JlomaTok 29

1o ITopsiKy mpoBeeHHs €KCIIEPTH3H PEECTPAIlitHIX
MaTepianiB Ha JIIKAPCHKi 3aCo0M, IO MOJAI0THCS Ha
epIKaBHy peecTpallito (IIepepeecTpariro), a Takox
EKCIIePTU3H MaTepianiB Ipo BHECEHHS 3MiH JI0
peecTpamiifAnX MaTepiajiB MPOTAroM il peecTpaniiHoro
nocBiaueHHs (TyHKT 4 posainy IV)

3BIT NP0 JOKJIHIYHI XOCTINKEeHHS
1. Hasga nixapcbkoro 3aco0y (3a HassHocTi, BIHOPEJIBBIH AJIBOT'EH
HOMEp peeCTpaIiifHOro MOCBIAYEHHS):

1) Tim JKapchKOro 3aco0y, 3a AKHM ['enepux, MoHO
IpoBoAMIIacs abo0 MIIAHYETHCS peecTpalis
2) IpoBeIeH1 JOCTIKEHHS He BuMaraeTrscs B paMkax IIOJaHHS HA PO3IIISN

reHEepUYHOT0 JIKapChKOTOo 3ac00y 3TiAHO 3
JlupextuBoro €C 2001/83/EC.

2. ®apmaxoIoris:
1) mepBuHHA apMaKoAMHAMIKA JlaHi BijicyTHi. @apMakoaMHAMIYHI BIaCTHBOCTI
Binopensbiny no6pe Bigomi. He 6yiio mpoBeaeHo
HOBHX JOKTIHIYHUX JOCIHIIKEHb ITi] KEPIBHUIITBOM
sasHuKA. (IocunaHHs Ha MiTepaTypHi HKepena).
2) BTOpUHHA (hapMakoIWHaMiKa JlaHi BincyTHi. @®apMakoAMHAMIYHI BIACTHBOCTI
Birnopenrbiny nobpe Binomi. He 6ymo npoBenero
HOBUX JOKIIHIYHUX JOCHIIKEHb M1 KEPiBHUIITBOM
3asBHUKA. (IlocHiiaHHS Ha JIiTEpaTypHi IKepena).
3) papmakosoris 6e3mexu Jlaui BincyTHI. @apMakoIMHAMIYHI BIIACTHBOCTI
Binopensbiny nobpe BigoMi. He 6yio nposeneHo
HOBHX JOKJIIHIYHHX AOCHIIKSHB Ii[ KePIBHAITBOM
3asBHUKA. (IlocniaHHs Ha JIiTepaTypHi JpKepena).
4) bapmakouHaAMIYHI B3aEMOIT Jlani BincyTHi. ®apMakoguHAMIUHI BIaCTUBOCTI
Binopens0iny nodpe Bimomi. He 6yio mpoBeneHo
HOBUX JOKJIIHIYHUX JOCIIKEHD il KEPiBHUI[TBOM
sasiBHUKA. ([locunanus Ha JiTepaTypHi JKepena).

3. dapMaKOKIHETHKA:
1) aHANTITHYHI METOAMKH Ta 3BITH oo ix  |[laHi BimcyTHI. @apMakoKiHETHYHI BIIACTHBOCTI
BasTi Al Binopens6iny nobpe Binomi. He 6ymo mpoBeaeHo
HOBUX JTOCTIKEHB (papMaKOKIHETHYHUX
BJIACTMBOCTEH M1Jl KEPIBHUIITBOM 3asBHHKA.
(IlocunaHHs Ha JiTEpPaTypHI IHKEpena).

2) BCMOKTYBaHHS Jlani BiacyTHI. PapMakOKiHETHYHI BIACTHBOCTI
Binopens6iny nobpe imomi. He Oyiio mpoeenero
HOBUX AOCTIIXeHb hapMaKoKiHETUIHUX
BIIACTUBOCTEH IiJ[ KEPIBHUIITBOM 3asBHUKA.
(ITocunaHHA Ha JITEpaTypHI [HKeperna).

3) posnoain Jlani BiicyTHI. ®apMaKOKiHETHYHI BJIACTHBOCTI
Binopenr6iny no6pe Bigomi. He 6yio nposeaeno
HOBHUX JOCHIZKEHb (aPMAKOKIHETHUHIX ¢
BIIACTHBOCTEH ITi]T KeplBHI/IHTBOM saﬁmmﬁ J
(TTocunaHHs Ha JTITEPaTypHI IXKEpea).

4) MeTaboIi3M Jlani BincyTHi. @apMakOKiHEeTHYHI BHaC}'ﬁBDBﬁﬁ“JIﬂTOPH




BinopenrOiny nobpe Bizomi. He Oyio nposeaeHo
HOBUX JIOCHKEHB (hapMaKOKIHeTHIHIX
BJIACTHBOCTEH 171 KEPIBHUIITBOM 3asBHHKA.
(ITocunmanns Ha nitepatypHi pKeperna).

5) BUBEICHHS

Jlani BigcyTHi. @apMaKOKIHETHYHI BIaCTHBOCTI
Binopens6iny nobpe Binomi. He 6yro npoeenero
HOBHX JTOCHIKEHB (hapMaKOKiHETHIHHX
BJIACTHBOCTEI! 111J] KEPIBHUIITBOM 3asBHUKA.
(ITocunanus Ha JTEpaTypHi JHKepena).

6) bapMaKOKIHETHYHI B3aEMOJII1
(TOKJIIHIYHI1)

Jlaui Bigcyrni. PapMakoKIHETHYHI BIACTHBOCTI
Binopensbiny no0pe sigomi. He Oyio npopeaeHo
HOBHX JIOC/DKEHB (hapMaKOKIHETHIHHX
BIACTHBOCTEH M/l KepPIBHUIITBOM 3asiBHHKA.
(ITocunanns Ha niTepaTypHi JpKepena).

7) iH1I1 hapMaKOKIHETHYHI TOCITIKSHHS

Jlani BizcyTHi. ®apMakoKiHETHYHI BIACTHBOCTI
Binopenndiny no0pe sijomi. He 6ymo nposeaeno
HOBHX JIOCJI/DKEHb (hapMaKOKiHETHYHUX
BIIACTUBOCTEH ITiJ] KEPIBHUIITBOM 3asiBHUKA.
(ITocunanns Ha niTepaTypHi JUKepena).

4. ToKCHKOIOris:

1) TOKCHYHICTB y pa3i 0JIHOPa30BOro
BBEICHHS

[lani BincyTHI. TOKCHKOJIOTIYHI BIaCTUBOCTI
Binopens0iny nobpe Bigomi. He 6ymo npoBeaeHo
HOBMX JOCJIIKEHEL TOKCHKOJIOTTUYHUX BIACTHBOCTEH
MiJ KepiBHUIITBOM 3asBHUKa. ([TocunanHs Ha
TiTepaTypHi JUKepea).

2) TOKCUYHICTH Y pa3i MIOBTOPHHUX BBEIAECHB

Jlani BigcyTHI. TOKCHKOJIOTI4HI BJIACTUBOCTI
Binopenn6iHy no6pe Bigomi. He 6yi1o mpoeaeHo
HOBHX JOCTI/IPKEHb TOKCHKOJIOTIYHHX BJIACTHBOCTEH
17 KepiBHULITBOM 3asBHUKA. ([locunanus Ha
niTEpaTypHi JKepena).

3) reHOTOKCHYHICTE: in Vitro

Jlami BizicyTHi. TOKCHKOMOTIYHI BIaCTHBOCTI

Binopensdiny nodpe sinomi. He 6yio nposeneno
HOBUX JOCIIDKEHb TOKCHKOJIOTIYHIX BIACTHBOCTEH
17, KepiBHULTBOM 3asBHUKA. ([locnnanus Ha
JTiTeparypHi Jukepena).

in vivo (BKJIFOYAIOYUH JIOJAATKOBY OIIHKY 3
TOKCUKOKIHETHKH )

Jlaui BizcyTHI. TOKCHKONOTIYHI BIIACTHBOCTI
Binopensbiny nodpe Bigomi. He 6yno npoBeaero
HOBHX JIOCIHIJDKEHL TOKCHKOJIOTTYHIX BIACTUBOCTEMH
miz KepiBHHITBOM 3asiBHHKa. ([Tocunanss Ha
niTepaTypHi JuKepesa).

