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

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 23 yunas 2024 poxy Ne 1295

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 sunycky 3asigHUK Kpaina Bupo6Huk Kpaina PeecmpauitiHa npoyedypa Ymosu Homep
n/ JliKapcbK020 (nikapcbka ¢ghopma, eidnycky |peecmpauiliHo2
n 3acoby ynakoeka) 0 noceid4yeHHs1
1. AIIbTPEHO™ nocbioH, 0,05 %; no TOB YkpaiHa BupobHMLTBO, TECTYBaHHSA Kanapa/ OHOBMEHO KOHTaKTHI AaHi AN anbTepHaTUBHOI 3a UA/18447/01/01
45y 1y6i; no 1 Ty6i B «BAYLU BUXiOHOI CUPOBMHU, NaKyBaHHS, CnonyyeHi ainbHuui RD Laboratories Inc., Ha sikii npoBoaaTbcs peuenmom
KapTOHHiI kopobui XEJC» MapKyBaHHS, BUNYCK cepii Ta LWratn apmakonenHi BunpobysaHHa APl. OHoBRNeHO po3ain
[OCNiAKEHHSA CcTabiNbHOCTI: Amepukmn 3.2.85.2.1.

Bayw Xenc KomnaHic IHk.,
KaHnapa; AnbTepHaTvBHa
[iNbHUUA, Ha AKI NPOBOAATLCSA
TECTYBaHHS BUXiOHOT CUPOBUHN,
BUNYCK Cepii Ta AOCHiAXEeHHS
cTabinbHoCTi (BUMYyCK cepin,
BUPOGNEHNX TiNbKv ANsi
KMiHIYHUX JOCniXeHb):
Bayw Xenc Amepukac IHk.,
CnonyyeHi LWtatn Amepuky;
AnbTepHaTMBHa AiNbHUUSA, Ha
SKii NPOBOAATLCS
MikpobionoriyHi AocnioKeHHs:
Macudik bioJlabc, Cnony4eHi
LWTatn Amepuku;
OinbHuUus, Ha Sk NpoBOAATLCH
BUNpoByBaHHsS po3Mipy Kpanernb
eMyrnbCii Ta po3Mipy 4acTok:
MapTtukan TekHonoaxu Jlabce,
CnonyyeHi Wrtatn Amepuky;
AnbTepHaTUBHI AiNbHUUI, Ha

[o cneundikauii APl pogaHo TecT AN BU3HAYeHHS
MikpobionoriyHoi YicToTy, Brtovatoum Burkholderia
cepacia Complex (BCC), BignoBigHo 4o BUMOr
gitoyoro BuaaHHst USP. OHoBneHo po3ain 3.2.5.4.1.
OHoBMEHO AaHi AocniakeHHs cTabinbHOCTI 3a 3BITHUIA
nepioa. OHosneHo po3ainu 3.2.P.8.1 Stability
Summary and Conclusion-tube Ta 3.2.P.8.3 Stability
Data-tube.
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SIKMX NPOBOAATLCSA
BUNPOOYBaHHSA AONOMIKHUX
PEYOBUH:

EnemeHT Martipianc
TekHonopkm KaHaga IHK.,
KaHnapga;

EcOxiEc Kanaga IHk., KaHaga;
EcxiEc Kanaga IHk., KaHaga;
Heodapwm Jlabe IHk., KaHaga

ANNbTPEHO™

nocoioH, 0,05 %; no
45 ry 1y6i; no 1 1y6i B
KapTOHHiI kopobui

TOB
«BAYLU
XENC»

YkpaiHa

BupobHMLTBO, TECTYBaHHS
BUXiOHOI CUPOBMHU, NaKyBaHHS,
MapKyBaHHs, BUNYCK cepii Ta
pocnigkeHHs cTabinbHOCTI:
Bayw Xenc KomnaHic IHk.,
Kanapa
AnbTepHaTMBHa finbHULS, Ha
AKii NPOBOAATLCSA TECTYBAHHS
BWXiHOI CUPOBWHMU, BUMYCK Cepil
Ta AocniaXeHHs ctabinbHOCTI
(Bunyck cepin, BUpobneHunx
TiNbKW ANA KNiHIMHUX
nocnigkeHb):

Bayw Xenc Amepukac IHk.,
Cronyyeni WWtatn Amepukn
AnbTepHaTMBHa inbHULS, Ha
SKi NPOBOAATHCS
MiKpOBIONOrivHiI AOCHIAXKEHHS:
Macuaik bioJlabe, CrnonyyeHi
LWtatn Amepuku
OinbHuus, Ha ki NpoBOAATLCA
BUNpoOyBaHHsS po3Mipy Kpanernb
eMynbCii Ta PO3Mipy 4acTok:
MapTtukan TekHonogxw Nabc,
CnonyyeHi LWtatn Amepuku
AnbTepHaTUBHI AiNbHULUI, Ha
SIKMX NPOBOASATLCSA
BUNPOBYBaHHSI AOMOMIXXHUX
PEYOBUH:

EnemeHT Maripianc
TekHonoaku KaHaga IHK.,
KaHaga
EcOxiEc Kanaga IHk., KaHaga
EcOxiEc Kanaga IHk., KaHaga
Heodapwm Jlabc IHk., KaHaga

Kanapa/
CnonyyeHi
LWratn
Amepukm

Change to the microbiological specifications for the
excipient “soluble collagen”
- Deletion of the test for “objectionable
microorganisms”
- Addition of the test for Burkholderia Cepacia
Complex (BCC) microorganisms

3a
peuenmom

UA/18447/01/01

BI3KblO

PO34MH ANs iH'EKLIN,
120 mr/mn; no 1
crakoHy B KOMMNIIEKTi
3 rOriKoto
iNbTpyBanbHOW B
KopobLi 3 KapTOHY

