuenmom

UA/17354/01/01
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no 15 xoBTHsA 2022. BBegeHHs 3MiH
NpOTArom 6 MicsLiB Nicnsa 3aTBEPKEHHS.

CIBPABA

PO34MH Ans iH'ekuin, 284 mr/1,5
M1T; o 1,5 M po3ymnHy y
nonepeaHb0 HanoBHEHOMY
Lwnpuui; no 1 nonepeaHeo
HanoBHEHOMY LUMpULY B
KapTOHHiIl kopobui

HosaprTic
Osepcis
IHBECTMEH
TC Al

BMPOGHMLTBO, NepBUHHE
nakyBaHHsl, BTOPUHHE
nakyBaHHSsi, KOHTPOIb SIKOCTi
(4acTkoBMI1), BUMYCK Cepiit:
CaHpo3 M'mbX, ABcTpisi
BUMYCK Cepint:
HoeapTic ®apma 'mbX,
HimeuunHa
BMPOGHMLTBO CTEPUIBHOMO
nikapcbkoro 3acoby - acenTnyHa
nigrotoBka Ctepunisauis -
binbTpavis, KOHTPONb AKOCTI
(dbisnko-ximiyHMI, GionoriyHuiA,
MiKpOBionorivyHWM -
CTEpUIbHICTb), NEPBUHHE
nakyBaHHs):

KopaeHn ®apma C.n.A, Migpo3gain
UP3, Itania
BTOPWHHE NaKyBaHHS:
KopaeHn ®apma C.n.A., ITanisa
BTOPWHHE NaKyBaHHS:
dapmnor ®apma JlomxucTik
'm6X, Himeuunna
BTOPWHHE NaKyBaHHS:
Oendapm XioHiHr CAC, ®paHuis
BTOPWHHE MaKyBaHHS:
MikiHr ®apma C.A., IcnaHis
BTOPWHHE NaKyBaHHS:
KOMC Xenckep Itanisa C.P.J1.,
ITanis
KOHTpOMb sIKOCTi (¢pi3nKo-
XiMiYHWR):

Yenab C.p.n., Itanis
KOHTPOMb SIKOCTi (4aCTKOBUIA):
Jlex ®apmackioTvkanc 4.4.,
BMPOGHMYa AinbHuUst MeHreLw,
CnoBeHis
KOHTPOIb SKOCTi (4aCTKOBUW):
Jlek ®apmacbioTukanc 4a.4.,
CnoBeHis
KOHTPOIb SKOCTi (4aCTKOBUW):
Hosaprtic ®apma LtenH Al
TekHikan OnepenwH3 Lseiiy,
LWrenH Crepainnas, LLseruapis
KOHTPOIb SIKOCTi (4aCTKOBUIA):
CaHpo3s 'M6X - BetpibwreTtTe /
MaHydekuepiHr Cant AcenTikc
Opar MpopakT WadTteHay /
Kynanb (Acentike OiMiEc
KyHanb), ABcTpisi

ABcTpisi/
HimeuumHa/
ITanis/
PdpaHuis/
Icnanis/
CnoseHisi/
LLiBenyapis

B.Il.d.1.z, IB Change in the specification
parameters and/or limits of the finished
product - Other variation:

To tighten the specification limits of the
finished product in accordance with quality
recommendation 4 (Letter of
Recommendation, 14-Oct-2020) for:

- Purity, denaturing IPRP test for the Total
single strands from NLT 82.0 % to NLT 84.0
%,

- Purity, denaturing IPRP test for the Total
impurities from NMT 18.0 % to NMT 16.0 %.
BBefgeHHs 3MiH NpoTarom 6-Tn MmicauiB nicns
3aTBEPOKEHHS.

B.1l.d.1.z, IB - Change in the specification
parameters and/or limits of the finished
product - Other variation:

To add the test parameters color and clarity
of solution in the specification of the finished
product according to Ph. Eur. method and
guality recommendation 5 (Letter of
Recommendation, 14-Oct-2020).

In addition, the Applicant has taken the
opportunity to implement editorial changes in
Module 3.2.P.5.1.

BBeneHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEPOKEHHS.
3rigHo nucTa 3asBHMKA B NOKaNbHUX
YKpaiHCbKMX JOKYMEHTaxX, AaHi 3MiHU
BMMMBalOTb Ha cneumdikauiio MKHA.
HapaeTtbcs Tabnuus i3 3a3HavyeHHsaM aitodoi
Ta NPOMNoHOoBaHOI pefakuii cneumdikauii
MKA

3a

peuenmom

UA/19037/01/01
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44. | COIIKBA pO34mH ans iH exuin, 100 TOB YkpaiHa CaHodpi-ABeHTic [Jonunang HimeuyunHa C.1.4, Il - Change(s) in the SPC, Labelling or 3a UA/16775/01/01
Op./mn+33 mkr/mn; Ne3 abo Ne5: "CaHodi- m6X PL due to new quality, preclinical, clinical or | peuenmom
no 3 mMny KapTpuaxi, ABeHTiC pharmacovigilance data:

BMOHTOBaHOMY B OZHOpPa3oBy YkpaiHa" Update of section 4.8 of the SmPC in order
wnpuu-pyyky; no 3 abo no 5 to cholelithiasis and cholecystitis to the list of
LLUNPUL-PYHOK B KAPTOHHIN adverse drug reactions (ADRs) with
Kopobui. MonKkM B ynakoBKy He frequency(uncommon). The Package Leaflet
BKITHOYEHi is updated accordingly. In addition, the MAH
took the opportunity to introduce minor
editorial changes to the PI.
BBepgeHHs 3MiH NnpoTsarom 6-Tu mMicauiB nicns
3aTBEpPAKEHHS.

45. | CONIKBA pO34MH ans iH exuin, 100 TOB YkpaiHa CaHodpi-ABeHTic [JonunaHg HimeuyunHa C.1.4, Il - Change(s) in the SPC, Labelling or 3a UA/16774/01/01
Opa./mn+50 mkr/mn; Ne3 abo Ne5: | "CaHodpi- mM6X PL due to new quality, preclinical, clinical or | peuenmom
no 3 My KapTpuaxi, ABeHTiC pharmacovigilance data:

BMOHTOBaHOMY B OHOpa3oBy YkpaiHa" Update of section 4.8 of the SmPC in order
LINpUL-pyyKy; o 3 abo no 5 to cholelithiasis and cholecystitis to the list of
LLNPUL-PYHOK B KAPTOHHIN adverse drug reactions (ADRs) with
Kopobui. MonKkM B ynakoBKy He frequency(uncommon). The Package Leaflet
BKITOYEHi is updated accordingly. In addition, the MAH
took the opportunity to introduce minor
editorial changes to the PI.
BBeneHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEPAXKEHHS.
46. | ®EBYKCOCTA | TabneTtku, BKpUTI NMiBKOBOIO KPKA, CnoBeHi BUPOBHMUTBO, NEPBUHHE Ta CnoeeHis C.l.2.aIB - To update section 5.1 of the 3a UA/18195/01/02
T KPKA obonoHkoto no 120 mr; no 14 a.a., Hoso a BTOPUHHE MaKyBaHHS, KOHTPOSb SmPC for Febuxostat 120 mg by deleting a peuenmom
Tabnetok y 6nictepi; no 2 MecTo cepii (isnyHi Ta ximivHi meToamn sentence related to the FAST study. The
BnicTepu y KapTOHHI KopobLi KOHTPOIIO, KOHTPOSb changes are in line with the changes
MiKpOBionoriyHOi YNCTOTH Cepii), implemented for the reference product
BUWMNYCK Cepil: Adenuric I1B-69. Additionally, the MAH has
KPKA, a.4., HoBo mecTo, taken the opportunity to make minor spelling
CnoBeHis corrections to the Spanish PIl. BeegeHHs

KOHTPOIb cepii (isnyHi Ta 3MiH NpOTSArom 6-Tu MicsLiB nicns

XiMi4Hi METOAMN KOHTPOIO): 3aTBEPOKEHHS.