4) KaHIEPOTEHHICTH:

Jlani BizcyTHI. TOKCHKOIOTIYHI BIACTHBOCTI
Binopenn6iny nobpe Binomi. He Oyio nposeneHo
HOBHX IOCIHIDKEHb TOKCHKOJIOTIYHUX BIACTHBOCTEH
niza kepiBHUTBOM 3asBHUKA. ([TocunanHsa Ha
JTiTepaTypHi JUKepena).

TOBTOCTPOKOB1 JOCHIPKEHHS

Jlani BigcyTHi. TOKCHKOJIOTIUHI BIACTHBOCTI
Binopennbiny nobpe Bizomi. He 6yio nposeneHo
HOBMX JOCJIJIKEHb TOKCHKOJIOTTYHHX BIACTHBOCTEH
i KepiBHULITBOM 3asBHUKA. ([Tocmianus Ha
JNITEPATYpPHI JUKEPENa).

KOPOTKOCTPOKOBI JTOCIIIKEHHsI a00
TOCITIIDKEHHS CepEHBOI TPHBAJIOCTI

Mani BincyTri. TOKCHKOMOTIMHI BAACTHBOCTI S |t Eh°
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TiTepaTypHi JKepena).

MOJATKOBI NOCIIIKEHHS

Jlani BincyTHI. TOKCHKOJIOTIYHI BIIACTHBOCTI
Binopensbiny mobpe Bizomi. He Oyno npoBeneno
HOBHX HOCIIIKEHb TOKCUKOJIOTIYHUX BIIACTUBOCTEH
i1 kKepiBHALTBOM 3asiBHUKA. ([Tocunanns Ha
uliTepaTypHi JoKeperna).

5) penpoyKTHBHA TOKCUYHICTH Ta
TOKCHUYHUH BIUIMB Ha PO3BUTOK IIOTOMCTBA:

Jlani BimcyTHi. TOKCHKOJIOTIYHI BIACTHBOCTI
Binopens0iny nobpe Bimomi. He 6yno mposeneno
HOBHX JIOCIIJI)KCHb TOKCHKOJIOTIYHUX BIIACTHBOCTEH
111 KEpIBHUUTBOM 3asBHHKA. ([locunanus Ha
niTepaTypHi JKEpena).

BILTUB Ha QepTHUIHHICTD 1 paHHii
eMOpioHATBHUE PO3BHUTOK

Jlani BincyTHi. TOKCHKONOTIYHI BIaCTUBOCTI
Binopesnb0iny mobpe Binomi. He 6ymo npoBeaeHo
HOBHUX JOCIIJKEHb TOKCHKOJIOTIYHHUX BJIaCTHBOCTEMH
i1 kepiBHUNTBOM 3asBHUKA. ([locmnanHs Ha
niTepaTypHi JHKepena).

eMOPIOTOKCUYIHICTH

JlaHi BiACcyTHI. TOKCHKOJIOriYHI BJACTHBOCTI
Binopensbiny nobpe Binomi. He 6ymo mpoBeaeHo
HOBHUX JOCIIIKEHb TOKCHKOIOTTYHHX BJIIACTHBOCTEH
ig kepiBHUUTBOM 3asBHUKA. ([locuianHs Ha
TiTEpPaTypHI JLKepena).

MpeHaTalbHa 1 TOCTHATAIPHA TOKCHYIHICTD

Jlari BiacyTHI. TOKCHKOJIOTIYHI BJIACTHBOCTI
Binopens6iny nmobpe Bimomi. He Oyno npoBeneHo
HOBUX JIOCTI/PKEHb TOKCUKOJIOTTYHHUX BJIACTHBOCTEH
it KepiBHUITBOM 3asBHUKa. ([locunanus Ha
ITITepaTypHi JKepea).

IOCITIIKEHHS, TIPH SKKX IIpernapar
YBOJMUTECS MOTOMCTBY (HECTaTEBO3PIIAM
TBapHHAaM) Ta/ab0 OIIHIOETECS BigaieHa Jis|

Jlan1 BincyTHi. TOKCHKONIOTIYHI BJIACTHBOCTI
Binopensbiny nmobpe Bizomi. He 6yio mpoBeneHo
HOBHX JOCHI/DKEHb TOKCHKOJIOTIYHHX BIACTHBOCTEH
nij kepisHULTBOM 3asBHuUKA. ([locunanus Ha
TiTEpaTypHI JUKEpEna).

0) MicI[eBa IEPEHOCUMICTh

Jlaui BigacyTHi. TOKCHKOMOTIUHI BIACTHBOCTI
Binopensbiny nobpe Bimomi. He Oysto mposezieno
HOBHX JOCIIJKEHb TOKCHKOJIOTYHHUX BIaCTHBOCTEI
mij kepiBaAUTBOM 3asBHUKA. ([locunanus Ha
jliTepaTypHi Jukepena).

7) TOJaTKOBI JOCIIKEHHS TOKCUYHOCTI:

Jlani BigcyTHi. TOKCHKONOTTYHI BIACTHBOCTI
Binopensdiny nodpe sinomi. He Oyno nposeseno
HOBHX JIOC/IKEHb TOKCHKOIOTIMHIX BIACTHBOCTEH
1] KepiBHHITBOM 3agBHuKA. ([Tocunanna Ha
NiTeparypHi Jukepea).

AHTUTECHHICTH (YTBOPSHHS aHTHTLI)

Jlani BiacyTHI. TOKCHMKOMOTIYHI BJIACTHBOCTI
Binopensdiny nodpe Bigomi. He Oyno mposeaero
HOBHX JIOC/IUKEHb TOKCHKOJIOTTHHUX BIIACTHBOCTEH
1mij1 KepiBHULTBOM 3agBHHKA. ([TocHianHs Ha
niTepaTypHi JKepesa).

IMyHOTOKCHYHICTE

Jlami BiacyTHI. TOKCHKOJIOTIYHI BJIACTHBOCTI
Binopensdiny no6pe Bigomi. He 6yno nposeneso
HOBUX JOCIIKEHb TOKCHKOJIOTIYHUX BJIACTUBOCTEH
i kepiBHAITBOM 3asBHUKA. ([TocmnanHs Ha
JiTepaTypHi JKepena).

MOCTIDKEHHT MEXaHI3MIB il

Jlani BiacyTHI, TOKCHKONOITYHI BIACTHBOCTS
Binopens0iny noope Bizomi. He 6ymo mpo
HOBHX JOCIIIKEHD TOKCHKOIOIYHIX BJIACT
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mij kepiBaunTBoM 3asBHUKA. ([locmmanns Ha
TiTepaTypHI JuKepena).

TiKapChKa 3a1EXKHICTh Jlani BincyTHi. TOKCHKOJIOTI4HI BIIACTHBOCTI
Binopensbiny nobpe Bimomi. He 6ymno npoBeneHo
HOBHX JIOCTI/DKEHb TOKCHKOJIOTIYHHX BJIACTHBOCTEH
i1 KepiBHUITBOM 3asBH¥KA. ([locunanHs Ha
TiTeparypHi JpKepena).

TOKCUYHICTH MeTabOoITIB JTaH1 BigcyTHi. TOKCHKOJIOTI4HI BIIACTHBOCTI
Binopensbiny nobpe Bigomi. He 6ymo nposemeHo
HOBHX JIOCJIXKEHb TOKCHKOJIOTTYHUX BIACTHBOCTEH
mig xepiBHuITBOM 3asBHUKA. (Ilocunanus Ha
JTITepaTypHi JKEpea).

