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»

Big 08 mrororo 2024 poky Ne 214

JIKAPCBKHUX 3ACOBIB (MEAUYHUX IMYHOBIOJIOT'TYHUX ITPEITAPATIB), IIOJ10 AKUX BYJIM BHECEHI

3MIHHU JIO PEECTPAIIIMHUX MATEPIAJIB, SIKI BHOCSATBCS 10 IEP’KABHOI'O PEECTPY JIIKAPCBKHX
3ACOBIB YKMPAiHI/I, SAKI 3APEECTPOBAHI KOMIIETEHTHUMHW OPTAHAMH CIIOJIYYEHHUX HITATIB
AMEPHUKHU, HIBEMLHAPCBKOI KOH®EJAEPALII, AITIOHII, ABCTPAJIII, KAHA/IHU, ITIKAPCBKUX 3ACOBIB, 1O 3A

CO103Yy

HEHTPAJII30BAHOIO ITPOLEJIYPOIO 3APEECTPOBAHI KOMIIETEHTHAM OPTAHOM €BPOIIEHCHKOI'O

Ne Hasea @Popma eunycky (nikapcbka 3asisHUK Kpaina Bupo6Huk Kpaina PeecmpauyitiHa npoyedypa Ymoeu Homep
n/ JliKapcbK020 ¢opma, ynakoeka) sidnycky |peecmpayiliHo2
n 3acoby 0 noceid4yeHHs1
1. | ANIlbBYPEKC® | posuunH ans iHdysin, 20 % no 50 ucn Lsenua BMPOGHMLITBO Hepo3dacoBaHoi LLisenuapis/ B.l.a.42z)IB 3a UA/18876/01/01
Mn a6o 100 mn y donakoHi; no 1 BepiHr Al pis npoAayKLuii, NepBUHHE NaKyBaHHSA, CLA BnpoBamkeHHs NimMiTy akTUBHOIO BUXOAY peuenmom
dnakoHy B KapTOHHIl kopobLi KOHTPOSb SIKOCTi, BUNYCK Cepil: cneuundivyHoro anbbymiHy Ans 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
BMPOOHMLITBO 3@ NMOBHUM
LIMKIIOM:
LICI1 Bepinr J1.J1.C., CLLA
2. | AlIbBYPEKC® | posuuH ans iHdysin, 20 % no 50 ucn Lsenua 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 NpoayKLii, NepBUHHE NaKyBaHHS, CLA MopoBxeHHs Yacy 36epiraHHs oYMLLEHOT peuernmom

nakoHy B KApTOHHIl kopobLi

KOHTPOSb SIKOCTi, BUNYCK Cepil:
LICIT Bepinr AT, Lseriuapis
NepBUHHE NaKyBaHHS
(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 roguH go 120 roauvH.
BHeceHHs pefakuiiHux npaBok [0 po3ainis
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, LLBenuapis
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 kKOpooOLi CTEepUIbHUNA, MiKpOBIONOriYHWIA - manufacturing process of the active

CTEPUINbHWIA; BTOPUHHE substance.
nakyBaHHsI; cTepunisauis -
dinbTpauis; 36epiraHHs Ta/abo
PO3MOBCHAXKEHHS:
Hosaprtic ®apma LWTenH Al,
LLiBeviuapis
KOHTPOIb SIKOCTi - BionoriyHui:
Hoeaptic ®apma Arl, LLseruapis
BUMNYCK Cepil:
HoeapTic ®apma 'mbX,
HimeuyunHa
BUWMYCK Cepil:
HoBapTic ®apmacbtotuka C.A.,
Icnanis
BAPIATE®® kancynu m ki no 100 mr; no 10 BepiHrep Himeuun BMPOGHWK, LLIO 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 BMPOBHMUTBO, 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 (KOPOOKu),
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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MikpoBionoriYHOT 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

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

yucToTa: XapaKTepuCTUKN NikapcbKkoro 3acoby: po3ain
CI'C IHctutyT ®peseHiyc MvbX, «4.2 [Jo3n Ta cnoci6 3acTocyBaHHsA», po3ain
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 BignoBigae 3a HimeyunHa C.1.4, type Il - Change(s) in the SPC, 3a UA/16651/01/02
Kancyn M'akux B arnoMiHiEBOMY 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 (KOpPOOKM), 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
'm6X 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 WTABTECT Jlabop 17 year-old) with clinically significant
dyp AHaniTuK yHa fibrosing interstitial lung disease.
CrabinitatcnpydyHr FTM6X, 3MiHM [0 HacTynHUX po3AiniB iHCTPYKUiT Ans
HimeuunHa MeAMYHOro 3acToCyBaHHs: «PapmakonoriyHi
anbTepHaTMBHI nabopaTopii Ans BnacTuBocTi. PapmakokiHeTuka», «Cnocio
NpoBeeHHsI KOHTPOIIO SIKOCTi 3a 3acTOCyBaHHSA Ta [40O3W».
nokKa3HUKoM 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 BMacTUBOCTI».
JNa6op NC CE eHpg Ko. KT,
HimeyvdmHa
BAPFrATE®® kancynu m'siki no 100 mr; no 10 BepiHrep Himeyun BUPOGHMK, Lo Bignosigae 3a HimeyumHa 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

KOHTPOSb SIKOCTi Kancyn in bulk

test parameter from the specification of the
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 YncToTn):

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 antoMiHieBOMy 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;
no 1 ¢pnakoHy B KOMMMEKTi 3
ronKkor iNbTpyBansHoOW B
KopobLi 3 KapToHY

HoBapric
OBepcis
IHBECTMEH
TC Al

LLsenua
pis

BUNYCK Cepint:
AnkoH-KyBpbop , benbris
BWMYCK Cepilt:
HoeapTic ®apma 'mbX,
HimeuyunHa
BWMYCK Cepilt:
HoeapTic ®apmacbtotuka, C.A.,
Icnanis
BWNYCK Cepill, BTOPUHHE
nakyBaHHS:

Ilek ®apmacbloTukanc a.4a.,
CnosBeHisi
BMPOGHMLTBO CTEPUIBHOMO
nikapcbKoro 3acoby - rotyeTbcst
acenTuU4HO; NepBUHHE
naKyBaHHS1; KOHTPOIb SIKOCTI -
XiMiYHWI/Pi3NYHNIA, KOHTPOMb
AKOCTI - MiKPOBIONOriYHWN - He
CTEPUINbHICTb; KOHTPOMb AKOCTI -
MikpoGionoriyHui -
CTEPUIbHICTb; BTOPUHHE
nakyBaHHs:

Hoeaptic ®apma LWtenH Al',
LLiBeviuapis
KOHTPOSb SIKOCTi - GionoriyHuii
Hoeaptic ®apma Arl, LLseluapisi

Benbris
/HimevunHa/
Icnanis/
LLseviyapis/
CnogeHis

BHECEHHS 3MiH O peecTpauiiHnX
maTtepianis: B.Il.b.l.a type IAin -
Replacement or addition of a manufacturing
site for the FP - Secondary packaging site
To add Lek Pharmaceuticals d.d.
(Verovskova ulica 57, Ljubljana, 1526,
Slovenia) as a site responsible for secondary
packaging of the finished product. BBeaeHHsi
3MiH NPOTAroM 6-Tu MmicAuiB nicns
3aTBEPOKEHHS.

B.1l.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 Novartis Pharma GmbH (Roonstrabe
25, 90429 Nuremberg, Germany) as a site
responsible for batch release (not including
batch control/testing) of the finished product.
BBeneHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEPOKEHHS.

B.ll.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 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.

3a
peuyerimom

UA/18277/01/01

13.

FAPOACUN® 9
BAKUUHA
NPOTH
BIPYCY
nNANINOMU
NIOONHMU 9-

cycneHsia ans iH'ekuin, no 0,5
Mn (1 posa); no 0,5 mn cycneHsii
y nonepefHbL0 HanoBHEHOMY
wnpui (ckno) 3 obmexysayem
X0Ay MOPLUHS (CMNIKOHI30BaHWI
OGpomByTMNOBUIA enacTomep i3

Mepk
Wapn i
Ooym
IOEA
X

LlIsenua
pist

06'edHaHHS rOTOBOro NPOAYKTY
(noBTOpPHE cycneHayBaHHS Ta
06'eaHaHHSA KiHLEBOro
cdopmyrnboBaHoro barnky,
OTpWMMaHoro 3 AdinbHuui Bect
[MOMHT), HANOBHEHHS! LNpULIB

CLIA/
Higepnangwm
/lpnaHgis/lc

naHis

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

3a
peuerimom

UA/20128/01/01
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BAJEHTHA
(PEKOMBIHAH
THA,
ACOPBEOBAH
A)

nokputTam FluroTec) Ta
KOBMAYKOM (CUHTETU4YHa
isonpeH-6poMbyTUnoBa cymiLu).
Mo 1 nonepeaHbLO HAaNOBHEHOMY
wnpuuy 3 2 ronkamu aéo no 10
nonepeaHbLO HanoBHEHWX
LNpuuiB 3 2 ronkamu ons
KOXHOFO LUNpuLUa B KAPTOHHIN
kopobui 3 iHCTpyKUieto Ans
MeAMNYHOro 3aCTOCYBaHHS!

(nepBUHHE NakyBaHHS),
TeCTyBaHHs Mpy BUMYCKY AN
LINpuLiB, HANOBHEHUX Ha
AinbHui bakctep (nuwe
€HOOTOKCUHW Ta CTEPUNBHICTb):
Bakctep ®apmacstoTikan
ContowHc JINC, CLWA
TeCTyBaHHs Mpy BUMYCKY AN
LINpuLiB, HANOBHEHUX Ha
OinbHUUi Kaprnoy, TecTyBaHHSA
npv BBE3€EHHI (4Ns Wwnpuuis,
OTpUMaHuX 3 AinbHuui Bect
MonHT Ta AinbHULi Bakctep)?,
MapKyBaHHsi Ta BTOPUHHE
nakyBaHHsi, cepTudikauia Ta
BUMYCK cepii:

@ TecTyBaHHS Npu BBE3EHHI
BKITHOYA€E NPOBELEHHS BCiX
TECTIB Npu BMUNYCKy cepii
KiHLEBOro NpoJyKTy
Mepk Wapn i Joym B.B.,
Higepnangu
Bupo6HMLTBO: hopmynsuis,
HaMoOBHEHHS Ta NEPBUHHE
NakyBaHHs! LUNPWLiB, TECTYBaHHS
npu BUNYycCKy (KiHLeBOro
cchopmynboBaHoro 6anky Ta
LUINpULIB, HAaNOBHEHWX Ha
AinbHUUi Bect MonHT Ta Ha
ninbHUUi bakcTep), TecTyBaHHSA
cTabinbHocCTi:

Mepk Wapn i Qoym NJIC, CLUA
BMPOGHMLTBO: hopMynsLis,
HamnoBHEHHSI Ta NEPBUHHE
NakyBaHHs! LUNPULIB, TECTYBaHHS
npu BUMYCKY
(kiHLUEeBOrochopMynbLOBaHOTO
Ganky Ta WnpuyiB, HAaNOBHEHUX
Ha ainbHuLi Kapnoy),
TeCTyBaHHs cTabinbHOCTI:
MCQ IHTepHewHn TMEX/MC[,
IpnaHgis (Kapnoy), IpnaHgis
MapKyBaHHsi Ta BTOPUHHE
nakyBaHHs:

Pogi ®apma IngacTpian
Cepsicec, C.A., IcnaHist

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 - NPOTSIrom 6 micauis
nicns 3aTBepAXEHHSI.