Hosapric
Ogepci3
IHBECTMEH
TC Al

Llsevina
pist

BUNYCK Cepin:
AnkoH-KyBpbop, benbrisi; Bunyck
cepint:

Hosaptic ®apma N'M6X,
HimeuuuHa;

BWNYCK Cepin:

Hosaprtic ®apmacstoTuka, C.A.,
IcnaHis;

BUNYCK Cepin, BTOPUHHE

Benbris/
HimeuuunHa/
Icnanis/
CnoBeHis/
LLseniuapis

Type I, C.1.4 - Change(s) in the SPC, Labelling or
PL due to new quality, preclinical, clinical or
pharmacovigilance - Update of sections 4.2 and 5.1
of the SmPC in orde'r to introduce an alternative
loading posology regimen for wet AMD and update
information based on modelling and simulation
studies; the Package Leaflet is updated accordingly.
The RMP version 11.0 has also been submitted.
3MiHM BHECEHO B iHCTPYKLUIilO ANsi MEOUYHOTO

3a
peuerimom

UA/18277/01/01
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nakyBaHHS: 3aCTOCyBaHHSA Nikapcbkoro 3acoby 4o po3ainis
Jlex dapmacbtoTukanc g.4., "Cnocib 3actocyBaHHs Ta fo3u" 1a
CnoseHis; "®apmakognHamika" 3 METOI BHECEHHS

BMPOGHULITBO CTEPUITBHOTO
nikapcbKkoro 3acoby - roTyeTbcsi
acenTuU4HO; NepBUHHE
nakyBaHHSI; KOHTPOIb SIKOCTi -
XiMIYHWI/PI3NYHUIA, KOHTPOMb
AKOCTI - MikpobionoriyHuii - He
CTEPUNBHICTb; KOHTPOSb AKOCTI -
MikpoGionoriyHui -
CTEPUIbHICTb; BTOPUHHE
nakyBaHHs:

HoeapTic ®apma LUtenH AT,
LLsenuapis;

KOHTPOJb SIKOCTi - BionoriyHuiA:
HoeapTic ®apma Arl, Lsenuapis

anbTepHaTMBHOIO PEXUMY 3aCTOCYBaHHs ANst
niKyBaHHSA HEOBaCKyNAPHOI (eKCyAaTUBHOI) BiKOBOI
MakKynspHoi agereHepadii (BM[). BeegeHHs amiH
NpOTArom 6-Tu MicsLiB NiCNs 3aTBEPKEHHS.
Type I, C.1.4 - Change(s) in the SPC, Labelling or
PL due to new quality, preclinical, clinical or
pharmacovigilance - Update of sections 4.2, 4.8, 5.1
and 5.2 of the SmPC in order to change posology
recommendation in including an additional dose
regimen (qléw) for DME patients during the
maintenance phase, update the frequency of adverse
drug reactions, update pharmacokinetic,
pharmacodynamic, efficacy and safety information,
following the assessment of procedure 11/10, based
on final results from studies CRTH258B2301
(KESTREL) and CRTH258B2302 (KITE). The
Package Leaflet is updated accordingly. The RMP
version 11 has also been submitted. 3miHn BHeceHo B
iHCTPYyKUil0 ONst MEAUYHOTO 3aCTOCYBaHHS fikapCbKOro
3acoby fo posainis "Cnocib 3acTocyBaHHs Ta 4o3un",
"Mo6iuHi peakuii”, "®apmakogmHamika” Ta
"®dapmMakokiHeTUKa" 3 MeTOH 3MiHM pekoMeHaaLin
OO0 A03YBAHHS LUMSAXOM BKIOYEHHST PEXUMY
AopaTtkoBoi 4o3n (q16w) Ans nauieHTis 3 giabeTnyHnM
MakynsipHuM Habpsikom (OMH) nig yac niaTpumytoyoi
dasun, OHOBIEHHSI YacTOTK NOBIYHMX peakui Ha
nikapcbkuii 3acib, oHoBeHHS iHdopmalLlii npo
dapMakokiHeTUKy, chapmakoguHamiky, edPeKkTUBHICTb
Ta 6e3neky Ha OCHOBi OCTaTOYHUX pe3ynbTaTiB
pocnigxkeHs CRTH258B2301 (KESTREL) Ta
CRTH258B2302 (KITE); Takox BHECEHO HE3HAYHI
pedakuinHi BUnpaBneHHs y Tabnuusax. BeegeHHs 3MiH
npoTarom 6-Tu MicauiB nicns 3aTBepakeHHs. byno
oHoBneHo MYP go Bepcii 11.0. OcHOBHI 3MiHW, WO
6yno BHeceHo go MYP, 11.0: YactuHa MYP (OcHosHi
3MiH B nopiBHsHHI 3 [TYP, Bepcis 8.1). YactuHa |
(OHoBneHo iHbopMaLlito Npo anbTepHaTUBHI BapiaHTu
[03yBaHHs ans nokasaHHs HBM[. OHoBneHo
iHcbopmaLiito Npo OHOBREHWUI iHTepBan [o3yBaHHS ANs
nokasaHHs IMH). YacTtuHa Il (Mogynb S111: gaHi
KNiHIYHMX BUNPOGYBaHb Gynu OHOBMEHI 106
BigobpasnTtu aani gocnimkeHs KESTREL ta KITE.
Moaynb SV.1.2: iHdopMmauis Npo KyMynsTUBHY
ekcno3uuito 6yna oHoBrneHa 3 ypaxysBaHHsim PO3bB Big
06.04.2022. Mogynb SVII: iHcbopmaLis Npo BUSBEHI
Ta NOTeHUiNHi pusunku Byna oHOBREHa 3 ypaxyBaHHSAM
naHux gocnipxkeHb KESTREL Ta KITE. Qo posginy
Npo MOTEHLiNHI pusuku Byno foaaHo AOAATKOBY
Tabnmuo, WO MICTUTb NOKa3HMKM 3aXBOPIOBAHOCTI Ha
nobiyvHi siBMLLa 3 BOKy oven, siki nignagaTb Nifg KOXHY
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3 KaTeropin NoTeHLiHoro pmanky). Yactuua lll (bes

3MiH). YacTtuHa IV (Bes 3miH). YacTuHa V (Bes 3miH).

