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1. UME HA JJEKAPCTBEHUS ITPOJYKT RE/ I/ A7fp -5 3 3032

JlaGama 250 mg HHKEKIMOHEH Pa3sTBOP B PEBAPHTENHO HAMTbIHEHA CTIPHHLIOBKA 10 02. 201

Labama 250 mg solution for injection in pre-filled syringe

2. KAYECTBEH U KOJIMMECTBEH CbhCTAB

EnHa npeBapuTenHO HambJIHEHA CIPHHLOBKA chabpika 250 mg dynsectpauT (fulvestrant) B 5 ml
pasTBop.

[ToMOLHH BelllecTBa ¢ U3BECTHO jeiicTere (Ha 5 ml)

Eranon 96% (ankoxon), 500 mg
bensunos ankoxon (E1519), 500 mg
bensunbenszoar, 750 mg

3a bJIHKMA CIIMCHK HA MOMOLHMTE BELLIECTBA BIKTE Touka 6.1,

3.  JEKAPCTBEHA ©®OPMA
MHkeKUMOHEeH pa3TBOp B NPeBAPHUTEITHO HaNbJIHEHA CIIPHHLIOBKA

Buctbp, Ge3LBeETEH 10 XKBIT BHCKO3€H Pa3TBOp, 6€3 BHANMH YaCTHLIM.

4. KIIMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHS

®ynBECTPAHT € NoKa3aH:
—  KaTO MOHOTEpaIKs 3a JIEYEHHEe Ha eCTPOreH-peLenTop NO3UTHBEH, JIOKAJIHO aBaHCHUPal HIIH
MEeTacTaTHYeH PaK Ha MJIeYHaTa jJie3a NMpH MOCTMEHOMNAaYy3alHH JKeHH:
©  KOMTO Mpejd TOBA He ca OHJIM MoANaraHy Ha eHIOKPHHHA TEPANus, HIH
O C peunauB Ha 3a00NABAHETO 10 BPEME Ha UK CJie/] aIF0BAHTHA AHTHECTPOreHHa
TEparus, HJH MpH NporpecHsa Ha 3abosiABaHeTo Nno BpPEME HAa aHTHECTPOr€HHA Teparnu,
— B KoMOuHauusA ¢ nanbounkIub 3a ieueHne Ha MoNoXMTeNeH 3a XopMoHaneH peuentop (HR),
OTPHLIATE/IEH 3a PELENTOP 2 Ha YOBELLIKUS enuaepmaneH pactexer gaxkrop (HER2) nokamHo
aBaHCHpaJl HIIM METACTATHYEH PAaK Ha MJIeYHATa XKJe3a MPH )KeHH, KOUTO TpeJIH ToBa ca
MoJy4aBajid eHJOKPUHHA Tepanus (BK. Touka 5.1).

[1pu npe- nix nepuMeHonay3anHH kKeHu, koMOuHUpaHaTa Tepanus ¢ nanbounkanb Tpsdea aa e
KOMOHHHPaHa ¢ arOHHCT Ha JTYTEHHH3MPALL XOPMOH-0cBoGO M aaBawl xopMon (LHRH).

—
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EOSEQOBKR

HKenu (exmovumenno u g cmapuecka evapacm)
[NpenopbudrenHata go3a e 500 mg Ha HHTEPBANH OT eMH MECEH ILTOC JOMBIHHTENHA Ao3a ot 500 mg
IBe CEAMHLIH Clie] TIhpBAaTa A034.

Koraro ¢ynsectpaHT ce u3nonssa B kKoMGHHALKA ¢ manbGounknut, Moad BixTe ChlLo Kparkara
XAPAKTEPUCTHKA HA NPOAYKTa nanbouukmms.

IIpenwu sanousane Ha KoMOHHHpaHA Tepanus ¢ PyIBeCTpaHT H HanOOMUKIKO, H [I0 BpeMe Ha uanara i
HOPORBILKUTENHOCT, Mpe-/TlepHMEHONAY3aTHHTE Keny TpAOBa A2 0BJaT Aekysaru ¢ aronuct Ha LHRH, B

CBOTBETCTBHEC C MECTHATA KNMHHHYHA [IPAKTHKA,

CHelnanay MonvIIaluHH

Bvopeuno yepexcoane

He ce npenoprusa KopurHpane Ha A03aTa TIpH TIAIMEHTH ¢ JIeKa J0 YMepeHa cTeneH Ha Gedpevno
yBpexnaHe (KPeaTHHHHOB kMHPBHC >30 ml/MuH). besomacHocTTa U eukacHOCTTa My He ca OlleHeHH MpH
TAMEHTH ¢ TeXKa cTeneH Ha Op0peyHo yapexnane (KpeaTHHHHOB KIHpBHC <30 ml/MHH) 1 opaan ToBa,
[PH TAKKBA TIALMENTH ce NPENophYBa NOBHIEHO BHAMAaHKE (BX. ToYKa 4.4),

Yeprnoopoltino yepexcdane

He ce mpenopbuBa kopurapane Ha 1o3aTa NMpH MALHEHTH ¢ eka 10 YMepeHa CTeleH Ha YepHoApoGHO
yBpexxaaHe. Benpeku ToBa dynBecTpanT TpabBa a2 ce mpuiara ¢ NOBHIICHO BHUMAHKE NPH TE3H
NAIHEHTH, Thi KATO € Bb3MOKHA MOBHIIEHA €KCIIO3HINA Ha dyaBecTpanT, HaMa AaHHU IIpH TAIHEHTH C
TEXKA CTENEH Ha YepHoNpolHO yBpexaane (Bx. Toukn 4.3, 4.4 1 5.2).

Heduampuuna nonvaoyus

bezonmacHocTTa B edHKacHOCTTa Ha (yNBECTPaHT MpH Aela Ha BeapacT oT 0 go 18 rogunn me ca
ycraHoseHH. HalmdnuTe fo MOMEHTA JaHHH Ca OIIHCAHW B TOYKH 5.1 H 5.2, HO NPenopsKH Mo
OTHOLIEHHE Ha O3UPOBKa He MOraT Ja 6naaT HalpaBeHH.

HayHH Ha npHImrenye
DynsecTpaHT TpAOBa Ja ce NPUNara KaTo ABe NOce10BaTeNHy GaBHNA HHTPAMYCKYJIHH HHXCKLHH 0T 5
ml (1-2 MHHYTH Ha HHXEKIHA), DO €IHA OT BCAKA CTPAaHa Ha cefanuineto (ryTeaiHaTa obnact),

HeofxoiM0 € BHHMaHHE NIPH HHXKEKTHPaHe Ha (hyNBECTPAHT B JOP3OTIyTeanHaTa obnacT nopans
61H30CTTa Ha DOANEKAIMA CENATHIIEH HEPB,

3a noApobHY HHCTPYKLUMH 34 TPUNAraHe, BIXTE TOUKA 6.6,

4.3 IlpoTHBONOKA3AHHS

CBpBXuyBCTBHTEIHOCT KM aKTHBHOTO BELUECTBO HITH HAKOE OT NOMOILHHTE BEILECTRE, H3GPOCHH B
Touka 6.1.

BEpeMeHHOCT i KbpMeHe (Bk. Touka 4.6).
Texxa cTenen Ha 4epHOIPOOHO YEpeRx qane (BikK. ToukH 4.4 | 5.2).




4.4 CoennuajdHH NPeAYNpPEKRICHHA H NPEANA3HA MEPKH IPH YROoTpe6a

@yisecrpanT TpaGBa a ce MpUara ¢ NOBHIICHO BHHMaHKWE NPH NALHEHTH C IEKa X0 YMEPEHA CTETeH Ha
9epHOIpoOHO yepexkaaHe (Bx. Touku 4.2, 4.3 n 5.2).

@ynsecTpadT TPAORA a ce NplJara ¢ NOBHILEHO BHUMAHHE IPH NALUSHTH C TEXKKA CTENeH Ha Oh0peuHo
yBpexaane (KpeaTHHHHOB KIHPEHC <30 ml/MuH).

IMopamys uATpaMycKyTHHS BT HA BEBEXAAHE, QyNBeCTpaHT TpAdBa Aa ce H3NON3Ba ¢ MOBHILCHO
BHHMaHKE TIPH NALUEHTH ¢ XeMOparuyHa Auare3a, TpoMOOUNTONEHNA | TIPH TE3H HA AHTHKOAryNaHTHA
TEpANHA,

YecTo TIpH XKEHH © HalpeaHa! pak Ha rbpAaTa ce HabmogaBaT TpomMOoeMOOIMYHY HHIMACHTH, KOETO €
Hab/I0AaBaHO H MPH KIHHHYHE NIpOyuBaHus ¢ (ynBecTpanT (BxK. Touka 4.8). Topa TpaGBa Ja ce mieme
TIpE/iBH/L, KOraTo ce H3MHUCBa (QYIBECTPAHT MPH PUCKOBH MALHEHTH.

[pu urkekTHPaHeTo Ha (yNBECTPAHT ce ChoOWABAT CHOUTHS, CBBP3aHH C MACTOTO HA HRKEKTHpaHE,
BKJIIOUBAILH MILIMAC, HEBPANTHA, HeBponaTHa Gonka 1 mepudepHa Hepponatua, Heobxoaumo e
MOBHIIEHC BHHMaHHE MPH NPUIoXKeHHe Ha GyIBeCTpaHT B Jop3oriyTeanHara obnact nopanu Gim3ocrra
Ha MOMJIEKALINS CeAantIUIeH HEPB (BK. Touku 4.2 1 4.8).

Hsma apirocpouny naHHH 3a edexra Ha QyNBECTPaHT BEPXY KOcTHTe. ITopazan MexaHH3Ma Ha IeHCTRHE
Ha (yYNBECTPAHT, CHINECTRYBA MOTEHUHANEH PUCK OT OCTEONOpOo3a.

EduracHocTTa 1 Ge3onacHocTTa Ha GyNBECTPaHT (MM KATO MOHOTEpanus, HiIi B KOMOMHALMS ©
nanGourknub) He ca MpoyHeH! IIPH NMalHeHTH ¢ KPHTHYHO BHCLIEPAIHO 3abonsaBane.

Korato dynsectpanT ce H3nmon3ea B KoMGHHANKA ¢ Nanbounknx0, Moist BuxTe cbino Kpatkara
XapaKTEPHCTHKA HA NPOSYKTa NAIGOUHKING.

Iloenuasane na mecmogeme 3a ecmpaduon, GA3UPany Ha aHmMumMena

Topaan CTPYKTYpHOTO NoA0OHe Ha (yyNBECTPAHT H €CTPANTHON, QyIBECTPAHT MOXE Ja MOBAHAE
TECTOBETE 3a eCTPAAHOM, 6a3UPaHH Ha aHTHTENA, KATO TE MOXE J1a TIOKaXaT (alivBo NMOBHILIEHH HHBA HA
€CTPaauoN.

Emanon

JlekapCTBEHHAT MPONYKT chabpika 500 mg ankoxon (eTaHON) BB BCSKA HEDKEKLHSA, KOSTO €
exsuBanenTHo Ha 100 mg/ml (10% T1./06.) KonuuecTrOTO &TKOXON BLE BCAKA MHXKEKIMA OT ToBa
TeKANCTRO € £KBHBANEHTHO Ha 13 ml Gupa unu 5 ml suno.

Ho3a ot 500 mg oT ToBa NexapcTBo (ABE CIPHHLOBKH), TPHIIOKEHA HA Bh3PACTHH XEHH C Tervo J0
70 kg, 64 noBeno ao m3narane Ha 14,3 mg/kg etaHon, koeTo MOXe Ja IPHYMHH NOBHILABAHE Ha
KOHUEHTpaUMATA Ha aJK0oXo. B KpeBTa (BAC) oT okono 2,4 mg/100 ml (smxre Mpunokenune I keM
noxnag EMA/CHMP/43486/2018).

3a cpaBHEHHE, 32 BB3pacTeH, KOUTO MHe vaia BuHo unK 500 ml Gupa, BAC sepoaTHo Iue 6b1e oxoo
50 mg/100 ml.

EHHOBPCMEHHO TIPHNTOKEHHE ¢ JICKAPCTBA, CEABPAKALUH HAINP. TIPOIHICH INTHKO HITH €Ta
AOBCAEC MO HATPYNBAaHEe HA €TAHOJ H 13 IIPeAH3BHKA HeXKelaHH peakilify.



Dbenzunos ankoxon
To3u nexapCTBeH NPOAYKT ChABP:ka GEH3HIIOB AIKOX0J KATO TTOMOILHO BEIIECTBO, KOETO MOXe 13
NPHYUHY ANEPrHYHE PeaKiIHH.

llenpaTpudna momynamys
Vnorpe6aTa Ha hynBECTPaHT NpH ACLA U IOHOIIH HE Ce npenopnysa, Thi KaTo 6e30MacHOCTTa H
e}HKacHOCTTa HE ca YCTAHOBEHH 3a Tasd MPyNa MallHeHTH (Bxk. Touka 5.1).