14.

AOENCTPIrO

TabneTku, BKpUTI NNiBKOBOO
obonoHkoto, no 100 mr/300
mr/245 mr, 30 TabneTok,
BKPUTUX NIiBKOBOK OBGOMNOHKOK
y nAsawWwi, 1 nnswka B KApTOHHIN
KopooLi

Mepk
Wapn i
Ooym
IOEA
X

LlIsenua
pist

NPOMKHUIA NPOAYKT AOPaBIPUHY,
BWCYLUEHW PO3NUNEHHSM:
BUPOGHMLTBO/aHaniTu4He

TecTyBaHHS: XOBIOH
dapmaCeHcis C.A., MopTyranis;

NPOMIXXHUIA NPOAYKT AOPaBipUHY,

Moptyranis/
ITanis/,
Benuka

Bpuranis/
CLIA/
IpnaHgis/

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

3a
peuerimom

UA/19937/01/01
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BVCYLLEHWI PO3MUIIEHHAM:
BUPOBHMLTBO/aHaNITU4He
TecTyBaHHsA: ®.1.C. - ®abb6pika
ITanbsaHa CivTeTivi C.n.A.,
ITanis; mikpobionoriyHe
TecTyBaHHA sikocTi: EypodiHc
Biodapma Mpogakt TecTiHr
Ipnangis J1ta, lpnangis;
TeCTyBaHHs1 cTabinbHOCTI:
OpraHoH ®apma (Benvka
Bputanis) Jliviteq, Benvka
BpuTtaHis; Mepk LWWapn i Joym
JINC, CWA; BupobHMLTBO
(ponuvkoBe yLinbHEHHS,
3MiLllyBaHHSA/3MaLLyBaHHS
rpaHyn gopasipuHy Ta
namiByanHy/TeHodoBipy
Avsonpokcuny dymapary,
TUCHEHHS, NMOKPUTTS MIiBKOBO
0BOIOHKOI0), aHaniTU4YHe
TecTyBaHHs npu Bunycky: MC[]
IHTepHelwwHn MM6X, Ipnangis;
nepBUHHE Ta BTOPUHHE
nakyBaHHs, BUNYyCK cepii:
Mepk Wapn i Joym B.B.,
Higepnangu

Higepnanam

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.

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
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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, 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, ltaly, from 95 - 209 Kg to 95 -
235 Kg (step 1 & 2).

15.

IBPAHC®

TabneTkun, BKpUTI NMiBKOBOKO
o6onoHkot, no 75 mr: no 7
Tabnetok y 6nictepi; no 3
BnicTepu y KapTOHHI KopobLi

MNdpanzep
Enu. Ci.
Mi.
Kopnopen
w, CLLA

CLA

BMPOOHMLTBO, TECTYBaHHS,
nepBYHHE NakyBaHHS, BTOPUHHE
nakyBaHHsI, BUNYyCK cepii:
Mdparizep MeHodekvypuHr
Honunenn M16X

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.
3MiHV BHECEHO B iHCTPYKLIiO A1 MEAUYHOrO
3aCcTOCyBaHHS fikapcbKkoro 3acoby Ao
po3ainis «®apMakoTepaneBTU4Ha rpyna.
BBeneHHs 3MiH npoTsarom 9-Tu micauiB nicns
3aTBepaxeHHs. 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
3acToCyBaHHS fikapcbKoro 3acoby Ao
po3giny «PapmakonoriyHi BNacT1BOCTI»; B
po3sginax «Cnocib 3acTtocyBaHHs Ta [O3U»
Ta «[MobivHi peakuii» 3MiHeHO NuLle

3a
peuerimom

UA/18795/01/01
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HyMepaLito Tabnuub, BiANOBiAHO A0
OHOBJIEHb, BHECEHWNX B pO34ini
«PapMaKkonorivyHi 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.
3MiHV BHECEHO B iHCTPYKLUIilO A11s1 MEAUYHOro
3aCTOCYBaHHS Nikapcbkoro 3acoby Ao
po3ginie «OcobnmMBoCTi 3acTocyBaHHA» Ta
«[lMoGivHi peakuiji».

BBeneHHs 3MiH npoTarom 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 nepenbavae BHECEHHS 3MiH [0
opwvriHanbHOI KOPOTKOI XapakTepucTuku EU-
SmPC B po3gini 5.3 Preclinical safety data,
iHcpopMmalisi 3 sikoro He BigoGpaxkeHa B
iHCTPYKLUii Ans MeQMYHOro 3aCTOCyBaHHS
nikapcbkoro 3acoby.

BBeaeHHs 3MiH npoTsrom 9-Tu micauiB nicns
3aTBEpPOKEHHS.

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




[TpomoBkeHHs 1o1aTKa 3
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.

Mpw 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 3aTBEpPOXEHY).
O6uagi Bepcii MNnaHy ynpaBniHHA pu3nkamm
npuBedeHo B HaJaHUX MaTepianax 4OCheE.
OnoBneHHs go MNYP onucaHo B pestome,

NpuBEAEHOMY HUXKYE.
OO6rpyHTyBaHHS Ansi NoAaHHsS OHOBIEHOrO
MYP, Bepcis 1.9:

BupaneHHsa BaxnuBmx ineHTUdIKkoBaHNX
pu3smkiB (Mienocynpecis [HenTponeHis,
aHeMis,
TpombGoumToneHis] Ta I3J1/NHeBMOHIT) i
BaXITMBUX NOTEHLINHNX PU3MKIB
(nopoBXeHHs
iHTepeany QT, rineprnikemist) Ta BiaCyTHbOI
iHdopMaUii (nauieHTn Yonogiyoi cTaTi) 3 ycix
Bi4NOBIgHNX PO34iniB
Pestome 3HayHux 3MmiH B [TYP:

* YacTtuHa |: bes pegaryBaHb
* YactuHa Il Mopynb Sl: bes peparysaHb
* YactuHa Il Mogyneb Sli: bes pegaryBaHHb
* YactuHa I, moaynb SllI: BunpasneHHs
Tabnuub ekcrnosuuii CT (BunpaeneHHs:
nauieHTun, ski
oTpumyBanu nnauebo 3 focniaxeHHs
A5481023, 6ynun HenpaBWIibHO BKIOYEHI B
yCi pesynbTaTy,

a onst A5481027 16paHc nauieHTn 6ynu
NOMUINKOBO BUKITHOYEHi 3 ABOX Tabnuub
[03yBaHHs.)

» YactuHa Il Mogynb SIV: bes pegarysaHb

» YactuHa Il Mogynbe SV: Bes peparysaHb

* YactuHa Il Mogynb SVII: BuganeHHs
BULLE3a3HaYEHNX PU3NKIB | BIACYTHBOT
iHcpopmalii 3
yCix BiONOBIQHMX PO3A4iNiB i KOPUryBaHHS
Tabnuub woao 3actocoBHux CT pusnkiB
(amB.

BUNpPaBIeHHs, BKoYeHe B YacTuny |l
Mogayns Sl Buwe)

* YactuHa Il Mogynb SVIII: BuganeHHs
BULLE3a3Ha4YEHNX PU3NKIB Ta BiACYTHLOI
iHdbopmauii
* Yactuna lll: gocnimkeHHa A5481027
BUAAnNeHo.

» YactuHa V: BuganeHHs BuLlesasHavyeHmx
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PU3KKIB i BigCYTHLOI iHdbopMaLlii 3 ycix
BiANOBIOHMX
posainis.

* YactunHa VI: BuganeHHs BuesasHadeHnx
PU3KKIB i BigCyTHLOI iHdopMalLii 3 ycix
Bi4NOBIgHNX PO34inis
» OHOBMEHHA aoaaTkie 7,8
OO6r'pyHTYyBaHHA Ansi NO4aHHA OHOBIEHOTO
MYP, Bepcis 1.8:
[ponoHoBaHO BMAANUTU BaXXNUBUIA
NOTEHUIVHUIA pU3KK rinepriikemii Ha OCHOBI
pesynbTaTis
pocnigxeHHsa 3 A5481027.

Pestome 3HayHux 3miH B MYP:

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

* YactuHa Il Mogynb SVII: OHoBrneHa
iHdbopmaLis Npo NOCTMAaPKETUHIOBUA PU3UK.
* YactuHa Il Mogynb SVIII: 3anponoHoBaHo
BUAANEHHs1 BXINMBOIrO NMOTEHLIAHOTO pU3nNKy
«lineprnikemia»

* YactuHa lll: BnganeHo gocnigpkeHHs
A5481027.

» YactuHa V: 3anponoHoBaHo BMAANEHHS!
BaXXMMBOIO MOTEHLINHOIO PU3NKy
«linepraikemis».

* YacTtuna VI: BuoaneHo Baxxnueum
NOTEHUiNHMIA pu3unK lMnokmnikemito.

» OHoBneHHs Jopartkis 2,3,7,8.

16.

IMYHAT

NMOPOLLIOK Ta PO3YUHHUK AN
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
BBEJEHHS Y Kopobui

BakcTep
Al

ABCTpis

Bunyck cepii M3 Tta
po3unHHuKa: Takeda
MarydekuypiHr ABctpisa AT,
ABcTpisi; BupobHuuTBO,
nepBUHHe NakyBaHHs 13,
BTOpPUHHe nakyBaHHs 113 Ta
PO3YMHHMKA, KOHTPOSIb AKOCTI
'N3: Takepa MaHnydek4ypiHr
AscTpis Al', AscTpisi; KoHTpornb
akocTi [T13: Takena
MaHnydekuypiHr ABcTpis AT,
ABcTpis; BupobHuuTBo,
NnepBUHHE NakyBaHHA Ta
KOHTPOMb AKOCTi PO3UYNHHMKA:
3irdpia XamensH M'mbX,
HimeyunHa

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)
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.