YactuHa VI (IHdopmauisi npo BusiBneHi puaunku 6yna

OHOBMeEHa 3 ypaxyBaHHSAM AaHUX AOCNioKeHb
KESTREL Ta KITE). Yactuna VII (Qogatok 1, dogaTok
6: 6e3 3miH. [logaTok 7: 6yno OHOBMNEHO KOPOTKMM
CTaTUCTMYHMM OMUCOM Ta pesyrnbTaTtamu, HOBUMM
BHYTPILLHIMW NOCUNaHHAMW Ta uMTaTamm 3
nitepatypu. flopatok 8: 6yno BiANoOBiAHUM YMHOM
OHOBJIEHO, 06 Big06PasnTK 3MiHM NOPIBHSHO 3
nonepegHboto pegakuieto MyP)

FAPOACUN® 9
BAKLUMHA
NPOTU
BIPYCY
NANINoOMHU
NIOANHMN 9-
BAJNEHTHA
(PEKOMBIHAH
THA,
AOCOPBOBAH
A)

cycneHsia ans
iH'ekuin, no 0,5 mn (1
nosa); no 0,5 mn
cycrneHsii y
nonepeaHL0
HanoOBHEHOMY LUNPWL
(ckno) 3 obmexyBayem
X0Ay NOpLUHS
(cunikoHioBaHMn
H6pombyTunosun
enacTtomep i3
nokputtam FluroTec)
Ta KOBMAaYKoOM
(cvHTETMYHa i3onpeH-
6pombyTunosa
cymiw). Mo 1
nonepeaHL0
HanoBHEHOMY LUNpULY
3 2 ronkamu a6o no 10
nonepeaHL0
HanoBHEHMX LUNPULiB
3 2 ronkamu ans
KOXHOrO Lnpuua B
KapTOHHIN kopobui 3
iHCTpyKUieto ans
Mean4Horo
3acTocyBaHHSA

Mepk
Wapn i
Hoym
IOEA
m6X

Llseniua
pis

06'eQHaHHs rOTOBOro NPOAYKTY
(noBTOpHE CycrnerayBaHHs Ta
06'eAHaHHSA KiHLEBOrO
cdopmynboBaHoro banky,

OTpUMaHoOro 3 ginbHuui Bect

[MOWHT), HAaNOBHEHHS LLNPULLIB
(nepBWHHE NakyBaHHS),
TecTyBaHHS NPy BUMYCKy Ans
LINpULIB, HAMOBHEHNX Ha
AinbHULi Bakctep (nuwe
€HAOTOKCMHMN Ta CTEPUNBHICTb):
Bakctep ®apmachbioTikan
ContowHc JC, CLA;
TeCcTyBaHHS NPy BUMYCKy Ans
LUNPWLB, HANOBHEHWX Ha
AinbHUUi Kapnoy, TecTyBaHHsi
npv BBE3€EHHI (4N WwWnpuuis,

OTPVMaHuX 3 AinbHuui Bect

MonHT Ta ginbHuUi Bakctep)?,
MapKyBaHHS Ta BTOPUHHE
nakyBaHHs1, cepTudikadisa Ta
BUNYCK cepii:

@ TecmyegaHHs rpu 88€3eHHI
8Ko4ae npoeedeHHs1 8Cix
mecmig npu eurycky cepii

KiHyego20o npodyKkmy
Mepk Wapn i Joym B.B.,
Hinepnanaw;
BUPOGHMLUTBO: chopmynsLis,
HanoBHEHHSs Ta NepBUHHE
naKkyBaHHS LUNPULIB, TECTYBaHHA
npu BUMYycKy (KiHLEeBOro
ccopmMynboBaHoro 6anky Ta
LINpULiB, HAMOBHEHNX Ha
ainbHUUi BecT MonHT Ta Ha
AinbHuUi BakcTep), TecTyBaHHA
cTabinbHoCTi:

Mepk Wapn i Ooym JJIC, CLUA;
BUPOGHMLTBO: hopMynsiLis,
HamnoBHEHHS Ta NepBUHHE
nakyBaHHS! LUNPULiB, TECTYBaHHS
npv BUMycKy

CLIA/
Higepnanam
/

Ipnangis/
Icnanis

3miHu 3 Akocri - B.l.a.2.a, IB.

Minor changes in the manufacturing process of the
active substance intermediates for all HPV types for
Human Papillomavirus 9-valent vaccine (recombinant,
adsorbed) to introduce an alternate harvest dispensing
method for the cell slurry fermentation. Furthermore,
the MAH has taken the opportunity to implement
editorial changes in Section 3.2.A.1 to update the
active substance purification and HPV fermentation
buildings.

