HEPEJIIK
JIKAPCBKHUX 3ACOBIB (MEJNUYHUX IMYHOBIOJIOI'TYHUX ITPEITAPATIB), IIOAO AKUX BYJIU BHECEHI

Jonarok 3

n0 Hakazy MIHICTEpCTBA OXOPOHH 37I0pOB’S
VYkpainu «IIpo JIep>KaBHY peecTpariiro
JMiKapchKUX 3aco0iB Ta BHECEHHA 3MiH J0
peecTpaliiiHuX MarepianiB JIKapchbKUX 3aco0iB,
SKI 3apeecTpoBaHi KOMIETEHTHUMH OpraHaMH
Crnomyuenux Ilrarie Amepuxwu, lIBelnapcekoi
Koudenepamii, Snonii, Ascrpanii, Kanam,
€sporneiicekoro Corosy»

Bix 08 BepecHs 2023 poxy Ne 1599

3MIHU 10 PEECTPALIMHUX MATEPIAJIIB, SIKI BHOCSIThCS 10 JEPAKABHOI'O PEECTPY JIKAPCBKHX
3ACOBIB YKPAIHHU, SIKI BAPE€ECTPOBAHI KOMIIETEHTHUMU OPTAHAMMU CIIOJIYUEHUX IITATIB
AMEPUKU, HIBEMLHHAPCBKOI KOH®EAEPALIIL, AIIOHII, ABCTPAJIII, KAHA/IHU, IKAPCBKHUX 3ACOBIB, 1O 3A

HEHTPAJI30BAHOIO MMPOILEAYPOIO 3APEECTPOBAHI KOMIIETEHTHUM OPITAHOM €BPOIENCBHKOI'O
CO103Yy

Ne Ha3zea Popma esunycKy 3asigHUK Kpaina Bupo6Huk Kpaina Peecmpauilina npoyedypa Ymoesu Homep
n/ JliKapCcbKo20 (nikapcbka ¢ghopma, eidnycky |peecmpauyiliHo2
n 3acoby ynakoeka) 0 noceid4yeHHs1
1. BPIXAI™ nocwiioH, 0, 01 %, TOB YkpaiHa BUPOBHMUTBO, NaKyBaHHS, Kanapga/ 3minn | Ta Il Tuny, 3miHn | Trny: 3miHm wopao 3a UA/18952/01/01
no 100 ry Ty6i, no 1 «BAYLU MapKyBaHHS, BUNYCK cepii Ta CnonyyeHi 6e3nekn/edeKTUBHOCTI Ta hapmakoHarnsgy. peuernmom
Tybi B KAPTOHHIN XEJIC» nocnigpkeHHst cTabinbHOCTI: LWratn BBeneHHs abo 3MiHM 00 y3aranbHEHUX AaHUX Mpo
Kopooui Bayw Xenc Komnanic IHk., KaHaga Amepuikn cuctemy cdbapmakoHarnsaay (BBeAeHHS y3aranbHeHUX

anbTepHaTUBHA AiNbHULA, Ha AKi

NpPOBOAATLCS BUMYCK Cepil Ta
[ocnigpKeHHs cTabinbHOCTI:
Bayw Xenc Amepukac IHk., CnonyyeHi
LTatn Amepukn

anbTepHaTUBHA AiNbHULSA, Ha SKi

nNpoBOAATLCS MikpobionoriyHi
OOCTIMKEHHS:

Macuaik BioJla6e (MBJ1), Cnony4yeHi
LWratn Amepukm
[iNbHULS, Ha K NPOBOAATLCA
BUNpobyBaHHsi po3Mipy Kpanernb
eMyrnbCii:

MapTtukan TekHonogxu Naée (MTN),
CnonyyeHi LWWtatn Amepukn
anbTepHaTUBHA AiNbHULSA, Ha 5K
NpoBOAATLCS BUNPOOYBaHHS
OOMOMDKHUX PEYOBUH:
EnemenTan Martipianc TekHonomxu
KaHapa IHk., KaHaga
EcOxiEc KaHapa IHk., KaHapna
EcOxiEc KaHapa IHk., KaHaga
Heodapwm Jlabe IHk., KaHaga

[AaHuX npo cuctemy chapmakoHarnsgy, aMiHa
YNOBHOBAXeEHOI 0cobu, BignosigansHoi 3a
3AiNCHEHHA hapMaKkoHarnsay; KOHTaKTHOI ocobu 3
hbapmakoHarnsgy 3asBHUKa Ans 30iNCHEHHS
dapmakoHarnagy B YkpaiHi, SKL0 BOHa BiAMiHHa Bif
YNOBHOBAXeEHOI 0cobu, BignosigansHoi 3a
3[iCHeHHs hapmakoHarnagy (BKroYa4m
KOHTaKTHI AaHi) Ta/abo 3MiHM y po3MiLLeHHi MacTep-
darina cuctemn dpapmakoHarnsgy)(B.1.8. (a),|AHn),
(3rigHo Haka3zy MO3 Big 17.11.2016 Ne 1245)
3MiHa KOHTaKTHMX JaHWX YNOBHOBaXXEHOI 0cobu
3as1BHMKa, BignoBiganbHoi 3a hapmakoHarnsg.




[TponoBkeHHs goaaTKa 3

dnakoHi 3
posnunioBayem Ta
KOBMA4YKoOM, SIKUIA
3axuiae
posnuntoBad, no 1
dnakoHy B
KapTOHHiIN kopobuyi

BWMNYCK Cepii; KOHTPOIb cepii)

peareHTy, O BUKOPWUCTOBYIOTBLCA Nif Yac
BUrOTOBIEHHS Ailo40i pevoBuHW. [logaBaHHS HOBOTO
napameTpa cneundikadii 3 BignoBigHUM METOAOM
BUNpPoOyBaHHs
Microbial purity has been added to the starting
material specification of Panthenol )D-) (A) as
additional test. This is a Ph. Eur. requirement for
starting material of sterile dosage forms and state of
the art. Microbial purity is tested with Ph. Eur. 5.1.4
method.

B.Ill.1. @) 2. Tun |A MogaHHsa HoBoro abo
OHOBJEHOro cepTudikaty BignoBigHOCTI BUMOram
MOHorpadgii €Bponencbkoi hapmakonei abo
aHyrniBaHHS Takoro cepTudikaty CTOCOBHO Aito4oi
PEYOBUHU / CUPOBUHN, peareHTy, NPOMIKHOro
NPOAYKTY, L0 BUKOPUCTOBYETLCA Nif Hac

Ne Haszea Popma eunycky 3asieHUK Kpaina Bupo6Huk Kpaina PeecmpauyitiHa npoyedypa Ymoesu Homep
n/ JliKapCcbKo20 (nikapcbka ¢ghopma, eidnycky |peecmpayiliHo2
n 3acoby ynakoeka) 0 noceid4yeHHs1
2. BPIXAI™ nocwiioH, 0, 01 %, TOB YkpaiHa BMPOGHMLTBO, NaKyBaHHS, Kanapa/ 1.Po3gin 3.2.S.6 Container Closure System: 3a UA/18952/01/01
no 100 ry Ty6i, no 1 «BAYLU MapKyBaHHS1, BUMyCK cepii Ta CnonyuyeHi NPOMOHYETLCH BBEAEHHS anbTepHAaTUBHOMO BUAY peuernmom
Ty6i B KAPTOHHIN XEJC» AocnigXeHHs cTabinbHoCTi: LWTatn nakyBaHHs Ansi cybcTaHuii ranobeTtasony
kopobuLi Bayw Xenc Komnanic IHk., KaHaga; Amepukn npomnioHaTy, a caMe NonieTUNEeHOBI NakeTW 3aKkneeHi
anbTepHaTVBHa AiNbHULSA, Ha SKi €TUKETKOI (NepBUHHE NaKkyBaHHs1), ki MOMiLLalTbCs
NpoBOAATLCA BUMYCK Cepil Ta y 3anasiHi antoMiHieBi nakeTn (BTOPMHHE MaKyBaHHS).
OOCHNIgKEHHs cTabinbHOCTI: 2.Posgin 3.2.P.5.2 Assay and Degradation Products
Bayw Xenc Amepukac IHk., CnonyyeHi by HPLC: meTogmKa KinbKicHOro BU3Ha4yeHHs Ta
Ltatn AMepuku; anbtepHaTuBHa npopykTiB po3nagy y M3 6yna nepernsHyta
AiNbHWUS, Ha siki NpoBOASTLCS CTOCOBHO HACTYMHOrO: -BUMYYEHO NEePEHECEHHS
MikpoGionorivHi gocnimkeHHs: pO34mHiB 3a gornomorot PTFE-dinbTpa y donakoHm
Macuaik bioJla6e (MBJ1), Cnony4yeHi BEPX; -3a3Ha4yeHO BUKOPUCTaHHS crewianbHuX Bian
LWtatn AMepuku; OiNbHULSA, Ha SIKin onsa BEPX; -nogaHo 36epiraHHs po3unHiB
nNpoBOAATbLCS BUNPOGYyBaHHSA po3mipy YYTNMBOCTiI B YMOBaX OXONOMXKEHHS; -A04aHo
Kpanenb emynbcii: Maptukan TasapoTeHCyNbOH 40 TabnuLi JOMILLOK
Teknonomxu Nabe (MTJT), CnonyyeHi TasapoTeHy.
Ltatn Amepuku; 3.Po3gin 3.2.P.7.1 Primary Packaging Components:
anbTepHaTMBHA AINbHULSA, Ha AKIiR - CKOpoYeHi BUNpobyBaHHS KOMMOHEHTIB MOXYTb
NPOBOAATLCSA BUNPOOYBaHHS NPOBOAMTUCS BiANOBIAHO 40 NOKanbHUX Npoueayp; -
[OMOMDKHUX peqyoBUH: EnemeHTan BBEAEHHS anbTepHaTUBHOI OiNbHULI 3 BUPpOOHMUTBA
Maripianc TekHonogku KaHaga IHK., nnacTuKoBmx kpuwok Barret Plastics, USA, Ha
Kanapa; [0[AaTOK 40 BXE 3aTBEPAXEHOro BUpobHMKa
EcOxiEc Kanapa IHk., KaHapa; Montebello Packaging, B 38’s13Ky i3 36inbLUeHHAM
EcOxiEc KaHaga IHk., KaHaga; BUPOGHMYMX NoTpeb. BukopncToByeTHCS
Heodapwm Nabe IHk., KaHapa eksiBaneHTHUI go Montebello. Packaging npouec Ta
NiHiT BUpOBHMLTBA, TakoX cMonu Ta 6apBHMKM
BVKOPVCTOBYIOTLCS Bifl 3aTBEPIKEHNX
nocTayanbHUKIB, OTXE HISKUX 3MiH y cknagi
NepBUHHOI yNakoBKX He Bigbynocs.
MocunaHHa Ha DMF 9025.
4. Po3ginm 3.2.P.8.1 Stability Summary and
Conclusion, 3.2.P.8.3 Stability Data: - npeactasneHo
OHOBIeHi JaHi cTabinbHOCTI 3a 3BiTHUI Nepioa.
3. OEKATUNEH cnpen HasanbHUK, TOB YkpaiHa Mepkne M'm6X (BMpobHMLTBO Himeuunna B.l.b.1 c) Tvn IA 3miHa napameTpiB cneuudikauii bes UA/19645/01/01
PUHO YO no 10 mn cnpeto «TeBa HepoadacosaHoi NpoAyKLUii, NepBUHHa Ta/abo rpaHWMYHNX 3HaYeHb cneumdikauii gitovoi peuenma
HasarnbHoro y YkpaiHa» Ta BTOPWHHA ynakoBKa, 03Bin Ha peyoBUHM abo CUPOBUHM / MPOMIXXHOTO NPOAyKTY /