TOKCHYHICTE JOMIUIOK Ilaui BiacyTHI. TOKCHKOIOTIYHI BIaCTHBOCTI
Binopensbiny nobpe sizomi. He 6ymo nposesneno
HOBHX JOCHIJIKEHb TOKCHKOJIOTTYHHX BIACTHBOCTEH
1171 KepiBHUITBOM 3asBHMKa. ([Tocunanna Ha
JiTepaTypHi Jukepena).

iHITIE JlaHi BincyTHI. TOKCHKONIOTIYHI BIACTHBOCTI
BinopensOiny nodpe Bizomi. He 6yno mposeaeno
HOBHX JIOCIIDKEHE TOKCHKOJIOTIYHUX BJIACTHROCTE
iy kepisaunrsom 3assnuka. ([Tocunanus nva
iTepaTypHl JpKepena).

5. BUCHOBKH ITIOJ0 JTOKJIIHIYHOT'O BUBYeHHS (PapmakoguHamika, papMakoKiHeTHYHI Ta
TOKCHKOJIOITHHI BIACTHBOCTI BIACTHBOCTI
Binopens0iny podpe sigomi. Oriasa JOKTIHIYHKRX
JlaHUX TPYHTYETHCA Ha iHhOpMaii, 1o BUKIaIeHa y
KITBbKOX HAyKOBHX Oazax JaHHMX Ta MmyOnikarisax i
crocyerhes BinopensOiny.

3asgBHUK (BIACHHUK PEECTPALIIIHOTO Mipnuac/
MIOCBITYCHHS ) .
(nignuc)
Ansoren ®apma Tpeiinuar IOpon OTOB, Enina Pi6uena (Elitsa Ribcheva)
Boarapis .,
(im’s1)

HItamn: /Ansoren ®@apma Tpertauar FOpon OTOB
Bynes. bonrapis 86,
M. Codis, 1680, bonrapis
Peectpaniitanii Homep 201400639. Homep mratuauka [1/IB BG20140063/

IIpencraBauk 3assBHUKA B YKpaiHi
komnaHil Ansored ®@apma Tpefigunar IOpon OTOB,
bouarapis

KepiBHuk Bigainy noctyny npenaparie

B puHok TOB «AnBoren Ykpaina» A.IlL Penerist

PETVJIATOPRIY:

JOKYMERTIB




JlomaTok 30

10 Ilopsaky mpoBeNeHHs eKCIEPTH3H PEECTPAliTHIX
MatepiaiiB Ha JIiKapchki 3aco0H, M0 MOJaloTECS Ha
JIepIKaBHY peecTpartito (IepepeecTpario), a TaKoxX
EKCTIEPTH3H MaTepialiB PO BHECEHHS 3MiH JI0
peecTpaniifHiuX MaTepiatiB MPOTSIroM Ail peecTpaIlifHoro
110cBiTueHHA (IyHKT 4 posniny IV)

3BiT 11

PO KJIiHIYHI BUNIPOOYBaHHS

1. HasBa mikapcbkoro 3aco0y (3a
HassBHOCTI, HOMEP pPeeCTpamiitHoro

BIHOPEJIbBIH AJIBOI'EH

IOCBIYCHHS):
2. 3asBHUK Ansorer ®@apma Tpeiinuur FOponm OTOB, Bonrapis
3. BupobHux dapmanoxc Xenckea JIta., Mansra

JlaGopmen-Papma C.A., PymyHis
Jlotyc ®apmacerorikan Ko., JIth , Taiirans

4. TlpoBeieHi AOCTIIKEHHS:

Tak  Hi SIKIIO Hi, OOTPYHTYBATH.

1) Tan nmikapceKoro 3acoby, 3a IKuM
mpoBounacs abo MIaHyeTbCs
eecTparis

[‘eHEpHK, MOHO
[TogarHs Ha pO3rIIA/ I'eHEPHYHOTO JIIKAPCHKOTO 3ac00y 3riTHO
3 Jlupexktnroro €C 2001/83/EC

5. IloBHa Ha3Ba KJIIHIYHOTO
BUNPOOYBaHH, KOJOBAaHHH HOMEp
KJIIHIYHOTO BHITPOOyBaHHS

BinkpuTe pangoMizoBaHe 30aaHCOBaHE MEPEXPECHE
nocmimpKkeHts 610eKBiBaIEHTHOCTI LIEpOPaIBHOro
3acTOCYBaHHA pa3oBoi no3u 60 MI/M Binopensbiny, M’ skux
karncy, Bupoobuuntaa Jloryc ®apmackrorikan Ko., JIT.,
TaiiBanb Ta HABEJIBBIHVY®, M’ sikux Karcys, BUpOOHHUIITBA
[I’EP ®ABPE Jlimiten, Crionyyene KopoiBcTBo, i3 iBOMa
cXeMaMH JIIKyBaHHS HPOTATOM JIBOX IIEPIiOJIiB Y ABOX
[OCIITIOBHOCTSX Y TOPOCIIHX 13 MOLIMPEHOI0 GOPMOIO paKy
MOJIOMHOI 3aJI03U 32 YMOBH MIPHHOMY ITiCIII TXKi.
NCS-353-15-CS Bepcii Bepeis 1,0 Bix 24 numas 2915 poxy

6. ®a3za KNHIYHOTO BUNPOOYBaHHS

®aza I (nocnixeHHs 610€KBIBAICHTHOCTI)

7. Tlepion npoBeEeHHs KIIHIYHOTO
BUITPOOYBaHHS

[TouaTox nociimkenns: 21 tpaBus 2016 poky
3asepmenns gocnimkeHHs: 01 kBitag 2017 poky

8. Kpainm, ne mpoBoaAMNIOCS KIIiHIYHE
BUIIPOOYBaHHS

lanis

9. KinpkicTh q0CTiIXXYBaHHX

3amiaHoBaHa KIbKICTh MamieHTIB: 66 Malli€HTIB
KiapkicTh namieHTiB, 0 NpUHHSIN Ipenapar:

[Tepion I: 64 manientn [lepiox II: 56 namienTin
KinskicTs namieHTIB, 10 3aBepIIHIN ):[oc.mzmcemm 56
(ycroro 3a JiBa TIepion) AT
KinpkicTs mauieHTiB, pe3yabTaTH AKHX ﬁy _
npoaﬂamsonam 32 J0MOMOroI0 GioanamiTiy
64 (nani mamientis Ne49 ta 50 E
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MUIAraJTH aHATI3Y Oe3IeKn)

KinsKicTs manieHTiB, BUKIIYEHHNX 3 JocaimkenHs: 04
(mamienT Ne 01, 26, 49 ta 50)

KinbkicTh manieHTiB, 110 BiAKJIMKAJIHN CBOIO 3roAy HA
yuacTh y gocaimkenni: 04 (maumieatn Ne 05, 08, 14 Ta 15)
KinbkicTs mauieHTiB, mo BHOYJIH i3 mocaimkenns: 02
(mamienty Ne 42 Ta 48)

KinskicTs NanieHTiB, JaHI AKUX MiAJIATaJ N aHATIZY
(hapmMakoKiHeTHYHHX BJIACTHBOCTEH: 51 mamieHT
KifbKieTs mauieHTiB, BKJIIOYEHHX 10 CTATHCTHYHOIO
aHaJizy: 51 mamieHT

10. Merta Ta BTOpHMHHI IIJIi KIIHIYHOTO
BUIIPOOYBaHHS

[lepBiHHA MeTa AOCHIKEHHS TIOJsraia B OLHIlI CTYIIeHs
abcopOuii BinopensOiny micis nepopanbHOTO 3aCTOCYBAHHS
a1 OLIHKH Ol0eKBiBanenTHoreri gosu 60 Mr/M°
Binopems6iny, M°akux karcys, Ta 60 mr/m™ HABEJIBBIHV ®,
M’ saKkaX karcyn supoOruiTsa [1’€P ®ABPE Jlimiten,
Binuectep - 'emmmp S023 7DR, Cnonyuene KoponiseTso, y
NOPOCIHX MALICHTIB 3 MOLIHPECHAUM PaKOM MOJIOUHO]T 3aJI03H 34
YMOBU IPUHOMY ITICHs 1K1,

BropurHa MeTa nossrana y ZociijukeHHi 6e3nexn ta
MepeHOCHMOCTI 000X MKapchbKUX 3ac00iB Ha OCHOBI KITIHIYHHX|
Ta 1abopaTOPHUX AOCTIIKEHb, JOKYMEHTANI] 1040 MoOIuHIX
peakiiiit Ta moOIuYHAX peaxiiiii Ha Tl npHitoMy JIKapChbKOTO
3aco0y.