3a
peuerimom

UA/20128/01/01
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(kKiHLEeBOrocopMybOBaAHOTO
Ganky Ta WnpuuiB, HAaNOBHEHUX
Ha ginbHuui Kaproy),
TeCTyBaHHs cTabinbHOCTI:
MCL IHTepHewwHn M6X/MCL
Ipnangis (Kapnoy), Ipnanais;
MapKyBaHHS Ta BTOPUHHE
nakyBaHHs:

Posi ®apma IHgacTtpian
Cepsicec, C.A., IcnaHis

OAYHOBJIACT | nopouiok ans Mdpanzep CLWA BMPOBOHMLTBO, NEPBUHHE Ta ITanisa BHECEHHS 3MiH A0 peecTpauiiHnx maTtepianis: A.5.a 3a UA/20200/01/01
WH KOHLieHTparty Ans Eny.Ci.Mi. BTOPWHHE NaKyBaHHs, KOHTPOIb Type IAIN — 3miHa HaliMeHyBaHHs Ta/abo agpecu peuernmom

PO34mHy Ans iHdY3in, Kopnopen SIKOCTI, BUMYyCK cepii, MicUsi NpoOBaKEHHS AisNbHOCTI BUPOOHMKA rOTOBOrO

20 mr no 1 cpnakony B LUH BMNPoOyBaHHs cTabinbHOCTI:

KapTOHHIN ynakoBLi

Natina ®apma C.n.A.

nikapcbkoro 3acoby (Bknovaouu OinbHULL BUMYCKY
cepii Ta MicLie NPOBEAEHHS KOHTPOMIO SKOCTI).

LisnbHicTb, 3a sKy Bignosigae BUPOGHWMK, TakoX

BKItOYae BUMyck cepivi. "KopaeH ®apma JlatiHa C.n.A."
(Corden Pharma Latina S.p.A.) Hapasi 3apeecTpoBaHa
AK BUPOOHMYaA AiNbHULA Nikapcbkoro 3acoby
HayHopybiunHy rigpoxnopua, NOPOLLIOK AN PO3YNHY
ans iH'ekyin no 20 mr, cybnimoBanun. KomnaHis
Mdaiizep (Pfizer) nponoHye oHOBUTU Ha3By
topnanyHOI ocobu, Ha SKin 3apeecTpoBaHa BUPOGHMYaA

AOinbHMUSA nikapcbkoro 3acoby, 3 "KopaeH ®apma

JNaTiHa C.n.A." (Corden Pharma Latina S.p.A.) Ha
"NatiHa ®apma C.n.A." (Latina Pharma S.p.A.)y
3B'A3Ky 3 NnpuabaHHsam komnanii "KopaeH ®apma
JNaTiHa C.n.A." komnaHieto Ekctposic Al™ (Extrovis AG),
MiXXHapOAHOK (hapMaLEeBTUHHOO KOMMNaHie 3i WTab-
kBapTupoto y LLiBeriuapii, nounHatoun 3 1 ciyHsa 2024
poky. Kpim Toro, komnaHisi Mdpansep (Pfizer)
KOPUCTYETLCA LIIEI0 MOXIMBICTIO, LLI0D OHOBWTM agpecy
BUPOOHMYOI AiNbHUL ANS NPUBEAEHHS Ti y
BiANOBIgHICTb A0 iHdopMaLii Npo AiNbHULI0, HajaHy B
"3.2.R GMP Ceptudikat Latina Pharma S.P.A.".
MpogiHuis "MNaTiHa" ("Latina") paniwe 6yna BkasaHa 3
NOBHOI Ha3BOIO, a Tenep BOHa 3aMiHeHa Ha il
ckopouyeHy Ha3By (JIT) (LT). 3anponoHoBaHi 3miHn

HOCATb aAMiHiCTpaTnBHUIA xapaktep. O6oB'A3ku

AinbHULI, bi3nYHe po3TallyBaHHS GifbHULI, Npouecu
Ta KOHTPOSb 3anuLLATbCA HE3MIHHUMMU.
lNonepedHsi pedakuyisi:

KopaeHn ®apma JlatiHa C.n.A.

(Corden Pharma Latina S.p.A.)

Bia Mypinbo, 7, 04013 CepmoHeTa, JlaTiHa, ITanisa
(Via Murillo, 7, 04013 Sermoneta, Latina, Italy)
lNporoHosaHa pedakuisi:

Natina ®apma C.n.A.

(Latina Pharma S.p.A.)

Bia Mypinbo, 7, 04013 CepmoHeTa (N1T), ITanis
(Via Murillo, 7, 04013 Sermoneta (LT), Italy).
BBeaeHHs 3MiH npoTsarom 9-Tu micauiB nicns
3aTBEPAKEHHS.
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NAM3ELOE

NMOPOLLIOK ANS PO3YNHY
ans iHgysin, 10 Mr; no
10 mr y conakoHi 3
MapKyBaHHSIM
aHrMiNCbKOK MOBOIO;
no 1 cnaxkoHy B
KapTOHHIl kopobLi 3
MapKyBaHHSIM
HIMELIbKOIO MOBOIO 3i
CTUKEPOM
YKPaiHCbKOK MOBOIO

K'esi
dapmac'io
Tikens
m6X

ABcCTpis

BUPOBHMUTBO NiKapcbKoro
3acoby, BunpobyBaHHs npu
BUMNYCKY, BUNPODYBaHHsI Ha
CcTabinbHICTb, NEPBUHHE
nakyBaHHs: [laTteoH Itanisa
C.n.A., Itanis; BunpobyBaHHs
npv BMNYCKy, BUMYCK cepii,
BTOPWHHE NaKyBaHHS,
36epiraHHsa Ta AMCTpubyUis:
K'esi dapmaneyTuui C.n.A.,
ITanis; BuNnpobyBaHHsA Npu
BUWMYCKY: NULLE HEBUAUMI
yacTku: KoHdpapma PpaHuis -
omOGypr, ®paHuisi; JIAJ1-TecT,
HeBUAMMI YacTku: €BpPodiHC
Biona6 Cpn, ITanis

ITanis/
PdpaHuis

B.l.a.2.a, IB- Changes in the manufacturing process of
the AS - Minor change in the manufacturing process of
the AS:

Minor changes in the manufacturing process of the
active substance velmanase alfa to change the
bioreactor volume on harvest day from 250-270 L to
270-290L.