4.5 BzauMonedcTBHE ¢ APYTH IEKAPCTBEHM NPOIYKTH U APYTH HopMH Ha B3anmoneiicTene

Kiauun4HO MpoyuBane 3a BzauMoacicTBHe ¢ MuasonaM (cybetpar Ha CYP3A4) nemMORCTpHpa, ue
thynBecTpanT He nExubupa CYP3 A4, KnuHUYHW MpoyYBaHyA 3a B3aumoselicTeHe ¢ pHaMIHIIHHE
(rmnyxTop Ha CYP3A4) u xetokonazol (HEXHOUTOP Ha CYP3A4) He NOKa3saT KIMHHYHO 3HaYHMAa
NpoMsHA B KIMpBHCA Ha diynBecTpaHT, CIeN0BATENHO He e HY)KHO KOPHTHPAHE Ha J03aTa IIPH NalH#eHTH,
KOWTO NPHEMAT €THOBPEMEHHO (JyJIBECTPAHT H HHXHOUTOPH MM MHAYKTOPH Ha CYP3A4.

4.6 DepranuTeT, GPEMEHHOCT H KbpMEHe

JAeHu ¢ pereponeH IOTEHIIHAT
XKenu ¢ nereponen noreHuMan TpAGRA Aa U3NON3BAT eeKTHBHA KOHTPALENINA 70 BpeMe Ha JIeYeHHe ¢
Jlabama ¥ 2 TOEMHH clTel MoCIeAHATa 1034,

bpeMerHOCT

IpunoxeHueTo Ha PyIBECTPAHT N0 BpeMe Ha OPeMEHHOCT e MPOTHBONIOKA3aHo (BXK. Touka 4.3). Fima
JarHH, 4e TPH UTbX0BE U 3aliIly, cien €AHOKPaTHO MHTPAMYCKYIHO IPHIIOKEHHE, QyIBECTpaHT MHHaBa
npes nuaueHTara. [IpoyyBaHHATA [IpH KUBOTHH [10KA3BAT HANMYHE HA PENPOAYKTHBHA TOKCHYHOCT,
BKJIIOYMTEAHO H NIOBHILEHA YecToTa Ha PeTalHi aHOMAJTHH H CMBPTHH CITy4an (BX. Touka 5.3). AKko o
BpEMe HA NIPUIMKEHHSTO Ha (yABECTPAHT HACTBIN OpeMeHHOCT, MalMeHTKaTa TpsbBa aa Obae
uHdopMHpaka 3a MOTCHIHANHUTE OMACHOCTH 33 MIOAA H MOTEHLHANHHA PHCK 32 3ary0aTa My.

Kspmene

Kspmenero Tpabsa fa ce MpeycTaHOBH MO BpeMe Ha Jeuenue ¢ hynpecTpanT. OynBeCTpaHT ce
EKCKPETHPa B MJISIKOTO Ha JIaKTHpalu TrbxoBe. He € n3BecTHO gany yIBECTpaHT ce eKCKperHpa B
kspMaTa. I1opajiH NOTEHLMANA OT CEPHO3HH HEXENAHH peaklUH OT QYNBECTPAHT IIPH KbpMauera,
ynorpebara My 10 BpeMe Ha KBPMEHE € IPOTHBONOKa3aHa (B, Touka 4.3).

DeprHauTeT
Edextute Ha hyaBecTpanT BbpXy GepTHAMTETA NPH XOPA HE ¢4 NPOYUIBAHM.

4.7 EdexTn pbpXy cnocobHocTTa 32 1IoHpaHe H pa6oTa ¢ MAIIHHHA

DynBECTPAHT HE NOBJIHMABA HIIH NOBIHSBA HE3HAYHTENHO COCOGHOCTTA 3a Iodupane u paboTa ¢

MALIHHY. BCe nak, moHexe mpy NeveHue ¢ QyaBeCTPaHT HMa MHOTO YECTH CHOGILEHHS 32 aCTCHHS,
NALHEHTHTE, KOKTO DAasBHAT Ta3H Hexe/laHa peakiud, Tpadea Aa moaXOKIAT ¢ MOBHIIIEHO BHAM
modupaneTo H paoTaTa ¢ MAIIHHK.




4.8 Hexenann TeKkapcTECHA PeAKIHM

PeztoMe Ha npodiina 3a 6e3004CHOCT

Monomepanus

B ra3u Touka e npencraseHa MHQOPMALKL, OCHOBAHA HA BCHYKH HEXeNaH! peakudd OT KITHHHIHA
[POYHBAHKS, NOCTMAPKETHHIOBH IIPOYMBAHKS ¥ CIOHTARHHY ¢hoOWeHHA. B cOopHUTE NaHHM 34
(yIBECTPAHT KaTO MOHOTEpANHA Hali-uecTo chobIlaBaHHTe HeXeIaHA PEaKIKH ca OUIIH peakLHy Ha
MACTOTO Ha WHXKEKTHPaHe, ACTEHHA, rajicHe H noBuieHH 1epHoapoOHu eH3aMHu (AJIAT, ACAT, AD).

B Tabnuua 1, naneHnTe Mo-I0My KATETOPHH MO YECTOTA HA HexenaHuTe nekapeTBenn peakuuu (HIIP) ca
H34YHCNIEHH Bb3 OCHOBA Ha COOPHH aHATH3H Ha 6e30TacHOCTTa NPH PYNHY Ha feveHHe c ¢ynsecTpant 500
mg B NPOYYBaHMA, KOHTO cpaBHABAT QynBectpant 500 mg ¢ dynsectpant 250 mg [CONFIRM
(npoyusarne D6997C00002), FINDER 1 (npoyusane D6997C00004), FINDER 2 (npoyuBane
D6997C00006) 1 NEWEST (npoyusare D6997C00003)], vmm camo or FALCON (npoyusane
D699BCO0001), koero cpasHaBa dyneectpanT 500 mg ¢ anacTposon | mg. Korato YyecToTHTE OT
cbopHHA aHaTU3 Ha JaHHHTE 3a HezonacHocT H 0T FALCON ce pasimuvaBar, e HpefcTaBeHa o-BHCOKATa
yecrora. Jlanenure B Tabauua 1 4ecToTH ca BE3 OCHOBA HA BCHYKH ChOOLIEHH chOHTHA, De3 3HaUeHHE
KakBa € OMsIa IIpelieHKaTa Ha H3CIeNOBATeNd 3a IPHIHHHO-CNIe/ICTBeHATa BpE3ka. Menunanara Ha
NPOIB/IKATENHOCT HA IeYeHHeTo ¢ dynBectpadt 500 mg B cOOpHATE AAHHH {BKIIOYHTEIHO I0-TOPE
crioMeHaTHTe npoy4saHus Woc FALCON) e Guna 6,5 mecela.

TabniueH COMCEK Ha HEXKSAaHUTE peakluy

HabpoeHute no-101y HeXeHaHH PEAKUHH ca KIacHPUIUPAHH MO YeCTOTA H CHCTEMO-OPIaHHH KIlacoBe
(COK). I'pynupaneTo mo yecToTa € IeHHHPAHO NO CNENHATA KOHBEHITHSA: MHOTO YecTH (>1/10), yecTn
(=1/100 ao <1/10), seuectu (=1/1 000 no <1/100). Ipu BeAKO IpyMHpaHE B 3aBHCHMOCT OT YECTOTATA,
HEXKENaHHTe JICKAPCTBEHH PEaKIHH C& H30POsBAT B HU3XOLANL Pejl IO OTHOLUEHHE HA TAXHATA
CEPUOZHOCT.

TaGanoa 1 Hexenann JekapcTBeHH PeaKHH, ChOGUIABAHMN NPH NalHEHTH, J¢KYBAHH C
dynBecTpaHT KaTO MOHOTEpANHA

HeskenaHn peaKIHH N0 CHCTEMO-OPTAHHH K/IACOBE H MeCTOTA
Hudekuun 1 HHbecTaHH Uecern Hrdexunn Ha NUKOYHHTE TETHINA
Hapymenus Ha kpbBTa W NHMpHATA YecTu Hamanen 6po# TpomOounTH®
cHCTEMA
Hapymenns Ha UMyHHaTa CHCTEMAa Msuoro yecTr Peakuy Ha CBPLXUYYBCTBUTENHOCT"
Heuecrn AHabHIAKTHYHH PEAKIHH
Hapyienna na Metabonusma u Yectu AHopexcus®
XpaHEHETO
HapyuieHus Ha HepBHATA CHCTEMA Yectu I'nasoGonne
CpaoBH HapyMIEeHHA MHoro gectn [operu BEAHK"
Yectu Beuozna TpoMboeMGonua®
CroMaluHO-4peBHH HapyLIeHHA MHoro gecty Tapene
Yectu Mospeliane, Anapus
XenatoOunMapHy HapYLICHHA MHuoro yecTH TMosHeH YepHOOPOOHH EHINMHA
(ATIAT, ACAT, ADY~ g oo
YecTH Moswen 6Hnﬂpy§j@a§’ﬁ:—;:f/{: .




Heuectu YepHoapobHa HeaOCTATHYHOCT™ %,
xenatut’, mosHmasane Ha I'TT®
Hapyliuenns Ha koskara ¥ DOOKOKHATA MHOTO0 YecTH O6pus™
TBKAaH
HapylileHis Ha MyCKYNHO-CKe/IeTHATa MHoTO YecTH Bonxu B cTaBuTE H B MYCKYJTHO-
CHCTEMA U CHeUHHTENHATA ThKaH CKENETHATA CHCTEMA'
Yectn Bosku B repda’
Hapy1ieHua Ha Bb3NPOM3BOAHTENHATA HecTu BargHaneH KbpBOH3IHE"
CHCTEMA H I'bpaaTa Heuectu BarmHanHa kaHaMmo3a°®, TeBKopes’
O6mmy HapyleHHs H eeKTH Ha MACTOTO | MHOro 4ecTH ACTEHHA", peaklHH Ha MACTOTO Ha
Ha MPHIKEHHE MHKEKTHpaHe®
Yectu [epudepua reBponaThs’,
BB3NaJIEHHE Ha CENANMILIHHA Heps”
Heuectu Kpreeou3anuB Ha MACTOTO Ha
HIKEeKTHpane®, XeMaToM Ha
MSCTOTO Ha HHXEKTHpaHe",
HEeBpalraa™ ©

Brmoupa HeXENAHY CKAPCTBEHH PEAKLMHM, 34 KOMTO NOpajgy HAMHYHE HA NOLISKAO 3a00/1BaHe HE MOXKE 04 ¢S
ONPENEIM ¢ TOYHOCT CTETICHTE, B KOATO GyNBecTpaHT AOTPHHACH 38 PA3BUTHETO HM.

TepMHHTLT ,,pEAKTNE HA MACTOTO HA HHMEKTHPAHE™ HE BKIOYBA TEPMHUHHTE ,,KPEBOHTHE HA MACTOTO HA
HHXEKTHPAHE”, ,,XEMAaTOM HAa MACTOTO Ha HHIKEKTHPaHE”, ., MIac”, , HeBPANTHA™ | ,.iepHdepHa HeBpOmaTHA",

8 Peaxumsra ne ¢ HabmoRasaHa NpH roneMuTe KNuHuusy npoy4sadun (CONFIRM, FINDER 1, FINDER. 2, NEWEST).
YecToTara & M3THCIEHA TIOCPEACTBOM TOPHATA FPaHHUa Ha 95% JA0BEPHTCIEH HHTEPBAT 3a TOUKOBA OllcHKa. M3uncneH e
kato 3/560 (kpaeto 560 e 6poAT NAHEHTH B FONEMHATE KIHHHSHE IPOY4BaHHA), KOSTO MONAJA B KETEFOPHATA
L.HEUSCTH .

Brmousa: aprpanrus v ne-paaxo G0Mka B MyCKY/IHO-CKEIECTHATA CHOTEMA, MHAITHE H GONKH B KpaliHHLMTE.
Kareropusta 3a gectoTa e pasnuyuna npy cBopHKTe TadHH 3a fezomacHocT 1 mp FALCON,

¢ HJIP we ¢ nabmoznasana 568 FALCON,

Omucanye Ha U3OpaHN HEXKENAHH PeaKliiH
BxouesHTe N0-/I0y OMHCAHKA C& OCHOBABAT Ha aHAMM3a HA JAHHHUTE 3a §e301acHOCT, ChOTBETHO TIPH

228 manueHTKH, KOHTO €A TIOMYYHITH Haif-Manko eqHa (1) goza dynsectpanT, v np 232 NamHeHTKH,
KOHTO ¢a IIOJIy4HIIH Hall-Manko enHa (1) mo3a aHacTpo3ol, sbB (a3za 3 Ha mpoyusadero FALCON.