Kopobui; no 60 ry
Ty6i, no 1 Ty6i B
KapTOHHiIl kopooLyj;

no 100 r y 1y6i, no 1

AnbTepHaTMBHA AiNbHULS, HA SKi
NpoBOAATLCS BUMYCK cepil Ta
pocnigpkeHHs ctabinbHocTi: bayw
Xenc Amepukac IHk., CnonyyeHi

chapmakoHarnsigy, 3miHa ynoBHOBaXkeHoi ocobu,
BiA4noBiganeHoI 3a 34iMCHEHHN hapMakoHarnsay;
KOHTaKTHOI 0CO0M 3 (hapMakoHarnsgy 3asiBHUKa Ansi

34iicHeHHs chapmakoHarnsgy B YkpaiHi, AKWo BoHa

[TponoBkeHHs goaaTKa 3
Ne Hazea @Popma sunyckKy 3asisHUK Kpaina Bupo6Huk Kpaina PeecmpauyitiHa npoyedypa Ymoesu Homep
n/ JliKapCcbKo20 (nikapcbka ¢ghopma, eidnycky |peecmpayiliHo2
n 3acoby ynakoeka) 0 noceid4yeHHs
BMPOBHMLTBA AitoYoi peyoBuHM / abo CTOCOBHO
[OMOMDKHOI peqoBUHW. AKTyanisoBaHu cepTudikat
BMPOOHKKa, LLIO BXEe OTPMMaB [03BinN
Applicant would like to submit a Type IA variation
with category B.lIl.1.a.2 — updated certificate from an
already approved manufacturer to update the Ph.
Eur. Certificate of Suitability for Dexpanthenol
manufactured by DSM Nutritional Products Ltd. from
R1-CEP-1997-113-Rev 02 to R1-CEP-1997-113-Rev
03.
4. OENCTPIFO TabneTkn, BKpUTI Mepk Lsenua NPOMKHUI NPOAYKT AOpaBipuHy, MopTyranis/ TYPE IA, B.Il.b.2.a. QUALITY CHANGES- FINISH 3a UA/19937/01/01
NniBKOBOO Wapn i pis BVCYLLEHWI PO3MUIIEHHAM: ITanisa PRODUCT- Manufacture - Change to importer, peuenmom
obornoHkoto, no 100 Hoym BMPOBHMLTBO/aHanNITU4HE TECTYBaHHS: /lpnangis/ batch release arrangements and quality control
Mr/300 mr/245 wr, 30 IOEA XogioH ®apmaCeHcisi C.A., Benwka testing of the finished product - Replacement or
TabneTok, BKpUTKX m6X MopTyranis BputaHia/C addition of a site where batch control/testing takes
NniBKOBOIO LA/ place - To add Merck Sharp & Dohme LLC, 4633
06O0roHKOW Y NPOMDKHUI NPOAYKT A0opaBipuHy, Hioepnanaun Road, Wilson, North Carolina as a stability testing
nnsawdi, 1 nnswka B BUCYLLEHWI PO3MUIEHHSIM: site for Delstrigo (Doravirine 100 mg (+) Lamivudine
KapTOHHiIN kopobui BMPOBHMLTBO/aHanNITU4HE TECTYBaHHS: 300 mg (+) Tenofovir disoproxil fumarate 300 mg)
®.1.C. - abbpika ItanbsHa CiHTeTivi film-coated tablet
C.n.A., Itanis
MikpoGionoriyHe TecTyBaHHS SIKOCTi:
EypodiHc Biodapma Mpoagakt TecTiHr
Ipnangis Jitg, lpnaHgis
TECTyBaHHsi CTabinbHOCTI:
OpraHoH ®apma (Benwuka bputanis)
IimiTen, Benuka BputaHis
Mepk Wapn i Qoym NJIC, CLUA
BUPOGHMLUTBO (PONMKOBE YLLiNbHEHHS,
3MiLLyBaHHSA/3MaLLyBaHHS rpaHyn
OopasipyHy Ta
namiByanHy/TeHodoBipy
am3onpokcuny pymapary, TUCHEHHS,
NOKPUTTS NIIBKOBOK 0OOMOHKOH0),
aHaniTM4YHe TeCTYBaHHS NPU BUMYCKY:
MC[ IHtepHewHn MMEX, Ipnaxgis
nepBUHHE Ta BTOPUHHE MaKyBaHHS,
BUWMYCK Cepil:
Mepk Wapn i Joym B.B., Higepnangu
AYOBPII™ TNOCbWOH, TOB YkpaiHa BupobHMLTBO, NakyBaHHS, Kanapa/ 3MiHn | TMny - 3MiHn Wopo 6esnekn/edekTUBHOCTI 3a UA/18956/01/01
0,01%/0,045%; no "Bayw MapKyBaHHS1, BUMyCK cepii Ta Cnonyu4eHi Ta hapmakoHarnsay. BeegeHHs abo 3miHv oo peuenmom
45 ry 1y6i, no 1 1y6i Xenc" OOCniMKEHHs cTabinbHOCTi: Wratn y3aranbHeHuX JaHux Npo cuctemy dapmakoHarnsgy
B KapTOHHIN Bayw Xenc Komnanic IHk., KaHaga; Amepuikn (BBEOEHHS y3aranbHeHVX AaHUX Npo CUCTEMY
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[TponoBkeHHs goaaTKa 3

mr, no 21 Tabnetui y
6nictepi, no 3
Gnictepu y
KapTOHHIN kopooLyj;
no 21 tabnetui y
6nicTepi, no 3
onictepny
KapTOHHiIn kopobuyj,
no 3 Kopobku y
KapTOHHiIl kopobuyi

YaCTKOBUI KOHTPOIb AKOCTi, MEPBUHHE
Ta BTOPVHHE MaKyBaHHS:
HoaprTic ®apma MpogakwH MvbX,
HimeuunHa
YaCTKOBUI KOHTPOIb AKOCTi, MEPBUHHE
Ta BTOPUHHE NaKyBaHHS:
Hosaprtic ®apma LWTenH Al',
LLisenuapis
YaCTKOBUI KOHTPOIb:
dapmananituka CA, Lsenuapis
BUWMYCK Cepil:

HoapTic ®apma N'M6X, HimeuunHa

To add Raybow (Suzhou) Pharmaceutical Co., Ltd.,
18 Tonglian Road, Bixi Subdistrict, Changshu
Jiangsu 215537, China, as a site responsible for
manufacture and quality control testing of the active
substance and quality control testing site of the
intermediate B8 (all tests except metals.

A.4 type IA — Administrative change - Change in the
name and/or address of a manufacturer or an ASMF
holder or supplier of the AS, starting material,
reagent or intermediate used in the manufacture of
the AS or manufacturer of a novel excipient
To change the name of the site responsible for
manufacturing of the intermediate B7 from Suzhou
Novartis Pharma Technology Co., Ltd., 18 Tonglian
Road, Riverside Industrial Park, Changshu
Economic Development Zone, 215537, China to
Raybow (Suzhou) Pharmaceutical Co., Ltd., 18

Ne Haszea Popma eunycky 3asieHUK Kpaina Bupo6Huk Kpaina PeecmpauyitiHa npoyedypa Ymoesu Homep
n/ JliKapCcbKo20 (nikapcbka ¢ghopma, eidnycky |peecmpayiliHo2
n 3acoby ynakoeka) 0 noceid4yeHHs1
TyGi B KAPTOHHIM LUtatn Amepukn; AnbTepHaTmBHa BiAMiHHa Bi# ynoBHOBaxeHOi ocobu, BianoBiganbHoi
Kopobui OiNbHULS, Ha AKi NPOBOAATHCS 3a 34ilicHeHHs1 hapmakoHarnsgy (BKrovarym
MikpobionorivHi AoCNimKEHHS: KOHTaKTHi AaHi) Ta/abo 3MiHM y po3MilLieHHi MacTep-
Macudik BioMabce (MBJT1), Cnony4eHi anna cuctemu apmakoHarnagy) - (3rigHo Hakasy
Ltatn Amepuku; MOS3 Big 17.11.2016 Ne 1245) - 3miHa KOHTAKTHUX
LinbHuus, Ha sKii NpoBOAATLCA [OaHuX YyNOoBHOBaXXEHOI 0COOU 3asiBHWKA,
BMNPOBYBaHHS po3Mipy Kpanernb BiAMNOBiAanNbHOI 3a hapmakoHarnsg.
eMynbcii: MapTukan TekHonomxu
Jla6e (MNTI), CnonyyeHi WTatu
Amepuiku;
AnbTepHaTUBHI AiNbHULI, Ha AKX
NpoBOASATLCA BUNPOOYBaHHSA
AOMOMIKHMX pe4oBuH: Enement
Maripianc TekHonogku KaHaga IHK.,
KaHapga;
EcOxiEc Kanaga IHk., KaHaga;
EcxiEc KaHaga IHk., KaHaga;
Heodbapm Jlabe IHk., KaHaga
6. KAPBEOWUNON Tabnetku no 12,5 mr TOB YkpaiHa BMPOGHMLITBO Hepo3dacoBaHoi Himeuunna 3minm | Ta Il Tuny, skicts, 1A B.ll.e.6 b) — Below 3a UA/17223/01/01
CAHOO3® no 10 TabneTtok y "CaHpo3s NPOAYKLiT, NepBUHHE Ta BTOPUHHE immediate packaging materials are analysed to peuenmom
6nictepi, no 3 Ykpaina" nakyBaHHSsi, TECTYBaHHS, [O3BIN Ha ensure conformity to below quality standarts
6nictepu B Bunyck cepii: Camtotac ®apma Mm6X, Immediate packaging materials Blisters
KapTOHHIN naywi Himeuumnna; Any layer of foil or print should not contain
nepBUHHE Ta BTOPUHHE NaKyBaHHS: nitrocellulose
Knoke ®epnekyHrc-Cepsic, HimeudnHa
7. KAPBEOUNON TabneTku no 25 mr TOB YkpaiHa BMPOGHMLTBO Hepo3dacoBaHoi HimeuunHa 3minm | Ta Il Tuny, sikicts, |1A B.ll.e.6 b) — Below 3a UA/17223/01/02
CAHOO3® no 10 Tabnetok y "CaHnpo3s NpoAyKUii, NepBUHHE Ta BTOPVHHE immediate packaging materials are analysed to peuenmom
6nictepi, no 3 YkpaiHa" nakyBaHHSI, TECTYBaHHS, [O3BIN Ha ensure conformity to below quality standarts
Gnictepu B Bunyck cepii: Cantotac ®apma MvbX, Immediate packaging materials Blisters
KapTOHHIN nayui Hime4uunHa; Any layer of foil or print should not contain
nepBUHHE Ta BTOPUHHE NaKyBaHHS: nitrocellulose
Knoke ®epnekyHrc-Cepsic, HimeuunHa
8. KICKANI TabneTkn, BKpUTI Hosapric Lsenua BMPOBHMLTBO: Cinranyp/ B.l.a.1.z type IB — Change in the manufacturer of AS 3a UA/18157/01/01
NniBKOBOO dapma Al pis Hosaprtic CiHranyp ®apmacbtoTikan Himeuunna/ or of a starting material/reagent/intermediate for AS | peyenmom
obornoHkoto, no 200 MeHbtochbekyepinr Mre. Jta., CiHranyp LLisenuapis — Other variation




[TponoBkeHHs goaaTKa 3

Ne Haszea Popma eunycky 3asieHUK Kpaina Bupo6Huk Kpaina PeecmpauyitiHa npoyedypa Ymoesu Homep
n/ JliKapCcbKo20 (nikapcbka ¢ghopma, eidnycky |peecmpayiliHo2
n 3acoby ynakoeka) 0 noceid4yeHHs1

Tonglian Road, Bixi Subdistrict, Changshu Jiangsu
215537, China. The site address has been slightly
adapted due to the change in street name by the
local government with no change in the physical
location.