KPKA, a.a., HoBo mecTo,

CnoBeHis
KOHTpOnb cepii (isnyHi Ta
XiMiYHi METOAMN KOHTPOTIO):
Kemivicbki iHCTUTYT, LleHTp 3a
Banigauincke TexHonorie iH
aHaniTiko (LIBTA), CrioseHis
KOHTpOnb cepii (i3nyHi Ta
XiMiYHi METOAMN KOHTPOIO):
HN30X (HauioHanbHi
naboparopis 3a 3gpas'e, okone
iH xpaHo), CroBeHis

KOHTpOnb cepii (i3nyHi Ta

XiMi4Hi METOAMN KOHTPOTIO):

Keminab g.0.0., CnoseHisa

47. | ®EBYKCOCTA | Tabnetku, BKpUTi MiBKOBOKO KPKA, CrnoBeHi BUPOBHMUTBO, NEPBUHHE Ta CnoBeHis C.l.2.a - Change in the SPC, Labelling or PL 3a UA/18195/01/01
T KPKA o6onoHkoto no 80 mr; no 14 a.4., Hoeo A BTOPUHHE MaKyBaHHS, KOHTPOIb of a generic/hybrid/biosimilar products peuenmom

TabneTtok y 6nictepi; no 2 MecTo cepii (pianyHi Ta XiMivHi MeToan following assessment of the same change

BrnicTepu y KapTOHHIN kopoOLi

KOHTPOIM, KOHTPOSTb

for the reference product - Implementation of
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MikpoBionoriYHoi YnCcToTH cepii),
BUNYCK cepii:

KPKA, a.a., HoBo mecTo,
CnoBeHis
KOHTPOSb cepii ((isnyHi Ta
XiMi4Hi METOAMN KOHTPOTIO):
KPKA, a.4a., HoBo mecTo,
CnoBeHis
KOHTpOnb cepii (Pi3nyHi Ta
XiMiYHi METOON KOHTPOSHO):
Kemincobki iHCTUTYT, LieHTp 3a
Banigauiicke TexHomnorie iH
aHaniTiko (LUBTA), CnoBeHis
KOHTPOSb cepii ((isnyHi Ta
XiMi4Hi METOAN KOHTPOIO):
HN30OX (HauioHanbHi
nabopartopisi 3a 3gpaB'e, okone
iH xpaHo), CrioseHis
KOHTPOSb cepii ((isnyHi Ta
XiMiYHi METOAN KOHTPOSHO):
Keminab g.0.0., CnoBeHis

change(s) for which NO new additional data
is required to be submitted by the MAH
Product information was updated in the
following sections:

- section 4.4 and 4.5 of the SmPC update in
order to amend an existing warning on the
drug-drug interaction information with
mercaptopurine/azathioprine based on final
results from study FAI-01;

PIL is not affected.

BBepgeHHs 3MiH NnpoTsarom 6-Tu mMicauiB nicns
3aTBEPOKEHHS.

C.l.2.a - Change in the SPC, Labelling or PL
of a generic/hybrid/biosimilar products
following assessment of the same change
for the reference product - Implementation of
change(s) for which NO new additional data
is required to be submitted by the MAH
Product information was updated in the
following sections:

- sections 4.4, 4.8 and 5.1 of the SmPC and
Section 4 of the PIL to include information
regarding cardiovascular safety of febuxostat
in patients with chronic symptomatic
hyperuricaemia based on
results form FAST study.
BBeneHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEPOKEHHS.

48.

DEBYKCOCTA
T KPKA

TabneTku, BKpUTI NNiBKOBOO
o6onoHkoto no 120 mr; no 14
Tabnetok y 6nictepi; no 2
BnicTepu y KapTOHHI KopobLi

KPKA,
n.o., Hoeo
MecTo

CnoBeHi
a

BUPOOHWLTBO, NEPBUHHE Ta
BTOPWHHE NaKyBaHHS, KOHTPOIb
cepii (pianyHi Ta xiMivHi MeToan

KOHTPOIO, KOHTPOMb
MiKpOBionoriyHOi YNCTOTH Cepii),
BUNYCK cepii:

KPKA, a.4a., HoBo mecTo,
CnoBeHis
KOHTpOnb cepii (isnyHi Ta
XiMi4Hi METOAMN KOHTPOIO):
KPKA, a.a., HoBo mecTo,
CnoseHis
KOHTpOnb cepii (isnyHi Ta
XiMi4Hi METOAUN KOHTPOTIO):
Kewminceki iHcTuTyT, LieHTp 3a