B.l.a.2.z, IB - Changes in the manufacturing process of
the AS - Other variation:

To update the composition of the buffer
“Phosphat_107_60mM pH 8.2” used in Virus
Inactivation step “V10”, elution buffer
“Phosphat_096_90 mM pH7.7” used in mixed mode
chromatography step (C10) and the composition of
equilibration/wash buffer “Tris_056_20mM _pH7.5”
used in Anion exchange chromatography step (C40).
B.l.a.4.a, IA- Change to in-process tests or limits
applied during the manufacture of the AS - Tightening
of in-process limits:

To tighten the Isopropanol Concentration set point and
range, applied during the manufacture of the active
substance Velmanase alfa, from 14.5% (14.2 — 14.9%)
to 14.65% (14.4 — 14.9%) as a consequence, the
addition factor of the inactivation buffer when added to
the inactivation step starting material is increased from
0.94 kg/kg to 0.97 kg/kg.

B.l.b.1.b, IA - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Tightening of
specification limits:

To tighten the HCL 012 2M buffer control used in the
manufacturing process of the active substance
Velmanase alfa specification limits for Specified
density from 1.018 — 1.048 g/cm3 to 1.030 — 1.036
g/lcm3.

The MAH took opportunity to introduce editorial
changes in sections 3.2.S.2.2 and 3.2.5.2.3.

3a
peuyerimom

UA/18519/01/01

NIAM3ELOE

MOPOLLOK A5 PO34NHY
ans iHgysin, 10 Mr; no
10 Mr y donakoHi 3
MapKyBaHHAM
aHIMiNCbKOI MOBOIO;
no 1 dnakoHy B
KapTOHHIN kopobui 3
MapKyBaHHSAM
HiMELIbKOIO MOBOIO 3i
CTUKEPOM
YKPaiHCbKOK MOBOHO

K'esi
dapmac'oTi
ken3 MméX

ABCTpis

BMPOOHMLITBO MiKapCbKOro
3acoby, BUNpobyBaHHS npu
BUWMYCKY, BUNPOOyBaHHA Ha
cTabinbHiCTb, NepBuNHHE
nakyBaHHsi: lMaTeoH Itanis
C.n.A,, Itanisi; Bunpo6yBaHHsi
npwv BMNYCKy, BUMYCK cepii,
BTOPVHHE MNaKyBaHHS,
36epiraHHsa Ta AMcTpubyLis:
K'esi ®dapmaueyTuui C.n.A.,
ITanis; BunpobyBaHHSA Npu
BUMYCKY: NULLe HEBUANMI
yacTku: KoHdpapma PpaHuis -
FomOGypr, ®paHuisi; JIAJ1-TecT,
HeBUAUMI YacTku: €BpodpiHC
Biona6 Cpn, ITanis

ITanis/
DdpaHLuis

B.ll.e.2.c, IB - Change in the specification parameters
and/or limits of the immediate packaging of the
finished product- Deletion of a non - significant

specification parameter (e.g. deletion of an obsolete
parameter):

To delete the non-significant parameter ‘Identification
by determination of total ashes test' and the non-
significant parameter 'Heavy metal test' from the

immediate packaging specifications of the finished
product. In addition, the MAH has taken the
opportunity to include editorial changes to sections
3.2.P.7.3 and 3.2.P.7.5 of the dossier.