Boaxu 6 cmasume u mycrynno-crenemuama cucmema

B npoyusanero FALCON, OposT Ha NanHeHTKHTE, KOHTO ca ChOOUIMITH KAaTO HeXeNlaHa peakuqa GOJKH B
CTEBHTE W MYCKYITHO-CKelleTHaTa, ¢ CHOTReTHO 65 (31,2%) u 48 (24,1%) B pamoTo Ha GyABECTPAHT H
anacTpososl. OT 65-Te NaUKEHTKH B pamMoTo Ha dyneectpanTt, 40% (26/65) ca chobIunaM 3a Goliku B
CTABUTE H MYCKY/IHO-CKE/IETHATA CHCTEMA [IPE3 MBPBHA Mecell Ha JIeueHHeTo U 66,2% (43/65) — npes
IBPBHTE 3 Mecela Ha JAeucHueTo. [lauuenTkuTe He ¢LOOABAT 32 HexkeNaHH CoOHTHA CTENeH 23 no
CTCAE unu TakMBa, xOWMTO A2 HaJaraT HaMaliABaHe Ha J03aTa, IPeKbCBate Ha IPHEMa HITH
[PEKPATABAHE HA NEUCHHETO.

Kombunupana mepanus ¢ nanbonnnt

O6wmsAT npogun 3a 6e30nacHOCT Ha (yABECTPAHT, KOraTo ¢e M3II0JI3Ba B KOMOHHALHA ¢ NanbourKInG,
Bb3 OCHOBA Ha JaHnuTe oT 517 nanuentu ¢ HR-nomoxurenes, HER2-oTpHLaTeleH aBaHCHPAT HIIH
METacTaTHYCH pak Ha MIKYHATA XKNE3a B paHAoMH3UpaHoTo npoydysane PALOMAS3 (sx. Touka 5.1).
Haii-uecture (220 %) HexKenaHH peaKlMM OT KAKBATO U J1a € CTeNeH, ChoOLIEHY NPH TAIHEHTH, KOHMTO




HeXeJIAHH PeaKlHH CTENEH >3 ca HEYTPOIeHHS, IEBKOMEH A, aHeMHus, HH(PEKIIHY, TOBHILIEHH CTOHHOCTH
Ha acriaprar aMmuroTpancdepasza (AST), TpomOoUMTOMEHNA H YMOpa.

B tabnuna 2 ca npeAcTaBeny nexenatuTe peakauu oT PALOMAS.
Meznuanara Ha HPOSBDKHTENHOCT HA eKCIIO3HIMsTa Ha ¢ynsectpanT ¢ 11,2 Meceua B paMoTo Ha
dynsectpanT nmoc nanbowuxnub u 4,8 Mecena B paMoTo Ha dynBecTpaHT MMoOC Iwianedo.

MeanaHaTa Ha IPOABIKHTENHOCT HA eKCNO3HLHATA HA NanbOUKKIHG B paMOTO Ha (YNBECTPAHT IJIOC

nanfounxnut e 10,8 Mecena.

Ta6muna 2 Hexenann peakunn, 6azupaHn na JaHHH OT npoy4uBanero PALOMAJ (N=517)
CHCTeMO-OpraHeH KiIac DynsecTpanT + ®yasecTpanT + naauneto
YecToTa nastonnkand (N=345) (N=1T72)
HpegnoanTan repmun® Benukn Crenen >3 BeHukn Crenen >3

CTENEHH n (%) CTElleHH N n (%)
n (%) ()
Hudexnun u undecranna
Muozo vecmu
Undexrun® 188 (54,5) 19 (5,5) 60 (34,9) 6 (3,5
Hapylwienus Ha KPLETA ¥ THMPHATA CHCTEMA
Mrozo yecmu
Heyrponenns® 290 (84,1) 240 (69,6) 6(3,5 0
JleBkonenus’ 207 (60,0) 132 (38,3) 9(52) 1{0,6)
AHemus" 109 (31,6) 15 (4,3) 24 (14,0) 4(2,3)
Tpombouutonenns® 88 (25,5 10(2,9) 0 0
Hevecmu
DebpuiHa heyTponeHus 3(0,9 3(0,9) 0 0
Hapymienrasa Ha MeTaG0J1H3Ma H XpaHeHeTo
Mruozo vecmu
HamaneH amreTut 60(17,4) 4(1,2) 18 (10,5) 1 (0,6)
HapymeHus na HepBHATA CHCTEMA
Hecmu
Jucreyzus 27(7,8) 0 6 (3,5) 0
HapyumieHAs1 HA OYHTE
Yecmu
[ToBHIlEHA TaKpHMALHA 25(7,2) 0 2(1,2) 0
3aMeraeHo speHye 24 (7,0 0 3(,7) 0
,,CYX0 OKO" 15 (4,3) 0 3,7 0
Pecnnparopsn, TPLAHA H MeAHACTHHAJIHH HADYIIeHHS
Yecmu
EnncTakcue 25(7,2) 0 4(2,3) 0
CToMAIIHO-YpeBHH HAPYIIeHMA
Muozo vecmu
Tanene 124 (35,9) 2 (0,6) 53 (30,8)
Cromatut™ 104 (30,1) 3(0,9) 24 (14,0)
Tlapus 94 (27,2) 0 35(20,3) ./,
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Tospbluane | 75@Ln | 206 | 283163 | 1(06)
HapleIEHHH Ha KoKAaTa H IOAKO0KHATA TEKAH
Mrozo vecmu

Anonenus 67 (19.4) NA 11 (6,4 NA

O6pus’ 63(18,3) 3(0,9 10 (5,8) 0
Hecmu

Cyxa koxka 28 (8,1) 0 3(L7) 0

OO HapymeHns H eheKTH HA MACTOTO HA MPHJIOKEHHE
Muozo vecmu

YMopa 152 (44,1) 9(2,6) 54 (31,4) 2(1,2)

[Tupexcus 47 (13,6) 1{0,3) 10 (5,8) 0
Hecmu

AcTenus 27 (7,8) 1(0,3) 13 (7,6) 2(1,2)
Hicneapanus
Mrozo yvecmu

Tlosumeny crofimoct a AST 40 (11,6) 11(3,2) 13 (7,6) 4(2,3)
Yecmu

IloBuitignn croiinoct Ha ALT 30(8,7) 7(2,0) 10 (5,8) 1(0,6)

Al T=anaunu amunoTpancdepasa; AST=acnaprar amunorpancdepaza; N/n=6poit naunent; NA= HE & IPHIOKAMO

Ilpepnourranute Tepmumn ([1T) ca m3bpoenn curiacke MedDRA 17.1.

HHAaGekuEn” BrmouBa senyks [T, KOMTO Ca YaCT OT CHCTeMa-opramuua xnac ,Hudekunu u undecramun®.

~Heyrponenna® Brmoysa cnexnute [IT: weyTponerus, Hamanen Opoii Ha HeyTpOMnHTe,

»JieBKoneRya” prmousa ceguuTe [1T: nesroneHun, ramanen Gpokt Ha GeTHTE KPBBHH KIETKH.

»AHEMEA BlOTIOURE cReHUTE [TT: aHEMIHA, IOHHXEH XEMOTIOGHH, OHHKEH XEMATOKDHT,

» T poMOomuToneHa” sxmodsa cienaure I1T: TpomBounronenys, namanen 6poii Ha TPOMGOLKTHTE,

»CroMaraT* prmousa cnennure [1T: adrrosen croMaTHT, XERITHT, TTIOCHT, IIOCOTHEHA, T3BH B YCTATa, BL3NAICHHE Ha

murapuilara, fonka B ycrara, opodapunreaner auckomgopt, opodapunreanna Gonka, CTOMATHT.

3 ,,O0pus” srmoysa cregaire [IT: o6pue, Makynonamynosen obpHs, cep6aimm o6pHE, epuTeMaTosen o6puB, manyoseH o0pus,
AEPMATHT, AaKHEH(OPMER AEPMATHT, TOKCHUIEH KOXKEH 00pHB,

¥Xom 1w o

Onucanue Ha W30paHK HEXeTAHH PEaKIFH

Heymponenus

HeyTtponeHus ot kakBaro 1 fia € cTeneH ce chobluasa npu 290 (84,1 %) nAUMEHTH OT NPOYYBAHETO
PALOMA3, monyuapamy dyABecTpaHT B KOMGHHALHA ¢ NATGOLHMKIEG; HEYTPOTIEHHS CTEIIEH 3 ce
crobmiaea mpu 200 (58,0%) NauHeHTH, a HEYTPOIIEHR cTeneH 4 ce chobinasa mpu 40 (11,6%) nauuenTy.
B pamorto Ha dyiBecTpanT mmoc niuauedo (n=172), HeyTPOIeHHA OT KAKBATO H 1 € CTEleH ce chobluana
npu 6 (3,5%) nauuent;. Hsama crofuieHus 3a HeyTponeHns cTeneH 3 u 4 B paMoTo Ha GynBecTpasT
mARC mnaueto.

ITpu nauuenTH, nony4aBaity GyaBeCTPaHT B KOMOHHALHA C NANGONMKING, MEHAHATA HA BPEMETO J0
MbPBHA EMU30/ Ha HEYTPONMEHHA OT KAKBaTo € Aa e creneH ¢ 15 nuu (auanason: 13-512 gun), a
MCIMAHATA HA MPOARIKHTENHOCTTA Ha HEYTPOTIEHRA CTeneH >3 ¢ 16 A, DeOpuiiHa HeyTpOneH s ce
cbobwasa npy 3 (0,9%) oT NalHeHTHTE, HONy4aBay (yNBECTPAaHT B KOMOHHAINS C NaNOOUMKIHG.

Coofinasate Ha NOIO3MPAHH HEXENAHN PEAKINH

CrobmasaneTo Ha IONO3APAHH HEXENaHH PEAKLMK Cllel pa3pelnaBaHe 3a ynotpeda Ha NeKapCTBEHHA
MPORYKT ¢ BaxkHO. ToBa Mo3BosIBa 12 NPOTBILKH HaGaIONEHHETO HA CHOTHOIUEHHETO [IONI3a/PHCK 32

JeKapCTBeHUs MPOAYKT. OT MENHILHHCKHTE CIEMHATKCTH ¢& H3NCKBA Aa CHOBLIABAT BCAKA TOND
HexellaHa peaKiHaA upes HallMOHATHA CHCTEMA 3a ¢hobiasate KbM M3nmbiHuTENHATA areH
neKapeTBara, yiu. ,Jlamsu I'pyes” Ne 8, 1303 Codus, ten.: +35928903417, yeGeaiit: ww




4.9 [IIpezosupane

CrobIeHn ca H30IHpaHH cllydal Ha Ipefosupane ¢ dynsectpadT npu xopa. [Ipu npeaosupase ce
Npenopb4YBa CHMITOMATHYHO MOANBKANIO NeveHne, [IpoyyBaHusaTa BEPXY JKHBOTHH NPEANONarar, ye
HSIMA JAPYTH €}eKTH OCBEH Te3H, OTHECEHH JHPEKTHO MJIH MHAHPEKTHO KbM aHTHECTPOTEHHATa
aKTHRHOCT IIPH BHCOKH 1034 Ha drymeecTpanT (B, Touka 5.3).

5 ®APMAKOJIOTHYHH CBOHCTBA
5.1 <DapMaKoIHHAMHYHH CBOHCTEA

dapmakorepanepriina rpyna: Enpokpassa tepanus, Antaectporesd, ATC koa: L0ZBAO3

MexaHu3pM Ha neifcTie u GapMakoAHHAMMYHH edekTH

DynBecTPaHT € KOHKYPeHTEH AHTArOHUCT Ha ecTporeHopuTe pelenToph (ER) ¢ apHHHTET, CpaBHAM ¢
TO3H Ha ecTpanuoll. DyneecTpant Gnokupa TpoduuHMTe AeiiCTBAA Ha ECTPOTSHATE, Ge3 Aa mMa
NaplHajHO arOHACTHHHO (ecTpOreHo-notobHo) AelicTBre. MexaHH3MbT My HA JelCTBHE € CBbP3aH ¢
MOHMKEHHE Ha HHBATA Ha €CTPOTEH~PELEIITOPHUA TIPOTEHH.