B.l.b.1.z type IB — Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/reagent - Other variation
To add specification parameters with the
corresponding test methods for solvents:

- 'ldentity by GC' and 'ldentity by refractive index' for
methyl isobutyl ketone
- 'ldentity by GC' and 'ldentity by refractive index' for
methanol (used in manufacture of compound
BIO)

- 'ldentity by GC' for isopropanol (used in the
manufacture of final step of active substance)
B.l.b.1.z type IB — Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/reagent - Other variation
- To add specification parameters with the
corresponding test methods for reagents:

- '‘Appearance by Visual Examination', 'ldentity by
Wet chemistry' and 'Assay by Titration' for
hydrochloric acid 31% and sodium hydroxide
solution 32%

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 of the intermediate B9
from 120 kg to 240 kg (B7 as input) used in the
manufacturing process of the active substance at
Raybow (Suzhou) Pharmaceutical Co., Ltd..
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 of the intermediate B10
from 400 kg to 620 (B9 as input) used in the
manufacturing process of the active substance at
Raybow (Suzhou) Pharmaceutical Co., Ltd..
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 of the active substance
from 70 kg to 140 kg (B10 as input) manufactured at
Raybow (Suzhou) Pharmaceutical Co., Ltd..
B.l.b.2.b type IA — Change in test procedure for AS
or starting material/reagent/intermediate - Deletion of
a test procedure for the AS or a starting




[TponoBkeHHs goaaTKa 3

Ne Haszea Popma eunycky 3asieHUK Kpaina Bupo6Huk Kpaina PeecmpauyitiHa npoyedypa Ymoesu Homep
n/ JliKapCcbKo20 (nikapcbka ¢ghopma, eidnycky |peecmpayiliHo2
n 3acoby ynakoeka) 0 noceid4yeHHs1

material/reagent/intermediate, if an alternative test
procedure is already authorised
To delete the alternative test procedure ‘ldentity by
IR (ATRY)' for the solvent methyl isobutyl ketone used
in the manufacturing process of the active substance
at Raybow (Suzhou) Pharmaceutical Co., Ltd.
Manufacturing site.

B.l.b.2.b type IA — Change in test procedure for AS
or starting material/reagent/intermediate - Deletion of
a test procedure for the AS or a starting
material/reagent/intermediate, if an alternative test
procedure is already authorised
To delete the alternative test 'ldentity by IR (thin
film)' for the solvent isopropanol at Raybow (Suzhou)
Pharmaceutical Co., Ltd. manufacturing site.
B.I1.b.2.b type IA — Change in test procedure for AS
or starting material/reagent/intermediate - Deletion of
a test procedure for the AS or a starting
material/reagent/intermediate, if an alternative test
procedure is already authorised
To delete the alternative test ‘Identity by IR (ATR)'
for the solvent heptane at Raybow (Suzhou)
Pharmaceutical Co., Ltd. manufacturing site.
B.l.b.z type IB — Change in control of the AS — Other
variation
Change in the specifications of the antistatic agent
used in step B9 at Raybow (Suzhou) Pharmaceutical
Co., Ltd. Manufacturing site.

B.l.a.2.a type IA — Changes in the manufacturing
process of the AS - Minor change in the
manufacturing process of the AS
Minor change in the manufacturing process of the
intermediate BIO to use 32% sodium hydroxide
solution instead of currently approved 30% sodium
hydroxide solution at Raybow (Suzhou)
Pharmaceutical Co., Ltd. manufacturing site.
B.l.b.2.c type IB — Change in test procedure for AS
or starting material/reagent/intermediate — Other
changes to a test procedure for a reagent, which
does not have a significant effect on the overall
quality of the AS
To replace the 'Spectroscopic' test method by the
'Colourimetric' test procedure for Iron testing for the
reagent sodium chloride at Raybow (Suzhou)
Pharmaceutical Co., Ltd. manufacturing site.
B.l.b.z type IB — Change in control of the AS — Other
variation
To add purified water quality (used in B10
intermediate) at at Raybow (Suzhou) Pharmaceutical
Co., Ltd. manufacturing site.

B.l.a.1.z type IB — Change in the manufacturer of AS
or of a starting material/reagent/intermediate for AS




[TponoBkeHHs goaaTKa 3

Ne
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Hazea
JliKapCcbKo20
3acoby

Popma eunycky
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Homep
peecmpayiliHo2
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— Other variation
To add Lianhe Chemical Technology (Taizhou) Co.,
Ltd., No. 3 Donghai, 8th Avenue Toumengang, New
District Taizhou Zhejiang 317016, China, as a
manufacturing site and quality control site for the
intermediate B8 (i.e. steps B8b, B8a and B8). In
addition, the following changes have been made:
- Minor changes in the manufacturing process of the
intermediate B8a for crystallization temperature
- Minor changes in the manufacturing process of the
intermediate B8 for reaction temperature
- Decrease in the batch size of the intermediate B8a
from 299 kg to 197 kg (B8b as input)
- Decrease in the batch size of the intermediate B8b
from 300 kg to 200 kg (B8e as input)
- Decrease in the batch size of the intermediate B8
from 412 kg to 271 kg (B8a as input)
B.l.b.z type IB — Change in control of the AS — Other
variation
To add potable water quality (used in B8b and B8a
intermediates) at Lianhe Chemical Technology
(Taizhou) Co., Ltd. Manufacturing site.

KICKANI

TabneTkn, BKpUTI
NniBKOBOO
obornoHkoto, no 200
mr, no 21 TabneTuiy
6nictepi, no 3
Gnictepny
KapTOHHiIl kopobuyj;
no 21 tabnetui y
6nictepi, no 3
Gnictepun y
KapTOHHiIl kopobuyj,
no 3 Kopobkn y
KapTOHHiI kopobui

Hoeapric
dapma Al

LLsenuya
pist

BMPOGHMLTBO 3a NOBHUM LIMKIIOM:
Jlex ®apmacbtoTukanc 4.4., CrnoseHisa

KOHTPOJSIb SIKOCTI:
Canpgos C.P.J1., PymyHis

BUPOGHMLTBO:

Hosaprtic CiHranyp ®apmacbtoTikan
MeHbtodekyepinr lMre. Jta., CiHranyp

YacTKOBUI KOHTPOIb SIKOCTi, NEPBUHHE
Ta BTOPVHHE MaKyBaHHS:
HoaprTic ®apma MpogakwH MvbX,

Himeyumna

YaCTKOBUIA KOHTPOIb SIKOCTi, NEpPBUHHE
Ta BTOPUHHE NaKyBaHHS:
Hosaptic ®apma LtenH AT,

LLisevuapis

YaCTKOBUW KOHTPONb:

dapmaHanituka CA, Lsenuapis

BUWMYCK Cepil:

HoapTic ®apma N'M6X, HimeuunHa

CnoseHisi/
PymyHis/
Cinranyp/
HimeuuunHa/
LLisevinapisa

Type IAin B.Il.b.1.a) Replacement or addition of a
manufacturing site for the FP - Secondary packaging
site - To add Lek Pharmaceuticals d.d., Verovskova
Ulica 57, 1526 Ljubljana, Slovenia as an alternative

site responsible for secondary packaging of the
finished product.
HopaBaHHs Jlek ®apmacbkloTukanc a.a.,
BeposLukoBa 57, 1526 JTiobnsiHa, CnoeeHisa B SIKOCTi
anbTepHaTMBHOrO BUPOOHWKa, BiAnoBigansHoro 3a

BTOPWHHY YNaKoBKy roTOBOro Nikapcbkoro 3acoby.

BBegeHHs 3MiH npoTArom 6-Tu MicsuiB nicns
3aTBEPPKEHHS.

Type IAin B.1l.b.1.b) Replacement or addition of a
manufacturing site for the FP - Primary packaging
site - To add Lek Pharmaceuticals d.d., Verovskova
Ulica 57, 1526 Ljubljana, Slovenia as an alternative
site responsible for primary packaging of the finished
product.

DopaBaHHs Jlek ®apmacbkloTukanc a.a.,
BeposiukoBa 57, 1526 obnsiHa, CnoBeHisi B AIKOCTI
anbTepHaTUBHOIO BUPOOHKMKA, BignoBigansHOro 3a
NMepBMHHY YNaKkoBKy rOTOBOTrO NikapCbKoro 3acoby.
BBegeHHs 3MiH npoTArom 6-Tu Micauis nicns
3aTBEPPKEHHS.

Type IB B.Il.b.1.e) Replacement or addition of a
manufacturing site for the FP - Site where any
manufacturing operation(s) take place, except batch-
release, batch control, primary and secondary
packaging, for non-sterile medicinal products - To
add Lek Pharmaceuticals d.d., Verovskova Ulica 57,

3a
peuenmom

UA/18157/01/01
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1526 Ljubljana, Slovenia as an alternative site
responsible for manufacturing of the finished
product.

[opaBaHHs Jlek ®apmacbloTukanc a.a.,
BeposLukoBa 57, 1526 Jlio6nsiHa, CnoseHis B SIKOCTi
anbTepHaTMBHOrO BUPOBHWMKa, BiANOBiAanbHoro 3a
BMPOBOHMLTBO rOTOBOTO NikapCbKoro 3acoby.
BBegeHHs 3miH npoTsArom 6-Tu MicsuiB nicnsi
3aTBEPKEHHS.

Type IA B.Il.b.2.a) Change to importer, batch
release arrangements and quality control testing of
the FP - Replacement/addition of a site where batch
control/testing takes place - To add Lek
Pharmaceuticals d.d., Verovskova Ulica 57, 1526
Ljubljana, Slovenia as an alternative site responsible
for batch control/testing of the finished product.
[opnaBaHHs Jlek ®apmacbloTukanc a.a.,
BeposLukoBa 57, 1526 Jio6nsiHa, CrnoseHisi B SIKOCTi
anbTepHaTMBHOIO BUPOOHWKa, BiANoOBiAansHOro 3a
KOHTPOrb cepii/BMNpobyBaHHsi FOTOBOrO JiKapCbKOro
3acoby.