3a
peuyenmom

UA/18519/01/01




7 [TponoBkeHHs AoaaTKa 3
8. MAWNOTAPI NMOPOLLIOK A1s Mdparizep CLWA BTOPWHHE MaKyBaHHS, Re-evaluate gemtuzumab ozogamicin drug substance 3a UA/18298/01/01
KOHLeHTpaTy A4ns Eny.Ci.Mi. MapKyBaHHS1, 36epiraHHs, BUMyCK and drug product lot release acceptance criteria for peuenmom
po34mnHy ANns iHdysin, |(Kopnopenw cepii: appearance, iCE, CGE and cytotoxicity assays based
4,5wmr; no 4,5mry H, CLLUA dapmadist i AngxxoH KomnaHi on ?25 unique combinations of gemtuzumab and
cnakoHi, no 1 JINC, CUWA; activated calicheamicin drug substance intermediate
NaKkoHy y KapTOHHIN BMPOBOHWLTBO, NEPBUHHE lots used to manufacture gemtuzumab ozogamicin
KopobLi nakyBaHHs1, TECTYBaHHS Npu drug substance and drug product using the
BUNYCKY cepii, TECTYBaHHS Npu commercial manufacturing process and tested using
OocnigKeHHi cTabinbHOCTI, the commercial specification methods. Pfizer will
36epiraHHs: submit the corresponding data, the
Baet dapmacktoTikan [iBikH od analytical and statistical plan used to evaluate the
Baet Xonginrc JINC, CLUA; specifications, and any proposed changes to the
TECTYBaHHSI Ha LiNiCHICTb specifications.
yNakoBKM (Npv JOCHIOKEHHI
cTabinbHOCTI):
Bect dapmachbtoTikan Cepsicec,
IHk., CLLA
9. HIMEHPUKC® NMOPOLLIOK Ta NOANIEP CLWA (OpMyBaHHS, HAMOBHEHHS, Benebriga B.l.a.2.alB,B.l.a.2.alB, B.l.a.2.a B, B.l.a.2.a B 3a UA/16901/01/01
PO3YMHHUK NS ENY.CLMI niodpinizauisi, KOHTPOIb SKOCTI, Four type IB variations B.l.a.2.a — To change the peuenmom
PO34MHY ANS iH'eKLiR, . nakyBaHHs/MapKyBaHHS, BUMYCK registered Proven Acceptable Ranges (PARs) for
1 go3a y chnakoHi; no KOPIOP cepii roTOBOro NpoAyKTY; process parameters applied during fermentation and
1 conakoHy 3 ENLLIH hopMyBaHHS! Ta HanoBHEHHS, purification of MenA, MenC, MenW, MenY
nopotukom (1 gosa) B nakyBaHHs/MapKyBaHHS, polysaccharides drug substance intermediates
KOMMMEKTi 3 KOHTPOMb SKOCTIi, BUMYCK cepil manufactured at Pfizer Sanford, US.
po34nHHUKoMm (0,5 M) PO3YMHHMKA: Opportunity is also taken to remove the targets and
y nonepeaHbo Mdparizep MeHtodekvypuHr some non-CPPs in sections 3.2.S.2.2 Description
HanoOBHEHOMY LUNPWL Benbria HB, Benbrisa of Manufacturing Process and Process Controls -
Ta gBoma ronkamm opMyBaHHS Ta HaNoOBHEHHS! Purification - Purified MenA, MenC, MenW and MenY
3anakoByOTb Y PO34MHHMKA, MapKyBaHHS, Bulks - Pfizer Sanford.
6nictep Ta BknagaoTb KOHTPOIb SKOCTi PO34MHHNKA:
Y KapTOHHY KOpPOOKy; KataneHTt Benbgxiym CA,
no 1 dpnakoHy 3 Benbris
nopotukom (1 gosa) B hopMyBaHHS BaKLMHN,
KOMMIEeKTi 3 HanoBHEHHS (ONaKoHIB,
po34mHHUKoM (0,5 mn) niodpinizauisi, KOHTPOIb AKOCTI:
y nornepenHso "nakcoCwmiTKnsanH Bionogpxikanc
HaMoBHEHOMY LUNpUL CA, Benbris
6e3 ronkm KOHTPOIb SIKOCTi PO34YMHHMKA 33
3anakoByHOTb Y NokasHUKOM "CTepunbHicTb":
6nictep; 10 GnicTepis CI'C a6 CimoH CA, Benbris
BKNagawTb y
KapTOHHY KOpObKy
10. | NPUBIOXEH PO34MH Ans iHDY3in ucn Lliseviua BUPOGHMLUTBO Hepo3dacoBaHol B.Il.h.1 b)1. Il Haginwnm maTepianu 23.05.24 3a UA/18357/01/01
100 mr/mn (10 %), no BepiHr AT, pis npoayKuii, NepBUHHE NaKyBaHHSA Updates sections 2.3.A.2 and 3.2.A.2 as follows: peuenmom
25 mn, 50 mn, 100 mn, |LlBevuapis (acenTuyHe HanoBHEHHS), - to provide the current virus reduction study data for

200 mn, abo 400 mn y
cdnakoHax, no 1
brakoHy B KapTOHHil
Kopoo6Li

KOHTPOIb SIKOCTi, BUNYCK Cepil:
LICIT Bepinr Al, Wsewuapis;
NepBUHHE MaKyBaHHS
(MapkyBaHHS1), BTOPUHHE
nakyBaHHs: LICJ1 BepiHr AT,
LLiBenuapis