KIuHAYHATE NpOYYBaHHA NPH [TOCTMEHONAY3aIHH JKEHH ¢ TbPBHYEH PaK Ha rbpaaTa MoKas3saT, ye
GbyneecTpasT 3HaUNTENHO NoHWKaea EP nporenna npr EP no3uTHBHE TYMOPH, B CpaBHEHHE C Iuanebo.
Cpo Taka, Hanule € SHAYUTENHO MOHIDKEHHE Ha eKCNPECHTa Ha IPOrecTePOHOBHS PELIENITOP, KOETO €
B CHOTBETCTBHE C JIHIICATA HA IIPHCBIIM €CTPOreH-aroHHCTHYHH edekTH. CBIIO TaKa, HMa JaHHH, €
tynsectpant 500 mg, npunoXKeH MpH NAWEHTH ¢ TYMOPH Ha TBPIATA, B YCHOBHSTA HA HEOAIOBAHTHO
TIeYEHHE, IOTHCKA eKcipecuaTa Ha ER 1 Ha Mapkepa Ha nponudepauns Ki67 B no-ronsamMa crenes,
OTKONKOTO (hyneecTpanT 250 mg,

KmiauyAa edHracHocT H Be30nacHOCT IPH aRaHCHPAJI PAK Ha ThpAaTa

Monomepanusn

Kimnuuno npoyysade ¢a3a 3 e IPHKMOYHIO TpH 736 NOCTMEHOMAY3aTHA XeHH ¢ aBaHCHpaN pax Ha
TBPAATE, C PELUAHB MO BPEME Ha HITH Clle)| AN0BAHTHA €HAOKPHHHA TEPAalHA HITH C TIPOrpecHs Cley
€HJIOKPHHHA Tepanns 3a aBaHcHpaso 3abonsBae. [IpoyusaneTo BkmouBRa 423 manueHTH, KOWUTO ca
HMAaJIH PeLiINB UITH NPOrpecrs 110 BpeMe Ha aHTH-ecTporeHoBa Tepanui (AE-noarpyna) u 313
MalHEHTH, KOHTO ¢a MMAJIH PEUHINB HIIH NPOrpeckd MO BpeMe HA TEPAITHS ¢ apOMATa3eH HHXHOUTOP
(AH-noarpyna). IlpoyyBaHeTo cpaBHABa edukacHOCTTa H Ge3onacHocTTa Ha dynsectpant 500 mg
(n=362) c Te3n Ha dynBecTpanT 250 mg (n=374). [TsperuHaTa KpaiiHa TOYKA & IpeXuBIeMOCT Ge3
nporpecHs (TIBIT), a xno4oBuTe BTopUyHE KpaliHH TOYKH 33 ¢(PHKACHOCT BKJIIOUBAT CTENEH Ha
ofexrneno nosnuarane (COTI), cTencH Ha kinHugHa monza (CKIT) 1 obima npexussemoct (OIT).
Pesynratute ot npoyysaHero CONFIRM no oTHOWeHHe Ha e(MKACHOCTTA ¢ PE3IOMHpPaHH B Tabnvna 3.

Tabnuna 3 PesloMe Ha pe3yNTATHTE MO OTHOLIEHHE HA MLPBHYHATA Kpaiida Touka (IIBIT) u
KNIOYOBHTE BTOPMIHH KpalinK To4kH 3a efuKacHocT B npoyusanero CONFIRM

Ipomennine Metoa ua Fulvestrant  Fulvestrant

CpaBHeHHe MeRTy TPYRT]
a OLICHKA; 500 mg 250 mg gstia




a

TTBIT: npexapsemoct Ge3 nporpecks; COIL: crenen na ofiexTurHo nopmuasane; CKIL: cTeneH Ha KIHEHYHA 10134;
xruHEYHa nonsa; Oll: o6ma npexusseMoct; K-M: Kannan Maitep; CI: noseputenen uurepsan; AW, apomaras
AE: anTHECTpOTEH.

TepaneBTHYHO (N=362) (N=374) Koed 95% C1 p-
CpaBHEHHe HIHeH cTOfiHO
T Ha T
PHCK
ObI1 MeanaHa no
K-M=s
Mecenn;
xoehHUHEHT
HA PACK
O0Wo NaHeHTH 6,5 5,5 0,30 0,68: 0,94 0,006
-AE noarpyna {n=423} 8,6 5,8 0,76 0,62; 0,94 0,013
-AH nmoarpyna (n=313)° 5,4 4,1 0,85 0,67; 1,08 0,195
o118 Meauana no
K-Ms
MecelH;
KoedHuHEHAT
HA pHCK
OO0 mauMeHTH 264 22,3 0,81 0,69; 0,96 0,016%
-AE noarpyna (n=423) 30,6 239 0,79 0,63, 0,99 0,038
-AW moarpyna (n=313)" 24,1 20,8 0,86 0,67, 1,11 0,241
IIpomenaus  MeToa HA Fulvestrant Fulvestrant CpasneHnne MeKay rpynuTe
a OLeHKA; 500 mg 250 mg (Fulvestrant 500 mg/Fulvestrant 250 mg)
TepaneBTHUHO (N=362) (N=374) AGcomoTHA 95% CI
cpaBHeHMe pA3NNKA B
%
CoIrr % namMeHTH
¢ ODeKTHBREH
OTroBOP;
abcoaoTaa
pasauxa 8 %
O6wo nayuHesTH 13,8 14,6 -0,8 -5,8:6,3
-AE noarpyna (n=296) 18,1 19,1 -1,0 -8,2;9,3
-AH noarpyna (n=205)" 7.3 8,3 -1,0 -5,5,9,8
CKD» % TIANHMEHTH
¢ KII;
alcoT0THA
paszanka B %
Q6mo nanwenTu 45,6 39,6 6,0 -1,1; 13,3
-AE moarpyna (n=423) 52,4 45,1 7.3 -2,2; 16,6
-AH nogrpyna (n=313)* 36,2 323 3,9 -6,1; 15,2

DYABECTPANT € IOKA3IAH NPH NAUMEHTH, KOUTO €4 MMAITH PEIHANB HITH TPOTPECHA 10 BPEME HA AHTH-ECTPOTEHORA
Tepanus. Pesynrarure ot AH-noarpyna ue ca yGegurennn,

IIpencrapenute 3a OI1 AaHHY Ca OT OKOHYATEAHUTE AHAIHAH 32 IIPSIKUBAEMOCT IPH TOTOBHOCT 75%.

Hommnanna p-cToiikocT 663 1a ce Ipapy yTouHABAHG 33 PAsMHTHATA OpH CPaEHeHHe MeXIY MLPBOHATANHETS aHATH3H
38 00IIa OPEKUBACMOCT NPH TOTOBHOCT 50% 1 OGHOBEHHTE aHANN3H 3a NPSKUBASMOCT MPH TOTOBHOCT 75%.

COI e oueHeHa MPH MAUMEHTHTE, TIPH KOUTO & S0 BE3MOXHO I3 C¢ ONEHH MOBIHABAHETO Ha HIXOZHO HHEO (T.€. IPH
NAMENTHTE ¢ H3MEPUMO 3a00JABAHE HA H3X0IHO HABO: 240 MalMeHTH B rpynata Ha dyasecrpart SO0 mg u 261

NalUKEHTH B Irpynata Ha dynsecTpanT 250 mg).

TanpenTy ¢ Haif-Fo6po OGEKTHBHO MOBIHABAHE HA ITBIHO [OBHABAHE, YACTHUHO NOBTHABAHE WIH CTA0HIHO
safonasane >24 ceqMUIH.




Enxo panpoMu3npano, IBOHHOCHATIO, KOHTPOIWPAHO ¢ ABOHHO Iaaleto, MHOTOLIEHTPOBO NPOyYBaHe
thaza 3, ¢ pynsectpant 500 mg cnpsaMo anacTposon | mg, € IPOBEEHO MPH NOCTMEHONAY3AIHY KEHH ¢
ER-nosutused u/unu PER-N03HTHBEH NOKAMHO aBAHCHPAN HAY METACTATHYCH PAK HA MISUHATA Kiie3a,
KOMTO NPEIXOAHO He ca O NeKyBaHH ¢ XOpMOHaHa Tepamus. O01mo 462 nauueHTKy ca
PaHJOMH3HDaHH B choTHOWeEHHE 1:]1 na nonyqasar nmocnenoBaTenHo dynsectpanT 500 mg umn
aHacTposoa 1 mg.

PanpoMuzanuara e ctparuguurpana 1o THna Ha 3abonsBaHeTo (JIOKAJHO aBaHCHPAJ HIH MeTacTaTH4eH),
NpeAXOIHA XAMHOTEpaIHs 3a aBaHcHpaio 3a0onaBaHe H H3MepuMo 3a00/14BaHe.

ITepBr4HaTa KpaiiHa ToUKa 3a ePHKACHOCT HA MPOYUYBAHETO € OUEHEHATA OT H3CEN0BATENS
npexxueseMoct Ge3 nporpecus (IIBII), onenena cvobpasno ¢ RECIST 1.1 (Kparepuu 3a OueHKa Ha
NOBIHABAHETO NPH CONMIHH TyMopH [Response Evaluation Criteria in Solid Tumours]). KimrouosHTe
BTOPWYHH TOYKH 32 e(prKacHOCT BKIIOYBAT 00ma npexussemocT (OI1) u crenex Ha 0GEKTHBHO
noenusease (COI).

Ilpn nanHeHTKUTE, BKIIOYEHH B TOBA NPOYYBaHE, MelHanaTa Ha Bb3pacTTa ¢ 63 ronunn (auanalon 36 no
90 romunu). [o-ronsamara yact oT nauperTteute (87,0%) ca ¢ Meracrariumo 2a00N%BaHe HA HIXOAHO
uuBo, [letnecer i ner npouenta (55,0%) oT nauneHTKUTE Ca ¢ BUCUEPANHH METACTA3H HA H3XOJHO HUBO.
O6wo 17,1% oT mauHeHTKUTE NPEAXOIHO Ca NPEMUHANN XHMHOTEPANEBTHYEH PEXHM 3a ABAHCHPAIIo
zabonssane; 84,2% OT malMEHTKHTE HMAT U3MEPHMO 3a60oNABaHe.

CroTrercTBaly pesyntary ce HabMOoaBaT B O-TONAMATA YACT OT NPeABAPHTENHO ONPELENeHUTE
TIOArpyny DauHEHTKH. B moarpynara nalueHTKH, IPH KOUTO 3a60NABaHETO € OTPaHHYEHO A0
HeBHCLepanHy MeTacTasd (n=208), koeburenTsT Ha puck (HR) e 0,592 (95% CI: 0,419; 0,837) B
pamoTO Ha $yIBECTPAHT, B CPABHEHHE C PAMOTO Ha aHACTpOo30n. B moarpynara Ha NalHEHTKHTE ¢
BUCIiepanan meTactasu (n=254), HR e 0,993 (95% CI: 0,740; 1,331) B pamOTO Ha ()yNBECTPAHT, B
CpaBHEHHE ¢ PaMOTO Ha aHacTpo3oll. Pesynratute 3a edukacuoct ot npoyusareto FALCON ca
npeacraseny B Tabnnna 4 u gurypa I,

Tabmuna 4 Pestome Ha peayaraTnre 3a NbpBHYHATA KpaiiHa Touka 3a eduxacHoct (IIBIT) n
KIWY0BHTE BTOPHYHH KPAliHHE TOUKH (0lleHKA HA HICHeaosaTend, infent-to-treat
nonyaanua) — npoyusane FALCON

Fulvestrant Anastrozole
500 mg 1 mg
(N=230) (N=232)
IpexussieMocT 6e3 nporpecus
Bpo# cioyyau Ha TTBIT (%) 143 (62,2%) 166 (71,6%)
Koedunuent Ha puck 3a IIBI1 HR 0,797 (0,637-0,999)
{95% CI) u p-ctoliHOCT p=0,0486
Meaunana ua TIBIT [mMecenu 16,6 (13,8; 21,0) 13,8 (12,0; 16,6)
(95% CD)}
Bpoit cinygau na OI1* 67 (29,1%) 75 (32,3%)
Koeduurent Ha puck 3a OI1 HR 0,875 (0,629-1,217)
| (95% CI) u p-cToliHoeT p=0,4277
| COIT** 89 (46,1%) | 88 (44,9%)
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CBOTHOIIEHHE HA [HAHCOBETE 38 OR 1,074 (0,716-1,614)
COII (95% CI) u p-croiinocT p=0,7290
Menuana ma [1I1 (Meceun) 20,0 13,2
CKIl 180 (78,3%) 172 (74,1%)
CBOTHOIIIEHHE Ha LIAHCOBETE3a OR 1,253 (0,815~1,932)
CKII1 (95% CI) 1 p-croiinocT p=0,3043

* (31% oT NIANMPAHOTO BPEME HA NPOC/ICANABAHE) - HEOKOHYATENEN anaau3 ua OII

il NpH DANMEHTKH ¢ H3MepHMo 3alo/mBane

Purypal Kpuen pa Kaplan-Meier 3a npexnpsieMoct Ge3 nporpecus (0eHKa HA H3C/IESNO0BATES,
intent-to-treat nonyranns) — npoyusane FALCON

\,
0.4 IR W

BepoatHocT 3a BN

‘\u\---"““‘

-
FreraB@ronwedd

Bpeme ot paHaoMHIMpaHe (MECSIH)

BpOA Ha NALUMEHTHUTE B PUCK!