BBeneHHs 3MiH NpoTArom 6-Tv MicsLiB nmicnsi
3aTBEPKEHHS.

Type IA B.1l.b.2.a) Change to importer, batch
release arrangements and quality control testing of
the FP - Replacement/addition of a site where batch
control/testing takes place - To add Sandoz S.R.L.,
7A, Livezeni Street, 540472 Targu-Mures, Romania
as an alternative site responsible for batch
control/testing of the finished product.
HopaBaHHa Canpos C.P.J1., Byn. JliBeseHi, 7A,
540472, Tupry MypeLw, okpyr Mype, PymyHis B
SIKOCTi anbTepHaTUBHOIO BUPOBHMKA,
BiAMOBIAANbHWIA 3a KOHTPOIb cepii/BMNpobyBaHHA
roTOBOrO MikapCbKoro 3acoby.

BBegeHHs 3MiH npoTArom 6-Tu MicsuiB nicns
3aTBEPKEHHS.

Type |Ain B.Il.b.2.c.2.) Change to importer, batch
release arrangements and quality control testing of
the FP - Including batch control/testing - To add Lek
Pharmaceuticals d.d., Verovskova Ulica 57, 1526
Ljubljana, Slovenia as an alternative site responsible
for batch release (including batch control/testing) of
the finished product.

DopaBaHHs Jlek ®apmacbkloTukanc a.a.,
BeposLukoBa 57, 1526 JTiobnsiHa, CnoeeHisa B sSIKOCTi
anbTepHaTMBHOIo BUpOOHWKa, BiAnosigansHoro 3a
BUMYCK (BKIOYaKYU CEPINHUI
KOHTPOIb/TECTYBaHHS) rOTOBOIO MikapCbKOro
3acoby.
3MiHWM BHECEHO B IHCTPYKLit0 ANS MeANYHOro
3aCTOCYBaHHS NiKapcbKoro 3acoby 4o po3sginis
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«BupobHuk» Ta «MicuesHaxomkeHHs BUpobHuKa Ta
agpeca Micus NpoBagKeHHsI NOro AianbHOCTI» 3
BiAMNOBIAHMMW 3MiHAMW Y TEKCTI MapKyBaHHS
yMaKoBOK.

BBegeHHs 3miH npoTsArom 6-Tu MicsuiB nicnsi
3aTBEPKEHHS.

Type IB B.II.b.3.z) Change in the manufacturing
process of the finished or intermediate product -

Other variation - Minor change in the manufacturing

process at Lek Pharmaceuticals d.d., Ljubljana,
Slovenia:
» Minor change to overage of film-coating excipients;
» Manufacture of two sub-batches from step 1 to 7;
» Change to the number of blending revolutions for
step 2;

» Change to the number of blending revolutions for
step 5;

» Change to the number of blending revolutions for
step 9;

» Change to the number of blending revolutions for
step 11,

» Change of sieve equipment and sieve size for
steps 4 and 10;
+ Changes to the roller compactor speed and
compaction force for step 6;
» Change to screen size for step 7;

» Changes to the outlet air temperature and spray
rate during film-coating at step 14.
BBegeHHs 3MiH npoTArom 6-Tu MicsuiB nicns
3aTBEPOKEHHS.

Type IB B.ll.b.4.a) Change in the batch size
(including batch size ranges) of the finished product
- Up to 10-fold compared to the originally approved
batch size - To increase the batch size range of the
finished productmanufactured at Lek
Pharmaceuticals d.d., Ljubljana, Slovenia from
412.34 — 461.26 kg to 520.00 kg.
BBegeHHs 3MiH npoTArom 6-Tu Micsuis nicns
3aTBEPOKEHHS.

Type IA B.1l.d.2.a) Change in test procedure for the
finished product - Minor changes to an approved test
procedure - Minor changes to the Identity, Assay
and degradation products by HPLC test procedure
for the finished product to revise the determination
concept from double to single.

He3HauyHi 3MiHM B MeTofax KOHTPOO
«laeHTudikauis, KinbKicHe BU3Ha4YeHHS Ta NPoOaYKTU
po3knaay puboumkniby metonom BEPX» rotoBoro
nikapcbkoro 3acoby Ans nepernsgy npoueaypu
NPUroTyBaHHS PO3YMHIB.

Mpoueaypa

KinbKiCTb po34uHiIB, L0 Mae ByTy NpuUroToBaHo




Bupo6Huk

10

Kpaina

[TponoBkeHHs goaaTKa 3
Ymoeu
aidnycky

PeecmpauyitiHa npoyedypa

Homep
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0 noceid4yeHHs1

Ne
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JliKapCcbKo20

Popma eunycky 3asieHUK Kpaina

(nikapcbka ¢ghopma,
ynakoeka)

3acoby

Brnpo6oByBaHUiA pO34nH: €AnHE NPUTrOTYBaHHS.

Po34nH NopiBHSHHA 1: NpUroTyBaHHs B ABOX
NOBTOPHOCTSAX.
Po341H NOPIBHAHHA 2: NPUroTyBaHHSA B OAHIN
NOBTOPHOCTI.
KinbkicTb itxekuin OgHa Ha BUNpoboByBaHWI
PO34uH

Mpuknag nocnigoBHOCTI iHXeKUin ons
KOMBiHOBaHOro aHanisy Ha KifnbkiCHe BU3HaYeHHs! Ta
npoayKTy po3knagy PO34MHHUK, PO34MH AMst OLHKN
PO3pi3HEHHS, PO3UMHHKK, RS3, RS2(x3), RS1_1(x6),
RS1_2(x2), RS1_1, TS1, TS2, TS3, TS4, TS5, TS6,
po3umHHKK, [RS2, RS1_1, TS7, TS8, TS9, TS10,
TS11, TS12, po3yunHHuK, RS2, RS1_1, pO34nMHHMK
...], RS3, RS2, RS1_1, po3unH Ans ouiHKN

PO3pPi3HEHHSA
MNpuknag NocnigoBHOCTI iHXEKUiN Ana aHanidy Ha
KifibKiCHe BU3Ha4YeHHS PO34YMHHMK, PO34nH AN
OLiHKM PO3Pi3HEHHS, PO34YMHHUK, RS1_1(x6),
RS1_2(x2), RS1_1, TS1, TS2, TS3, TS4, TS5, TS6,
pO3umMHHKK, [RS1 1, TS7, TS8, TS9, TS10, TS11,
TS12, po3umHHMK, RS1_1 ...], po3unHHuk, RS1_1,
PO34MH A5 OLiHKM PO3Pi3HEHHS

Mpuknaa NnocnigoBHOCTI iHXeEKLiM AN aHani3y Ha
npoayKTy po3knaay PO3YnMHHUK, PO3YMH ANsi OLHKK
PO3pi3HEHHS], po3unHHUK, RS3, RS2(x6), TS1, TS2,
TS3, TS4, TS5, TS6, po3unHHuKK, [RS2, TS7, TS8,
TS9, TS10, TS11, TS12, po3unHHuk, RS2, ...], RS3,

RS2, po34nH ANnsi ouUiHKN pO3pi3HEHHS

BBegeHHs 3MiH npoTArom 6-Tu Micauis nicns
3aTBEPPKEHHS.
Type IB B.ll.e.2.z) Change in the specification
parameters and/or limits of the immediate packaging
of the finished product - Other variation - Changes to
specifications for ‘Appearance' and ‘'ldentity’ for the
primary packaging material PCTFE/PVC foil at the
proposed primary packaging site, Lek
Pharmaceuticals d.d., Ljubljana, Slovenia and
correction of the specification limit for "Total
Grammage' at the current primary packaging site,
Novartis Pharma Produktions GmbH, Wehr,
Germany.

BBeneHHs 3miH npoTArom 6-Tu MicsuiB nicnsi

3aTBEPKEHHS.

Type IB B.ll.e.2.z) Change in the specification
parameters and/or limits of the immediate packaging
of the finished product - Other variation - Changes to
specifications for ‘Cleanliness' and 'Total grammage’

for the primary packaging material aluminium foil at
the proposed primary packaging site, Lek

Pharmaceuticals d.d., Ljubljana, Slovenia.