CH9/z+ filtration and virus filtration steps
- to deregister the Octanoic Acid (OA) Fractionation as
a virus and TSE reduction step
- to include a modernized format of section 2.3.A.2 and
3.2.A2.
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11. | NPUBIOXEH PO34MH Ans iHGY3in ucn Lsevina BUPOBHMLTBO HEPO3hacoBaHOI B.l.a 2c) Il maTepianu HagaHo 04.06.24 3a UA/18357/01/01
100 mr/mn (10 %), no BepiHr AT, pis NpoaykKLii, NepBUHHE NaKyBaHHS Introduction of an alternative dosing for Octanoic Acid peuenmom
25 mn, 50 mn, 100 mn, |LUBenuapis (acenTn4He HanNoOBHEHHS), at Bulk manufacturing step CZ0200.
200 mn, abo 400 mny KOHTPOJb SIKOCTi, BUNYCK Cepil:
cdnakoHax, no 1 LICI Bepinr AT, LLBenuapis;
riakoHy B KapTOHHIW NepBUHHE MaKkyBaHHSA
KopobLi (MapKyBaHHS1), BTOPMHHE
nakyBaHHsi: LICJ1 BepiHr Al,
LLIsevinapis
12. | NPUBIOXEH PO34MH Ans iHGY3in ucn LLsevina BUPOBHMLTBO HEpPO3hacoBaHoOI B.l.a.2.a)IB Matepianu HagaHo 04.06.2024 3a UA/18357/01/01
100 mr/mn (10 %), no Bepinr AT, pist NpoAyKLii, NepBUHHE NaKyBaHHS Introduction of Hydrosart UF Cassettes in the M99 peuernmom
25 mn, 50 mn, 100 mn, |LLBsenuapis (acenTn4He HanNoOBHEHHS), facility for manufacturing of IgPro10:
200 mn, abo 400 mny KOHTPOJb SIKOCTi, BUNYCK Cepil: With this application, CSLB intends to introduce the
dnakoHax, rno 1 LICIT Bepinr Al, Wsewuapis; Hydrosart UF cassettes as an alternative to the
NaKkoHy B KAPTOHHIN nepBUHHE NaKyBaHHS Biomax UF cassettes in the M99 production facility at
KopobLUi (MapKyBaHHS1), BTOPMHHE CSL Bering Bern. The Hydrosart UF cassettes are
nakyBaHHsi: LICJ1 Bepinr AT, already licensed and used in the IgLAB Modules I-IV.
LLiserinapisa A detailed description of the change can be found in
section 3.2.S.2.6 Manufacturing Process
Development, charter 3.2.5.2.6.12.51.
In addition, CSLB uses this opportunity to introduce a
dossier optimization and harmonization in Drug
Substance (DS) and Drug Product (DP) section in the
submission package. The aim of this optimisation is to
improve the readability of the sections by eliminating
redundant information and to avoid inconsistencies
between sections: 2.3.5.2., 2.3.P.3., 2.3.P.7,,
3.2.8.2.2,3.25.23,,3.2pP.2.3,,3.2P.3.1,3.2.P.3.3,
3.2.P.7.
13. | NPUBIAXEH PO34MH ANS iHPDY3in ucn Lsenua BMPOGHMLTBO Hepo3dacoBaHoi LLisenuapis B.l.a.4.(z), Il Updated risk assessment for criticality of 3a UA/18357/01/01
100 mr/mn (10 %), no BepiHr Al pist nNpoaykKLii, NepBUHHE NaKyBaHHSA process control parameters and quality attributes for peuenmom
25 mn, 50 mn, 100 mn, (acenTnyHEe HanoOBHEHHS), DS.
200 mn, abo 400 mny KOHTPOMb SIKOCTi, BUMYCK Cepii: B.I.b.5.(z), Il Updated risk assessment for criticality of
dnakoHax, no 1 LICI Bepinr Al, Wsewuapis; process control parameters and quality attributes for
NaKkoHy B KAPTOHHIV nepBUHHE NakyBaHHs DP.
Kopoo6ui (MapkyBaHHS1), BTOPUHHE
nakyBaHHs:: LICJI1 BepiHr AT,
LLIBeviLapisa
14. | NPUBIOXEH PO34mMH ANS iHPDY3in ucn Lsenua BMPOGHMLTBO Hepo3dacoBaHoi LLisenuapis, 3miHa B.1l.b.1.(a), IAIN JogaBaHHs BupobHunka CSL 3a UA/18357/01/01
100 mr/mn (10 %), no BepiHr Al pist, npoaykKLii, NepBUHHE NaKyBaHHSA Behring AG (Bollingenstrasse 93, 3006, Bern, peuenmom

25 mn, 50 mn, 100 mn,
200 mn, abo 400 mny
cdnakoHax, no 1
brakoHy B KapTOHHil
KopobLi

(acenTnyHe HanoOBHEHHS),
KOHTPOIb SKOCTI, BUMYCK Cepii:
LICI Bepinr Al, LWsewiuapis

NepBUHHE MaKyBaHHS
(MapkyBaHHs1), BTOPUHHE
nakyBaHHs:

LICIT Bepinr Al, LWsenuapis
BTOPUHHE MaKyBaHHS:
LICIT Bepinr Al, LWsenuapis

Switzerland) sk ginbHULI, BiANOBigaNbHOI 32 BTOPUHHE
nakyBaHHs1.
3miHa B.1l.b.1.(z), IB NepeHeceHHs niHii BidyanbHoro
KOHTPOIIO SIKOCTi B Mpoueci BupobHuuTea 3 CLS
Behring AG (Untermattweg 8, Bern, 3027) o CSL
Behring AG (Bollingenstrasse 93, 3006, Bern,
Switzerland).
TepMmiH BBeOEHHS 3MiH — NPOTAroM 6 micsauiB nicns
3aTBEPAKEHHS.
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15. PO34MH ANs iH'EKLN, Hosapric BUPOBHMLUTBO, NEPBUHHE AscTpis/ BHECEHHS 3MiH [0 peecTpaLiiHMX maTtepianis: 3a UA/19037/01/01
284 mr/1,5 mn; no 1,5 Ogepci3 nakyBaHHsi, BTOPUHHE HimeyuunHa/ B.ll.b.1.a, IAin - Replacement or addition of a peuenmom
MIT PO3YUHY Y IHBECTMEH nakyBaHHS!, KOHTPOIb SKOCTI ITanis/ manufacturing site for the FP - Secondary packaging
nonepegHL0 TC Al (4acTkoBMIN), BUMYCK Cepil: ®paHuia/ site:
HaMoOBHEHOMY LLNPWLL; HoeapTic ®apmacbioTukan Icnanis/ To replace UPS Healthcare ltalia S.r.L., Via
no 1 nonepeaHLo MaHydaktypiHr FTM6X, ABCTpis; CnoseHis/ Formellese km. 4300, Formello 00060, Italy with UPS
HaMoOBHEHOMY LLNPULY BUMYCK Cepili: LLIseniapis Healthcare Italia S.r.L., Viale Mantova Snc, 26867

B KAPTOHHIi Kopobui

CaHpos 'M6X, ABCTpis;
BUNYCK Cepin:
HoeapTic ®apma 'mbX,
HimevumnHa;
BMPOOHMLITBO CTEPUIBHOMO
nikapcbKkoro 3acoby - acenTnyHa
nigrotoeka Ctepunisadisi -
dinbTpauisi, KOHTPOIb AKOCTI
(cbizmko-ximivHMI, BionoriyHuNA,
MikpoGionoriyHui -
CTEPUIbHICTb), NEPBUHHE
nakyBaHHs:

KopaeHn ®apma C.n.A, MNigpo3ain
UP3, ITanis;
BTOPVHHE NaKyBaHHS:
KopaeH ®apma C.n.A., Itanis;
BTOPVHHE NaKyBaHHS:
dapmnor ®apma JlomkucTik
'm6X, HimeuunHa;
BTOPVHHE NaKyBaHHS:
Hendapm XioHiHr CAC,
®paHuis;