FULs00 230 187 171 150 124 110 96 81 63 44 24 1 2 0
ANAST 232 194 162 139 120 102 84 60 45 31 22 10 0

JBe KNHHHYHYE NpOy4YBaHKA (asa 3 ca IPHKIFOYNIH npH 061w 851 NOCTMEHONAY3ANHY KEHH ¢
ABAHCHPAI paK Ha rbpaTa, KOHTO Ca HMaJIH PEeOALHE Ha 3a00A9BaHETO 110 BpeMe Ha HIH Clef
AJ(ICBAHTHA EHAOKPHHHA TEPANHA, WIH IPH MPOTPecHa cliell eHIOKPHHHA TEPAITHA 34 HAPEAHAN0
3abonsBane. Cenemaecer u ceeM npoueHTa {77%) OT H3C/IeBAHATA IONYAALMS Ca HMAIH €CTPOTeH-
PELENTOp NO3UTHBEH pak Ha rbpraTa. [IpoyusaHusTa cpaBHABAT He30MacHOCTTA M eUKACHOCTTA Ha
MEeCe4HOTO NIpHJIarane Ha ¢bynsecTpanT 250 mg cpelly exeIHeBHOTO MPHJIAraHe Ha 1 mg aHacTPo3on
(apomartasen uaxHGHTOP). Karo usno, hymsectpant B fo3a 250 mg MecewHo e TOMKOBA edHKACEH,
KOJIKOTO aHAacTPO30J, MO OTHOLICHHE Ha [IPEXHBAEMOCT 0€3 NporpecHs, O0EKTHBEH OTIOBOP H BpeM
npexwuessare. Hama cTaTHCTHUECKH 3HAYMMH Pa3NuKy TIpH BCEKH OT TE3H kpaliHu TOUKH 3a gﬂég@y\eﬂ N0 e NG
MEXXY IBeTe TepanmcBTHYHH rpyIH. [IbpBHYHATA KpaiiHa TOYKA & IpeXUBAeMOCT Hes nporp/e’gﬁ/l}/f ‘\_:f%
o f

J‘l L_J {r
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KoMOHHHpaHMAT aHa/Iu3 Ha JBETE NPOYYBaHHA MOKa3Ba, ue 3a00NABAHETO € TIporpecHpano npu 83% or
noayJaBanute $yNBecTpaHT NALUEHTH, B CpaBHEHHeE ¢ 85% OT MONy4YaBAIHTE aHACTPO3OMN MAHEHTH.
KoMOMHHPaHHAT aHa/IM3 Ha JIBETE NPOYYBAHHS MOKa3Ba, e KOeGHIMEHThT Ha PHCK 32 MPEKHBAEMOCT
Oe3 nporpecus npH dynsectpant 250 mg cnpamo anactpozon e 0,95 (95% CI 0,82 go 1,10). ITpu
dyasectpasT 250 mg obexruBHOTO NOBNUsBaKE € 19,2%, B cpaBHEHHE ¢ 16,5% NpH aHACTPO3OMN.
Meaunanara Ha BpeMeTO Ha [IpexMBaBaHe € 27,4 Mecela 3a TeKyBaHHTE ¢ (yIBeCTPaHT NauueHTH 1 27,6
MECeUa 3a JIEKYBaHHTe ¢ aHacTpo30J nanneHTH. KoedHuHeHTHT Ha puck 3a dynsectpant 250 mg,
CNpAMO aHacTpo30d, MO NOKa3aTeld BpeMe Ha npexupasane e 1,01 (95 % CI 0,86 no 1,19),

Kombunupana mepanus ¢ naaboyurnut

Enno ¢asa 3, MexayHapoaHo, paHAOMU3HPAHO, ABOIHOCANO, MAPANEIHO-TPYIOBO, MHOTOLEHTPOBO
npoy4sane Ha pynsecTpanT 500 mg mnroc nanGounkmnd 125 mg, cnpsMo dynsectpant 500 mg mmoc
nnauebo, ¢ nposeneHo IpH xedd ¢ HR-monoxunrenen, HER2-0TpHuaTENeH NOKANHO aBaHCHpPA PaK Ha
MJICHHATA JKJIE3a, HEMONNEKAI] HA PE3EKUUA HIH TbUeTepanid ¢ ieueOHa e WK MeTacTaTHYeH pak Ha
MIICYHATA HKIIE38, HE3aBHCHMO OT TEXHHA MEHONAY3alleH CTaTyc, YHeTO 3a00aBaHe € NporpecHpato cien
TpeIXoaHa eHIOKPHHHA Tepanus NpH (Heo)amoBaHTHA Tepanus HIH MeTacTaTHYHO 3a00isBaHe.

O6mpo 521 npe-/nepy- ¥ MOCTMEHOMAY3ANHU KEHH, PH KOHTO € HACTBITHJIA [IPOTPECHS [0 BPEME HA HIH
B pamkuTe Ha 12 Mecella OT 3aBBbPLIBAHETO HA AfIOBAHTHATA €HAOKPUHHA TEPAITHS, WIH 110 BPEME Ha HJIH
B paMKHTe Ha 1 MeCell OT IpeAXOaHa EHAOKPHHHA TEpallid 3a ABAHCHPAJIo 3a60sBane, ca
PaHIOMH3HMPaHH B CHOTHOLUECHHE 2.1 Ha (ynBecTpaHT mtoc nanGouuknuG, unu gyneecTpant mmoc
niauebo, H ca CTPaTHGHUHPAHH N0 AOKYMEHTHPaHA UYyBCTBHTEIROCT KbM IPEAXO/IHA XOPMOHAIHA
TCpainHs, MEHONay3aleH CTaTyC IIPH BKIIOYBAHE B MPOYYBAHETO {Npe-/IiepH- CIpAMO
NOCTMEHONAY3AIHH) H HAJIHYME HA BUCLIepanHy MeTactasi. Ipe-/nepuMeHonay3aiHiTe JKERH TT0Ty9aBat
LHRH aronncra rosepenus. [TanuenTs ¢ aBaHCHPaNo/MeTaCTATHYHO 3a360I1sBaHE, CHMIITTOMATHYHH, C
BHUCLIEPAJIHO PA3IpPOCTPAHEHHE, H3I0KESHH Ha PUCK OT XXHBOTO3ACTPALIABAIIH YCIOKHEHHA B
KpPaTKOCPOUEH IaH (BKIIOYUTENHO IIALHEHTH ¢ MACHBHH HEKOHTPOJIHPAHH H3IUBH [MIEBpaeH,
NEpUKApAeH, NepuToHeaeH], Genoapoben mumbanruT 1 Hag 50% depHoApoOGHO 3acATaHe), He ¢a
OTTOBAPAIY HA YCIOBHATA 32 BKIIOYBAHE B NIPOYYBAHETO.

TMauneHTHTE OpoAbJDKaBAT A4 MOJYIaBRaT ONpeacaeHoTo NEUeHHE A0 obeKkTHBHA TMpOorpeCHA Ha
saﬁonasaﬂero, BIIOIIZBAHE HA CHMIITOMHATE, HEMPHEMIIMBA TOKCHYHOCT, CMBPT WIIH OTTETIAHE Ha
CBITACHETO, KOCTO Bb3HMKHE IMMEPBO. He ce JoNyCcKa KPECTOCBAHS MEXKAY TCpancBTHYHHUTE paMeHa.

HaxonHnte aemorpadicki U TPOrROCTHYHY XapaKTePHCTHKM HA NAUMEHTHTE B PpAMOTO Ha (yJIBECTPaHT
nnoc nanbounknid u paMoTo Ka GynsecTpalT moe mwianebo ca cxofuy. MeIHaHaTa Ha BL3pACTTa Ha
TAIHEHTHTE, BKIIIOYEHN B TOBA NIPOYYBaHe, € 57 roauny (fuanazon 29-88). BB Bcako TepaneBTHYHO
paMo MOBEYETO OT MALHEHTHTE Ca OT €BPOMEHIHATA paca, HMaT JOKYMEHTHPAHa YyBCTEHTEITHOCT KbM
IIpeAX0aHa XOPMOHATHA Tepanys M ¢a nocTMeHonaysanyu. [Ipubnuzurento 20% OT mammMeHTHTE ca IIpe-
/mepuMeHonay3anay. BCHUKH NAUMEHTH ca MOAyYaBaiy NPeAX0oaHa CHCTEMHa TEPANHs M [IOBEYETO
[TALHEHTH PBB BCAKO TEPATICBTHYHO PaMO €a MONYYaBaH [PeIXOLSH XHMHOTEPANEBTHUEH PEXHM 3a
CBOATA OCHOBHA AnarHosa. [loseye o1 nomoBHHaTa (62%) HMaT hyHKUHOHANEH cTaTyc 0 MO CKalnaTta Ha
Hsrotdnara koomneparuena rpyna no oukodorus (ECOG), 60% uMat BHCUEPATHH MeTacTasH, a 60% ca
IIONYYaBaJM IOBEYE OT 1 MpeaXodeH XOPMOHANIEH PEKHM 33 CBOATA OCHOBHA AMATHO3A.
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penTtrenoBo m3ciensane (Independent Central Radiology Review). BropuunuTe KpaitHU TOUKH BKITFOYBAT
ofextuper orrosop, CKIL, obina npexusseMoct (OI1), 6e30macHOCT U BpeMe JI0 BIOIUIABaHE IIPH KpaiiHa
To4ka GonKa.

IIpoyuBatieTo nOCTHra MbPBUYHATA KPaiiHA TOYKA 3a YABDKABAHE HA OLICHeHA oT uacneaoBarens [1BI1
TIPH MEXTHHHUA aHAIK3, nposefen npu 82% ot nnanupannTe [1BI1 CEOMTHS; pe3yNTATHTE NPEMHHABAT
[peJBapHTENHO ONpelieNeHara rpaHiia Ha eukacHocT Ha Haybittle-Peto (0=0,00135), nemMoHCcTpHpaiiku
CTATHCTHYECKH 3HAYMMO yAbInKkaBaHe Ha [IBI] ¥ kTHHHYHO 3HAYHM TepaneBTHYeH edekT. I1o-axTyanHu
JaHHH 33 ePUKACHOCT Ca NpeACcTaBeHH B Tabnuia 5.

Cnen Mepuana Ha BpeMeETO 3a npocneaspane 45 Mecela OKOHYATENHHAT aHaH3 Ha Ol € W3BbplleH Bh3
ocHoBa Ha 310 ceOuTHA (60% OT paHAOMH3ApaHHTe nauuenTH ). Habmonaea ce 6,9-MeceuHa pa3imka B
menranata Ha OIl B pamoTo Ha mandouuxnut nmoc GyNBECTPAHT CPaBHEHO ¢ muanebo nimoc
(yNBECTPaHT; TO3M PE3Y/TAT HE € CTATHCTHYECKH 3HAYHM MPH [PENBAPHUTEIHO ONMpeaeNecHOTO HHBO Ha
3HaunMocT ot 0,023 5 (1-cTpanno). B pamoto Ha mnaueGo mmoc $yneecrpant 15,5% or
PaHAOMH3MPAHHTE NALMEHTH NoMydaBaT nanbounknud u apyru CDK uHXHOUTODH (UHMKIHH-3aBUCHMH
KMHAIHH HHXHOHTOPH ) K&TO MOCAERBALL0 NEUEHHE ClEH IPOrPECcHsL.

Pesynrarure ot oneHeHuTe OT H3cnenoBaTens nanuH 3a [IBI1 u kpaiinara OII ot npoyysaHeTO
PALOMA3 ca npenctabenu B Tabnuua 5. CroTBeTHHTE KpKBH Ha Kaplan-Meier ca noka3ani Ha ®urypu
2u3l.