11. JIn3aity KIIHIYHOTO BUNIPOOYBAHHS

[le panomizoBaHe BiIKpUTe 30aIaHCOBaHE MTEPEXPECHE
NOCIIKeHHs 010€KBIBAJIEHTHOCTI 32 YMOBH IIEPOPATBLHOTO
npuiioMy MIiCis DKI 3 ABOMA CXeMaMHU JIIKyBaHHs IPOTATOM
NBOX TEePiOJiB y ABOX MOCHITOBHOCTSX 3 IEPi0IOM
BIIMUBAHHS MiHIMyM 14 QHIB Y JOPOCIIHX HAIEHTIB 3
MOIMPEHNM PAKOM MOJIOUHOT 3aJ103H. JlocHi xKeHHs
rianysasniocs mposectn y 10-15 ocepenxax kpaisu.
Jlocnimxenns Oyno posnovaro y 11 ocepenkax. Ane
3aTy4eHHS Malli€HTIB BIOOYIoCT y 9 ocepeakax.

12. OcHOBHI KpHUTepii BKIIIOUEHHS

V IOoCHiIKeHH] B3sUIM yJacTh MalieHTH Bif 18 10 65 pokis
(BKITIOYHO) i3 TIOIMPEHHM PaKoM MOJIOUHOT 3a703H, YHE
[MONEPE/IHE CTAaHIAPTHE JIIKYBAHHS aHTPAlUKIIIHAMHU Ta
TakcaHamu 0yyo HeeeKTUBHAM. Bel MaLienTH, M0 B3sUIH
yuacTh Y gocnikeHHi, manu cratryc ECOG (Eastern
Cooperative Oncology Group (CxingHa 06’eqHaHa OHKOJIOTIYHA
rpyna) <2 Ta O4iKyBaHY TPUBAIICTD XKUTTSA MEHIIE 6 MICAIIB
(32 OLIHKOIO TOCIIHUKA).

VY nocnimkeHHI TaKoX B3SUIM y4acTh MALEHTH, Y SIKHX
IHTEpBaJ1 MK 3aBEpIICHHSM OCTaHHBOI XiMioTeparnii Ta
MOYATKOM JOCHIHKEHHS OyB OUIbIIIE YOTHPHOX THXHIB.

13. locnimxyBaHuit mkapchKuii 3acib,
criocid 3acTocyBaHHs, cuma Aii

JocaimkyBanmnii Jikapebknid 3acio: Binopenb6iH, M’ ki
kancyau o 30 mr

Homep cepii: 5074P1 :
JlaTa BUpoOHHUTBA: 24 nucTonana 2015 poi

JaTa saKkiH4eHHs CTPOKY npuaaTHocTi: JK(
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Bupo6nuk: Jlotyc ®apmacswrorikai Ko., JIta., Ne30, Yenronr
1, c. CiHciH, M.
Haunroy, perion Hauroy, 540, TaiiBans.

14. Ilpenrapat nopiBHAHHS, 1034, croci6 |PedepenTHuii Jikapceskuii 3aci6: HABEJIBBIH®, M’ siki
3aCTOCYBaHHS, cHJia Ail KAIICYJI BiHOPeNbOiny 1mo 30 mMr

Croci0 3acTocyBanHs Ta 103u: Pa3oBa nepopajibHa 1032
Homep cepii: AQ30310

/laTa 3akiH4eHHA cTpoKy npuaarHocti: 09/2018
BiacHuk peecrpaniiitnoro noceiguenns: II'€P ®ABPE Jltx.
[aitn E661 Xayc, [Maiin Crpir 23,

Biguectep - 'emmmuup S023 7DR, Crionyuerne KopomniBcTBo.
15. CynyTHs Teparis [1ix yac xoxxHoro nepioay 3a 40 XBUIIUH 10 TpUitoMy
Binopens06iHy mif HATTISAOM TPEHOBAHOTO MEPCOHATY
B1iAOYBaIOCS MOBLIEHE BHYTPIIHHOBCHHE BBEICHHS
TPaHICETPOHY y 031 3 MT IPOTAroM 5 XBHJIMH.

16. Kpurepii ominku €eKTHBHOCTI IlepBrHHA MeTa TOCIiIKEHHS TOJIATAE B OIIHII CTYIEHS
abcopbuii Binopenb6iny micis mepopatbHOTO 3aCTOCYBAHHS
3aJUIs OIIHKM OloekBiBayleHTHOrCTL Ho3: 60 Mr/m>
Binopens0iny, M’ axux kamcyi, Ta 60 mr/m2 HABEJIBBIHY®,
M’ sikux Karcyn Bupobuuntsa [I'’€EP ®ABPE Jlimiten,
Bingectep - ['emnmup S023 7DR, Cnonyuene KopoiiscTro, y
OPOCJIFX TTaLli€HTIB 3 MOIIMPEHUM PAKOM MOJIOUHOI 3aJ103H 3a
YMOBU IIpUHOMY Iic/s K.

BToprHHHa MeTa IOJIATaE y AOCHIIKEHH] Oe3IeKn Ta
[IEPEHOCUMOCTI 000X JIIKapChKUX 3ac00iB HA OCHOBI KIIIHIYHHX|
Ta JJabOpaTOPHUX NOCHIIKEHE, JOKYMEHTAII] IIOA0 ITOOIYHUX
peakiiil Ta MOOGIYHUX peaKkiliif Ha TIi IpHHAOMY JIIKapChbKOro
3aco0y.

dapmaKoKiHETUYHI TapaMeTpU OLIHIOBAIIKCS 32
CHiBBiHOIICHHAM KOHIICHTpaIlii BiHopens6iny Ta Jacy, 10
HUX HAJIE)KATD:

[lepBunni hapmakokineTnyHi mapamerpu: Cmax Ta AUCq.7,
Bropurnnii GpapmaxoxkiHeTHYHHUN napamMeTp: Tmax.
[lepunHM PpapmakokineTrnununit mapamerp (AUCo.72 Ta
Cmax) 6yae HopManizoBaHUH MO 71031 Y KOKHOMY OKPEMOMY
BUIIAJKY BIIIOBIHO IO 3aCTOCOBAHOI JO3H Ta IJIOII MOBEPXHi
Tija.

BynyTs 3acTocOByBaTUCS HACTYIIHI CTAHAAPTH
010€KBIBAJICHTHOCTI:

90% noBipumii inTepBal AJIs CHIBBIAHOMIECHHS 3T1IHO 3
ANOVA HopMaiizoBaHUX I10 1031 JJOrapu(MIYHO y3TOJKEHUX
NMaHWX NEepBUHHMX (apMakokiHeTnuHuX napamerpis AUCo.7
Ta Cmax Binopens6iHy HOCTIIKYyBaHOTO Ta pedepeHTHOTo
nmikapcekoro 3aco0y (T/R) (pi3HHLIL TeOMETPUYHUX CEPEIHIX
3HaueHb) 32 YMOBU MPUIOMY Micls 1K1 Ma€ 3HAXOAUTHCH B
mexkax 80-125% (BxIIIO9HO).

17. Kputepii oniHku 6e3nexu l"h,u qac KOKHOTO Heplony ,IIOCJII,H)I(eHHSI HepeBlp ]
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nepes] 3aBepIICHHIM JOCTiHKEHHS.