The MAH took opportunity to introduce editorial
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changes in sections 3.2.P.3.4, 3.2.P.7, 3.2.P.8.1 and
3.2.P.8.3.
BBegeHHs 3miH NpoTArom 6-Tv MicsuiB nicnsi
3aTBEPOKEHHS.
PesynbTaty po3rnaay martepianis Npo BHECEHHSA
3MiH [0 peecTpauiHMX maTepianis:
10. | MET®OPMIH- TabneTku, BKpUTI TOB Ykpaina BMPOOHMLTBO 3@ NMOBHUM LIVKIOM: Yecbka 3miHu 3 sakocTi A - B.11.d.2 (a) IA — Minor changes to 3a UA/18723/01/01
TEBA nniBKOBOKO «TeBa TeBa Yex IHgacTpis c.p.o., Yecbka Pecny6nika/ an approved analytical method for determination of | peyuenmom
obonoHkoto, no 500 YkpaiHa» Pecny6nika; BUpoGHULTBO 32 MOBHUM IHAia/ NDMA impurity in Metformin HCL Tablets. BeeaeHHs
mr, no 15 TabneTok LIMKIIOM: YropwuHa 3MiHM NPOTArom 6-Tu MicAUiB 3 4aTW 3aTBEPOXKEHHS.
y BnicTepi, no 2 abo Mikpo J1a6c Nimiten, IHAQia; nepBuHHa 3minHun 3 skocTi |A. - B.IIl.1(a) 2 IA — Metformin
no 4 6nictepuy Ta BTOPMHHA yNakoBKa, KOHTPOSIb hydrochloride — Granules India Limited, India R1-
Kopooui SIKOCTIi, A03BIN Ha BUMYCK cepil: CEP 2004-124-Rev05. Metformin hydrochloride —
AT dapmaueBTUYHMIA 3aBog TeBa, Granules India Limited, India R1-CEP 2004-124-
YropwuH Rev06.
3miHm 3 gkocTi IA. B.11l.1(a) 2 IA — Metformin
hydrochloride — Wanbury Limited, India R1-CEP
1998-079-Rev 09. Metformin hydrochloride —
Wanbury Limited, India R1-CEP 1998-079-Rev 10
11. | MET®OPMIH- TabneTkn, BKPUTI TOB YkpaiHa BUPOBHMLUTBO 3@ MOBHUM LIMKITOM: Yecbka 3minHun 3 skocTi |A - B.11.d.2 (a) IA — Minor changes to 3a UA/18723/01/02
TEBA NniBKOBOIO «TeBa Tesa Yex IHgacTpis c.p.o., Yecbka Pecny6bnika/ an approved analytical method for determination of | peuenmom
obornoHkoto, no 850 YkpaiHa» Pecnybnika; BMpOGHMLITBO 32 MOBHUM IHpis/ NDMA impurity in Metformin HCL Tablets. BeegeHHs
mr, no 15 TabneTtok LIMKMOM: YropLuHa 3MiHW NPOTAroM 6-Tn MicAUIB 3 AaTK 3aTBEPOXKEHHS.
y 6nictepi, no 2 abo Mikpo Jlabc Ilimiten, IHais; nepBuHHa 3miHu 3 gkocTi |A. - B.1I1.1(a) 2 IA — Metformin
no 6 Gnictepis y Ta BTOPWHHA yNakoBKa, KOHTPOSb hydrochloride — Granules India Limited, India R1-
kopooui SIKOCTi, [O3BIN Ha BUMNYCK cepii: CEP 2004-124-Rev05. Metformin hydrochloride —
AT ®apmaueBTUyHMI 3aBOA TeBa, Granules India Limited, India R1-CEP 2004-124-
YropwuH Rev06.
3miHu 3 akocTi IA. B.111.1(a) 2 IA — Metformin
hydrochloride — Wanbury Limited, India R1-CEP
1998-079-Rev 09. Metformin hydrochloride —
Wanbury Limited, India R1-CEP 1998-079-Rev 10
12. | MET®OPMIH- TabneTkn, BKpUTI TOB Ykpaina BMPOGHMLTBO 3@ MOBHWUM LIMKIOM: Yecbka 3miHu 3 gkocTi A - B.11.d.2 (a) IA — Minor changes to 3a UA/18723/01/03
TEBA NniBKOBOIO «TeBa Tesa Yex IHgacTpis c.p.o., Yecbka Pecny6bnika/ an approved analytical method for determination of | peyenmom
obornoHkoto, no 1000 | YkpaiHa» Pecnybnika; BApPOGHULTBO 32 NOBHWUM IHAis/ NDMA impurity in Metformin HCL Tablets. BBegeHHs
mr, no 10 TabneTok LIMKIOM: YropiuHa 3MiHM NPOTSIroM 6-TK MicALiB 3 4aTK 3aTBEPOKEHHS.
y 6nictepi, no 6 abo Mikpo Jlabc Ilimiten, IHais; nepBuHHa 3miHu 3 gkocTi |A. - B.1I1.1(a) 2 IA — Metformin
no 12 6nicrepis y Ta BTOPWMHHA ynakoBKa, KOHTPOSb hydrochloride — Granules India Limited, India R1-
Kopooui SIKOCTi, [O3BIN Ha BUMYCK Cepil: CEP 2004-124-Rev05. Metformin hydrochloride —
AT ®apmaueBTUYHMI 3aBOA, TeBa, Granules India Limited, India R1-CEP 2004-124-
YropwuH Rev06.
3miHm 3 akocTi IA. B.111.1(a) 2 IA — Metformin
hydrochloride — Wanbury Limited, India R1-CEP
1998-079-Rev 09. Metformin hydrochloride —
Wanbury Limited, India R1-CEP 1998-079-Rev 10
13. | MUTUKAINL Kancynu m'ski, no 25 Hogsapric Lsenua BMPOGHMLTBO, KOHTPOIb SKOCTi OKpiM HimeuumnHa/ C.1.4, I - Change(s) in the SPC, Labelling or PL due 3a UA/18988/01/01
Mr; M0 4 kancynu y Ogepci3 pist TecTy "BM3HayYeHHs ymcna LLseviuapis to new quality, preclinical, clinical or peuenmom
Gnictepi; no 7 IHBECTMEH MikpoopraHiamis": KataneHt pharmacovigilance data:
GnicTtepiB y TC AT, HimeuunHa E6epbax Mm6X, Update of sections 4.2 and 5.2 of the SmPC in order
KapTOHHIN nayui; no LLsenuapi HimeuyunHa; nepBuMHHE Ta BTOPUHHE to update efficacy and safety information in elderly
2 260 no 4 KapTOHHI a nakyBaHHsi: KataneHTt HimeyunHa patients based on final results from study
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nayky y kopobui

LWopHaopd MbX, HiMeuwunHa;
KOHTPOIb SKOCTi TecTy "BusHayeHHs
ymcna mikpoopraniamis": llabop J1C
CE eng Ko. KI', HimeuyuunHa; Bunyck

cepini: Hosaptic ®apma 'M6X,
HiMeuy4mHa; KOHTPOIb AKOCTi OKpIM

TecTy "Bu3HaveHHs uncna
MikpoopraHiamis": ®apmaHanituka CA,
LLisenuapis

CPKC412A2408 - An open-label, multi-center,
Phase llIb study to assess the safety and efficacy of
midostaurin (PKC412) in patients 18 years of age or

older with newly diagnosed FLT3-mutated Acute
Myeloid Leukemia who are eligible for “7+3” or “5+2”
chemotherapy, listed as a PAES in the Annex Il. The
RMP version 8.1 has also been submitted.
BBegeHHs 3miH npoTsArom 6-Tu MicsuiB nicnsi
3aTBEpAKEHHS

14.

NI®ENTPO

TabneTku, BKpUTI
NNiBKOBOO
o6onoHkoto, no 100
mr, 30 TabneTok,
BKPUTMX NNiBKOBOIO
0BOMOHKOW Y
nnsawyi, 1 nnswka B
KapTOHHiI kopooLi

Mepk
Wapn i
Hoym

IOEA

m6X

Llsenua
pis

NPOMXXHUIA NPOAYKT AOPABIPUHY,
BWCYLUEHW PO3NUNEHHSAM:
BMPOBHMLTBO/aHanNITU4HE TECTYBaHHS:
XogioH ®apmaCeHcisi C.A.,
MNopTyrania

NPOMKHWUIA NPOAYKT AOPABIPUHY,
BWCYLLUEHWA PO3MNUIEHHAM:
BMPOBHMLTBO/aHanNITU4HE TECTYBaHHS:
®.1.C. - dabbpika ITanbaHa CiHTeTidi
C.n.A., Itanisa

MiKpobionoriyHe TecTyBaHHS SKOCTi:
EypodiHc Biodapma Mpogakt TecTiHr
Ipnangis Jlimiteq, lpnangis

TeCcTyBaHHs cTabinbHOCTI:
OpraHoH ®apma (Benwuka Bputanis)
JlimiTen, Benuka Bputanis

Mepk Wapn i Qoym NJIC, CLUA

BMPOBOHMLTBO (PONMKOBE YLUiNIbHEHHS,
3MiLLyBaHHS/3MalLLyBaHHS rpaHyrn,
TUCHEHHS, NMOKPUTTS MITiIBKOBOIO
060M0HKOI0), aHamMITUYHE TeCTyBaHHS
npv BUNYyCKy:

MC[ IHTepHewnn MMEX, Ipnangisa

NepBUHHE Ta BTOPUHHE NaKyBaHHS,
BUWMYCK Cepil:
Mepk Wapn i Joym B.B., Higepnangu

MopTyranis/
ITanis
/lpnangis/
Benwuka
BputaHis/C
LA/
Higepnanawn

Type IA B.Il.b.2.a. QUALITY CHANGES - FINISH
PRODUCT - Manufacture - Change to importer,
batch release arrangements and quality control
testing of the finished product - Replacement or

addition of a site where batch control/testing takes

place - To add Merck Sharp & Dohme LLC, 4633

Road, Wilson, North Carolina as a site responsible

for stability testing of the finished product.

3a
peuenmom

UA/19910/01/01

15.

CUMBACTATH
H-TEBA

TabneTkn, BKpUTI
NniBKOBOO
obornoHkoto, no 20
mr, no 10 TabneTok
y 6nictepi, no 3 abo
no 10 6nictepiB y
Kopobui

TOB
«TeBa
YkpaiHa»

YkpaiHa

AT ®dapmaueBTnyHui 3aBog TEBA

YropuHa

Type IA (B.Ill.1.a.2) - Submission of an updated Ph.
Eur. Certificate of Suitability (R1-CEP 2013-216 Rev
03) for an active substance Simvastatin from the
already approved manufacturer Teva
Pharmaceutical Industries Ltd.

3a
peuernmom

UA/17477/01/01

16.

CUMBACTATH
H-TEBA

TabneTkn, BKPUTI
nniBKOBOO
o6onoHkoto, no 40
mr, no 10 TabneTok

TOB
«TeBa
YkpaiHa»

YkpaiHa

AT ®dapmaueBTnyHuI 3aBog TEBA

YropuHa

Type IA (B.Ill.1.a.2) - Submission of an updated Ph.
Eur. Certificate of Suitability (R1-CEP 2013-216 Rev
03) for an active substance Simvastatin from the
already approved manufacturer Teva

3a
peuernmom

UA/17477/01/02




13

[TponoBkeHHs goaaTKa 3

Ne Hazea @Popma sunyckKy 3asisHUK Kpaina Bupo6Huk Kpaina PeecmpauyitiHa npoyedypa Ymoesu Homep
n/ JliKapCcbKo20 (nikapcbka ¢ghopma, eidnycky |peecmpayiliHo2
n 3acoby ynakoeka) 0 noceid4yeHHs
y 6nictepi, no 3 abo Pharmaceutical Industries Ltd.
no 10 6nictepiB y
KapTOHHiN kopobui
17. | CAMBACTATWU | Tabnetku, BKpUTI TOB YkpaiHa AT ®dapmaueBTnyHuI 3aBog TEBA YropuHa Type IA (B.1ll.1.a.2) - Submission of an updated Ph. 3a UA/17477/01/03
H-TEBA NniBKOBOO «TeBa Eur. Certificate of Suitability (R1-CEP 2013-216 Rev | peuyenmom
obonoHkoto, no 80 YkpaiHa» 03) for an active substance Simvastatin from the
mr, no 10 TabneTok already approved manufacturer Teva
y 6nictepi, no 3 Pharmaceutical Industries Ltd.
Gnictepu y
KapTOHHiI kopobLi
18. | CAMBACTATWU | Tabnetku, BKpUTI TOB YkpaiHa AT dapmaueBTnyHuin 3asog TEBA YropumHa C.1.2 a) IAIn - lMpuBeaeHHS y BIANOBIAHICTb 3a UA/17477/01/01
H-TEBA NniBKOBOIO «TeBa iHdopMauii woao nikapcebkoro 3acoby Ao peuenmom
o6onoHkoto, no 20 YkpaiHa» pedepeHTHOro npenapaTy 30Kop Ha OCHOBI
mr, no 10 TabneTok OHOBIEHOro cTaHy iHdopmauii Ha 08/2021.
y 6nictepi, no 3 abo IHdbopmaLia Ansa nauieHTa 3anuwaeTbeca 6e3 3MiH.
no 10 6nictepiB y C.1.2 a) IAin - MNpuBeaeHHs y BIANOBIOHICTb
Kopobui iHdopMauii woao nikapcbkoro 3acoby Ao
pedepeHTHOro npenapaty 30Kkop Ha OCHOBI
OHOBJIEHOrO cTaHy iHdopMauii Ha 08/2020
C.1.2 @) IAin - MNpuBeaeHHs y BIANOBIAHICTb
iHdpopmauii Wwopao nikapcekoro 3acoby Ao
pedepeHTHOro npenapaTy 30KOp Ha OCHOBI
OHOBIEHOro cTaHy iHdopmauii Ha 07/2019.
IHbopmaLis onsa nauieHTa 3anuwiaeTbcs 6e3 3MiH.
C.1.2 a) IAIn - MpuBeaeHHs y BIANOBIAHICTb
iHdpopmaulii Wwopao nikapcekoro 3acoby Ao
pecepeHTHOro npenapaty 30Kop Ha OCHOBI
OHOBMEHOro cTaHy iHgopmadii Ha 07/2019
C.1.2 a) IAIn - lMpuBeaeHHS y BIANOBIAHICTb
iHdpopmauii Wwopao nikapcekoro 3acoby Ao
pedepeHTHOro npenapaTy 30Kop Ha OCHOBI
OHOBMEHOro cTaHy iHdopmadii Ha 04/2019
3MiHM BHOCATBLCA B po3ainu iHCTpykui: OcobnmsocTi
3acTocyBaHHs. Baaemogis 3 iHWMMK fikapCbkuMmn
3acobamu Ta iHWi Buam B3aemogin. Cnocid
3acTocyBaHHS Ta [o3un. PapmakonoriyHi
BnacTueocTi. OcobnmMBOCTi 3aCTOCYBaHHS.
BBegeHHs 3MiH npoTArom 6-Tu Micsuis nicns
3aTBEPAKEHHS.
19. | CAMBACTATU | Tabnetku, BKpUTI TOB YkpaiHa AT ®apmaueBTnyHumM 3aBog TEBA YropwuHa C.1.2 @) IAin - MNpuBeaeHHs y BIANOBIAHICTb 3a UA/17477/01/02
H-TEBA NniBKOBOKO «TeBa iHdopMauii oo nikapcebkoro 3acoby Ao peuenmom
o6onoHkoto, no 40 YkpaiHa» pedepeHTHOro npenapaty 30kop Ha OCHOBI