Tabauua 5 Pesyarara 3a epukacroct — npoyusane PALOMAS3 (onenka Ha n3caeqoBare/ns, intent-
to-treat nomyaanns)

AKTyaAH3HPAH AHAJIH3
{maTa Ha sakmouBane Ha 6azaTa Jaanu 23 okromepu 2015 )
Fulvestrant + nanGounkanG Fulvestrant + nianeGo
(N=347) (N=174)
IpexxuBaemoct {e3 nporpecus
Meauana [Meceni (95% CI)] 11,2 (9,5, 12,9) 4,6 (3,5; 5,6)
Koeduuuent na puck (95% CI) u 0,497 (0,398; 0,620), p<0,000001
-CTOHHOCT
Bropuynn kpaiiHi TouKE*
O6exTuBeH oTroBop [% (95% 26,2 (21,7; 31,2) 13,8 (9,0, 19,8)
ChJ
OOeKrTHREH OTTOBOD (MAMEPHMO 33,7 (28,1; 39,7) 17,4 (11,5; 24,8)
3abonagane) [% (95% CI)]
CKIT [% (95% CD)] 68,0 (62,8; 72,9) 39,7 (32,3, 47,3)
Kpaiina ofmma npexupseMocT
(OI) (rara Ha 3aKMOYBaHe HA
Oazata namun 13 ampun 2018 r.)
Bpoii cubuTHA (%) 201 (57,9) 109 (62,6)
Meanana [Meceun (95% CD)] 34,9 (28,8, 40,0 28,0 (23,6, 34,6)
Koedununent na puck (95% CI) u 0,814 (0,644, 1,029)
p-croliHocT} p=0,04291*

CKII=ctenen na kmuHuuxa nonsa; Cl=nosepurency nutepsan, N=0po nauwentn; OR=00exTHBEH 0TroBOp PE3yNTaTHTE OT
BTOPHYHHTE KpaliHy TOYKH Ca Bh3 OCHOBA HA IOTBBPIASHH U HENOTBBPASHH 0TroBOpH cbrnacHo RECIST 1.1,
* Bes cTaTHCTHIECKA 3HAYHMOCT
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1 1-crpanAa p-cTORHOCT OT NOTAPHTMHHIHHS TECT, CTPATHOHIMPAH 32 HATHYHE HA BUCUSPANIHH METACTAIH M YYBCTBHISIEHOCT
KBEM NIPENX0IHA EHAOKPHHHA TEPAITAA, 10 PAHIOMUIALMA.

@nrypa 2 Kpusu ua Kaplan-Meier 3a npexkuBsiemoct Ges nporpecus (OLEeHKa HA H3CIEA0BATEIA,

intent-to-treat nomynauus) — npoyusane PALOMAS3 (xaTa Ha 3aKousaune Ha fazara
AaHHu 23 okromepu 2015 r.)
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FUL=¢ynsectparT; PAL=rran6ouuxaunt; PCB=nnaneto.

Ha6monaean € HamaneH puck ot nporpecus Ha 3a00NSBaHETO KM CMBEPT B PaMOTO Ha (yNBeCTPaHT
THOC MANGOUHKIHO BBB BCHUKU OTACTHE NOATPYNY NAUWEHTH, NepRHIPANY 10 CTPATH(PHKALMOHHUTE
(hakTopu M u3XOAHATE XapakTepHCTHKH. TOBa € BHANHO NpH Mpe-/nepumenonay3anu xenn (HR 0,46
[95% Cl: 0,28; 0,75]) n mocrmenonaysanuu xenn (HR 0,52 [95% CI: 0,40; 0,66]), ¥ nauueHTH ¢
BHCLEpanHo MeTacratiuHo 3abonseane (HR 0,50 [95% CI: 0,38; 0,65]) ¥ HEBHCLEPATHO METACTATHIHO
3abomnsapane (HR 0,48 [95% CL: 0,33; 0,71]). [Ton3a ¢hilo € ycTaHOBEHA HE3ABHCHMO OT THHHHTE Ha
NpenxOAHa Tepamus B ciiydall Ha MeTacTasH, HezaBucumo gam 0 (HR 0,59 [95% CI: 0,37; 0,93]), 1 (HR

0,46 [95% CI: 0,32, 0,64]), 2 (HR 0,48 [95% CI: 0,30; 0,76]), niu >3 muuuu (HR 0,59 [95% CI: 0,28;
1,22]).

Figure 3. Kpneu na Kaplan-Meier 3a of1a npexxansiemocr (intent-to-treat nomyaamus) —

npoy4sane PALOMA3 (gara na 3akmoupane Ha 6azaTa faunu 13 anpnn 2018 r.)
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FUL=gynsecrpant; PAL=nanGouuknu6; PCB=nnauebo.

JOTBIIHUTENHH H3MEPUTENH 3a epuKacHOCT (0BEKTHBEH OTTOBOD H BPEME 0 TYMOpEH OTrOBOp),
OUEHEeHH B [IOArpynara MalHenTH ¢be 1au bes BHcHepanHo 3aboigBaHe, ca nokasanu B Tabnuua 6.

Tabnuua 6 PesysrraT 3a epHKACHOCT IPH BHCHEPAIHO H HEBHCHEPAIHO 3a6019BaHe 0T
npoy4ueaneTo PALOMAS3 (intent-to-treat nomyaanus)

Bucnepaano zabonstpane

HeBHcuepanHo 3a00/151BaAHe

dyapecrpant DyaeecTpaHT dyasecTpanT DyaBecTpaHT
ILII0C IO wianebo MTIOC makoc niaanedo
nanbouaxinG (N=105) nanfomAKIHG (N=69)
(N=206) {N=141)
OlexruBen 35,0 13,3 13,5 14,5
orrosop [% (95 (28,5; 41,9) (7,5;21,4) (8,3;20,2) (7,2;25,0)
% CI)]
Bpeme o 3,8 5,4 3,7 3.6
TyMOpeH (3,5; 16,7 (3.5, 16,7) (1,9; 13,7 (3.4;3,7)
OTTOBOP,
Meanana
[mecenn
(puaunazon)|

*Pe3y/TaTH 33 OTTOBOP, OCHOBAHH Ha MOTHHPLEHH M HETOTBEPAEHH OTTOBOPH.

N=Gpoii nanuerTy; Cl=goBepHTenen HHTEPBAN.

CrpofIUeHHTE OT MAllHEHTHTE CUMITTOMH Ca OLEHEHH 4pes H3MOI3BaHe Ha BENPOCHHKA Ha Erponeticka

OpraHH3auns 3a H3cieaBaHe H TeYeHHe Ha paka (European Organization for Research and T@ment.of
Cancer, EORTC) 3a kauectso Ha xwuBoT (quality of life questionnarie, QLQ)-C30 u Herox
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pak Ha miteynara skneza (EORTC QLQ-BR23). O6mio 335 nauneHTH B paMoTO Ha QyNBECTpaHT MITOC
nanbouuuG 1 166 nauueHTH B paMOTO Ha (YIBECTPAHT TOC TAALEG0 Ca NOMBIHHNH BLIPOCHHKA HA
H3XOIHO HUBO, H NP TIOHE €IHO NMOCELEHHE Clie] H3XOAKO HHBO.

Bpemero 10 BlowIaBaHe e MPefBAPUTENHO ONPENENEHO KATO BPEMETO MEKAY M3XOMHOTO HHBO M NhPBATA
0ABa HE YBEJHYeHHEe >10 TOYKM cupsAMO H3XOZHOTO HHBO B CKOPOBETE HA CHMNTOMA GoNKa.
Hobapanero Ha nanGounkand KeM byIBECTPAHT BOIH A0 I10J13a [0 OTHOLIEHHE HA CHMIITOMHTE 4Ype3
3HAYATEIHO YA/ KABAHE HAa BPEMETO A0 BIOIUABAHE HA CHMIITOMA O0JIKA B CpaBHEHHE ¢ QyNIBECTpaHT
mroc nnauebo (meauana 8,0 Meceua cnpamo 2,8 Meceua; HR 0,64 [95% CI: 0,49; 0,85]; p<0,001).

Egperxmu vpxy nOCmMeHONAY3ATHUS eHOOMEMPUYM

IlpenxIHHMYHETE JaHHY HE TPESINOAraT CTHMYIHpai edekT Ha QyIBeCTpaHT BBpPXY
TIOCTMEHONAY3aIHAA SHAOMETPHYM (B, Touka 5.3). JIByCemMHUUHO NPOydBaHe [IPH 3/1paBH
TIOCTMEHONAY3ATHH XKEHE A0OPOBOJILH, NexyBaHHu ¢ 20 micrograms eTHHHIECTPAIoN JHEBHO, IOKA3Ba,
uye MpeABapHTEIHA Tepanus ¢ QynBecTpaHT 250 mg BOxK A0 3HAUMTENHO OHMKEHA CTHMYJIALMS HA
NOCTMEHONAY3ATHHA CHIOMETPHYM B CPABHEHHE C [IPEABAPUTENHO TPETHpaHe ¢ Naledo, YCTAHOBEHO
upe3 yNTPa3BYKOBO H3MepBaHe Ha JefeniHaTa Ha eHIOMETPUYMa.

Heoa/10BaHTHOTO TedeHHe ¢ NPOABIDKHTENHOCT A0 16 CEIMMULM, NPH MALHEHTKH ¢ PaK Ha MbPJATA C
tyneectpant 500 mg unu dynsectpant 250 mg, He BOAM A0 3HAYMMH IPOMEHH B NebeIHHATA Ha
€HIOMCTPHYMA, KOETO FOBOPH 34 JIHIICA Ha arOHH3EM. HAMa qanHu 32 HexKenaHH PeakLMy TI0 OTHOLICHHE
Ha eHOOMETPHYMa, NPY NpOYYBAHKTE NALHEHTH ¢ pak HA repAaTa. Hima faHHH 10 OTHOUICHHE Ha
MOpGONOTHATA HA EHIOMETPHYMA,

IIpn ABe kpaTKOCpPOUHH NpoyyuBanus (1 W 12 ceIMUIK) NPH MPEMEHONAY3AHH TALHEHTKH ¢
Ho0poKayeCTBEHO FTHHEKONOTHYHO 3ab0/sBaHe, MEXIY 'PyNuTe Ha (YIBECTpPaHT ¥ Mauebo He ca
HaOMIolaBaHK IHATHMHU PA3NHUKM B exorpadickyt uiMepenaTa neSeNuna Ha eHOMETpUYMA,

Edpermu evpxy xocmume

HsMa abATocpoyuHy KIHHWMHY J3HHEH 32 eekTa Ha QyaBecTpaHT BupXy kocTHTe. HeoamoBaHTHOTO
NeYeHHUe ¢ IPOABIDKHTENHOCT A0 16 cenqMHUILH, NPH MAUMEHTH ¢ PaK Ha rbpaata ¢ gynsectpant 500 mg
HIH (ynsectpaut 250 mg, He BOAH A0 KNHHWYHO 3HAYHMHU NIPOMEHH B CTOMHOCTHTE Ha CEPyMHHTE
MapKepH Ha KOCTHHA THPHOBLP.

IenuaTpyyna nomynaijus
@ynBecTpauT He € TIOKa3aH 3a ynorpeba npu Aetia. Esponeiickata arenuus no neKapeTBara 0CBOGOMXKAABa

OT 331b/DKEHHETO 34 TIPEIOCTABAHE HA Pe3yNITATHTE OT NPOYYBAHHATA ¢ (PYJIBECTPAHT BbB BCHUKH
NOATpYNY Ha RejHATPHIHATA NOIMYAALMA 33 PAK Ha repaaTta (BxK. Touka 4.2 3a uHPOpMALMA OTHOCHO
neguaTpiHyHara ynorpeéa).