3a
peuerimom

UA/16963/01/01
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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.

17.

IMYHAT

NMOPOLLIOK Ta PO3YMHHUK OIS
PO34MHY ANS iH eKUin No
500/375 MO, 1 dpnakoH 3
MOPOLLKOM Y KOMMMeKTi 3 1
drakoHOM po3ynMHHUKa (Boaa
ans iH'ekyin) no 5 mn ta
HabopoMm AN PO3YMHEHHS i
BBEAEHHS Y Kopobui

BakcTep
Al

ABcTpis

Bunyck cepii M3 Tta
po3unHHKKa: Takeda
MaHrydekuypiHr ABctpisa AT,
ABCTpisi; BupobHmLTBO,
nepBuMHHe nakyBaHHs 13,
BTOPWHHE nakyBaHHs 113 Ta
PO3YMHHMKA, KOHTPOIb AKOCTI
'N3: Takepa MaHnydek4ypiHr
AscTpisa Al', ABcTpisi; KoHTponb
akocti [T13: Takepa
MaHydek4ypiHr AscTpis AT,
ABcTpisi; BupobHuuTBO,
nepBUHHE NaKkyBaHHA Ta
KOHTPOMb AKOCTi PO3UYMNHHMKA:
3irdppin XamensH MmbX,
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

3a
peuerimom

UA/16964/01/01
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18. | IMYHAT

MOPOLLIOK Ta PO3YUHHWUK AMs

Validation and/or Evaluation steps within
3.2.5.2.5 were
restructured by including each step under

[TponoBkeHHs AoaaTKa 3

19.

KAPBEOUNON

PO34MHY ANs iH eKUin No
1000/750 MO, 1 chnakoH 3
MOPOLLKOM Y KOMMNeKTi 3 1
rakoHOM po3ynMHHUKa (BoAa
ons iH'ekyin) no 10 mn Ta
HabopoM ANst PO3YMHEHHS i
BBEAEHHS Yy kopobui

Tabnetku no 12,5 mr; no 10

Bunyck cepii M3 Tta
po3unHHuKa: Takeaa
MaHnydek4dypiHr ABcTpis AT,
ABcTpisi; BupobHuLTBO,
nepBuHHe nakyBaHHs 13,
BTOPWHHE nakyBaHHs 113 Ta
PO34YMHHUKA, KOHTPOMb SIKOCTI
M3: Takepa Manydek4ypiHr
AscTpia Al', AscTpis; KoHTponb
akocTi [T13: Takepa
MarydekuypiHr ABctpisa AT,
ABCTpist; BUpobHMLTBO,
nepBrHHE NaKyBaHHs Ta
KOHTPOIb SIKOCTi PO3YMHHMKA:
3ircbpig XamenbH MM6X,
HimeuunHa

AscTpis/
Himevunna

each site for an improved readability.
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
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

3a
peuenmom

UA/16964/01/02

CAHO3®

Tabnetok y 6nictepi, no 3
6nicTepn B KapTOHHIN MayLi

Bakctep AscTpis
Al
TOB YkpaiHa
"CaHnpos
YkpaiHa"

BUPOBHMUTBO Hepo3dacoBaHol
npoayKkLuii, nepBuHHe Ta
BTOPVHHE NaKyBaHHS,
TECTYBaHHS, [03BiN Ha BUMYCK
cepii: Cantotac ®apma 'm6X,
HimeyuunHa;
NnepBUHHE Ta BTOPUHHE
naKyBaHHs:
Knoke ®epnekyHrc-Cepsic,
Himeyunna

Himeyumna

each site for an improved readability.
BHECEHHS 3MiH IO peecTpauiiHnX
matepianis: 3miHu | Tuny - 3mMiHn woao
6e3nekn/edheKTMBHOCTI Ta dhapmakoHarnsay.
BBeneHHst abo 3miHM [0 y3aranbHeHUx
[AaHux npo cuctemMy hapmMakoHarnsgy
(BBEOEHHS y3ararnbHeHVX AaHNX Npo
cuctemy chapmakoHarnsgy, 3aMiHa
yrnoBHOBaXxeHoI ocobu, BignosigansHoi 3a
3AiNCHEHHA bapmakoHarnsiay; KOHTaKTHOT
ocobu 3 chapmakoHarnsgy 3asiBHuUKa Ans
34icHeHHs dhapmakoHarnagy B YkpaiHi,

3a
peuernmom

UA/17223/01/01

SKLWO BOHAa BiAMIHHA Bif YNOBHOBaXeHOi
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ocobu, BignoBiganbHoi 3a 3AiINCHEHHS
dapmakoHarnsay (BKIoYaryy KOHTaKTHi
[aHi) Ta/abo 3MiHM Y pO3MiLLEHHI MacTep-
darina cuctemun hapmakoHarnsgy) - 3asiea
Ha 3miHm J13 (MIBM) (3rigHo Haka3zy MOS3 Big
17.11.2016 Ne 1245).
3MiHa ynoBHOBakeHOi 0cobu 3asiBHUKA,
BignoBigansHoi 3a hapmakoHarnag. Hitova
pepakuis: Juergen Maares / KOpreH Maapec.
MponoHoBaHa pepakuisi: TaHacoBa 3opsiHa
MwukonaiBHa. 3MiHa KOHTaAKTHUX JaHUX
YNOBHOBaXeHOi 0cobu 3asBHUKA,
BignoBiganbHoi 3a hapMakoHarnsag.

20.

KAPBEOUNON
CAHOO3®

TabneTtku no 25 wmr; no 10
Tabnetok y 6nictepi, no 3
GricTepu B KApTOHHI Nayui

TOB
"CaHpo3
YkpaiHa"

Ykpaina

BMPOBOHMLTBO HEpPO3dhacoBaHOi
npoaykuii, nepBuHHe Ta
BTOPWHHE NaKyBaHHS,
TECTYBaHHS1, [03BiN Ha BUMYCK
cepii: Cantotac ®apma M'mbX,
HimeyuuuHa;
nepBUHHE Ta BTOPUHHE
naKyBaHHS:

Knoke ®epnekyHrc-Cepsic,
HimeuunHa

Himevunna

BHECEHHS 3MiH [0 peecTpauifiHnX
matepianis: 3miHu | Tuny - 3MiHK WwWopao
6e3nekn/ecdeKkTUBHOCTI Ta hapmakoHarnsgy.
BeegeHHs abo 3miHn g0 y3aranbHeHux
AaHuX nNpo cuctemy hapmakoHarnsgy
(BBEOEHHS y3ararnbHeHVX AaHNX Npo
cuctemy hapmakoHarnsagy, 3amiHa
yrnoBHOBaXeHoi ocobu, BianoBiganbHoi 3a
30iNCHEHHs hapMakoHarnsaay; KOHTakTHOT
ocobu 3 chapmakoHarnsigy 3asiBHUKa Ansi
3[iNCcHeHHs dhapmakoHarnagy B YkpaiHi,
SIKLLIO BOHA BiAAMiHHA Bif YNOBHOBaXEHOI
ocobu, BianoBiganbHOI 3a 34iNCHEeHHS
dapmakoHarnsaay (BKNoYaryy KOHTaKTHi
AaHi) Ta/abo 3MiHM y po3MmilLeHHi macTep-
(paina cuctemu papmakoHarnagy) - 3asea
Ha 3minu J13 (MIBIM) (3rigHo Hakady MOS Bif
17.11.2016 Ne 1245).
3miHa ynoBHOBaxeHOi 0cobu 3asiBHUKa,
BignoBiganbHoi 3a hapmakoHarnag. Hitova
pepakuis: Juergen Maares / FOpreH Maapec.
MponoHoBaHa pepakuis: TaHacoBa 3opsiHa
MwukonaiBHa. 3MiHa KOHTaAKTHUX JAaHUX
yNOBHOBaXeHOI 0cobK 3asBHMKa,
BignosiganbHoi 3a dpapMakoHarnsg.

3a
peuenmom

UA/17223/01/02

21.

KEHIPEKCAN

NMOPOLLIOK ANS KOHUEHTpaTy Ans
PO34MHY ANs iH'ekuin / iHdys3in,
50 mr; 10 donakoHiB 3 NOPOLLIKOM

y brakoHi B KapTOHHIN kopobLii 3

MapKyBaHHSIM iTanincbKoto,
HiMELIbKOI Ta aHrMincbKo
MOBaMM 3i CTikepoMm
YKpailHCbKO0 MOBOIO

K'esi
dapmac'io
Tikens
MM6X

ABcTpis

BUPOOHMLTBO, KOHTPOIb SIKOCTI
Ta NepPBMHHE NaKyBaHHS:
MateoH Itanis C.n.A., Itania
BTOPUHHE MaKyBaHHSA:
K'esi dapmaueytuui C.n.A.,
ITania
BUWMYCK Cepil:
Oiacpapm Mm6X & Ko. KT,
HimeyunHa

ITanis/
HimeyunHa

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 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

3a
peuerimom

UA/17224/01/01
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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.