3au1s1 Oe3MeKu NalieHTIB yCl reMaToJIoriuHI Ta 6i0XiMidHi
OCITI/HKEHHS TPOBEJIH 1T Pa3 MiCIs 3aBePIIeHHS
NOCIIIKEHHSI. 3arajbHui aHalli3 KpoBi (reMorino0iH,
reMaTOKPUT

(06’eM KIIITUHHOI MacH), epUTPOLIMTH, TPOMOOITUTH, 3arabHa
KiTBbKICTE JICHKOUXTIB Ta qudepeHniiiia KiTbKicTh
IEHKOLUTIB), OCIIKEHb QYHKIIT HUPOK (PiBEeHb CEYOBHHH Y
KPOBI Ta piBEHb KPEaTHHIHY y CHPOBATIIL), JOCIIKEHb
(YHKIII1 IediHKY (3araJibHUH piBeHb O1NIKiB, aTEOYMIH,
saranpHud 6UTipy6in, ACT/CT'OT, AJIT/CITIT, AJIII ta
raMMa-TIyTaminTpancepasa), piBeHb IyKpy Y KpoBi
TOCIIKYBaTUCS 10 movatkKy nepiony 11 (mpomixxuwmit aHami3
6esnexn). Craryc ECOG BHU3Ha4YaBCs y KOHTPOJIBHHAN Hac
NPOTArOM KOJKHOTO TIepiofy Ta B KiHII JOCITIIKEHHSL.
JlocTi[JUKEHHS )KUTTEBUX QYHKIIH, epeBipka caMOIOYyTTs,
Bu3HaueHHs crarycy ECOG Tta aHaii3 O6e3meky y malie€HTis,
o BUOYIIH 13 HOCIKEHHS, IEPEBIPAIIUCT HA MOMEHT
MPUIIMHEHHS y4acTi abo i 9ac HacTyIMHOI KOHCYJIbTAIlii.
CupoBaTKOBUIU TECT Ha BAariTHICTH BUKOHYBABCS Y
KOHTPOJBHHUH Yac MPOTATOM KOXKHOTO MEPioxy

Ta B KiHLI JOCJIIKEHHs 32 IPU3HAYCHHSIM JOCTI IHUKA.

3 MeToro 6e3MmeKu nepios cnocTepeskeHHs TpuBas 1o 10 aHiB
[iCJI1 OCTAHHBOTO IPUHOMY Ipenapary.

[IpoTsrom mocnimKeHHS 371 CHIOBABCS PETYIISPHUN
MOHITOPUHT No6iuHuX Aii. [TobiuHi mii KinacudikyBaiucs
3rigHo 3 MedDRA 20.0.

18. Craructiudi MeToau

CraTtucTuuHui aHamiz GapMakOKiHETHYHUX JTAHUX
BUKOHYBABCS 3 BUKOPHUCTAHHSAM IIPOrPaMHOI0 3a0e3MeYeHHs
SAS s Windows, Bepcis 9.2 (SAS Institute Inc., Cary NC,
USA).

19. JlemorpadiuHi mokazHUKN
NOCTIKyBaHOT MOMysii (CTaTh, BIK,
paca, TOLIO)

Kpurepii BkirodeHHs: (3riIHO 3 MPOTOKOIOM JOCIIKEHHS)
Cratb: Y HOCHIIDKEHHI MOXYTH OpaTH y4acTh K YOJIOBIKH, TaK
i JKIHKH.

Bik: [Tamientu Big 18 10 65 pokiB (BKJIFOYHO).

|PacoBa npuHANEXHICTH: 3TITHO 3 TPOTOKOJIOM JOCIIIKEHHS
crieuiYHUN pacoBuil KpuTepiit BiACyTHiH. [IpoTe y
TOCIIKEHHI y4acTh OepyTh a3iiili.

20. Pe3ynbraTn eeKTUBHOCTI

90% ,uompqmr IHTepBaJl HOpMaJIi30BaHUX 1o 103i (7o 60
MI/M?) norapm}mnmo CKOPHUTOBaHHX (papMaKOKIHETHIHUX
napamerpis AUC g.72) Ta Cmax BiHopens0iHy 3aaumascs y
nonycrumomy aianaszoni 80,00 - 125,00%. Takum 9rHOM,
ITOCTIKYBaHUH Jikapepkuit 3aci6 (Binopens6in, M’ ki
xaricymu 110 30 mr, Bupobuuirrea Jlotyc @apmackiorikan Ko.,
Jtn., TaitBanb) Ta pe(bepeHTHHﬁ JiKapchKui 3acib
(HABEJIbBIH®, m’ski xamncyiu o 30 mr, BupobuunTea I[1°EP
GABPE .HlMlTe}_'l, Cnonyque KopomiscTBo) MOy BT

MOIMHPEeRO0 GOPMOIO paky MOTIOYHOT 3&103:4”!33;)!\103;4;51
npuitomy micis Dxi. '-S*_ PETYJIAT! pnm
12% 1 IOKYMEHT]
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21. PeaynbraTu 6e3mexu PesyabTaTn 6e3meku: I1in yac nporo mocnimkeHHs He O6yi0

3a(hiKCOBaHO NeTaIbHUX BUNAJIKIB 9 3HAYHUX MOOIIHUX

peaxiiii.

ITix gac nepiony no3ysanss I Tpanuiocsa apanaaugars (12)

noOivHuX aid. A came:

e KpopoBunus y MonoyHux 3ano3ax (mamieHt Ne 01)

¢ HoBoyTtBopeHHs Ha wmKipi (mamiest Ne 12)

e Ilykposuii niabet (mamieHt Ne 04)

e Taxikapais (mamient Ne 12)

e Amnemis (naieatd Ne 09 ta 25)

AnimenTtapHa aHemis (mamient Ne 11)

e AcrteHis (namient Ne 09 ta 24)

o [lipexcis (marieHT Ne 09)

e binp (marmient Ne 24)

e binp y ciuni (mamient Ne 24)

[liciist 3acTOCyBaHHS JOCHIIXKYBAHOT0 JIKAPCHKOI0 32C00y

Tpanujocst micraecar Tpu (63) nmodiwnmx aii. A came:

Y nepioa 1

e Hynora (mamientu Ne 03, 10, 18, 20 Ta 55)

o bmosanns (mauiedtn Ne 03, 51 (2 nmobivHi peakuii), 53, 55
(2 mo6iyni peakuii) Ta 59)

e Jliapes (marienta Ne 03, 10 ta 66)

o ["onopnwuit 61k (nanientr Ne 51, 58 ta 59)

e bine (manientu Ne 51 ta 53)

o Acrenis (mamientu Ne 10, 20, 23, 26, 58 ta 59)

e Jluxomanka (namientu Ne 10, 58 ta 66)

o Amnewmis (namient Ne 06)

e 3HIDKEeHHA piBHS remorno6iny (mamieHT Ne 08)

¢ [ligBUIlleHHS aKTUBHOCTI ajlaHiHamiHoTpacdepasu (naiieHT
Ne 18)

o Kapnunoma npaBoi Mos1ouHOT 3a5m03u (mamienT Ne 49)

Y nepioa 11

e Hynora (mamientu Ne 30, 52, 54, 56 Ta 65)

o bmroBanus (nawieatu Ne 28 (2 mo6iuni peakmii), 30, 33, 52
Ta 57)

e 3anop (mauientu Ne 12, 57 ta 65)

e Jliapes (nmarmient Ne 38)

e Tactpur (mauient Ne 60)

o ['onosuwit 6inb (mamientu Ne 09.ta 12)

e Mianris (marieHt Ne 33)

e M’s30Bo-ckeneTHM 611b y rpyasx (marient Ne 04)

e binp (nmamient Ne 60)

e AcreHis (mamientn Ne 09, 28 ta 54)

e Jluxomanka (namienta Ne 12, 56 Ta 60)

o [lanmuronenis (rmamieHt Ne 12)

e TpombonuTtorneHis (marieHTH Ne 04 Ta 44)