Otxputo npoyusane dasa 2 npociesssa Se30macHOCTTa, eHKACHOCTTA B GapMakOKMHETHKATA HA
(ynsecTpant, npu 30 MOMHYETA HA BB3PAcT OT 1 A0 8 rOAHHH, € [IPOrPECHBEH NMpEeXkAeBPEMEHeH
nybeprer, cBBp3an ¢bc cuuapom Ha McCune Albright (MAS). [TennaTpHuszTe malKeHTH ¢a TOTY4aBaNH
4 mg/kg Meceuna HHTpaMyCKymTHa Jo3a (ynsectpant. Tosa 12-MeceuHo RpoyuBaHE € IpoCTenuno Habop
OT KpaifHi TOUKH Ha MAS 1 noka3sa pefyunpale 4ecToTaTa Ha BATHHAIHO KLPBEHE, H pexyuup
CKOPOCTTA Ha yBeNH4aBaHE HA KOCTHATA Bb3pacT. Hall-HHCKATE TasMeH# KOHUEHTPALHH H
(pyNIBECTPAHT B CTALHOHAPHO CHCTOSHNE IIPH JIELA B TOBA HPOYYBAHE ¢4 CHUIMEPHMH C TeZ
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BB3pacTHH (BX. Touka 5.2). HaMa HoBM chofpaskenns 3a 6e30macHOCTTa, Bh3HUKHANY B PE3yJITAT HA TOBA
Manko Npoy4vBaHe, HO BCE OLIE HE €a HaTHYHH S-I"OIIHH.IHPITC JdHHH,

5.2 MapmakoKHHETHYRH CBOHCcTBA

Abcopluua

Criea npunoxerne Ha AparofelicTeamus QynBecTPaHT KATO MHTPAMYCKYIIHA HHKeKUHS, QYIBECTPAHT ce
pesopOupa 6aBHO, & MAKCHMATHHTE NIA3MEHH KOHIEHTPAUXH {Cmex) C€ NOCTHTAT CNefl 0K 5 Axu. [Ipu
NpUROKeHHe Ha GyaBecTpanT 500 mg, olle Npez NEPBHS MECel| €& JOCTHIAT €KCNIO3HLIHE, PABHY HA HIH
O1M3KH 10 Te3H, NIPH CTAUHOHAPHO cheTosHue (cpeann [CV]: croteeTHo AUC 475 [33,4%)] ng aan/ml,
Crnx 23,1 [35,3%)] ng/ml, Crin 16,3 [25,9%)] ng/ml). Ipu cTauuoHAPHO ChCTOAHKE, T11a3MEHATA
KOHLIeHTpauus Ha (y/IBECTPAHT ce IOAABPIKA B CPABHUTENHO TeCeH AMANA30H, ¢ MpUBIUsHTENHO 10 3-
KpaTHA pa3inKka MeXY MaKCHMaJIHUTE H Hal-HHCKHTEe KOHLEHTpalHH. Clell HHTpaMyCKYJIHO
TIPHAQKEHHE, EKCIO3KLIHATA € NPHOIH3HTETHO NPONOPIHOHANIHA Ha J03aTa B JO30BHA THANA30H OT 50
10 500 mg.

Pasnpenenenue
DynBecTpaHT uMa OBP30 U IIHPOKO pasnpedenerue. [oneMusT NpuBHien 06eM Ha pasupeaeneHye (Vds)

IpH CTALUHOHADHO CECTOANME - NpubH3uTenso 3 go 5 I/kg, npeanonara, Ye pasnpeieneHHeTo € raBHo
€KCTpaBacKyJapHo.

MynBecTpanT ce cBBP3BA B roaMa creneH (99%) ¢ masmenuTe NPpoTeHHH, JIUIOMPOTEHHATE ¢ MHOTO
HHcKa nrbTHOCT (VLDL), munonpotentute ¢ Hucka mintHoct (LDL) ¥ IMNONpoTEMHHTE ¢ BHCOKA
misTHOCT (HDL) ca raBHHTE CBbLP3Bally KOMNOHEHTH. He ca npoBeIeHH IPoy4YBaHAs 32
B3a8HMOJICHCTBHA Ha KOHKYPEHTHO CBbp3BaRe KbM npoTernn. He € onpenenena posTa Ha CBbP3BalllHs
OIOBHTE XOpMOoHH riaobymu (SHBG),

buorpancqopmaniua

MeTabonu3mMbT Ha (yIBECTPAHT HE € YCTAHOBEH HAITBJIHO, HO BK/IOUYBA KOMOHHALMH OT HAKOJIKO
BB3MOXKHH MTHTUIIA HA OuoTpaHcthopManns, aHATOTHYHE Ha TE3H IIPH eHAOTEHHHUTE CTEPOHLIH.
HUnentuduumpannre metabonut (Bkmountenno 17-keto, cyndou, 3-cyndar, 3- u 1 7-NmokopoHunu
MeTabONUTH) ¢ca HH 110-MAaKO AKTHBHH, HJIH NIPOSBABAT CXOHA HA QYIBECTPAHT aKTHBHOCT HPH
aHTHECTpOreHHuTe Mozend. [IpoyuBaHHATA, H3NON3BAIH MPENAPATH OT YOBRSHIKH YepeH Apod u
PeKOMOMHAHTHH YOBEIUKY eH3uMHU nokassaT, ue CYP3A4 e equacTBeHHAT P450 H30SH3HM, BKITIOUEH B
OKCHIaUUATA Ha ynBecTpaHT. Bee mak H3rnesk/a, ue Apyru MbTHILA, KOHTO He ca CRhbp3aHH ¢ P450,
IOMHHHpAT roBeye in vivo. In vitro ganHuTe mpeanonarar, 4e dyasecTpanT He uuxubupa CYP3A4
H30€H3MMHTE,

Enumunupane

DyIBECTPAHT C€ eTMMHHHDA TTIABHO oy (opMara Ha MeTaboMuTH. OCHOBHYSA MBT HA EKCKPELHS € upe3
teweca, ¢ no-manko oT 1% excKpewus 8 ypuHara. QynsecTpaHT MMa BHCOK KIHpBHC, 11£1,7 ml/min/kg,
Apeanoaraill BUCOKa CTENeH Ha YepHoApoOHa exkckpels. TepMHHANHHAT TOIYKHBOT (ti2), CIen
MHTPaMyCKYITHO TIPHJIOKEHHE, CE OMpelens OT CKOPOCTTa Ha abcopOUHA i ce oleHaBa Ha 50 aHw.

Crnennanny noynanuy
lput nonynanuoner (apMakOKHHETHYEH aHANA3 Ha IAHHH OT NpOY4BaHHs (aza 3 He ca yCTaHOBEHH

PasiuKy BbB (papMaKOKHHETHYHHUS NPOQUN Ha GYNBECTPAHT IO OTHOLIEHKE Ha B'bspacr ( .
89 romunm), Terno (40-127 kg) unwm paca. /
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Bvbpeuno yepexcoane
Jlexa 1o yMepena cTelNeH Ha HapylleHHe Ha 6B0peunata GyHkuus He NOBAHABA HapMAKOKHHETHKATA HA
(yaBECTPAHT KO KAHHWYHO 3HAYHMA CTENEH.

Yeprodpobro vepexcoane

PapMaKoKHHETHKATa Ha (DyIBECTPaHT € OlleHeHa B KIHHUYHO NPOYy4YBaHE ¢ EMHOKPATHA 1038 NPH XEHH C
JIeKa 10 yMEpeHa CTEeneH Ha YepHoaApobHO yBpekaare (knac A 1 B mo Child Pugh). ITpunoxena e
HHTPAMYCKYJIHO BHCOKA [J03a ¢ KPATKOTpaiHO BeBexkgane. HabmoaaBaHo e 1o 2,5 nbTH MOBHILEHHE HA
AUC 1ipu €HH C 4epHOIPOOHO YBpEXKIaHe, B CPaBHEHHE ChC 3/paBy JTHLa. [IpH MallMeHTH, HA KOUTO €
npusioyeH (yIBECTPaHT, IONOGHO NOBHILEHNE HAa EKCIO3HLNATA ce O4akBa Aa Gl m06pe TOIEPHpPAHO.
JKenn ¢ Texka yepHonpobna HeaocTaTb4HOCT (Knac C mo Child Pugh) He ca ouensBany.

Heduampuuna nonyaayus

PapMaKkOKMHETHKATA Ha (YNBECTPAHT € OLiCHEHa B KIIHHHYHO TPOyYBAHeE, IPOBEAEHO NpH 30 MoMuueTa
C MPOTPECHBEN NIPEKAEBPEMEHEH MyOEePTET CBLP3aH che cuuapom Ha McCune Albright (MAS) (8.
Touxa 5.1). IlequaTpuunnre nausenty ca 6UIM Ha BB3pacT Mexcny 1 i 8 TOAMHH, H ¢a NOTYUABATH

4 mg/kg MecedHa HHTpaMycKy/Ha 1034 QynecTpanT. CpeaHara reOMETPHYHA (CTAHIAPTHO OTKIOHEHHE)
Hai-HHCKa KoHUeHTpaums (Cmin,ss), B craunonapho cuetognane 1 AUCss, ca BHIH CHOTBETHO 4,2

(0,9) ng/ml u 3 680 (1 020) ng*hr/ml. Benpexy, ye cbGpaHuTe JTaHHH C4 OTPAHHYEHH, Hali-HHCKHTE
KOHUEHTPAUMK HA QyNBECTPAHT B CTAIIMOHAPHO CHCTOSIHHE NIPH AELA H3TIEKIA Ca CEH3MEPHMH C Te3H
TIPH BB3PacTHH,

5.3 IIpeaxaMHuYHH JaHHK 33 Ge30nNacHoCT
OcTpaTta TOKCHYHOCT Ha (DyJIBECTPaHT € HHCKA.

®ynsecTpaHT H Ipyrute GopMH Ha QYNBECTPAHT C& NOHACAT ZOOpe NPH KUBOTHHCKH BHAOBE,
H3MOJI3BAHH [IPH IIPOYYBAHHNA ¢ MHOMOKPATHO NpHnarade. CUHTa Ce, Y€ NOKaTHHTE PEaKiHH,
BKIIIOUHTENHO MHO3HT ¥ 00pa3yBaHe HAa TPAHYIOMH Ha HEDKEKIHOHHOTO MACTO, CE ABL/DKAT HAa HOCHTEIIH,
HO TEXECTTa Ha MHO3HTA NPH 3aiili HAPACTBA ¢ JYNBECTPANT, B CPpaBHEHHE C KOHTPOJIMTE HA
{busnonornuen pasteop. IIpH NpoyyusaHnaTa 32 TOKCHYHOCT ¢ MHOTOKPATHY HHTPAaMYCKYJIHH JO3H Ha
(ynBeCTPaHT IIpH MTBXOBE M KyHeTa, aHTHECTPOTEHHATA AKTHBHOCT HA (DY/IBECTPAHT € OTrOBOPHA 34
NOBEYETO eekTH, 0C00EHO BBPXY XKEHCKATa PENPOLYKTHEHA CHCTEME, HO CHINO M BBPXY JPYyTH
HYBCTBHTEJIHH HA TIOJIOBHTE XOPMOHH OPraHH M MpH ABaTa noja. [IpH HAKOH KydeTa, clel JbITOCPOMHO
npunoxenue (12 Mecena) B pa3mUYHH ThKAHH, € HAGAIOIABAH APTEPHAT.

[Ipu mpoy4BaHus BEPXY KydeTa, ¢lef TEPOPAIHO X HHTPABEHO3HO NIPHIOKEHHE, €A YCTAHOBEHH e(heKTH
BbPXY CBPACYHO-CBJOBaTA CHCTEMa (Jieka eneBanis Ha S-T cermenta Ha EKI™ [mepopanHo npunoxenne]
H CHHYCOB apecT NpH ¢IHO Kyue [HHTpaseno3Ho)). Te ce Habmoaarar MpH eKCIO3HIHOHHM HUBA 110~
BHCOKH, OTKONKOTO TPH NAnHeHTHTE (Coac>15 TBTH), H BEPOATHO ca ¢ OIPAHHYEHO 3HAYEHHE 32
CHTYPHOCTTa TIPH XOPpa, NPH IpHJIarate Ha KIHHHYHA 1034,

(I)YHBCCTpaHT HAMA FeHOTOKCHUCH ITOTEHIHA.

QynBecTpaHT Noka3Ba epekTH BBPXY PENIPOAYKUHATA H eMOPHO/(DETASHOTO Pa3BUTHE, KOHT
ks

CHOTBETCTBUE C HEIOBATA AHTHECTPOreHHA aKTHBHOCT, B 103M CXONHH ¢ KIMHHYHAaTa, [1p
7S

%
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Habmonapany ofpaTHMO TIOHIKEHHE Ha KEHCKaTa (PEPTHIIHOCT H NPEKHUBIEMOCT Ha eMOPHOHa,
JHCTOKHA M YBEIMYCH PHCK OT leTallHH AHOMANHH, BKJIIOUHTENHO Ha Tap3aiHara cTasa. 3aifim, Ha KOHTO
¢ 1aBaH )y BECTPAHT, He 3aBPKAT GpeMeHHOCTTA. 3abeNa3any Ca YBEIHYEHHE Ha TETIOTO Ha
TNIANEHTATA H OCTHMILIAHTAUHOHHA 3ary0a Ha deTyca. ima yBemiu4eH pUCK OT (heTANHH BAPHALMH ITPH
3afii (M3MECTBAHE Ha3all HA TA30BHA NPLCTEH M 27 MpecakpaeH IPELUIeH).