22. | KICKAnNI TabneTku, BKPUTI NNiBKOBOO Hosapric LLisenua BMPOGHMWLITBO, YaCTKOBUI CnoseHis/ BHECEHHS 3MiH 0 peecTpauinHuX 3a UA/18157/01/01
obonoHkoto, no 200 mr, no 21 dapma Al pis KOHTPOIb SKOCTi, NEPBUHHE Ta PymyHis/ marepianis: peuenmom
Tabnetui y 6nictepi, no 3 BTOPUHHE MaKyBaHHS, BUMYCK Cinranyp/ B.ll.b.2.c.l type 1Ain — Change to importer,
6nictepu y kKapTOHHi kopobui; cepil: Himeuunna/ batch release arrangements and quality
no 21 tabnetui y 6nicrepi, no 3 HoBapTic ®apmacbtotTukan LLisenuapis control testing of the FP - Replacement or
Grictepn y KapTOHHiI kOopooLyj, ManydakrtypiHr JIJIC, CrnoBeHis; addition of a manufacturer responsible for
no 3 KOPOBKU Y KAPTOHHIW YaCTKOBUI KOHTPOIb AKOCTI, importation and/or batch release — Not
Kopoo6ui BWMNYCK Cepil: including batch control/testing

Jlek ®apmackioTrkanc 4.4., To add Novartis Pharmaceutical
CnoseHis; Manufacturing LLC (Verovskova Ulica 57,
KOHTPOMb SIKOCTI: 1000 Ljubljana, Slovenia) as an alternative
Canpos C.P.J1., PymyHis; site responsible for batch release of the
BMPOBHMLTBO: finished product. BBeaeHHs amiH npoTtsarom
Hogeapric CiHranyp 6-T1 MicsAUiB nicnsa 3aTBEPAXKEHHS.
dapmachkioTikan A.5.b type IA — Administrative change -
MeHbtodekuepinr lMre. I174., Change in the name and/or address of a
Cinranyp; manufacturer/importer of the finished
YaCTKOBUIA KOHTPOb SIKOCTI, product, including quality control sites
NnepBMHHE Ta BTOPUHHE (excluding manufacturer for batch release)
nakyBaHHS: To change the name and update the
HoeapTic ®apma MpogakiuH address of the site responsible for
'M6X, HimeuuunHa; manufacturing, quality control testing (except
YaCTKOBUI KOHTPOIb AKOCTI, microbiological testing), primary and
nepBUHHE Ta BTOPUHHE secondary packaging of the finished product
nakyBaHHs: from Lek Pharmaceuticals d.d. (Verovskova
Hosaprtic ®apma LWTenH AT, Ulica 57, 1526 Ljubljana, Slovenia) to
LLisenuapis; Novartis Pharmaceutical Manufacturing LLC
YaCTKOBUIA KOHTPOIb! (Verovskova ulica 57, 1000 Ljubljana,
dapmananituka CA, LLisenuapis; Slovenia). There is no change in the location
BUWMNYCK cepil: of the site.
HoapTic ®apma M'v6X, Additionally, the address of the Lek
HimeuunHa 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. BBegeHHs 3MiH NpoTArom 6-tu
MicsiLiB micnsi 3aTBEpPOXKEHHS.
23. | TAHCYP®® 15 | TabneTku, BKpUTI NNiBKOBOO Ie PdpaHLuis BianoBiganbHWi 3a AanoHis/ BHECEHHS 3MiH O peecTpaLiiH1X 3a UA/16712/01/02
Mr/6,14 Ml o6onoHkoto, no 15 mr/6,14 wr, Jlabopaty BUPOGHULTBO, KOHTPOIb SIKOCTi daHuis/ marepianis: peuenmom
no 10 TabneTtok y 6nictepi; no 2 ap Ceps'e Ta BMNYyCK cepii npoaykuii in Ipnangis C.l.6.a, Type II: Change(s) to therapeutic

abo 6 briictepiB y Kopobuii 3
KapTOHYy

bulk:

Tawvixo ®apmacstoTikan Ko.,
Jita., AnoHis;
BigNoBiganbHM 3a KOHTPOIb
AKOCTi, NEPBUHHE Ta BTOPUHHE
nakyBaHHs i BUNycK cepii

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
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roTOBOrO JlikapCbKoro 3acoby:
JlabopaTopii Ceps'e IHgacTpi,
DdpaHuis;
BiANOBIganNbHWI 3a KOHTPOSb
AIKOCTi, NEPBUHHE Ta BTOPUHHE
nakyBaHHs! i BUMycK cepii
roTOBOrO MikapCcbKoro 3acoby:
Ceps'e (IpnaHgis) IHgacTpic
JIta, Ipnangis

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.
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.
3asABHWK NPUBOAUTL PO3AINK IHCTPYKLUIii ANs
MEeAMYHOrO 3aCTOCYBaHHSI NikapCbKoro
3acoby B YkpaiHi, a came:
«®apmakoguHamika», «lokasaHHs»,
«OcobnmBoCTi 3acTocyBaHHsY,
«3acTocyBaHHs y nepiog BariTHoCTi abo
rogyBaHHs rpyaat», «Crocib sactocyBaHHs
Ta go3ny, «MobiyHi peakuii» y BiANOBIgHICTbL
[0 OHOBIeHOi KOpOTKOI XapakTepucTukm
npenapary.
TepMmiH BBEAEHHS 3MiH - NPTArom 6-Tn
MicAUiB Nicnsa 3aTBEPAXEHHS.

24. | NAHCYP®® 20 | tabneTku, BKpUTi NMiBKOBOO Tle PpaHuis BiAMOBiAanNbHWIA 3a HAanonis/ BHECEHHS 3MiH 0 peecTpauiiHnX 3a UA/16712/01/01
Mr/8,19 MI' o6onoHkoto, no 20 mr/8,19 mr, Ilaboparty BUPOBHMLTBO, KOHTPOSIb SIKOCTI daHuis/ MaTepianis: 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 briictepiB y kopobuiji 3
KapTOHY

bulk:

Tawvixo ®apmacstoTikan Ko.,
Nta., AnoHis;
BignoBiganbHM 3a KOHTPOrb
AKOCTi, NEPBUHHE Ta BTOPUHHE
nakyBaHHs i BUNYycK cepil
rOTOBOrO MiKapCbKOro 3acoby:
TNa6opaTopii Ceps'e IHaacTpi,
PpaHuis;
BignoBiganbHM 3a KOHTPOrb
AKOCTi, NEPBMHHE Ta BTOPUHHE
nakyBaHHs i BUNYycK cepil
rOTOBOrO MikapCbKOro 3acoby:
Ceps'e (Ipnangisi) IHgacTtpic
IIta, Ipnangis

indication(s) — Addition of a new therapeutic
indication or maodification 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 NPUBOAMUTL PO34inu iHCTPYKLUi Anst
MeAMYHOro 3aCTOCYBaHHS NiKapCbKoro
3acoby B YkpaiHi, a came:
«PapmakoguHamikay, «lokasaHHs»,
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«OcobnmBOCTi 3acCTOCyBaHHSY,
«3acTocyBaHHS y nepiog BariTHOCTi abo
rogyBaHHs rpyaat», «Crocib 3actocyBaHHs
Ta go3ny, «MobGiyHi peakuii» y BiANOBIgHICTbL
[0 oHoBneHoi KopoTkoi xapakTepucTuku
npenapary.

TepMiH BBEAEHHS 3MiH - NPTArom 6-Tn
MicaUiB Nicnsa 3aTBEPAXEHHS.

25. | NEHANIAOMIA | xancynu TBepai no 2,5 mr; no 7 KPKA, CnoBeHi BMPOGHMLTBO, NEPBMHHA Ta Xopsarisi/ C.l.2.aIB - To update section 5.1 of the 3a UA/19062/01/01
KPKA kancyn TBepamx y énicrepi, no 3 | g.a., Hoeo a BTOPUHHA yNaKoBKa, KOHTPOSIb CnoseHisi/ SmPC on 5-year Overall Survival data peuenmom
6nictepu y kopobui MecTo Ta BUMYyCK cepii: HimeyunHa following assessment of the same change
KPKA-®APMA g.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
CnoBeHisi; BTOPMHHA ynakoBka: 3aTBEepOKEHHS.
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
BMNpoOyBaHHs (y BUNaaky impaired renal function (severe renal
KoHTponto cepii TAL dapma impairment and stage and end stage renal
"'mM6X): NNabop NC 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 N'm6X, HimewumHa; not donate semen or sperm during treatment
KOHTPOSb cepii ((isnyHi Ta and for at least seven days after the end of
XiMiYHi METOAN KOHTPOSIO): treatment following assessment of the same
TAL ®apma N'M6X, HimevunHa 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
3aTBEPOKEHHS.
26. | NEHANIAOMIA | kancynu TBepgi no 5 mr; no 7 KPKA, CnoBeHi BUPOBHMUTBO, NEPBUHHA Ta Xopsarisi/ C.l.2.aIB - To update section 5.1 of the 3a UA/19062/01/02
KPKA Kancyn TBepaux y 6nictepi, no 3 | a.a., Hoeo a BTOPWHHA yNaKoBKa, KOHTPOMb CnoBeHisi/ SmPC on 5-year Overall Survival data peuenmom
Bnictepu y kopobui MecTo Ta BUNyCK cepii: HimeuunHa following assessment of the same change

KPKA-®APMA p.0.0., XopBarisi;
KOHTPOrb Ta BUMYCK cepii:
KPKA, a.a., HoBo mecTo,
CrioBeHisi; BTOPYHHA ynakoBka:
KPKA, a.4a., HoBo mecTo,
CnoBeHisi; MmikpobionorivyHe
BUNpoOyBaHHs (y BUNaaKky
koHTponto cepii TAL ®apma
Mm6X): JTabop JIC CE & Ko. KT,
HimeyuunHa;
BTOPWHHA YNakoBka, BUNYyCK
cepil:

TAL ®apma M'M6X, HimeuunHa;
KOHTpOnb cepii (isnyHi Ta
XiMiYHi METOAU KOHTPOMIo):
TAL ®apma 'M6X, HimeyunHa

for the reference product (Revlimid,
EMEA/H/C/000717/1/0124, 09/02/2023).
BBeneHHs 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
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accordingly.
BBeaeHHs 3MiH npoTarom 6-Tu micauiB nicns
3aTBEPAKEHHSI.
27. | NEHARNIAOMIA | 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 6nictepi,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, BBepneHHs 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 TAL ®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.
28. | NEHANIAOMI, | kancynu TBepai no 10 mr; no 7 KPKA, CnoBeHi BMPOGHMLTBO, NEPBMHHA Ta Xopsaris/ C.l.2.a IB - To update section 5.1 of the 3a UA/19062/01/04
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,
CrioBeHisi; BTOPUHHA ynakoBka:
KPKA, a.a., HoBo mecTo,
CnoBeHisi; MmikpobionoriyHe
BUNpobyBaHHs (y BUNaaky
KoHTponto cepii TAL ®apma
"m6X): Nabop NC CE & Ko. KT,
Hime4umnHa;
BTOPWHHA YyMnakoBka, BUNYyCcK
cepii:

TA[L ®apma M'm6X, HimeuumHa;
KOHTpOnb cepii (i3nyHi Ta
XiMiYHi METOAM KOHTPONIO):
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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29. | NEHARIAOMIA | xancynu TBepai no 15 mr; no 7 KPKA, CnoBeHi BUPOBHMUTBO, NEPBUHHA Ta Xopsarisi/ C.l.2.aIB - To update section 5.1 of the 3a UA/19062/01/05
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 BUNagKy 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.
30. | NIEHARNIAOMIA | kancynu TBepai no 20 mr; no 7 KPKA, CnoBeHi BUPOBHMUTBO, NEpBUHHA Ta Xopsarisi/ C.l.2.aIB - To update section 5.1 of the 3a UA/19062/01/06
KPKA kancyn TBepamx y bnictepi, no 3 | g.a., Hoeo a BTOPUHHA yNaKoBKa, KOHTPOSIb CnogeHis/ 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.
31. | NEHANIQOMIO | kancynu TBepgi no 25 mr; no 7 KPKA, CnoBeHi BMPOGHMLTBO, NEPBUHHA Ta Xopsaris/ 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 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).
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KPKA, a.a., HoBo mecTo,
CroBeHisi; BTOPMHHA ynakoBKa:
KPKA, a.a., Hoso 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