Banigauinicke TexHonorie iH

aHaniTiko (LBTA), CnoBeHis

KOHTpOnb cepii (isnyHi Ta

XiMiYHi METOAMN KOHTPOIO):

HN30X (HauioHanbHi
nabopartopis 3a 3gpaB'e, okorne
iH xpaHo), CroBeHis

KOHTpOnb cepii (i3nyHi Ta

XiMiYHi METOAUN KOHTPOIO):

Keminab g.0.0., CnoseHisa

CnoseHis

C.l.2.a - Change in the SPC, Labelling or PL
of a generic/hybrid/biosimilar products
following assessment of the same change
for the reference product - Implementation of
change(s) for which NO new additional data
is required to be submitted by the MAH
Product information was updated in the
following sections:

- section 4.4 and 4.5 of the SmPC update in
order to amend an existing warning on the
drug-drug interaction information with
mercaptopurine/azathioprine based on final
results from study FAI-01;

PIL is not affected.

BBeaeHHs 3MiH NnpoTsarom 6-Tu micauiB nicns
3aTBEPAKEHHS.

C.l.2.a - Change in the SPC, Labelling or PL
of a generic/hybrid/biosimilar products
following assessment of the same change
for the reference product - Implementation of
change(s) for which NO new additional data
is required to be submitted by the MAH
Product information was updated in the
following sections:

- sections 4.4, 4.8 and 5.1 of the SmPC and

Ba peuernmom

UA/18195/01/02
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Section 4 of the PIL to include information
regarding cardiovascular safety of febuxostat
in patients with chronic symptomatic
hyperuricaemia based on
results form FAST study.
BBeaeHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEpPOKEHHS.

49. | XAUPIMO3 40 pO34mnH ANns iH'ekuin, 40 mr/0,8 CaHpos AscTpis KOHTPOMb (XiMiYHWI/Di3NYHWIA): LLisenuapis/ Mia Yac npoBeaeHHs Npoueaypu BHECEHHS 3a UA/17973/01/01
mn; no 0,8 mn y nonepeaHs0 b6X Hosaprtic ®apma LWtanH AT, CnoseHis/ 3miH Tuny /1B, 3aTBepmKkeHnx Hakasom peuernmom
HanoBHEHOMY LNpuLi; no 1 abo LLiseviLapis ABCTpIs MOS YkpaiHn Ne1823 Big 07.10.2022 p. y
2 nonepeaHbO HanoOBHEHNX KOHTponb cepii (6ionoriyHni): MKA y Cneuwdpikauii nomunkoso 6yno
wnpuuiB y bnictepax y Hoaprtic ®apma AT, LLsenuapis BKa3aHe 3Ha4YeHHS CUMNM KOB3aHHS | 3CyBY B
KapTOHHIl kopobui KOHTpOIb cepii (GionoriyHni): MM/XB Ansi nokasHuka «Cuna 3cyBy» Ta

Jlek g.a., NE BupobHuuteo «Cwuna koB3aHHsa» ansi fosysaxHs 20 mr/0,4
MeHrew, CnoBeHis mn, a He 40 mr/0,8 mn.
NMOBHUIA LMK BUPOOHMLTBA:
CaHnpgos 'M6X - BupobHuua
OinbHMusa AcenTtuyHi Jlikapcbki
3acobu WadTeHay (AcenTuyHi
N3LW), AscTpis
KOHTpOrb cepii
(XiMi4HWIA/pi3NYHUR):
€spocpiHc PACT 'mMBX,
HimeyunHa
KOHTpPOIb cepii
(MiKpOGionoriYHWI -CTepUnbHI
NOKa3HWKKN, MiKpOBIONOriYHWI -
HeCTepUIbHI NOKa3HMKM):
CaHpo3 'M6X - BupobHuya
ninbHUUSA BioTexHonoriyri
Nikapcbki CybeTanuii KyHans
(BT NCK), ABcTpis
KOHTpOrb cepii (BionoriyHni):
CI'C Ananituke Lsenuapis AT,
Llisevuapis
HavanbHuk

®apMaleBTHYHOI0 YIIPABJIIHHSA

Tapac JIICKOBCbKHUH