HBYTOZHILIHO TPOYHBAHE 33 OHKOTEHHOCT MPH ILIbXOBE (HHTPaMYCKYJIHO [IPHIOXKEHHE HA (QYIBECTPAHT),
TNOKa3Ba yBEIHYEHA HeCTOTa Ha J0OPOKaYECTBEHH AHYHHKOBH IPaHyNO3HO—KIETHYHH TYMOPH IPH
HEHCKH ITBXOBE, MPH BHCOKaTa fo3a 10 mg/musx/15 nuy H yeelHYeHa YeCTOTa HA TECTHKYNHH
JlalinuroBH TyMOpH NpH MBKKHTE. B KBYTOAMINHO Mpoy4BaHe IPH MALIKH 33 OHKOIeHHOCT (¢
€KEITHEBHO MEPOPATHO IPHICKEHHE) Ce YCTAHOBABA IOBHILIESHA YECTOTA HA OBAPHANHM CTPOMAIHHE
TYMOPH OT IOJIOBH BbPBH (KAKTO JI0OPOKAYECTBEHH, TaKa H 3M0KAYECTBERH), PU A03% OT 150 1

500 mg/kg/nnenno. Ha HHBOTO, IpH KOETO He Ce YCTaHOBsABA e(EKT 3a TE3H HAXOJIKH, HUBATA Ha
cuctemua excnosuiusa (AUC) ca npubnusHTenHo 1,5 NbTH OT 0YaKkBaHUTE HUBA Ha €KCIIOZHLIUSA TIPH
Xopa, NpH JKeHCKHTE IIbX0Be, H (,8 IBTH NPH MBKKUTE NABXOBE, 4 IPH MHUIIKH — pubau3uTenHo 0,8
IIETH O aKBAHHTE HHEA HA EKCIIO3HIIHA NPH XOPa, I [IPH MEeHCKHTE, H IPH MBIKKATe MHIIKKM. MHIyKuxaTa
Ha TaKHBA TYMODPH C€ OBJIKH Ha $apMaKoJOrHYHO 06YCIOBEHATE SHIOKPHHHH POMEHH 10 MEXaHH3Ma
Ha obpaTHara Bpb3Ka Ha HMBATA Ha TOHANOTPONHHMTE, Ab/DKAILM C€ HA AHTHECTPOreHHTE NPH MHBOTHHTE
¢ ectpyc. ETo 3210, ce cMATa, He Te3su HAXOAKH HAMAT OTHOLLEHHE KbM MPHIOKENHETO Ha QYABECTPAHT
IIPH IOCTMEHONAY3ATHH JKEHH ¢ HaMpeIHAN pak Ha rbpaara.

IIpoyusanns 3a oueHka Ha prcka 3a OkonHaTa cpena (ERA) neMOHCTpUpar, ye ¢y IBecTpanT
MOTEHUHATHO MOXKE [ia NPHYHHH HeXeNaHH ePeKTH BEpXY BoAUTE (BXK. TOUKA 6.6).

6. @APMAIEBTHYHH JAHHHU

6.1 Cnueobk Ha NOMOIIHNUTE BLIECTBA

Etanon (96 npougATa)

bensunos ankoxon (E1519)

Bensunbensoar

Punmsoso Macno, paduHIpano

6.2 HecnBMecTHMOCTH

Ipy nurica Ha NpoyYBanHs 32 HECHBMECTHMOCTH, TO3H AEKApCTBEH HPOLYKT He TPs0Ba Aa Ce CMECBA ©
Ipyru NeKapcTBeHd NPOIYKTH.

6.3 Cpok Ha ropHOCT
2 roguHm
6.4 CrennajHu YCJI0BHS HAa ChXpaHeHHE

Ha ce coxpanssa u mpancnopmupa e xaadunnux (2°C—8°C).
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TeMnepaTypHH OTKIOHEHHS H3BEH Auanazona 2°C~8°C tpsbea ga ca orpanduenu. Bxnounrenso,
Tps0Ba 1a ce H30ArBa ChXpaHEHNUE NIPH TeMIepaTypH, Haapuiasawm 30°C, KakTO H ChXpaHeHHe 3a
noBeye OT 28-THEBEH IEPHO/ TIPH CpellHa TEMNEPATypa 32 ChbXPaHeHHe Ha NponykTa noA 25°C (Ho Haj
2°C-8°C). Crepy epeHTyaIHH TEMIIEPATYPHH OTKIOHEHUA, IPOAYKTHT He3a6aBHO TpabBa i ce BhpHE KBM
NPENOPBHUTENHHTE YCIOBHA Ha ChXpaHeHHe (2 ce chXpaHARa H TPAHCIOPTHPA B XNaAHNHKK npH 2°C—
8°C). TeMmepaTypHUTE OTIIOHEHHA HMAT KyMyIaTHEEH edekT BBPXY Ka4ueCTBOTO Ha NPOAYKTA 1 28-
EBHEBHUAT NepHOA He Tp:AGBa Ja ce HAABHIIIABA MPE3 2-rOAMIHKA CPOK HA MONHOCT Ha dynBecTpanT (BK.
Touka 6.3). Hanarane #a npoxykta Ha TemmepaTypu nog 2°C HAMA Aa My HaBPEAH, CTHIa fia He ce
cbXpansBa noa —20°C.,

H[JEI[Ba]JHTEJIHO HalmbJIHCHATA CIIPHHLIOBKA 12 C¢ CbXpaHABa B OpHIHHAJIHaTa ONaKoBKa, 33 Aa ce
npeanasy OT CBCTIIHHAE.

6.5 BHI H chABpXKAHHE HA OIMAKOBKATA
ChAbpRKALIMAT IPEIBAPHTETHO HAIBIHEHATA CNPHHLIOBKA KOMILIEKT C€ CHCTOH OT:

EnHa 3aneyarana c xanauka, ¢ IIaCTMACOB TBBPJ BPBX, NPO3PAYHa, CTHKIIEHA, NPEIBAPHTENHO
HAIbJIHEHA CIPHHLOBKA OT THII | ¢ mONHCTHPeHoBO GyTaNo M enacTOMEPHA 3amylIaKa Ha GyTanoro,
chabprkaiia 5 ml gynBecTpaHT pasTBOP 32 HHKEKLHH,

Ocurypena e cbuto u oGesomacena urna (BD SafetyGlide) 3a cheunsBaHe ¢ TANOTO Ha CHPUHIIOBKATA,

Hnu

HBe 3aneyaTaHy ¢ Kamavka, ¢ M7aCTMacoB TBBPA BPBX, IPO3PAUHH, CTHKIEHH, TIPEABAPHTETHO
HAaNb/IHEHH CIIPHHIOBKH OT THI 1 ¢ monuCTHPeHOBO ByTANo M enacTOMepHa 3anyluanka Ha GyTanoro,
BCAKA OT KOHTO CEABPika 5 ml QyJBECTpaHT pa3TBOp 3a HHMeKIMH. OCHIYpeHH ¢a CBIUO 1 ABE
obezonacenu uriu (BD SafetyGlide) 3a cheannsapane ¢ TANOTO Ha BCAKa CIIPHHIIOBKA.

Hnu

HlecT 3aneyaranu ¢ Kanayxa, ¢ HIaCTMacOB TBBP/ BPBX, IPO3PAYHH, CTHKIIEHH, PEABAPATENHO
HaTb/IHEHH CIPHHIOBKE OT Thn 1 ¢ nonucTHpenoBo GyTalio M elacTOMepHa 3anyuanka Ha GyTanoro,
BCAKA OT KOMTO chabpika 5 ml (ynBecTpalT pastBop 3a HHxeKIUHH, OCUTYPEHH Ca CBILO U MWIECT
obesonacenu urmu (BD SafetyGlide) 3a cheuusiBane ¢ TsIOTO Ha BCAKA CIPHHIIOBKA.

He Beuuku BUAOBE OnakoBKu Morar ia §bIaT IyCHATH B npogaxta.
6.6 Croeuuasnn mpeanasHH MepPKH NP HIXBBPIIAHE H paGoTa

Hucrpykuyn 3a npuiokenne

Upnnaraﬁl‘e HHXKCKLIHATAa cnopel MECTHHTC p’BKOBOI[CTBa 3a H3BBPIIBAHE HA PIHT’paMYCKy.]IHH HHXKCKIIHH
¢ roJM odeM.

SABEJIEXKKA: Mopanu 61430cTTa Ha NOMAIEKALAS CeTaHIEH HEPB, HEOOXOAMMO € BH
Tnpunarase Ha hynIBecTpaHT B HOP3OrIyTeantata o6nact (Bxk. Touxa 4.4).
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BHumanue - npeau ynotpeda He cTepunnsupaiite obe3onaceHara uria (MOAKOXKHA HIJIa ¢ Mpe/nasuTen
»BD SafetyGlide”) B aBToknaB. BsB Bceki €jHH MOMEHT MO Bpeme Ha paboTa ¢ Mriara u npu
H3XBBPJISHETO H pbleTe TpsaOBa 1a 0CTaBaT 3a] Hesl.

3a Bcska oT ABETE CIIPHHLIOBKH:

- H3Banere CTBKIEHOTO TAIO HA CIPHHLIOBKATA OT KYTHSATA M POBEPETE JA/IH HE € MOBPEIEHO.
- Ortopere BLHIIHATA OMakoBKa Ha obe3onacenara urna (SafetyGlide).
- [Ipeau npunoskenue, pa3TBOPUTE 3a MAPEHTEPAIHO NPUIIOKEHHE TPAOBA 1a ce OrNeaaT 3a BHAMMH
YacTHLH M NPOMSHA Ha LIBETA.
- JpbikTe CNpHHIIOBKATA H3MpaBeHa 3a opebpeHara yact (C). C apyraTa ppka XBaHeTe Kanayeto
(A) ¥ BHHMATEIIHO 3aBBLPTETE MIACTMACOBATa Kamavka ¢ TBbPZ BPBX B MI0COKa, 06paTHa Ha
YacOBHHKOBATa cTpenka (BK. ¢urypa 1).

N |m

Ourypa 1

- Otcrpanete kanauero (A) ¢ ABHIKEHHE PABO HArOpe. 3a Ja 3ara3uTe CTEPHIHOCTTA, He
AokocBaiiTe Bbpxa Ha cnpuHuoBkara (B) (k. durypa 2).

=
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- 3akpenere obe3onaceHara Uria KbM Hakpaiinuka tun ,JIyep-Jlok™ u s 3aBbpTeTe, N0KaTO CE
3akpeny crabuaHo (Bxk. ¢urypa 3).

- IIpoBepeTe anu urnara e 3aimouena B JIyep-KOHeKTOpa, IPE/IH J1a POMEHHTE BEPTHKAIHOTO
NOJIOXKEHHE Ha CIIPUHLIOBKATA.

- Hsabpnaiite npeanasurens Ha riata npaBo Hanpen, 3a 1a He YBPEAUTE BbpXa M.

- JlobamxeTe CIpUHLIOBKATA 0 MACTOTO HAa MPHJIOKEHHE.

- OrtcTpanere npeanasuTeis Ha Uriara.

- HM3ronere U3NMLIHKUA BB3AYX OT CIPHHLIOBKATA.

®urypa 3
- I[Tpunoxere 6aBHO MHTPaMyCKYTHO (1-2 MHHYTH/MHKEKLHUS) B CeAANULIETO (IUlyTeanHara
obnact). 3a ynobcTBO Ha NpHIAraliHs HHKEKIHATA, CKOCEHATa CTPaHa Ha Urjarta e
OpHMEHTHpaHa KbM JocTHeTo (BXK. durypa 4).
Durypa 4

- BejHara cies HHKEKTHPAHETO, C eMH NPLCT HATHCHETE JIOCTYETO, 3a J1a aAKTHBHPATE
npeanasurens (Bx. purypa 5).

3ABEJIEXKKA: [Npu akTiBHpaHeTO He Haco4BaiiTe Urara kbM cefe cH M KbM Apyru xopa. H3uakaiite na
yyeTe LIpaKBaHE W MOTJIEHETe AATH BbPXbT Ha UIJIATA € MOKPHT HAIThJIHO.

_"_,_...—
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Odurypa 5

HsxebpasHe
[IpenBapHTENHO HAMBJIHEHHTE CIPHHLOBKH ca NMpeHa3sHauYeHH caMo 33 eIHOKpaTHa ynorpeda.

Tosa nexapcTBO MOJKE J1a NIPeACTaBIABa PHCK 3a BoAUTe. HensnonssaHUAT ieKapCTBEH MPOAYKT HIH
OTNAIbYHUTE MATEPHAIH OT HEro TpAOBA 1a ce H3XBLPJAT B ChOTBETCTBHE C MECTHHTE H3UCKBAHHS (BX.
To4Ka 5.3).

7. NPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

Gedeon Richter Plc.

H-1103 Budapest

Gy6mréi ut 19-21.

YHrapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Per. Ne

9, JATA HA ITBPBO PABPEHIABAHE/ITOJJTHOBSIBAHE HA PABPELLIEHHUETO 3A
YIHOTPEBA

Jlata Ha MbpBO pa3peluaBaHe:

Jlara Ha nocneaHo MOAHOBABAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

29.09.2020
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