BBegeHHs 3MiH NnpoTsarom 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

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
3aTBEPOKEHHS.
32. | MET®OPMIH- TabneTku, BKpUTI NNiBKOBOO TOB Ykpaina BMPOGHMLITBO 32 MOBHUM Yecbka BunpasneHHs opdorpadiyHnx noMunok B 3a UA/18723/01/01
TEBA obonoHkoto, no 500 mr, no 15 «TeBa LMKIOM: Pecny6nika/ IHCTPYKUIT ANS MEAMYHOro 3aCTOCYBaHHA, @ | peyernmom
Tabnetok y 6nictepi, no 2 abo YkpaiHa» Tesa Yex IHgacTpis c.p.o., IHgis/ came HanucaHHsi BENUKMX Ta ManeHbKnx
no 4 6nictepn y kopobui Yecbka Pecny6nika; YropwuHa OyKB Ta 3a3HaYEHHS PO3AINOBUX 3HAKIB:

BUPOBHMLTBO 32 NOBHUM
LIMKITOM:

Mikpo J1a6c Nimiten, IHgis;
nepBMHHA Ta BTOPUHHA
ynakoBKa, KOHTPOMb SIKOCTi,
[03BiN Ha BMNYCK cepil:
AT ®apmaueBTUYHUI 3aBO[,
Tesa, YropwuHa

Litova pegakuis
Cnocib 3acTocyBaHHs Ta 403MU.
<>

KombiHoBaHa Tepanis CyMiCHO 3 iHCyniHOM

[InA fOCArHEeHHs KpaLLoro KOHTPOIIo PiBHSA

LYKpPY Y KpOBi METGOPMIiH Ta iHCYMiH MOXHa
3acCTOCOBYBaTW y BUMMAAiI KOMOIHOBaHOI
Tepanii. JogaTkoBo A0 MeTOPMiHy (i3

[OTPUMaHHS NOro A031) MOXHA
3aCTOCOBYBATU BEYIPHIO A03Y iHCYMiHY

(Hanpwvknag, iHcyniH cepeHbOi TpUBaNoCTi

4ii) y pasi HeoCTaTHLOrO KOHTPOHO PIBHSI

LYKPY Y KpOBi.
<>
MauieHTn 3 NnopyLUeHHAM PyHKUIT HUPOK
Mpu nomipHOMY MopyLUEHHI PYHKLiT HUPOK
(knipeHc kpeaTtuHiHy 30-59 mn/xs, pLLUK® 30
59 mn/xs/1,73 M2) MeTOpMiH MOXHaA
3aCTOCOBYBATU NULLE 3@ BiACYTHOCTI iHLIMX
dakTopiB, SKi NABULLYIOTb PU3UK
BMHUKHEHHS NakTaTtaumaosy, a Takox i3
ypaxyBaHHSM TaKoro KOpuryBaHHs 403W:
nikyBaHHs1 cnig po3noynHaTt 3 500 mr abo
850 Mr meTchopmiHy Ha [oBY; MakcumarnbHa
pobosa gosa craHoButb 1000 mr,
posnogineHa Ha 2 NpuiomMum.

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

perynsipHo nepeBipsATU (koxHi 3-6 micsauiB).
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— KnipeHc kpeaTuHiHy 30-44 mn/xs, pLUK®
30-44 mn/xe/1,73 M2: HUPKOBY (PYHKLIitO
(knipeHc kpeaTuHiHy, pLLUK®) HeobxiaHo

perynsapHo nepeBipsaTH, LLOHANMEHLLE KOXHI
3 micsaui.

Ao knipeHc kpeaTuHiHy Hkye 30 mn/xs,
pLUK® Hukye 30 mn/xe/1,73 M2, nikyBaHHs
MeT(OPMIHOM Cig HEranHO NPUNUHUTKU
(amB. posginu «lMpoTunokasaHHs»,
«OcobnMBOCTi 3aCTOCYBaHHSAY).

BnpobHukm.
Tesa Yex IHgacTpis c.p.o.
Mikpo J1a6c Nimiten
AT ®PapmaueBTnyHUiA 3aBog Tesa

[MponoHoBaHa peaakuis
Cnocib 3acTocyBaHHA Ta 403MU.
<>

KombGiHoBaHa Tepanisi cyMiCHO 3 iHCyniHOM
[INs AOCArHEHHS KPaLLoro KOHTPOIO PiBHA
LLYKPY Y KpOBi METCOPMIiH Ta iHCYNiH MOXHa

3acTocoByBaTu y BUMNAAi KOMGiHOBaHOI

Tepanii. lopaTtkoBo A0 MeTOpMiHy (i3

[OTPUMAHHAM MOrO [03M) MOXHa

3aCTOCOBYBaTW BEYIPHIO 403y iHCYNiHY

(Hanpwviknag, iHCymiH cepefHbOi TpUBaNoCTi

4ii) y pasi He[oCTaTHLOrO KOHTPOIHO PIBHSI

LIyKpY Y KpOBI.
<>
MauieHTn 3 NnopyLUeHHAM PyHKUIT HUPOK
[Mpn noMipHOMY MopyLLEHHI YHKLIT HUPOK
(knipeHc kpeaTuHiHy 30-59 mn/xs, pLUK® 30
59 mn/xs/1,73 M2) MeTOpMiH MOXHa
3acTOCOBYBATU MULLE 3a BiACYTHOCTI iHLIMX
dakTopiB, SKi NiABULLYIOTb PU3NK
BMHWKHEHHS NakTataumaosy, a Takox i3
ypaxyBaHHAM TaKoro KOpuryBaHHsi 403u:
nikyBaHHs cnif po3noynHaTti 3 500 mr abo
850 mr meTchopmiHy Ha [oOYy; MakcumarnbHa
pobosa gosa ctaHouTb 1000 mr,
posnogineHa Ha 2 npunomu.

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

perynsipHo nepeBipATU (koxHi 3-6 micsauiB).

— KnipeHc kpeaTtuHiHy 30-44 mn/xB, pLUK®
30-44 mn/xB/1,73 M2: HUPKOBY CPYHKLit0
(knipeHc kpeaTuHiHy, pLLUK®) HeobxiaHo

perynsipHo nepeBipsATY, LLOHANMEHLLE KOXHi
3 micsaui.

Ao knipeHc kpeaTuHiHy Hkye 30 Mn/xs,

pLUK® Huxyve 30 mn/xs/1,73 M2, nikyBaHHs!
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MeT(OPMIHOM Clif HEranHO NPUNUHUTI
(avB. po3ginu «MpoTunokasaHHa»,
«OcobnmBOCTi 3aCTOCYBaHHSI»).

Bupo6Hukn.
Tesa Yex IHgacTpis c.p.o.
Mikpo J1a6c Nimitea.
AT ®apmaueBTMyHUA 3aBog TeBa.

33. | MET®OPMIH- TabneTku, BKPUTI NNIBKOBOO TOB Ykpaina BMPOOHMLTBO 3@ NMOBHUM Yecbka BunpasneHHs opdorpadiiyHnx NOMUNoK B 3a UA/18723/01/02
TEBA obonoHkoto, no 850 mr, no 15 «TeBa LLMKIOM: Pecny6nika/ iHCTPYKUIT ANS MeAMYHOro 3aCTOCYBaHHA, @ | peyernmom
Tabnetok y Gnictepi, no 2 abo YkpaiHa» TeBa Yex IHgacTpis c.p.o., IHgis/ caMe HanumcaHHs1 BENMUKMX Ta MarneHbKux
no 6 Gnictepis y kopobui Yecbka Pecny6nika; YropwwmHa OyKB Ta 3a3HAYEHHS1 PO3AiNOBUX 3HAKIB:

BUPOBHMLUTBO 32 NOBHUM
LMKIIOM:

Mikpo J1a6bc Nimiten, IHgis;
nepBrHHa Ta BTOPUHHA
yNakoBKa, KOHTPOMb SIKOCTI,
[A03BIN Ha BUMYCK cepii:
AT dapmaueBTUYHMI 3aBOS,
TeBa, YropwumHa

[Litova pepakuia
Cniocib 3acTocyBaHHs Ta 403W.
<>

KombGiHoBaHa Tepanisi CyMiCHO 3 iHCyniHOM

[Ins AOCArHEHHs KpaLLoro KOHTPOIO PiBHA

LyKPY Y KpOBi METCOPMIH Ta iHCYNiH MOXHa
3acTocoByBaTu y BUMMAAi KOMGiHOBaHOI
Tepanii. logatkoBo A0 MeTOpMiHY (i3

OOTPUMaHHS Oro 403M) MOXHaA
3aCTOCOBYBaTW BEYiIPHIO 403y iHCYNiHY

(Hanpwviknag, iHCymiH cepefHbOi TpUBaNoCTi

Aii) y pasi He[oCTaTHLOrO KOHTPOSIO PIBHS

LIYKPY Y KpOBi.
<>
MauieHTn 3 nopyLUeHHAM pyHKLi HUPOK
[Mpn nomMipHOMY MopyLUEHHI YHKLIT HUPOK
(knipeHc kpeaTtuHiny 30-59 mn/xs, pLLUK® 30
59 mn/xs/1,73 M2) MeTOpMiH MOXHa
3aCcTOCOBYBATU NULLE 3a BiACYTHOCTI iHLIMX
dakTopiB, SKi NABULLYIOTH PU3UK
BVHWKHEHHS nakTaTaumnagosy, a Takox i3
ypaxyBaHHAM TaKoro KOpuryBaHHsi 403u:
nikyBaHHs cnig po3noynHaTt 3 500 mr abo
850 mr meTdopmiHy Ha [oOYy; MakcumarnbHa
pobosa gosa ctaHosuTb 1000 mr,
posnogineHa Ha 2 NpuiomMMm.

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

perynsipHo nepeBipaTH (KoxkHi 3-6 micsuis).

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

perynsipHo nepeBipATH, LOHANMEHLLE KOXHi
3 micsui.