BTOPVHHE NaKyBaHHS:
Mikinr ®apma C.A., IcnaHis;
BTOPVHHE NaKyBaHHS:
HOMNC Xenckep Itania C.P.J1.,
ITanis;

KOHTPOrb SIKOCTi (¢hi3nKo-
XiMiYHMI):

Yenab C.p.n., Itanis;
KOHTPOMb SIKOCTi (4aCTKOBUIA):
HoapTic ®apmacbtoTmkan
ManydaktypinHr J1IJIC, CrnoBeHis;
KOHTPOMb SIKOCTi (4aCTKOBUIA):
Jlex dapmacbtoTukanc a.4.,
CroBeHisi;

KOHTPOMb SIKOCTi (4aCTKOBUIA):
HoBapTic ®apmacbioTukan
ManrydakrypinHr J1IJIC, CrnoBeHis;
KOHTPOMb SIKOCTi (4aCTKOBUIA):
Hoeaprtic ®apma LWTenH Al
TekHikan OnepeiiwH3 LLsenu,
LreiH Ctepaiins, LLseluapis;
KOHTPOMb SKOCTi (4aCTKOBUWA):
HoBapTic ®apmacbioTukan
MaHydakTypiHr F'M6X, ABCTpisi

Somaglia, Italy as a site responsible for secondary
packaging of the finished product.

The applicant took the opportunity to introduce the
following editorial changes in Section 3.2.P.3.1:
- Inclusion of "Identification by IR" for Novartis

Pharmaceutical Manufacturing GmbH, Kundl
manufacturing site (inadvertently deleted from the
Section 3.2.P.3.1 during variation of
EMEA/H/005333/IAIN/0020/G).

- Correction of tests for Novartis Pharmaceutical
Manufacturing LLC, Ljubljana manufacturing site.
[itoya pegakuis:

Po3gain “Bupo6Huk(n) nikapcbkoro 3acoby”:

BTOPWHHE MaKyBaHHS:
HOMNC Xenckep Itanis C.P.J1.
Bia ®opmernnec KM. 4,300, ®opmenno 00060, ITanis
UPS Healthcare ltalia S.R.L.
Via Formellese KM. 4,300, Formello 00060, Italy

[MponoHoBaHa peaakuis:
Po3zgin “BupobHuk(n) nikapcbkoro 3acoby”:

BTOPWHHE NaKyBaHHs:
tOMNC Xenckep Itania C.P.J1.
Biane MaHtoBa CH4, Comarnis, 26867, ITanis
UPS Healthcare ltalia S.R.L.
Viale Mantova Snc, Somaglia, 26867, Italy.
BBeneHHs 3MiH NnpoTsarom 6-Tu MicauiB nicns
3aTBEPOKEHHS.
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16. | CONIKBA PO34MH NS iH EKLiN, TOB YkpaiHa CaHodpi-ABeHTic [Jonunang HimeyunHa B.l.b.2.a, IA - Change in test procedure for AS or 3a UA/16775/01/01
100 Og./mn+33 "CaHoi- m6X starting material/reagent/intermediate - Minor changes peuenmom
mkr/mn; Ne3 a6o Ne5: ABeHTiC to an approved test procedure:
no 3 Mny KapTpuaxi, YkpaiHa" Minor changes to the LC-MS test procedure in
BMOHTOBaHOMY B lixisenatide drug substance used for the determination
OlHOpas3oBy LUNPUL- of the related impurities Di-Ser(33)-AVE0010 and Di-
py4ky; no 3 abo no 5 Ala(35)-AVEO0010 to reestablish the calibration range
LUNPUL-PYHOK B and adjust the associated system suitability test (SST)

KapTOHHiI kopobui. solutions.
["onkn B ynakoBKy He B.l.a.1.f, IA - Change in the manufacturer of AS or of a
BKITHOYEHi 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 replace Solvias AG, Roemerpark 2, 4303
Kaiseraugst, Switzerland with Sanofi-Aventis
Deutschland GmbH, Industriepark Hoechst, 65926
Frankfurt am Main, Germany as a site responsible for
quality control of the lixisenatide active substance.

17. | CONIKBA PO3YMH ANS iH EKUIN, TOB YkpaiHa CaHodi-AseHTic [lonunang Himeuunna B.l.b.2.a, IA - Change in test procedure for AS or 3a UA/16774/01/01
100 Oga./mn+50 "CaHoi- m6X starting material/reagent/intermediate - Minor changes peuenmom
Mkr/mn; Ne3 a6o Ne5: ABeHTiC to an approved test procedure:
no 3 My KapTpuaxi, YkpaiHa" Minor changes to the LC-MS test procedure in
BMOHTOBAHOMY B lixisenatide drug substance used for the determination
O[HOpa30BY LUMNPUL- of the related impurities Di-Ser(33)-AVE0010 and Di-
py4ky; no 3 abo no 5 Ala(35)-AVEO0010 to reestablish the calibration range
LUNPUL-PYYOK B and adjust the associated system suitability test (SST)

KapTOHHil KOpoOLyi. solutions.
"onku B ynakoBKy He B.l.a.1.f, IA - Change in the manufacturer of AS or of a
BKITHOYEHi 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 replace Solvias AG, Roemerpark 2, 4303
Kaiseraugst, Switzerland with Sanofi-Aventis
Deutschland GmbH, Industriepark Hoechst, 65926
Frankfurt am Main, Germany as a site responsible for
quality control of the lixisenatide active substance.

B.o. HayaJbHUKA
DapManeBTUHYHOIO YIIPABJIiHHA

Oaexkcanap I'PINEHKO