mr, no 10 TabneTok
y 6nictepi, no 3 abo
no 10 6nictepiB y
kopooui

OHOBIEHOro cTaHy iHdopmauii Ha 08/2021.
IHcbopmaLis onsa nauieHTa 3anuwaeTbcs 6e3 3MiH.
C.1.2 a) IAIn - lMpuBeAeHHS y BIANOBIAHICTb
iHdpopmalii Wwopao nikapcebkoro 3acoby Ao
pedepeHTHOro npenapaty 30KkOop Ha OCHOBI
OHOBIEHOTO CTaHy iHdopMauii Ha 08/2020
C.1.2 @) IAin - MNpuBeaeHHs y BIANOBIAHICTb
iHdpopmauii Wwopao nikapcekoro 3acoby Ao
pedepeHTHOro npenapaty 30Kkop Ha OCHOBI
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OHOBIEHOro cTany iHdopmadii Ha 07/2019.
IHcbopmaLis ons nauieHTa 3anuwaeTbcs 6e3 3MiH.
C.1.2 @) IAin - MNpuBeaeHHs y BIANOBIAHICTb
iHcbopmalii Wwopao nikapcbkoro 3acoby Ao
pedepeHTHOro npenapaty 30Kop Ha OCHOBI
OHOBIIEHOrO CTaHy iHdopmauii Ha 07/2019
C.1.2 @) IAin - MNpuBeaeHHs y BIANOBIAHICTb
iH(opMaUii oo nikapcebkoro 3acoby Ao
pedepeHTHOro npenapaty 30Kop Ha OCHOBI
OHOBMEHOro cTaHy iHdopmadii Ha 04/2019
3MiHN BHOCATLCA B po3ainu iHCTpykui: OcobnueocTi
3acTocyBaHHSA. Baaemogisa 3 iHWUMK nikapCbkummn
3acobamu Ta iHWi BMan B3aemogin. Cnocib
3acTocyBaHHA Ta [o3n. ®apmMakonoriyHi
BnactmeocTi. OcobnmMBoCTi 3acToCyBaHHS.
BBeneHHs 3miH NpoTArom 6-Tv MicsuiB nmicnsi
3aTBEPOXKEHHS.

20.

CUMBACTATH
H-TEBA

TabneTkn, BKpUTI
NniBKOBOIO
o6onoHkoto, no 80
mr, no 10 TabneTok
y BnicTepi, no 3
6nictepu y kopobui

TOB
«TeBa
YkpaiHa»

YkpaiHa

AT ®apmaueBTnyHumM 3aBog TEBA

YropwuHa

C.1.2 @) IAin - MNpuBeaeHHs y BIANOBIOHICTb
iHdopmauii Wwoao nikapcekoro 3acoby Ao
pedepeHTHOro npenapaTy 30KOp Ha OCHOBI
OHOBIEHOro cTaHy iHdopmadii Ha 08/2021.
IHbopmaLis onsa nauieHTa 3anuwaeTbcs 6e3 3MiH.
C.1.2 a) IAin - MNpuBeaeHHs y BIANOBIOHICTb
iHdpopmaulii Wwopao nikapcekoro 3acoby Ao
pecepeHTHOro npenapaty 30Kop Ha OCHOBI
OHOBMEHOro cTaHy iHgopmadii Ha 08/2020
C.1.2 a) IAIn - lMpuBeaeHHS y BIANOBIAHICTb
iHdpopmaulii Wwopao nikapcekoro 3acoby Ao
pedepeHTHOro npenapaTy 30Kop Ha OCHOBI
OHOBIEHOro cTaHy iHdopmadii Ha 07/2019.
IHbopmaLis onsa nauieHTa 3anuwaeTbcs 6e3 3MiH.
C.1.2 a) IAIn - MpuBeaeHHs y BIANOBIAHICTb
iHdpopmaii Wwopo nikapcebkoro 3acoby Ao
pecepeHTHOro npenapaty 30Kop Ha OCHOBI
OHOBMEHOro cTaHy iHgopmadii Ha 07/2019
C.1.2 a) IAIn - MpuBeaeHHs y BIANOBIAHICTb
iHdpopmaulii Wwopao nikapcekoro 3acoby Ao
pecdepeHTHOro npenapaTy 30Kop Ha OCHOBI
OHOBMEHOro cTaHy iHgopmadii Ha 04/2019
3MiHM BHOCATBCA B po3ainu iHCTpykui: OcobnmsocTi
3acTocyBaHHs. Baaemogis 3 iHWMMK nikapCbkuMmn
3acobamu Ta iHWi Buam B3aemopii. Cnocic
3acTocyBaHHS Ta [o3un. PapmakonoriyHi
BnacTueocTi. OcobnMBOCTi 3aCTOCYBaHHS.
BBegeHHs 3MiH npoTArom 6-Tu Micauis nicns
3aTBEPPKEHHS.

3a
peuenmom

UA/17477/01/03

21.

CONIKBA

PO34MH ONS iH eKLin,
100 Oa./mn+50
mkr/mn; Ne3 abo
Ne5: no 3 mny
KapTpuoxi,
BMOHTOBaHOMY B

TOB
"CaHodi-
ABeHTiC
YkpaiHa"

YkpaiHa

CaHodi-AseHTic Jonunang MmeX

HimevuunHa

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

Minor changes to the Related impurities 3 (HPLC-
MS) test procedure used for the determination of the
related impurities Di-Ser(33)-AVE0010 and Di-

3a
peuernmom

UA/16774/01/01
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0OHOPAa30BY LUNPULL-
py4ky; no 3 abo no 5
LUNpUL-PYyYOK B
KapTOHHiIl kopobuyi.
["onkn B ynakoBKy He
BKITHOYEHI

Ala(35)-AVEQ0010 in the active substance
Lixisenatide to extend the calibration range, adjust
the associated system suitability test (SST) solutions
and reflect the current site practice.
B.l.a.1.f, 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 replace Sanofi-Aventis Deutschland GmbH,
Bruningstrasse 50, Industriepark Hoechst, 65926
Frankfurt am Main, Germany with Solvias AG,
Roemerpark 2, 4303 Kaiseraugst, Switzerland as a
site responsible for quality control testing of the
active substance Lixisenatide.

22.

COJIIKBA

PO34MH ONS iH eKLIN,
100 Oa./mn+33
Mmkr/mn; Ne3 abo
Ne5: no 3 mny
KapTpuoxi,
BMOHTOBAHOMY B
0HOPAa30BY LUMNPULL-
py4ky; no 3 abo no 5
LUNPUL-PYYOK B
KapTOHHI KOpooLi.
["onkn B ynakoBky He
BKITHOYEHI

TOB
"CaHoi-
ABeHTiC
Ykpaina"

YkpaiHa

CaHodpi-AseHTic Jonunang MmoXxX

Himeyuunna

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

Minor changes to the Related impurities 3 (HPLC-
MS) test procedure used for the determination of the
related impurities Di-Ser(33)-AVE0010 and Di-
Ala(35)-AVE0010 in the active substance
Lixisenatide to extend the calibration range, adjust
the associated system suitability test (SST) solutions
and reflect the current site practice.
B.l.a.1.f, 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 replace Sanofi-Aventis Deutschland GmbH,
Bruningstrasse 50, Industriepark Hoechst, 65926
Frankfurt am Main, Germany with Solvias AG,
Roemerpark 2, 4303 Kaiseraugst, Switzerland as a
site responsible for quality control testing of the
active substance Lixisenatide.

3a
peuenmom

UA/16775/01/01

23.

CTANEBO

TabneTkun, BKpUTI
NNiBKOBOO
o6onoHkoto, no 50
Mmr/12,5 mr/200 mr;
no 30 a6o no 100
TabneTtok y 6aHui;
no 1 6aHui B
KapTOHHiIl kopobui

OpioH
Kopnopew
LUH

diHnaHa
is

BMPOGHWK, LLIO 3AiNCHIOE BUPOOHNLTBO,
KOHTPOMb SKOCTi:
OpioH KopnopewwH, PiHnaHais

anbTepHaTUBHUIA BUPOBHUK, LLO
3[iAICHIOE KOHTPOJSb AKOCTI:
KBiHTa - AHaniTika c.p.o., Yecbka
Pecny6bnika

BUPOOHMK, LLO 3iACHIOE NEPBUHHE,
BTOPUHHE MaKyBaHHA Ta BUMYCK cepii:
OpioH KopnopewwH, PiHnaHais

OinnaHais/
Yecbka
Pecnybnika

B.Il.b.2.c.1, 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 including batch control/testing:

To add Orion Corporation, Orion Pfarma,
Joensuunkatu 7, FI-24100 Salo, Finland as a site
responsible for batch release (not including batch
control/testing) of the finished product.

In addition, the marketing authorisation holder took
the opportunity to:

- align the PI with the latest QRD template (v10.1)
- update the sucrose statement to be in-line with
guidance "Excipients in the labelling and package
leaflet of medicinal products for human use" where
applicable

3a
peuernmom

UA/17944/01/01
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- correct the latest renewal date in section 9 of the
SmPC for Corbilta
-include minor editorial changes and typographical
corrections in the Product Information
BBegeHHs 3miH npoTsArom 6-Tu MicsuiB nicnsi
3aTBEPAXKEHHS.
A.7, IA - Administrative change - Deletion of
manufacturing sites:

To delete Orion Corporation Pharma, Orionintie 1,
FI-02200 Espoo, Finland, as an alternative site
responsible for primary packaging, secondary

packaging and batch release of the finished product.
BBeneHHs 3miH NpoTArom 6-Tv MicsuiB nmicnsi
3aTBEPAKEHHS.

24.