Ao knipeHc kpeaTuHiHy Hwkye 30 Mn/xs,
pLUK® Hxue 30 mn/xs/1,73 M2, nikyBaHHsi
MeT(OPMIHOM CfliA4 HEranHO NPUNUHUTI
(amB. po3ginu «lMpoTunokasaHHs»,
«OcobnmMBOCTI 3aCTOCYBaHHS»).
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BupobHukn.
Tesa Yex IHgacTpis c.p.o.
Mikpo Na6c Nimiten
AT ®apmaueBTUYHMI 3aBog TeBa

lMponoHoBaHa pepakuis
Cnocib 3acTocyBaHHs Ta 403MU.
<>

Komb6iHoBaHa Tepanisi CymMiCHO 3 iHCyniHOM
[InA fOCArHEeHHs KpaLoro KOHTPOIIO PiBHA
LLYKPY Y KpOBi MeT(OPMIiH Ta iHCYNiH MOXHa

3aCTOCOBYBATW y BUIMsAi KOMBiHOBaHOI

Tepanii. [lonaTtkoBo 40 MeThOpMIHY (i3

AOTPUMAHHAM MOTrO [031) 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
BMHUKHEHHS NakTataumaosy, a Takox i3
ypaxyBaHHSIM Takoro KOpUryBaHHs J03u:
nikyBaHHs cnig po3noynHaTti 3 500 mr abo
850 Mr meTchopMmiHy Ha JoOYy; 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 (OYHKLit0
(knipeHc kpeaTuHiHy, pLLK®) 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 Cfli HEranHO NPUNUHUTI
(amB. posginu «MpoTunokasaHHs»,
«OcobnmBOCTI 3aCTOCYBaHHA»).

Bupo6HuKM.
TeBa Yex IHgacTpis c.p.o.
Mikpo Nabc limiTen.
AT ®apmaueBTnyHMIN 3aBoA TeBa.

34.

MET®OPMIH-
TEBA

TabneTku, BKpUTI NNiBKOBOO
o6onoHkoto, no 1000 wmr, no 10
Tabnetok y 6nictepi, no 6 abo

TOB
«TeBa
YkpaiHa»

YkpaiHa

BMPOGHMLITBO 3@ MOBHUM
LIMKIOM:
Tesa Yex IHgacTpis c.p.o.,

Yecbka
Pecny6nika/
Inpis/

BunpasneHHsi opdporpadivyHnx NOMUMoK B
IHCTPYKUIT ANS MeAMYHOro 3acTOCyBaHHS, a
caMe HanumcaHHsi BENUKMX Ta MarneHbkux

3a
peuerimom

UA/18723/01/03
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no 12 6nictepiB y kopoOui Yecbka Pecnybnika; YropwuHa OyKB Ta 3a3Ha4YeHHS PO3aiNoBMX 3HAKIB:
BUPOBHMLUTBO 3a NOBHUM [Litova pepakuis
LIMKITOM: Cniocib 3acTocyBaHHs Ta 403W.
Mikpo J1a6c Nimiten, IHgis; <>

nepByHHa Ta BTOPMHHA KombGiHoBaHa Tepanisi CyMiCHO 3 iHCyniHOM
ynakoBKa, KOHTPOMb AKOCTI, [Ins AocArHeHHs KpaLLoro KOHTPOIO PiBHS
[03BiN Ha BMNYyCK cepil: LLYKPY Y KpOBi MeT(OPMIiH Ta iHCYNiH MOXHa

AT dapmaueBTUYHMI 3aBOS, 3acToCcOoBYBaTW y BUMMAAiI KOMGIHOBaHOI

TeBa, YroplumHa Tepanii. [lopatkoBo A0 MeTOPMiHY (i3

[OTPYMAHHSA NOro A031) MOXHA
3aCTOCOBYBaTW BEYipHIO 403y iHCYNiHY
(Hanpwvknag, iHCyniH cepefHbOi TpUBaNoCTi
4il) y pasi HegoCTaTHLOrO KOHTPOSO PiBHSA
LIYKPY Y KpOBi.
<>
MauieHTn 3 nopyLeHHAM yHKUIT HUPOK
[py nomipHOMY NOpYyLUEHHI YHKLIT HUPOK
(knipeHc kpeaTuHiHy 30-59 mn/xs, pLUK® 30
59 mn/xs/1,73 M2) MeTOPMiH MOXHa
3acToCOBYBaTW fuMLLIE 3a BIACYTHOCTI iHLLMX
dakTopiB, SKi NiABULLYIOTb PU3NK
BMHUKHEHHS NakTataumaosy, a Takox i3
ypaxyBaHHAM TaKoro KOpuryBaHHsi 403u:
nikyBaHHs cnif po3noynHati 3 500 mr abo
850 Mr meTchopmiHy Ha oby; MakcumanbHa
pobosa gosa ctaHosutb 1000 mr,
posnogineHa Ha 2 npunomu.

— KnipeHc kpeaTuHiHy 45-59 mn/xs, pLUK®
45-59 mn/xs/1,73 M2: HUPKOBY OYHKLIIO
(knipeHc kpeaTuHiHy, pLLK®) HeobxiaHo
perynsipHo nepeBipATU (koxHi 3-6 micsauiB).
— KknipeHc kpeaTuHiHy 30-44 mn/xB, pLUK®
30-44 mn/xs/1,73 M2: HUPKOBY PYHKLi0
(knipeHc kpeaTuHiHy, pLLK®) HeobxiaHo
perynsipHo nepeBipATH, LWOHANMEHLLE KOXHi
3 micsaui.

Akwo knipeHc kpeaTuHiHy Hkye 30 Mn/xs,
pLUK® Huxue 30 mn/xs/1,73 M2, nikyBaHHsi
MEeT(OPMIHOM Crlifi HEranHO NPUNUHUTYN
(amB. posginu «MpoTunokasaHHs»,
«OcobnmBOCTI 3aCTOCYBaHHS»).

Bupo6HuKM.
Tesa Yex IHgacTpis c.p.o.
Mikpo J1a6c Jlimiten
AT dapmaueBTnyHUIM 3aBoA TeBa

lMponoHoBaHa pepakuis
Cnocib 3acTocyBaHHs Ta 403W.
<>
KombiHoBaHa Tepanisi CyMiCHO 3 iHCyniHOM
[N fOCArHeHHs! KpaLLoro KOHTPOIo PiBHS
LYKPY Y KPOBi METAIOPMIiH Ta iHCYMiH MOXHa
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3acTOCOBYBaTW Y BUMMAAiI KOMOiIHOBaHOI

Tepanii. [lonaTtkoBo 40 METHOPMIHY (i3
AOTPUMAHHAM MOro A03n) MOXHa

3aCTOCOBYBaTW BEYiPHIO J03Y iHCYNiHY

(Hanpuknag, iHcyniH cepefHbOI TPUBANOCTI

Aii) y pasi He[oCcTaTHLOrO KOHTPOSIO PIBHS

LYKpY Y KpOBI.
<>
MauieHT 3 NopyLUeHHAM yHKLT HUPOK
Mpn 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
hakTopiB, AKi NiABULLYIOTb PU3NK
BMHUKHEHHS NakTaTaumaosy, a Takox i3
ypaxyBaHHsIM TaKoro KOpUryBaHHs 03u:
nikyBaHHs cnig, po3noynHaTty 3 500 mr abo
850 mr meTdopmiHy Ha [oOYy; MakcumarnbHa
pobosa gosa ctaHouTb 1000 mr,
po3anogineHa Ha 2 NpuiomMu.

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

perynsapHo nepesipATU (KOXHi 3-6 micsauiB).

— KnipeHc kpeaturiny 30-44 mn/xs, pLUK®
30-44 mn/xe/1,73 M2: HUPKOBY (PYHKLUIO
(knipeHc kpeaTuHiHy, pLLK®) HeobxiaHo

perynspHo nepesipATy, LWOHaNMEHLLIE KOXHi
3 micsui.

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

Brpo6Hukm.
Tesa Yex IHgacTpis c.p.o.
Mikpo Nabc limiTea.
AT PapmaueBTnyHUA 3aBog Tesa.

35. | HIKOPETTE® crpen Ans poToBOi NMOPOXHUHY, MakHin LLsewis BMPOGHMLTBO rOTOBOIO LLsewis 3minu | Ta Il Tuny, 3minm | TUny: 6es UA/18446/01/01
®PYKTOBO- no3oBaHui, 1 Mr/gosa; ABb npoaykTy (BKMoYa4m AamiHicTpaTuBHI 3MiHW. 3MiHa peuenma
M'ATHUWN no 150 pos cnpeto y MNET-

dnakoHi emHicTio 15 mn. MNET-
rakoH 3 MexaHi4YHUM
pO3NUOBaYeM i 3aXUCHUM
KrnanaHom NOMILLYIOTb Y
NNacTuKoBU yTnsp i3
noninponineHy. Mo 1 abo 2
nnacTUKoBmx dyTnapu y
NNacTUKOBOMY KOHTYPHOMY
KOHTEWHepI i3 KAPTOHHO
OCHOBOIO

KOMIMeKTaLito, KOHTPOIb SAKOCTI,
BUMNYCK cepii):
MakHin Ab

HaiMeHyBaHHs1 Ta/abo agpecu Micus
NpOBaXeHHS OisnbHOCTI
BUPOGHKMKa/iMnopTepa roToBOro NikapcbKoro
3acoby, BKIOYa4u AinbHULL BUNYCKY cepil
abo MicLe npoBeaeHHs1 KOHTPOIO SKOCTI.
(misnbHicTb, 3a sKy Bignosigae
BUPOGHMK/IMNOPTEP, BKIMOYAKOYM BUMYCK
cepinn)(A.5. (a),|AHRM),
3MiHu go posginy 3.2.P.3.1. Mogyns 3
peecTpaLiiHOro JOChE, @ CaMe He3HaYHI
3MiHN agpecy BUPOGHMKa rOTOBOrO
nikapcbkoro 3acoby (3MiHa noLwToBoro
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iHoekcy). Mpu ubomy, hakTnyHa agpeca
BUPOBGHMYMX MOTYXXHOCTEN 3anuLLaeTbCs
HE3MIiHHO. AK HacnigoK BHECEHO BiANOBIgHI
3MiHM 0O TEKCTY MapKyBaHHs Ta iHCTPYKLUii
ONst MEAMYHOrO 3aCTOCYBaHHS.
[itoya pegakuis:
Hopp6ponnaTceH 2, XenbciHréopr, 25109,
LBeuis
Norrbroplatsen 2, Helsingborg, 25109,
Sweden
[MponoHoBaHa peaakuis:
Hopp6ponnatceH 2, XenbciHréopr, 25442,

LBeuis
Norrbroplatsen 2, Helsingborg, 25442,
Sweden.
BBegeHHs 3MiH NpoTarom 6-Tn MmicauiB nicns
3aTBEPAKEHHS.