[Ticast 3acToCyBaHHA NOCTIKYBAHOI0 JIIKAPCHKOI0 3ac06y

TPANILIOCS IIiCTAeCAT YOTHPH (64) mobiuHux ,[m CAME,

Y nepion I /9, 6 ooV EH Vi, 13

e Hynota (mauientu Ne 15, 30 ta 56) : Y e \

o Bmiopanus (mamientu Ne 15, 28, 30, 52, 56/ 3 m)fﬁmm” i

peakif), 57 (3 no6iuri peakuii) Ta 60) LT TORVMEHTE
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o Jliapes (mauientu Ne 65) 3anop(narmient Ne 12)

e ["onoBHM 6iste (manierTn Ne 12, 30 Ta 57) binp (nanienTu
Ne 12, 28, 56 Ta 60) Actenis (marient Ne 05, 17, 52 ta 54)

e Jlnxomanka (mamientu Ne 05, 54 ta 65 (2 mobiuni peakitii)
Iapsiuka (manienTt Ne 28)

e Kamens (mauient Ne 60)

e Aonernis (mamiesT Ne 05)

o [licnaonepaniitauit kpoBoBMIMB (TarieHT Ne 12)

o Amnemis (mauieHT Ne 45)

o Jlelikonenis (marieHT Ne 28)

¢ Heittponenis (mamieHnt Ne 28)

o TpombGouuronenis (namient Ne 28 (2 mobiuni peakmii)
3HmKeHHS KUIBKOCTI Nefkonutie (manieHt Ne 50)
3HMXEeHHS KUIbKOCTI TpoMmOonuTie (mamieHT Ne 50) n
Iepion 11

e Hynota (mamientu Ne 20, 53 ta 55)

e bmoBanns (nmariest Ne 20, 51, 58, 59 (2 no6iuni peaxirii)
ta 66) Miapes (mmamieHt Ne 40)

e [acTput (marieHT Ne 66)

[onoBuuit 6116 (nanienta Ne 51 ta 66)

bins (mauient Ne 53)

Jluxomanka (marienTa Ne 55, 58 ta 59)

Acrtenis (mamientu Ne 20 Ta 58)

Amnemis (manient Ne 06)

e [linBuineHHs piBHA Tpuriinepuais (namieHt Ne 06)

e 3HIDKEHHs KUIBKOCTI TpoMmGouwuTie (ramieHT Ne 32)

Cepito3Hi mobiuHi peaxmii:

[Ticns 3acTocyBaHHS JOCHTIIKYBaHOTO JIIKAPCHKOTO 3ac00y:
[Ticns 3aBepirenHs nepiony [ y mamienta Ne 49 Bigbynacs
cepitozna nmobiyna peaxmis (KapIuHOMA [IPABOi MOJIIOYHOI
3aJ1031)

[{s no6iuna peakuist OyJa MOMipHO BUPaXKEHOIO Ta
MaoMOBIPHO CTOCYBaacs MOCIiIKYBaHOTO JIIKAPCHKOTO
saco0y. Bona Oyna Bu3HaueHa sK He3aBepIleHa Ta He
moTpebyBaja cIocTepexKeHHs 3 60Ky MOCiIHUKA.

22. BucHOBOK

BrcHOBOK 1070 €)eKTHBHOCTI:
90% moBipuuii iHTEepBa HOPMai30BaHUX MO 031 (1o 60
Mr/mY) norapu)MigHO CKOPUroBaHHX (apMaKOKIHETHIHUX
napameTpiB AUC g.72) Ta Cmax Binopenr6iny 3anumagcs y
nonyctuMomy aianazoni 80,00 - 125,00%.

Takum YMHOM, AOCHTIKYBaHUH JIKApChKHUit 3acid
(Binopens0in, M’ ski xancymu 1o 30 mr, Bupobuuirea Jotyc
®Dapmacerotikai Ko., JIta., TaitBans) Ta pedepeHTHMIA
nikapebkuii 3aci6 (HABEJIBBIH®, m’ski kancynu no 30 mr,
supobuuntsa [I’€P ®ABPE Jlimiten, Crionydene
KoponiBcTBO) MOXKYThH BBOXATHCS O10CKBIBANIGHTH

3aJ1034 3@ YMOBH IIPHAOMY TIiCIIS TKi.

BucHoBku mopao 6e3nexu: oy
. = . = o vy STV

Sk pocnaimxyBaHuUl, Tak 1 pedepeHTHHHA m{apcﬁkﬁﬁ;‘e ci

; . BB VUFH]ID
no6pe NepeHOoCHIIUCS NallieHTaMU ﬂocnlml{ﬂ;mn;{ﬁoﬁiqm




peaxIii ToCIiKYyBaHOTO JIIKapChKOTOo 3ac00y BIIMOBIAAIOTE
NOOIYHUM peakiisM, II0 3asABJIeHI NPU MapKyBaHHI
pedeperTHOro JIiKapchKoro 3acoby.

3asBHUK (BIACHUK PEeECTpaIiitHOTO Mlignuc/
ITOCBITYEHHS ) (mizmac)
Ansoren ®apma Tpeitguar FOpon OTOB, Enina Pi6uera (Elitsa Ribcheva)
Bouarapin .

(im’s)

HItamn: /AnBoren ®apma Tpetiaqunr FOpon OTOB
bynes. Bonrapis 86,
M. Codis, 1680, bonrapis
Peecrpaniiauit Homep 201400639. Homep mnatauxa ITJIB BG20140063/

IIpeacTaBHUK 3aABHHKA B YKpaiHi
xommnaHii AnoredH ®apma Tpeiigunar IOpon Q
Boarapin 4

Kepisuuk Binniny nocryny npenaparin

B puHok TOB «AnBoren Ykpaina» A.IL. Peneriii

3
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| ;io the Procedure for Conducting Expert Evaluation of

Registration Materials Pertinent to Medicinal Products,

| which are Submitted for State Registration (Re-
Registration) and Expert Evaluation of Materials about

‘ Introduction of Changes to the Registration Materials
during the Validity Period of Registration Certificate

(paragraph 4, part VI)

Preclinical studies report

1. Product Name (marketing authorization |[VINORELBINE ALVOGEN

number, if available):

1) type of the applied medicinal product (Jeneric, mono

2) conducted trials

Not required for generic application as per EU
Directive 2001/83/EC.

2. Pharmacology:

N/A. Pharmacodynamic properties of Vinorelbine are
well known. No new non-clinical pharmacodynamic
studies were conducted by the applicant. (Literature
reference).

1) primary pharmacodynamics

N/A. Pharmacodynamic properties of Vinorelbine are
well known. No new non-clinical pharmacodynamic
studies were conducted by the applicant. (Literature
reference).

2) secondary pharmacodynamics

3) safety pharmacology N/A.Pharmacodynamic properties of Vinorelbine are
well known. No new non-clinical pharmacodynamic
studies were conducted by the applicant. (Literature
reference).

4) pharmacodynamic interactions N/A. Pharmacodynamic properties of Vinorelbine are
well known. No new non-clinical pharmacodynamic
studies were conducted by the applicant. (Literature
reference).

3. Pharmacokinetics:

N/A. Pharmacokinetic properties of Vinorelbine are
well known. No new non-clinical pharmacokinetic _gfsm

i ducted by the appli Li LT U VA
studies were conducted by the applicant. (Litera ~£—§;‘*’.- ARl
reference). wA

1) analytical methods and validation reports

v i
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2) absorption

N/A. Pharmacokinetic properties of Vinorelbine are
well known. No new non-clinical pharmacokinetic
studies were conducted by the applicant. (Literature
reference).

3) distribution

N/A. Pharmacokinetic properties of Vinorelbine are
well known. No new non-clinical pharmacokinetic
studies were conducted by the applicant. (Literature
reference).