CTANEBO

TabneTkn, BKpUTI
NniBKOBOIO
o6onoHkoto, no 100
Mmr/25 mr/200 mr, no
30 abo no 100
Tabnetok y 6aHui;
no 1 6aHui B
KapTOHHiIN kopobui

OpioH
Kopnopen
LLUH

diHnaHa
is

BMPOGHWK, LLIO 3AiNCHIOE BUPOBHNLTBO,
KOHTPOMb SKOCTI:

OpioH KopnopeiiwH, PiHnsHais

anbTepHaTUBHUIA BUPOBHUK, LLO
34INCHIOE KOHTPOIb SKOCTI:
KBiHTa - AHaniTika c.p.o., Yecbka

Pecny6nika

BUPOBHWIK, LLIO 3AiACHIOE NEPBUHHE,

BTOPWHHE NaKyBaHHS Ta BUMYCK cepii:

OpioH KopnopeiwH, @iHnsaHais

OinnaHais/
Yecbka
Pecnybnika

B.ll.b.2.c.1, 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 including batch control/testing:

To add Orion Corporation, Orion Pfarma,
Joensuunkatu 7, FI-24100 Salo, Finland as a site
responsible for batch release (not including batch
control/testing) of the finished product.

In addition, the marketing authorisation holder took
the opportunity to:

- align the PI with the latest QRD template (v10.1)
- update the sucrose statement to be in-line with
guidance "Excipients in the labelling and package
leaflet of medicinal products for human use" where
applicable
- correct the latest renewal date in section 9 of the
SmPC for Corbilta
-include minor editorial changes and typographical
corrections in the Product Information
BBegeHHs 3MiH npoTArom 6-Tu MicsuiB nicns
3aTBEPKEHHS.

A.7, IA - Administrative change - Deletion of
manufacturing sites:

To delete Orion Corporation Pharma, Orionintie 1,
FI1-02200 Espoo, Finland, as an alternative site
responsible for primary packaging, secondary
packaging and batch release of the finished product.
BBeneHHs 3miH npoTArom 6-Tu MicsuiB nicnsi
3aTBEPKEHHS.

3a
peuenmom

UA/17944/01/02

25.

CTANEBO

TabneTkn, BKpUTI
NniBKOBOKO
o6ornoHkoto, no 150
mr/37,5 mr/200 wr,
no 30 a6o no 100
TabneTok y 6aHuj;
no 1 6aHui B
KapTOHHI kopooLi

OpioH
Kopnopen
LLUH

QiHNaHA
is

BUPOBHMK, L0 30iACHIOE BUPOOHULTBO,
KOHTPOMb SIKOCTI:

OpioH KopnopeiwH, QiHnsHais

anbTepHaTUBHUIA BUPOOHUK, LLIO
3[iACHIOE KOHTPOSb AKOCTI:
KBiHTa - AHaniTika c.p.o., Yecbka

Pecny6bnika

OinnaHais/
Yecbka
Pecny6bnika

B.ll.b.2.c.1, 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 including batch control/testing:

To add Orion Corporation, Orion Pfarma,
Joensuunkatu 7, FI-24100 Salo, Finland as a site
responsible for batch release (not including batch

3a
peuernmom

UA/17944/01/03




17

[TponoBkeHHs goaaTKa 3

Ne
n/

Hazea
JliKapCcbKo20
3acoby

Popma eunycky
(nikapcbka ¢ghopma,
ynakoeka)

3asieHUK

Kpaina

Bupo6Huk

Kpaina

PeecmpauyitiHa npoyedypa

Ymoeu
aidnycky

Homep
peecmpayiliHo2
0 noceid4yeHHs1

BUPOGHMK, LLO 3MiACHIOE NEPBUHHE,
BTOPWHHE NaKyBaHHS Ta BUMYCK cepii:
OpioH KopnopeiH, PiHnaHais

control/testing) of the finished product.

In addition, the marketing authorisation holder took

the opportunity to:

- align the PI with the latest QRD template (v10.1)
- update the sucrose statement to be in-line with
guidance "Excipients in the labelling and package
leaflet of medicinal products for human use" where
applicable
- correct the latest renewal date in section 9 of the
SmPC for Corbilta
-include minor editorial changes and typographical
corrections in the Product Information
BBeneHHs 3MiH NpoTArom 6-Tv MicsuiB nmicnsi
3aTBEPKEHHS.

A.7, IA - Administrative change - Deletion of
manufacturing sites:

To delete Orion Corporation Pharma, Orionintie 1,
FI-02200 Espoo, Finland, as an alternative site
responsible for primary packaging, secondary
packaging and batch release of the finished product.
BBegeHHst 3MiH NpoTsrom 6-tn micauis nicna
3aTBEPYKEHHS.

26.

CTAJEBO

TabneTkn, BKpUTI
NniBKOBOKO
o6onoHkoto, no 200
mr/50 mr/200 wmr; no
30 abo no 100
TabneTtok y 6aHui;
no 1 6aHui B
KapTOHHiIN kopobui

OpioH
Kopnopen
LLUH

OiHnaHa
is

BUPOBHMK, LLIO 34iACHI0E BUPOBHULTBO,
KOHTPOMb SKOCTI:
OpioH KopnopewwH, ®iHngHais

anbTepHaTUBHUIA BUPOOHUK, LLIO
3[iNCHIOE KOHTPOIb SKOCTI:
KBiHTa - AHaniTika c.p.o., Yecbka
Pecnybnika

BUPOGHWIK, LLO 3AIACHIOE NEPBUHHE,
BTOPUHHE MaKyBaHHSA Ta BUMYCK cepii:
OpioH KopnopewwH, ®iHngHais

dinnaHaia/
Yecbka
Pecnybnika

B.Il.b.2.c.1, 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 including batch control/testing:

To add Orion Corporation, Orion Pfarma,
Joensuunkatu 7, FI-24100 Salo, Finland as a site
responsible for batch release (not including batch
control/testing) of the finished product.

In addition, the marketing authorisation holder took
the opportunity to:

- align the PI with the latest QRD template (v10.1)
- update the sucrose statement to be in-line with
guidance "Excipients in the labelling and package
leaflet of medicinal products for human use" where
applicable
- correct the latest renewal date in section 9 of the
SmPC for Corbilta
-include minor editorial changes and typographical
corrections in the Product Information
BBeneHHs 3miH npoTArom 6-Tu MicsuiB nicnsi
3aTBEPOKEHHS.

A.7, IA - Administrative change - Deletion of
manufacturing sites:

To delete Orion Corporation Pharma, Orionintie 1,
FI-02200 Espoo, Finland, as an alternative site
responsible for primary packaging, secondary
packaging and batch release of the finished product.
BBegeHHs 3miH NnpoTArom 6-Tv Micsuis nicns
3aTBEPOXKEHHS.

3a
peuenmom

UA/17944/01/04
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[TponoBkeHHs goaaTKa 3

Ne Haszea Popma eunycky 3asieHUK Kpaina Bupo6Huk Kpaina PeecmpauyitiHa npoyedypa Ymoesu Homep
n/ JliKapCcbKo20 (nikapcbka ¢ghopma, eidnycky |peecmpayiliHo2
n 3acoby ynakoeka) 0 noceid4yeHHs1
27. | TAKPONIMYC Kancynu Teepai no CaHpgo3s CnoseHi BMPOBHMLTBO HEpPO3dhacoBaHOl IHAia/ Type IA variation B.ll.e.1.b.3: Deletion of an 3a UA/17356/01/01
CAHOO3® 0,5 mr; no 10 kancyn dapmacb a NPOAYKLiT, NepBUHHE Ta BTOPUHHE PymyHis/ immediante packaging container that does not lead | peuernmom
y 6nicTtepi; no 5 toTikan3 nakyBaHHsi, TectyBaHHsa: CAHOO3 CnoBeHisa to the complete deleetion of a strength or
Gnictepis pasom 3 a.a. Mpawnear Jlimiteq, IHAais; pharmaceutical form: deletion of the lidding foil
nakeTuKom 3 TECTYBaHHS: registered for all primary packaging sites except
MOIEKYMAPHUM C.K. Canpgos C.P.11., PymyHis; ek LEK.
cuTom B nakeri; 1 dapmaueBTUYHa KOMMaHia 4.4., Type IA variation B.ll.e.2.c: To delete indentification
nakeT B KAPTOHHI CnogeHisi (NnepBUHHE Ta BTOPUHHE for Nitrocellulose print pirmer as we are removing the
Kopobui nakyBaHHs, TECTYBaHHS, [O3BIN Ha specification paramater from the existing approved
BWMYCK CEPil; NEPBUHHE Ta BTOPUHHE apecification. Please not that as a consequence of
nakyBaHHs1) above deletion we are deleting the method to identify
nitrocellulose print primer from the Method of
analysis.
Type IA variation B.ll.e.2.c: 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): Deletion of
colour.
Type IA variation B.ll.e.2.c: 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): Deletion of
dimensions.
Type IA variation B.ll.e.2.c: 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):Deletion of
Appearance.
Type IA variation B.ll.e.6.b: - Change in any part of
the primary packaging material not in contact with
the finished product formulation - replacement of
printing primer on lidding foil (New nitrocellulose -
free lidding foils).
28. | TAKPONIMYC Kancynv TBepgi rno 1 CaHpo3s CnoBeHi BMPOGHMLITBO Hepo3dacoBaHoi IHpia/ Type IA variation B.ll.e.1.b.3: Deletion of an 3a UA/17356/01/02
CAHOO3® mr; no 10 kancyn y dapmack a npoaykKuii, NepBUHHE Ta BTOPUHHE PymyHisi/ immediante packaging container that does not lead | peuenmom
6nicTtepi; no 5 toTikan3 nakyBaHHsi, TecTyBaHHs: CAHOO3 CnoBeHis to the complete deleetion of a strength or
6nictepis pasom 3 n.o. Mpawnear Jlimiteq, IHAais; pharmaceutical form: deletion of the lidding foil

nakeTuKom 3
MOMEeKynspHUM
cuToMm B nakeri; 1
nakeT B KAPTOHHIN
kopooui

TECTYBaHHs:

C.K. CaHpgos C.P.11., PymyHis; ek
dapmaveBTUYHa KOMMaHIA 4.4.,
CnoBeHisi (NepBUHHE Ta BTOPUHHE
nakyBaHHsi, TECTYBaHHS, [O3BiN Ha
BUWMYCK CEPIill; NEPBUHHE Ta BTOPUHHE
nakyBaHHs1)

registered for all primary packaging sites except
LEK.

Type IA variation B.Il.e.2.c: To delete indentification
for Nitrocellulose print pirmer as we are removing the
specification paramater from the existing approved
apecification. Please not that as a consequence of
above deletion we are deleting the method to identify
nitrocellulose print primer from the Method of
analysis.

Type IA variation B.ll.e.2.c: Change in the
specification parameters and/or limits of the
immediate packaging of the finished product -
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Deletion of a non-significant specification Parameter
(e.g. deletion of an obsolete parameter): Deletion of
colour.

Type IA variation B.ll.e.2.c: 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): Deletion of
dimensions.

Type IA variation B.ll.e.2.c: 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):Deletion of
Appearance.