36. | HHIMEHPUKC® MOPOLLIOK Ta PO3YMHHUK OIS MOANIEP CLUA OpMyBaHHSI, HAMOBHEHHS, Benbrisa B.l.a.1.f - Change in the manufacturer of AS 3a UA/16901/01/01
PO34MHy 4ns iH'ekuin, 1 go3ay ENY.cL.nI niodinisauis, KOHTPOSb SKOCTI, or of a starting material/reagent/intermediate | peuenmom
dnakoHi; no 1 dnakoHy 3 . nakyBaHHs/MapKyBaHHS, BUMYCK for AS — Changes to quality control testing
nopotukom (1 go3a) B KOMNNEKTi KOPIIOP cepii roTOBOro NpoaykTy; arrangements for the AS - replacement or
3 po34nHHMKoM (0,5 mn) y ENLLIH opMyBaHHS Ta HAaNOBHEHHS, addition of a site where batch control/testing
nonepeaHbL0 HanoBHEHOMY nakyBaHHs//MapKyBaHHs, takes place
LNpuui Ta ABOMA ronkamu KOHTPOIb SKOCTi, BUMYCK cepii To add Charles River Laboratories, Inc., 299
3anakoByloTb y brictep Ta PO3YMHHMKA: Ballardvale Street, Wilmington MA, USA as
BKMagatoTb Y KapTOHHY KOPOOKy; Mdbaiizep MeHodek4ypuHr contract testing site responsible for the
no 1 dnakoHy 3 nopotukom (1 Benebria HB, benbris absence of toxin testing at release and
[03a) B KOMMNIEKTi 3 hopMyBaHHS Ta HaNOBHEHHS during stability on Tetanus Toxoid active
po34nHHukoMm (0,5 mn) y PO34YMHHMKA, MapKyBaHHS, substance intermediate manufactured at
nornepeaHL0 HanoBHEHOMY KOHTPOMb SKOCTi PO34YMHHMKA: Wyeth Pharmaceutical Division of Wyeth
wnpuui 6e3 ronku 3anakoByTb KataneHT Benbgxiym CA, Holdings LLC, Sanford, USA.

y bnictep; 10 6nicTepis Benbris
BKINagatoTb Yy KapTOHHY KOpPOOKy (HOpMyBaHHS BaKLMHW,
HanoBHEHHS (bNaKoHIB,
niodinisavis, KOHTPOIb SKOCTI:
nakcoCmiTKnanH bionoaxikanc
CA, Benbrist
KOHTPOMb AKOCTi PO34YMHHUKA 3a
nokasHukom "CTepunbHICTb":
CI'C a6 CimoH CA, Benbris

37. | 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 €Bpona HOM nakyBaHHs1, BUMYCK cepii: / lpnaxgisi/ batch release arrangements and quality peuenmom
PNakoHiB y KapTOHHI KopobLi; B.B. AmvpxeH €spona b.B., CLWA control testing of the FP -

no 1 mn (5 mr) y orakoni, no 6
dNaKkoHiB y KapTOHHI KopobLyi;
no 2 mn (10 mr) y donakoHi, no 6
PNaKkoHiB y KAPTOHHI KOpoOLi

Hinepnangm

KOHTPOIb SIKOCTi NP BUMYCKY:
AmvaxeH TekHonomxi (AneneHa)
AHnnimiTen Komnani, Ipnangis

BMPOBHWLTBO, NEPBUHHE
nakyBaHHs1, KOHTPOJSIb SIKOCTi Ta
BUNpobyBaHHs cTabinbHOCTI:
MaTeoH MaHydek4ypiHr

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).

Hopasanns MMNO OesenonmenT, J1.1., 8551
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Cepsices En.En.Ci., CLLA

BUPOGHMLTBO, NEPBUHHE
nakyBaHHsi, KOHTPOJSIb SIKOCTi Ta
BUNPOOYBaHHS CTabinNbHOCTI:
AvmxeH Manydexaypinr 1174,
CLA

KOHTPOMb SIKOCTi NpU BUMYCKY
(ineHTUdbikauis meTogom mac-
CneKTpomeTpii):

M4 OdesenonmeHT, J1.1M., CLLA

Pecepu Ben, CotoT 90 MignToH, Wi 53562,
CLA sk anbTepHaTUBHOrO BUPOOHWMKa,
BigNoBiganbHOro 3a KOHTPOIb SKOCTI Npn
BUNYCKY (iAeHTuikauis MeToaoM mac-
CneKTpomeTpil.

38.

NIPENTPO

TabneTku, BKPUTI NNiBKOBOO
obonoHkoto, no 100 mr, 30
TabneTok, BKPUTMX MI1iBKOBO
0600oHKO Yy NASALWL; No 1
NNAWLUi B KAPTOHHIN kopooui

Mepk
Wapn i
Ooym
IOEA
mM6X

Llsenua
pist

NPOMXKHWUIA NPOAYKT AOPABIPUHY,
BUCYLLEHMWI PO3NUIIEHHSIM:
BUPOBHMLTBO/aHaNITU4HE

TECTYBaHHS:
XogioH ®apmaCeHcisi C.A.,
MNopTyrania

NPOMKHWUIA NPOAYKT AOPaBIPUHY,
BWCYLUEHW PO3NUNEHHAM:
BMPOBHMLTBO/aHaniTu4He

TECTYyBaHHS:
®.1.C. - dabbpika ITanbsHa
CinteTivi C.n.A., ITanis

MikpobionoriyHe TecTyBaHHs
SIKOCTI:
EypodiHc Biodapma lMpogakt
TecTiHr IpnaHaia Iimiten,
Ipnangis

TeCcTyBaHHs cTabinbHOCTI:
OpraHoH Papma (Benuka
Bpuranis) Niviten, Benuka
BpuTaHis

Mepk LWapn i Joym JINC, CLLUA

BUPOGHMLUTBO (pornvkoBe
YLLiNbHEHHS,
3MiLLyBaHHs/3MalLLyBaHHS
rpaHyn, TUCHEHHS, MOKPUTTS
NNiBKOBOK OBOJIOHKO)),
aHaniTMyHe TeCTyBaHHs Npu
BUWMYCKY:

MC[ IHTepHewHn MMEX,
Ipnangia

nepBUHHE Ta BTOPUHHE
nakyBaHHs1, BUMYCK cepii:
Mepk Wapn i Joym B.B.,

MopTyranis/
ITanis
/lpnangis/
Benuka
Bputanisa/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, ltaly, as an alternative

3a
peuenmom

UA/19910/01/01
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Hinepnanam

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).

39. | CIANIC® TabneTku, BKPUTI NNIBKOBOIO Eni Ninni Higepna | BMpOGHMLTBO roTOBOI NikapCbKOi CLUA/ 3MiHM nonsratTb B OHOBIEHHI po3ainis 3a UA/17354/01/01
obonoHkoto, no 20 mr; no 1 Hepepnen HOM dopmu: Jlinni penb Kapibe IHk., Icnania «OcobnumBocTi 3acTocyBaHHsi» Ta «[MobiuHi | peyenmom
Tabnetui y 6nictepi, no 1 4 b.B. CLUA; nepBuHHa Ta BTOPUHHA peakuii» iHCTPYKUii Ang Mean4Horo

GnicTepy B kKapTOHHil kopobLi,
no 2 tabnetku y 6nictepi, no 1,
abo no 2, abo no 4 6nictepu B
KapTOHHiI kopobui

ynakoBka, [03Bin Ha BUMYCK
cepii: Ninni C.A., Icnanis

3aCTOCYBaHHsI NiKapCbKOro 3acoby HOBO
iHcpopMmalieto 3 Ge3neku LWoao NoBiAOMMNEHb
npo BUNaAKW LeHTpanbHOi CePO3HOI
XopioopeTuHonarii nig Yac 3acTocyBaHHs
Taganadiny, Ha OCHOBI JaHWX NOAaHUX Y
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MepiognyHo OHOBNIOBaAHOMY 3BIiTi 3 6e3neku
(PSUR) ans Taganaciny B €Bponencbkomy
COI03i, L0 y3aranbHIOe AaHi Npo
edekTUBHICTb Ta 6e3neky Taganadiny
npoTArom 3BiTHOro nepiogy 16 »xoeTHa 2019
no 15 xoBTHA 2022. BBeaeHHs1 3MiH
npoTsrom 6 MicsiLiB nicns 3aTBEPKEHHS.

40.

CIBPABA

po3unH Ans iH'ekuin, 284 mr/1,5
MA; no 1,5 Mn po3unHy y
nonepeaHb0 HanoBHEHOMY
wnpwui; no 1 nonepegHLo
HanoBHEHOMY LUMpULY B
KapTOHHIl kopobui

Hosapric
OBepcis
IHBECTMEH
TC Al

Llsenua
pist

BUPOGHMLTBO, NEPBUHHE
nakyBaHHsl, BTOPUHHE
naKyBaHHS, KOHTPOSb AKOCTi
(4acTkoBMIA), BUMNYCK CEPIl:
CaHpo3 'm6X, ABcTpisi
BUMYCK Cepin:
HoapTic ®apma Mv6X,
HimeyunHa
BMPOOHMLITBO CTEPUNBHOTO
nikapcbkoro 3acoby - acenTnyHa
nigrotoBka Ctepunisauis -
binbTpavis, KOHTPONb AKOCTI
(chizmko-ximiuHMI, GionoriyHnn,
MiKpOBionorivyHWM -
CTepUnbHICTb), NEPBUHHE
naKkyBaHHS):

KopaeHn ®apma C.n.A, Migpo3ain
UP3, Itania
BTOPWHHE NaKyBaHHS:
KopaeHn ®apma C.n.A., ITanisa
BTOPWHHE NaKyBaHHS:
dapmnor ®apma JlogxumcTik
'm6X, Himeuunna
BTOPWHHE NaKyBaHHS:
Oendapm XioHiHr CAC, PpaHuis
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.,
BUPOGHMYa AinbHuUs MeHreLw,
CnoBeHis
KOHTPOIb SKOCTi (4aCTKOBUW):
Jlek ®apmacbioTukanc 4a.a.,
CnoBeHis
KOHTPOIb SKOCTi (4aCTKOBUW):
Hosaprtic ®apma LtenH Al
TekHikan OnepenwH3 Lseiiy,
LWrerH Crepainnas, LLseruapis
KOHTPOIb SIKOCTi (4aCTKOBUIA):
CaHpo3s 'M6X - BetpibwreTTe /

AscTpis/
HimeuumHa/
ITanis/
DdpaHuis/
Icnanis/
CnoseHisi/
LLiBenuapis

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 %.
BBeneHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEPAKEHHS.