4) metabolism

N/A. Pharmacokinetic properties of Vinorelbine are
well known. No new non-clinical pharmacokinetic
studies were conducted by the applicant. (Literature
reference).

5) elimination

N/A. Pharmacokinetic properties of Vinorelbine are
well known. No new non-clinical pharmacokinetic
studies were conducted by the applicant. (Literature
reference).

6) pharmacokinetic interactions (non-
clinical)

N/A. Pharmacokinetic properties of Vinorelbine are
well known. No new non-clinical pharmacokinetic
studies were conducted by the applicant. (Literature
reference).

7) other pharmacokinetic studies

N/A. Pharmacokinetic properties of Vinorelbine are
well known. No new non-clinical pharmacokinetic
studies were conducted by the applicant. (Literature

reference).

4. Toxicology:

1) single administration toxicity

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

2) repeated administration toxicity

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference),

3) genotoxicity:
in vitro

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

assessment)

in vivo (including additional toxicokinetics

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

4) carcinogenicity:

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

g s
PETYIATOPHpYL: *
JOKYHERTIg




long-term studies

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

short-term studies
or middle-term studies

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

additional studies

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

5) reproductive and developmental toxicity:

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

influence on fertility and fetal development

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

embryotoxicity

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

prenatal and postnatal toxicity

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

studies in which the drug is administered to
offspring (non-mature animals) and / or
evaluated for long-term effects

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

6) local tolerance

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

7) additional toxicity studies:

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies

were conducted by the applicant. (Literature
reference).

i




antigenicity (antibody formation)

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

Immunotoxicity

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

mechanisim of action studies

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

drug habituation

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

metabolites toxicity

N/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

impurities toxicity

N/A. Toxicological properties of Vinorelbine are weil
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

other

/A. Toxicological properties of Vinorelbine are well
known. No new non-clinical toxicological studies
were conducted by the applicant. (Literature
reference).

5. Conclusions on preclnical studies

The pharmacodynamics, pharmacokinetic
andtoxicological properties of Vinorelbine are well-
known. The non-clinical overview is therefore based
on areview of data available in several scientific

databases or pu"}lished in relation to Vinorelbine.

Applicant (Marketing
Authorization Holder)

%

Alvogen Pharma
Trading Europe EOOD,
Bulgaria

Jmﬂml’u] —

Hhréa RlBLheva’ﬂd Tradmg Europe EOOD
1_' i (Name) v ;
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Annex 30 |
5 lLto the Procedure for Conducting Expert Evaluation of
Registration Materials Pertinent to Medicinal Products,
which are Submitted for State Registration (Re-
| Registration) and Expert Evaluation of Materials about
. Introduction of Changes to the Registration Materials
| |du1 ing the Validity Period of Registration Certificate
(pal agraph 4, part VI)

Clinical trials report

1. Product Name (marketing VINORELRBINE ALVOGEN

authorization number, if applicable):

2. Applicant Alvogen Pharma Trading Europe EOOD, Bulgaria ,
3. Manufacturer Pharmadox Healthcare Ltd., Malta

Labormed-Pharma S.A., Romania

Lotus Pharmaceutical Co., Ltd., Taiwan

4. Conducted trials: yes no ifno, to provide justifications.

Generic, moino

The generic application as per EU Directive 2001/83/EC

An open label, randomized, balanced, two-ireatment, two-period,
two-sequence, single-dose, crossover, oral bioequivalence study
of 60 mg/m?> of Vinorelbine soft capsule from Lotus
Pharmaceutical Co., Ltd, Taiwan compared with that of 60 mg/m?
of NAVELBINE® soft capsule marketed by PIERRE FABRE
Limited, United Kingdom, in adult, patients with advanced breast
cancer under fed condisions

1) type of the applied medicinal product

5. Full name of the clinical trial, code
number of clinical trial

NCS-353-15-CS Version 1.0 dated 24 JUL 15

6. Phase of the clinical trial Phase I (Bioequivalence study)

Study initiation date: 21 MAY 16
Study completion date: 01 APR 17

7. Period of the clinical trial

8. Countries of the clinical trial [ndia

Number of patients planned: 66 patients
Number of patients dosed:

Period I: 64 patients Period II: 56 patients
Number of patients completed the study: 56 (both the pe i
Number of patients analyzed on the bloanalytlcal m’é’thp;ﬁ;ﬁ% ]
(Patient number 49 and 50 for i %
safety analysis)

9. Number of patients

PrE Ib'jr' .w}rq\_ -
JOKYMERTIR &5 °




Number of patients withdrawn: 04 ( Patient numbers 01, 26,
49 and 50)

Number of patients withdrew consent: 04 ( Patient numbers
05, 08. 14 and 15)

Number of patients dropout: 02 (Patient number 42 and 48)
Number of patients included in PK analysis: 51 patients
Number of patients included in statistical analysis: 51
patients

10. Purpose and secondary objectives of
the clinical trial

The primary objective of the study was to characterize the
rate and extent of Vinorelbine absorption after oral
administration and to assess the bioequivalence of

60 mg/mz of Vinorelbine soft capsule relative to that of 60
mg/m2 of NAVELBINE® soft capsule marketed by PIERRE
FABRE Limited, Winchester Hampshire S023 7DR, United
Kingdom in adult, patients with advanced breast cancer
under fed conditions.

The secondary objective of the study was to investigate the
safety and tolerability of both the formulations on the basis
of clinical and laboratory examinations, documentation of
the Adverse Events (AEs) and or Adverse Drug Reactions
(ADRs).

11. Design of the clinical trial

This study was open label, randomized, balanced, two-
treatment, two-period, two-sequence, singledose,
crossover, oral bioequivalence study with a washout period
of at least 14 days in adult, patients with advanced breast
cancer under fed conditions. The study was planned to be
conducted in 10 to 15 sites across the country. The study
was initiated in 11 sites. However, patients were

recruited only in 09 sites.

12. Main inclusion criteria

Patients aged between 18 and 65 years (both inclusive)
with

advanced breast cancer for whom previous standard
treatment of anthracyclins and taxanes had failed were
included in to the study. All patients included in this study
had an Eastern Cooperative Oncology Group (ECOG)
performance status < 2 and life expectancy of at least 6
months as judged by the investigator.

Patients who had a minimum interval of four-weeks
between the end of previous chemotherapy

and study entry were included in the study.

13. Test product, method of
administration, strength

Test Product: Vinorelbine soft capsule, 30 mg

Dose and mode of administration: Single oral dose

Batch Number: 5074P1

Manufacturing date: 24/NOV/2015

Expiry Date: OCT/2017

Manufactured by: Lotus Pharmaceuticals Co., Ltd., No:30,
Chenggong 1st Rd, Sinsing Village,

Nantou City, Nantou county 540, Taiwan.

14. Referent product, dose, method of
administration, strength

Reference Product: NAVELBINE® 30 mg soft capsule
Vinorelbine

Dosc and mode of administration: Single oral dose

Lot Number: AQ30310 r?,- ey

Marketing Authorisation Holder: PIERRE FABRE Lid II}?{H

Abbey House -23 Hyde Street 2 S prTygTy

Expiry date: 09/2018 ' ;): H M

DHKY L+

AOI\Y:-..E_H.TIE :




Winchester- Hampshire S023 7DR, United Kingdom.

15. Concomitant therapy

In each period, Intravenous granisetron at a dose of 3 mg as
slow IV over 5 minutes was administered 40 minutes
before administration of oral Vinorelbine under the
supervision of trained study personnel.

16. Effectiveness criteria

17. Safety criteria

The primary objective of the study is to characterize the rate and
extent of Vinorelbine absorption after oral administration and to
assess the bioequivalence of 60 mg/m2 of Vinorelbine soft
capsule relative to that of 60 mg/m2 of NAVELBINE® soft
capsule marketed by PIERRE FABRE Limited, Winchester
Hampshire S023 7DR, United Kingdom in adult, patients with
advanced breast cancer under fed conditions.