Type IA variation B.ll.e.6.b: - Change in any part of
the primary packaging material not in contact with
the finished product formulation - replacement of
printing primer on lidding foil (New nitrocellulose -
free lidding fails).

29.

TAKPOJIIMYC
CAHOO3®

Kancynu Teepgi no 5
mr; no 10 kancyn y
6nictepi; no 5
onictepis pasom 3
nakeTnKom 3
MORNEKyNsApHUM
cuToM B nakeri; 1
nakeT B KAPTOHHIN
kopooui

CaHpos
dapmacb
loTikan3a
o.o.

CrnoBeHi
A

BUPOBHMUTBO Hepo3dacoBaHol
npoaykKuii, NepBUHHE Ta BTOPUHHE
nakyBaHHsi, TectyBaHHs: CAHOO3

Mpawnear Jlimiteq, IHais;

TeCTyBaHHA:

naKkyBaHHs)

C.K. CaHgos C.P.1., PymyHis; ek
dapmaveBTUYHa KOMMaHia a.4.,
CnoBeHisi (NepBUHHE Ta BTOPUHHE
nakyBaHHsI, TECTYBaHHS, JO3BIN Ha
BUWMYCK CEPill; NEPBUHHE Ta BTOPUHHE

IHgis/
PymyHis/
CnoBeHis

Type IA variation B.ll.e.1.b.3: Deletion of an
immediante packaging container that does not lead
to the complete deleetion of a strength or
pharmaceutical form: deletion of the lidding foil
registered for all primary packaging sites except
LEK.

Type IA variation B.Il.e.2.c: To delete indentification
for Nitrocellulose print pirmer as we are removing the
specification paramater from the existing approved
apecification. Please not that as a consequence of
above deletion we are deleting the method to identify
nitrocellulose print primer from the Method of
analysis.

Type IA variation B.ll.e.2.c: 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): Deletion of
colour.

Type IA variation B.ll.e.2.c: 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): Deletion of
dimensions.

Type IA variation B.ll.e.2.c: 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):Deletion of
Appearance.

Type IA variation B.ll.e.6.b: - Change in any part of

3a
peuenmom

UA/17356/01/03
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the primary packaging material not in contact with
the finished product formulation - replacement of
printing primer on lidding foil (New nitrocellulose -
free lidding fails).
30. | TPEKOHAI NMOPOLLOK Anst Megak Himeuyun | mapkyBaHHS Ta BTOPUMHHE NaKyBaHHS, HimeuyunHa C.l.4-Change(s) in the SPC, Labelling or PL due to 3a UA/19579/01/01
po34nHy ans lesenbla Ha BUNPOBYBaHHS/KOHTPOrb SIKOCTI, new quality, preclinical, clinical or peuenmom
iHdpysin, no 1r; 1 T rop BUMNYCK cepil: pharmacovigillance data, Type II.
abo 5 dnakoHiB 3 KniHiwe Megak Me3enbliadT gtop KniHiwe Update of sections 4.5 and 5.2 of the SmPC in order
NMOPOLLKOM B LWneujanb LWneuiansnpenapate m.6.X, to add drug-drug interaction information with regards
KapTOHHiN kopobui npenapart Himeuumnha; to CYP3A4, CYP2C19 and P-gp including
e M6X BMPOBHMUTBO NikapcbKoro 3acooby, physiologically based pharmacokinetic (PBPK)

NepBUHHE MaKyBaHHS,
BMNPOBYBaHHSA/KOHTPOIb SKOCTI:
OnkoTek ®apma MpogakwH M6X,
HimeuunHa

modelling. Version 1.0 of the PMP has also been

submitted. The requested variation proposed

amendmends to the Summary of Product

Characteristics and to the Risk Management Plan

(RMP).

BBegeHHst 3MiH NpoTsrom 6-tn micauis nicns

3aTBEPOKEHHS.

C.l.4-Change(s) in the SPC, Labelling or PL due to
new quality, preclinical or pharmacovigilance data;
Type Il.

Update of section 5.3. of the SmpC in order to
update the description of non-clinical information
regarding musculoskeletal and connective tissue
disorders in form of lympho-histiocytic infiltration in
the skeletal muscles and renal and urinary disorders
which show up as haematuria. These new
determinations are based on results from study LPT
37259. A revised RMP version 1.0 was also
submitted. The requested variation proposed
amendmends to the Summary of Product
Characteristics and to the Risk Management Plan
(RMP).

BBeneHHs 3miH NpoTArom 6-Tv MicsiLiB nmicnsi
3aTBEPOKEHHS.

C.l.4-Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or
pharmacovogilance data; Type Il.

Update of sections 4.8 and 5.1 of the SmPC in order
to update efficacy and safety information based on
final results from study MC-FludT.14/L Trial II; a
phase Il trial to compare Treosulfan-based
conditioning therapy with Busulfan-based reduced-
intensity conditioning (RIC) prior to allogeneic
haemopoetic stem cell transplantation in patients
with AML of MDS considered ineligible to standart
conditioning regiments. The Package leaflet is
updared accordingly.The requested variation
proposed amendmends to the Summary of Product
Characteristics and Package leaflet.
BBegeHHs 3miH NnpoTArom 6-Tv Micsuis nicns
3aTBEPOXKEHHS.
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3acoby

ynakoeka)

C.l.6.a.-Change(s) to the therapeutic indiaction(s)-
Addition of a new thwrapeutic indication or
modification of an approved one; Type II.
Extension of indication include additional non-
malignant transplant indications (non malignant
diseases in the paediatric population ) for Trecondi
1g, 59 powder for solution for infusion based on final
12-months follow-up results of study MC-
FludT.16/NM; a randomised phase Il inteventional
study aimed to compare Treosulfan-based
conditioning therapy with Busulphan-based
conditioning prior to allogeneic haemopoietic stem
cell transplantation in paediatric patients with non-
malignant diseases.

Further, the MAH proposes to amend an existing
warning on skin toxicity based on new literature
data. Moreover, the MAH proposes to introduce a
slightly modified dosing regimen according to the
patient’s body surface based on long-term follow-up
data of paediatric study MC-FludT.17/M, a Phase I
trial to describe the safety and efficacy of Treosulfan
based conditioning therapy prior to allogenic
haemopoietic stem cell transplantation in paediatric
patients with haematilogical malignancies, as well as
a final analysis of the population pharmacokinetics of
treosulfan in paediatric patients. As consequence,
sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the SmPC
updated. Tge Package Leaflet is updated in
accordace. Version 1.0 of the RMP has also be
submitted. The requested variation proposed
amendmends to the Summary of Product
Characteristics and to the Risk Management Plan
(RMP).

BBeneHHs 3MiH NpoTArom 6-Tv MicsuiB nmicnsi
3aTBEPKEHHS.

3a

UA/19579/01/02

31.

TPEKOHAI

NOPOLLOK Ans
PO34MHyY Ans
iHdy3in, no5r; 1
abo 5 ¢pnakoHiB 3
MOPOLLKOM B
KapTOHHiIl kopobui

Mepak
le3enblia
T iop
KniHiwe
LWneuianb
npenapar
e M6X

Himeuun
Ha

MapKyBaHHS Ta BTOPUHHE MaKyBaHHS,
BUNPOBYBaHHSA/KOHTPOIb SKOCTI,

BUNYCK cepii:

Megak Ne3enbLadT dtop KniHiwe
Lneuiansnpenapate M.6.X,

HimeuuunHa;

BMPOGHMLTBO Nikapcbkoro 3acoby,

nepBuUHHE NakyBaHHA,

BUNPOBYBaHHS/KOHTPOIb SIKOCTi:
OHkoTek ®apma MpopakiwiH MbX,

Himeyunna

Himevuunna

C.l.4-Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or
pharmacovigillance data, Type II.

Update of sections 4.5 and 5.2 of the SmPC in order
to add drug-drug interaction information with regards
to CYP3A4, CYP2C19 and P-gp including
physiologically based pharmacokinetic (PBPK)
modelling. Version 1.0 of the PMP has also been
submitted. The requested variation proposed
amendmends to the Summary of Product
Characteristics and to the Risk Management Plan
(RMP).

BBegeHHs 3MiH NnpoTArom 6-Tu Micauis nicns
3aTBEPPKEHHS.

C.l.4-Change(s) in the SPC, Labelling or PL due to
new quality, preclinical or pharmacovigilance data;

peuenmom

Type Il
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Update of section 5.3. of the SmpC in order to
update the description of non-clinical information
regarding musculoskeletal and connective tissue

disorders in form of lympho-histiocytic infiltration in

the skeletal muscles and renal and urinary disorders
which show up as haematuria. These new
determinations are based on results from study LPT
37259. A revised RMP version 1.0 was also
submitted. The requested variation proposed
amendmends to the Summary of Product
Characteristics and to the Risk Management Plan
(RMP).
BBeneHHs 3MiH NpoTArom 6-Tv MicsuiB nmicnsi
3aTBEPOKEHHS.

C.l.4-Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or
pharmacovogilance data; Type Il

Update of sections 4.8 and 5.1 of the SmPC in order

to update efficacy and safety information based on

final results from study MC-FludT.14/L Trial II; a

phase llI trial to compare Treosulfan-based
conditioning therapy with Busulfan-based reduced-
intensity conditioning (RIC) prior to allogeneic
haemopoetic stem cell transplantation in patients
with AML of MDS considered ineligible to standart
conditioning regiments. The Package leaflet is
updared accordingly.The requested variation
proposed amendmends to the Summary of Product
Characteristics and Package leaflet.
BBegeHHs 3MiH npoTArom 6-Tu Micauis nicns
3aTBEPOKEHHS.

C.l.6.a.-Change(s) to the therapeutic indiaction(s)-

Addition of a new thwrapeutic indication or
modification of an approved one; Type II.
Extension of indication include additional non-
malignant transplant indications (non malignant
diseases in the paediatric population ) for Trecondi
1g, 59 powder for solution for infusion based on final
12-months follow-up results of study MC-
FludT.16/NM; a randomised phase Il inteventional
study aimed to compare Treosulfan-based
conditioning therapy with Busulphan-based
conditioning prior to allogeneic haemopoietic stem
cell transplantation in paediatric patients with non-
malignant diseases.

Further, the MAH proposes to amend an existing
warning on skin toxicity based on new literature
data. Moreover, the MAH proposes to introduce a
slightly modified dosing regimen according to the
patient’s body surface based on long-term follow-up
data of paediatric study MC-FludT.17/M, a Phase I
trial to describe the safety and efficacy of Treosulfan
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based conditioning therapy prior to allogenic
haemopoietic stem cell transplantation in paediatric
patients with haematilogical malignancies, as well as
a final analysis of the population pharmacokinetics of
treosulfan in paediatric patients. As consequence,
sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the SmPC
updated. Tge Package Leaflet is updated in
accordace. Version 1.0 of the RMP has also be
submitted. The requested variation proposed
amendmends to the Summary of Product
Characteristics and to the Risk Management Plan
(RMP).
BBeneHHs 3MiH NpoTArom 6-Tv MicsuiB nmicnsi
3aTBEPAKEHHS.

HavanbHuk
®apMaleBTHYHOI0 YIIPABJIIHHSA

Tapac JIACKOBCbKUH