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
quality 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 JOKYMEHTaX, AaHi 3MiHU
BMMMBalOTb Ha cneumdikauiio MKHA.
HapaeTtbcs Tabnuus i3 3asHavyeHHsaM aitodoi
Ta NPOMNoHOBaHOI peAakuii cneundikadii
MKA

3a
peuenmom

UA/19037/01/01
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MaHydekuepiHr Cant AcenTikc
Opar MpogaxT WadTeHay /
Kynanb (Acentike AiMiEc
KyHanb), ABCTpisi

41. | CONIKBA PO34MH ANs iH ekuin, 100 TOB Ykpaina CaHodi-AseHTic [lonunang HimeyumHa C.1.4, 11 - Change(s) in the SPC, Labelling or 3a UA/16775/01/01

Opa./mn+33 mkr/mn; Ne3 abo Ne5: | "CaHodpi- meX PL due to new quality, preclinical, clinical or | peuenmom

no 3 Mny KapTpuaxi, ABeHTiC pharmacovigilance data:

BMOHTOBaHOMY B O[JHOpa3oBy Ykpaina" Update of section 4.8 of the SmPC in order

LNpuu-pyyky; no 3 abo no 5 to cholelithiasis and cholecystitis to the list of

LINPUL-PYYOK B KAPTOHHIN adverse drug reactions (ADRs) with

kopobui. onku 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
3aTBEPOKEHHS.

42. | CONIKBA po34mH Ans iH exuin, 100 TOB YkpaiHa CaHodpi-ABeHTic Jonunang HimeuunHa C.1.4, Il - Change(s) in the SPC, Labelling or 3a UA/16774/01/01

Opa./mn+50 mkr/mn; Ne3 abo Ne5: | "Canodi- mM6X PL due to new quality, preclinical, clinical or | peuenmom

no 3 My KapTpuaxi, ABeHTiC pharmacovigilance data:

BMOHTOBaHOMY B OQHOPa30BY Ykpaina" 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

LINPUL-PYHOK B KAPTOHHIN adverse drug reactions (ADRs) with

Kopobui. FonkM 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
3aTBEPOKEHHS.
43. | ®EBYKCOCTA | Tabnetku, BKpUTi MiBKOBOO KPKA, CnoBeHi BUPOBHMUTBO, NEPBUHHE Ta CnoBeHis C.l.2.aIB - To update section 5.1 of the 3a UA/18195/01/02
T KPKA obonoHkot no 120 mr; no 14 4.4., Hoeo a BTOPUHHE MaKyBaHHS, KOHTPOIb SmPC for Febuxostat 120 mg by deleting a peuenmom
Tabnetok y 6nictepi; no 2 MecTo cepii (pianyHi Ta xiMivHi MeToan sentence related to the FAST study. The

Brictepn y kapTOHHI kopoOLi

KOHTPOTIO, KOHTPOIb
MiKpOBionoriyHOi YNCTOTH Cepii),
BUNYCK cepii:

KPKA, a.a., HoBo mecTo,
CnoBeHis
KOHTpOnb cepii (isnyHi Ta
XiMi4Hi METOAUN KOHTPOTIO):
KPKA, a.a., HoBo mecTo,
CnoseHis
KOHTpOnb cepii (di3nyHi Ta
XiMi4Hi METOAUN KOHTPOTIO):
Kewminceki iHcTuTyT, LieHTp 3a
Banigauincke TexHonorie iH
aHaniTiko (LUBTA), CnoBeHis
KOHTpOnb cepii (isnyHi Ta
XiMi4Hi METOAMN KOHTPOTIO):
HN30X (HauioHanbHi
naboparopis 3a 3gpaB'e, okone
iH xpaHo), CrioBeHis
KOHTpOnb cepii (i3nyHi Ta
XiMiYHi METOAUN KOHTPOIO):
Keminab g.0.0., CnoseHisi

changes are in line with the changes
implemented for the reference product
Adenuric I1B-69. Additionally, the MAH has
taken the opportunity to make minor spelling
corrections to the Spanish PIl. BeegeHHs
3MiH NpoTSirom 6-Tu MicauiB nicnsa
3aTBEPAKEHHS.
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44,

®EBYKCOCTA
T KPKA

TabneTkun, BKpUTI NMiBKOBOKO
o6onoHkoto no 80 mr; no 14
TabneTtok y Gnictepi; no 2
Bnictepn y KapTOHHI Kopobui

KPKA,
a.a., Hoeo
MecTo

CnoBeHi
a

BMPOGHMLTBO, NEPBUHHE Ta
BTOPWHHE NaKyBaHHS!, KOHTPOSb
cepil (pisnyHi Ta XiMivHi MeToan

KOHTPOIIO, KOHTPOSb
Mikpob6ionoriYHoi YncToTH cepii),
BUMNYCK cepil:

KPKA, a.4a., HoBo mecTo,
CnoBeHis
KOHTpOnb cepii (Pi3nyHi Ta
XiMiYHi METOON KOHTPOSHO):
KPKA, a.a., HoBo mecTo,
CnosBeHisi
KOHTPOSb cepii ((isnyHi Ta
XiMiYHi METOAM KOHTPOSMHO):
Kemivicbki iHCTUTYT, LieHTp 3a

Banigauivcke TexHonorie iH

aHaniTiko (LUBTA), CrnoBeHis

KOHTpOnb cepii (di3nyHi Ta

XiMiYHi METOAN KOHTPOSHO):

HN30OX (HauioHanbHi
naboparopis 3a 3apas'e, okone
iH xpaHo), CrnoBeHis

KOHTPOSb cepii ((isnyHi Ta

XiMi4Hi METOAN KOHTPOTIO):

Keminab g.0.0., CnoseHis

CnoBeHis

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.

BBeneHHs 3MiH NnpoTsarom 6-Tu MicauiB 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.
BBeaeHHs 3MiH NnpoTsrom 6-Tu MicauiB nicns
3aTBEPOKEHHS.

3a
peuyerimom

UA/18195/01/01

45.

®EBYKCOCTA
T KPKA

TabneTku, BKpUTI NNiBKOBOO
o6onoHkoto no 120 wmr; no 14
Tabnetok y 6nictepi; no 2
Brictepn y kapTOHHIN KopoOLi

KPKA,
o.a., Hoeo
MecTo

CnoBeHi
a

BMPOGHMLTBO, NEPBUHHE Ta
BTOPWHHE NaKyBaHHS, KOHTPOMb
cepii (pianyHi Ta xiMivHi MeToan

KOHTPOIIO, KOHTPOIb
MikpobionoriyHoi YncToTU cepii),
BUNYCK cepii:

KPKA, a.a., HoBo mecTo,
CnoseHis
KOHTpOnb cepii (isnyHi Ta
XiMi4Hi METOAUN KOHTPOTIO):
KPKA, a.4a., Hoso mecTo,
CnoBeHis
KOHTpOnb cepii (i3nyHi Ta
XiMiYHi METOAMN KOHTPOIO):
Kewminceki iHcTuTyT, LieHTp 3a

Banigauincke TexHomnorie iH

aHanitiko (LIBTA), CrioseHis

KOHTpOnb cepii (isunyHi Ta

XiMi4Hi METOAUN KOHTPOTIO):

HN30X (HauioHanbHi
nabopartopis 3a 3gpaB'e, okone

CnoBeHis

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
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

Ba peyernmom

UA/18195/01/02
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[TponoBkeHHs AoaaTKa 3

iH XxpaHo), CrnoBeHis
KOHTPOSb cepii ((isnyHi Ta
XiMi4Hi METOAMN KOHTPOTIO):
Keminab g.0.0., CnoseHis

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

46. | XAMPIMO3 40 pO34mnH ANns iH'ekuin, 40 mr/0,8 CaHpos AscTpis KOHTPOMb (XiMiYHWI/Di3NYHWIA): LLisenuapis/ Mia Yac npoBeaeHHs Npoueaypu BHECEHHS 3a
mn; no 0,8 mn y nonepegHLo meX Hoeaptic ®apma LWTanH Al, CnoseHisi/ 3miH Tuny Il/IB, 3atBepaxeHux Hakasom peuenmom
HanoBHeHOMY Lnpuui; no 1 abo LLisenuapis ABcTpis MO3 Ykpainn Ne1823 Big 07.10.2022 p. y

2 nonepegHb0 HanoBHEHNX
wnpuuis y Gnictepax y
KapTOHHI kopoOui

KOHTpOrb cepii (bionoriyHni):
Hoeaptic ®apma Arl, LLseruapis
KOHTpOrb cepii (BionoriyHni):
Jlex a.a., NME BupobHnutBO
MeHrew, CrnoBeHisi
NOBHWI LUMKI BUPOOHULITBA:
CaHnpgos 'M6X - BupobHuua
OinbHUUA AcenTtuyHi Jlikapcbki
3acobu WadTteHay (AcenTuyHi
N3LW), AscTpis
KOHTpPOIb cepii
(XiMi4HWIA/pi3NYHUR):
€spocpiHc PACT 'mMBX,
HimeyuunHa
KOHTpOrb cepil
(mikpobionoriYHuiM -cTepUnbHi
NOKa3HWKKN, MikpOBIONOrivHWI -
HEeCTepUIbHI NOKa3HMKK):
Canpos 'M6X - BupobHuua
OinbHUUSA BioTexHonoriyHi
TNikapcbki CybeTaHuii KyHanb
(BT NCK), ABcTpist
KOHTpOnb cepii (GionoriyHni):
CI'C Ananituke LBenuapis AT,
LLIBeviLapis

MKA y Cneuudikauii nomunkoso 6yno
BKa3aHe 3Ha4YeHHs! CUNY KOB3aHHS i 3CyBY B
MM/XB Ansi nokasHuka «Cuna 3cyBy» Ta
«Cwuna koB3aHHsA» Ansa gosysaHHsi 20 mr/0,4
mn, a He 40 mr/0,8 mn.

UA/17973/01/01

B.o. HayaJbHUKA

@®apManeBTUHYHOIO YIIPABJIiHHA JIroamuia APKO