The secondary objective of the study is to investigate the safety
and tolerability of both the formulations on the basis of clinical
and laboratory examinations, documentation of the Adverse|
Evenls (ALEs) and or Adverse Drug Reactions (ADRs).

The pharmacokinetic parameters evaluated for employing the
estimated concentration vs. time profiles of Vinorelbine are as
follows:

Primary PK Parameters: Cmax and AUCO0-72
Secondary PK Parameters: Tmax.

The primary PK parameter (AUC0-72 and Cmax) will be dose
normalized for the individual patients based on the dose
administered as per the body surface area.

The [ollowing standards for bioequivalence will be applied:

The 90% confidence interval of the test/reference (T/R) ratio
(difference in least square means) from the ANOVA of the dose
normalized log transformed data for primary pharmacokinetic]
parameters AUCQ-72 and Cmax for Vinorelbine fed study should
fall within 80.00% to 125.00% (both inclusive).

In each study period, blood pressure, radial pulse rate and
body temperature were measured and

well-being was enquired after check-in, prior to dosing
(within 02 hours), post-dose (02, 06, 12,

24 and 48 hours; within £ 30 minutes from the scheduled
time) and prior to check-out.

For the safety of the patients, all hematology and
biochemistry investigations performed at

screening were repeated at the end of the study. Complete
blood count [Haemoglobin, Hematocrit

(Packed Cell Volume), RBC count, Platelet count, Total
WBC and differential WBC count], renal

function test [blood urea (BUN) and serum creatinine],
liver function test (total protein, albumin,

total bilirubin, SGOT/AST, SGPT/ALT, ALP and Gamma-
Glutamyl Transferase) and blood

sugar test was done prior to period II check-in (mid-study
safety analysis). ECOG performance

status was cvaluated at the time of check-in of ea
and at the end of the study. &
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For patients withdrawn or dropped out from the study,
measurement of vital signs, recording of

well-being, ECOG performance status and safety analysis
was done appropriately at time of

discontinuation or at the subsequent visit.

Serum pregnancy test for female patients was performed at
the time of check-in of each period

and at the end of the study to rule out pregnancy at the
discretion of the Investigator.

For safety reasons, follow-up was done for each patient for
about 10 days after the last study drug

administration.

Patients were regularly monitored during the study for
adverse events (AEs). AEs were coded as

per MedDRA version 20.0.

18. Statistical methods

Statistical analysis was performed on the pharmacokinetic data
using the SAS software for Windows, version 9.2, (SAS™
Institute Inc., Cary NC, USA).

19. Demographic criteria of study
population (gender, age, race, etc.)

Inclusion criteria: (As per the study protocol)
Gender: Male and/or Female can be included in the study.
Age: Patients aged 18and 65 years (both inclusive).

Race: There is no specific criteria for the Race as per the
study protocol. However Asian population were involved
in the study.

20. Results of effectiveness

The 90% confidence interval for the dose normalized (to 60
mg/mz) log transformed pharmacokinetic parameters
AUCo-72 and Cmax were within 80.00% to 125.00% for
Vinorelbine. Hence the test product (Vinorelbine 30 mg
sofl capsules manufactured by Lotus Pharmaceutical Co.,
Ltd., Taiwan) and the reference product (NAVELBINE® 30
mg soft capsule marketed by PIERRE FABRE Limited,
UK) can be considered as bioequivalent in adult, patients
with advanced breast cancer under fed conditions.

21. Safety results

Safety Results: No death or significant adverse event
occurred in this study.

Twelve (12) adverse events occurred prior to period 1
dosing. The details are as follows

» Breast Haemorrhage (patient number 01)

» Skin mass (patient number 12)

« Diabetes Mellitus (paticnt number 04)

» Tachycardia (patient number 12)

« Anaemia (patient numbers 09 and 25)

= Deficiency anaemia (patient number 11)

» Asthenia (patient numbers 09 and 24)

« Pyrexia (patient number 09)

« Pain (patient number 24)

» Back pain (patient number 24)

Sixty three (63) adverse events occurred following
administration of test product. The details 4.
arc as follows:

In period 1




« Nausea (patient numbers 03, 10, 18, 20 and 55)

» Vomiting [patient numbers 03, 51(2 AEs), 53, 55 (2 AEs)
and 59]

= Diarrhoea (patient numbers 03, 10 and 66)

« Headache [patient numbers 51, 58 and 59]

« Pain (patient numbers 51 and 53)

« Asthenia (patient numbers 10, 20, 23, 26, 58 and 59)

« Pyrexia (patient numbers 10, 58 and 66)

» Anaemia (patient number 06)

» Haemoglobin decreased (patient number 08)

« Alanine aminotransferase increased (patient number 18)
» Carcinoma of right breast (patient number 49)

In period II

« Nausea (patient numbers 30, 52, 54, 56 and 65)

« Vomiting [patient numbers 28 (2 AEs), 30, 33, 52 and 57]
« Constipation (patient numbers 12, 57 and 65)

» Diarrhoea (patient number 38)

« Gastritis (patient number 60)

« Headache (patient numbers 09 and 12)

« Myalgia (patient number 33

» Musculoskeletal chest pain (patient number 04)

« Pain (patient number 60)

« Asthenia (patient numbers 09, 28 and 54)

» Pyrexia (patient numbers 12, 56 and 60)

 Pancytopenia (patient number 12)

» Thrombocytopenia (patient numbers 04 and 44)

Sixty four (64) adverse events occurred following
administration of reference product. The

details are as follows:

In period I

+» Nausea (patient numbers 15, 30 and 56)

« Vomiting [patient numbers 15, 28, 30, 52, 56 (3 AEs), 57
(3 AEs) and 60]

» Diarrhoea (patient number 65)

« Constipation (patient number 12)

» Headache (patient numbers 12, 30 and 57)

» Pain (patient numbers 12, 28, 56 and 60)

» Asthenia (patient numbers 05, 17, 52 and 54)

« Pyrexia [patient numbers 05, 54 and 65 (2 AEs)]

« Chills (patient number 28)

 Cough (patient number 60)

« Alopecia (patient number 05)

« Post procedural haemoirhage (patient number 12)

» Anaemia (patient number 45)

+ Leucopenia (patient number 28)

- Neutropenia (patient number 28)

« Thrombocytopenia [patient number 28 (2 AEs)]

« White blood cell count decreased (patient number 50)

« Platelet count decreased (patient number 50)
In period II

« Nausea (patient numbers 20, 53 and 55)

» Vomiting [patient numbers 20, 51, 58, 59 (2A
« Diarrhoea (patient number 40) 1118
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[ « Headache (patient numbers 51 and 66)

« Pain (patient number 53)

« Pyrexia (patient numbers 55, 58 and 59)

« Asthenia (patient numbers 20 and 58)

- Anaemia (patient number 06)

» Blood triglycerides increased (patient number 06)

« Platelet count decreased (patient number 32)

Serious adverse events:

Following administration of Test product:

Patient number 49 had one SAE (Carcinoma of right
breast) after completion of period 1.

The SAE was of moderate intensity and judged to be
unlikely related to the study medication. Itwas considered
as ongoing and no further follow-up was required by the
investigator.

29 Conclusions Efficacy conclusion:. .

- The 90% confidence interval for the dose normalized (to
60 mg/m>2) log transformed pharmacokinetic parameters
AUCo-72 and Cmax were within 80.00% to 125.00% for
Vinarelhine

Hence the test product (Vinorelbine 30 mg soft capsules
manufactured by Lotus Pharmaceutical Co., Ltd., Taiwan)
and the reference product (NAVELBINE® 30 mg soft
capsule marketed by PIERRE FABRE Limited, UK) can
be considered as bioequivalent in adult, patients with
advanced breast cancer under fed conditions.

Safety conclusion:

The test and reference formulations were well tolerated by
the study patients. The adverse event profile of the test
product observed in this study was consistent with that of
the reference product label information.
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